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1. HME HA JEKAPCTBEHHS [IPOAYKT ) “ ﬂﬁ {17 2022

Eporon 25 mg punmupanu tabnerku
Eroton 25 mg film-coated tablets

Epoton 50 mg ¢unMupann tabnetku
Eroton 50 mg film-coated tablets

Epoton 100 mg punMupanu TabieTke
Eroton 100 mg film-coated tablets

2. KAYECTBEH H KOJIMYECTBEH CBHCTAB

Epoton 25 mg ¢punmupany TabaeTku

Beska guimupana Tabaetka chaspika 35,12 mg cunneHadu iMTpar, ekBHBaNeHTeH Ha 25 mg
cunpaeHadun (sildenafil).

Eporon 50 mg ¢unMupann Tabnerku
Besaka ¢uimupana tabaetka cpaspxa 70,24 mg cuneHadua IHTpaT, eKBHBANEHTER Ha 50 mg
cinnenagun (sildenafil).

Eporon 100 mg dunMupaHs TabneTru;

Bcsaka puimnpana Tabnetxa crappxa 140,48 mg cangesadun uurpat, exeusanented Ha 100 mg
cunaeHadun (sildenafil).

llomoliiHO BeIecTRBO C H3BECTHO JEHCTRYE:
Besdka dunmupana tabnerka Epoton 25 mg cbabpxka 62,38 mg nakroza MOHOXHAPAT.

Beaka dunmupana tabnerka Epoton 50 mg ceabpska 124,76 mg 1akT03a MOBOXUApAT.
Bcsaka ¢uuimupana tabnerxa Eporon 100 mg cxaspxa 249,52 mg 1akto3a MOHOXHApPAT

3a OBIHHUA CHCBHK HA MNOMOLIHHTE BEINECTBA BUXKTE TOUKE 6.1,

3. JIEKAPCTBEHA ®OPMA

Ounmupana tabnerxka

DunmupaHuTe TaGIETKH OT 25 mg ca CHHY, eTHIICOBUHH, JBOHHOM3ITEKHAIH, ¢ MapKupoBka “SL25” or
€/[HaTa CTpaHa.

@®unmupaHuTe TabneTKH oT 50 mg ca CHHU, €NHIICORMIHY, JBOHHOMIIBKHAIH, C Mapkuposka “SL50” ot
€/IHaTa CTpaHa.

Qunmupanute TadneTky ot 100 mg ca CHHH, eTHNCOBHANH, TBOHHOH3IIBKHAH, ¢ Mapkuposka “SL100”
OT eJlHaTa CTpaHa.
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4. KJIWHHYIHHA JAHHH
4.1 TepanepTHUHH NOKA3AHMA

EpoTon e nokasax 3a NpunoKEHHE NPH BL3paCTHH MBXKE ¢ epeKTIITHA TUCHYHKLMS, KOATO NpeNCTARIABA
HECNOCOOHOCT 3a MOCTHIAHE KITH 3a{bpKaHe HA epeKiMA Ha [I€HHCA, JOCTATHYHA 32 3a0BOTHTENCH
CEKCYaeH aKT.

3a na 61a¢ edexTuBeH EpoToH € HeoGXoaMMa CEKCYaTTHA CTHMYTIALIHA.

4.2 Jlo3BpoBKa M HA4HH HA MPHJIGKEHHE

l]osﬂposxa

Ynompeba npu ev3pacmnu:

ITpenopbuntesnnara goza € 50 mg, KOHTO ¢€ B3EMAT IPH HEOOXOAHMOCT NPHGTHIHTENHO eHH Yac TIpeIH
CeKcyanHus akT. B 3aBHCHMOCT OT ehexTa M nOHOCHMOCTTa Jo3aTa MOXe Ja Hbae yrenueHa g0 100 mg
MM HaMaleHa Ao 25 mg. MakcHManHaTa mpenopsiuTensa ao3a ¢ 100 mg. MakcHManHara
NPENopEIHTENIHA YeCTOTa HA NMPHEMaHE € BeIHBK AHEBHO. Ilpu mpreM Ha EpoToH mo BpeMe Ha xpaHeHe
HAYaJl0To Ha AeHCTBHETO Moxe Aa OB 3abapeHo B cpaBHEHHE ¢ MPHEMA Ha TIAIHO (BXK. Touka 5.2).

Creuuanany nonyIaiyn

Cmapuecka ep3pacm
Kopekunu Ha mo3aTa He ca HeoGX0AHMM TIpH TIALMEHTH B CTap4ecKa Bapact (65 rogunu).

bvbpeuno yapescoane
[IpenoprkuTe 3a Jo3UpaHe, JaicHH B “YnoTpeGa npy Bb3pacTHH”, ¢a BANMAHM NIPH MALMEHTH C JIEKO 10
yMepeHo 650peuHo yBpexkaaHe (KpeaTHHHHOB KIHPEHC = 30 — 80 ml/min).

Tbii kaTo npn NauKenTH ¢ TEXKC 6GBOpeyHo yBpEKIaHe (KpeaTHHHHOB KIMpLHC <30 ml/min) KIMPEHCHT
Ha CHeHadun ¢ HamalleH, TpADBa Ja ce WMa IIpeaBHA 103a oT 25 mg. B zapHcHMOCT 0T edekTa K
NOHOCHMOCTTA J03aTa MOxe ja Oblie yBenuieHa nocrenesHo A0 50 mg wiu 100 mg cnopea HyxauTe.

Yeprodpobuo yepecoane

T kKaTo npu MaUKeHTH ¢ 4epHOAPOGHO YBpekaaHe (Hamp. UMPO3a), KTHPHHCHT HA CHIZIeHa(M] e
HamaJleH, TpAGBa /1a ce HMa npeABuA A03a oT 25 mg, B 3aBHCHMOCT 0T edekTa M NOHOCUMOCTTA J03aTa
Mosxe aa Obe yBemuueHa nocTeneHHo o 50 mg wiH 100 mg cnopexn HyMTe.

Ileouampuyna nonyrayus
EporoH He e nokazaH npi nuua nof 18-rogunina se3pact.

Ynompeba npu nayueumu, npueMau Opyeu 1eKapcmeesy pooVKH

C m3kmoyenne Ha PUTOHABHP, 3a KOHTO He ce NperopryBa eqHOBPEMEHHA YNIOTPeOa Che cuiaeHadpun
(Bx. Touka 4.4), IpH MALMEHTH, TIOJTYYABalIM eJHOBPEMEHHO eyenue ¢ CYP3A4 HMHXHOHTOpPH (BXK.
TouKa 4.5), Tps6Ba fa ce MMa NpeBH] HayaiHa No3a oT 25 mg.

[Tauuentrre, nporeskaay ne4eHue ¢ anda-6nokepu, TpaGea Aa ObaaT cTAGHWIK3HPAHM NO OTHOLICHHE Ha
TepanuAaTa ¢ ayipa-Ookepy Npean 3ancHeaHe Ha JieYeHUE ChC CHIZIEHAdII, 3a J1a ce HaMalk
BB3MOKHOCTTA 38 Pa3BHTHE HA OPTOCTATHYHA XMIIOTOHHA. (OCBEH TOBA TpAGBa Ia ce 06MUCIIH 3aNoYBaHe
Ha JICYEHHETO CBC ClfeHadun ¢ noza ot 25 mg (Bx. Touku 4.4 1 4.5).
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Hauun Ha npuwioxkenne
3a nepopanta ynotpeGa,

4.3 IIpoTHBOIOKA3AHHN

. CBpBXYyBCTBHTEIHOCT KEM aKTHBHOTO BEIIECTBO HIIH KBM HAKOE OT MOMOIIHKTE BEIIECTBRA,
H30poeHH B TouKa 6.1.

. B choTBETCTBHE ¢ HETOBHTE H3BECTHH €(eKTH BHPXY IMBTA a30TCH OKHC/LIMKIIHYEH I'yaHO3HH
moHopochar (¢cGMP) (Bk. Todka 5.1) cinneHahun e mokaszan NOTEHUMPaHe HA XHIOTEH3HEHHTE
edeKTH Ha HHTPaTHTE H CJISJIOBATENTHO eAHOBPEMEHHOTO My HPHIOKEHHE ¢ IOHOPH HA a30TEH OKHC
(kaTo aMHNT HHTPAT) WIH HHTPATH Mo BCAKakea GopMa € POTHBOIIOKA3AHO.

. Ennoepemennoto npunarate Ha OJES uHXHOHTOPH, BKIOYHTENHO CHAACHADML, C FYaHUAaT-
LUHK/Ia3HH CTHMYTATOPH, KaTO PHOUMIYaT, € NPOTHBOMOKA3aHo, Thil KATO TOBAa MOXKe a IIPHYHHH
CHMITTOMATHYHA XHNOTOHHA (BxK. TOUKA 4.5).

. Cpencreara 32 nedeHHE Ha epeKTWIHATA JUC(YHKIHS, BKIIOYHTERHO cHteHadun, He TpaGBa Ja
OBaT MpHIaraH! NpH MBXKE, Ha KOWTO He Ce MPENIOPEYRA CeKCYATHA aKTHRHOCT (HarnpHMep,
NalHEHTH € TEXKH CHPAeHHO-CBA0BH HAPYIIIEHHA, KaTO HecTa0HIHA CTCHOKAPIAHA HITH TCKKa
ChLpAEYHA HEAOCTATHYHOCT).

. EpOTOH € TIPOTHRONOKA3aH IIPH TALIHEHTH, KOUTO HMaT 3ary0a Ha 3peHHETO NPH €AHOTO OKO
HopajH HeapTePHUTHA NpeHa HCXEMHYHa onTHUHA Herponatua (HAWMOH), HezaBucHMO JaTH
TE3K CMTU30IH ca OHITH CBEP3aHU MM HE ¢ NpeaxoAHa eKcnozima Ha OJ[ES uuxuburop (Bx.
Touka 4.4).

L be3zonacHOCTTa Ha cHNIeHA(MT HE € NpoyyYeHa NPH CIEIHHTE NOATPYH NAUHEHTH U CHEeA0BATETHO
ynotpebaTa My € MPOTHBOIIOKAa3aHa: TEKKO HEPHOAPOOHO YBPEKAaHe, XHITOTOHHA (KPBBHO
Hanarave< 90/50 mm Hg), aHamHe3a 3a cxopoleH HHCYIT HITH MHOKap/ieH HHGAPKT H H3BECTHH
HACNEACTBEHH AeTeHEPATHRHH 3200NaBaHua HA PETHHATA KaTO retinitis pigmentosa (MaJika 4acT OT
TE3H NaUHEHTH HMAT I'eHETHYHH AHOMAJIMH, 3acATalld docdoarecTepasHTe HA PETHHATA).

4.4 Cpennannum npexynpe:KIeHHsA H NpeJNazHH MePKH IIPA yuoTpe6a

[Ipean na 6b1e HazHauERO HAPMaKONOIHYHO JieUeHHEe € HeoDXONMMO CHEMaHe Ha MEIHIMHCKA AHAMHE3A
H ()M3HKAJICH CTAaTyC 33 IHATHOCTHIIMPAHe Ha EPEKTUIHATA JUCYHKUHA ¥ ONpPEIE/HE HA BL3MOMHHTE
TIPHMKHA.

ChpReuHoChIOBH PHCKOBH haKTODH

Ilpenau 3ano4Bane Ha KAKBOTO W A € IEYEHHE 3a ePEKTHIHA THCHYHKUNS ekapuTe TPAOBA A2 NPeleHaT
CHPACHHO-CHAOBKS CTATYC Ha NIANMEHTHUTE CY, Thil KATO ChHINCCTBYBA CTEIIEH Ha ChPe4eH PHCK, CBBP3aH
CbC CeKCyanHaTa akTHBHOCT. CuneHadun uMa ChaOpasIMHPABAILH CBOMCTBA, BOIELIH /IO JIEKO H
MPEXORHO MOHIKEHWE Ha apTePHANHOTO HanAraxe (BxK. Tosika 5.1). Ilpenn npenmiceaneto Ha
cHnAeHadH TeKapuTe TpAOBAa BHUMATETHO 1 NPECHAT JATH TEXHHTE NALHEHTH C OTpeAcieHH
CHITBTCTBALIM 3a00NABaHIA OHXa MOIM [1a c& NOBNUAAT HeGNaronpHATHO OT TE3H BasoiNaTaTUBHH
eekTH, 0cobeHo B KOMOHHALIMS ChC CeKCyaHa akTHBHOCT. ITaliHeHTH ¢ IOBUINEHA YYBCTRHTETHOCT KBM
Ba30JHJIATATOPH Ca Te3d ¢ 0OCTPYKIIMA Ha ICBOKAMEPHUA W3XOACH TPaKT (HalpHMep a0pTHa CTEHO3a,
xuneprpodydHa OGCTPYKTHRHA KAPAMOMUONATHA) U TE3H C PEIKUS CHHAPOM Ha MHOKECTBEHA CHCTEMHA
aTpodui, MaHH(ECTHPALI Ce C TEXKO HAPYIICH aBTOHOMEH KOHTPOJ Ha KPBBHOTO HanArakKe.

EpoToH noTeHUunpa XHNIOTEH3HBHAA eeKT Ha HUTpaTUTe (BK. TO4Ka 4.3). // . cs;et»\yj&?o /}5;;&’ .
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Hma nocTMapKeTHHTOBH CHOGIIEHHS 32 CEPHO3HY CHPIEMHO-CHAOBH HHIUMACHTH, KATO MHOKapJAEH
HHapKT, HecTaOHITHA CTEHOKApIHA, BHE3AIIHA ChpAEYHA CMBPT, KAMEPHH apHTMHH, XEMOParu4eH
HHCYAT, MPEXOAHO HaPYIIEeHHe Ha MO3BEYHOTO KPEBooOpallieHHe, XHIICPTOHNA H XHIIOTOHHA, CHBIIANRIIH
1o BpeMe ¢ yroTpebara Ha cunaeHadwt. [IoBeveTo, HO HE BCHYKH, OT TE3H NALMEHTH ¢4 HMaJH
NpeAIIECTRAINH CHPISHHO-CBAOBH PHCKOBH daxropu. IloBedeto HHIMACHTH, 38 KOHTO ce ¢hOOINABA, ca
HACTBIHIN IO BPEME Ha HIIM CKOPO Cliej| CEKCYaNHa aKTHBHOCT, 8 HAKOH ¢4 BE3HHKHAIH CKOpO CleH
npuema Ha cunaedadun 6e3 cekcyanHa aktueHocT. He e BE3MOXKHO Ja Ghe ONpeaeneHo AanH Te3n
HHI[HIEHTH ¢a CBLP3aHH MPSKO ¢ FTOPHHTE WIH APYTH GaKTOpH.

Ilpuanussm

Cpencrrata 3a JIEYCHHE Ha €peKTUIHATA JUCOYHKIMA, BKITIOUMTENHO cruiteHadwn, Tpabea a 6bmatT
H3NOA3BAHM BHHMATETHO PH NALUEHTH ¢ AHATOMHYHA e(opMALIMA Ha TIeHNHCa (KaTo aHryIIaluA,
KaBepHo3Ha ¢pubpoza wim 6onect Ha Peyronie) Wi npH NAUHEHTH CBC CHCTOAHHA, KOHTO MOKE A2
npeApasznonarar KM OpHAH3EM (KaTo CHPIOBHAHO-KIETHYHA AaHEMHH, MYJITHILIEH MUETIOM HITH
TICBKEMHA ).

Hma crobuienns 3a NpoJb/KHTEIHA €PEKIMA H NPHANM3EM TIPH IPHEM Ha criieHad B
NOCTMAPKETHHIOBMA TepHoA. B cry4aif Ha epekiug, KOSTO MPOoAB/KABA [I0BEYE OT 4 uaca, MAHEHTLT
TpaGRa He3abaBHO Aa MOTHPCH MEIHIMHCKA TIOMOIL. AKO MPHANH3MET He C€ JIeKyBa He3abaBHo, 64 MOrIIO
Na ce CTHIHE 110 YBPEXAaHE Ha ThKAHHTe Ha ITEHHCA H ITOCTOSHHA 3ary6a Ha MOTEHTHOCT.

Eanospemenno npunoxensie ¢ Apyri GJIES HHxuGHTOPH MITH IPYTH IEUEHHA HA ePeKTHAHA AMCOYHKIHS
be30nacHOCTTa H epHXACHOCTTA Ha KOMOHHALMNITE Ha ciTnenadn ¢ npyru OJIES nHxubutopw, qpyru
neyeHnd Ha Genoxpobua aprepuanza xunepronns (BAX), ceaspxain cunpenadun (REVATIO), unu
APYTH IeYEHHA Ha ePEKTIIHA JUCPYHKIMA He ca nmpoyueHu. [lopaan ToBa NMPMIaraHETO Ha TAKHMBA
KOMOKHALMM He Ce MPenophyBa.

Edexrn pppxy 3pennero

Hma cnoHTaHHA ¢HOGIICHNS 2a CITyuan Ha 3PHTENIHH YBPEKAAHHS BEE BPB3KA C IPHEM HA CHIAeHadun u
apyrd OJIES unxubutopH (k. Touka 4.8). 3a ciyyan Ha HeapTepHHTHA MPEIHA HCXEMHYHA ONITHYHA
HEBPOMNATHA, PAAKO CHCTOAHKE, HMA CITOHTAHHH ChOOIIEHHA H CBOONICHHA B 00CepBalMOHHO [IPOYYBaHE
BLB BPb3Ka ¢ NPHeM Ha cunaenadun u apyru GIES uaxuburopu (Bx. Touka 4.8). ITaunenture Tpabea na
6B/IAT MOCHBETBAHM, H€ B ClIy4Yail HA KAKBOTO M /a € BHE3AHO 3PUTENHO yBpexaHe, Tpabea aa crpar
apreMa Ha EpoTon u He3abaBHO 1a ce KOHCYNTHpaT ¢ niekap (Bx. Touka 4.3).

EnsoBpemensara ynorpeda ¢ pHTOHARMp
ExnoepeMeRHaTa ynotpeba Ha clwiaeHadw ¢ PHTOHABMP He ce npenopbyBa (B, Touka 4.5).

EnnoepemenHara ynotpeba ¢ anda-Gnokepn

IIperopruBa ce BHUMaHUE, KOraTo CHIAeHad I ce mpHAara Ha NAMEHTH, KOMTO ipueMaT anda-61okepH,
Tbi KaT0 ¢AHOBPEMEHHOTO NPUIIOKEHHE MOXKE /1A TOBE/IE 10 CHMIITOMATHYHA XUNOTOHHA MPH MATTKOTO
YYBCTBHTENHH HHINBHAH (B, TouKa 4.5). ToBa e Haii-BepOATHO Aa ce NPOABH Npe3 MbpBHTE 4 yaca cnea
npuema Ha cuigeHadun. [TanuenTrTe Tpsabea na 660aT XeMOAHHAMHYHO cTAGHIHM MO OTHOUICHHE Ha
Tepanuara ¢ ana-o6mokepH Npeay 3ano4BaHe Ha JICHEHHE ChC cuilieHadHJT, 3a Ja ce HaMajH
BB3MOKHOCTTA 3a Pa3BUTHE Ha OPTOCTaTHYHA XuntoTonna. TpaGa na ce HM2 IpeABUA 3aII0UBAHE Ha
Ne4YEHHETO ChC CHAeHadMn TPAOBA Aa 3aN0YHE ¢ 1033 OT 25 mg (BX. Touka 4.2), B 1omenHeHNE,
nexkapHTe TpAOBa Ja IOCHBETBAT MALIHEHTHTE KAKBO Aa [IPABAT B C/Iydaii HA NOSBa HA CHMITOMH Ha
OpPTOCTATHYHA XHITOTOHHA.

Edekr BpXy KbpBEHETO

[IpoyuraHus EBpPXyY YOBEIIKH TPOMOOIMTH MOKA3RAT, Ye cinaeHadW IOTEHUMpA in VilFo .~ =2
AHTHArperaHTHHTE CBOHCTBA Ha HATPHEBHA HMTponpycH. JInncea undopmarms 3a 6e3
ynotpeba Ha cHNeHa(HIT NpH NAUMENTH ¢ HAPYIIEHUA HA KPBBOCBCHPBAHETO HAH
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s1i3ga. CneoBaTeNTHO, cunperadun Tpabpa qa 6pe MprIaraH [pd TAKHBA NALKHEHTH CaMo CJIek
BHEMATEITHA OLIEHKA TION3a-PHCK.

IloMotIHK BelliecTBa
To3u nexapcTBeH NPOAYKT ChALPIKA JIakTo3a, [laleHTH ¢ pexkd HacnieAcTBeHH IpofaeMu Ha

HETIOHOCHMOCT KbM FalakTO3a, IThJCH JIaKTa3eH JeHIMT WM MIFOK030-raTaKTo3Ha MaltabcopOup He
TpaGBa na npHeMar TORA JIeKapCTBO.

Tosa nexapcTBo ChABPKa NO-Manko oT 1 mmol natpuii (23 mg) Ha ¢punMEpana Tabrerka, T.e. MOXE J1a ¢
KaXe, 4¢ NpaKTHIeCKH He ChABPKA HATPHH,

Kenu
EpoTon He e nokasaH 3a ynoTpeSa np# skenu.

4.5 BaaamogeficTBRe ¢ APYTrH JeKAPCTBEHN GPOAYKTH H APYru opMEA Ha B3aHMOAEHCTEHE

EﬂheKTHIﬂlgp!!llﬂeKaQCTBCHHlIDOHVFﬂTlBbﬂxkfcﬂﬂﬁﬁﬂﬂubﬂﬂ

Ilpoyusanusa in vitro:

MeTaloMH3MeT Ha cHiaeHad i 10 IPHHLIKI CE OCBILECTRBIBA C MOMOLITA HA H30CH3UMH 3A4 (0cHOBEH
meT) 1 2C9 (BTOpOCTENeHeH ITBT) Ha turoxpoM P450 (CYP). Mopaau ToBa MHXHOUTOPHTE Ha TE3H
HM20€H3HMU MOTAT ]a HAMAJIAT, 3 HHAYKTOPHTE HM ~ J1a TOBHINAT KIHPEHCa Ha cuwigeHadu.

Ipoyusanua in vivo:

IMonynalMoRHUAT papMaKOKHHETHYEH aHalIM3 HA JAHHHTE OT KIHHHYHH MPOYYBAHHA NOKA3Ba
HaMaJleHHe Ha KIMpBHCA HA cHnfieHadun NpH eAHOBPEMEHHO NIPHIToXKeHHe ¢ HHxuOuTOopH Ha CYP3A4
(xaTo keTOKOHA30II, EPHTPOMHIIMH, HHMETHAHH). BEIIpexH de He e 6Wio HaOMOKaBaHO TIOBHIIABAHE Ha
YSCTOTATA Ha HEXKETIAHKTE PeaKNMK TIPH Te3H NALMEHTH, KOTaTo CHACHa(HN ce MpHiara eHOBPEMEHHO
¢ uaxubuTopn Ha CYP3 A4, Tpabea na ce uMa NpeiBuA HavaHa 5034 0T 25 mg.

ExnospeMeHHO pueMane Ha HIV-nporeasHya HHXHOHTOD pUTOHABHP, KOMTO € MHOTO MOIeH
uHxubuTop Ha P450 (500 mg npykpatHo THeBHO) U caeHadn (100 mg eaHOKpaTHA £032) € AOREN JIO
HapacteaHe ¢ 300% (4-xpatno) #Ha Cmax Ha cuiaeHadmn, u ¢ 1 000% (11-kpaTtHo) Ha iasmenata AUC
Ha cunaeHadun. Ha 24-uq yac nuiasMeHHTe HHBA Ha cuiieHadwt Bee owte ca 6um okoro 200 ng/ml B
CpaBHEeHHE ¢ HHBaTa OT 5 ng/ml Ipu camocToATeNneH NpreM Ha cuiaeHadmn. Tosa choTBeTCTBA Ha
H3pa3eHUTE e(PCKTH Ha PHTOHABHP BBPXY LIHPOK Kpbr cyberpaty Ha P450. Cunnenadun He e okasan
BJIMAHME BHPXY (hapMaKoKHHETHKATA Ha pUTOHABUP. B13 ocHOBA Ha Te3u GapMaKkOKHHETHYHM Pe3yTaTH
€AHOBPEMEHHOTO NPUIIOKEHHE HA CHUACHA(HI H PUTOHABHD HE C€ NpenophyBa (BX. ToUKa 4.4) H nipH
HHKaKBH 0OCTOATENCTBa MAKCHMA/IHATA 0332 HAa CWIeHatun He TpabBa Ja HAXEEPAA 25 mg B paMKHTE
Ha 48 yaca.

EnHoepemennuat npreM Ha HIV-nporeasHus uaxuGuTop cakeHHaBHD, KoiiTo e uHxuGuTop Ha CYP3A4,
CNEA AOCTHIAHE Ha PABHOBECHM KoHUeHTpaum {1 200 mg Tpu neTH AneBHO) ¢be cunaeHadm (100 mg
€/IHOKPATHA 7103a) € OBe A0 HapacTeaHe cpe 140% na Cmax Ha cunaenagun u ¢ 210% va AUC ua
cungaenagun. Cunnenadun He e oxazan BAHAHUES BEPXY PapMakoKMHETUKATA Ha CAKBHHABUD {BK. TOMKa
4.2). Ipennonara ce, 4e no-MowHA HHXHGHTOpH Ha CYP3A4 Kato KETOKOHA301 M HTpaKOHA301 Guxa
HMAJIH OLIe MO-CHIeH e(eKT.

[pu enHOBpEMEHHO MPHIIOAKEHHE Ha chuneHadun B elHoKpaTHa o032 oT 100 mg 1 ymepenus CYP3A4
HHXMOHTODP €PHTPOMHMLAH, CJI€A JOCTHIAHE HA PABHOBECHH KOHLEHTpalMu (500 mg AByKpaTHO JHEBHO 3a
5 auu) € Hab/mogaBaHo yBenHueHHe ke 182% Ha cHcTemHaTa excriozHums (AUC) Ha cunae
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OCHOBHH MeTalo/MMTH B nupkynauyata. [{umerumn (800 mg), koifro e uprroxpom P450 uaxubuTop 1
necnemumries CYP3A4 unxubutop, e NpelH3BHKaN HApacTeaHe © 56% Ha IUTa3MeHaTa KOHLEHTPaIms
Ha CHIIIcHa()IT TIpH €fHOBpEMEHHO NIpHIoKeHHe cbe cnaeHadmwt (50 mg) npu 3npaeu o6poBOILH.

CoxweT ot rpedndpyTt ¢ cnad naxuGurop Ha CYP3A4-mMenuupanua MetaGonH3sM B UpEBHATA CTEHA I
MOXeE Ja IOBeJie IO YMEPEHO HapacTBaHe Ha IUTa3MEHHTE HHBA Ha CHIIeHad ML

EnnokpaTas qo3n aHTHAIM] (MarHesdeR XHIPOKCHI/ATyMHHHER XHIPOKCHA) HE Ca TORIHLIH
OMOHAHYHOCTTA HA CIULdeHadI.

BhIpekH ue He ca MpoBeskIaHy cretHHIHE MPoy4BaHUA 34 JIEKAPCTBEHH B3aUMOJEHCTBHA ¢ BCHYKH
NeKapCTREeHH IPOAYKTH, MOMYIAIHOHHUAT (hapMaKOKHHETHHEH aHANH3 He € TOKa3aN eeKT BEpXy
thapMakOKkHHETHKATA Ha cHIAeHa(hHI IPH eJHOBPEMEHHO TIPHITOKEHNE Ha IEKAPCTEA, MIPHHALTCKALIH
KBM rpynata Ha mHxHOuTopure Ha CYP2C9 (xato Tonbyramun, BapdapuH, GeHHTOHH), MHXHOHTOPHTE Ha
CYP2D6 (kaTo ceMeKTHBHUTE MHXHMOUTOPH Ha 00paTHHA 3aXBaT HA CEPOTOHMHA, TPHUMKITHYHHTE
AHTHCTIPECAHTH), THAZUINTE H CPOTHH JHYPETHIMH, GPIMKORMTE M KATHH-CHXPaHABALHTE WY PETHIIH,
HHXHOHUTOPUTE Ha aHTHOTEH3HH-KOHBEPTHPALLHs €H3HM, KAIJHEBHUTE AHTATOHUCTH, 6eTa-
aJIPCHOPELIENTOPHUTE aHTArOHUCTH WIH HHIYKTopHTe Ha CYP450-Memunpanna MeTabonussM (Karo
puthammaiun, 6apbutypatn). B Ipoyusane npy 3apasn Mbxke 10GpOBOIIIH AHOBPEMEHHOTO
NPHIIOKEHHE HA €HIOTE/THH-PELENITOPHHA aHTaroHHCT- 6ocenTan (MHayKTOp Ha CYP3 A4 [ymepeH],
CYP2C9 1 Beposrno Ha CYP2C19) B crammoHapHo cecTosHEe (125 mg ABa MbTH JHERHO) CHC
CHIIEHAQMN B CTALMOHAPHO CheTOAHME (80 Mg TpH ITBTH THEBHO) € IOBEJIO A0 CHOTBETHO 62,6% U
55,4% namanenue Ha AUC 1 Cmax Ha cuineHadun. 1o Tazu npudnna eqHOBPEMEHHOTO MPHIOKEHHE Ha
momnd CYP3A4 uuaykropH, kato pudaMimHing, ce 04aKBa Ja I0BeIe OO M0-3HAYHMH HaMaJIeHH Ha
MJIa3MEHHTE KOHIEHTpaLH Ha cHiaeHadu.

Huxopanmun e XuOphy Mexty aKTHBATOp Ha KaJTHeBHTe KaHamy i HUTpaT. [lopagy vuTpaTHaTa
KOMIIOHEHTA CHIUECTRYBA BE3MOKHOCT Ja JOBENE /10 CEPHO3HO BIaMMOCHCTBHE Ch¢ CHIIEHAD .

Edextn Ha cunaenadun pEpXY APYIH NEKAPCTEEHH MPOIXVKTH

Hpoyusanusa in vitro:

Cunpaenadmn € cnab muxubuTOp Ha LToXpoM P450 m3oenzumure 1A2, 2C9, 2C19, 2D6, 2E1 u 3A4
(IC50 > 150 uM). Kato ce uma npensun, ue MHKOBATa IIa3MeHa KOHIEHTpaUMs clie]l IPUEM Ha
CUIAeHadKN B IPENOPLYHTEHHTE JI03H € MPUGTH3HTenHO 1 pM, He 61 MOIVIO [1a ce OuaKBa CHIEHAIIT
Aa OKaXKe BIHAHUE BLPXY KIHPBHCA Ha CyDCTpaTuTe Ha TE3H M30€H3HMH.

Jluncear naHHM 34 B3aUMOZEHCTBHETO Mexay cunaeHadun n HecnemmbuunuTe dpocdoauecTepasHu
HHXHOHTOPH, KATO TEOGHAIMH WINH JUIHPHIAMO]L.

Ilpoyusanua in vivo:

B choTBeTcTBHE ¢ NO3HATHTE CH AelicTBHA BBPXY META a30TeH okcun/ul M® (Bk. Touka 5.1) cunpenadun
OKa3Ba NOTEHLKPaHe Ha XHTIOTEH3UBHHUTE e(PeKTH Ha HUTPATHTE ¥ CIEIOBATEITHO, 8IHOBPEMEHHOTO My
TPHIOKEHUE C JOHOPH HA a30T€H OKCHJI MJIH HUTPATH [0/ KAKBATO H Aa € GOpMa € MPOTHBOTIOKA3aHO
{(Bx. Touka 4.3).

Puonwryar: IIpe IKTHHUYHHE NPOYYBaHHA MOKA3BAT JONBIHUTENEH ¢BEKT HA MOHIDKARAHE HA CHCTEMHOTO
KpsBHO Hansrane, koraro ®JIES uuxuburopu ce koMOuHMpaT ¢ pronpryar, B KIMHHYEK NPOYYBaHHA €
AI0K233HO, Y& PHOLMIYaT MOTEHLUHPA XHIIOTCH3HRHATE epekrn Ha OJIES nHxuburopuTe., HsMa JAaHHH 33
GnaronpuareH KNHHUYCH ¢exT Ha KoMOHHALWITA B IPOYYBAHATA NOMyiauus. EaHos
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E/IHOBPEMEHHOTO TIPHIOKEHHE Ha CHIICHAHT HA NalMeHTH, KOUTO TIpHEMaT anda-Grokepu, Moxe 13
AOBeNI¢ 10 CHMITTOMATHYHA XUIOTOHHA PH MAKOTO YyBCTBHTCIHH HHIMBHIH. ToBa € Haii-BepoATHO Aa
ce NPOSBH Npe3 MEPBHTE 4 yaca crie] TpHEMa Ha cunneHadmn (Bx. Toukd 4.2 u 4.4). B TpH cneuuduunm
NpOYYBAHUA 33 NEKAPCTREHH B3auMozieHeTBHA anda-6MoKepsT fokcazo3uH (4 mg i1 8 mg) u cunmeHadun
(25 mg, 50 mg wnu 100 mg) ca 6K MPHICKEHH eJHOBPEMEHHO Ha MALMEHTH ¢ J00pOoKauecTBeHa
xunepiuasus Ha npoctara (JIXTI), crabunuzupans Ha Tepanus ¢ nqokca303HH, B Te3u uamareanu
NOMyAALMH € HabJIroIaBaHo CPeHO JOITBIHATENHO HAMATIEHHE HA KPBBHOTO HANATAHE B JIETHAIO
nonoxxeHue croTBeTHO 7/7 mmHg, 9/5 mmHg u 8/4 mmHg, u cpeano AOmBEAHUTENHO HAMATEHHE HA
KPBERHOTO HAIATaHe B M3NPABEHO TOJI0XKEHHE CHOTRETHO 6/6 mmHg, 11/4 mmHg 1 4/5 mmHg. Korato
cunieHadT M JOKCA303HH ¢a GHiiM NPIIOKEHH eHOBPEMEHHO NP MALMEHTH, CTaCHIH3HPAHH Ha
TEPANHA ¢ JOKCA303MH, Ca MOTYUCHH PeAKH ChOOIIEHHUS 32 IALMEHTH, KOWTO ¢4 TIOIYYHIM
CHMIITOMATHYHA OPTOCTATHYHA XHITOTOHHA ca peaxs. Te3u ¢hoOIEHAL BKIIOYBAT BHEHE Ha CBAT U
32aMasgHOCT, HO He M CHHKOTL

IIpu eanoBpeMeHHOTO TIpIIaraHe Ha cuIeHadun (50 mg) u TonGyramug (250 mg) wim papdapHu
(40 mg), xouto ce metabommsHpat or CYP2C9, He e 3a0ensn3aH0 CHrHEGUKAHTHO B3aHMO/IEHCTRHE.

Cungenadun (50 mg) Ae € NOTEHIMpan AOITBITHHTENHO YALIDKABAHETO HA BPEMETO HA KLPBEHE,
NpeAU3RHKAHO OT alleTHIICATHIMNORATA kucenuHa (150 mg).

Cunpenadmn (50 mg) He e NOTEHUMpPaN JONMBIHHTENHO XHIIOTCH3UBHHTE eheKTH Ha AIKOX0Ja NpH
3ApaBH A06POBOMIH CHC CPeHH MAKCHMAITHH KOHUEHTPALMH Ha akoXoll 8 KpeRTa 80 mg/dl.

Karo usno auTwxunepreH3HBHETe TexapcTBa, IpHHAJIexKalH KM CeIHHTe KNacoBe: QHYPETHIH, Geta-
GmokepH, ACE unxuburopy, aHrAoTeHzHH 1] aHTaroOHUCTH, aHTHXHNEPTEH3HRHHE CPeICTBA
(BazoMnaTaToOPH M IEHTPAIHO AEHCTBANIH), apeHEPrHYHH (JI0KepH, KANLMEBH aHTATOHUCTH H anda-
aapeHOPEeLIENTOPHI GIIOKEPH He Ca IOKA3aJIH Pas;THIeH Npoull Ha HeskeNaHH JIEKAPCTREHH PeakUHH IIpH
MALHeHTH, NONTyYaBalliy cuigeHadun cnpsamo nnanebo. B cneunduyso npoydrane 32 nekapcTBeHo
B3aUMOJIeHCTBHE, MPH KOSTO HAa XHNEPTOHMIIH ¢ 611 ipunosxkeH cruigeHadin (100 mg) exnorpeMeHHO ¢
aMJIOJIMIIHH € HACTBITHJIO JOITBJIHUTENHO MOHMKEHHE HA CUCTOIHOTO KPBRHO HANAraHe B JIEFHAJIO
nonoxenue ¢ 8 mmHg. C1oTBETHOTO AOMBIHUTE/IHO IOHIDKEHHE HA AHACTONHOTO KPEBHO HAIIATaHE B
nerHano nonoxenne e 6uno 7 mmHg. Tezn nonbnHATEIHM MOHWKEHNA HA KPLBHOTO HangTaHe ¢a GHiH
OT CXO/IHA BeNMYMHA C Te3H, HaOMONABAHH IIPH 31PaBH ZOOPOROMIIM, MOMYHARAIM CAMO CrIAeHadun
(BAK. TO4Ka 5.1).

Cunpenadun (100 mg) He e noenua1 dapMakOKMHETHKATA B CTALMOHAPHO CHCTOSHHE Ha
HIV-npoTeasHuTe KHXHOMTOPH CaKBHHABMP M PHTOHABMP, KOUTO ca cyGeTpaTh Ha CYP3A4.

IIpu 3apaBH 106POBOMLM OT MBXKKH 10/ CHAAEHA(HI B cTaunoHapHo ceetosHue (80 mg Tpu mBTH
AHEBHO) € JIoBeT M0 nosuineHue ¢ 49,8% na AUC na GoceHTan u moBHueHHe ¢ 42% Ha Cmax Ha
Bocenran (125 mg nBa WBTH JHEBHO).

Hobapasero Ha €AMHHYHA 1032 CUNACHADHT KbM caKyOUTpIWI/BafcapTal B CTALMOHAPHO CHCTOSHHE NPH
NALHEHTH ¢ XHIEPTOHUA ¢€ CRBP3EA CbC 3HAYHUTENHO MO-TONAMO NOHWKARAHS HA KPHBHOTO HAMIATAHE B
CpaBHEeHHE C MPHIOKEHHETO HA caKyOHTpuI/BajicapTan caMocTostenHo. [lopanu Tosa Tpabea ma ce
obphia 0cobeHo BHUMaHNE, KOTATO CHINeHAagHUN Ce 3aN04Ba [IPH NALWEHTH, JTEKyBaHH Che
caKyGuTpHI/BancapTaH.

4.6 PepTHIHTET, PeMEeHHOCT H KbpMeHE

BpeMeHHOCT U KbpMeHe
EpoTon He e noxasaH 3a ynorpeba npu xeHu.
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He ca npoeexXNaH{ CEOTBETHH M A00pe KOHTPOMHAPAHH POYYBAHUA NPU GPEMEHHH WIH KEPMEUIH KEeHH.

B penpogyxTHBHE nMpoyYBaHHs NPH IU1LXO0BE M 3alilln He ca HAaGMIOaBaHH PETCBAHTHH HesKeIaHU
peakUMH ciell NepopaIHo NpHiokeHne Ha CHIIeHadWI.

JIuncea edeKT BBPXY NOABIKHOCTTA KITH MOPGOMOTHATA HA CIEPMATO30HAKTE CJIE]| €HOKPATHH
nepopanku nosu ot 100 mg cunaenadun npu 3apasu no6poronum (BX. Touka 5.1).

47 EdexTn BLpXy ¢nocofHocTTa 32 Wodupane v pabora ¢ MAIHEE
EpoToH Moxce 1a MOBNTHABA B MaJIKa CTeNeH cnocoGHOCTTa 3a modHpane M paboTa ¢ MallHHY.

Toit kKaTo B KIIHHHYHH NPOYYBaHKA Che CHIieHadun ce cHobIIaBa 3a MoABa HA 3aMaifBaHe ¥ IPOMEHH B
IPEHMETO, NALMEHTHTE TPAOBA 1a KMaT MpeICTABa 3a peakiMuTe cM KbM EpOTOH npeau mogupane i
paGoTa ¢ ManHHH.

4.8 Hexenann TeKapcTBERE Peaknan

Kpatko onucanune Ha nipoduna 3a 6e3omacHoct

Tpoduner Ha GesonacHocT Ha cunaenadw e Gazvpan Ha 9 570 namenTn B 74 ABOAKO-CIENH, Iale6o-
KOHTPOJIMpaHH KITHHHYHH DpOYYBaHHA.

Haii-uecto cp001MaBaHnTEe HeXenaHHn peakKUHH B KITHHHYHHTE NPOYYBAHHA CPeJl TAIMEHTHTE, Ha KOHTO €
TipUiIarad cuiieHadu, ca GUNK rMaeoGonNHe, 3a4EPRABAHE, MUCTIETICHS, HA3ANHA KOHTECTHS, 3aMmaiirane,
rageHe, ropelliH BbIIHH, 3PHTEIHH HapyLicHUA, HAHONICHA H 3aMBIVIEHO 3pPEHHE.

Hexxenanu peakitiy 110 BpeMe Ha TOCTMAPKETHHTOBOTO HabMOJCHME ¢a ChHOHPAHY ¥ MOKPUBAT
nprb.M3uTencH nepuod oT > 10 roauHu. YecToTaTa Ha Tean HEXETAHH PeakLMH He MOKE [1a ¢€ ONpeacIn
€ JOCTOBEPHOCT, Thii KaTO HE BCHYKH HeXEeNaHi PeaKl|H ¢a ¢hoBIaBaHH Ha IIPUTEXKATENA Ha
paspelneHHeTo 3a ynoTpeba H piTIOYeHH B Gasara JaHHH 32 GezomacHOCT.

Tabnuven cnvcek Ha HEXEAHHTE JICKAPCTBEHH PEAKIMK

B tabnuuara no-1ony BCHMKH KITHHHYHO BKHK HEXXEIAHU PEAKIHU, KOMTO ¢a Hal/i0aBaHH B KIHHHYHH
NPOYYBaHHA ¢ YECTOTA [10-BHCOKA OT IL1aLefo, ca OMNHCAHH MO CHCTEMO-OPraHeH Kiiac H YyecToTa (MHOTO
uectd (=1/10), wectu (21/100 go <1/10), Heuectu (>1/1 000 no <1/100), peaxu (=1/10 000 go <1/1 000).

Tipu Beaxo rpynupane B 3aBHCHMOCT OT MECTOTATA HEKENAHHUTE JIEKAPCTBEHH PEaKLMK ce H3Gpoasar B
HH3XOILI pesl N0 OTHOLIEHHE Ha TAXHATA CEPHOIHOCT.

Tabauna 1: Kinuegno Bajkad HexXelaHH peaknan, cLOOIMEHH ¢ 9€CTOTA, NO-T0IAMA OT TA3H HA
nianefo B KOETPOIMPAHH KIAHHYHH POYYBAHHA, H KIHHHIHO BAKHH HeKeNAHH peaknHu,
¢b00MeHH N0 BpeMe HA NOCTMAPKETHHIOBHA I€PHOA

Cueremo- Mmuoro YecrH Heuectn Penxun
opranna YECTH (= 1/100 é0 <1/10) (= 11 000 o0 <1/100) (2 1/10 000 o0
KaacHpuxanus (2 1/10) <I/1 000}
Hudeximu u Puaur

uHpecTanmn

Hapyiuenns Ha CBPBXUYBCTBHTENHOCT

HMYHHATa

CHCTEMA
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CHcremo-
OpraMHa
Kiacnbukanus

Mnoro
YECTH
(21/10)

YeceTH
(2 17100 d0 <1/10)

Hegectn
(= 1/1 000 do <1/100)

Peaxn
(= 1/10 000 oo
<I/1 000)

Hapymenus Ha
HepBHAaTa
CHCTEMA

Fnagofonne

Jamaiieane

CBHIHBOCT,
XHANIOCCTE3HA

Mo3549HOCEIOB
HHIHIEHT,
TPaH3HTOpHA
HCXeMHYHZ ATAKa,
repa®,
peuHIUBHpaITH
repacee*

CHHKOI

Hapymenus na
OTHTE

PazctpoiicTsa B
LBETHOTO 3pCHHE™ *,
3IPUTENHH
HapyIIeHHA,
IAMBITIEHO 3peHHe

Hapymenus va
CBIIZ00TACTIHETO *# ¥,
fonka p O9HTE,
torodpobdns,
thoTomncrs,

O9Ha
XUTIepeMHs,
JaCHIEHD
BE3NpHEMAHE Ha
CRET/IMHATA,
KOHIOHKTHBHT

HeaprepnutHa
OpeAHa HCXSMHYAA
OINITHIHA
HEBpOTATHA
(HAMOR)"
PETHHATHA ChIOEA
oKmysua’,
PETHHAIEH
KPBBOM3IHE,
aTepoCKIepoTHIHA
PETHHOMIATHA,
HapyIIeHUA Ha
peTHHATA,
raykoMa,
HApYIIEHWE Ha
3pHTENTHOTO HOTTe,
RUIUTONHAA,
HaMaJleHa 3pHTETHa
OCTpOTa,

MHOIIHA,
ACTEHOITHA,
MEITIABHHE B
CTBKIOBUIHOTO TANO,
HapymieHUs Ha
HpHCa,

MHIpHa3a,
BIGKIAHE Ha OpeoiIn
OKOJI0 CBETANHHH
H3TOIHHIIK,

€/eM Ha OKOTO,
HoayBaHe Ha OKOTO,
RapymeHne Ha
OKOTO,

KMNEPEMHIA Ha
KOHIOHKTHBATa,
OYHO Apa3HeHe,
afHOpMHH
yCEelUaHUA B OUHATE,
£/1eM Ha KJenada,
NpoMAHa Ha [EeTa
Ha CKnepara

HapyineHus Ha
YXOTO H
nabHpHATA

Beptrro,
THHUTYC

I'myxota
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Cacremo- Mrioro YecTn HewecTn Pekcn
opraHHa JeCTH (2 1/100 d0 <1/10) (2 1/1 000 oo <l/100) (2 1710 000 do
kaachpukanas | (> 1/10) <1/1 064)
Copreann Taxvkapmus, BrezammHa cepredHa
HapyWeHuA NANNHTAUMH CMBPT," MHOKapZIeH
vAbapKT, KaMepHa
ApUTMHS, HPERCEPAHO
MBKICHE, HecTaOKmHa
CTEHOKap AR
CeIoBH 3aueprseane, XuriepToHus,
HApYIIEHUA TOPeI RLIHM XHAIOTOHMA
PecmipaTopan, Hazanxa konrecTas Enucraxcuc, CrArase B rbproTo,
TPBIHH H KOHTECTHA HA CHHYCUTE | Hananeh efeMm,
MeIHACTHHANHH CYXO0Ta B HOCa
HapyIIeHHA
Cromaino- Tazene, mTaCTICTICHA TacTpoezogareanna OpanHa XHMOSCTE3HA
IpeBHA pedaykcHa
HapyIIeHHS Bonect,
TIOBpBIIAHE,
6onku B
TOPHATA 9acT HA
Kopema,
CYXOTa B yCTaTa
Hapywenns na Obpus Cunppom Ha Stevens-
KOXaTa H Johnson (8JS),"
NIOAKOKHATA TOKCHIHA
TBKaH efmHAepMATHA
nekpommsa (TEN)'
Hapymenus va Muayrus, 6ollke B
MYCKYIHO- KpaHHHIHTE
CKeneTHaTa
CHCTEMA H
CheAHHUTENHA-
Ta TLKaH
Hapymenus va Xematypus
OnbpewyTe H
IMKOYHATE
IThTHIIA
Hapymenns na [enunesn
BB3NPOMIBOIH- KPBBOM3IIHE,
TEIIHATA OpHAIyBM*
CHCTeMa i XEMAaTOCTIEpMHS,
repaaTa YIOBIKEHA EPeKIA
OO0 U'prana Gonka, Pazapasuarennoct
HapyILeHHs 1 yMOpa,
etheKTH Ha ycenaHe 3a
MACTOTO Ha ropeiuga
NPHIIOKEHHE
Hzcneasanns VBenudeHa
ChpaedHa
HeCTOTa

* CpobImeHH caMo TIpH HOCTMAPKETHHIOBOTO HAGIONEHHE

NOO4
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** PascrpolicTBa Ha IIBETHOTO 3pEHHE: XJIOPOTICHA, XPOMATOIICHA, LIHAHOTICHS, EPHTPOIICHA H KCaHTOTICHS
**+* HapyineHus Ha ChbI300TAENAHETO: CYXOTA B OMHUTE, JTAKPHUMAITHO HAPYIIEHHE H NOBMIIIEHO
CRA300TACHSHS

Crobmaraye Ha NOJO3NPAHH HEXETAHH DEAKHHH
CroblaBaneTo Ha ONO3HPAHK HEXETAHK PeakiluM CJiell paspelagane 3a ynorpeda Ha IeKapCTBEHHS

OpOAYKT € RaXkHO. ToBa No3BOIIABA A2 POXBILKH Ha0MIOAEHHETO Ha CHOTHOLIEHUETO NON3a/PHCK 34
TEKAPCTBEHHA MPoAYKT. OT MEAMLIMHCKHTE CIIELMATTHCTH CE& H3NCKBA A ChOOIABAT BCAKA NOJ03MpaHa
HEeXKeNaHA peakuus upe3 M3nbaHuTeNnHa areHuus no nekapcTeara, yi. ., Jaman Ipyes” Ne 8, 1303 Codus,
ten.: 02 8903417, yebeaiiT: www,bda.bg.

4.9 Ipeposapane

B npoy4ranns BEpXY A00poOBOIIM ¢ EAHOKPATHH J03u Ao 800 mg HexemanuTe peaxuuu ca GHIH
NoAOOHH Ha TE3H, KOMTO ¢e HabMIONABAT NPK MO-HHUCKH JI03H, HO TAXHATA YeCToTa M TEKECT ca OWIH M1o-
ronemi. osH oT 200 mg He ca noBenu A0 MOBHIIaBaHE HA €(pEKTHBHOCTTA, HO YECTOTATA HA HEKEJAHHTE
peakliiH (rnasofolue, 3auepBABaHe, 3aMaiiBaHe, IMCMENCHA, HA3AJIHA KOHI'eCTHSA, HAPYIIEHO 3pEHHE) €
HapacTBana.

B ciryqaii Ha npeio3HpaHe CTAHAAPTHHTE MeJMIMHCKH MEepKHU TpsGea Aa 6haar crobpasenH ¢
KOHKPETHHTE HYXIH. XeMOIHAlIH3aTa He yCKOpABa KIMPBHCA Ha cinpeHadun, Thi KaTo Toi ce CBhp3Ba
BBB BHCOK ITPOLCHT C IVTA3MEHHTE MPOTEHHH H HE Ce eTAMHHHPA ¢ YPHHATA.

5. @®APMAKOJIOTHYHHU CBOHCTBA
5.1 DapmakoIHHAMEMEN CBOHCTBA

QapMakoTepaneBTHYHA IPyna: Y poJJorHYHH cpeAcTBa. JlexapcTBa, KOMTO ce W3MON3BAT IIPH ePEKTHITHA
mucdyHkima. ATC koa: G04B E03.

Mexanusem Ha neficTeHe

CunneHadun CITyu 3a NEPOPAIHO JIEHSHHE HA ePEKTUTHATA TUCHYHKIHA. B eCTeCTBEH: YCIOBHY, T.€.
IpH CeKCyaHa CTHMYJIallHs, TOH RB3CTAHOBABA HAPYLIECHATa epeKTHIHA QyHKIMA Ype3 YReHYaBaHe Ha
KPBBOTOKA KbM IIeHHCa.

DH3HONOTHYHMAT MEXAHHIBM, OTTOBOPEH 33 SPEKIMATA Ha NICHHCA, BIJTFOUBA ocBob0XKIaBaHe Ha a30TEH
okcul (NO) B KaBepHO3HOTO TANIO 1O BpeMe Ha CeKkCyanHa cTuMynaimd. Cneq Topa NO akrusHpa eH3uma
ryaHHIaT IIMKAa3a, KOSTO NIOBMIABA HHBATA Ha LMINIHYEH IYaHO3uH moHOGochar (Ul M®D), a Tora Boam
1o OTIyCKaHe Ha IMajxaTa MyCKYy/1aTyPa B KaBEPHO3HOTO TANO H [IPHTOK HA KPBB KbM Hero.
Cunnienagun e Mollen 1 cenexTHBeH HHXHOHTOP Ha Ul M@ -cnenmduuHaTa docoauecrepasa tun 5
(®JES) B xopnyc karepHO3yM, kbaeTo OJIES e oTropopHa 3a pasrpaxaaneto Ha ul M.

Cunpenadun uMa nepudepHO MACTO Ha EHCTBHE BLPXY epekumara. CuneHadun HaMa npiak
penakcupai eekT BLPXy H30NHPAH YOBELIKH KOPIYC KABEPHO3YM, HO MOILHO YCHIIBA PEaKCHPalUA
eext ra NO Bupxy Tasu Thbkan. [IpH akTuBHpane Ha MeTaGonuTHata pepura NO/uI'M®, kaxTo cTapa
IIPH CeKCyanHa CTUMyNauma, HHxubupasero Ha ®HES ot cuaeHadmi Boay 10 NOBHUIEHH CTORHOCTH Ha
ul'M® e kapepHO3HOTO TAN0. CleIOBATEIHO, 32 A2 MOXKE CHNAEHA(HN 13 OCBIUECTRBH CBOHTE JKEIaHH
OnaronpHATHH (PapMaKONOTHYHH e(eKTH, € He0GX0AUMa CEKCYAIHA CTHMYITALHS.

DapMakoAMHIMWIHE ediekTH

IpoyuBanuara in vitro ca nokazanm, 4e cuiaeHapun ¢ cenexruse 3a OJES, ko
Ha epexua. Herosuar edekr Bepxy OJIES € mo-MolleH, OTKONKOTO BBEPXY OPYTH,
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tochonuectepasu. Toii e 10-kpatHO no-cenextuben 3a OJES, otkonkoro 3a ®JIEG, koaTo yuacTsa B
npoueca Ha GOTOTPaHCIYKIMA B PETHHATA. B MakCHMaNHK NPENOPEIMTE/HH A03M CENEKTHBHOCTTA MY €
80-kpatrHo no-pHCOKa 32 ®JIES, oTkonkoto 3a ®/IE] u Hag 700-kparso no-BHCOKa, oTkoNKoTO 32 DJIE2,
3,4,7,8,9, 10 u 11. o xorkpeTHO, cunaeHadmI uMa 4 000 TETH No- ronama cenekTHBHoCT 3a OJIES,
oTronkoTo 3a ®JIE3 — m3odopmara Ha nTAM®P-cnennduynata gocdoquectepasa, yuacTsaia b KOHTPONA
Ha ChpJEeYHHA KOHTPAKTHIIUTET.

Knnunana eukacHoCcT B 6e30macHoCT

JBe xIHHMMAN TIpoYYBaHNA Ca CHELIHATIHO MPOBEIEHH, 3a 12 ¢& OLIEHH BPEMETO, KOETO ¢ HeoBXOIHMO, 32
Aa ce no;Ty4H epeKuMs B OTTOBOP HA CEKCYallHa CTUMYJIALtHA CIedl PHEM Ha JieKapeTeoTo. B npoyusane ¢
H3TON3BaHe HA IiIeTH3MOorpadud Ha nexuca (RigiScan) npu MalMeHTH, KOUTO ca NpHENH cHIIeHaQHI Ha
[13aHO, CPEAHMAT NEPHO A0 HAYAIOTO Ha eeKTa IPH Te3M OT TAX, KOHTO Ca MONy4HITH ePEeKIMs,
XapakTepHusHpaila ce ¢ 60% pUrHIHOCT (I0CTATBYHA 32 OCHILECTBABAHE HA TIONOR AKT) € 6un 25 MUHyTH
(ot 12 o 37 munyTH). B mpyro npoyuane ¢ RigiScan ce ycraHoRsBa, ue¢ Jopu u 4-5 yaca ceqy npHeMa
Ha cunaeHadun e faran RE3MOXKHOCT 2a TIOJTyYaBaHe Ha epeKLHA B OTTOBOP HA CEKCYATTHA CTHMYJIAllAs,

Cunnenadun npeau3BHKBA JICKH M APEXOTHH NOHIDKEHHS HA KPLBHOTO HANATAaHE, KOHTO B MHOZHHCTROTO
OT CJTy4aMTe TIPOTHYAT Be3 KNHHKMYHA cHMITTOMAaTHKa. CpeaHaTa CTOMHOCT Ha MAKCHMAJTHOTO NMOHWKEHHE
Ha CHCTOJIHOTO KPREHO HAllAraHe B JIETHAIIO NONOXEHHE CIeA nepopaleH npHeM Ha 100 mg cunpenadbun
¢ 8,4 mmHg. CroTeeTHaTa NpoMAHa B IMACTONHOTO KPHBHO HANlATaHE B JIEFHANIO MONIOKEHHE € 5,5
mmHg. Teau noHIKeHHUA Ha KPBRHOTO HANATAHE CHOTBETCTEAT HA BA3OAMIATATHRHHS eeKT Ha
CHILIEHa(H, KOHTO BEPOATHO Ce TBIDKH Ha MOBHIICHUeTo Ha HyBata Ha Wl M B riamkata Myckyslarypa
Ha KPBLBOHOCHUTE ChAOBE. [IpH 31paBK moGpoBONIH eTHOKpaTHA MepopanHa oza Ao 100 mg cunpeHadun
He BOJH /10 KIMHHYHO 3HaunuMu nipomend & EKT.

B npoyupaHe ppxy XeMOAMHaMHUHHTE eeKTH Ha €HOKpAaTHa Mepopanta no3a ot 100 mg cunaenadun
npu 14 naunenta ¢ Texka UBC (>70% creHo3a Ha NOHe eiHa KOPOHAPHA aPTEPHA), CPEAHHUTE CTOHHOCTH
Ha CHCTO/IHOTO H IHACTONIHO HAJIATaHE B MIOKOH € MOHHXKABAT CHOTBETHO CBC 7% M 6% cIpaMo
usxoaHuTe. CpeHOTO CHCTONHO GenoapobHo HamiraHe ce NoHmwKaea ¢ 9%. Cwiaenadun ne e
NpEeXH3BHKAS NPOMSAHA B CHPACYHHS ACOHT H HE € HAPYIUWI KPEOTOKA [Ipe3 CTeCHEHHTE KOPOHapHH

apTepuu.

B neoiinocnano, nnane6o-koHTPONHpaHe HpoydBaHe, BKIIOUBALIO CTPEC-TECT C HATORAPBAKe, €
HalpaBeHa OLCHKA Ha 144 malMenTa ¢ epekTHIHA JMChYHKIMA H XPOHHYHA CTabHIHA CTEHOKapIHA,
KOHMTO NpHEMAT PEIOBHO dHTHCTEHOKAP/IHH JIEKAPCTBEHH NMPOAYKTH (¢ H3K/IIOUEHHE HR HUTPATH).
Pesynratire ca nokazamy, ye HAMa KIMHHMHO 3HAYHMHE PA3JHKH MEXTY CHIICHA(DHI U IaneGo BB
BPEMETO A0 MOABA Ha JIMMHTHPAILG CTEHOKapAHA.

Enuu yac cnen npueM Ha 100 mg channeradin npu Manbk 6poil IALHEHTH Ce MOABABAT JIEKH U TIPEXOIHH
HPOMEHM B CIIoco0HOCTTA 32 pasnuvaBaHe Ha NBETOBETE {CHHBO/IENEHO), H3CTIEABaHA C NIOMOINTA Ha
TecTa Ha Farnsworth-Munsell 3a pasrpamuasase Ha 100 uBeToBH OTTEHEBKa, KaTo 2 Yaca cjie]] NpHEMa Ha
NEKAPCTBOTO ehEKTHT OT3BY4ABa HATBIHO. BeposSTHHAT MeXxaHH3BM Ha Ta3H NIPOMAHA B IIBETOBATA
JUCKPUMHHALMA € CBBP3aH ¢ HHXHOHpaHeTo Ha DJIE6, KoATO yyacTsa BBE GOTOTPAHCAYKIHOHHATA
Kackaja Ha petuHaTa. CilaeHadun HAMa HUKaKbB e(eKT BLPXY 3PHTEIHATA OCTPOTA MM YCeInaHeTo 3a
KoHTpacT. B Manko nnaue6o-KoHTpONMpaHO Npoy4BaHE NPHU IALMEHTH ¢ JOKA3aHA PAHHA BB3PAcTOBO-
o0ycnopeHa aerenepauyua Ha Makysara (n=9) cuneradun (100 mg eanoxparHa 103a) He IPOMEHA
CUrHU(MKAHTHO NPOBEACHUTE 3PUTENHH TECTOBE (3PUTENHA OCTPOTA, pellleTKa Ha Amsler, uBeTopa
OUCKPMMHHAIIMA Ha CHMYTTHpaHa ITHA CBETIIMAHA CHIrHANM3aLua, nepuMeTp Ha Humphrey u

thoTocTpec).

He e ycraHOBeH edekT BBPXY MOABMKHOCTTA HIH MOPOIOrHaATa Ha CIEPMATO30H
nepopanxa 103a ot 100 mg ciwimenadun npyu 3apasu 1oOpoROIIM (BXK. TOUKA 4.6);
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Honvanumenna unghopmayus 3a kKnunusHY RPOYHEAHIA

B xipmuvHH poyuBanua crieragi € G HpHIIoXkeH npu noeede o 8 000 naupenTs Ha BE3pacT 19-
87 rognum. Buin ca IpecTaBeHH CIeJHUTE IPYIH: NALMEHTH B cTapuecka pb3pact (19,9%), mauvenTs ¢
xuneprosus (30,9%), saxapet anaber (20,3%), ucxemudra Honect Ha cepueto (5,8%), xunepnummgeMus
(19,8%), Tpaemu Ha rpu6HauHHA MO3EK (0,6%), Nenpecus (5,2%), TpaHcypeTpaTHa peseKIms Ha
npoctarata (TYPII) (3,7%), panuxanna npocratekromus {3,3%).

Caenuure rpyiH ve ca 61ni JOCTATEYHO NPECTABEHH HIH Ca BITH H3KMIOYEHH OT KITHHWIHHTE
NpOy4BaHHUs CIIEJHHTE TPYIH: MAMEHTH ¢ ONepalis B MAJIKHS Tas, TAUHEHTH Cef] ThUeTeparnks,
TMALHEHTH ¢ TexKo HBOpeUH WK YepHOAPOOHO YRpeXkaaHe H HALHEHTH ¢ HAKOH ChpASIHO-ChIOBH
npoOnemu (Bk. Touka 4.3).

B npoyusannaTa ¢ pHKCHpaHH 03, MPOLEHTHT Ha NALMENTHTE, CHOOLIABAILH, Ye JICYEHHETO &
noKo6puIio TAXHaTa epeKuma e 6w 62% (25 mg), 74% (50 mg) u 82% (100 mg) cnpamo 25% npu
nnauebo. B KoHTpoNHpaHH KIHHHIHK NPOYIBAHHA YECTOTATA HA IIPEKBCBAHE HA JIEUEHHETO ChC
cunaenau e 6una HUCKa H MoJoGHa Ha Ta3H MPH Mnane6o. 3a BCHYKH [IPOyYBaHHA TIPOLIEHTET Ha
NMALHEHTHTE, CHOOIABaIH 33 NOA00pEHHE Che CAZICHadw, € 61na, KakTo ceBa; NCHXOTeHHa
epexTiHa Jucdynkuma (84%), cMecena epekTwiHa avcdynkiws (77%), oprandHa epekTHIHA
nuchyukupa {68%), manHeHTH B cTapyecka BB3pacT (67%), 3axapeH auabet (59%), HEC (69%),
xuneptonns (68%), TYPII (61%), paguxanna npocraTekroMusn (43%), TpaBMa Ha rpBEGHAYHHSA MO3BK
(83%), nenpecus (75%). B npnrocpodny npoy4sania Ge30macHOCTTa H e()eKTHBHOCTTA Ha cHIIeHadWT
€a ce 3anazuiy.

IleanatpuyiHa momy/Janus
Esporefickata areHums mo AeKapcTBaTa 0CBODOXKNABA OT 3aIB/DKEHHETO 32 NPEIOCTABAHE Ha

PE3YNTATHTE OT MPOYYBAHHMATA CbC CHIACHA(IN BB BCHUKHM NIOAFPYIH Ha NeANaTPHIHATA TIOMY Ay 33
neYeHue Ha epeKTHIHA TUCOHYHKIMA (BK. Touka 4.2 3a HH(OPMAIHA OTHOCHO YTIOTpeba B MeHATPHATA).

52 (dapMakoKHACTHYHH CBOHCTBA

Abcopbums:
Crnnenadun ce abcopbupa 66p30. Habmonapanute MakcHManHK A/1a3MEeHH KOHILIEHTPALMH CE JOCTHIAT

B paMkHTe Ha 30 no 120 MunyTH (cpeana crofiHocT 60 MUHYTH) cef epopaseH pHEM Ha [IagHo.
Cpennara abcomorna nepopalta Guoranuunoct e 41% (quanason 25-63%). Cnen nepopanes npueM Ha

cunpesadun, AUC 1 Cmax HapacTBaT NPONOPLMOHATIHO HA 103aTa B [IPENopbYaHUTe J030BH IPAHULIH
(25-100 mg).

Korato cunsienadui ce npHemMa no BpeMe Ha XpaHeHe, CKOPOCTTA Ha a6cop6ias HaMandRa, Karo
cpeaHoro 3abaraHe Ha tmax ¢ 60 MHHYTH, a CpeJHOTO MoHWKeHHe HAa Cmax e ¢ 29%.

Paznpenenenue:

Cpennuat obem Ha pasinpenerieHHe B paBHOBECHO cheTosHMe (V) Ha cunaenadun e 105 1, koeTo ropopu
3a pasiipenencHue B ThkaHuTe. Cnen efHOkpaTHa nepopanna foza ot 100 mg cpenHara MakcHMaHa
IUIa3MEHA KOHLEHTPALMA Ha cieHadun e npubmusurendo 440 ng/mi (CV 40%). Tii kato cunaeHadpun
(¥ HETOBUAT OCHOBEH LUMpKyAUpauy N-ge3meTis MeTalonuT) Ca CBBp3aHi © TIIA3MEHuUTe TIPOTEHHH B
96%, ToBa BOOH 10 CpeHA MaKCHMA/IHA KOHLIEHTPALMA Ha CBoGoaHaTa GopMa Ha cuneHadmn B
nnasmara ot 18 ng/ml (38 nM). Cebp3BaHeTo ¢ IPOTEHHUTE € HE3aBHCHMO OT 00iilaTa JIeKapCTBEHa
KOHLIEHTpalHd.

Tlpy sapasu gobposonuu, 90 MuHYTH e ipuema Ha 100 mg cungenadmn eqHoxparHo, noa 0,0002%
(¢cpenno 188 ng) or npuiokeHaTa Jo3a ce YCTAHOBABA B €AKY/IATA.

13
NOO4




Buorpancdopma

Cunpenadun ce Metabonuznpa OCHOBHO OT H2O0EHIHMHTE Ha YepHoApobuuTe Mukpozomu CYP3A4
(ocHoren weT) B CYP2C9 (8TOpOocTeneHeH MbT). OCHOBHUAT UMPKy/IHpam] METaG0MHT ce oIy3asa B
peaynTar Ha N-nesmeTunupanero Ha cuaeHadgun. Tosn MeraGonut npurexasa gocdoanecTepasta
CEMEKTHBHOCT, MoA06HA Ha cuNeHadun, ¥ in vilro HeroBaTa akTHBHOCT cripamo ®JIES npubmmznTemo
50% oT Task Ha H3XOHOTO AKTHBHO BewecTBo. [Lnaimenure KOHUEHTPALMK Ha MeTabosuTa ca
npubausuTenHo 40% ot Tesu Ha cunpesadmr. N-Ie3MeTHI MeTaGonuTsT ce MeTaGonuampa
JONMBIHUTENHO H HMA TEPMHHAJIEH TTOJTYKHBOT OT OKOMO 4 vaca.

Emum aAHE:

Torannuar Tenecen kmprHC Ha ciieHadun e 41 Uh ¢ nomyxusor B kpaiina ¢aza 3 — 5 yaca, Cnen
NIEPOPANTHO HITH HHTPABCHO3HO MPIIOKEHHE CHIACHA(HN ce eKCKpeTHpa noa (opmMara na merabonuru
npeaumuo ¢ deneca (mpubmuzurento 80% ot mproKeHata nepopanda 403a) | B I0-MAIKa CTeNeH ¢
ypuHaTa (mpubausHTenHo 13% oT npaiokeHaTa epopalta 403a).

cDaQMaKOKHHe‘THKa Opy CTIELHATTHH TPYIIH ITAITHEHTH

Cmapuecrka av3pacm:

3apaeH 106pOBONIIH B CTApHECKA BE3PACT (HA 65 HIIH IOBEUE FOAMHH) Ca MMANH HAMANEH KIHPBHC Ha
cunaeHadun, B pe3yNTaTa Ha KOETO [UIa3MEHNTE KOHIEHTPALMHA Ha CHIeHAdHI H Ha aKTHRHUA N-
Ae3METHIHPaH MeTabonuT ca No-BHCOKH ¢ 0K0JI0 90% B CpaBHEHHE C YCTAHOBEHHTE MPH 3/IPARH TI0-
mnagyn 106poRONIH Ha BB3pact oT 18 1o 45 roguuu. Tlopaay BL3pacTOBH Pa3MKM B CBEP3BAHETO ¢
INa3MEHHTE MPOTEHHH CHOTBETHOTO YRETMYEHHE Ha KOHLIEHTPalMMTe Ha cBobojeH cuneHad B
nIasMaTta e ¢ okono 40%.

Bvbpeuna nedocmamvunocm:

Ilpn nobposonuy ¢ feko 1o yMepeHo GBOPETHO yBpekIaHe (KpeaTMHHHOB KIHPEHC = 30-80 ml/min)
dbapmakokuHeTHKaTA Ha cHTeHAdMT He CE TPOMEHA C/Ie]] IPHEM Ha eJHOKPATHA NIEPOpaTHa 1033 OT

50 mg. Cpeanmre cToitnocTH Ha AUC H Cmax Ha N-neaMeTHnupaHns MeTaG0HT HApacTBAT CHOTBETHO C
1o 126% 1 no 73% B cpasHenMe ¢ Te3u, yCTAaHOREHHM MpH N0GpoBoNiK Ges Gubpeuno yrpexaane. [Topann
BHCOKHT® HHIMBH/IYAJIHH BapHauuy, obaue, Te3H pas/IMKH HE Ca CTATHCTHYECKH 3HAYUMH. [Tpu
NoGPOBONLK ¢ TEXKO yRpesi/aHe Ha GpOpeuHaTa GyHKums (KpeaTUHUHOE KTHPBHC < 30 ml/min)
KIHPBHCHT Ha CIINEHatII € HAMANEH, KOETO BOMH 10 cpeHo Hapacteane Ha AUC u Cmax cbe
ceotBetHO 100% 1 88% B cpaBHEHHE Ch¢ CHOTBETHHM M0 BB3pAcT A0OpoBonIM Ge3 GBOpeyHo yBpexaaHe.
Oceen ToBa croiiHoctTe Ha AUC 1 Cmax Ha N- ne3sMeTHIHpaHHa MeTaGoIuT HapacTRaT
CHIHH(HKAHTHO, CHOTBETHO ¢ 200% n 79% .

Yepnodpobra nedocmamuvyunocm:

lpu robposonuy ¢ neka Jo yMepeHa cTeneH Ha YepHoapoOua uuposa (A u B no Child-Pugh) kauppHesT
Ha CHIAeHa(III € HAMAJIEH, KOeTO BoaH Ao HapacteaHe Ha AUC (¢ 84%) 1 Ha Cmax (c 47%) B cpaBHeHMe
¢bC CBOTBETHH IO BB3pAcT JoOpoBoaLM Ge3 yepHOAPOGHO YBpEK/IaHe.

DapMakOKHHETHKATA Ha CWIASHAMIIT TIPH MAITHEHTH ¢ TEKKO HapylleHa YepHoApo6Ha hyHKIMA He €
Mpoy4eHa.

3.3 IpelkMHHHYHE AaHHH 332 6e30NaCHOCT

HexsiuHMuHHATE NaHHK He MOKa3BaT ocobeH pHCK 3a XopaTa Ha 6a3a Ha KOHBEHILHOHANHUTE
{bapMakonoruHN M3MHTBAEKA 3a GE30MIACHOCT, TOKCHMMHOCT TIPH MHOTOKPATHO NPHIIOKEHHUE,
TEHOTOKCHYHOCT, KapPLIMHOTEHEH MOTEHIIHAN, PENPONYKTHBHA TOKCHYHOCT M TOKCHYHOCT 38 Pa3BUTHETO.

‘——-- -._,_,
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6. ®APMAIEBTHYHHA JAHHH

6.1 CnHECHK Ha NOMOIHHTE BEIICCTRA

JlaxTo3a MOHOXHApAT
MHuKpoKpHCTANHA LIeTyIo3a
Iorupon K-30
Kpockapmenosza HaTpmii
MarHesnes creapar

Cvcmas na gruuimosomo noxpumue

Xwumpomenosza

Turanop aaokcun (E171)

Maxporon 6000

Hnauro xapmun amymunnes nak (E132)

62 HeCBEMeCTAMOCTH

Henpunoxumo

6.3 Cpok Ha rogmoct

36 Mecera

6.4 CoenuanMu ycIOBHS HAa ChXpaHeHHE

Jla ce cexpansga nog 30°C.

6.5 Baa @ chIbpkaHHE HA ONAKOBKATA

Epoton 235 mg dunvupank tabnerkn o 1 6poii u oo 4 6pos & 6muctep ot PVC/PVDC/Al donuo. TTo 1
6nucTep B KyTHS.

Eporon 50 mg punmupany Tabretn no 1 6poii 1 o 4 6pos & 6nucrep or PVC/PVDC/AL domuo. Io 1
6nucrep B KyTHa.

Epoton 100 mg ¢punmupanu tabnetkn mo 1 6poii u mo 4 6pos B 6mucrep ot PVC/PVDC/AL domuo. ITo 1
bnucTep B KyTHA.

6.6 ChoenmanHH npeINa3sHH MePKH NPH H3IXBHLPIAHE

Hama cnenuanye H3ucKBaHus.

Heusnossanut jiekapcTBEH NPOIYKT HIH OTIIANBYHHTE MATEPUATH OT HETO TPabBa 1a ce UXBBLPIAT B
CHOTBETCTBHE ¢ MECTHHTE M3HCKBAHHA.

7. IIPHTEXATEJI HA PA3PEILIEHUETO 3A YIIOTPEBA

Tera ®apma EAJT

yi. ,,Jioba Benuukora“ Ne 9, 1407 Codua
brarapus
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8. HOMEFPA HA PASPEHIEHHETO 3A YIIOTPEBA
Epoton 25 mg ¢unMupann Tabinerks - per. Ne 20090162

Epoton 50 mg ¢punMupanu Tabnetky - per. Ne 20090164
Epoton 100 mg ¢ummupanu Tabnetku - per. Ne 20090163

9. TATA HA ITBPBO PA3ZPEIIABAHE/MOJHOBABAHE HA PAZPEINNIEHUETO 3A
YIIOTPEBA

Jata Ha mepRO pazpemarane: 29.04.2009 r.
Hara na nocrenso nogHoBseane: 27.03.2014 r.

10. JATA HA AKTYAJIMBUPAHE HA TEKCTA
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