Cunpenadcdun Kapauo

TabneTku, NOKPbITbIE NIIEHOYHONM 060N0YKON PO30BOIo LIBETA, KPYriible, ABOSIKOBbIMYKIIbIE; HA NONEpPeYHOM
paspese sapo TabneTkn 6enoro unm nodtn 6enoro LBeTa.

Bnageney peructpauyMoHHOro ya4oCTOBepPeHus
CEBEPHASI 3BE3[IA (Poccusi)

PerncrpaumoHHbIn HOMep
1M-(001040)-(PT-RU)

JlaTuHCKOe Ha3BaHue
Sildenafil Cardio

[deunctByloulee BelleCcTBO

cungenadpun (sildenafil)

ATX

CO2KX AHTUrMNepTeH3MBHbIE CpeacTBa ANd NevyeHus NeroyHon aptepuanbHOn rmnepTeH3nm

dPapmakonormyeckas rpynna

BasogunaTupyollee cpeactso

Ho3onornyeckasa knaccucgpukaumsa (MKb6-10)

127.0 MNepBrYHas neroyHasi runepTeH3us
127.8 Opyrue yTouHEeHHblE hOPMbl NEeroYHo-cepaeyHON HeAOCTaTOYHOCTH

CocTtaB

TabneTtku, NOKpbITble NIIEHOYHOM 0OOOYKON PO30BOrO LIBETA, KPYrible, ABOSKOBLIMYKIbIE; HA NONEePeYHOM
paspese sapo TabneTkn 6enoro unm nodtn 6enoro uBeTa.

1 1ab.

cungeHadpun (B popme umtparta)

20 mr

BcnomoraTenbHble BeLecTBa: Lenmnono3a MUKpoKpucTannyeckas, KpockapMmernnosa HaTpus (npumennosa),
nosuaoH K30 (NonnBMHUNUPPONUAOH CpeaHEeMONEKYNSPHbINA), NakTo3bl MOHOrMApaT (Caxap MONoYHbIN) - 58.4
Mr, MarHus creapar.

CoctaB obonouyku: runpomenno3sa, nonucopbat-80 (TBnH-80), Tanbk, TuTaHa avokema (E171), kpacutens
KapMyasuH (a3opybuH) - 0.00025 wmr.

10 WT. - yNakoBKM KOHTYpPHble g4eikoBble (1) - navkn kapTOHHbIE. 10 WT. - yNakoBKN KOHTYPHbIE SYENKOoBbIe
(2) - naykn KapToHHbIE. 10 LWIT. - yNakoBKM KOHTYPHblE S4elikoBble (3) - navkm kapToHHbIe. 10 WT. - ynakoBku
KOHTYpPHble A4enkoBble (5) - Navky KapTOHHbIE. 10 WT. - YNakoBKN KOHTYPHbIE SYenKoBble (6) - nayku
KapTOHHbIEe.10 WT. - yNakoBKU KOHTYpHbIE g4yenkoBble (9) - naukn kapToHHbIe.30 LWT. - yNakoBKN KOHTYPHbIE
Avenkosble (1) - Naykm KapToHHbIE.30 LIT. - YNAKOBKN KOHTYPHbIE SiYErKoBbIe (2) - navky KapToHHble.30 LWT.

]
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- YNaKOBKM KOHTYpPHble sivenkoBble (3) - Naykm KapToHHble.30 WT. - 6aHkM nonmMMepHblie (1) - Naykm
KapTOHHbIe.30 WT. - dhriakoHbl NoNUMepHble (1) - NaYkn KapTOHHbIE.

OnucaHune nekapcTeeHHOU hopMbl

TabneTku, NOKPbITbIE NIIEHOYHONM 060N0YKON PO30BOIo LIBETA, KPYriible, ABOSIKOBbIMYKIIbIE; HA NONEPeYHOM
paspese sapo TabneTkn 6enoro unm nodtn 6enoro LBeTa.

dapmakonornyeckme CBoucTBa

CvnaeHadumn - MOLLHBIN CENEKTUBHLIN MHIMBUTOP LnknoryaHo3nHmoHodocdaT (ulMP)-cneunduryeckon
docdoamnactepasbl-5 (PO35). MNockonbky O35, oTBeTCTBEHHAd 3a pacnag U M®, cogepXxuTcs He TONbKo B
KaBepHO3HOM Terie NOfI0OBOro YrieHa, HO U B cocyaax Nerknx, cungeHadgun, aBnssicb MHIMOMTOPOM 3TOro
depmeHTa, yBenuumsaeT cogepxarHue Ul M® B rmagkoMbiLLIeYHbIX KNeTKax NeroYyHbIX COCy40B U BbI3blBAET UX
paccriabneHuve. Y naumeHToB ¢ nierovyHow runeptexsmen (J1IN npuem cungeHadouna npuBoguT K pacLLUMpPEHMIO
COCY[IOB Nerknx n, B MeHbLLEn cTeneHn, Apyrmx cocyaos.

CunaeHadun cenektneeH B oTHoweHun O35 in vitro. Ero aktmBHOCTb B 0THOLWeHMM O1O5 npeBocxoauT
aKTUMBHOCTb B OTHOLLEHUM APYIMX N3BECTHbIX U3oepmMeHTOB hocoanactepasbl: D36, yyacTsyioLLen B nepeaaye
CBETOBOI0O cUrHana B cet4yarton obonouke rnasa - B 10 pas; 131 - B 80 pas; ®32, 134, dA37-00311 -

oonee yem B 700 pa3. AKTMBHOCTb cungeHaduna B oTHoweHun ®135 6onee yem B 4000 pa3 npeBoCcxoauT ero
aKTUMBHOCTb B OTHOoWweHun ®33, uAM®-cneunduryeckon docdoamacTepasbl, y4acTBYOLLEN B COKpaLLleHMn cepaLa.
CwvnaeHadumn Bbi3biBaeT HebonbLlUoe 1 npexoasilee cHkeHne AL, KoTopoe B 6OMbLIMHCTBE CryYaeB He
ConpoBOXaaeTcs KNMHUYecknmu cumntomamu. lNocne npuema cungeHadguna BHyTpb B Ao3e 100 Mr makcumansHoe
CHWXEeHUEe CUCTONNYECKoro 1 anactonuyeckoro All B NonoXeHuu nexa cocrasumno B cpegHeM 8.3 MM pT.CT. U

5.3 MM pT.CT. cooTBETCTBEHHO. [locne npuema cungeHaduna B aose 80 mr 3 pasa/cyT y 340pOBbIX
MYXY1H-0OOPOBOMbLEB OTMEYANOCh MakCUMasibHOE CHIDKEHNE CUCTONUMYECKOro U anactonumdeckoro ALl B
nonoxeHun nexa B cpegHem Ha 9.0 MM pT.CT. 1 8.4 MM pPT.CT. COOTBETCTBEHHO.

Mocne npuema cungeHadpuna B gose 80 mr 3 pasa/CcyT y naumMeHTOB C CUCTEMHOW apTepuanbHOn rmnepTeH3nen
cuctonuyeckoe u guacronuyeckoe Al cHmxanocb B cpegHeM Ha 9.4 MM pT.cT. 1 9.1 MM pT.CT.

COOTBETCTBEHHO.

Y naumenToB ¢ JI, nonyyaswmnx cungeHadpun B ose 80 mr 3 pasa/cyT, cHmwkeHne ALl 6bIN10 MEHEE BbIpaXKEHHbIM:
cuctonuyeckoe u guacronuyeckoe Al cHUXanocb Ha 2 MM pT.CT.

Mpu ogHoKpaTHOM Npueme BHYTpb B Ao3ax Ao 100 mr 3gopoBkiMu JobpoBonbLamu cungeHadun He okasbiarn
cylecTBeHHOro BnusHus Ha nokasatenu 3KI. Mpu npumeHeHun npenapata B fo3se 80 mr 3 pasa/cyT y

nauuneHToB ¢ JII" knnHnYeckn saHadnmble nameHeHus OKIM He BbISIBNSANUCEH.

Mpu M3yyeHnn remoanHammyeckux acpcekToB cungeHaduna npu ogHoKpaTHOM npueme BHYTpb B Ao3e 100 mry 14
NnauneHToB C TsKeNbIM KOPOHapHbLIM aTepocKnepo3oM (CTeHO3, Mo KpanHen Mepe, O4HON KOpOHapHOW apTepum
bonee 70%) cpegHee cuctonuyeckoe u gnacronmdeckoe ALl B nokoe CHM3UNOCh Ha 7% 1 6% COOTBETCTBEHHO,

No CPaBHEHUIO C UCXOAHbIM ypoBHEM. CUCTONMYECKOE AaBreHne B NEroO4HON apTepum CHUXKanock B cpegHeM Ha
9%. CvngeHadmn He BRMsN Ha cepaeyHblii BbIOPOC 1 He yXyaLuan KpOBOTOK B CTEHO3UPOBAHHbIX KOPOHAPHbIX
apTepusx.

Y HeKkoTopbIX NauueHToB Yepes 1 4 nocne npueMa cungeHaduna B gose 100 Mr ¢ NOMOLLBIO TecTa
dPaHcBopca-MyHcensa 100 BbISBMEHO Nerkoe 1 npexogsiliee HapyLleHme crocoOHOCTH LIBETOBOCTIPUATUSA
(cuHero/3eneHoro UBETOB); Yepes 2 Y nocne npyema npenapara 3T nsMeHeHus ucdesanun. CuntaeTcs, 4YTo
HapyLUeHVe LBETOBOIO 3peHusi Bbl3biBaeTcst MHrMbuposaHneM PO3O6, y4acTByloLLEN B MpoLecce nepeaayn cBeTa B
ceTyaton obonoyke rnasa. CungeHadun He okasbIBaeT BIINUSHUS HA OCTPOTY 3pPEHMS, BOCTIpUATUE

KOHTPaCTHOCTU, AaHHble 3NeKTpopeTMHorpadum, BHyTpUrnasHoe AasneHne unu guameTp 3padka.

Y nauueHToB € NOATBEPXOEHHOW HayanbHOW BO3pacTHOM AereHepauunein Makynsl cungeHadun npyu OgHOKpPaTHOM
npueme B fo3e 100 Mr He BblI3blBarn CyLECTBEHHbIX U3MEHEHU 3pUTENbHBIX (OYHKLMI, B YACTHOCTU, OCTPOTHI
3peHMs, OLIEHMBAEMOW C MOMOLLLIO peLleTkn AMcnep, cnocobHOCTM pasnmyaTh LBeTa cBeTodopa, OLeHMBaeEMbIE
METOLOM nepumMeTpun Xamdpu, 1 NPexXoasiinX HapyLleHn 3puTenbHbIX YHKLUUA, OLueHNBaeMbiX C MOMOLLLI0 MeToaa
doTocTpecca.

OdpekTMBHOCTL Y B3pocrbIx nauneHTos ¢ N1

Uccneposanu addpekTMBHOCTL cungeHaduna y 278 naumeHTos ¢ nepsuydHon J1IM (63%), 1T, accoummpoBasLuerica ¢
CUCTEMHbIMM 3aboneBaHnAMU coeamHnTensHomn Tkanu (30%), n J1IM, pa3BMBLLEACA NOCNE XMPYPrMiecKoro nevyeHuns
BPOXAEHHLIX NopokoB cepaua (7%). Y 6onblunmHcTBa naumeHToB nmencs 1l (107; 39%) nnm 1 (160; 58%)
dyHKunoHanbHbIN knacc N1 no knaccudpumkauum BOS, pexe onpegenanuck | (1; 0.4%) unu IV (9; 3%)
yHKLUMOHarnbHble knaccel. MaumeHToB ¢ hpakumen BbIbpoca neBoro xenynoyka meHee 45% wnu cppakumen
YKOpOYeHUs pasmepa NeBoro xenyaoyvka meHee 0.2 B uccnefoBaHue He BKIKOYanu, Tak e Kak U nauneHToB,

ONsl KOTOPbIX OKa3anacb HeaddekTnBHOM Tepanus 6o3eHTaHoM. CungeHadun B gosax 20 mr, 40 mr unu 80 mr
NPUMEHSANN BMECTE CO CTaHO4APTHOW Tepanven (NnaumneHTbl KOHTPOSbHOW rpynnbl nonyyanu nnaue6o). MNMepsuyHon



KOHEYHOW TOYKON BbINo NOBbILIEHWE TONEPAHTHOCTU K (hM3NYeCcKor Harpyske no TecTy 6-MUHYTHON xoab0bl Yepes
12 Hepenb nocrne Havyana neyveHuns. Bo Bcex Tpex rpynnax nauueHToB, NonyyasLunx cungeHadun B pasHbixX
[03ax, OHa [OCTOBEPHO yBENUYMBanach No cpaBHeHuto ¢ nnauebo. YBenuueHne npoiaeHHoON guctaHumm (c
nonpaeKkow Ha nnauebo) coctaBumno 45 m, 46 m 1 50 M y naumMeHToB, NonyyaBLwmx cungeHadmn B gosax 20 wr,

40 mr n 80 Mr cooTBeTCTBEHHO. [JOCTOBEPHbIX pasnuyuin Mexay rpynnaMu nauueHToB, NpUH1MMaBLLINX
cungeHadun, He BbISIBIEHO.

YnyJuweHune B pedynbTtaTax Tecta 6-MuHyTHOM XoAb0Obl 0OTMeyvanock nocre 4 Hegenb Tepanuu. [aHHbIi adhdekT
coxpaHsncs Ha 8- n 12-ih Hegensix Tepanuun. CpegHuii TepaneBTUYecknii 3dodekT NocnefoBaTenbHO Habngarncs
B pe3ynbTaTax Tecta 6-MMHYTHOM xo4bbbl BO BCex rpynnax cungeHaduna no cpaBHeHWIo ¢ nnauebo B
nonynauusax nauneHToB, cneumanbHO 0TOBpaHHbIX NO CrneayloLwmM npuaHakam: gemorpadmyeckum, reorpadmyeckmm
1 No ocobeHHOCTAM 3aboneBaHusi. bazoBble NapameTpsbl (TECT XxoAb0bI M remognHammka) n acpdekTbl, B
OCHOBHOM, ObINM CXOXMMM B rpynnax nauneHToB ¢ JIIN pasnuyHbix gyHKUMOHanNbHbIX knacco no BO3 n pasnuyHbix
3TUONOMNNA.

CTaTUCTNYECKM 3HAYMMOE MOBbLILLEHNE Pe3yNbTaToB TecTa 6-MUHYTHOM X0Ab0bl HAbNganock B rpynne
nauueHTos, nony4daswmx 20 mr cungeHadpuna. Ons nauneHtos ¢ J1IT pyHKUmMoHanbHbIX knaccos Il n i

ynyJlleHne pe3ynbTaToB TecTa 6-MUHYTHON Xx0Ob0bl, CKOPPEKTUPOBaHHbLIE MO nnauebo, coctaBnseT 49 M n 45 m
COOTBETCTBEHHO.

Y nauueHToB, NnonyyasLUnX cungeHadun Bo BCex Jo3axX, cpefHee AaBneHne B NerodHon aptepumn JOCTOBEPHO
CHMXXANoOCh NO CpaBHEHMIO C Nnauebo. Y naumMeHToB, nonyyaBlwmx cungeHacpun B gosax 20 mr, 40 mr n 80 wr,
CHWXEHWE JaBreHUs B NIEFOYHOM apTepun ¢ nonpaskon Ha addpekT nnauebo coctaBuno: 2.7 mm pT. cT., 3.0

MM pT. CT. U 5.1 MM pT. CT. COOTBETCTBEHHO. KpoMe TOoro, BbISIBNSAMNOCH YNy4lleHue CreayoLmx nokasaTenemn:
COMNPOTMBIEHME NIErOYHBLIX COCYAOB, AaBIEHNE B NPABOM NPELACEPAMN N cepaeYHbIf Bbiopoc. MameHeHus UCC n
cucteMHoro ALl 66Ny HeaHaunTenNbHbIMU. CTENEHb CHUXKEHMS COMPOTUBIIEHNS NTETOYHbBIX COCYA0B NpeBocxoanna
CTeneHb CHWXeHUs1 nepncepruyecKkoro CocyamcToro conpoTnaBneHus. Y naumMeHToB, nonyyasLumx cungeHadun,
BbISIBUITN TEHAEHLMIO K YIYULLEHUIO KIMHUYECKOTO TeYeHUsi 3aboneBaHmsi, B YaCTHOCTU CHMDKEHNE YacTOThl
rocnutanusaumii no nosoay J1I. [lonsa naumeHToB, COCTOSIHME KOTOPbIX YMY4LLUIIOCh, MO KpanHen Mepe, Ha OAMH
yHKLUMOHanbHbIN Knacc no knaccudukaumm BO3 B TeyeHne 12 Hepenb B rpynnax cungeHaduna ooina Beiwe (28%,
36% u 42% naumeHTOB, NnonyyasLuux cungeHadpun B gosax 20 mr, 40 mr u 80 Mr COOTBETCTBEHHO), YEM B

rpynne nnauebo (7%). Kpome Toro, nevenne cungeHadumnom no cpaBHeHUto ¢ nrauebo npuBoausio K ynyyLeHuo
KayecTBa »Xu3HW, 0COOEHHO Mo nokasaTensMm U3NYeCKoN akTUBHOCTU U TEHAEHLUMN K YIYYLLIEHUIO MHOEKCa
opbiwky Bopra. MpoueHT NauneHToB, KOTOPLIM K CTaH4APTHOW Tepanuu Npuynock obaBuTe Npenapar eLle
ofHoro knacca, B rpynne nnaue6o 6bin Boiwe (20%), Yem B rpynnax nauneHToB, NonyyaBLUnx cungeHadwn B
no3sax 20 mr (13%), 40 mr (16%) 1 80 mr (10%).

WHdopmaLmsa no JONrocpoYHON BbPKMBAEMOCTU

B npoaneHHoM nccnenoBaHum Gbino YCTaHOBIEHO, YTO cungeHadun NoBbIWAeT BbPKMBAaEMOCTb naumeHTos ¢ JT.
O pekTUBHOCTL Y B3pocnbIxX nauneHTos ¢ J1IN npy COBMECTHOM NPUMEHEHUU C 3NONPOCTEHONOM

OhdhekTuBHOCTL cungeHaduna nsyvanu y 267 naumeHToB co cTadbunbHbiM TedeHvem JII Ha boHe B/B BBEAEHUS
anonpocTteHona. B uccnegosaHue Bknoyanu naumneHtos ¢ nepsuyHon JII u J1IT, accouuupoBasLuerica ¢
CUCTEMHbIMW 3a060NEBAHNSIMU COEAUHUTENBHON TKaHMW.

MauuneHTbl BbINK paHgoMU3NPOBaHbI Ha rpynnbl nnauebo n cungeHaduna (¢ hUKcMpoBaHHLIM NoA60POM [03,
HauyuHas ¢ gosbl 20 mr, go 40 mr n 3atem 80 mr, 3 pasa/cyT) Npu KOMOGUHNPOBAHHOW Tepanuu C B/B

BBEJEHMEM anonpocTeHona. NepBnYHOM KOHEYHON TOYKON BbINO NOBbLILEHWE TONEPAHTHOCTU K (hU3NYECKOW
Harpyske no Tecty 6-MnHyTHOM Xxoabbbl Yepe3 16 Hegenb Nocne Havana nevyeHns. YBenuieHne npongeHHon
anctaHuum B rpynne cungeHadwmna coctasuno 30.1 m npotve 4.1 m B rpynne nnaue6o. Y nauneHTos,
npUHUMaBLLUX cunaeHadun, cpeaHee AaBreHue B Nero4Hon apTepumn JOCTOBEPHO CHMXanock Ha 3.9 MM pT. CT.
no cpaBHEHUIO C rpynnow nnaue6o.

KnuHuyeckme ucxoabl

Tepanusa cungeHadunomM 3HaunTeNbHO yBeNuYMBana BpemMs Ao KrmHudeckoro yxyalueHus J1IT no cpaBHeHuto ¢
nnaue6o. Mo oueHke KannaHa-Maiiepa, y nauneHToB, nony4arowwmx nnauebo, puck passuTtus yxyalweHusi 6ouin B 3
pasa Bbille (nponopuusi NauveHToB ¢ yxyaleHvem B rpynne nnauebo cocrasuna 0.187 (0.12-0.26), a B

rpynne neyeHus cungeHadunom - 0.062 (0.02-0.10), noBeputenbHbI MHTepBan 95%). Nepuoa BpemeHu ao
KIUHUYECKOro yXyaLWeHuns onpeaenancs kak Bpems OT paH4oMuM3auumn naumeHToB 40 NepBbIX NPU3HaKkos
yXyOlweHus (netanbHbIA NcxXod, TpaHcnnaHTaums Nerkoro, MHNLMMPOBaHWe Tepanun 603eHTaHOM NN M3MEHEHNE
403bl 3MONPOCTEHONNA U3-3a KIMHMYECKOTO yXyaLweHus). Y 23 nauneHToB 13 rpynnsl nnauebdo otmevanu

NPU3HaKU KNnMHUYeckoro yxyaweHus (17.6%), B To BpeMs Kak B rpynne cungeHaduna yxygleHme oTMeyanocs y
8 naumeHToB (6%).

Y naumeHToB ¢ nepBuyHoi JIIM oTMeYvanu cpegHee OTKIOHEHME B TeCTe 6-MUHYTHON XoAb0bl: NPY O4HOBPEMEHHOM
NpUMeHeHUn ¢ cungeHacdunom - 26.39 m, npy npumeHeHun ¢ nnavebo - 11.84 m. Y naumenTos ¢ T,

CBSI3aHHOW C CUCTEMHbIMW 3a00NeBaHNAMMN COeaNHUTENBHOM TKaHW - 18.32 1 17.5 M COOTBETCTBEHHO.
OhdekTMBHOCTL M Ge30NacHOCTL MPUMEHeHUs cungeHadmna y B3pocnbix naumeHTos ¢ J1I (npy ogHOBPEMEHHOM
NpUMeHeHNN ¢ 603eHTaHOM)

B uenom, npodunb noboyHbIX 3dhdekToB B ABYX rpynnax (OAHOBPEMEHHOE NpUMeEHeHKe cungeHaduna n 6o3eHTaHa
1 MOHOTepanus 603eHTaHOM) OblfT OAMHAKOBLIN 1 COOTBETCTBOBAS NPOU0 NOBOYHBLIX 3(EKTOB NPU NPUMEHEHNM



cungeHaduna.

BcacbiBaHue

CwungeHadmn 6bicTpo BcackiBaeTest u3 XKKT nocne npuema BHyTpb. AGcontoTHas BMogoCTyNHOCTbL COCTaBnseT
okono 41% (o1 25% po 63%). Cmax cungeHacduna B nnasme Kposu focturaetcs yepes 30-120 MuH (B cpegHeM

- yepes 60 MUH) nocne npuema BHYTPb HaTollak. [Nocne npnema cungeHaduna 3 pasa/cyT B AvanasoHe 403 OT
20 mr go 40 mr AUC n Cmax yBenuumBatoTcsi nponopumoHansHo fose. [Npu npueme cungeHadpuna B gose 80 mr 3
pasa/cyT ero KOHLeHTpauus B nnasme KpoBu yBenuumBaeTcs HennHerHo. MNpn ogHoOBpeMeHHOM npueme ¢ nuLLemn
CKOPOCTb BCacbiBaHUSA cungeHaduna cHuxaetcs. [pu ogHOBPEMEHHOM MpUeMe C XUPHOM NULLIEV BpeMst JOCTMKEHUS
MakcumanbHoOW KoHueHTpauumn (Tmax) ysenuymeaetca Ha 60 muH, a Cmax yMeHbLuaeTcs B cpegHeM Ha 29%,
O[lHaKO CTeMneHb BcacbiBaHUSA CyLLeCTBEHHO He naMeHseTcs (AUC cHuxaeTcs Ha 11%).

Pacnpegenenue

Vd cungeHadmna B paBHOBECHOM COCTOSHUM cocTaBnsieT B cpeaHem 105 n. MNocne npuema BHYTpb cungeHadguna
B fo3e 20 mr 3 pasa/cyt Cmax cungeHaduna B nnasme Kposu B paBHOBECHOM COCTOSIHUM COCTaBrsieT OKOMo

113 Hr/mn. CBA3biBaHME cungeHaduna u ero 0CHOBHOMO LMpkynupytowero N-gemeTtunsHoro metabonura c
Oenkamu nnasmMbl KpOBU COCTaBMSIET okono 96% 1 He 3aBUCUT OT 00LLEen KoHLEeHTpauun cungeHaduna. Yepes 90
MUWH MOcrne npyemMa npenapaTa B cnepme 300poBbix AobpoBonbLeB obHapyxeHo meHee 0.0002% no3bl cungeHadvna
(B cpegHem 188 Hr).

MeTabonunam

CwvnaeHadcmn metabonuampyeTcs, rnaBHbIM 00pa3oMm, B NeYeHn Nog AENCTBUEM MUKPOCOMarbHbLIX M30hePMEHTOB
uutoxpoma P450: nsocepmeHt CYP3A4 (ocHoBHOM nyTb) u nsodepmeHT CYP2C9 (MUHOPHBIN NyTb). OCHOBHOW
LMPKYIMPYIOLLWIA aKTMBHBIN MeTabonut obpasyeTcs B pedynbtate N-gemeTunupoBaHusa cungeHaduna.
CeneKkTUBHOCTb AeNCTBUS 3TOro metabonuta Ha ®13 conocrtaBnma ¢ TakoOBOW cungeHadumna, a ero akTuBHOCTb
B oTHoweHun ®L135 in vitro coctaBnseT okono 50% akTMBHOCTU cunaeHaduna. KoHueHTpaumss MmetabonuTa B
nnasme KpoBu coctaBnsieT okono 40% koHueHTpauuu cungeHaduna. N-gemMeTunbHbIn MeTabonut nogsepraeTcs
JanbHenLwemy npespaLleHnto; ero KoHeuHbln T1/2 coctaBnaeT okono 4 4. Y nauneHToB C Niero4Hou
apTepuanbHon runeptensven (JTA) cooTHoLEeHUe koHUeHTpaumin N-gemeTunbHOro metabonuta v cungeHaduna
Bbllwe. KoHueHTpaumsa N-gemMeTunbHOro metabonuta B nna3me KpoBM COCTaBMSIET OKoMo 72% OT TakoBOn
cungeHadmna (20 mr 3 pasa/cyT). Bknag metabonuta B (hapmMakonornyeckyto akTMBHOCTb cuneHadwmna
coctaBnseT 36%, ero Bknaz B KNUHUYECKUN adeKT npenapata HEN3BECTEH.

BbiBegeHue

06w kNnpeHc cungeHaduna coctaenseT 41 n/4, a koHeYHbIn T1/2 - 3-5 4. Mocne npnema BHYTpb
cungeHacuvn BelBOAWUTCSA B BUAe MeTabonntos, B OCHOBHOM, Yepe3 kueyHuk (okono 80% [03bl) U, B MEHbLUEN
cTeneHun, noykamm (okono 13% [o3bl).

dPapmakoknHeTuka y ocobbix rpynn nauneHToB

Y noxunblx naumeHToB (65 neT u ctaplLue) KnMpeHc cungeHaduna CHXKeH, a KoHUeHTpaumsa cBobogHoro
cungeHadumna un ero aktueHoro N-gemeTtunsHoro metabonmra B nnasme Kposu npumepHo Ha 90% Bbilwe, YeMm y
naumeHToB 6onee monogoro Bo3pacTta (18-45 net). NockonbKy cBA3biBaHUE cungeHadmna ¢ 6enkamm nnasmbi
KpOBW 3aBMCUT OT BO3pacTa NaLuueHTa, KoHUeHTpauus ceoboaHoro cungeHaduna B nrasme KpoBu Y NOXUIbIX
nawuMeHToB Bblle npumepHo Ha 40%.

Mpu nerkon n ymepeHHom cteneHn novyeyHon HegoctatoyHocTn (KK 30-80 mn/MuH) bapmakoknHeTurka
cungeHadumna nocne ogHOKpaTHOro npuema BHyTpb B Ao3e 50 Mr He uameHsieTcs. [Npu Tskenomn noyevyHon
HepocTtaTovHOCTK (KK MeHee 30 Mn/MuH) KnnpeHc cungeHaduna CHUXaeTcs, YTo NpuBoauT K ysenuyeHuio AUC
Ha 100% n Cmax Ha 88% no cpaBHEHMIO C NoKa3aTenaMn Npyu HopManbHOW (PYHKLIMM NOYEK Y NALUEHTOB TOW Xe
BO3paCTHOM rpynnbl. Y NnauneHToB ¢ Tskenon noyevHon HegoctatodHocTbio AUC 1 Cmax N-gemeTuneHoro
meTabonuTa Bbiwe Ha 200% 1 79% COOTBETCTBEHHO, YeM Y MaLMEHTOB C HOPManbHOW PyHKUMEN NOYEK.

Y no6poBoNbLEB C HAPYLLEHNAMU (PYHKLIMM NEYEHM NETKOn nnu cpegHen ctenexm (5-9 6annos no wkane
Yannp-lNeto), knnpeHc cungeHaduna cHuxaeTcs, 4To npmsoauT K nosblweHuto AUC (85%) n Cmax (47%) no
CpaBHEHMIo C NokasaTensamu npy HOpManbHON (PYHKLMM NeYeHn Y naLmMeHTOB TON e BO3pacTHOM rpynmbl.
dPapmakoknHeTUKa cungeHaduna y naunmeHToB C TSKeNbIMU HapyLleHuammn pyHKumm nevenn (bonee 9 6annos no
wkane Yanna-reio) He nayvanace.

MonynsumoHHasa bapMakoknHeTrKa

Mpu n3yyeHnn bapMakokMHETUKN cungeHaduna y naumeHToB ¢ JIAI B NONYNSLMOHHYIO hapMaKOKUHETUYECKYHO
MoZernb BKYanu Bo3pacT, Mor, pacoByO NPUHAANEXHOCTb, Nokaszateny yHKUUKN noYek 1 nedeHun. [laHHble,
KOTOpble UCMonb30Banu Ans NonynsiLMoHHOIo aHanuaa, BKIoYanu B cebsi LUMPOKMIA CnekTp AeMorpaduyeckux n
nabopaTopHbIX NAapaMeTPOB, CBA3AHHBLIX C COCTOSIHMEM (OYHKLUKM NeYeHN 1 novek. [lemorpaduyeckne nokasarenmu,
a Takke napamMmeTpbl (PYHKLMM NeYEHU UK NOYEK HE OKa3biBanu CTaTUCTUYECKN 3HAYMMOrO BNSHUS Na
dapmakokmHeTuKy cungeHaduna y nauueHTtos c JIAT.

Y nauuenTos c JIAIC nocne npuema cungeHaduna B gosax ot 20 mr go 80 mr 3 pasa/cyT ero cpegHue Css

obinm Ha 20-50% Bblilwe, Yem y 300poBbIX AoOpoBonbLEB. Cmin cungeHaduna B nnasme Kposu Obina B 2 pasa
BbILLE, YEM Y 300POBbIX A0OpoBOMbLUEB. MonyyYeHHbIE AaHHbIE YKa3blBalOT Ha CHUXKEHME KNMpeHca n/unm
yBenuyeHne 61MogoCTynHOCTU cungeHaduna nocre npuema BHyTpb Y naumeHToB ¢ JIAIT no cpaBHEHUIO CO
30,0pOBbIMY A40OPOBOSbLIAMM.



MokaszaHus

ieroqyHada rmnepTteH3ns.

NMpoTnBonokasaHus

NOBbILLEHHAs YYBCTBMTENBHOCTL K NTI0GOMY KOMMOHEHTY NpenapaTta;BEHOOKKII03MOHHas 6onesHb
Nerkmnx;CoBMeCTHOE NPUMEHEHNE C AoHAaTOpaMMn OKCMAA a3oTa U HUTpaTamm B Ntobon hopme;CoBMECTHOE
NPUMEHEHNE C MOLLHBLIMU MHIIMBUTOpammn n3odepmeHTa CYP3A4 (B T.4. KETOKOHA30MOM, UTPAKOHA30/IOM U
PUTOHABMPOM );COBMECTHOE NpUMeHeHWe UHrMbutTopos O35, Bknoyas cungeHadur, ¢ rMnoTEH3UBHBLIMA
cpeacTBaMu - CTUMyNATOpaMu ryaHunaTumknasbl, TakMMy Kak puoLmryar, T.K. 3TO MOXeT NpuBoaUTb K
CUMNTOMaTUYECKON apTepuarnbHOWN rTMNOTEH3UW;NOTeps 3peHUs B OAHOM rnasy BCneacTsune nepegHen
HeapTePUUTHOM MLLIEMMYECKON HEBPONATMUM 3PUTENBHOIO HEPBA;HACNEACTBEHHbIE AereHepaTuBHble 3aboneBaHns
ceTyaTon 060NoYKM rnasa (MUrMeHTHbIA PETUHMT);Tsbkenoe HapyLueHe yHKUuK neveHn (6onee 9 6annos no
wkane Yanna-Meto);uHCynbT Unu nHapKkT MUoKapaa B aHaMHe3e;Tshkenas apTepuanbHas rmnoTeH3nst
(cuctonuyeckoe Al meHee 90 mm pT.CT., Anactonudeckoe Al meHee 50 MM pT.CT.);HENEPEHOCUMOCTb

nakTo3bl, 4eUUUT NnakTasbl, CUHAPOM [TOKO30-ranakTo3Hom Mansabcopbummn;o3pact Ao 18 net (nccnegoBaHns
3P heKTUBHOCTM 1 BE30MACHOCTU HE NPOBOAMIMCH).C OCTOPOXHOCTBIO

| unun IV cpyHkumoHanbHble knaccbl JIAT (3cbdekTUBHOCTL U 6€30NacHOCTb HE YCTAHOBIEHbI);aHaTOMUYeCKas
aedopmaumsa neHuca (aHrynsaums, kaBepHo3HbIi ubpos unm 6onesHs MerpoHn) n 3abonesaHus,
npegpacnonararoLLme K passuTuio npuanuama (CepnoBUHO-KNETOYHass aHeMusl, MHOXXeCTBEHHas MMernoma,
neriko3);3aboneBaHns, CONPOBOXAAOLMNECH KPOBOTEYEHMEM, NN 0BOCTPEHME SI3BEHHOW OONE3HW xenyaka u
OBEeHaaLaTUNepCTHOM KULLKW;CepaAeYHas He[oCTaTOMHOCTb, HecTabunbHas CTEHOKapPAKWS, XN3HeyrpoxatoLume
aputmnun, aptepuansHas runepteHsus (A &gt;170/100 mm pT.CT.), OOCTPYKUUS BEIXOLHOTO TPaKTa f1eBoro
Xenynodka (CTeHo3 aopThl, rmnepTpodmnyeckas o6CTpyKTUBHASA kapaAnoMmonaTtusl), peako BCTpeYaroLmincs
CUHOPOM MHOXECTBEHHOMW CUCTEMHOW aTpohnn, NPOSBNSAOLLMICS TSXKENbIM HapylweHneM perynsumm ALl Co CTOPOHbI
BereTaTUBHOM HEPBHOW CUCTEMbI, TMMOBONEMUS;NepeaHAs HeapTepUUTHaAa UlemMuyeckas HeBponaTus 3puTerbHOro
HepBa B aHaMHe3€e;COBMECTHOE NPUMEHEHNE C YMEPEHHbBIMU UHIMBuTopammn nsodepmerHta CYP3A4 (B T.u.
3PUTPOMULIMHOM, CaKBUHABUPOM, KNapuTPOMULIMHOM, TENUTPOMULUHOM U HE(Pa3o40HOM) U
anbta-agpeHobnokaTtopammn;CoBMECTHOE NPUMEHEHNE C MHOYKTOpamun nsodepmeHta CYP3A4.

Cnocob npumeHeHUs 1 Oo3bl

lMpenapaT NpMHMMALOT BHYTPb, HE3aBMCUMO OT NpMemMa NuLLn.

PekomeHayemas nosa npenapata CungeHadun Kapauwo - 20 mr 3 pasa/cyT ¢ MHTepBanom okosno 6-8 u.
MakcumansHas pekomeHayemas no3a coctasnset 60 mr.

Mpu HapyLweHuax pyHKUMM NOYEK KOPPEKLMM [03bl HE TpebyeTcs, ogHAKO NpuW NOXOW NEPEHOCUMOCTM Npenapara
003y cHuxatoT o 20 mr 2 pasa/cyT.

Koppekuuns 0o3bl y NauMeHTOB C NIETKUM UMW YMEPEHHBIM HapyLLUeHNEM (OYHKLUMK nedeHm (5-9 Bannos no wkane
Yanng-Nbto) He TpebyeTcs, ogHaKO Npy NIIOXoN NepeHOCMMOCTU NpenapaTa Ao3y cHukatoT go 20 mr 2

pasa/cyT. Y nauMeHTOoB C TsbkenblMU HapyLleHusMu pyHKUMKn neveHmn (6onee 9 6annos no wkane Yanna-leto)
npuMeHeHWe npenapara He uccneaoBsanoch.

Y nauMeHTOB NOXMUIOro Bo3pacTa (265 neT) koppekumm Jo3bl He TpebyeTcs.

lMpumeHeHue cungeHaduna y Aeten 1 nogpocTkoB B Bo3pacTe A0 18 neT He pekomeHayeTcs (HeA4OCTaTOYHO
OaHHbIX Mo 3cdhPeKTMBHOCTM 1 Be3onacHoCTH).

lMpuMeHeHMe y nauneHToB, NoNnyyatLLMX CONyTCTBYIOLLYIO Tepanuio

CoyeTaHHOE NpYMeHeHWe cunaeHaduna n anonNpocTeHoNa paccMaTpusaeTcs B pasgernax "dapmakonormyeckoe
pencteue" n "MoboyHoe gericteue".

KoHTponupyemele nccrnenoBaHusi no oueHke adekTMBHOCTM 1 6e30nacHOCTM NpMMEHeHWs cungeHaduna B
coyeTaHun ¢ ApyruMu npenapatamu (603eHTaH, UITONPOCT) ANs NIEYEHUS NErOYHON rMNepPTEH3MN He

npoeogunuck. KombrnHmpoBaHHyto Tepanuio npenapatom CungeHadpun Kapamo ¢ ykazaHHeIMU nNpenapaTtamu cnegyet
NPOBOANTb C OCTOPOXHOCTbLIO, BO3MOXHO, MOXET NnoTpeboBaTbCa Koppekuus 4o3bl cungeHaduna. Tem He MeHee,
HeT JaHHbIX 0 HEOBXOAMMOCTI MOBLILLIEHUS A03bl cunaeHadmna NpyM ogHOBPEMEHHOM NPUMEHEHMN C BO3EHTAHOM.
OhdhekTuBHOCTL M Be3onacHOCTL NpuMeHeHUs Npenapata CungeHadwn Kapano B codeTaHum ¢ 4pyrumm
UHrMbuTopamm ®35 y nauneHTOB C NTErO4HON apTepUanbsHOW rMNepTeH3nen He nlyveHa.

OpHoBpeMeHHOE NpUMEHeHMe cungeHaduna ¢ MoWwHbIMU UHIMBuTopamm nsogepmerHta CYP3A4 (Hanpumep,
KeTOKOHAa30r1, UTpakoHa3on, pUToHaBMp) He pekomeHayeTcs. OaHako B criydae Heobx0AuMOCTM Takoro

coyeTaHus fosy npenapata CungeHadun Kapavo crnegyeT ymeHblwnTb Ao 20 Mr 2 pasa/cyT y naumeHToB,
KOTOpbIE Y>Ke MonyYatoT Takme MHrmbutopbl ndogpepmerta CYP3A4, kak a3puTpoMULMH 1 cakBuHaeup. MNpu
HeoOX0AMMOCTN OQHOBPEMEHHOIO NPUMEHEHUS ¢ Bonee MOLHBIMU MHAYKTopamu n3odepmerHta CYP3A4, Takumun kak
KNapuTpOMULIMH, TENUTPOMULIMH U Hea3oaoH, fo3y npenapaTta CungeHadun Kapauo crneayet ymeHbswWnTb Ao 20



Mmr 1 pas/cyrT.

NMoboyHble aencTBuUA

MoGo4Hble ABNEHUS pacnpeaerneHsbl No cucreme knaccudmkaumm MedDRA no cucremam opraHoB M 4acToTe: OYeHb
yacTto (&gt;1/10), yacto (&gt;1/100, &lt;1/10), peako (&gt;1/1000, &lt;1/100), oueHb peako

(&lt;1/1000), yacToTa HEn3BeCTHa (Y4acToTa He MOXET ObiTb onpefeneHa Ha OCHOBaHMM UMELLMXCSA AAHHbIX).
MHdekuun 1 MHBa3un: 4acTo - BoCcrnaneHne NogKoXHOM KreT4yaTKu, rpUnM, HEYTOYHEHHbIW CUHYCUT.

Co CTOpPOHbI CUCTEMBI KPOBETBOPEHUS: HaCTO - HEYTOUYHEHHAA aHEMUSI.

Co cTopoHbLI 0OMeHa BELLECTB U MUTAHWA: YacTo - 3afePXKKa XXMOKOCTU (OTEKM).

Mcuxmnyeckme HapyleHus: YacTo - 6eccoHHuMua, Tpesora.

Co CTOPOHLI HEPBHOWM CUCTEMBI: O4EHb YacTo - rofloBHas 00rb; YacTo - TPEMOP, NAPeCTe3unsl, HEYTOYHEHHOE
OLLYyLLIEeHNE XOKEHUS, TMnecTesns; YyactoTa HeM3BeCTHa - MUrpeHb.

Co CTOpPOHLI OpraHa 3peHus: YacTo - KPOBOM3NUSHME B ceT4aTyto 060noYKy rnasa, HeyTOYHEHHbIE HapYLUEHWS
3peHus, 3aTyMaHeHHoe 3peHne, hoTododms, XpoMaTomncusi, LMaHomncusi, BocrnaneHune rnas, NokpacHeHve rnas;
penKo - CHWXEHWe OCTPOThbl 3pEeHUd, ANNMONUS, HapyLLleHne YyBCTBUTENbHOCTY rMnasa.

Co cTOpOHbLI opraHa crnyxa 1 nabupuHTHbIE HAPYLLEHWS: YacTo - BEPTUIO; YacToTa HEM3BECTHA - BHE3amnHas
rnyxoTta.

Co CTOpOHbI cepaeyYHO-COCYANCTON CUCTEMBI: OYEHB YaCTO - rMnepemMust (MoKpacHeHUe KOXK nuua); Yactota
HeunsBecCTHa - CHuxeHne Afl.

Co CTOpPOHbLI AbIXaTeNbHOW CUCTEMBI: 4acTO - HEYTOYHEHHbI BPOHXUT, HOCOBOE KPOBOTEYEHME, HEYTOUYHEHHbIN
PUHUT, Kallenb, 3ar0XeHHOCTb HOCa.

Co CTOpOHbI NULLIEBAPUTENBHON CUCTEMBI: O4EHb YacTo - Auapes, ANCNENCUS; YAacTo - HEYTOYHEHHbIN racTpuT,
HEYTOYHEHHBIN racTPOSHTEPUT, racTpoasodareansHasi pecrtokcHasi 6one3Hb, reMoppoK, B3AyTHeE XNBOTA,
CYXOCTb CIM3UCTOM 0D60M0YKM NOMOCTH pTa.

Co CTOpPOHbI KOXN 1 MOAKOXHbIX TKAHEN: 4acTo - anoneuusi, 3puTemMa, NoBblLLEHHOE NOTOOTAENEHNE B HOYHOE
BpeMS CYTOK; YacTOTa HEN3BECTHA - KOXXHas CblMb.

Co CTOPOHbI KOCTHO-MbILLEYHOW CUCTEMBI: O4EHBb 4acTO - 6ONb B KOHEYHOCTSIX; 4acTo - MManrus, 6onb B
cnvHe.

Co CTOpOHbI penpoayKTUBHON CUCTEMbI U MOFTIOYHOW Xene3bl: YacTo - TMHEKOMACTUS, reMoCnepMust; YacToTa
Hen3BeCTHa - Npuanuam, AnuTernbHas 3pekLms.

O6LwWme peakuun: YacTo - NMXopagkKa.

O6Las YacToTa npekpaLleHus rnedeHuns cungeHacgpunom B pekomeHgyemon gose 20 mr 3 pasa/cyT Obina HU3KOM U
He oTnM4Yanack OT TakoBoW B rpynne nnauebo (2.9%).

B nnauebo-KoHTponnpyeMoM muccrnegoBaHumn nsydanu achdekT agbloBaHTHOM Tepanuu cungeHadunom kak
JononHeHus K B/B BBeaeHUto anonpocteHona. 134 nauneHta c JIAIC nonyyanu cungeHadun B CyTOYHbIX A03ax OT
20 mr go 80 mr 3 pasal/cyT v anonpocTteHon, 1 131 naumeHT nonyyan nnauebo 1 anonpocTeHon.
MpopomKknTEnNbHOCTL NeYeHns coctaBuna 16 Hegenb. ObLLan YacToTa NpekpaLleHns Tepanum n3-3a
HebnaronpuaATHLIX COOLITUI B rpynne cungeHadgun/anonpocreHon coctaenana 5.2% no cpaBHeHuio ¢ 10.7% B
rpynne nnaue6o/anonpocTeHor.

MNepeno3upoBka

CumnToMbl: ronoBHas 605b, "NpUNMBLI" KPOBU K KOXE Nnua, rofIoBOKPYXXeHWe, AMCNENCcUs, 3anoXeHHOCTb HOCa,
HapyLleHWe CO CTOPOHbI OpraHa 3peHus.

JleveHuve: cumnTomaTnyeckoe. N'emoananus HeadbdekTMBeH (cungeHadun akTMBHO CBS3biBaeTcs ¢ 6enkamu nnasmbl
KpoBw).

Oco0bble yka3aHus

Bo nsbexaHue ocnoxHeHun npenapat cregyeT NPUMEeHsITb CTPOro No Ha3HayeHuo Bpaya.

OhdekTnBHOCTL M Be3zonacHOCTL NpUMeHeHUs npenapata CungeHadun Kapano y nauneHToB C TSXKENOW Nero4Hom
rmnepTeHaunen (pyHkumoHanbHbIM knace 1V) He aokasaHa. B cnyvae yxydLweHus cocTosiHuS naumeHTa na oHe
Tepanuu npenapaTtom Cungenacdun Kapano crnegyeTt paccMoTpeTb BO3MOXHOCTL Nepexofa Ha Tepanuio,
NPUMEHSAEMy0 Ans fieYeHns AaHHOW CTagum NeroYHon runepTeHsum (HanpumMep, anonpocTteHosiom). MNpu
COBMECTHOM npumeHeHumn npenapata CungeHadwn Kapamo ¢ 603eHTaHOM Unn ApyrumMmn MHAYKTopammn n3odepMeHTa
CYP3A4 moxeT noTpeboBaTbCst KOPPEKLMS J03bI.

CooTHoleHne nonb3a/puck npenapata CungeHadpun Kapano y naumeHToB ¢ NeroYHomn runepteHaven |
YHKLUMOHaNbLHOro Knacca He ycTaHOBIeHo. ViccrnegoBaHusi No npumeHeHuto npenapata CungeHadpun Kapauvo B
neYyeHUn BTOPUYHOW FTIErOYHOM rMNEepPTEH3NU, 38 UCKITIOYEHUEM FTErOYHOM rTMNepTEH3NKN, CBA3AHHON C



3aboneBaHNAMMN COEANHUTENBHOM TKAHW U pe3nayanbHON NeroYHon rmnepTeH3nn, He NPOBOSUITUCS.
ApTepuarnbHasg runoTeH3us

Mpenapat CungeHadun Kapamo okasbiBaeT CMCTEMHOE BasogunaTupyloLlee 4encTBre, NPUMBOAsILLEE K HEGONbLIOMY
TpaH3UTOpHOMY CHxkeHnto ALl. [1o HasHa4eHus npenapaTa He0bBXOANUMO BHUMATENbHO OLEHUTL PUCK BO3MOXKHbIX
HeXernaTenbHbIX NPOSBAEeHUI BasoannatupyoLlero acddekra y naumMeHToB ¢ apTepuanbHon runoteHsven (A
&It;90/50 MM pT.CT. B COCTOSIHWUM MOKOS), TMNOBONEMMEN, TSXKENON 06CTPYKLUMEN BbIXOAHOTO TpakTa feBoro
Xenynodka (CTeHo3 aopThl, rmnepTpodmyeckas obCTpyKTUBHASA KapAMoMMonaTtusl), a Takke ¢ peako
BCTpeYarLUMCs CUHAPOMOM MHOXECTBEHHOW CUCTEMHOW aTpodun, NPOSIBASIOLMMCS TSXeNbIM HapyLLeHneM perynsauum
A[l co CTOpOHbI BeretaTMBHOW HEPBHOW cucTeMbI. [OCKONBKY COBMECTHOE npuMeHeHue npenapata CungeHaduvn
Kapano u anba-agpeHob10kaTOpoB MOXET NPUBECTU K PasBUTUIO CUMNTOMATUYECKON apTepUanbHOM MMNoTEH3NM
y UyBCTBUTENbHbIX NauneHToB, npenapaT CungeHadpun Kapano cnefyeT ¢ OCTOPOXHOCTLIO Ha3HavyaTb naumeHTam,
npvHUMatoLWmMM anbda-agpeHobnokatopbl. YToObl CBECTM K MMHUMYMY PUCK Pa3BUTUS MOCTYPanbHON MMNOTEH3NN Y
NnauMeHTOB, NMpUHMMaOLWNX anbga-agpeHobnokaTopbl, HaYMHaTL NpMHUMaTh npenapaT CungeHadun Kapavo cnepyet
TONbKO MOCHe TOro, Kak byaeT AOCTUrHyTa cTabunusaumsa nokasaTenen remognHaMmkn y aTux naumeHToB.

Bpay gomkeH npouHgopMmmnpoBaTb NaLUEHTOB O TOM, Kakue OeNCTBUA crneayeT NpeanpuHsTL B crydae nosiBfeHus
CUMMNTOMOB NOCTYpanbHON MMNOTEH3UN.

CepaeyHo-cocyancTble OCNOXHEHUS

B xone noctMapKkeTUHroBoOro npumMeHeHus npenaparta CungeHacun Kapamo ons neyeHnst 3pekTunbHoM AnChyHKLMM
coo6LLanock 0 TakMx HexenaTerbHbIX ABMEHUSIX, KaK Cepbe3Hble CEPAEYHO-COCYANCTbIE OCMOXHEHMS (B T.4.
WHapKT MUoKapaa, HecTabunbHasi CTeHoKkapaWs, BHe3arnHasi cepaeyvHas CMepTb, XXenyLoukoBas apuTMus,
reMmopparm4yeckuin UHCynbT, TPAH3UTOPHAA ULLeMUYecKasi aTaka, apTepuanbHas runepTeH3nsa u aptepuansHas
rMNOTEH3US), KOTOPblE UMENU BPEMEHHYIO CBA3b C NPUMEHeHWeM cungeHadpuna. bonbLUMHCTBO 3TUX NALUEHTOB,
HO He BCe 13 HUX, Menu hakTopbl pucka cepaevHO-COCYAUCTbIX OCIOXHEHUN. MHOrme u3 ykaszaHHbIX
He)XkenaTesbHbIX SIBNEHWI HabnoganmMcb BCKOPE NOCE CEKCyarbHOW aKTUBHOCTU, Y HEKOTOPLIE N3 HUX
oTMevanucb nocrie npuema npenapata CungeHadvn Kapgmo 6e3 nocnenytoLLen cekcyarnsHom akTuBHocTH. He
npeacTaBnNAeTCa BO3MOXHbIM YCTAHOBUTb HANu4mMe NpsiMon CBA3WM Mexay OTMeYaBLUMMUCS HexXenaTenbHbIMU
SABNEHNAMN N yKa3aHHbIMU hakTopammn Unu UHLIMN NpUYNHAMN.

3puTenbHble HapyLleHnst

Bblnu oTMeueHbl peakue cryvyau pa3BuTUS nepeaHen HeapTePUNTHOW ULLIEMUYECKON HEBPONATUN 3pUTENbHOMO
HepBa Kak NPUYUHbI YXyOLWEeHUs U noTepu 3peHust Ha hoHe NpuMeHeHust Bcex UHrmbutopos ®35, Bkntoyas
CunpeHadpmn Kapauno. BonbLUMHCTBO 3TUX NaUMEHTOB MMENU (haKToPpbl PUCKa, TaKMe Kak IKCKaBauus

(yrnybnexue) amcka 3pMTeNbHOrO HepBa, Bo3pacT cTaplue 50 neT, caxapHbivi guabeT, apTepuansHas

runepteH3us, UBC, runepnunuaemus u kypeHune. B cnyyae BHe3anHOM NoTepu 3peHus naumMeHTam cnegyet
HeMeZaneHHo npekpaTuTb Npuem npenapata CungeHadun Kapamo n o6patntbesa 3a MeQULMHCKOW MOMOLLbIO.

Y nauueHToB, Y KOTOPbIX paHee oTMeYannch cnyyam nepegHen HeapTepUUTHON NLLIEMUYECKOW HEBPONaTMK
3pPUTENBHOIO HEPBA, OTMEYAETCH NOBLILLEHHLIN PUCK pasBUTUS AaHHOro 3aboneBaHus. B cBa3n ¢ 3Tm Bpad
OOImKeH 0bCcyanTb € NaUMEHTOM BO3MOXKHbIE PUCKMU MPU NMPUMEHEHUN nHrIMbutopos ®OI5. Y Taknx nauneHToB
npenapat CungeHadpun Kapauno crnegyeTt NpUMEHATb C OCTOPOXHOCTLIO M MOCNe TLaTeNbHOW OLLEeHKU COOTHOLLEHUS
nonb3a-puck.

HapyLeHus cnyxa

B HeKOTOpPbIX MOCTMAPKETUHIOBLIX U KIMHUYECKNX UCCIEeAOoBaHNSIX COOBLLAeTCs O cry4vasix BHE3AMHOro yxyaLweHns
UK NOTEpU cryxa, CBA3aHHbIX C MPUMEHEHNEM Bcex MHIrMbuTopos ®135, Bkniovas CungeHadpun Kapavo.
BonbLUMHCTBO 3TUX NALMEHTOB UMENKM haKTOPbl prcKa BHE3AMHOro yXyALeHWUs Unu notepu cnyxa.
MpUYMHHO-CreaCTBEHHOW CBSA3M MeXay NpUMeHeHneM MHrimbutopos ®35 n BHe3anHbIM yXyOLWEHUEM Cyxa Unm
noTtepen cnyxa He yctaHoBreHo. B criyyae BHe3anHoro yxyalleHnsa cnyxa unm notepu criyxa Ha ooHe npuema
npenapata CungeHadpun Kapano cnegyet HemeaneHHO NPOKOHCYNbTUPOBATLCS C Bpa4oM.

KpoBoTeueHus

CunpgeHadmn ycunmeaeT aHTMarperaHTHbIN 3deKT HUTpoNpyccuaa HaTpud, AoHaTopa okcuaa as3oTa, Ha
TpombBouuThl Yenoseka in vitro. [laHHble 0 6e3onacHOCTM NpuMeHeHnst Nnpenapata CungeHadun Kapano y
NaLUMEHTOB CO CKIMOHHOCTLIO K KPOBOTOUMBOCTU MIM 060CTPEHNEM A3BEHHOM BONE3HM Xenyaka u
ABeHaLaTMNepCTHOM KULLIKM OTCYTCTBYIOT, MO3TOMY npenapaT CungeHadpun Kapano y aTux nauueHToB cnegyeT
NPUMEHATbL C OCTOPOXXHOCTLIO. YacToTa HOCOBbLIX KpOBOTEUEHUI Yy nauneHToB ¢ JIAlT, cBA3aHHON C CUCTEMHbLIMU
3aboneBaHNsAMM COeaNHUTENBHOW TKaHW, Obina Bbille, YEM Y NauMeHTOB ¢ nepuyHow JTAT. Y naumeHToB,
nonyyaswunx CungeHadpun Kapano B coyeTaHnn ¢ aHTaroHUCToM BuTamuHa K, 4actoTa HOCOBbIX KpOBOTEUYEHMI
Oblna Bbile, YeM y NALMEHTOB, HE MPUHUMABLLMX aHTaroHUCT BuTammHa K.

Mpuanusm

Mpu onuTenbHOCTM apekummn bonee 4 4 cnegyeT HEMeANEHHO 00paTUTLCA 3a MEULIMHCKOWM NoMOLLb0. B cnyyae
€cnv He ObINo NpoBeAEHO HEMETEHHOE MEeQULIMHCKOE BMELLATENBCTBO, BO3MOXHO MOBPEXAEHNE TKAaHEN MONOBOro
yrnieHa 1 NonHas noTepsi NOTEHUMM.

OpHoBpeMeHHOE NpMMeHeHMe ¢ 603eHTaHOM

Mpu npumeHeHnn npenapaTa CungeHadun Kapamo Ha choHe HavanbHom Tepanmn 603eHTaHOM He OTMEeYarnoch
yNy4LleHUs COCTOSIHWS NaLMeHTOB (OLEHKa C MOMOLLbIO TecTa 6-MUHYTHOW XOA4bObI) MO CPaBHEHWIO C NPUMEHEHUEM
MOHOTepanuu 603eHTaHOM. Pe3ynbTaTthl TecTa 6-MUHYTHOM XOA4bObLI OTNMYanuch y nauneHToB ¢ nepeuyHom JTAT n



J1AT, cBAA3aHHOW C CUCTEMHbIMUM 3aboneBaHUAMM coeaMHUTENBHOM TKaHW. Y naumeHToB c JIAlT, cBa3aHHoONM ¢
CUCTEMHbIMW 3a00NEBAHNAMMN COEANHUTENBHOW TKaHW, pe3ynbTaT OOHOBPEMEHHOIO NPUMEHEHNS Npenapara
CwungeHadmn Kapguo 1 6o03eHTaHa 6bin xyxxe, Yem npu NpMMEHEHUM MOHOTepanMn 603eHTaHOM, HO Ny4LUE, YEM Y
nauMeHToB ¢ nepsuyHon JIAIN, nony4aBluMX MOHOTepanuio 6o3eHTaHoM. Takum o6pa3om, Bpady criegyeT
oueHMBaThb pesynbTaTt Tepanuu Npu ogHOBPEMEHHOM NpuMeHeHUn npenapata CungeHacdmn Kapguo n 6o3eHTaHa y
naumeHToB ¢ nepuyHon JIAIT, onmpasicb Ha cBon onbIT Tepanun JIAI. OgHoBpeMEHHOE NpUMEHEHNe nNpenapaTta
Cwungenacun Kapguo v 603eHTaHa y naumeHToB ¢ J1AlN, cBA3aHHOW ¢ cMCTEMHbIMK 3aboneBaHaMU
COeANHUTENbHOWN TKaHWU, HE peKOMeHOYeTCA.

OpHoBpeMeHHOe NpUMEHeHVe ¢ ApYrMMn nHrnbutopamm ©435

OhdekTnBHOCTL M Ge30NacHOCTL OAHOBPEMEHHOIO NpUMeHeHMs npenapaTta CungeHadun Kapavo ¢ gpyrumm
WHrMbuTopamm ®35, B T.4. ¢ npenapaTtoM Buarpa®, y nauneHToB ¢ JIAI He n3y4anucb, NOSTOMY NPUMEHEHME
Takon KoMbMHaUun He pekoMeHayeTCs.

BnusiHne Ha cnocoBHOCTL K yNpaBfieHWIO TPaHCNOPTHBIMY CPeaCcTBaMM U MEXaHU3MaMM

Mpenapat CungeHadun Kapamo HeaHauyMTeNbHO BUSAET HA CMOCOOHOCTL YNpaBnsATb TPAHCMOPTHLEIMU CpeacTBaMM
unu gpyrumm mexaHusmamu. OgHako Nockonbky npu npueme npenapata CungeHadpun Kapano BO3MOXHbI
BblpaxeHHoe CHukeHne AJl, ronoBOKpY>XeHUe, pa3BuTne XxpomMaToncum, 3aTyMmaHeHHOro 3peHust U Apyrux
NoOOYHLIX SABMEHWUIA, CNegyeT BHUMATENbHO OTHOCUTLCS K MHAMBUAYANbHOMY AENCTBUIO NpenapaTa B yKka3aHHbIX
cuUTyauusix, OCOOEHHO B Havare fevYeHns 1 npyu M3MeHEHUN pexxuma 403MPOBaHUS.

Popma BbInyckKa

Tab., Nokp. nneHo4Hon obonoukon, 20 mr: 10, 20, 30, 50, 60 nnun 90 wT.

NMpousBoauTenn
CEBEPHASA 3BE3[A (Poccus)

YcnoBus BbinycKa U3 anTek

OTnyckaeTcsa no peuenTy.

Cpok rogHocTu npenapaTta CungeHacdun Kapgno

CpOK rogHoctu - 3 roga. He NPUMEHATb NO NCTeYeHUN CPOKa rogHOCTUN, YKa3aHHOIo Ha ynakoBke.

YcnoBusa xpaHeHus npenapata CunpgeHacdun Kapauo

I'IpenapaT cnenyeT XpaHuUTb B HEOOCTYNHOM AnA peTen, 3alWmLeHHOM OT CBeTa MecTe npu TeMmnepartype He Bbllle
25°C.

I/Iquopmame O npenapartax, OoTnyCckaemMbIX No peuenTty, npeaHa3Ha4vyeHa TONbKOo ANnd cneunanncToB. npl/lBe,Cl,eHHaﬂ VIHCbOpMaLI,VIFI He [0JKHa UCnonb3oBaTbCA
nauneHTamm ona npuHATUA CaMOCTOATENbHOIO pelleHna 0 NpUuMeHeHnn npeacTaBleHHbIX NeKapCTBEHHbIX NpenapaTtoB U HE MOXET CITY>XUTb 3aMeHON O4HOMN

KOHCynbTauun Bpaya.



