MINLARUTENNA AT EHUMNR NO NEXAPCTBATA
Kpamxa XEPRKIWDUCIT NS Ha NPOgYKInG
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KPATKA XAPAKTEPUCTHKA

1. HME HA JIEKAPCTBEHHUS NTPOAYKT

Cunnenadun Crana 25 mg dunMupanu rabnetku
Cunnenapun Crana 50 mg punmupany rabnerxu
Cunnesagun Craga 100 mg ¢punmupann Tabnerxu

Sildenafil Stada 25 mg film-coated tablets
Sildenafil Stada 50 mg film-coated tablets
Sildenafil Stada 100 mg film-coated tablets

2. KAYECTBEH 1 KOJIMYECTBEH CHCTAB

Bceaka tabnetka coappka 25 mg cungedadn (sildenafil) noa popmaTa na umtpar.
Beaka Tabnetka cpanpxa 50 mg canpeHadmn (sildenafil) non dpopmarta Ha unTpar.
Beska tabnerxa caanpxa 100 mg cunneradun (sildenafil) non dopmara ra uurpar.

IOMOIHY BEemecTBa ¢ HABECTHO AeHCTBHE:

Beska prMupana tabnetka or 25 mg chaspixka 72,888 mg nakrosa MoHoxuapar, 0,207 mg riioko3a,
0,0039 mg Ionco 4R anymunner nax v 0,1125 mg coeB nenuTHH.

Beaka QpunMupana tabnetka o1 50 mg chabpxka 145,775 mg naxrosa monoxuzpar, 0,415 mg rmokosa
0,0078 mg ITonco 4R anymunues nak 10,2250 mg coeB NCLUMTHH.

Beaxa druiMupana Tabierka ot 100 mg cpabpika 291,550 mg naxrosa Monoxuapar, 0,829 mg rmoxosa
0,0156 mg IMonco 4R anymunues nak v 0,450 mg coeB NEUTHH.

3a NBJHHA CIMCBK HAa MOMOLHUTE BEIIECTRA BHKTE TOUKA 6. 1.

3. EKAPCTBEHA ®OPMA
Ounvnupana tabneTka.

Cunpenadun Crana 25 mg punmupann TablieTkU ca CBETNIO CUHHU ILCKABH, KPBIIH M JBOHHOM3ITBKHAH
GbunMupans Tabnetiu, ¢ auaMeTsp oxono 8§ mm.

Cungenadnn Crana 50 mg ¢punmupany 1abneTky ca CBETIIO CHHHE JIbCKABH, KPbIVH U JABOMHOHIITBEKHAIH
punMupanu TabneTku, ¢ AMaMeTsp okono 10 mm.

Cunnenagun Craga 100 mg dpunmupanu Tabnerky ca CBETNO CHHU THCKABH, KPBLIH M
ABOHHOM3MBKHAY QuIMUPaHH TabneTky, ¢ quameTsp okosno 12 mm.

4. KIMHAYHU JAHHH

4.1 TepaneBTHYHH BOKA3AHHS

3aJOBOJIUTENIEH CEKCyalleH aKT.




3a na Obae epexruen Cunpenadun Craaa, e HeoGXoaMMa ceKCyanHa CTHMY ALK
4.2 {o3MPOBKA H HAYYH HA NPUJIOKECHHE
Ho3HpoRka:

Byapacmuu

Hpenopruutennara ao3a e S0 mg, KOUTO ce B3EMaT NPY HYXKAA NPAGH3UTENHO SIHH Yac npesu
CEKCyaJTHHA aKT. B 3aBHCHMOCT OT epekTa ¥ MOHOCHMOCTTA, A03aTa MOXKE A3 ObJe yBeJlHueHa Ao

100 mg unu HamaneHa 1o 25 mg. MakcHMaiHaTa NpenopeyYMTenHa 1034 ¢ 100 mg. Maxcumanaara
IpenopBYHTENHA YECTOTA HA TPHEMAaHe € BeAHbXK AHeBHO. [Ipn npueM Ha Cungenadun Craga no Bpeme
HA XpaHeHEe HAYANOTO HA AEHCTBHETO MOXe Ja Obe 3a6aBeHo B cpaBHente ¢ IPHEMA Ha INIATHO (BX.
TOUKa 5.2).

ChelHanHy nonyJalMu

Cmapuecka ev3pacm
Kopexunn Ha 103aTa He ca HeOOXOXMMHE NPH NALMEHTH B HATIPEHANA BB3PACT (> 65 rOJAUHH).

Bvbpeuno yepescdane
HpenopbkHTe 3a n03upane, naneHy B “Yrorpefa IIpy BH3paCcTHR”, Ca BalIHHA NpH NAIHEHTY € NeKo 10
yMepeHO OB0peuno yepexgane (KpeaTHHUHOB KIMPBHE = 30 — 80 ml/min).

Tit KaTO MPH NAUUEHTH C TeXKO GHOPETHO yBPEXKAaHE (KPeaTHHIHOB KHpBHC <30 ml/min)
KIMPEHCBHT Ha cHiiZieHadmn e HamaneH, TpgbBsa qa ce MMa npeaBuj] io3a OT 25 mg. B 3aBucUMOCT OT
eexra 1 NOHOCHMOCTTA A03aTa MOke 714 OB/e yBenuueHa 10 50 mg i Ao 100 mg, cnopen vy auTe.

Yepnoopobro yspescoane:

T'sii KaTO NpU NALMENTH ¢ YePHOXPOGHO yBpexaane (HATIP. LUPO3a) KIUPBHCBHT Ha cunaenadun e
HaMasleH, TPAOBA Jia ce MMa NPEelBHA 1032 OT 25 mg. B 3aBHCHMOCT OT ebeKTa U TOHOCHMOCTTA J03aTa
Mozke A& Obae ysemnuena no 50 mg umu go 100 mg cniopen HyXaHTe.

Ileduampuuna noryrayus
Cunnenagun we e nokasaH npu nuua noz 18-roguimua Be3pact.

Ynompeba npu nayuenmu, npuemawu Opy2u nexapemeenu npooykmu.

C M3KmoYeHUe Ha PUTOHABHD, 33 KOHTO He Ce Mpenophyea eqHOBPEMEHHa YoTpesa Che CHIAcHadUn
(BX. TOuKa 4.4), IpH NAUHEHTH, NOLyYaBallll eaHOBpeMeHHo tevenre ¢ CYP3A4 nHXHbHTOPH (BXK.
T0YKa 4.3.), TpA6Ba na ce MMa NpeABHA HavaaHa [03a OT 25 mg.

[TaumenTHTE, NPOBEX AWM JIeUeHHE ¢ anda-Grokepy, Tpa6Ba Aa 6baaT CTAGMIUIUPAHH [0 OTHOMIEHHE Ha
TepanuAaTa ¢ anga-0a0KepH NpenH 3aNoYBaHe HA JEYeHHe Che CHILAeHadW, 32 Aa Ce HAMaNH
Bb3MOXHOCTTA 34 PA3BMTIC HA OPTOCTATHYHA XUNOToHHA, OCBeH TOBa TPAORa Ja ce 0OMHICIIK 3anoUBaHe
Ha JICYCHHETO ChC CHIIAeHadMA ¢ f03a oT 25 mg (BX. ToukH 4.4 u 4.5),

Haunn ga npuiaoxenne
[lepopanso npunoxkexHue.

4.3 IlpoTrBONOKA3IAHANA




CBpBX4YyBCTBUTENHOCT KbM aKTHBHOTO BELIECTBO, WIH KbM HAKOE OT IOMOIIHHATE BEIHECTRA, 36poeHH B
To4Ka 6.1.

To3n nekapcTBeH MPOAYKT ChALPXKA COEB JIELMTHH U HE TpAOBa 1a Oble IPH/IAraH pH NANHEHTH, KOHTO
€a CBPBX1YBCTBUTENHH KbM COS HWIH QBCTHIH.

B choTRETCTBHE C HEroBUTE H3BECTHH eeKTH BHPXY IBTA a30TEH OKUC/ITHKIMYEH 'YaHO3HH
MoHodocdar (cGMP) (Bx. Touka 5.1) cunmeHadun e nokazan NOTEHIHpPaHe HA XMUNOTEH3HBHHTE
e(beKTH Ha HATPATATE H CIENOBATENHO SAHOBPEMEHHOTO My MIPIIIOKEHHE C JOHOPH HA A30TEH OKHC
(kaTo aMHITHHTPAT) WM HHTPATH NOA BCAKAKBA GOpMa € MPOTHBONIOKA3aHO,

Ennospemernoto npunarate Ha PLES HHXUOHTOPH, BKIIOYHTETHO CHIACHADH, C IyaHHIATHHKIAIHH
CTUMYJIATOPH, KaTO pHOLINUIYaT, € NPOTHBONIOKA3aHO, Thil KaTO TOBA MOXeE Ja IPHYMHH CHMITTOMATHYHA
XHIOTOHHA (BX. TOYKA 4.5).

Cpexcrsara 3a le4eHHE Ha €peKTHITHATA AUCGYHKLMA, BKIIOYHTENHO CHIIeHabU, He TpAORa 13
OBIAT MpHNAraHK IpH MBKE, HA KOUTO HE ¢e IIPENOPHYBA CeKCYaTHa aKTHBHOCT (HanpuMep,
TMAIMEHTH C TEXKH ChPAE4YHO-CHIOBH HAPYIICHHS KaTo HECTaOWIHA CTEHOKAPANA WIIN TEXKA
CBPACYHA HEJOCTATLYHOCT).

CHnzeHaQu)1 e NPOTHBOKA3aH PH NALHEHTH, KOMTO HMAT 3aryba Ha 3peHHeTO IPH €OHOTO OKO opaan
HeapTepHHTHA PEAHA UCXeMHYHa onTHuHa HeBponatus (HAMOH), HesaBHcHMO nanu Te3u enuszonu
Cca OHJiM CBBP3AHH HITH HE ¢ IpeAXoaHo uanarane Ha OJIE 5 uHxubuTOp (BX. TOUKa 4.4).

besonacHocTTa Ha CHIEHA(UN He € NPoyHYeHa NPH CEAHHUTE OATPYIH MAUHEHTH H CIIEN0BATENHO
ynorpebata My € MPOTHBONOKA3aHA: TEIKKO YEPHOAPOGHO YBPEeXAAHE, XMIIOTOHHA (KPBBHO HAIArAHE
< 90/50 mm Hg), aHaMHe3a 33 CKOPOILEH HHCYJIT HIH MHOKapeH HHMAPKT U U3BECTHA HAC/IEACTREHH
AereHepaTHBHY 3a00/IABAHHA HA PETHHATA KaTo retinitis pigmentosa (MajKa YacT OT Te3H NaLHeHTH
HMaT reHETHYHH aHOMAIIHH, 3acAraluy gochoanecTepasuTe Ha PpeTHHATA).

4.4 Coeunaaud npegynpekIeHHR H NPeANA3HH MePKH nPH yHoTpe6a
ITpeau na 6nae Ha3znaveHO HapMaKONIOrHYHO JIEUEHHE € HEOOXOAHMO CHEMAHE Ha MeIHLHHCKA

aHaMHe3a H (QH3MKANEH CTATYC 3a JUArHOCTHLMPAHE HA ePEKTHIIHATA MMChYHKLMA K ONpPee/IIHE Ha
Bb3MOKHUTE NPHYHUHH.

ChpaedHo-CbA0BH PHCKOBE (PAKTOPH

I1penn sanousane Ha KAKBOTO M /ia € Ne4EHHE 3a epeKTIIIHA AuChYHKIHS NekapuTe TpaOBa na
NPELEHAT CHPACYHO-ChAOBHSA CTATYC Ha MALMEHTHTE CH, Thif KATO CHIIECTBYBA CTENEH Ha ChPACYEH
PYCK, CBBP3aH ChC CeKCYalHaTa aKTUBHOCT. CHIIEHa(UN HMa CHAOPA3IHPABALIH ¢BOHCTRA, BOJCIIH
A0 JIEKO H NPEXOIHO NOHHXEHHE HA KPBBHOTO HaJisrane (Bxk. Touka 5.1). ITpean npeanucaaneTo Ha
cHiaeHadun nexapute TpAGBA BHUMATEIHO [ PELEHAT Jali TEXHUTE NALHEHTH ¢ ONpeesieHH
CBITETCTBALIH 3a60MABaHHA 6UXa MOTIIH 1A Ce TIORNHAAT HeGArONPUATHO OT TE3H BA3ONMIATATHBHH
edekTH, 0cobero B koMOUHaLMA ChC CEKCyanTHa aKTHBHOCT, [TauMenTy ¢ noBMIneHa UyBCTBUTEITHOCT
KBbM Ba30/IMJIaTATOPH Ca Te3u C 00CTPYKIIUA Ha 1eBOKAMEPHHA U3XO/IEH TPaKT (HalpuMep aopTHa 4
CTEHO3a, XHNepTpodhH4Ha 06CTPYKTHBHA KAPIMOMUONATHS) U TE3M C PEAKHA CHHAPOM Ha
MHOXECTBEHA CHCTEMHA aTpodusi, MaHUGECTHPALI ¢e ¢ TeKKO HAPYLIEH ARTOHOMEH KOHTPOJ Ha
KPBBHOTO HANAraHe,

Cnngenadun noTeHUMpPa XHIMOTEH3UBHHA ¢EKT Ha HUTpaTHTE (BXK. TouKa 4.3).

FiMa noCTMapKETHHIOBH ChOOMIEHNA 332 CEPHO3HH ChHPACYHO-CHAOBH HHIMACHTH, KATO
HH(apKT, HecTabuNHA CTEHOKAPANA, BHE3ANHA ChpAEYHA CMBPT, KAMEPHH apUTMHH,
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HHCYJT, IPEX0OJHO HAPYLICHHE Ha MO3LYHOTO KPbBOOOPAICHHE, XUMEPTOHUS U XHIIOTOHHS,
ChBIAJAIIM MO BpeMe ¢ ynorpebaTa Ha cHieRadu.

[loreuero, HO He BCHYKH, OT Te3W MAUMEHTH Ca HMATH NMPeXUIECTBALNHN CHPASYHO-ChIORH PHCKOBH
daxTopH. [loBeUeTO HHIMACHTH, 32 KOMTO ¢¢ Cho0IIaBa, ca HACTHIHIIM IO BPeMe Ha HITH CKOPO CJIEA
CEKCYaJIHA aKTHBHOCT, & HAKOH €3 BB3HHKHAIH CKOPO Cel NpHeMa Ha cugeHadun 6e3 cekcyalHa
AKTHBHOCT.

He e BB3MOXHO /12 ObJie OnpeneneHo Janu Te3d UHHUASHTH Ca CBBP3aHH NPAKO C POPHUTE WM APYTH
dakTOpH.

[ppanu3eMm
CpencTBarta 3a JicUEeHHE Ha EpeKTHITHATA AMCOYHKIHSA, BTIOYHTENHO cunjgexHagun, TpabBa na Opaat

H3MOJI3BaHY BHUMATEJIHO TIPH NAlMeHTH ¢ aHaTOMHYHA JedhopMalls Ha IeRrca (KaTo aHrynanus,
KaBepHO3Ha ¢pubpo3a unH Gonect Ha Peyronie) unu IpH NalHEHTH CBC CHCTOSHHUA, KOHTO MOXe Ja
MpeapasnonaratT KbM NPHAMK3bM (KaToO ChPNOBUAHO-KIETHYHA AHEMHA, MYJITHITIIEH MHEJIOM HIIH
JIEBKEMMHA ),

HMMa cbo01eHNs 33 NPOABLIKUTENHA epeKINs U MPHANH3BM NIPH NPHEM Ha CHIIeHaduI B
MOCTMAPKSTHHIOBHA NEPHO]. B cny4all Ha epeklinsa, KOATO NPOALIKaBa NoBede OT 4 yaca,
NAUHEHTHT TPAOBA He3a0aBHO Ka MOTHPCH MEAULIMHCKA IIOMOL. AKO NPHANAMBT HE Ce NeKyBa
He3abaBHO, 6M MOTJIO Jla c€ CTHTHE JIO YBPEX/aHe HAa ThKAHHTE HA IEHNCA H IOCTOAHHA 3aryba Ha
HOTEHTHOCT.

EnsoBpeMenno npunoxkenue ¢ Apyry OJ(ES MHXHOHTODH WA APYrH JICYCHHS HA €pEKTHIIHA
IUCOHYHKIAS

besonacHocTTa M epHKaCHOCTTA Ba kKoMOHHaUMHTe Ha cHuaeHagun ¢ apyrd GAES unxuburopH,
ApYTH NedeHHs Ha Genoapobna aprepuanna xunepronns (BAX), ceappkaiy cunaecaadun, uan Ipyru
NeYEeHHs Ha epeKTHIHA THCPYHKUNA He ca ipoydenu. [Topanu Tosa

NPUIAraHeTo Ha TakKMBa KOMOKHAIINK He ce Npenopbuba.

Edekty Brpxy 3peHHeTO

MimMa cnioHTaHHE CHOOLIEHU 32 Clly4aH Ha 3PHTENHA YBpPEXIaHNs BbB BPb3Ka C IIDUEM Ha
cunpenadun u apyru ®JES uuxubutopu (BX. Touka 4.8). 3a cnyuan Ha HeapTepPHUTHA NpegHAa
ACXCMUYHA ONITHYHA HERPONIATHA, PAXKO CHCTOAHHE, HMA CIOHTAHHH CLOOINEHHS U ¢hOO1IeHNs B
00cepBallHOHHO NMPOYYBAHE BB Bpb3Ka C MpHeM Ha cunaeHadun u apyru OJIES uaxubutopu (BX.
TouKka 4.8). [lanmentute Tpa6Ba ga OBJAT NOCHLBETBAHM, Y€ B CIyyali Ha KAKBOTO M Jia € BHE3ATHO
3PHUTENTHO YBpexkaHe, TpaOra aa cnpar npueMa Ha CungeHadun Ctafa v HezabaBHO 1a ce
KOHCYJTHpPAT ¢ JieKap (BXK. Touka 4.3).

ExHoBpeMeHHa ynoTpeda ¢ puTOHABUD
ExHoBpemennara ynorpeba Ha cunneHa(pUI ¥ pUTOHABUP HE Ce NpenopbyBa (BXK. Touka 4.5).

EnnospeMenna ynorpeba ¢ anda-6nokepn
[IpenopbBa ce BHUMAaHHE, KOraTo CHIAeHadun ce IPUNara Ha NalHeHTH, KOUTO pUeMat aipa-
O10KepH, Thil KaTO €EAHOBPEMEHHOTO IPHIOKEHHE MOXE Jia IOBeAe 10 CHMITOMATHYHA XHIIOTOHHS
MPpH MAJIKOTO YyBCTBUTENIHH HHAMBHAH (BXK. Touka 4.5). ToBa e Haili-BepoATHO Aa ce NPOABH IIpe3
MBPBUTE 4 vaca cieA MpHeMa Ha cuafeHatdun. [Tauuenture Tpadea Aa 661aT XEMOAHHAMEHYHO
CTaOHJIHH MO OTHOLIEHHE Ha TepanuATa ¢ anda-0IokepH TpeaH 3aMo4BaHe Ha IEUSHHE CBC
CHIRCeHadu, 38 [a C€ HAMAH BH3MOKHOCTTA 3& PA3BHTHE HAa OPTOCTATHYHA XHNOTOHAA, Tpabea na
CE UMa NPSABUN 3all0YBaHe Ha JICUEHHETO ChC CHAeHa(MI ¢ 103a oT 25 mg (BXK. Touka 4.2).
AOITbJIHEHHE, TIEKAPHUTE TPAOBA a NOCHBETBAT NAIHEHTHTE KAKBO Ja NPaBAT B cly4all H
CHMIITOMH Ha OPTOCTATHYHA XHIIOTOHUA.




EdeKT BbpXY KbPBEHETO

[IpoyuBanus BbpXy 40BEIIKH TPOMOOLMTH NOKa3BaT, ue CUAAeHahHI NOTEHITHPA in Vitro
aHTHarperaHTHHTE CBOHCTBA HA HAaTPHEBHA HUTponpycu. Jinncea undopManus 3a 6e3onachara
ynotpeba Ha cunaeHahuI Npy NALHEHTH ¢ HAPYILEHUS Ha KPBBOCECUPBRHETO WIH aKTHBHA NENTHYHA
sa3ea. Cneforarenino, cunaeHagua Tps6aa ga Obae NpHIarad NpH TAKHBA MALHEHTH CaMO e
BHUMATEHA OLEHKA MOJ3a-pHCK.

Kenu
CunpeHadun Crana He e nokasad 3a ynoTpeda npH xxeHH.

TIoMOIHY BEIIECTRA
Cunzpedadmn Crazma chaspka naxrosa. [TanyuenTu ¢ peaky HacneACTBEHH Npo6aeMU HA HEOHOCHMOCT

KBM ranakTo3a, ITbJICH aKTaseH neuUNT HIH MIOK030-ranakTo3Ha ManaGcopbuus He Tpabea
Jla NPHEMAT TOBA JIEKapCTBO.

Cunpenagun Ctana chabpxka [Torco 4R anyMHHHEB nak, KOHTO MOXe /3 NPESIN3RHKA aNePrHYHA
peaxiHH.

Cunnenagun Ctaga ¢babpxa rmoko3a. flanuenTy ¢ paaka raok030-ranakTo3Ha Manabcopbuus He
TpsAOBa Ja NPHEMAT TOBA JIEKAPCTRO.

Tozu nexapcTeeH NPOAYKT CHABPXKA NO-MasKo oT | mmol HaTpuii (23 mg) Ha TabneTka, T.€. 1o CHIIECTBO
€ HEChALPAKALL HATPHI.

4.5 B3aumogeiiCTRHE ¢ APYTH JeKapCTBeHB NPOAYKTH H APYTH (JOPMA HA BIAEMOXEiiCTBHE
EQeKTH Ha Ipyry NeKapcTBeHU TIPOAVKTH BEPXY CHiLneHADKA

llpoyusanun in vitro:

MetabonusmMeT Ha cHNACHAGDH MO MPHHLMI €& OCHILECTBABA ¢ IOMOLITA HA H30CHIHMH 3A4
(ocHoBeH IMBT) M 2C9 (BTOpOCTENEHEH TTHT) Ha UHTOXpoM P450 (CYP).

Tlopanu ToBa HHXUOHUTOPHTE HA TE3W U30EH3UMH MOTAT 2 HAMANIAT, & MHAYKTOPUTE MM — fia HOBHINAT
KIMPBbHCA HA CHIIASHADMIL.

IIpoyueanus in vivo:

[Tony naunOHHUAT GAPMAKOKHKETHHEH AHAIHU3 HA JAHHHUTE OT KIHHHYHH MPOYYBAHUA 1T0Ka3Ba
HAMANICHUE Ha KIUPBHCA HA CHIIeHADHI IPH €THOBPEMEHHO NIPHIIOKEHHE C HHXHOHTOPH Ha
CYP3A4 (xato KeTOKOHA30J, EPHTPOMHULIH, LIMMETHAKH). Bhnpeku 4e He € 6110 HabloAaBaHo
MIOBHINABAHE HA YECTOTATA HA HEKENAHUTE PEaKLMH [IPH Te3H MalleHTH, KoraTo cuigeHadun ce
npunara eqnoBpeMeHHO ¢ uHXuOUTOpH Ha CYP3 A4, TpsOBa /ia ce viMa Npe/IBM Ha4aslHa 1033 OT
25 mg.

EnnoBpemennunar npueM Ha HIV-nporeassus uHXAGHTOp pUTOHABHUP, KOHTO € MHOTO MOILLEH
nHxuOuTop Ha P450 (500 mg npyxpatHo nHeBHO), H cugenadun (100 mg enHoKpaTHa 103a) € JOBE
Ao napactsane ¢ 300% (4-kpatno) Ha Cuax Ha cungenadun u ¢ 1 000% (11-xpaTHo) Ha nIasMeHaTa
AUC na cunpnenadun. Ha 24-us yac niasMeHHTe HUBA Ha CHieHadun Boe ome ca 6N 0KojIo

200 ng/ml B cpaBHeHne ¢ HUBATa OT 5 ng/ml APH camocTosTENEH pUeM Ha cunpenadmi, Tosa
CBOTBETCTBA HA H3Pa3eHHTE eQeXTH Ha PUTOHABHD BbLPXY LTHPOK Kpbr CyOcTpaTh Ha P450).
Cunpenatun He € Okazan BIMAHHE BLPXY (apMaKOKUHETHKATA HA PHTOHABUp. B3 ocH
(papMakOKHHETHYHH PE3yNTaTH efHOBPEMEHHOTO IPUIONKEHHE HA CHIICHADHT M PUT
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NpenopBaBa (8. ToUKa 4.4) M NPH HUKAKBH 06CTOATENCTBA MAKCHMAIIHATA J034a HA CHNAcHAdU He
TpaOBa Ja HagxBRPIA 25 mg B pamxuTe Ha 48 yaca.

Ennospemenunst npuem na HIV-npoteasnns nHxubuTOp CaksUHaBUp, KOHTO € HHXHGHTOD Ha
CYP3A4, cnea nocrurate Ha paBHOBeCHM KoHUeHTpauun (1200 mg Tpu MeTH IHEBHO) U cHgeHahun
(100 mg eanokpaTHa n03a) € noBex 10 HapacTBaHe ¢he 140% na Cmax Ha cunnenadun u ¢ 210% Ha
AUC ua cunnenadun. Cungenadun He e oxazan BIHIHUE BBPXY HapMAKOKHHETHKATA HA CAKBHHABHD
(BXK. Touka 4.2). [Ipeanonara ce, ye mo-Mouny UHxuGuTOPH Ha CYP3 A4 xa10 KETOKOHA30/1 H
UTPAKOHA30J1 OUXa UMaN Olle No-CHIeH edekT.

lIpr exroBpeMeHHO ipunoxenHe na cungeHadun B eHOKpaTHa J03a oT 100 mg n yMepeHus
CYP3A4 nHxubuUTOp EpUTPOMHULIKH, Clie]] HOCTHIaHE Ha PaBHOBECHH KoHIeHTpanuy (500 mg
JIBYKpaTHO AHEBHO 32 5 MHH) ¢ Ouno Habmoaasano yeenuuenue ¢ 182% Ha cHcTeMHATa eKCIO3HIAA
(AUC) Ha cnnpenadun. Ilpu 35pasy Mbxke 06poBONLH He € GriT HaGMOAaBaH eheKT Ha
asuTpoMuLnH (500 mg nqueBno 3a 3 Auu) BBPXY AUC, Crax, tnax, €THMHHAIMOHHATA KOHCTAHTA HIH
MOTY>KHBOTA HA CHUAACHA(HII HIIK HETOBHTE OCHOBHH MeTaGONMTH B UMpKyIanuaTa. L uMeTHaHE
(800 mg), xo#iTo € uuToxpom P450 HHXHGHTOP U Hecneundruen CYP3A4 uuxuburop, e
MpEAH3BHKAT HapacTBaHe ¢ 56% Ha Ma3MEHaTa KOHUEHTPalus Ha CUIgenadu npH eAHOBPEMEHHO
NprIokKeHue ¢bC cHnaeHadun (50 mg) npu 3apasH AoO6POBONIIH.

CokbT OT rpeiindpyT e cnab unxuburop Ha CYP3A4-Menunpanus MeTaloNM3EM B YpeBHATA CTEHA H
MOX€E J1a oBeJe 10 YMEPEHO HapacTBaHe Ha IIasMEHHTE HUBA HA cuiinenadun.

EpHoxpaTHH 1034 aHTHAUM]] (MATHE3HEB XUAPOKCHD/ATYMHHHEB XUAPOKCH/) HE Ca NOBIHAIM
OHOHATHYHOCTTA HA CHIAEHAGHIT.

Burpeku ye He ca npoBexAaHN crielnHIHA TPOY4BAHHA 34 NEKAPCTREHH B3AHMOAECHCTRUA C BCUYKH
JICKAPCTBEHH MPOAYKTH, MOMYNTAlKOHHUAT PapMakoKMHETHYEH aHATH3 HE € MOKasal eeKT BhpXy
(apmaKOKHHETHKATa Ha CHIREHA(UN IPY eJHOBPEMEHHO NPHJIOXEHHe Ha 1eKapCTBa,

MpHHAAIKAM KbM rpynaTa Ha uaxuburopute Ha CYP2C9 (karo TonGyramun, sapdapuy,

dennronn), CYP2D6 (xaTo cenekTHBHHTE HHXUOUTOPH HA OOPATHUS 3aXBAT HA CEPOTOHHMHA, 6
TPHUUMKJINHHHTE aHTHACNIPECAHTH ), THASHAUTE H CPOAHH AUYPETHIH, OPMMKOBHTE H KallHii-
CIeCTsBaIKTe NIHYPCTHLN, HHXHOUTOPUTE Ha aHTHOTEHAUH-KOHREPTHPALINA €H3NM, KATIHEBUTE
aHTaroHNCTH, GeTa-anpeHOPELIENTOPHUTE AHTATOHUCTH MM MHAYKTOpHTE Ha CYP450-Menunpanus
MeTalonu3eM (KaTo pudamnuuvu, 6apSHTypaTH).

B npoy4saue npk 3apaBi 0OPOBOMUH OT MBKKH [0/ €JHOBPEMEHHOTO NPHIOKEHHE HA €H 0T IHH-
PelenTopes aHTarOHUCT —6oceHTal (uHAykTop Ha CYP3A4 [ymepen)], CYP2C9 u BeposTHO Ha
CYP2C19), B crammonapro cberosHue (125 mg 18a MBTH JHEBHO) ChC CHIJEHAGHI B CTALIMOHAPHO
cheTosiHue (80 mg Tpy ITETH AHEBHO) € JOBEO KO ChOTBETHO 62,6% U 55,4% Hamaneuue HA AUC H Cipy
Ha cunjgeHadun. Ilo Ta3u npuYHHAa €4HOBPEMEHHOTO NpHAOKeHNe Ha Moy CYP3A4 WHAYKTOpPH, KATO
prAdaMITHIKH, C& 04aKBa Aa NOBENE 10 MO-3HAYAMA HAMAJICHHs HA T1a3MEeHHTe KOHIEHTPALH Ha
cungcHathu,

Hukopanaun € XuGpua Mexny akTHRATOp Ha KaJIHEBUTE KaHANM 1 HUTpaT. [lopaan HUTpaTHATA CH
KOMIIOHEHTA CHIICCTBYBA Bb3MOXHOCT 332 CEPHO3HO B3aUMOAEHCTBHE CBC CHIeHADHIL.

Edektit Ha cuneHabu1 BpbX '} JeKapPCTBEHH 1 KTH
IIpoyveanus in vitro:




CHIfeHaduIT B PENOPBUHTEAHUTE 03K € NpubansHTenno 1 uM, He 6M MornIo 12 ce ouakBa Cigenadun
Craga na noenuge IMPBHCA Ha CYOCTpaTUTE HA TE3H H30CH3UMH.

Jlunceat nanHM 3a B3aUMOZEHCTBHETO MEX Ty cuiineHadun u Hecneuuduanure pocdoanecrepasun
HHXUOUTOPH KaTO TEOQHIIHH UK AHIHPHAAMOIL.

Iipayusanus in vivo:

B croTBETCTBHE ¢ NO3HATUTE CH NEHCTBUA BbPXY NBTA a30TeH OxcHn/ul MD (Bx. Touka 5.1)
cHnaeHaQH MOKa3a MoTeHIHpaHe Ha XHIOTEH3NBHNITE eeKTH HA HUTPATHTE M CleOBATENHO,
€IHOBPEMECHHOTO MY NIPUIIOKEHHE ¢ JOHOPH Ha A30TeH OKCHJ HIIH HUTPATH MO KAaKBATO U A4 €
jopma e npoTuBonoka3aHo (Bx. Touka 4.3).

Puomiryar: [IpeaxndBHYHA Npoy4YBaRUA OKA3BAT ACIbIHATENECH eeKT Ha MOHMKABaHE HA CHCTEMHOTO
KpBBHO HandraHe, koraro OJIES nuxubutopn ce kOMOMHUPAT ¢ pHOLMryaT. B KIMHUYHK NpOyUBaHKS &
JI0Ka3aHO, Y€ PHOLIMIYaT MOTEHIHUPA XUNoTeH3HBHHTe edekTH Ha DJIES nuxubutopure.

Hsama nanuu 3a Gnaronpuare KIHAAYEH eQexT Ha KOMGHHALHATA B IPOY4BAHATA MORY/IALHAR.
EnnospeMeruara ynorpeba Ha puonuryar ¢ ®JIES nuxubHTOpH, BIIIOYHTENHO CHIeHathUn,
MPOTHBONMOKA3aHA (RxK. TOUKa 4.3).

EnHoBpeMeHHOTO NPHJIOKEHHE Ha cHIAeHadun Ha NaUMEeHTH, KOUTO NpHeMaT anda-Grokepn, Moxe
Aa Kopefe A0 CHMIITOMATHYHA XHIIOTOHHA [IPH ManKoTO YyBCTBUTEIHH HHAHBHAN. ToRa e Hail-
BEPOATHO Ja C¢ NPOABH Npes NbppBUTE 4 Yaca cjen NpHeMa Ha cwileHadun (BX. Touku 4.2 1 4.4). B
TPH CelUPHYHU MPOYUBAHUA 33 JICKAPCTBEHU B3aNMOACHCTRHA anda-6nokepsT JoKca303uH (4 mg u
8 mg) u cunnenadun (25 mg, 50 mg uan 100 mg) ca GUIH NPUNOKEHN eAHOBPEMEHHO HA TALHEHTH C
pobpoxavuecTseHa xunepuiasus Ha npocrata (JXIT), crabunusupany Ha Tepanns ¢ JOKCa303HH.

B Te3y M3NHTBAHK NONYJALKH e HAaOMIoaBaHO CpelIHO JOMBIHUTENHO HaMaieHKe Ha KPbBHOTO
HaJIATaHE B ACTHANO NOJI0KeHHe ChoTBETHO 7/7 mmHg, 9/5 mmHg u 8/4 mmHg, u cpenro
JAOIBbJIHHTENTHO HaMaNeHHe Ha KPbBHOTO HANATaHE B M3TIpaBEeHO NOJIOKEHKE CHOTBETHO 6/6 mmHg,
11/4 mmHg u 4/5 mmHg. Korato cunnenadun u aokca3ozun ca GHIH NPHIOKEHH EAHOBPEMEHHO
IPA NAUACHTH, CTAGHAH3APAHA HA TEPAHs ¢ ROKCA303MH, Ca MOJIyYEHH PeNiKH ChoOLIIeHns 32
NIAHEHTH, KOUTO €A MOAYYHIIH CHMITOMATHYHA OPTOCTATHYHA XHNIOTOHHA. Te3H ¢hoOmeHus
BKJIIOYBAT BHEHE HA CBAT M 3aMastHOCT, HO HE U CHHKOTI.

I1pu eaHOBPEMEHHOTO NpuUnarane Ha cuiaeHadu (50 mg) ¥ TonGyramun (250 mg) uiiH sapdapyH
(40 mg), kouro ce metabonnsupar ot CYP2CY, He e 3a0eg3aH0 CHrHUGHKABTHO B3aUMOAEHCTRIE.

Cunnenadun (50 mg) He € nOTeHIHPa AOMBIHUTENHO YABIKABAHETO HA BPEMETO Ha KbpPBEHE,
NpeIM3BHKAHO OT aneTHIcanuuuiIoraTa kucennna (150 mg).

Cunnenatmn (50 mg) ne ¢ noTenNMpan JOITBIHUTENHO XHIOTEH3UBHNTE eeKTH Ha aIKOX0Ja pH
31paBHu TOOPOBOLM ChC CPEAHY MAKCHMAIIHY KOHIEHTDPALHY Ha aIKoXoJ B KpbBTa 80 mg/dl.

Kato usano aHTHXHNEePTeH3UBHUTE JI€KAPCTBA, MPUHAANEKAIM KbM CIEAHHTE KIACOBE: JHYPETHIIH,
Geta-6aokepu, ACE uaxubnropH, anrHoredsun Il auraroHucTy, aHTHXHNCPTEH3UBHH CPeCTRA
(B230aMNATATOPH ¥ LEHTPATHO AeHiCTRAINN), AAPEHEPTHYHA GIOKEPH, KA/IIHEBA AHTATOHKMCTH | anda-
anpeHopeLenTOPHY OJIOKEPH, HE Ca NOKa3aln PasIuted Mpodun Ha HeXeNaHH JEKAPCTBEHH PEAKLHH
NpH NalKMeHTH, NOIy4YaBaliy CHiaeHadgun cnpame mianeo. B cnenybu4Ho npoy4sane 3a
NIEKAPCTREHO B3aUMOJCHCTBHE, MPH KOETO Ha XUMEPTOHKLUM ¢ Oun npunoxeH cungenadun (100 mg)
€IHOBPEMEHHO C AMITOJHITHH, € HACTLITHIIO ACHBIHHTENHO TOHIDKEHHE HA CHCTONMHOTO KPE
HansArase B Jeruano noxoxesHue ¢ 8 mmHg. Ch0oTBETHOTO JOTBEIHUTEIHO IOHUKEHHE
AHACTONHOTO KPEBHO HAJNAraHe B NIETHANO nonoxedHe ¢ 6une 7 mmHg. Tesu gonsnn




NOHMKEHNA Ha KPBBHOTO HaNATaHe ca OIIH OT CXOZHA BETHYHHA C Te3u, Hab/I0OAaBaH| TIPH 3/paBy
AOOPOBONUY, NOTYUaBALIH caMO CHiTeHadhun (BX. Touka 5.1).

Cunnenadun (100 mg) He € norausn dapMakoKMHETHKATA B CTALMOHAPHO ChCTOAHUE Ha HIV-
MPOTCA3HKTE MHXHORTOPH CaKBHHABUP H PHTOHABHD, KOHTO ca c6ctpati Ha CYP3 A4,

Ipu 3npasy KoOPOBOMIM OT MBXKKH MO CHIeHad¥N B CTaKOHapHo cheTosHue (80 mg TpH MbTH
NHEBHO) € NoBeJ 5O NoBuuleHde ¢ 49,8% na AUC Ha 6oceHTaH ¥ nosumenue ¢ 42% na Cmax Ha
Oocentan (125 mg aBa NBTH JHERHO).

JlobapaHeTo Ha enMHEYHA 038 cHIeHagun KBM cakyOHTpUI/RancapTaH B CTAllMOHAPHO CHCTOSHUE TIPH
NAaUeHTH ¢ XUNIEPTOHHA CE CBBP3RA ChC 3HAYMTENHO ITO-TOJIMO NOHUXXABAHE HA KPBBHOTO HANFAHE B
CPaBHCHHE € MPUNOKEHHETO Ha CakyOHTpMIL/BaicapTaH caMocTosTenHo. [lopaau ToBa TpabBa ma ce
oOpbina 0cofeHO BHUMAHKE, KOraTo CHIEeHa(GUN ce 3aI04YBa IPH [ALMeHTH, JEKYBaHU ChC
cakyOuTpHI/BancapTaH. |

4.6 ®epTHANTET, OpeMEEHOCT H KBPMEHE
Cunzenadun He e nokasaH 3a ynorpeba npy keHw.

He ca npoBexnanu ch0TBETHH U 100PE KOHTPONHPAHH TIPOYBAHUA MPU GPEMEHHH WIK KbPMELIH
JKEHH.

B penpoXyXTHBHH NPOYy4BaHHS TIPH [YGXOBE U 3aMIM He ca GuiH HabaI0aBaHH peleBaHTHH
HEXENAHH PeaKluH Ciel NePOPaIHO MPUIIOKeHUE Ha cunaeHadu.

Jluncea edekt BbPXyY MOABHKHOCTTA HIIH MOPQOIOTHSTA HA CIIEPMATOROHIHTE CIER E€XHOKPAaTHH
nepopanyy 1034 o1 100 mg cungenadun npu 3npasu JoOPORONLH (BK. TOuka 5.1)

4.7 EdexTd BLpXY cniocoGHOCTTA 32 odHpane H paGoTa ¢ MALUAAH

Chnpenagun CTaza MOXe Na NOBNHABA B MaJlka CTeNeH ciocoGHOCTTa 33 odupaHe ¥ PaboTa ¢ MAIIHHH.
Toit kaTo B KTKHUHH TIPOYHBAHHA ChC CHALeHadmI ¢e ChOBLIABA 3a NoABa Ha 3aMailBaHe H IPOMENH

B 3pEHHETO, NALMEHTHTE TPAOBaA 1a WMAT NpeCTaBa 33 peakuuute ci kbM Cuinenadun Ctaga npenn
wodupane ik pabora ¢ MAITHHA.

4.8 Hesxeanu NeKAPCTBECHH PeaKIHE

Kparko onncanye Ha npodusia Ha 6e30nacHoCT

[Ipodunst Ha Ge3onmacHocT Ha cunaeHadun e 6a3upas Ha 9 570 mauvenTy B 74 ABOWHOC /IENH
NIaLeOOKOHTPONHPAHY KIIHHHYHA npoy4saHus. Hali-uecto ¢h06maBaHnTe HEXeNaHN PeaKIHH B
KNHHUYHATE NPOYYBAHNA Cpell MALUEHTHTE, Ha KOWTO € TMPUJIaraH cHajeHadun, ca Gunu raapoSonve,
3a4epBABaHe, AUCHENCHA, HasalHa KOHIeCTHA, 3aMaHBaHe, ralieHe, ropeltd BhIHH, 3PHTCIHH
HAPYIIEHHS, IHAHONICHS W 3aMBITICHO 3PEHHE.

Hexenanu peakiun no Bpeme Ha NOCTMapKETHHIOBOTO HabmoaeH e ca chGHUpaHy 1 MOKPHUBAT
npuoAM3NTENeH Nepuok oT >10 roannu. YecToTaTa Ha Te3H HEXENaHN PEaKIHH He MOYXKE J1a ce OmnpeaAcnu
C JOCTOBEPHOCT, THH KaTO HE BCUYKH HEKEIAHH POaKUHH €& ChbOOIECHH Ha [IPHTEXATENA HA
paspeuIcHHeTo 3a ynotpeba i BKntouenH B 0aszaTa JaHHY 3a 0e30MacHOCT..

Tabnyuen cNUCHK Ha HEXETAHUTE JIEKAPCTBEHU PEAKIUU
8




B rabmunara mo-g0/1y BCHYKH KNTHHHYHO BRXKHH HEXEIAHH PEaKUUH, XouTo ca Habaionapauy B
KJIMHHYHH NPOYYBaHHs ¢ YECTOTA NO-roaMa oT Iyianedo, ca OnMcany 1o cUCTeMO-0praHeH Kac H
4ecToTa (MHOTO UecTH (= 1/10), yecTn (= 1/100 no < 1/10), HeuecTs (= 1/1 000 to < 1/100), peaxu
(= 1/10 000 ao < 1/1 000).

ITpu BesAko rpynupane B 3aBHCHMOCT OT YECTOTATA HEXENaHWUTE JieKaPCTBEHH peakiiu ce n30posBarT B
HU3XOAAI pex N0 OTHOLIEHHE Ha TAXHATA CEPHO3HOCT.

TaGnaua 1: KnAHAYHEO BAXKHHE HEXKeAAHH PeaKIHN, ChoOMIeHH ¢ 1ecTOTa, HO-roJISMa OT
9eCTOTATA HA IJIane(0 B KORTPOAXMPAHHA KIRHAYHEHE NPOYIBAHNA, H KIHHHIHO BAKHA
HEXKCJIAHH PeaKIEH, CHO0IeHH N0 BpeMe Ha NOCTMAPKETHATOBHSA HepHOA

Cucremo-opranna Mn=oro YecrH HeuecTn Peaxn (21/10 000 n
KJAACHPRKIHA YeCTH (1/100 n (=1/1 000 n <100) <}1/1000)
(=1/10) <1/10)
HUndexuvn U PHHHT
uHdeCcTaAMH
Hapymenus Ha CBpbX4YYBCTBUTENHOCT
HMYHHATa CHCTEMA
Hapyuienus na rnarobonue | samaiiBane CBHIHBOCT, Mo3buHO-CBHNOB
HEpPRHATA CHCTEMA XHIIOECTEINA HHIMJIEHT,
TpaH3UTOPHA
HCXEMHYHA ATaKa,
repu*,
peluayBHpaly
IepuoBe*, CHHKON
Hapywmenns Ha ounTe PascTpoiicTea | HapymeHusa Ha HeaprepurHa nipeaHa
Ha UBETHOTO CHJI300TACHIHETO* **, | pcxeMHUHA ONITUYHA
3peHune* ¥, bonka B o4uTe, HEBpOIaTHA
3PHTENHH porodobus, (HAHUOH)*,
HAPYLICHHA, doTomncud, OTHa peTHHANSH
3aMBIJIEHO XMIPEMHA, 3ACHIEHO | KPbBOH3JIUB,
3peHne Bb3NpHeMaHe Ha apTEePHOCKIIEPOTHHHA
CBeT/IMHATA, PETHHOTIATHA,
KOHFOHKTUBHUT HAPYINEHUS Ha

PETUHATA, IIIAYKOMa,
HapyINCHUS Ha
IPHTEAHOTO HOJE,
AMILIOMKS, HAMaJIEHa
3pUTENIHA OCTPOTa,
MHOTIHS,
acTEHOMNATHS,
MBIJIABUHH B
CTHKJIOBHIHOTO
TAJIO, HAPYLIEHNUS HA
MpHUCca, MEAPHA3a,




OKOTO, MOTYBaHE Ha
OKOTO, HapywieHHe
Ha 0KOTO,
XHIIepEMHS Ha
KOHIOHKTHBATA, 0YHO
Apa3HeHe, A0HOPMHH
ycelllaHus B oUMTe,
€1EM Ha KIIenayva,
NpOMAHA HA BETA HA
cKiiepata

KOXaTa 1 NOAKOXKHATa
TbKaH

HapymeHnus Ha yXoTo Bepruro, tuantyc I'myxoTa
H 1a0MpHHTA
Copaeunn HapylleHus Taxukapnua, BHesanua cppiedHa
HalruTaluu cMBpT*, MHOKapACH
MH(pAPKT, KaMepHa
apUTMHS*,
OpeACHPAHO
MBXKAEHE,
HecTtabuTHa
CTEHOKapAuA
Coa0BH HapyLIEHHA 3aueppipane, | XunepToHus,
rOpeIH XUMIOTOHHSA
BBJIHH
Pecnuparophuu, Hasanna Enucrakcuc, CraraHe B repJioTo,
I'PBAHU H KOHT€CTHA KOHTeCTHA Ha Ha3aJIeH eaeM,
MEIHACTHHATHE CHHYCHTE CYXO0Ta B HOCA
HapYUICHNS
CroMamuo-4peBHA I'anene, ['acTpo-e3odareanta Opanna xunocTe3us
HAPYLIEHNA AUCTIETICHUS pednykcHa bonecr,
NOBPLILaHEe, OONKH B
ropHata 4acT Ha
KOPEMa, CYX0Ta B
ycrara
Hapymenus sa 00puB Cunapom Ha

Stevens-Johnson
(SJS)*, Toxcuyna
eNMHaepMaNHa
Hekponnsza (TEN)*

Hapymenus xa
MYCKYJTHOCKENETHATA
CHCTEMA H
ChbeIMHUTENHATA
ThXaH

Mmuanrus, Oonku B
Kpaltnuuute

HapyeHus Ha
O6BOpenyTe N
NMHKOYHHTE M THIA

XeMaTypus

Hapynienns Ha
BB3MPOH3BOAUTEIHATA
CHCTEMA M repaara

TleuuneH
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XEMATOCTIEpPMHA,

YABLIKEHA epeKLs
Obmu RapyileHHd W I'ppana Gonka, ymopa, | PasapasHuTenHOCT
e(eKTH Ha MACTOTO Ha yCell{aHe 3a ropellinHa
TIPHIIOKEHHE
Hscnensanns YBeHYEHA ChPALTHA
JEeCTOTA

* ChollmeHu caMo npy MOCTMAPKETHHIOBOTO HaOmMoneHue

** PascrpolicTsa Ha HBETHOTO 3peHHe; XJIOPONCHS, XPOMATONCHS, IMAHOTICHS, CPHUTPONCHA ¥ KCAHTOIICHS
“** HapymeHHs Ra ChLJI300TAEIHHETO: CYX0TA B OUATE, JaKPHMAIHO HAPYIIERHE B MOBHIIEHO
CBL/A300TACHAHE

CrobiiaBane Ha MONO3MPAHN HEXEeIauu peaKkuuu

CrobiapaneTo Ha NOAO3HpaHH HEXeENaHH PeaklUH Crell PAIpeIaBane 3a ynoTpeba Ha nekapcTenus
IpOJYKT € BaxkHO. TOBa O3BOMIABA 14 IPONBIDKH HAGTIOAEHHeTO HA CHOTHOIERHMETO NOMN3a/PHCK 32
NIEKApCTBEHUA MPORYKT. OT MEIMUMHCKATE CIIEUMATHCTH Ce M3HCKBA 1A Cho01aBaT BCAKA 0/103HpaHa
HeKenaHa Peakiua upes:

H3nbLAHATETHA ATEHUHSA N0 JIEKAPCTBATA
ya. ,,JJamsaa 'pyep” Ne 8

1303 Codus

Texn.; +359 2 8903417

yebcalit: www.bda.bg

4.9 lIpego3upane

CyMOTOMH

B npoyuBanusd BepXy NoGpOBONIIH ¢ eXHOKpATHH A03H Ao 800 mg HexenaHuTe peaxus ca OHTH
noA0OHN Ha Te3H, KOUTO & HAGMIOAABAT TIPY NO-HICKH NO3H, HO TAXHATA YECTOTA H TEWECT ca GHin
no-ronemu. osw ot 200 mg He ca gosenH 50 NOBHIIeH e HA eQEKTHBHOCTTA, HO YECTOTATA HA
HEXeNaHuTe peakuuy (r1apoOoinue, 3a4epBiBaHe, BHEHE HA CBAT, IUCNIENICHA, HA3aJIHA KOHIECTHS,
HapyHIEHO 3pEHKUE) € HapacTRasa.

JleyeHHe

B cxyyali Ha npefo3Hpane CTAHAAPTHHTE MEIHLNHCKA MepKu TpaOBa fa 6bIaT cho6pasesH ¢
KOHKPETHHTE HYXAU. XeMOHANN3aTa He YCKOpABa KNUPBHCa Ha ciuieHadm, Thit KaTo TOM ce
CBBP3BA BB BUCOK NMPOLEHT C NIA3MEHUTE NPOTEHHH U HE Ce eNMMHUHApA C yPHHATA.

5. DPAPMAKOJIOI'HYHHA CBOMCTEBA

5.1 ®apMaxoJUHaAMHYHH CBOiicTBa
PapMakoTepaneBTHYHa rPyna; YPolorHyHH cpeacTsa. JIekapCTea, KOMTO C8 M3NON3BAT NPy
epexTHiIHA gucynkuua. ATC kox: GO4BEQ3

MexaHusbM Ha NielicTRHIE
Cunfienadun iy 3a NepopaaHo eyeHHe Ha epeKTuiINaTa AucdyHknus. B ecTecTsenu ycnosns,

T.€. [IPH CEKCyalHa CTUMYIallid, TOH Bb3CTAHOBSBA HAPYIIEHATA ePEKTUIHA PYHKIHMS gpes
yBENHYaBaHE HA KPBBOTOKA KbM TIEHHCA.

DH3HOIOTHYHHAT MEXAHH3BM, OTTOBOPEH 33 ePEKUHATA HA IERUCA, BKIIOYBA OCBOGONIAB
a30TeH okcual (NO) B KaBepHO3HOTO TATIO O BpEME Ha ceKcyanHa cTuMynanua. Cnel To
aKTHBHPA €H3UMAa I'yaHHJIaT 1UKJIa34, KOETO BOAK A0 NOBHILABAHE HA HUBATA HA LIKKJI
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MoHohochat (Ul M®), a ToBa BOAM A0 OTHYCKAHE HA INIaJKaTa MyCKYaTypa B KaBEPHO3HOTO TANO H
HPUTOK Ha KPbB KbM HEro.

Cuipenadni e MolleH M CeleKTHBEH HHXHOHTOP Ha Wl M®D-cneunduunara pochoauectepasa Tum 5
(PAES) B xopmyc KasepHO3yM, kbaeTo OJIES e oTrosopHa 3a pasrpaxaanero Ha ul MO.
Cunpenadpun nma neprudepHo MACTO Ha AeicTBHE BHPXY epexuuara. CunaeHadun HiMa Npax
penakcupain egexTt BpPXy H30MMpaH YOBEIIKH KOPIYC KABEPHO3IYM, HO MOLIHO YCHIIBA
penakcupamys epekt Ha NO BBpXy Ta3n ThKau. [IpH akTHRHpaHe Ha MeTaGONHTHATA BEpUTa
NO/ul’'M®, kakTo crapa nIpH CekcyasHa cTHMYnauud, uuxubrpaneto va OJIES or cunaeHadun Boan
1o MoBUIlcHH HHBa Ha Ul M®P B KaBepHO3HOTO Ta10. CHEOBATEIHO, 32 1A MOXKe cUIAeHa(gun 1a
OCBINECTBH CBOUTE XXeNaHH ONaronpusTHH GapMakonorndiy edexTr, ¢ HeoOXoAMMa CeKeyanda
CTUMYJIALIMA.

DapMakoaUHAMUYHH etheKTH

ITpoyuBanusiTa in Vvitro ca noxasajnm, ue cHnAeHa(pun e cenexTupel 3a GJIES, kosTo yyacTsa B
npoueca Ha epekuus. Heropuar edexr Bepxy OJES ¢ no-MomeH, 0TKONKOTO BEPXy APYTUTE
H3ReCTHH docornecTepasu. Toll ¢ 10-kparno no-cenekrnsen 3a GIES, otkoakoto 3a GJIESG, kosTo
y4acTBa B nipolieca Ha (poTOTPAHCAYKLMs B peTHHATa, B MakcuMalHy npenopbuiTenHy 1034
CeNEKTHBHOCTTAa My € 80-kpaTHO no-Bucoka 3a GJIES, orkonkoro 3a ®JIE1 u Hag 700-kpaTHo no-
BHCOKa, oTKONKOTO 33 DJIE2, 3,4, 7, 8,9, 10 n 11. Ilo konkpeTHO, criaeHadun uma 4000 meTH NO-
ronama cenektusHoctT 3a GJIES, otkonkoro 3a OJIE3 — usodopmara Ha ntAMOD-cnenuduyrara
dbochoauecTepasa, yuacTRalla B KOHTPOIA HA CEPAEYHHS KOHTPAKTHIHTET.

Knuxnuna eguxachoct 1 HezonacHoct

JIBe KIIMHHYHH IPOYUBAHHA ca OUNM ClielkalHO NPOoBeieHH, 34 1a C€ OLEHH BPEMEeTO, KOETO €
HeoOX0AUMO, 32 Na C€ MOJYYH €peKIius B OTTOBOD Ha CEKCyaliHa CTHMYNAIHs Cliell NpUeM Ha
JeKapcTBOTO. B mpoyuBaHe ¢ U3NOJI3BaHe Ha MieTH3Morpadus Ha nenrca (RigiScan) npu nanuenty,
KOMTO Ca NPHENH CHIACHAQHUN Ha r11afiHO, CPENHHAT NEPHOA A0 HAYAJIOTO Ha eeKTa TPH TE3U OT TAX,
KOHTO Ca MOJNyYHJIH epeKLHs, XapaKrepusupama ce ¢ 60% puruadoct (10cTaTbyHa 33
OCBHLUECTBABAHE HA MMONOB aKT), € 6un 25 MuuyTH (0T 12 a0 37 MuByTH). B ApYyro npoyusase ¢
RigiScan cunnenadmn gopu 1 4-5 vaca cien npueMa e 1aBajl BE3MOXKHOCT 3a MONYYaBaHe Ha epeKuus
B OTTOBOP HA CEKCYallHA CTUMYJIalits.

Crnaenadi npeau3BUKBa NeKH U NPEXOAHH NORUKEeHNA Ha KPBBHOTO HaJlArane, KOMTO B
MHO3HHCTBOTO OT CMYYaHTe [IPOTUYAT Oe3 KIHHHYHa CUMnToMaTHKa. CpeaHaTa CTOMHOCT Ha
MAKCHMAIHOTO NOHMWKEHHE Ha CUCTONHOTO KPBBHO HAATAHE B IETHAO [TOOXKEHUE ClIe] IEpOPATICH
npueM Ha 100 mg cunpenagun ¢ Ouna 8,4 mmHg, CroTeeTnara npoMaHa B JHACTOIHOTO KPLBHO
HajIATaHe B JIeTHaI0 Nonoxenue e Ouwna 5,5 mmHg. Te3u nonnKeHHA HA KPHBHOTO HANATAHE
CBOTRETCTBAT Ha BA3OJUNATATUBHHA edeKT Ha cUnaeHadu, KOKTO BEpOITHO Ce ALKK Hall
NMOBHIIEHNETO Ha HUBaTa Ha ul M@ B ruajkata MyckynaTypa Ha KpbBOHOCHHTE CbaoBe. [Ipu 3aparu
A0OpOBONIM eAMHHYHA nepopanda 103a Ao 100 mg cunigesadun He BOAH 10 KIMHMYHO 3HAYMMH
npomenn B EKT',

B npoy4saHne BppXy XeMOgHHaMHYHNTe e)eKTH Ha eJHOKPaTHa NepopanHa foza ot 100 mg
cunpenagun npy 14 nanwenra ¢ rexxxka UBC (> 70% creHo3a ua roHe eiHa KOPOHAPHA apTepnd),
CPETHUTE CTOHHOCTH Ha CHCTOAHOTO M AUACTONHO HANIAraHe B IIOKOH ca ¢e MOHHXHIH CHOTBETHO ChC
7% u 6% cnpsamMo uzxoauute. CpeHOTO CUCTONHO GenoapobHo HaaAraHe ce € NOHIKUIO ¢ 9%.

CunpieHagun He e NpeaU3BHKAN NPOMAHA B ChPAcUHUA AeOKUT 1 HE € HAPYLIMI KPbBOTOKA Mpe3
CTECHEHUTE KOPOHAPHU APTEPHH,

B asoiinocndno, mianedo-KOHTPOIMPAHO NPOYYBaKe, BKIIOYBALIO CTPEC-TECT C HAT
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HalpaBeHa OUCHKa Ha 144 nauMeHTH ¢ epEKTHIHA JHCYHKIHA ¥ XPOHUYHA cTabUNHA CTEeHOKApIH,
KOWTO NPHEMAT PEROBHO AHTHCTEHOKAPIHY IEKapCTBEHH IPOAYKTH (C H3KITIOUEHUE HA HATPATH ).
PesynraTture ca noka3sanu, 4e HAMa KITHHAYHO THAYUMH Pa3/IMKu MeXAY CHincHagun u nnanebo
BBBBPEMETO JI0 NIOABA HA THMHTHpAIlA CTeHOKApAKA.

Eavn yac ciexn npuem Ha 100 mg cunaenadun npu Manbk 6poif manyeHTH ca ¢e MOSBHIIH JICKH U
NPEXOAHH MPOMEHU B CIIOCOOHOCTTA 3a pa3NHYaBAHE HA LBETOBETE (CHHbO/3€IEHO), H3CAEABAHA C
[MOMOIITa Ha TeCTa 3a pasrpanyyapane Ha 100 uperopy orrenpka Ha Farnsworth-Munsell, kato 2 yaca
cnen IpHEMA Ha NEXapCTBOTO eeXTHT e OTIBYYAN HAbJIHO. BEpOATHHAT MeXaHH3EM Ha Ta3H
NpoMsHa B LIBETOBAaTa JUCKPHMUHALIMA € CBBp3aH ¢ MHxKHOUpaHeTo Ha PJIE6, KOATO yuacTBa BB
PoToTpaHCAYKIIMOHHATA KacKaja Ha peTuHara. Cunaenagun HaMa HUKakeB edekT BBpPXY 3pUTeNHAaTa
OCTPOTA HIIH YCEUIaHeTO 3a KOHTpacT. B Mmaiiko mianebo-KOHTPOARPAHO NPOYUBAHE MPH NALHEHTH ¢
AOKa3aHa PaHHA BB3pacTOBO-00yCI0BEHa AereHepalllsa Ha Makynara (n=9) cunaeradun (100 mg
¢IHOKPATHA /103a) He € A0BeJ 10 CHTHH(HKAHTHH MPOMEHHK B MPOBEAECHHTE 3PHTEIHH TECTOBE
(3pHTENIHA OCTPOTA, pellieTka Ha Amsler, BeTORa AUCKPHMHUHAMA Ha CHMYJ/IHPAHA ITETHA CBETINHHA
cHrHanusagua, nepamerpy Ha Humphrey u doroctpec).

He e ycraHOBeH edexT BhPXY NOABHIKHOCTTA HIIH MOP(ONIOrHATa HaHA CTIEPMATO30UANTE CIIe]
eIHHAYHA nepopanHa no3a oT 100 mg cunnenadun npy 3xpasu A06poBosiy (BHXTe TOUKa 4.6).

Honveanumenna ungopmayus 3a KIUHUIRY NPOYYBaHUS

B knuHUYHH NPoyYBaHus CHIAeHadrn ¢ Oun npusiiokeH npH noseve ot § 000 nanueHTH Ha BE3PacT
19-87 roadHn. buny ca npeACTaBeHN CleJHNTE IPYNH NAIMEHTH; TANUEHTY B HANIPEIHANA Bh3PacT
(19,9%), naumentn c xunepronus (30,9%), zaxapen auadet (20,3%), ucxeMuuna Gonect Ha CLPLUETO
(5,8%), xunepnunuaeMus (19,8%), TpasMu Ha rppOHauuna Mo3bk (0,6%), penpechs (5,2%),
TpaHCypeTpaiHa pesekuud Ha npoctatara (TYPII) (3,7%), paaukanna npocratekroMius (3,3%).
Cnenuvre rpyny He ca OUNM JOCTATHYHO NPeACTABEHH MIIH ¢a OWIH H3KIIOYEHH OT KIMHHYHHUTE
NPOYYBAHHA: NAUCHTH € ONEPALIHA B MaNKUA Ta3, MAIUEHTH CIEM JBYESTEPANHS, TAHEHTH ¢ TEXKO
OBOpedHO B YepHOAPOOHO YBpEXKAaHE H NAUKCHTH C HAKOH ChPASHHO-ChAOBM Npobiemy (BX.
TouKa 4.3).

B npoyuBaHusTa ¢ (pUKCHPaHU 103U, NPOLEHTHT Ha NAIUEHTHTE, ChODIIABALIH, YE JEYEHUETO €
nono0puno TAXHaTa epeKuusd, e 6un 62% (25 mg), 74% (50 mg) u 82% (100 mg) cupamo 25% npu
nnauedo. B KOBTPOIHpaHH KNHHUYHY NPOYUBAHAA YECTOTATA HA NNPEKECBAHE HA ICYEHHETO ChC
cungeHadun ¢ Huna HucKa ¥ Noao0Ha Ha Ta3u npH Niaue6o. 3a BCHUKK NPOyYBAHNS IPOLEHTHT Ha
NalMEHTHTE, CBOOINABAIIH 33 mogodpenne che cunaeHathun, e Ouna, KakTo Cnejpa: NCHXOreHHa
epexTHIHa AuchyHkims (84%), cmeceHa epekTunua xuchyHruus (77%), OpraRHYHa epPEeXTHIHA
nvchyHKuua (68%), nauueRTd B HanpeaHana ss3pact (67%), 3axapen anadet (59%), UBC (69%),
xunepronna (68%), TYPII (61%), pannxainna npocraTrekroMud (43%), TpaBMa Ha rpeOHavHug MO3EK
(83%), nenpecus (75%). B pbarocpousu npoyvBanus 6e30nacHOCTTa H €EKTHBHOCTTA Ha
cunpenadhun ca ce 3amazmmm.

lienyaTpuyHa monynaiyug
EBponelickaTa areHus 1o JeKapeTsaTta 0CBoOOKIaBa OT 3aAb/DKEHHETO 34 fnpeaoCTaBqaHE Ha

pe3yITaTuTe OT MPOYIBAHUATA CHC CUAACHAPUI BBB BCHYKH IIOATPYHH Ha NeJHaTpU4YHATA oNyaauus
33 JICYEHHE Ha epEKTUIIHA JUCQYHKIHA (BX. Touka 4.2 3a MadopManis OTHOCHO ynotpeba B
e IMATPHIATA).

5.2 ®apMakOKHHETAYHH CBOHcTBA

AGcopliua
Cunpenagun ce abecopbupa 6bp30. Habnogasanure MaKCHMATHH M1a3MEHH KOHII
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AocTHrar B paMkuTe Ha 30 10 120 munyTH (cpenna cTolihocT 60 MHHYTH) el NepopalicH pHeM Ha
rnaguHo. Cpegxata abCconOTHa nepopaiHa 6GnoHanu4dHocT e 41% (quanazon 25-63%). Cnen
nepopanel npuem Ha cunaenagwit, AUC 1 Cmax HapacTBat MPoHopLHCHATHO HA A034Ta B
NpenopbYaHuTe 1030BH rpadui# (25-100 mg).

Koraro cunaenagun ¢ce BzeMe no BpeMe Ha XpaHeHe, CKOpOCTTa Ha abcopOuHg HaMANSBa, kaTo
cpeaA”oTo 3abaBade Ha tmax ¢ 60 MUHYTH, a cpenHOTO noHmxkenre va Cmax e ¢ 29%.

Pasnpenenenue

Cpexnnnar obeM Ha pasnpenencHue B pasHoBecHo ¢berosnue (Vd) Ha cunaenadun e 105 1, koero
TOBOPH 32 pasnpelnencHue B ThKankTe, Cnesl eAHMHIYHA nepopanda 1032 ot 100 mg cpennara
MaKCHManHa 1nasMeHa xOoHLeHTpauus Ha cunaesadun ¢ npubmuzutento 440 ng/ml (CV 40%). Toit
KaTo CHNieHadgun (M HEroBUAT OCHOBEH LIUPKY/Mpail N-1e3sMeTh1 MeTaboIiT) € CBLP3aH ¢
nnazmMennte Oentbiy B 96%, TOBA BOAH 40 CpeOHA MAKCHMAJNIHA KOHUEHTpauus Ha csoboasara
(popma Ha cunaenadun B nnasmara ot 18 ng/ml (38 nM). Cepp3BaneTo ¢ MIPOTEHHHTE € HE3ABHCHMO
OT 06111aTa nexapcTBeHa KOHUESHTPAITHA.

[1pu 3nparu noSposonuy, nonyuasamu cunaesadun (100 mg B eqnokpaTHa A03a), mox 0,0002%
(cpeano 188 ng) o1 mpunoxenara no3a € 6Una yCcTaHOBEHA B eaKyaata 90 MHEHYTH Cliel NpHEMa.

buorpaHchopmaiiks

Cuangenadun ce MeTaboMM3Apa INMABHO OT H3OEH3UMHATE Ha yepHoapoOruTe MukposoMu CYP3A4
(ocnoBen opT) H CYP2CY (BropocreneHed mweT). OCHOBHHAT WHPKYTHpAIL METAabOMUT ce NOiy4aBa B
pesynrar Ha N-ne3MeTHIHpadero Ha cunaeHadun. To3u Merabonut uMa npodun Ha
(hocdomnecTepazHa CENEKTUBHOCT, NOJ00EH HA TO3H Ha cWIieHad N, | 1n Vitro MOIHOCT CIPAMO
OJES npubauzurenno 50% ot Tazu Ha H3XOAHOTO AKTHBHO BEIIECTBO. [1NazMeHNTe KOHLIEHTPALNH
Ha MeTadonuTa ca npuoausnTenHo 40% oT Te3u Ha cunAeHadpun. N-ge3meTnn MeTabonuThT ce
MeTabonK3upa JOMBJIHUTEHO H UMa KpaeH molnyKHBOT 0KONIO 4 yaca.

Ennmunvpane
Toraneuar Tenecen KHpsHC Ha cunfenadun e 41 Uh ¢ nomyxkuBoT B Kpaiina $asa 3 — 5 gaca. Cnex

TIIEPOPANHO HNH BEHO3HO NPUIIOKEHNES CUNACHADHN ce eKCKpeTHpa oA GopMara Ha MeTabomnTH
IIPEANMHO ¢ M3NpaxHeHHATa (NpubnuzutentHo 80% ot npunoxeHata NepopaiHa 103a) B B NO-MaJKa
cTeneH ¢ ypuHarta (npubnmzutendo 13% ot npunoxeHara nepopanHa 103a).

QapMaKOKHHETHKA NIpH CTIEUHATHY MPYIIY NAIYEHTH
Cmapwecxa gv3pacm

3apaBy A00POBONLM NALMEHTH B HanpeaHaANa BbapacT (Ha 65 uny noseuye roidHK) ca MMaliy HaMajieH
KJTMPBHC HA CHIIEHA(HN, KOETO € JOBENO A0 ILIA3MEHH KOHIICHTPALMH HA CHILACHAdMI ¥ Ha
aKTHBHHUS N-ae3MeTUnHpad MeTabomuT No-BHCOKH ¢ 0Kono 90% B CpaBHEHHE C YCTAHOBEHHUTE TIPU
3ApaBu no-mianu Jo0posoniu (18-45 roannn). lopaau Bb3pacTOBH pasivKH B CREP3BAHETO ¢
ITa3MEHHTE NPOTEWHH CHOTBETHOTO YBETUUEHNE HA KOHLCHTPALMHTE Ha CBoDOIeH cuizieHadun B
raasMata e 6uno ¢ okono 40%.

Bvbpeuna nedocmamvunocm
[Tpn noSporonuu ¢ nexo Ko yMepeHo ObOpeuHO yBpexaaHe (KpeaTHHHHOB KAHpbHC = 30-80 ml/min)
(papMaKOKMHETHKATA HAa CUNZIEHAH € ocTaHAIa HEMPOMEHEHa el IPHEM HA eIHHHYHA MEpOpaiHa
nosa ot 30 mg. Cpeanute crofiHoctd Ha AUC u Cmax na N-zesmeTniupanns MeTabonur ¢a

HapacHalli CbOTBETHO € 10 126% u 10 73% B cpaBHEHMe ChC CLOTBETHHU 110 BB3pacT AOOpoRONIH Oe3
6B6peydHo ypexaane. Hopaau BHCOKNTE HHOMBUAYATHH BapHalliH, 06ave, Te3H pa3ink
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cpeano HapacTsahe Ha AUC 1 Cmax cbe cbotBeTHO 100% 1 88% B cpaBHEHUE CBC CHOTBETHH MO
BB3pacT 100popomm 6e3 0Or0peuno yepexaane. Oceen Topa croiinoctute Ha AUC u Cmax Ha N-
Be3MeTHNTHpaHus MeTabouT ¢a HapacHanH 3Ha4YMMO, ChOTBETHO ¢ 200% 1 79%.

Heproopobna Hedocmamuvunocm

IIpu no6poBoM ¢ Neka 10 yMepeHa cTeleH Ha YepHOAPoOHa Wuposa (A 4 B no Child-Pugh)
KIHPBHCET HA cunacHadu € bul HamaleH, KoeTo € aoseno 20 Hapactbane Ha AUC (¢ 84%) u Ha
Cmax (¢ 47%) B cpaBHEHNE CBC CHOTBETHHA 11O BB3pacT A0OpoBonLy 6e3 YepHoApoOHO yBpekaane.
(dapMakOKUBETHKATa Ha CUNLeHadhUN IPH MAUUEHTH ¢ TEKKO HapylleHa YepHOApoOHa PyHKIMS He €
[IpOy4YeHa.

5.3 llpeaxnnHdYEN AaHHH 33 Oe3onacHOCT

Hexnuuuuynute AaHHN He NOKA3BAT 0COOEH PHCK 3a Xopara Ha 6a3a Ha KOHBEHIIMOHAIHHTE
(GapMaKkoJOTH4YHH M3NUTRAHUA 32 6€30MTaCHOCT, TOKCHRHOCT HpH MHOTOKPATHO HPHIIOKEHHE,
IeHOTOKCHYHOCT, KaPLUHHOTCHEH NOTEHIHAT H PEIIPONYKTHBHA TOKCUYHOCT,

6. PAPMAINNEBTHYHU NAHHU

6.1 Cnucek HA NOMOLIHUTE BeleCTBA

Hopo na mabaemxama:

JlakTo3a MOHOXHApAT

MuxpokpucTtanta uenynosa (E 460)
Xuppoxcunponunuenynosa (E 464)
Kpockxapmenoza HaTpui

Harpues creapun ¢ymapar

CvnnnmeB I1uokcHa, konouaeH 6e3soneH (E 551)

Dunmo8o noxkpumue:;

Huanro xapmus (E 132)

Tpurnuuepdiu ¢sC Cpeada AbIAKHHA H BepHraTa
Xunpomenosa (E 463)

MantonexcTpuH

ITonuzexcrposa (E 1200)

IToxnco 4R anymunues nax (E 124)

Tank (E 553b)

Twrados anoxcup (E 171)

JlexcTpo3a MOHOXHIpAT

Jewrtut (coes) - (E 322)

AnyMuHMEBO-KanueB cuuxar /onBetuten TutanoB anoxkeus (E 5535)
KapboxcumeTunuenynosa Hatpuli (E 446)

6.2 HecnLBMeCcTHMOCTH
He e npunoxmnmo.

6.3 Cpox Ha rogrocT
5 roaAHHH

6.4 Cneunajanu YCJI0BHH HA ChbXpaHeHHE
To3u jiexapcTBEH NPOAYKT He M3NCKBA CIICHHAIHY YCI0BHS HA ChXPaHEHHE.

6.5 Jlannn 3a onakoBxaTa
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bauctepu ot PVC/PVDC -anymunneso donmo, ceappkamn 1, 2, 3,4, 8, 12, 24, 36, 48 u 60 Tabnerku,
He BCHUKM BMAOBH ONIAKOBKH MOTAT Aa ObJAT IyCHATH B IpoaaxcoOa.

6.6 CpenmanHy NpeANa3sHY MEPKM NPH H3XBLPpJaAHe u paboTa

Hsama cnennanin n3suckeaHus.

7. IPUTEXKATEJ HA PASPEIIEHHETO 3A YIIOTPEBA

STADA Arzneimittel AG

Stadastrasse 2-18, 61118 Bad Vilbel

['epManns

8. HOMEP(A) HA PAZPEIIIEHMETO 3A YIIOTPEBA
Cungenadun Craga 25 mg: 20110115

Cungpenapun Crana 50 mg: 20110116
Cungenadnn Crana 100 mg: 20110117

9. JATA HA TbPBO PAZPEINABAHEAIOAHOBSIBAHE HA PASPEINEHHUETO 3A
YIIOTPEBA

Jata Ha mppBo paspemapane: 28.02.2011
Hata Ha nocnenaHo noaxHoeasane: 30.07.2014

10. JATA HA AKTYAINIUPAHE HA TEKCTA

04/2022
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