KPATKA XAPAKTEPHCTHKA HA JTPOIYKTA_
W3MBLAHWTEAHA ATEHUMA NO NEKAPCTBATA
1. AIME HA JEKAPCTBEHWS MPOAYKT  (fooma mpampeomamars rooayend - Tmanans 1

Cunaenadnn Crana 50 mg dummupann Tabnerxn
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pasdedusgansryanndidepy Seaua.

2. KAYECTBEH H KOJIMMECTBEH CBhCTAB
Beaka punmupasa Tabnetka cbaspka S0 mg cwraenagur (sildenafil) nox popmara Ha ymTpar.
Besika dmimupana Tabietka chaspxa 100 mg cunnenagun (sildenafil) noa popmara Ha mprpar.

CloMOmHK BenecTBa ¢ M3BECTHO JeHCTBHE;
Beska ¢unmupana tabnetka ot 50 mg chaspxa 145, 775 mg nakTosa monoxuapar, 0,415 mg rmokosa,

0,0078 mg ITosco 4R amymusuer nak u 0,2250 mg coes neuurus u 0,540 naTpwii,

Beska punmupana tabnerka ot 100 mg ceaspxa 291,550 mg nakToza Monoxuapar, 0,415 mg rmokosa,
0,0156 mg ITonco 4R amymunnes iak u 0,450 mg coes neuprud o 0,540 HaTpHii.

3a IIBIHHA CIHCHK HA TIOMOIITHKMTE BEIEeCTBA BIDKTE TOUKA 6.1,

3. TEKAPCTBEHA ®OPMA

®umupana Tabnetka.

CungeHadun Craga 50 mg punmepany TabreTH Ca CBETIO CHHH TBCKaBH, KPBIIIH B ABORHOM3IBKHANH
tdunmEpany TabneTku, ¢ AuaMeTsp okono 10 mm.

Cunaeradnn Crana 100 mg ¢puiMupans TableTku ca cBeT/I0 CHAM JTBCKABH, KPBITIH ¥ AROHHOM3IBKHAIM
(puaMHpanH TabIeTKH, ¢ AHAMETHEP okono 12 mm.

4. KIHHYHHA JAHHH

4.1 TepaneBTRYHHE HOKAIAHAY

Cwnpesiabrn Craza € nNoxkazad 3a IMPHIIOKEHHE NPH BLIPACTHH MBKE C EPEKTHIHA AUCHYHKIIHA, KOATO
NpencTaBIABa HeCIOCOOHOCT 3a NOCTHIAHE HiIH 3abpKaHe Ha epeKiA Ha ICHHCE, ROCTATHYHE 32
3a870BONHTENEH CEXCYATICH KT,

3a na 6bae edextireH Crinenadun Crana, e HeoOxomMa CeKCyaaHa CTHMYIIATHA.

4.2 lo3upoBXa H HAYAH HA NPRJIOKEHAHRE:

Jozuposxa:

Ynompeba npu ev3pacmuu;

IIpenopsunrennata no3a e 50 mg, KOWTO ce B3eMar NOPH HyXIa NPROIM3UTENHO eOMH dac Ipeju
cexcyanHusg akT. B 3aBHcHMOCT OT eekTa M MOHOCHMOCTTA, fI03aTa Moxe Oa Obac yBenuyeHa 1o 100 mg

HIH HamaleHa o 25 mg. Makcumansata npenopramTesiia nosa e 100 mg. MakcumanHata npenopb4Tensa
4ecToTa Ha NpHeMaHe € BelHbx OHeBHo. Ilpn npuem Ha CwimeHapun Craga mo speme H eHe

Cnegnanyyn ALY
Cmapuecra ewspacm:

Kopexuuu Ha 1o3ata He ca Heo0XoAMMH NPH TALMEHTH B HalIpeAHAa/a BB3pacT (= 65 ro



Bvbpeurio yapesicoane:

Ilpenopbkyre 3a ao3npane, paneHH B "Yoorpeba npu BB3pacTHH", ¢4 BANMIHH NPH NALMEHTH C NEKO N0
yMepeHO OE0peuHo yBpeknaHe (KpeaTHHHHOB KIHpBHC = 30-80 ml/min).

Txii xkaTo NpH nauHeHTH ¢ Texko 6E0peyHo yBpexkaane (kpeaTHHHHOB KTHpBHC <30 ml/min) KIMpPBHCLT Ha
cunmeHaprn ¢ HaMaleH, TpAOBa fa ce WMa TpeaBHI Ao3a o1 25 mg. B 3asucHMOCT OT edexra u
IIOHOCHMOCTTR, 103aTa Moxe aa Obae ypeawdeHa o 50 mg win 100 mg, cnopesn HyxIHTe.

Yepnoopobro yapexcoatie:

Twif KaTO IMpH NMALKEHTH ¢ TepHOAPOOHO YBpeXKIaHe (Hanp. IMpo3a) KIHPBHCET Ha CHIeHa(II ¢ HamalleH,
TpsOBa Aa ce uma MpeaBua Ko3a ot 25 mg. B 3aBHcHMOCT 0T edekra H MOHOCHMOCTTA NPH HeoOXoRUMOCT
Jozara Moxke Aa Onze ysenmdeta go S0 mg win 100 mg, ciopen HyxauTe.

fleduampuuna nonynayus
Cunaenadun se e nokasau npH axa nox 18-rognmma se3pact.

Ynompeba npu nayuenmu, npuemaiyu Opy2u JeKapcmeesu npooyKmu:

C H3KHOYeHHe HAa PHTOHABHD, 32 KOWTO He ce MpernopbhYea SAHOBPEMEHHA yroTpeda che crnaenadun {Bx.
ToYKa 4.4), Npy NalMeHTH, ToTyvaBamy egHoBpeMenHo neyeHue ¢ CYP3A4 uuxuburopu (Bx. To4Ka 4.5.),
TpabBa Aa ce MMa NPeABHA HAYATHA 032 OT 25 mg.

TMaigenrure, npoBexaiy nevesue ¢ anda-6nokepu, Tpadsa na Graar cTabWiIALPAHKH Mo OTHOHIEHUE Ha
TepanHATa ¢ aida-6aoKepH, IpeaH 3anoYyBane Ha NETCHHE CBC CHIIEHa(HN, 3a a ¢ HAMANIH BB3MOKHOCTTR
32 pa3BMTHE HA OPTOCTATHYHA XHNOTOHHA. OCBeH TOBa TpAOBA Na ce 0OMHCIHM 3an04YBaHe Ha JIEUSHHETO ChC
cuaneHadun ¢ no3a ot 25 mg (BwKTe Touka 4.4 H TOuKa 4.5).

Haaun A4 npaacxedne
ITepopanHo NpHIOKEHHE.

4.3 TIpoTEBONOKA3AHASN

CrpBX1yBCTBHTENHOCT KbM aKTHBHOTO BELIECTBO WIH KBM HAKOE OT BellecTBaTa, H30poenu B To4Ka 6.1.
To3H NeKapcTBeH NPOAYKT ChIBPKA CoeB JIELUTHH U He TpabBa na Obae NpunaraH OpH MAUMEHTH, KOMTO ¢a
CBPBXYYBCTBHTE/THH KEM COf WIH (BCTHLH.

B CHOTBETCTBHE ¢ HETOBMTE H2BECTHH e(peKTH BhpXY MBTA a30TeH OKUC/LIHKIHMYMEH IyaHO3ZHMH MOHogochar
(¢cGMP) (Bx. Touxa 5.1) cunpenadun e noKa3ax NOTEHIMpPAHE HA XUNOTEH3HBHHTE eDeKTH HA HHTpaTHTe H
CNeNOBATeNIHO eJHOBPEMEHHOTO MYy TPHIOXKEHHe ¢ JOHOPH HA a30TeH OKHC (KATO aMHJ HHUTpAT) WM
HUTPAaTH 07 BCKaKBa GopMa € MPOTHEOMOKAIHO.

Eanoepemenroro npunarane Ha OJIES unxuCHTopH, BBOUMTENHO CliaeHabui, ¢ ryaHWIATHHKIA3HH
CTUMYJIATOPH, KaTO PHOLMIYAT, € MPOTHBONOKA3aHO, THH KAaTO TOBAa MOXe J4 NPHYMHH CHMIITOMATHYHA
XHIIOTOHMSA (BK, TOuka 4.5).

Cpencrsata 3a jedeHMe HA ePeKTHIHATA AMCOYHKIMA, BKMo4HTenHo cwineHadun, ne TpaGpa na Obaar
TpHaraHd MpU MBXKE, Ha KOMTO HE ce MPENopbYyBa CEKCyalHa aKTHRHOCT (HAmpUMep, TAllHEHTH ¢ TEXKH
CHPOEYHO-CHIOBH HaPYIIEHHA KaTO HeCTAOWIHA CTEHOKAPIMA MITH TEXKKA ChpAeuta HeNoCTaThYHOCT).

Cunaenadun e NpOTHBOIIOKA3eH NPU MALMEHTH, KOHTO MMAT 3ary0a Ha 3peHHeTo lPH e¢IHOTO OKO Mopai
HeapTepHHTHA NpefHa HCXeMHYHa omruuHa HeppomnaTtHd (HAIWMOH), HezapHCHMO manM Te3H €HH3OIH c4
MM CBEP3aHE HWIH HE ¢ TipeaxoaHo uinaraHe Ha OJIE 5 unxuburop (Bik. Touka 4.4).

BezonacHocrra Ha CunzeRadun He e MpoydeHa NMpPH CIASAHHTE TOATPYIH HalMe
ynorpebata My € TPOTHMBOTNOKA23aHA: TEXKKO YepHOOpoOHO YBpexcnaHe, XHMIOTO
90/50 mm Hg), asamMHe3a 3a CKOpOLIeH HHCYAT MIM MHMOKapAeH HHOPApKT W
OETeHepaTHBHH 3a00NABAHHA Ha PETHHATA KaTo retinitis pigmentosa (Manka 4acT,
reHeTHYHH AHOMaNHH, 3acAraiy pocdoanecrepanTe Ha peTUHATa).



4.4 Cnenuann DpeIynpexJends B BPINAIHE MEPKH uph ynorpeba

IIpeau aa 6bae HasHaueno GapmMakonOrWHHO JieueHHe ¢ ReoOXoAMMO CHEMaHe Ha MeIMIHHCKa aHaMHe3a H
(urnkaneH craTyc 3a JUarHOCTHIMpAH® Ha €PEKTHIHATA ZHCHYHKIHA H OMNpEAciSHE HZ BLIMOKHHTE
HpHYMHN,

ChpaesHo-CbIOBH PACKOBH GaKTOPH

Hpenu 3anodeade Ha KaKBOTO H /i@ € JICUEHHE 33 €PEKTHIHA HHChYHKIHA, nekapuTe Tpadpa Aa NpeneHAT
CHPAEYHO-CHIOBHA CTATYC Ha NAIIHEHTHTE CH, THil KATO CLIIECTBYRA CTEIICH HA CHPAEUECH PHCK, CBBpiaH Che
cekcyannata akThHeHocT, CwimneHadun mMa CbAOpasmMpsBamy CEOMCTBA, BOJCIH [0 JIEKO H MPEXORHO
MOHKDKeHHE Ha KPBBHOTO Hanmarame (Bxk. Todka 35.1). Ilpeanm npeamucanerc pa cunpeHatdwn aekapure
TpafBa BHHMATE/IHO A4 NPELEHAT AaNH TeXHHTe NAUKesTH ¢ ONlpefeIeHH CHITBTCTBAIH 3a60napanns Ouxa
MOPZIH A2 ¢€ HOBIMSAT ueCaaronpHATHO OT TE3W BA3OJHIATATHBHE edekTH, 0cobeHO B KOMOHMHALMA CBC
CeKcyanua aKTHBHOCT, [aimeHTH ¢ noBUNIeHa YYBCTBHTETHOCT KBM BAa30AMNATATOPH €4 Te3H ¢ 0OCTpyKuma
Ha JICHOKAMEPHMS M3XO[eH TPakT (HampUMep aopTHa 4 CTeHO34, XMOEPTPOQHUHA OOCTPYKTHBHA
KapAHOMHONATHA) H TE3W ¢ PeIKHi CHHAPOM Ha MHOXKECTBEHa CHMCT¢MHa aTpodus, MaHmdecTHpaur ce ¢
TEKKQ HAPYLISH ABTOHOMEH KOHTPOJI Ha KPBBHOTO HAJIATaHe.

Cunpenadin HOTeHIHPA XHOOTeHIBHEA ebeKT Ha HATpaTHTe (BK. TOUKa 4.3).

ViMa mocTMapkeTHHIOBH CHOGIUEHHA 3a CEPHO3HH CHP/ICTHO-CHAOBH HHIMICHTH, KATO MAOKAPACH HH(APKT,
HecTaOHITHA CTEHOKAPAWA, BHE3aMHA ChpAedHa CMBPT, KAMEPHM APMTMUH, XCMOPAarH4eH HHCYIIT, MPEeXOHO
HapyileHHe Ha MO3BYHOTO KPBBOOOpAIEHHE, XMMNEPTOHWA M XMIOTOHUSA, CHBOAJALGH MO Bpeme ¢
ynorpeGara Ha cuicHaHI.

[oBedero, HO He RACHYKA, OT Te3H NAUMCHTH €4 HMaaH TPEANIECTBAIM CHPAEYHO-CHJOBH PHCKOBH
dakropu. [loBeweTo HEUMIEHTH, 33 KOWTO cé choOluaa, ca HACTBIMME NO BPEMEe HA MMM CKOPO Cliea
CeKCyanHa axkTHBHOCT, a MAKOHM ca BEIHMKHAIH CKOpO ClieAl mpHema Ha chineHatdmun Oes cekcyanHa
AKTHBHOCT,

He e BB3MOXHO Ja 6BIe ONPEAENEHO JANTH Te3H MHLMASHTH C4 CBLP3AHH NPSKO ¢ FOPHHTE WIH APYTH
daxropu.

{Ippamem .

CpencTeara 3a jevMeHWe HAa EPeKTHIHATA NHCQYHKIHS, BRTIOYHTENHO chideHadwn, Tpabsa ga Onpar
H3MION3BaHH BHHMATENIHO TP NAlMeHTH ¢ aHaTOMw4Ha JedopMaildd Ha TNeHuca (KaTo aHTyJalws,
KaBepHo3Ha ¢ubpoza wm Gonect Ha Peyronie) wiM nNpH NMaUMEHTH CBC CHCTOAHMA, KOMTO MOXE Ja
NpenpasnojiaraT KbM [PHANH3HM (K70 CHPMOBHAHO-KIETHYHA AHEMHA, MYJNTHIVIEH MHEJIOM HIH
AeBKEMHESA).

Hma cpobiientas 38 NPOABIDKHTENHA EPEKUMS M NpHANW3BM IpH OpHEeM Ha cuwijcHadun B
NOCTMAapKeTHHIOBUS nepuon. B ciyuail Ha epekuus, KOSTO NpOoObbkasa noBede oT 4 uaca, MAlHEHTHT
TpaGBa HezabaBHO 4a MOTHPCH MEXMUMHCKA NOMONI. AKO NPHAIMZMET He ¢e JIeKyRa He3abapHO, 61 Morno
13 Ce CTHPHE O YBPEXIAHE HA TRKAHWTE HA TICHHCA M IIOCTONHHA 3aryba Ha IIOTEHTHOCT.

EnHoBpemeHHO IpHiokeHHe ¢ Apyry P MHXVOWTOPH FUTH NPYTH ICYCHHA Ha SPEKTHITHA JHC 18]
Be3onacHOCTTa H eeKTUBHOCTTA HAa KoMOWHaiwmuTe Ha ciigeHatpun ¢ apyrd OJES uuxuburoph, Apyru
neqenun Ha Oenonpobra aprepranta xunepronns (BAX), ceaAbpKallM cuiieHadHN, OpH APYTH JIEYEHHS Ha
epexTHaHa JuchyHkius ve ca mpoyyeHH. Ilopagu TOBa mNpriaraHeTo HA TaKMBa KOMOMHAUMH He ce
MPENopLYBA.

Edexru Bppx HHETO
Hma crioHTaHHH CHOOIIEHMA 3a CTydaM Ha 3pUTENIHM YBpCKAAHUSA BBB BPH3KA C NMPHEM
apyra OIES unxuCHTopu (BXK. Touka 4.8). 3a ciydaH Ha HeapTepHHTHA IIpENHA
HEBPONATHA, PAAKO CHCTOSHME, HMA CIOHTAHHH ChOOIEeHHA 1 chobimenys B obceppaly
BpB3Ka ¢ npreM Ha cwiaenadun 1 apyru ©ES umxuburopn (Bx. Touxa 4.8). Ilanwey




[OCHBETBAHM, Y€ B CIyuali Ha KAKBOTO M [ia € BHE3AIHO 3pUTENHO YBpexkIaHe, TpAGBA Ja cpaT MpHeMa Ha
Cungenadun Craga u He3aGaBHO J1a ce KOHCYJITHPAT ¢ neKap (BxX. Touka 4.3).

HOBpeMeHHA eba ¢ HAB
EnnoBpemeHHaTta yriotpeba Ha cluiieHadun ¥ pUTOHaBEp He ce NPenopbypa (BK. Touka 4.5).

EgnonpeMenna 6a a-0okepH

Ipenoprusa ce BHUMaHKE, KOTaTo cunaeHadmi ce npunara Ha MAUMEHTH, KOMTO npHemat anda- Gnokepw,
T KaTO0 €HOBPEMEHHOTO NPHIOKEHHE MOXE [a N0BEIC [0 CHMITIOMATHYHA XHIOTOHHMS NPH MAJKOTO
YYBCTBHTEHH HHAWBHAM (BX. Touka 4.5), ToBa e Hal-BepOATHO Na Ce MpOsABH Npe3 MHEpBHTE 4 Yaca ciel
npuema Ha cwipeHadun. Tlaumenture Tpabea ga OLOAT XeMOTMHAMHYHO CTa0WIHH IO OTHOLICHHE Ha
TeparmaTa ¢ anda-6oKepy NpeH 3aNouBAHE HA JICHCHHE ChC cHleHadmT, 33 Jja C¢ HAMATH BB3MOXHOCTTa
33 Pa3BUTHE HA OPTOCTATMYHA XMNOTOHud. TpaGBa Aa ce UMa NpeJRHE 3a109BaHe HA JICUCHHETO CBC
cunaeradun ¢ nos3a ot 25 mg (Bx. Touka 4.2). B pombiHenue, nekapure Tpa68a fa nocheeTRAT HALMEHTHTE
KaKBO /a NpaBAT B Cy4ail HAa MOZBA Ha CHMITOMH Ha OPTOCTATHYHA XHIIOTOHHA.

Edexr sppXy KbpBEHETO

TIpoydBaHus BEPXY HOBENIKH TPOMOOLIMTH TIOKA3BAT, Y€ CHIICHA(UN OTEHIMPA in Vitro aHTHArperaiTHUTE
ceolicTea Ha HaTpHeBHs HUTporpycus. JIancea undopmalis 3a Hezonachara ynotpeGa Ha CHIneHaQII pH
MALMEHTH C HAPYLICHUA Ha KPBBOCHCMPEAHETO WIH AKTHBHA NerTryqHa s3Ba. CregopaTenHo, cunaeHadun
TpabBa fa OBje NMpUAral MpH TAKHBA MAIACHTH CAMO Clle] BHUMATEIHA OLIEHKA M0J13a-PHCK,

HKenn
Cunpenadi Crana He e oKa3aH 3a ynorpeba npH xKeHH.

HMomouyxu BeuecTa

Cungenatdmwr Craga cpappxa makto3a. IlanmenTn ¢ penxy HaceACTBERH MPoGIeMA HA HEMOHOCHMOCT KBM
FANaKTO3a, TKIECH JaKTa3eH AebHiMT UM IoK030- ranakrossa ManabeopOums He TpabRa na NpHeMar T0Ba
NeXapcTso.

Cungenadun Crana chabpxa IoHeo 4R amymuHues nak, KolTo MOXe Ja TpeAH3BMKA aNepraYHH PEaKiyn.

Cunaenadun Craga cpanpika NmoKo3a. [IalueHTH ¢ paaxa THoK030-ralakTosHa Manabeopbuus ne Tpatea
1A TIPHEMET TOBa JIEKapCTBO.

To3u nexapcTBEH OPOLYKT ChABPKa No-MaIko or 1 mmol Harpuif (23 mg) Ha TaGreTka, T.€. 110 CHIIECTBO €
HECDOBPKALL HATPH.

4.5 BzaumoaeicTBEE ¢ IPYTH JIEKAPCTEERE HPOIYKTH H APYTH (POPMHE Ha B3aARMOJeHCTBHE

Edextu na NEKAPCTBEHH PO BLPXY cHANeHAbwI

IHpoyusanun in vitro:

MeTaGomImMeT Ha cywiieHad N no MpHHLIAN ¢& OCBIIECTBIBA ¢ I0MOIUTa Ha H3ceH3HMA 3A4 (OCHOBEH IThY)
d 2C9 (rropoctenered st} Ha muroxpom P450 (CYP). Tlopaan Topa MHXHOHTOPHTE HA TE3W W3OEHIMMH
Morar Ja HAMAaNaT, a HHAYKTOPHTE HM — A4 NoBUIlaT KIHPEHCA Ha CHaneHabH.

lIpoyusanua in vivo:

HOII}’I]BJ.[HOHHHTI‘ (I)apMaKOKHHeTH'-leH aHaay3 Ha JanHWTe OT KNHHUYHH UpOyvBaHHA noxaaaa Hamanenne

Ha HeXeJAaHHTe peaklMM TPH Te3H MAUMeHTH, KOrato cuigeHapun ce 1mp
unxuGurope Ha CYP3A4, Tpabsa na ce uMa npeBHJ HavalHa 1032 OT 25 mg.




EnxonpemenHusT npue Ha HIV-npoTeasHus MHXHOUTOP pHTOHABUD, KOUTO € MHOI'O MOLlieH #HXHOHTOp Ha
P450 (500 mg ApykpatHo JHeBHO) K cunneHadun (100 mg eaHOKpaTHA J03a) € AOBE] IO HAPACTBAHE C
300% (4-kpaTtHO) Ha Cax Ha ciaeHadun 1 ¢ 1 000% (11-xpaTso) Ha nnasMexara AUC Ha cungenadun. Ha
24-us uac IIa3MEHHTE HHBA Ha cHiieHabI Bee ome ca Gunu okono 200 ng/ml B cpasxense ¢ HHRaTa OT 5
ng/ml npu camocToATENSH NpHeM Ha cwiicHadKI. Tora CROTBETCTBA HA H3paleHuTe eEeKTH Ha PHTOHABHP
BBpPXY WHpPOK Kpbr cyGcrpary Ha P450. CwineHadun He e okasan BaMsHUe BBPXY (PapMaxoKWHETHKATA Ha
puTOHABHp. B3B3 OCHOBA Ha Te3K (APMAKOKWHETHWHM pe3yaTaTH eJHOBPEMEHHOTO TPHACKEHHE HA
cungeHadwI ¥ PHTOHABHP He Ce Npenopr4sa {RkK. Touka 4.4) M NPH HUKAKBH OOCTOATEICTRA MAKCHMAIHATA
nosa ua cwiaeHadua He TpsOBa qa HaxXBLPNsA 25 mg B pamkHTe Ha 48 gaca.

EnHoppeMenupsaT npueM Ha HIV-nporeashns HHxuOGHTOp CakBHHABHP, KOHTO ¢ HHxuOHTOp Ha CYP3A4,
cnen JIOCTHraHe Ha paBHOBeCHM KouueHTpaunu (1200 mg Tpu mbTe AnesHo) M cuigenadun (100 mg
eNHOKpaTHa /i03a) € HOBeN 0 Hapactsane cbc 140% Ha Cuex Ha cmiacHadmm u ¢ 210% Ha AUC Ha
cwigenabwi. CwigieHagun He e OKazan RIHAHHE BBPXY (hapMaKOKHHETHKATa HAa CAaKBHHaBHD (BX. TOYKA
4.2). Tipegmonara ce, 4e mo-momuu waxuOuTopn Ha CYP3A4 karo KeTOKOHA301 H RTpakoHason Ouxa
HMAaJIH OILe [0-Ch/ieH edexr.

TIpu eOBOBPEMEHHO NPUIOXKEHHe Ha CHIkeHagWn B efHOKpaTHa 2o03a oT 100 mg w ymepenus CYP3A4
HHXHGUTOP EPHTPOMHLIMH CJICA ROCTHFAHE Ha PABHOBECHH KOHHUEHTpalyH (500 mg nByKpaTHO JHEBHO 3a §
JIHH) ¢ 6uno HalmonasaHo yeemuderue cbe 182% Na cucremnara excnosuims (AUC) na cunpnenabmi. fpu
3apaBH MBKe f00poBouy He € 61 Habmoaasay egekT Ha a3ATpoMHIHA (500 mg nHeBHO 3a 3 AKW) BBLPXY
AUC, Cuax, tmax, €THMHHAIHOHHATE KOHCTAHTA WIH MONY>KHMBOTA Ha CWINeHA(UN Ml HETOBHTE OCHOBHM
MeTaSouTH B uppkynaunsra. Ijumerwmun 800 mg, kolfro e mrroxpoM P450 vmxnburop U HecnemduueH
CYP3A4 uHxuGHTOp, € NpeaH3BHKATT HapacTBaHe ¢ 56% Ha mua3MeHaTa KOHUEHTpauMsA Ha CHiieHad
fIpH eAHOBPEMEHHO OPHIOKEHHe Che chuieHadma (50 mg) npu 3apasH KoGpOBONLIH.

CoxeT ot rpeitngpyt e cnal nuxudurop Ha CYP3A4-Meanupanns MeTaboNnHIBM B YpeBHATA CTEHA H MOKE
Jia ToBeJE 20 YMEPEHO HAPACTBAHE HA TUIASMEHUTE HHBA Ha craneHadm.

EjnHokpaTHM LO3H aHTHaumA {MardesHes XHAPOKCUI/ATYMWHHER XHAPOKCHA) He Ca MOBIHAIM
OHOHANMMHOCTTA Ha CHNeHADH.

Bropeku 4e He ca nMposekIsHM cnelWGHHHH MPOYYBAHHA 33 JCKAPCTBEHH B3AMMOACHCTBHA ¢ BCHYKM
NeKapCTBeHH NPOAYKTH, NONYMALMOHHUAT (apMaKOKMHETWYEH aHAIN3 He € TMoKasal ©eKT BBpXYy
dapmakokuHeTHKaTa HA cHIieHadHT IIPH eXHOBPEMCHHO NMPHIMKEHHE HA JIGKApPCTBa, NPHHALTCIKALIN KbM
rpynata Ha MExuGHTopure Ha CYP2C9 (xato TonOyrammzn, eapdapuH, denwrouws), CYPZD6 (karo
CEeNEKTHBHUTE HHXWOWTOpH Ha OOpaTHHA 3aXBAT Ha CEPOTOHWHA, 6 TPHUMKIHYHHTE AHTHICIPECAHTH),
THASHAMTe W CPOJHH AMYpETHIM, OpPHMKOBHMTE M Kanuii-ciecTABalllATe NHYPOTHLH, UHXHOHTOPHTC Ha
ARTHOTEH3UH-KOHREPTHPAIHA SH3HM, KANLHEBHTE AHTATOHNUCTH, OeTa-anpeHOPEUETTOPHHTE aHTAIGHHCTH
WM HHAYKTOpHTe HAa CYP450-Menuupanus MetabonuyeM (kato pudaMmuuus, 6apOuryparu).

B mpoyusaHe npu 23ppaB AoOpoBOMLM OT MBIKKH NOJ €AHOBPEMEHHOTO MPHNOKCEHE HA CHIAOTEIHH-
pelienTope aHTaroRucT-00cenTa (MEaykTop Ha CYP3A4 [ymeper}, CYP2C9 u epoario ra CYP2C19), B
CTAUMOHAPHO cherosHue (125 mg ABa MbTR JHEBHO) CbC CHILCHA(HT B CTAUHOHApHO cheToaHue (80 mg
TPM. ITTH ZHEBHO) € JOBENO AO CHOTBETHO 62,6% u 55,4% samanenue Ha AUC # Cuax Ha cunnienadun. Ilo
TA3M TIPHYHHA ESHOBPEMEHHOTO npunoxesue Ha moiudu CYP3A4 #umyxTOopH, Kato pHpaMIMumi, ce
OYAKBA J1a JIOBEME HO I0-3HAYHMY HAMATCHUS Ha IUTa3MEeHUTe KOHUESHTPAIlY Ha CHIieHabRL.

HukopaHmun € XHOpHI MeXTy aKTHBATOD Ha KajMeBHTe KauanM M Huypar. Ilopanu suTparHaTa cH
KOMITOHEHTA CHIIECTBYBA BE3MOAKHOCT 34 CEPHO3HO B3aHMOJEHCTBHE Che crieHadbm.

EdexTd Ha cruigeHa(Hn B H JEKAPCTRE

Hpoyweanus in vitro:

CunpeHadun ¢ cnab uaxnbuTop Ha nuroxpom P450 msoensumu 1A2, 2C9, 2C19,
>150 pM). Karo ce wMma npeaenz, 4e NHKOBATA MNa3MEHa KOHUCHTPALMA caeq I
npenopbaHTeNHATe o3M € npubnmsuTtentHo 1 uM, ve Om Mormo Ja ce oYaksa




NOBMAE KIMPBHCA Ha CyOCTpaTUTe Ha TE3W W30CH3IWMH. JIMIICBAT [JaHHH 3a B3aMMOMACHCTBHETO MEXKLY
cuwizesadun ¥ vecneuuduanuTe pochonmecTepasHy HHXUOHTOPH KATO TCOQUITHH WM TUIHPHAAMOL.

Ilpoyueanun in vivo:

B ¢LOTBETCTBHE ¢ TIOIHATHTE CH NEHCTBMA BEPXY TBTA a30TeH OkCHA/uIM® (Bx. Touka 5.1) cunnenagun
TOKA&3a MNOTCHUHpaHe H2 XHMOTEeH3UBHUTE e(DeKTH Ha HUTPATHTE K CAEAOBATENHO, SAHOBPEMEHHOTO MY
NpHIOKeH#Re ¢ AOHOPH Ha a30TeH OXCHA MTH HUTPATH NOJ KAKBATO H Aa ¢ (opMa € NpOTHBOTIOKA3aHO (BXK.
Touks 4.3).

Puorryar: Ilpegxnubiyisy npoy4saHia MOKasBaT JOMbaHMTENeH eekT Ha TOHMKABAHE HA CHCTEMHOTO
KPhBHO Handrade, Korato MJAES HHXHOHTOPH ¢ KOMOHHHPAT ¢ PHOLMIYaT. B WIHHWYHM NMpoydYBaHHA €
IOKA3aHO, Y€ PUOLMIYAT NOTeHIHPA XHIIOTeH3HBRUTe egpexTd Ha DJIES umxuburopure. Hama manHu 3a
GnaronpusTeH KiMHHYeH ethekT Ha KOMOHHALHATA B payYBaHara nolrynaund. Eqnospemennara ynotpeba
Ha puowmryar ¢ DJES uuxuburopy, BKIOGHTENHO cHiiteHadt, € NPOTHBONOKa3aHa (BK. Touka 4.3).

EAHOBPEMEHHOTO NPHIMKEHHE HA CHIAeHadWN Ha NALHEHTH, KOHTO IpHeMaT alida-GaoxepH, Moxe Ia
IOBefe IO CHMITTOMATHIHA XHIIOTOHMS MIPH MAJTKOTO 1yBCTBHTEIHH HEIHBHIH,. ToBa ¢ Hail- BEpOsTHO 13 ce
nposEH npe3 mbpeuTe 4 uaca cied npueMa Ha cunaneHadwn (Bx. TouxM 4.2 4 4.4). B 1pu cneundrinn
HPOYYBAHHS 33 JNEKAPCTBEHH B3AMMOJeHCcTBHA ampa-GnoKeppT AokcaloswH (4 mg w 8 mg) H cunaeHadmn
(25 mg, 50 mg wim 100 mg) ca OWME MPWIOKEHH €JHOBPEMEHHO Ha MALMEHTH ¢ JoOpoxadecTReHa
xuneprutazus Ha npoctata (JXII), cTabummanpany Ha Tepanus ¢ JOKCA303MH.

B Te3u HANWTBAHM HOMYNALHK ¢ HAGMOAABAHO CPETHO NONWBIHHTEIHO HAMAJIEHHE Ha KPLBHOTO HansTase B
JeTHAO NosokeHne croTBerHo 7/7 mmHg, 9/5 mmHg u 8/4 mmHg, u cpento AoiTbIHKTENHO HaMaleHHe
HA KPBBHOTO HAATAHE B H3MpaReHO HONOkKEHHE cLoTBeTHO 6/6 mmHg, 11/4 mmHg u 4/5 mmHg, Koraro
cHIZeHADHT ¥ JOKCA303MH ¢a, OHITH DPWIOKESHH ¢IHOBPEMEHHO NpH DAalMEHTH, cTabuin3ypaly Ha Tepanus
¢ IOOKCa303MH, ca NoydeHH penky ChoOMeHHs 3a NAUHEHTH, KOHTO ca DONYdiiH CHMITOMATHYHA
OpPTOCTATHYHE XHITOTOHUA, Te3H chofUIe s BKIOYBAT BHEHE Ha CBAT U 3aMasgHOCT, HO HE M CHHKOIL.

Ipy eAHOBpEMEHHOTO NpHNarate HA cuieHathun {50 mg) u Tonbyramus (250 mg) mnu sapdapun

(40 mg), xouro ce merabommsupar or CYP2C9, ne e 3abendzaHo CHrHHOHKAHTHO B3aHMOIEHCTBHE.
Cuneradpun (50 mg) He e noTeHUMpan JONLIHHTENHO YIOBDKABAHETO HAa BPEMETO HA KBPBEHE,
TIPEAU3BHKAHO OT AUeTHACATHIHI0BaTa kucennHa (150 mg).

Cunnenadun (50 mg) He ¢ NOTCHUMPAT AONBIHHTSIHO XHITOTEH3NEHATE e(PEKTH Ha AKOXONA MPH 3IpaBy
IOOPOBONIIM CHC CpellHH MAKCHMAITHY KOHI{EHTPAlHH Ha TKOXON B KpreTa 80 mg/dl.

KaTto 110 aHTHXWIIEpTeH3MEHATE NECKAPCTBA, MPHHANIEKAN(H KbM CIeJHHTE KiacoBe: AHypeTHiy, Oera-
onoxepu, ACE uHXBOATOPH, aHrKOTEH3HH {1 aHTArOHMCTH, AHTHXHIIEPTEH3HBHA CpeacTRa (Ba30HAATATOPH
M UEHTPATHO AeHcTRawM), aapeHepruuny GnokepH, KanlMeBH aHTaroHWCTH H aida aapeHOpeleNTOPHA
OnoKepH, He ca MOKA3aM pasnuyeH NpoQHn Ha HekelaHW JEKAPCTBEHH peakilHd MpH [ALREHTH,
nonydasamy cunaenadbun cnpamo nnaneGo. B cnenuduubo npoyuBaHe 3a NeKapCTBEHO B3auMoJeHCTBiHE,
TIPH KOETO Ha XHueproHwim e 6wi npunoxeH cwineHadun (100 mg ) eAHOBPEMEHHO C AMIIOAHNMH, €
HACTHIWIO NOIEIHUTENHO IIOHKEHNE HA CHCTONHOTO KPHLBHO HAATaHe B ErHANO noNokeHne ¢ 8 mmHg.
CHOTBETHOTO AONBIHMTEHO MOHIDKCHHE HA 7 AMACTOIHOTO KPLBHO HANATAaHE B JIETHANO TONOXKEHHE ©
6uno 7 mmHg. Tesu gombIHWTEIHH NMOHIDKEHHS HA KPBHBHOTO HaaaraHe ca Ol OT cxoisa BelH4YHHA ©
Te3H, HabMOAaBAHN TIPM 3IpaBK JOOPOBONIM, MOTYyYaBAMM caMo cunaeHadn (BXK. TouKa 5.1).

Cwigenatin (100 mg) se e nopaHan bapMakKOKHHETHKATA B CTALIMOHAPHO CheTosRMe Ha HIV- niporeasnute
HHXHOHTOPH CakBHHABUD H PHTOHABHP, KowTo ¢a cyberpati Ha CYP3A4,

Ipr 3apaBy GOOPOBOTUH OT MBAKKH N0 CHAACHA(DHT B CTAMOHAPHO cheTosHMe (80
e JoBel g0 rnosuiicHHe ¢ 49.8% na AUC Ha bocerran o nosuuense ¢ 42% na Cma
JABa ITBTH JHEBHO),

4.6 DepraanTeT, OpeMEHHOCT H KhpMeHe



CunpeHadmi He € NOKa3aH 3a ynoTpela NpH KeHH.

He ca npoeexIaHd CHOTBETHH H J06pe KORTPOJIMPAHH NPOYIBAHAA NPpH OpeMeHHM WM KbPMEIIH JKeHH.

B penpogykTaBHH NpOy4BaHAA APH INIBXORe M 3a#lM He ¢a Guii HaOMONABAHH PENCBAHTHH HEXENAHH
PEaKUMH cJie] AepOpasIHO MPWICKEHHE Ha cCUiaeHadhHn.

Jluncea edext BBPXY NOABIKHOCTTA HIH MOPGONOrHATa HAa CIIEPMATO30MARTE CNEA eNHOKPATHH NEPOPaIHK
Jo3u ot 100 mg cannesadun npu 3npasH A00poroiIM (BK. Touka 5.1)

4.7 Edexra pbpxy cnocofBocTTa 3a modupane B padora ¢ MaNIaHK

Cuwinenadun Crafga MoXe Aa MOBNMABA B MaIKa CTelleH ciiocoGHOCTTA 3a Mmodupane U pabora ¢ MalllueH.
Tef kat0 B KIHHHYHH NPOYYBaHEA CBC CHUAcHadHA ce c¢hobuiara 3a Mo4Ba Ha 3aMaiiBaHE W [IPOMEHH B
3peHHero, TIALMEHTHTe TpabBa sa MmaT npencTasa 3a peakimure cu kM Cwinenadun Craga npemu
mopupane Wik paboTa © MAIHHEM,

4.8 HemenaHu NeKAPCTRCHE PeAKIRA

Kpatko onucanpe Ha npoduna Ha HaCHOCT

ITpodmnsT Ha GezonacHocT Ha cunaeHapur ¢ Gasupan ra 9 570 mawmenrn B 74 gpoiinocnenw, mianeSo
KOHTPOIHPAHH KIHHWIEH NpoyusaHud. Hali-yecro CHODIIABAHHTE HEXENAHH peaKlldM B KIMHHYHHTE
MPOYMBAHHA cpeJi MAUMEHTUTE, HA KOMTO ¢ mpwiaras cungeHadwn, ca 6w rinapofoniHe, 3auepBiaBaHe,
JACTICNCHA, HA3a/lHa KOHTeCTHS, 3aMaliBaHe, rajieHe, ropeliy RBIHH, 3PHTENHH HapYIIeHHA, LIHAHONCHA H
3aMBIJICHO 3PCHUC.

Hexxenanu peaxiMi MO BpeMe Ha NOCTMAPKETHHrOBOTO HaGmiojgeHMe ca csOMpaHM H [OKPHBAT
npubmusurenes nepHon ot >10 rogusr. YecToTaTa Ha TE3H HEXENAHH PEAKIIHH HE MOXKE Aa CE ONPEJSNH ¢
HDOCTOBEPHOCT, Thif KATO HE BCHYKH HOKEISHH peakIiM ca CHoOINEHH Ha NIPHTEXATENI HA Pa3pelieHHeTo 3a
ynotpeba H BiTIoyeHH B 6a3ata 7aHHH 38 5e30MaCHOCT.

TadauyeH cNUCEHK HA HexelaHHTe JIeka) HH H

B Tafmauata no-n0my BCHYKY KTHHAYHO BaKHH HEXeNaHM peakiMu, KOWTO ca HabMoRaBaHH B KIMHUIHH
IPOYYBAHKMSA C TECTOTA MO-rojiaMa OT Twaneo, ¢a OMMCAHU IO CHCTEMO-OpPraHeH Kiac W 4ecToTa (MHOro
vyectH (=1/10), wectr (>1/100 no <1/10), nevectr (=1/1 000 to <1/100}, penku (>1/10 000 o <1/1 000).

HpK BCAKO IpyTIHpaue B 38BHCHMOCT OT HECTOTATA HEKENAHHTC JEKApCTBEHW peakuiud Ce mﬁpoxaar B
HH3XGAALH pEA 1O OTHOMICHHE HA TAXHATA CEPHO3BOCT.

Tabanna 1: Knuasuno BaxAA ReXeJaBEH peaklinM, choOMEenn ¢ 4ecToTa, NO-roIAMA OT YECTOTATA HA
naanefo B KOHTPOJIHPAHH KIAHHYHHA TPOYUBAHAN, A KIMHEYHO BAXKHH HOKeIaHH pPeaknuH,
cbolimenn no BpemMe HA NOCTMAPKETAHIOBHA DEPHOA

Cucremuo — Mpnoro Yecrn 31/100 | Heuecrn (Z1/1 000 n Peaxn (>1/10 000 n
opragaa yecrn n <1/10) <100) <1/1 000)
KaacEbuxanus =1/10)

Hudexunu u Puuur

HadecTauuyu

Hapymenus Ha CBpPBXYYBCTBHTEITHOCT

HMYHHATE CHCTEMA

Hapyulenus Ha I'masofonme | 3amaiipane CeHHBOCT, Mo3suno-cBR0B
HEepPBHATA CUCTEMA XunoecTeans HMHUMIENT,

TPaAH3HTOPHA




Hapymenns na Pascrpoiictea | Hapymenns na HeapreputHa npeasa
OuMTE Ha LBETHOTO CHIZ00TOCATHETO* * ¥, HCXEMHYHE ONMTHYHA
3peHKe**, Gonka B oquTe, HEBPOTIATHA
3PUTETHA torodobus, ouna (HAMOH)*, perudaneH
HapyIIeHud, XMIIpeMHAA, 3aCHICHO KPBBOH3IHE,
3aMBINIeHO BB3IpHEMaHe Ha APTePHOCKIEPOTHHHA
3peHKe CBETIIMHATA, PETHHOMATHA,
KOHIOHKTHBHT HAapyOIeHHA Ha
peTHHATa, TIayKoMa,
HapyIIeHHA Ha
3pUTENHOTO NOJIE,
OUITIONHA, HAMAJICHA
SPHTENHA OCTPOTA,
MHOIIHA, ACTCHONIATYA,
MBITISBHHH B
CTBHXIOBHIHOTO TANO,
HApyIICHHS Ha HPHCa,
MHJPHA33, BIDKIABE Ha
OpEeOIE OKOTIO
CBET/IHHHM H3TOYHHIY,
eAeM Ha OKOTo,
TIOAYBAaHE Ha OKOTO,
HAPYIICHUE Ha OKOTO,
XHIEpeMus Ha
KOHIOHKTHBATA, OMHO
JpazHeHe, AOHOPMBEY
YCEeLaHKA B OUMTE,
eaeM Ha Knenava,
MpoMAHa HA LBETA HA
cKIepatTa
Hapyuenus na Bepruro, THHHTYC Tnyxora
YXOTO U aDUpHHTa
Crpaeunn Taxukapmus, Brezamna chpaeusa
HapymeHHs TATIHTALIAH CMBPT*, MHOKAPHEH
HH(}APKT, KaMepHa
apuTMAL*, APeJCEPIRO
MBIIEHE, HecTAOMIHA
CTEHOKapIHs
CraoBu BapyIneHns 3auyeppapane, | XunepToHHs,
rOpPeIH BEJIHK | XHUMOTOHKA
Pecrmparopny, HazanHa Enucraxcc, koHrectHs | Crarasie B rupioTo,
TPBIHA H KOHT€CTHS Ha CHHYCHTE Ha3aJieH eJIeM, CyXOTa B
MeJIHACTHHAHH HOCA
HapYlleHHs
CromMaumso — YpeBHR T'agene, T'acTpo-e3odareanna Opanna xunocresus
HapylieHUa JAHCTIeNCHA pednykcna bonecr,
MOBPSINAHe, G0NKH B
TOPHATA Y4CT Ha
KOpeMa, CyXoTa B
yeTara
Hapymenus sa O6pue
KOXaTa H

NOAKOKHATA THKAH




Hapymenus na Muanrus, Gonky 8
MYCKYJIHO- KpafuuimTe
cKefieTHaTa CHCTeMa
M CheAHHHTEHATA
ThKAH

Hapywmenus na Xemarypud
6nOpetmre B
DHKOYHHTE ITHTHILA

Hapymuenns Ha Tlenunen kpbBOHATHS,
BH3TPOM3BOAMTENHA npHANH3EM*,

Ta CHCTeMA K XeMaTocnepMus,
rspaara YEBIDKEHA EPEKIINA

O6mH HapyHmeHHs U Upeaua 6onka, ymopa, Pa3ipasHHTERHOCT
edeKTH Ha MACTOTO ycelllaHe 3a ropemuna
HA TIPHIOKEHHE

Hacnensatms Ysemiyena cppAcdHa
4ecToTa

* Cro0meHn camo IpH MOCTMAPKETHHIOBOTO Ha0moeH e,

**PascTpoiicTBa Ha IIBETHOTO 3PSHHE! XJIOPONCHA, XPOMATONCHS, LIUAHONICHA, EPHTPOTICHS H KCAHTOTICHS.
***Hapymenua Ha CBHI300TASIMHETO! CYX0TAa B OUHTE, JaKPUMANHO HAPYIICHHE H NOBHUICHO
CBII300TACTIAHE,

Croluiasane Ha NONO3NUPAHK HEXENAHH PEAKIHMK

CrobuiaBasero Ha TOMO3APAHA HEXEJaHM PeakiiH ClieX pa3peliaBaHe 3a YNorpeda Ha JEKAPCTBEHHA
npoayxr ¢ BaxHO. TOBA IO3BONISBA 1A TPOMBIDKH Hal/ONEHWETO HA CHOTHOMISHMETO NON3A/PHCK 32
NEeKAPCTBEHHA MPOAYKT. OT MEZMUMHCKHTE CITCHMATIMCTH Ce W3HCKBA Ja ChoOmaBaT BeAKA TOAO3HpaHa
HEIKeTaHa peakiad upes:

M3ns1HATETHA areHIEs B0 JeKAPCTBATA

yi. ,Jlaman Upyes” Ne 8

1303 Codua

Ten.: +359 2 8903417

yebeaitT: www.bda.bg

4.9 Ilpenoanpane

HAM! M
B npoyuraHK# BBPXY A00POBONIM ¢ €QHOKPATHY A03H 1o 800 mg HexenaHWTE peakiMH ca GHIH nonobHH
Ha Te3H, KONTO ¢¢ HaOMONABAT IPH NMO~-BUCKH JIO3H, HO THXHATA Y€CTOTa H TexecT ca Ounn no-roneMu. Josu
or 200 mg He ca IOBenM 40 NOpHLEHMe Ha edeKTWBHOCTTA, HO YECTOTATA Ha HEKENAHWTE peaKIlHd
(rnapofonue, 3adepBABAHE, BUSHE Ha CBAT, MHCIETICHMA, Ha3aiHA KOHIECTHA, HAPYLICHO 3peHMe) e
HapacTBana.

JledgeHue
B ciyyaii Ha nPEAO3HpAHE CTAHAAPTHUTE MeJMIHHCKH Mepku Tpabea a OniaT ¢hoGpaseHn ¢ KOHKPETHUTE

Hy#ad. Xemoananu3aTa He YCKOpsBa ITHpLHCR Ha cungeHadwn, Tbii KaTo TOH ce cBBp3Ba BEB BHCOK
MPOLEHT ¢ IUIA3MEHHTE [IPOTEHHH H He ¢e SIMMHHHPA C YPUHATA.

5. PAPMAKOQJIOT HYAM CBOMCTBA

5.1 ®apmMakoIRHAMHYEH CBOHCTRA
DapMakoTepaneBTHIHa I'pyna; YPoJormHH cpeactea, JlekapeTsa, KOHTO Ce M3ION3E
macoyuxuna. ATC kon: GO4BEO3.

EXAHWYBM H3 NelicTBHE




CrnaeHadgun cnyxH 38 HepOpaIHo nedeHue Ha epekTwiHara auchynkuma. B ecrectBenn ycnosud, T.e. upH
CeKCYATHA CTHMY/AUHA, TOM BB3CTAHOBABA HAPYWIEHATA €PeKTHIHA (QYHKIMA 4pe3 yBEeNHYABAHE Ha
KPBBOTOKA KBM IICHHCA.

GUINONOrHYHHAT MEXAHUIBM, OTTOBOPEH 38 ePeKUHATA HAa NeHMCa, BKMOYBA OCBOOOXKIaBaHe Ha a30TeH
okcull (NO) B KaBepHO3HOTO TAIO [0 BpeMe Ha cekcyanHa cTHmynansd. Cnen ropa NO akTHBHpa €H3BMa
T'YAHWIAT [MKI1a33, KOBTO BOAH [0 NOBHINABAHE Ha HHBATa Ha LUKIMYEH ryanoaHn MoHodochar (L MD), a
TOBa BOJM Z1O OTTIyCKaHe Ha IMafKaTa MyCKYIaTypa B KABEPHOSHOTO TAJIO H IPHTOK HA KPBB KbM HEro.

Cungenadun e momieH W cesexThpen HHxuGHTOp Ha i M®-cneumdmamara ¢ocdonnecrepaza tan 5
(®AES5) B xopnyc KaBepHo3yM, kpaero ®JIES e oTroBopha 3a pasrpakiaiero Ha ul M@, Canaenadun uma
nepudepHo MACTO Ha AeficTBHe BupXY epexumara, CwineHadun HAMA NPAK penakcHpair, epext BhPXY
H30JINpaH YOBEIIKH KOPIYC KABEPHO3YM, HO MOLIMHO YCWIBA pelakcHpalius edekT Ka NO BbpXY Ta3H ThKaH.
Tlpu axtHREpaHe Ha MertabommrHata Bepura NO/MIM®P, KakTo CcTaBa NPH CEKCyAlHA CTHMY/TAL{HA,
uuxubupanero wa OJES or cwigenadun sogu fo nosmmeny Huea Ha U M@ B KaBepHOIHOTO TAMNO.
CrenoparenHo, 32 Aa MOXEe CHICHA(HI Ja OCHIUISCTBH CBOHTE MEJIAHH ONaronpuaATHH (apMakoIOrHYHH
edexTy, ¢ HeoOX0IHMa CEeKCYATHA CTUMYTIALHS.

Mapmakog, HYHH ePeKTn

TlpoygeanudTa in vitro ca nokasanu, 4e cuiaeHapun ¢ cenexruseH 3a OJIES, kosTo yyacTba B nipoLieca Ha
epexnmd. Heropuar edext Bepxy OJAES e no-MOEH, OTKONKOTO BEPXY [JPYTHTe W3BSCTHH
tdochoauecrepazn. Toii e 10-kparHo mo-cenekrueed 3a OJIES, orkonkoro 3a OJIE6, koaTo ydacTBa B
npotieca Ha QOTOTPaHCHYKIMS B perHHaTa. B MakCAMANHE NpenoppUdTelTHH IO CEJICKTHBHOCTTA My ¢ 80-
KpaTRO no-sHcoka 3a MJIES, orkonxoro 3a ®JE1 n Hax 700-kparso mo- Bucoka, otkonkoto 3a O®JIE2, 3, 4,
7, 8, 9, 10 u 11. Ilo kouxperno, cunaeHapmn uMa 4000 meTH To- TONMAMaA celekTHBHOCT 33 PJIES,
otkonxoto 3a GHE3 - niohopmara Ha NAM®-cnenndivnara gocdonuecTepala, yuacTpama B KOHTPONA HA
CHEPACYHHA KOHTPAKTHIIHTET.

EKnunnasa edukacHocer H GesomacHocT

Jpe XIMHUYHN NpoyHBaHKA ca OHIH CrieHHaTHO IPOBEAEHH, 32 Aa C¢ OLIEHH BPEMETO, KOeTo ¢ HeoOX0anMo,
32 12 ¢e NOIYYH epeKiMs B OTrOBOP Ha CeKCyanHa CTHMYAaUA CHeN TIpHeM Ha TexapcTBoTo. B ppoygsase ¢
H3nOM3BaHe Ha TWeTHsmorpadus ma nenwca (RigiScan) npd mauHEeHTH, KOMTO ca IpHenu cwineHabwn ka
TJIafHO, CPeJHHAT TEPHOA A0 HAYANOTO HA e()eKTa IpW Te3H OT TAX, KOHTO ¢a NOJNYYHJIH epeKiud,
xXapaktepHadpala ce ¢ 60% purdasocT (DOCTATHYHA 38 OCBIICCTBABAHE Ha NMOJOB aKT), ¢ 6mn 25 MEBHYTH
(ot 12 mo 37 munyTH). B npyro npoyusase ¢ RigiScan cunmenadmn fops u 4-5 yaca cnex npuema e aapani
BB3MOKHOCT 33 HOMyyaBaHe Ha ePEKIs B OTTOBOP Ha CEKCYATHA CTHMY/Tan(HA.

Cunaenabii npeIwsBUKEA JICKHM U TIPEXOAHH MOHWKSHUA Ha KPHBHOTO HAIATAHE, KOMTO B MHOZHHCTBOTO OT
cnydawre MPOTHYAT Oe3 KIIMHMMYHA cMMITOMaTHKa. CpeaHata ¢TOHHOCT H8 MaKCHMANTHOTO MOHIKEHHE Ha
CHCTONIHOTO KPBBHO HAJATAHE B JETHAIO TIONIOKEHWE clex nepopaneH mnpuem Ha 100 mg cuaneHadws e
Owia 8.4 mmHg, CroTReTHaTa NPOMAHA B JHACTONHOTO KPHBHO HAITAHE B JierHalo NoNmkeHue e Owia 5,5
mmHg. Te3W noHWKeHMd HA KPHBHOTO HAJrAaHE CHOTBETCTBAT HAa BasONMIATATHBHMA eeKT Ha
CHIZIeHa(BII, KOHTO BEPOITHO ce ARLKH Ha 10 moBHiueHMeTo Ha HuBaTa Ha Ul M@ B riiajgxara MycKyiaTypa
Ha KpBBOHOCHHTE cbaose. Ilpy 3apasu noGposonuy eausHdHa nepopaitHa gosa o 100 mg cunnedadpui ve
BOJM JI0 KNBHWYHO 3HayAME npoMern B EKT.

B nmpoyuBaHe BEpXy XeMOAHHaMHYBHTEe ebeKTH Ha eHOKpaTHa NepopatHa gosa oT 100 mg cwinenadun
npH 14 nammentH ¢ Texxa UBC (>70% creHoza Ha OHE eHA KOPOHAPHA apTepnsA), CPeSHATE CTORHOCTH Ha
CHCTONHOTO H QHACTO/IHO HAJIATHE B NOKOM €a ce MOHWKWIM CBOTBETHO Che 7% 1 6% COpAMO M3XOLHHTE.
Cpeanoto cHeToMHO GeaonpobHOo HansraHe ce e NoHwkuno ¢ 9%, Cunnenadun He e npe
B ChpAedHus Ae6HT H He € HApYHIH KPBBOTOKA NPe3 CTeCHeHWTe KOPOHAPHH apTepHH.

OlEHKA Ha 144 maimeHTH ¢ epexTHiHA MU YHKUHA H XPOHHYHA CTabHIHA CTEHO
PENOBHO AHTHCTEHOKAPAHH JICKAPCTBEHH NMPOAYKTH (¢ H3K/IIOUeHHe HA HUTPaTH). P



9¢ HAMA KIHHHYHO 3IHAYHMH PaVIMKH MEXITY CHJ'U.IGH&QJPU‘[ ¥ nnaiebo BBHB BpEMETO IO II04BA Ha
JIHMHTHpalla CTeHGKapaud.

Enuu wac cnen nprem nHa 100 mg cunnenadun npu Maapk Opoit naLmeHT! ¢a ce MOABKIIM TEKH H NPEXOTHH
UPOMEHH B CTIOCOOHOCTTA 3a pasNAdaBaHe HAa LBeToBeTe (CHHBO/3€6H0), HACTeBAHA ¢ NIOMOLITA Ha TECTa
3a pasrpanudapane Ha 100 userorm orreHbka Ha Farnsworth-Munsell, kato 2 4aca cniesn npuema Ha
NEKAPCTBOTO €(PEKTHT € OT3BYYan HAMKIHO. BepOSTHMAT MEXAHHM3BM HA TA3H (POMAHA B IBETOBATA
JUCKPHMHHALMA ¢ CRBp3aH ¢ MHXHOupaHeTo Ha DJIE6, KoATO ydacTBa 858 QOTOTPAHCAYKNHOHHATA KACKana
Ha peTuHATa. CHIASHA(HT HAMA HHKAKEE e(DeKT BBPXY 3pHTENTHATA OCTPOTA WIH YCEHIaHeTO 3a KOHTpact. B
MaJIKO INalef0-KOHTPONHPAHO NPOYYBAHe I[P MALMEHTH C [O0KazaHa PaHHA BB3PAcTOBO-00YCIOBEHA
nereHepauna Ha Makynara (n=9) cunnesadun (100 mg emHOKpaTHA Ni03a) He € IOBEN A0 CHIHW()HKAHTHH
NPOMEHH B TpOBefileHHTe 3pDHTEAHH TeCTOBe (3pHTENHA OCTPOTa, pelleTka Ha Amsler, UBeTOBa
AHCKPHMHHAL[Y HAa CHMYJIMPAHa ITHTHA CBET/IHHHA CHIHATM3anus, nepumerpu Ha Humphrey i dorocrpec).

He e ycranoseH e(eKT BBPXY NMOABHKHOCTTA WITH MOPQONOrHATA HA CIIEPMATO30HAHTE Clel eANHHIHA
nepopaiita fo3a ot 100 mg ciwtnenadun npy 3apasy nobposonuy (BibkTe TOIKA 4.6).

Honvanutnerna ungopmayus 3a KIUHUYHY BPOYYGAHUS

B xmymirinn npoyusanus cunieHadwt € OHir npunoxer npu nosede of 8 000 nankewtn Ha Bp3pact 19-87
rofuHd. BHAH ca NPEencTABEHM CIHENHHTE IPYNH NALMEHTH! NALMEHTH B HaupenHana Bnapact (19,9%),
naudeHTH ¢ Xuneprowua (30,9%), zaxapen amaber (20,3%), ucxemuusa GonmecT Ha cwpuero (5,8%),
xunepnummgemus (19,8%), Tpamu na rppOHauHns mozek (0,6%), menpecms (5,2%), Tpancyperpanna
pesexima Ha mpoctatara (TYPII) (3,7%), paauxanna npocratekToMua (3,3%). Cnennure rpyns He ca 6um
JOCTATHYHO NMPCACTABEHM WK ca MM HIKTIOHEHH OT KNMHHYHATE NPOYYBAHHA, NMAMEHTV ¢ OHEpalya B
MAAKHA Ta3, MAUMEHTH CACR JTBHETEpanii, NALHEHTH ¢ TeXXko OLOpedHO WM 4epHOAPOOHO yBpekaane H
TIALIHEHTH ¢ HAKOH CHPAEIHO-CHAOBH TipolrieMu (BxK. Touka 4.3).

B npoyusanudTa ¢ Gpukcupany J03H, NPOLEHTHT HA TIAUMEHTATE, CHOOWAaBamY, 9 JIeUeHUETO & Ioa00PUIIo
TAXHATa epekuns, ¢ 6mwn 62% (25 mg), 74% (50 mg) u 82% (100 mg) cnpamo 25% mpu naauebo. B
KOHTPOAMpaHM KIMHHYHHA NPOYYBAHHA YeCTOTATA HA NPEKHCBAHE HA JICUEHMETO CBC CHIAEHAQHA ¢ OHia
HHCKa U Molo6Ha Ha TasH npH mwiawebo. 3a BCHUKH NpOyYBAHHS NPOUEHTET HAa TALMEHTHTE, CHoOINABAIM
3a nofobpenye che cunneHadun, e OunNa KakTo cleiBa: NCHXOTeHHA epeKTHnHA auchynkums (84%),
CMeCeHa epekTHiHa auchymxuma (77%), opraHmdpa epekTwiHa mucdynxums (68%), naimeHTH B
HanpenHana Be3pacT (67%), saxapen amaber (59%), HBC (69%), xumepromun (68%), TYPII (61%),
paarKanHa rrpoctarexromua (43%), TpasMa Ba rpeOHavYHHA Mo3bK (83%), Aenpecus (75%), B muarocpouun
TIpOY4BaHHA Ge30nacHoCTTa H eEeKTHBHOCTTA Ha CHIeHA(H Ca Ce 33Ma3TH.

ITe WA MOYIx

Esponefickata aresipis 1o nekapeTsara 0cBoOOMKAaBA OT 38/IB/DKEHHETO 3a MPEAOCTABAHE HA PE3YTATHTE
OT TIPOYUBAHHATA CBC CHIfcHA(HI BEB BCHYKH NOATPYNH HAa NEAMATPUYHATA TOMyNAlMA 38 JIeMeHHe Ha
epPEeKTHIHA NHCHYHKLMA (BiK. To4uka 4.2 3a MHbOpMALMA OTHOCHO YII0TpeOa B IeAHATPHATE).

5.2 ®apmaxokuHeTHYHE cBOlicTBA

AGcopbups:

Cunassadnuur ce abeopbupa 6pp30. HaGmonapaHuTe MakcHMATHA TTA3MEHN KOHLEHTPALMH C€ FOCTHIAT B
pamkuTe Ha 30 no 120 muHyTH (cpeaua crofiHocT 60 MuHYTH) ciles IepopaneH NpHeM Ha TagHo. Cpenuara
abcomoTHa nepopanHa GHoHanM4HOCT € 41% (auamnason 25-63%). Crex nepopaieH ApHeM Ka cunacHadmn,
AUC 1 Cmax HapacTBaT HpONOPUHOHAZTHO HA J038TA B NPENOPbYAHKTE J030BH rpaHuum (25-100 mg).
Korato cunnenabun ce B3eme no BpeMe Ha XpaHeHe, CKOPOCTTa Ha abcopluda HaMailasa, KaTo cpegHOTO
3a0arsdHe Ha tmax e 60 MHHYTH, @ cpeaHOTO noHwxenne Ha Cmax e ¢ 29%,

Pasapenerexue.
Cpenpuar obeM Ha padIpeNeieHMe B pABHOBECHO cherosuue (Vd) va cunpenadun e 105
pasnipeneneive B ThkauuTe. Clell eJHUHMYHA TiepopaiHa no3a ot 100 mg cpennara Mak:
KOHIEHTpaITHA Ha cusiaeHadit € npudmasHrento 440 ng/ml (CV 40%). Toii kato cunge



OCHOBEH UMpKyaupam N-nesmerun MeTabonmT) € CBBp3aH ¢ miazMeHuTe GenThup B 96%, TOBa BOAH JO
CpellHa MaKCHMMAIIKA KOHIEHTpaluq Ha cBoboaHara (opma Ha cungeHadpHn B miazMara ot 18 ng/ml (38
nM). CREp3BaHETO ¢ NPOTEHHUTE € HE3aBHCHMO OT 00MMaTa TeKapeTReHA KOHLSHTPALHA.

Ypu 3ppasu noGporontiu, nonxywasauty ciiaacnadgui (100 mg 8 exsokpatHa g03a), non 0,0002% (cpenpo
188 ng) ot npunoxenara fosa ¢ OiIa ycTaHOBeHA B esKyiaTa 90 MHHYTH Clel npHeMa.

Buorpauchopmauus:

Crnpenadun ce merabonu3upa TIABHO OT WIOSHIAMHTE Ha YepHoapoOuiTe Mukposomu CYP3A4 (ocHOBeH
meT) M CYP2C9 (BTopocteneneH meT). OCHOBHHMAT IMPKY/IHpan] MeTabONT Ce NoTydaBa B pe3y/rrar Ha N-
Ae3MeTHIHpaneTo Ha chinenadun. Toau merabonur mma npodun ma focdoauecTepalsa ceNeKTHBHOCT,
nofio0eH Ha TO3M Ha CHiReHadHA, # in vitro momEocT cnpamo OJIES npubmmerendo 50% ot Tazd Ha
H3XOZHOTO AKTHBRO BellecTBO. IInaiMenuTe KOHLEHTpaUHu Ha MeTabonura ca npubnusuresmo 40% or Teau
Ha cungeHadwi. N-geameTt MeTabonuTHT ce MeTabonu3Hpa JNOTHIHUTENHO H UMA KPaeH IOMY>KHBOT
oxoi0 4 yaca.

Enpnmupupane.

ToTanuHaT TeneceH KIMPHHC Ha cHnfieHapwr ¢ 41 Vh ¢ nomyxmueor B kpaiiHa dasa 3-5 vaca. Cnep
NEPOPATHO HIH BEHOZHO PHIOAKEHME cHiineHadwy ce exckpeTHpa non hopMaTa Ha METACOITHTH IIPERHMHO
¢ H3npakHenvsTa (mpubnusntenno 8§0% OT NPHIOKSHATA MIEPOPANHA A03a) M B IO-MATKa CTefleH ¢ YPHHATA
(opuGnmzuTenno 13% o1 npanoxeHaTa Epopanna Joza).

OapMaKOKHHETHKE PH CHEHHATHY TPYTIR DAUHEHTH
Cmapnecka ev3pacm:

3apagH NOOPOBONIM MAIMEHTH B HanpegHasa sb3pacT (Ha 65 ik noRede rONMHW) C4 WMAallH HaMaleH
KMHPBHC H2 CHAeHa(wI, KOeTO e JOBEJIO A0 INa3MEHH KOHLGHTpAlnK HA CHIACHa(WT U HA aKTHBHHA N-
Je3MeTwIHpaH MeTaGoIHT no-sucoky ¢ okono 90% B cpasHeHME ¢ YCTAHOBEHHTE NMPH 3APABH MO-MIad
nobposonuy (18-45 rommmm). IlopamH BBIPACTOBH paziMKH B CBLP3BAHETO C IUTAIMEHHTS IIPOTCHHH
CROTBETHOTO YREIMYSHHE HA KOHLUEHTpanuHTe Ha cBoboneH criiaeHadun B wiazmara ¢ 6muno ¢ okono 40%,

Bvbpeyna nedocmameunocm:

Iipu noGpopon ¢ jgexo o yMepeHO 6BbpevHO yBpexiaHe (KpeaTHHMHOB KIHphHC = 30-80 ml/min)
hapMaxoOKHMHETVKATa Ha cuiAeHadun e ocTaHana HEMPOMEHeHa e MpHEM Ha eAHHHYHA IIEpOpaliHa 1032
or 50 mg. Cpenrure croiiHocrd Ha AUC m Cmax Ha N-gesmerwimpanus meTaGOonWT ca HApacHaTH
¢BLOoTBeTHO ckC 126% 1 no 73% B cpaBHEHHE CBC CROTBETHH MO Bp3pacT Fobposorum Bes GnbpeuHo
yBpexgtane. TTopa BHCOKUTE HHAMBHAYAIHE BapHaunk obadve, Te3W PasTHKY He ca GMIH CTATHCTHYIECKH
sHauuMu. [Ipu aobpoBomm ¢ TeXKO yBpexiaHe Ha OnbpedHara QyHKUmS (KpeaTHHWHOB KiHpsHC < 30
ml/min) winpsHCET Ha cuneHadrn e Guil HAMEICH, KOETO € N0BENo 40 cpeano Hapactiaue Ha AUC # Cuax
¢ec cpoTBeTHO 100% u 88% B cpaBHeHHe ChLC CHOTBETHH NHO Bhapacr Aofporonum Oe3 Gndpeuno
yBpexxaane. Ocbent Topa croifHocTure HA AUC 71 Cuw Ha N-gesmeTswnupaHmd MeTabOMHT ca HapacRalw
curinuKanTHO, CHOTBETHO ¢ 200% M 79%.

Yeprodpobra vedocmamvunocm.

Ipu Aobposomm ¢ Aeka o yMepeHa creneH Ha vepHoapoSHa mipo3a (A # B no Child-Pugh) ximpsHChT Ha
cunpeHadun e Gu HaMaleH, KOETO € [oBedc Ae Hapacreawe Ha AUC (¢ 84%) u ma Cmax (¢ 47%) B
CPEBHEHHE CBC CHOTBETHH NO BB3pacT Nobposoiiu Oe3 wepHoapolHO yepexknaHe. DapMaKOKHHETHKATA Ha
cunaeHadu NpU MaNMEHTH ¢ TEKKO HApyIleHa 4epHOnpoGHa GyHKIHA He € npoydeHa.

5.3 TlpeAKIMEAYHE JAHHE 32 (Ge300ACHOCT
Hewmavgarure gaHHE He TioKa3BaT ocoDeH pHek 2a Xopata ua Oala Ha KOH
dapMakonoryusd  M3OWTBAHMA 23 Oe30MACHOCT, TOKCHYHOCT [IpH
TCHOTOKCHIHOCT, KAPUHHOTCHEH [TOTEHUHAT H PENPOAYKTHBHE TOKCHIHOCT.

6. PAPMANEBTHYHY ZAHHR

6.1 Cnrchk Ba NOMODIRETE BellecTRA
Adpo na mabremxama:




JlaxTo3a MOHOXMApAT

MukpokpueTansa teaynosa (E460)
Xunpoxcunponuniemynoza (E464)
KpockapMmenosa Ratpuid

Harpues creapui (pymapar

Cumsumes suokeud, konouaeH Gessonen (E 551)

DuIMOB0 ROKpUMUE:

Hrguro kapmun (E132)

Tpurnuuepnm che cpelHa THDKHHA HA BEPHIaTa
Xunpowmernosa (E 463)

ManronexeTpud

Honupexctposa (E 1200)

Mouco 4R anymutnes nak (E 124)

Tanx (ES53b)

Turanos puoxcun (E171)

HexcTposa MOHOXMIpAT

Jlewmvn (coer) - (E 322)

AryMHHHEBO-Kanues cHnkatr /onperuren Turados mokcun (E 555)
KapGokcamernnirenynosa Hatpuii (E 446)

6.2 HechLBMeCTAMOCTH
He € npunmeuMo.

6.3 Cpok Ha rogHOCT
5 ronyHu

6.4 CrieHRAINN YCIOBHY HE ChXpaHEHAe
To3H neKapCTREH NPOAYKT HE HINUCKBA CIICHHATHE YCIORWSA Ha CHXPAHEHHE,

6.5 lannu 32 oNAKOBKATA
Bmucrepy ot PYVC/PVDC -amymunuero donuo, craeporamn 1, 2, 3, 4, 8, 12, 24, 36, 48 u 60 rabnetxH.
He BcH4xM BRIOBH ONIAKOBKH MOTAT Ja H1aaT mycHaT B nponaxOa.

6.6 Coenuainy NpeIna3nEd MePKH NPH H3XBLpASHE 1 padora
Hsma crermaHy H3HCKBaRHA,

7. IPHTEXATE]I HA PAPEINIEBHAETO 3A YIIOTPEBA
STADA Arzeimittel AG

Stadastrasse 2-18, 61118 Bad Vilbel

T'epmaria

8. HOMEP(A) HA PASPEIIEHHUETO 3A YIIOTPEBA
Cunpenadna Crana 50 mg: 20110116
Crianenadgna Crana 100 mg: 20110117

9. IPHTEXATEJI HA PABPEINEHUETO 3A DAPANEJIEH BHOC
“becra Men” EOOJ, yn. Kexnuo Ckopues Ne8, 5350 Tpsasna, brirapus

10. JATA HA ITBPBO PA3PENIABAHE/MIOJHOBSIBAHE HA PAIPEUNIEHUETO 3A
YIDOTPEBA
28.02.2011

11, JATA HA AKTYAJIM3UPAHE HA TEKCTA
04//2020




