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1. HMME HA JEKAPCTBEHUSI IIPOAYKT | 14 -07- 2002

Cunerpua 50 mg dunmuparv Tabaetku
Silegria 50 mg film-coated tablets

Cuierpua 100 mg dbunmupanu tadaetku
Silegria 100 mg film-coated tablets
2. KAYECTBEH 1 KOJIMYECTBEH CHCTAB

Bcsika tabnerka Cunerpua chabpxka S0 mg win 100 mg cunnenadun (sildenafil) xato cunnenadun
LUMIpar.

3a TBJIHHUA CMHCEK HA MOMOIIHUTE REINECTRA RUKTE Touka 6. 1

3. JEKAPCTBEHA ©@OPMA
Ounmupana rabierka
Cunerpua 50 mg punmupany TabneTku

CuHs, Kpbria, 1BOHHOM3ITbKHANA QuIMHpaHa TablieTKa C [AeJMTENHA YEPTa OT €lHATA CTPaHa,
pasaensiua ,,7” ¥ ,,8” ¥ rnaaka ot Ipyrara crpaHa.

Cunierpna 100 mg dunmMupanu TaGneTku
Cunsl, kpbriaa, 1BoMHOK3NbKHANA GHIMHpaHA TablIeTka C AeUTeNIHA YEPTa OT e1HATA CTPaHa,
pasgensiua ,,8” v ,,8” v rnazaka ot Apyrara crpaHa.

4. KJIMHWYHU JAHHHU
4.1 TepaneBTHYHH MOKA3AHHSA

JleueHue Ha MBKe C CPEKTU/IHA )ZlI/ICbeHK]_IPIﬂ, KOATO NpeAcTaB/isiBa HECTIOCOOHOCT 3a IIOCTHIraHe WK
3aAbpKaHC Ha €PCKUMA Ha NICHMCA, JOCTAaTbYHA 32 3aJOBOJIMTEJICH CCKCYaJICH aKT.

3a na 6bae edexTrBeH cunaeHadui, € HeO6XOUMa CEKCyanHa CTUMYIALIUSL.

4.2 Jlo3HpOBKA H HAYHH HA MPHIOKEHHE

2031/1[2031(3

Bw3pacmuu
IIpenopbumTennara 103a € 50 mg, KOUTO Ce MPUEMAT MPHU HyXKIa NPUOIUIMTENHO €IMH YAC TIPEIH

CeKcyanHus akT. B 3aBMCHMOCT OT eekTa H MIOHOCUMOCTTA, A03aTa MOXKe [a Objie YBEIHUeHa o 100
mg Wik Hamanena 1o 25 mg. MakcumanHata npenopbuurenda no3a € 100 mg. Maxcumaﬂ

llayuenmu ¢ cmapuecka ev3pacm (wad 65 200unu)
Kopekuuu na no3ara He ca HeOOXOAWMH NPH NALIMEHTH B CTAPUYECKA Bb3PAcCT.



Ilayuenmu c 6wOpeuno yspexcoane
Jlo31poBKaTa 3a Bb3paCTHH C BANHMAHA ITPH NALMEHTH C JIEKO 10 YMEPEHO GLOPEHHO YBPEk 1aHE
(kpeaTHHHOB KHpBHC = 30 — 80 ml/min).

Twit kato npu nauxeHTH ¢ Texko 66peUHo yBpexaaHe (KpeaTHHHHOB KIHpbHC < 30 ml/min)
KJIMPBHCBT Ha cunaeHadun € HamaneH, TpsdBa fa ce MMa npeasuy a103a ot 25 mg. B 3aBHCHMOCT OT
e(eKTa M IOHOCUMOCTTa 103aTa MOXe J1a Gbae yBenuuena a0 50 mg win 100 mg

Ilayuenmu c wepnoopo6Ho yepesxcoane

Tbii kaTo NpU NaLKenTH ¢ YepHOAPOGHO yBpeKaaHe (HaNpUMep LMpO3a) KIMPHHCHT Ha CHieHadUI
€ HamaJsleH, TpsaOBa la ce MMa NpeABUA A03a OT 25 mg. B 3aBucMMOCT OT edekTa M MOHOCHMOCTTA
Ro3ara Moxe na 6bae ysenuuena 1o 50 mg unu 100 mg

IIeouampuuna nonynayus
Cunpenadun He e nokasas npu nuua nox 18-roauiina Bb3pacr.

Ilayuenmu, npuemawu opyeu nexapcmea

C uso4eHme Ha PUTOHABHP, 3a KOHTO He Ce MPCopbYBa eAHOBPEMEHHA YNOTPe6a ChC CHIeHADMIT
(BrokTe TOUKA 4.4), IPK LIALMEHTH, 1101YYaBALY eTHOBPEMEHHO feuenne ¢ CYP3A4 unxuburopu
(BixTe Touka 4.5), TpsA6Ba Ja Ce MMa MPEeABU HAaYaIHA 1034 OT 25 mg.

Hauuenture Tpsabea na 6b1aT cTabMITHY MO OTHOLUCHHE Ha TEpaNKATa ¢ anda-6rokepn npeny
3al104BaHe Ha JieUeHUe ChC CuiaeHadHI, 3a Ja ce HaMald Bb3MOXHOCTTA 32 Pa3BHUTHE Ha
OpTocTaTH4Ha XUNOTOHHUA. OcBeH TOBa TPsOBa J1a ce OOMMCIIM 3aMOUBaHE HA JIEYEHUETO ChC
cunpenadpu ¢ 1o3a ot 25 mg (Bx. ToukH 4.4 u 4.5).

HauyuH Ha npuioxkeHue

3a nepopayiHa ynotpeba.
4.3 IIpornBomokasanus

CBPBXYYBCTBHTENIHOCT KbM AKTHBHOTO BELIECTBO MJIM KbM HAKOE OT NIOMOILHHITE BELECTBA,
n36poeHH B Touka 6.1.

B cboTBeTCTBHE C HErOBUTE H3BECTHH €(DEKTH BHPXY ITBTS a30TEH OKCHJ/LIMKIHYEH IyaHO3HH
moHodocdar (cGMP) (BikTe Touka 5.1), cunaenadun e mokasan NOTEHUHpPAHE HA XHIIOTEH3UBHHTE
e(eKTH Ha HUTPATHUTE M CJIEIOBATEIHO SAHOBPEMEHHOTO My MPUIIOMKEHHE C JOHOPH HAa a30TEH OKCH
(KaTo aMKJT HUTPUT) WM HUTPATH 0] BCAKakBa Gopma € MpOTHBOMOKA3aHO.

Enxoepementoro npunarane Ha ®JIES HHXHONUTOPH, BIIIOUHTENIHO CUIIeHADMIL, C IyaHUIAT-
UMKIa3HH CTUMYJIATOPH, KATO PUOLIMTYAT, € MPOTHBOIOKA3aHO, Thil KATO TOBA MOXE Ja MPHYHHH

— CHMHTOMATHUHHA NHHOFOHST (R Fov R .5

Cpenctsara 3a ieueHHe Ha €peKTHIHATA AUCHYHKLMS, BKIIOYMTENHO CHIAeHA(IT, He Tpi6Ba Ja
Obaat npuiaraiu Npu MbXKe, Ha KOMTO He Ce MPENOopbUBa CEKCYaIHa aKTUBHOCT (HarpyMep nalMeHTH
C TEIKKH CbPJEYHO-CBH/IOBH HAPYLIEHHS, KATO HECTAOUIHA CTEHOKAPAHMS M TEXKKA ChpAeUHa
HEJOCTATBYHOCT).

Cunpenaun e MpOTHBONOKA3aH IPH NALMEHTH, KOHTO HMAT 3ary6a Ha 3peHHeTO Ha EAHOTA QKO,/ 7
nopany HeapTepHHUTHA NMPEAHA HCXeMHUYHA onTH4HA HeeponaTtus (HAMOH), Heaaat%ﬁg:ﬂaﬂﬂ;‘rrein N
eNH301H ca O1IM CBBP3aHU WK HE C MPEAXONHO u3naraHe Ha OJIES unxubutop (8 ITQ‘T—‘D‘]K& &4 N P\
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BesonacHocTTa Ha cunieHadun He € MpoyyeHa U CIeAOBaTeNHo ynoTpebaTa My € IPOTHBONOKA3aHa
TIpH NALMEHTH C: TEXKO YePHOAPOOHO yBpex/aHe, XHIOTOHHUS (KPbBHO HasArade < 90/50 mm Hg),
aHAMHE3A 32 CKOPOLUCH MHCYJIT UM MUOKAPEH HHDAPKT U U3BECTHH HACIICACTBEHN JIE€r€HEPATHBHY
3abonBaHUs Ha PETUHATA, KaTO retinitis pigmentosa (Manka 4acT OT Te3H MALUEHTH UMAT reHeTHYHH
aHoMaJInu, 3acsarauu pochoarecTepasure Ha peTUHaTa).

44 CoennajaHu npeynpe;KIeHHs H NPeINa3HA MePKH NPH ynoTpeda

llpenu na 6bae HazHaueHo GapMakoIOrMYHO JieYeHHEe € HEOOXONMMO CHEMAaHe Ha MEAHLIMHCKA
aHamHe3a W (U3HKaseH CTaTyC 3a IMarHOCTHLUMPAHEe Ha epeKTHIIHATA NMChYHKLMS U ONpeaensHe Ha
BB3MOXKHHUTE NMOAJIEKALIH NPHYHHH.

ChpredHoCh10BH pckoBH (haKTOpH

Ilpenu 3anousaHe Ha KaKBO TO M J1a € JICUCHHE HA ePEKTHIIHA AUCDYHKLHSA, TeKapHTe TpsabBa na
MPELIEHAT ChPAEYHO-CHAOBHS CTATYC HA MALIMEHTHTE CH, Thil KaTO CHLIECTBYBA CTENEH HA ChPACUEH
PHCK, CBBp3aH ChC CeKCyalHaTa akTUBHOCT. Cunjenadun uMa chAopasiuMpABalld CBOWCTBA, BOJELIN
A0 JIEKO H MPEXOHO MOHMKABAHE HA KPBBHOTO HaAraHe (BxKTe Touka 5.1). Ipenu npeanucsaHeTo
Ha cuiieHau TpAOBa BHUMATEJTHO /1a CE TIPELIEHH, JAUIM MALKMEHTH C OTpeaeNeHH ChbIbTCTBALIY
3a60s1BaHMs, 61Xa MOIIIH /1A Ce MOBJMAST HEGIAroNpPUATHO OT TE3H Ba30AWIATATHBHH edekTn,
0COBEHO B KOMOHHALIMSA ChC CEKCyanHa akTHBHOCT. [JalieHTH ¢ MOBUIIEHA YyBCTBUTEIHOCT KbM
BA30/IMJIATATOPH Ca Te31 ¢ OOCTPYKLHA Ha JIEBOKAMEPHHS W3XOAEH TPAKT (HANPUMEP A0PTHA CTEHNRA
WM XUNEPTPOd1M4Ha OGCTPYKTHBHA KAPAHOMHOLIATHS) H TE3HN C PE/IKHS CHHIPOM HA MHOXECTBEHA
CHCTEMHa aTpodus, MaHM(ECTHPALL CE C TeXKO HapyIUEeH ABTOHOMEH KOHTPO Ha KPhBHOTO
HaJAraHe.

Cunnenadun noTeHUMpa XUMOTEH3UBHUS eeKT Ha HUTpaTUTe (BUKTe Touka 4.3).

HMa nocTMapKeTHHTOBH CHOOIIEHHS 32 CEPHO3HH ChPAEUHO-CHAOBH HHLMIEHTH, KATO MUOKAp/IEH
HH()APKT, HeCTAOWITHA CTEHOKAP/MA, BHE3AIHA ChP/EUHA CMbPT, KAMEPHH APHTMHUH, XEMOParnyeH
HHCYJIT, IPEXO/IHO HapyIlIeHHe Ha MO3BbYHOTO KPbBOOOpALIIEHHE, XUIIEPTOHHS M XHUIIOTOHHS,
CBBMAJAILK C BPEMETO Ha ynoTpeda Ha cunneHadun. [loeuero, HO He BCHUKH, OT TE3H MALUEHTH ca
UMaly NMpeJIIeCTBAIlH ChPASYHO-CBAOBU PUCKOBH (akTopu. IToBEUETO HHLIMACHTH, 332 KOUTO ce&
cpo0L1aBa, Ca HACTBITMIIH MO BPEME Ha KITH CKOPO CJIEM] CEKCYaTHA aKTHBHOCT, a HIKOM Ca BE3HUKHAIH
CKOpO cniesl mpuema Ha cuiieHadun 6e3 cexcyanna aktuBHOCT. He e Bb3MoxkHO na 6bae onpeseneHo
Aany Te3W WHUHMAEHTH Ca CBbP3aHHU NPAKO C FOPHUTE WM APYrd GakTopH.

Ilpyuanuszsm
CpencTpara 3a TeueHHe Ha EPEKTHIIHA AuCQYHKUMS, BKTIOYUTENTHO cunaeHadu, Tpabsa ga 6baatT

M3M0JI3BAHH BHUMATEIHO NPU MALIMEHTH ¢ aHATOMHYHA AedopMalyst Ha NeHuca (KaTo aHryJianus,
KaBepHO3Ha (puOpo3a unu 6onect Ha Peyronie) Wid NPU NALMEHTH ChC CHCTOSHUS, KOUTO MOXKE [a
npeapasnonaraT KbM MpHanyi3bm (KaTo ChpPNOBUIHO-KIEThYHA aHEMHUS, MYJITHILIEH MHUETOM MITH
JIEBKEMHUS ).

Mma cpo0iueHus 32 NpOb/DKHTE IHA ePEKLIMS H PHANKILM NPH IIPHEM 11a CHIACHA( I B
NOCTMapKEeTHHIOBHUS MEPHO/. B ciiyuaii Ha epekius, KOATO MPo/IbkaBa Moseue ot 4 yaca,
NalKeHTHT TPsibBa He3aGaBHO /1a MOTHPCH MEIHLMHCKA OMOLL. AKO IIPHANU3MBT HE Ce JIeKyBa
He3a6aBHO, 61 MOIIIO 112 Ce CTHIHE JI0 YBPEeX/IaHe Ha ThKaHWTE Ha NIeHKMca 1 MOCTOSHHA 3ary6a Ha
HOTEHTHOCT.

Ennospemenno npunoskenue ¢ apyru ®JIES uuxuGuTopn Win ApYru JEUeHHs HA EPEeKTHIHA=———=-.
auchYHKIWS, // cenlng /7()\\
BesonacHocTTa v eeKTHBHOCTTa Ha KOMOHHALMUTE Ha CHIEHADMI C IpyTH DJIES, H\nﬁu‘ropn N\
Apyru nevenus Ha 6enonpobna aprepuaita xunepronus (BAX), coabpixaim CHﬂ,Llﬁ:H&C[}ﬂﬂ %)
(REVATIO) unu npyru HauMHu 3a NeYeHre HA epeKTHIHA AUCOYHKIHS, He ca npo@qeﬂﬂ l'[opafm
TOBA MPUIIArAHETO Ha TAKMBA KOMOMHALIMHK He Ce NPEnopbyBa. .
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Edexrn Bbpxy 3peHueTo

HMma cnoHTaHHU cHOOLIEHHS 32 Cily4an HA 3PUICIIHM YBPEX/IAHUS BbB BPB3KA C PUEM HA
cunaenabun u apyrn ®JIES naxuburopu (Bx. Touka 4.8). 3a ciyyan Ha HeapTepMUTHA MpeHA
HCXEMHYHA ONTHYHA HEBPONATU, PAIKO CbCTOSHHE, UMA CIIOHTAHHU CHOOIIEHHS U CHODIIEHHS B
0bcepBaLKMOHHO IPOYyUBaHe BB BPb3Ka C MpreM Ha cuigeHadun u apyru ®JIES unxuburopu (Bx.
Touka 4.8). [TaunenTsT TpabBa na 6bAE MOCHBETBAH, Ye B CIy4aii HA BHE3AMHO 3PUTEIIHO yBPEXIAHE,
TpabBa na crpe npyeMa Ha cunaeHabun U He3abaBHO 11a Ce KOHCYNTHpA C Nlekap (BUKTe Touka 4.3).

EnHoepemennarta ynotpeba Ha cunaeHadul U puTOHaBAP He Ce MpenopbuBa (BHXKTE Touka 4.5).

Eanospemenna ynorpeba ¢ anda-6nokepu

[Ipenopbusa ce BHUMaHHe, KOraTo CHIIeHahUI ce npuiara Ha Nal|eHTy, KOUTO NpyeMar anda-
6710KepH, ThH KaTO €AHOBPEMEHHOTO NPUIIOKEHHE MOXKE 1A AOBEE A0 CUMITOMATHYHA XHITOTOHHS
[1PH MAJKOTO YYRCTRUTCTTHH WHAMRWAW (BIDKTE Touka 4.5). Toea e Haid-BeposITHO Aa ce NPOsBH Mpe3
mbpBuUTe 4 Yaca cnen npueMa Ha cwineHadun. [laumenture TpaGea na GbAAT XEMOJTHHAMHYHO
cTabuIHK MO OTHOLIEHHE Ha TepanusTa ¢ anda-6iokepH Npe/y 3arnouBaHe Ha JEUEHHE ChC
cunaenadui, 3a 1a ce HaMaJlu B3MOXKHOCTTA 33 PA3RHIHE HA OPTOCTATMEHA XunoTouus. Tpabea na
¢e MMa MPeNBI/ 3aMotBaHe Ha JIS'ICHHETO CLC cHadenadHi ¢ no3a ot 25 mg (puicre Toura 4.2). B
NOIBbJIHEHHE, TPSOBa a ce Aa/ie ChBET Ha MALMEHTHTE KAKBO J1a NPaBAT B Cy4Yail Ha CHMOTOMH Ha
OPTOCTATHUHA XMIIUTOHU,

Edekr BbpXy KbpBEHETO

IIpoyuBanus BbPXY HOBELIKH TPOMOOLIMTH MOKA3BAT, Ye CuiiaeHadun IOTEHLHpa in Vitro
aHTHArperaHTHUTE CBOMCTBA HAa HATPHEBUA HUTpolpycul. Jluncea uHpopMaums 3a GesonacHara
ynotpeba Ha cunieHad I Py MALMEHTH C HAPYIIEHH Ha KPbBOCHCUPBAHETO MM aKTHBHA MENTHYHA
s3Ba. CunaeHadun Tpabea fa 6bae npunaraH Npy TaKMBa MALMEHTH CaMoO CJIE]l BHUMATEIHA OLIEHKA
NoN3a-pUcK.

CunaeHadun He e nokasaH 3a ynorpe6a npH xeHu.

Cuierpua cbabpka HATpPHI

Tosa nexkapcTeo chabpika Mo-manko oT 1 mmol Hatpuii (23 mg) Ha TabieTka, T.€. IPAKTHYECKH HE
CBhAbpIKa HATPHH.

4.5 BsaumopeicTBHA ¢ JPYIH JIeKAPCTBEHH NPOAYKTH H APYrH OpMH HA B3aHMo/eicTBHE

Edekry Ha Apyry JEeKapcTBEEHH MPOAYKTH BLPXY cHiaeHadbun

Ilpoyusanus in vitro

MeTaboan3MbT Ha cunaeHad I ce OChLIeCTBIBA C NOMOILTA HAa U30eH3UMH 3A4 (ocHOBeH MBT) U 2C9
(BTOpocTeneHeH mbT) Ha uuToxpom P450 (CYP). [Topaau ToBa MHXMGUTOPHUTE Ha TE3H U30EH3MMHU
MOraT Jia JOBEAT [0 HaMalsBaHe, @ HHAYKTOPUTE UM — IO NIOBHUILABAHE HAa KIMPBHCA Ha

CHAZEHAM -

Ipoyusanus in vivo

IonynaunoHnuAT GpapMakOKHHETHYEH aHANM3 HA JAHHUTE OT KIMHUYHM [IPOYYBAaHHMS MOKa3Ba
HaMaJleHHe Ha KIMPbHCA HA CUNAECHA(DHIT PH €JHOBPEMEHHO NPUIIOKEHHE C HHXMOUTOPH Ha
CYP3A4 (xaTo KETOKOHa30J1, epUTPOMHULINH, LUMETHANH). Bbnpeku de He e 6110 HabMOgaBaHO
MOBULIABAHE HA YECTOTATa HA HEXKE/JAHUTE PeakLMH MPH Te3U NaLUeHTH, KOraTo CHilaeHadu ¢

/

EnHospemennusat npuem Ha HIV-npoTteasHus MHXUOUTOP pUTOHABHP, KOWTO € MHOIO M({mgﬁ. "
uHxubuTop Ha P450 (500 mg aBykpaTHO AHeBHO) U cungeHadun (100 mg eqHokpaTHa uoa\z(}_;e AoBeN
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no Hapactsade ¢ 300% (4-kpatHo) Ha Cmax Ha cunaeHadun v ¢ 1 000% (11-kpaTHO) Ha MIa3MeHAaTa
AUC Ha cunnenadun. Ha 24-us yac nnasmMeHnTe HUBA Ha cuiieHadM BCe Ollle ca GUITM OKOJIO

200 ng/ml B cpaBHeHHe ¢ HUBaTa OT 5 ng/ml npu caMocTosATENEH NpUeM Ha cuigeHadu. Tosa
CHOTBETCTBA Ha M3pa3eHHTe ePeKTH Ha PUTOHABHP BBHPXY LUMPOK KpbI cybcTpaTu Ha P450.
Cunpenadun He e okasall BAMSHHE BbPXY (apMaKOKUHETHKATA Ha PUTOHABHMP. Bb3 ocHOBa Ha.Te3u
(bapMaKOKMHETHYHH PE3YJITaTH €NHOBPEMEHHOTO MPHIOKEHHE Ha CHIIIEHAdUIT K PUTOHABUP HE CE
npenopbyBa (BIKTE TOYKa 4.4) U MpU HUKAKBU 0O0CTOATENCTBA MAKCHMAJTHATA /1032 Ha CHIEHA(MI
He TpsOBa 1a HaaXBbPJIA 25 mg B paMkuTe Ha 48 uaca.

Ennospemenuar npuem Ha HIV-nporeasHus HHXHOUTOP CakBHHABUP, KOUTO € MHXUOUTOP Ha
CYP3A4, cnen nocturaHe Ha paBHOBECHH koHUeHTpauuH (1200 mg Tpu mbTH JHEBHO) W CHiAeHaduUn
(100 mg ennokpatHa /103a) € JoBen 10 HapacTBaHe cbe 140% na Cmax Ha cunaeHadun u ¢ 210% Ha
AUC Ha cunpenadun. CunaeHadun He e okasan BiadsHue BbPXY (papMakOKUHETHKATA HA CAKBUHABMD
(Buxte Touka 4.2). I[Ipennonara ce, ye nmo-mowHu HHXUOHUTOPK Ha CYP3A4 KaTo KETOKOHA30J U
UTpakoHa30n 6MXa UMaJIH OLLE MO-CHIEH eekr,

ITpu e1HOBpEMEHHO NPHIOKEHKE HA cHaeHadun B eHokpaTHA 103a oT 100 mg U cneunpudHus
CYP3A4 uHXu6HTOp €pUTPOMHULIMH CJIeA JOCTHIaHEe Ha PaBHOBECHH KOHLEHTpauuu (500 mg
IBYKPATHO JHEBHO 3a 5 IHH) € 6110 HabnmofaBaHo yBenuyeHue cue 182% Ha cucTeMHaTa
excnosuuus (AUC) na cunnenadun. Ilpu 3apaBu Mexe 106poBosiy He e 6w HaboaaBaH edekT Ha
azuTpomMHItiH (500 mg nHerno 3a 3 aHK) Bppxy AUC, Cmax, tmax, eJJMMHHALIMOHHATA KOHCTAHTA
WM 1101y>KHBOTA Ha CUIIAEHAGDMI WIIM HErOBUTE OCHOBHH MeTaboNUTH B LMpKynauuara. Llumeruaun
(800 mg), ko¥ito € uuroxpom P450 nunxuburop u Hecriewpduyes CYP3 A4 unxuburop, e
npeau3BHKall HapacTeaHe ¢ 56% Ha Ila3MeHaTa KOHLISHTpaLHs Ha CHIAeHADUIT PH e IHOBPEMEHHO
NpUIoXKeHHe cbe cunacHadui (50 mg) npu 3apaBu AOOPOBOIILIH.

CoxsT ot rpeitndpyT e cnab unxuburop Ha CYP3A4-menuupanns MeTaGoIM3bM B YpeBHATA CTEHA U
MOXKE [a NOBe/ie 10 YMEPEHO HapacTBaHe Ha MJIa3MEHUTE HUBA Ha CUIAeHAd WL,

EnnokpaThu n034 aHTHALMA (MarHe3ueB XUAPOKCH/ ALy MUHHEB XUAPOKCH) HE C2 MOBIHSIN
OuoHanM4YHOCTTA Ha cuiaeHad .

Bonpeku ye He ca npoBex/JaHH CrieU(GHYHH NPOYYBAHKS 32 JIEKAPCTBEHH B3AMMO/IEHUCTBHS ¢ BCUUKH
JEKapCTBEHH MPOAYKTH, MOMYTALMOHHUAT PapMaKOKHHETHUEH aHAIU3 He € noka3an epeKT BbpXy
(bapMakoKMHETHKATa Ha CHIICHA(QUIT PH EAHOBPEMEHHO MPUIIOKEHHE Ha JIEKAPCTBA, IPHHAMLIEKALLM
KbM rpynara Ha uaxuburopute Ha CYP2C9 (xaro Tonbyramun, Bapdapus, penuronn), CYP2D6
(xaTo CeNeKTUBHUTE HHXMOUTOPH Ha 0OpATHUS 3aXBAT HA CEPOTOHHUHA, TPULIMKIHYHHTE
AHTHOETIPECAHTH), THA3UAUTE H CPOAHH IHYPETHLIM, OPUMKOBHTE U KaTHHA-CIECTABALIXTE AUy PETHLH,
MHXMOMTOPHTE HA AHTHOTCH3HH-KOHBEPTHPALIKS €H3KM, KAJILIMEBHTE aHTArOHKCTH, GeTa-
a[peHOPeLIENTOPHUTE AHTArOHUCTH WK HHAYKTOopuTe Ha CYP450-Meauupanus metabonuszsM (Kato
pudamnuumy, 6apbutyparu). B npoydsaHe npu 3apaBu JO6GPOBOILK OT MBXKH MOJT €JHOBPEMEHHOTO
NPUIOKEHHE Ha €HIOTEMH-PELETITOPEH aHTaroHUCT — 6oceHTad (MHOykTop Ha CYP3 A4 [ymepeH],
CYP2C9 U BEpPOATHO Ha CYP2C19) B cmuuouapﬂo cberosHue (125 mg nea nbTH ,E[HeBHO) ChC

55, 4% Hamasenue Ha AUC u Cmax Ha cym,ueﬂaq)ym Ho Ta3H NpUYKUHA €IHOBPEMEHHOTO
npunoxenne Ha Mol CYP3 A4 unayxropu, kato pudamMnuumH, ce 04akBa aa A0BeIe 10 Mo-
3HAYMMH HAMAJIEHHUs Ha M1a3MEeHUTE KOHLICHTpaLUK Ha cunaeHadu.

Huxopanaun e xubpua Mexy aKTHBATOP HA KAIHEBUTE KaHanu v HUTPaT. [lopagu HUTpaTHaTa cH
KOMITOHEHTA ChLIECTBYBA Bb3MOMHOCT 33 CEPHO3HO B3aHMOICHCTBHE CHC CUIeHA(MIT.
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Edekty Ha cuiigenadun BePXY APYIH JIEKAPCTBEHH NPOAYKTH

Ilpoyusanus in vitro I
Cunpenadun e cnab unxuburop Ha uuroxpom P450 usoensumu 1A2, 2C9, 2C19, Ei6




(ICso> 150 uM). KaTo ce nma npeaBua, Ye MUKOBATA MIa3MEHa KOHUEHTpaLMd ClIel IpHeM Ha
cugeHadust B NpenopbYUTEIHUTE 103U € Mpubnu3uTenHo 1 pM, He 61 MOTIIO 1a Ce O4YaKBa
cuigeHadun 1a NoBNuUsie KIMPbHCa Ha CyOCTpaTUTE Ha TE3H H30€H3HMH.

JIMncBar AaHHK 32 B3aWMOJEHCTBMETO Mekay cunieHadun u Hecrielmbuyrute hochoanecTepasHu
HUHXHOUTOPH, KaTo TeOGHIHH WIH TUIHPHIAMOIT.

Ilpoyusanus in vivo

B cHOTBETCTBHE ¢ MO3HATUTE CU ASHCTBUSE BbPXY MbTA a30TeH okcny/ul Md (Brxre Touka 5.1),
cungeHadun e nokasai NoTeHUMpaHe Ha XUNOTEH3HBHUTE €)EKTH Ha HUTPATHTE U CJIEJOBATETHO
€THOBPEMEHHOTO MY MPHIIOXKEHHE C JJOHOPH Ha a30TEH OKCHJ, WJIM HUTPATH MOJ KAKBATO H 1a €
tdopma e npoTuBoNnoKazaHo (BWXTe Touka 4.3).

Puoyueyam
[MpeaIMHUYHH NPOYYBaHKA MOKA3BAT JOMBIHUTENEH e(eKT Ha MOHWKABaHE HA CHCTEMHOTO KPbBHO

Hajsirade, korato ®JIES uHxubuTOpu ce koMOMHUpAT ¢ pUoLMryar. B KIMHUYHM NpoyYBaHus €
NIOKA3aHO, Y€ PHOLIMIyaT MoTeHUMpa xunoten3upHute epextn Ha ®JIES unxuburtopure. Hama naHHu
3a GnaronpusaTeH KIMHUYEH eekT Ha KOMOMHAIMATA B IPOy4BaHaTa rnomyJsauus. EnnoBpemeHHara
ynotpe6a Ha puouuryar ¢ ®JIE5 HHXUOUTOPH, BIIIIOUMTENHO CHiAeHADHI, € TPOTHBONOKa3aHa (BK.
Touka 4.3).

EHOBpEMEHHOTO MPUIIOKEHHUE Ha CHIAeHabW NPY MALMEHTH, KOUTO npveMar anda-6iokepu, Moxe
Jia JOBeAe IO CUMIITOMATHYHA XUIIOTOHHUS MPH MAJIKOTO YyBCTBUTEIHU MHAMBUAK. ToBa € Hal-
BEPOATHO J1a Ce MPOSIBU Mpe3 MbpeUTe 4 yaca cie npuema Ha cuigeHadun (Buxre Touku 4.2 u 4.4).
B Tpu crieuuduuHM Npoy4BaHUs 32 JIeKapCTBEHH B3auMmoaeiicTeus anda-0610kepbT 10Kca303uH (4 mg
d 8 mg) u cunaedadun (25 mg, 50 mg mwiu 100 mg) ca 61U NPUIOKEHN EAHOBPEMEHHO Ha MALMEHTH
¢ nobpokayecTBeHa xunepmnasus Ha npoctara (JIXIT), crabunusupany Ha Tepanus ¢ J0KCa303uH. B
Te3W W3NMTBAHH MOMYNALWH € HabII0JaBaHO CPEAHO NONBIHUTEIHO HAMAJICHHE Ha KPBBHOTO
HaJiAraHe B JIEFHAIO MoJiokeHHe choTBeTHO 7/7 mmHg, 9/5 mmHg u 8/4 mmHg, u cpenno
JOIMBIHUTEHO HAMAJIEHHE HA KPBBHOTO HaJIAraHe B M3MPaBEHO IOJI0KEeHHe ChoTBETHO 6/6 mmHg,
11/4 mmHg u 4/5 mmHg. Koraro cunaeHadua U nokca3o3uH ca GWIH MPHIIOKEHH €IHOBPEMEHHO
NpH NALKEHTH, CTaOUIM3UPaHK HA Tepanus ¢ JOKCa303HH, ca MOJyYeHH peaKH ChoOIIEeH s 32
NALMEHTH, KOUTO Ca MOJTYYHIId CHMITTOMATHYHA OPTOCTaTHYHA XUNOTOHHS. Te3u crobienus
BKITIOYBAT CBETOBBPTEIK M 3aMasHOCT, HO HE M CHHKOII.

[Ipu eqHOBpeMEHHOTO NpuaraHe Ha cuaaeHadun (50 mg) u Tondyramun (250 mg) unu Bapdapus
(40 mg), xouto ce Metabonusupar ot CYP2C9, ne e 3abenf3aHO 3HAUUMO B3aUMOJIEHCTBHE.

Cunpenadun (50 mg) He € NOTeHLUMpPaN JOMBJIHUTEIHO YABIKABAHETO HA BPEMETO Ha KbPBEHE,
NpeAU3BUKaHO OT alleTHICATHLMIOBaTa KuceauHa (150 mg).

CunzeHadun (50 mg) He e NOTEHUMPa JOMBIHUTETHO XUIIOTEH3UBHUTE €PEKTH HA alIKOXO0J1a IpH
31paBy AOOPOBOJILM ChC CPEIHH MAaKCMMAITHH KOHLIEHTPALMK Ha ankoxos B KpbaTra 80 mg/dl.

Karto usano aHTHXMNEePTEH3UBHUTE JIeKapCTBa, NPHHAANEKAIIM KbM KIIACOBETE HYPETHLM,
6era-onokepu, ACE uHxubuTOopH, aHruoTeH3uH 1l aHTaroHUCTH, aHTHXUNEPTEH3UBHU CPEACTBA
(Ba30AMIATATOPH W LEHTPAIHO AEHCTBAIIM), A[PEHEPrHYHY OIOKEPH, KUILHEBY aHTarOHUCTH U anda-
aJipeHOpeLIeNTOPHU GIIOKEpH, HE ca NMOKa3aJli pas3jivueH NPohHI Ha HEXKE/IaHH JICKAPCTBEHH PEaKLUH
[pH NALUMEHTH, MOJy4aBaly cungaeHadun cnpsamo miauebo. B cnenuduyuno npoyusane 3a
JIEKapCTBEHO B3aUMO/IEHCTBHE, MPU KOSTO HA XUMEPTOHULM € OHI NPHIIOKEH cunaeﬂaq)mfmﬁ
€/IHOBPEMEHHO C aMJIOZIUITKH, € HACTBIHIIO AOMBIHUTETHO MOHIKEHNE Ha CHCTOTHOTE (pm‘:—rb “ i /7 ;
HajisiraHe B Jiertano nonoxeHne ¢ § mmHg. CbOTBETHOTO AONBIHHTENHO NOHHKEH] E;a
JUACTOJIHOTO KPbBHO HassraHe B JierHayio nojoxenue e 6uno 7 mmHg. Tesu non I-LHTéJ'IHH
[OHMXXEHUS Ha KPbBHOTO HassraHe ca OWJiM OT CXOJHA BEJIMYMHA C TE3H, Haomo,r_l;)ganwlnpu 3,r1paan
noGpoBosLM, TOTyYaBaly caMo cuiaeHadun (BuxTe Touka 5.1).




Cunaenadui (100 mg) He e noenusi GapMakOKHHETHKATA B CTALMOHAPHO CheToAHMe Ha HIV-
NPOTEa3sHUTE HHXMOMTOPH CAaKBUHABHP M PUTOHABUP, KOMTO ca cyGetpatd Ha CYP3A4.

[Ipu 3npaBu 1OGPOBONLK OT MBKKH 1071 CHieHaUN B CTALMOHAPHO CheTosiHKe (80 mg TpH MbTH
AHEBHO) € foBe A0 nosuiueHue ¢ 49,8% Ha AUC u 42% na Cmax Ha Gocenran (125 mg asa nbTH
JIHEBHO).

HobapsaHeTo Ha eAMHHUYHA N03a CHIieHadun KbM CaKyOUTpPHI/BANCAPTaH B CTALIMOHAPHO CHCTOSHHE
MpH NaLMEHTH C XHUINEPTOHHS CE CBBP3BA ChC 3HAUMTEITHO NO-TOMAMO MOHMKABAHE HA KPHBHOTO
HajisiraHe B CPaBHEHHUE C MPUIIOXKEHHETO Ha caKyOHTpHIl/BalicapTan caMocTosTeNnHo. [Topaau Tosa
TpsA6Ba /1a ce 06pbla 0cO6eHO BHUMAaHUE, KOraTo CUAeHaduI ce 3aI04Ba NP MAaLUEHTH, IEKYBaHH
cbC caKyOuTpuIT/BasicapTaH.

4.6 ®@epTHIHTET, OPEMEHHOCT H KbpMeHe
Cunpenadun He e nokasaH 3a ynorpeda npu xeHu.

He ca npoexnanu cLOTBETHH U 100pe KOHTPOIHUPAHH MPOYUYBAHHS NPH GPEMEHHN WITH KHPMETIH
JKEeHH.

B penpoayKTHBHH MPOy4BaHUs NPH ILIBXOBE M 32k He ca Giiv HAaGMIONaBaHH PEIEBAHTHY
HEXENAHH PeaKUMH CJIefl IEPOPATTHO MPUIOKEHHEe Ha ChaeHaduIl.

Jluncea edexT BbpXy NOABMKHOCTTA UITU MOPQOITOrHsTa HA CIIEPMATO30UINTE CIIEN €THOKPATHH
niepopajiny 1034 ot 100 mg cunaeHadun npu 3apasu 1o6poBoLH (BXk. Touka 5.1).

4.7 EdexTn BLpXy ciocobHOCTTA 32 modpHpane H paboTa ¢ MAIHHH
Hsama Hanpaseny npoyusaHus 3a edekTHTE BHPXY COCOGHOCTTA 3a IOodupane U paboTa ¢ MALIHHH.

Twii KaTo B KIIMHUYHYU MPOYUBaHMS ChC cCUeHad I ce chobIaBa 3a MosABa Ha 3aMaiiBaHe u
TIPOMEHH B 3PEHHETO, MaLMEHTHTE TPA6Ba 1a MIMAT MPECTaBa 3a PeakUHUUTe CH KbM CHIAeHADHII
npeay wopHpaHe WK paboTa ¢ MaluMHH.

4.8 Hexenanu JeKapcTBeHH peakHH

IlpodunsT Ha Be3onmacHocT Ha cuieHadwn e Gasupad Ha 9570 naunenTtu B 74 ABoiHOCIENH,
1auebo KOHTPONMpPaHy KIMHUYHY npoyuBaHus. Haii-uecTo chobuiaBannTe HexxeaHy PEakivH B
KIMHAYHKUTE NPOYYBaHHs CpeJl MALIMEHTHTE, Ha KOUTO € Mpuiiarad cunaenadu, ca 6w rnasobosue,
3a4epBsABaHe, IMCNIENICH, 3PUTE/THH HapyLIEHHs, Ha3alHa KOHI€CTHs, 3aMaiiBaHe, rajieHe, ropery
BBJIHH, 3aMBIJICHO 3PEHUE M HAapyLlEHHE B LIBETHOTO 3PEHHE.

Hexen \ ‘HOHpaHi | MOKpHBaT

npu6nu3meneﬂ nepuoj ot >10 rogunu. YecToTaTa Ha TE€3H HEXKEIAHU p€aKkLiMi HE MOXKE 1a CE
onpencin ¢ A0CTOBEPHOCT, TbH KaTO HEe BCUUKM HEXKETaHH peaKkudu ca C'bOGII.lCHI/l Ha MpHUTEeKaTeC/Id Ha
pa3spelLICHUETO 3a yn0Tpe6a U BKJIIOYEHH B Oa3ara JTAHHHU 3a 6€30I1aCHOCT.

B Tabnuuara no-noyy BCHUKH KIHHUYHO BOXHH HEXENAHU PEAKLIMH, KOUTO ¢a Hab/IIojaBaHy B
KJIMHUYHHM NPOYYBaHHUs ¢ YECTOTA MO-TojsgMa OT Iauebo, ca onMcaHu no CHCTEMo- opraﬂw‘ ~
YECTOTA. 7 et ?

ot daili
st Lol

YecToTHTE HA HEXKETTAaHUTE PeaKiliu Ce CTENEHYBAT KaKTO CJIe/IBa:
® MHOTrO 4eCTH (3acsrar | uiu noeeue Ha Bceku 10 manpeHTH);
° yecTH (3acsaraT | unu noeeue Ha Bceku 100, HO mo-maiiko oT 1 Ha BcekH 10 namreﬂ‘ru)




HevecTH (3acaraT 1 unu noeede Ha Bceku 1 000, Ho mo-Manko ot 1 Ha Bceku 100 manueHTH);
peaku (3acarat 1 unu noseue Ha Bceku 10 000, Ho mo-mainko ot 1 Ha Bceku 1 000 nauueHTH);
MHOro penk# (3acsarart no-Maiko ot 1 Ha 10 000 naimeHTH);

C HEHM3BECTHA YeCTOoTa (MecToTara He Moxe Aa Obae onpeneseHa OT HUIUYHUTE JaHHH).

B AOMBJIHEHHE, YECTOTATA Ha KNMUHUYHO BAXKHU HEXEJTaHH pCaKUHH, C’BO6l.LleHld IO BpEME Ha
NOCTMApPKETHHIOBUA MIEPUOI, € BKIIKOUCHA KATO HCU3BECTHA.

IIpn BCsikO rpynypaHe B 3aBUCHMOCT OT YECTOTATa, HEXKENIAHUTE JIEKApCTBEHH peakliMu ce H3bposBat
B HM3XOAALL pel N0 OTHOLIEHHE Ha TAXHATa CEPHO3HOCT.

Tabnuya 1: Knunuuno 8aXCHYU HEXNCENAHU PeaKyUuU, CbOOUEeHYU C YeCmoma, RO-201Ma om
yecmomama Ha niayebo 8 KOHMPONUPAHY KIUHUYHY NPOYYBAHUS, U KIIUHUYHO 8ANCHU
Hedcenany peaxyuu, coobujeH Y no 8peme Ha NOCMMAPKEMUHZ08UA NEPUOO.

Cucremo-opl'aueﬂ KJ1ac

Hexenanu peaknnu

Undexnun 1 nadpecTarum

Heuectn

Hapymenna Ha HMYHHATA CHCTEMA
Heuectn

Hapymennsa Ha HepBHATA cHCTeMA
MHoro uecTu

YUeetn

Heuectu

Penkn

Hapyumienus Ha oudTe
Yectun

Heuectn

Penxu

PunuT;
Peakiivu Ha CBpbX1yBCTBUTETHOCT;

['maBoGonue;

JaMmaiinare;

CBHIUBOCT, XMIIOECTE3US;

MO3B4HO-CH0B HHUUAEHT, CAUHKOI, TPaH3UTOPHA
MUCXEMUYHA aTaka, rbpu*, peuyauB Ha rbpu*;

3puTeNHN HApYIUEHHUs, HAPYIUEHNE B LIBETHOTO
3peHne**, 3aMBIrIIeHO 3peHue;

KOHIOKTUBUT, OYHU HapylleHMs,

HapylUIeHUs B CT300TAENAHETO***, Gosika B ounTe,
dborodobus, poToncus, ouHa XUNEPEMHUS,
3aCHIIEHO Bb3MpHEMAaHe Ha CBeTIIHHA;
HeaprepuuTtHa npejHa McxeMUYHa ONTHYHA
Hesponatus (HAMOH)*, petunanHa cboBa
OKJTy3us*, peTHHANleH KPhBOU3JIHUB,
apTepUOCKICPOTUYHA PETUHOMATHUS, HAPYIIIEHUS Ha
peTHHarTa, raykoma, HapylleHHe B 3pUTEIHOTO
noJjie, JUIIONUs, HaMalleHa 3pUTeNIHA OCTPOTA,
MHOTIATHSA, ACTEHOMNHs, MBbIIISIBIHH B
CTBKJIOBUIHOTO TAJIO, HAPYLUEHHS HA HPHUCa,
MUIpYa3a, BIKJIaHe Ha OPEOT OKOJIO CBETIIMHHU
W3TOYHHLH, eJleM Ha OKOTO, O{yBaHe Ha OKOTO,
HapyIlIeHHe Ha OKOTO, XMNEepeMus Ha
KOHIOKTHBATA-OUHO-IPasHEHEabHOpMHH

Hapymenns Ha yX0TO H JJaGHPHHTA
Heuectu

Penxn

CbaoBu HapyLueHUs!

Yectn

Heuecrtu

ChbpaeuHu HapyleHust

Heuectn

Penxu

yCe€llaHuAa B OYUTE, €4EM Ha KJierada, IpoMsHa Ha
[IB€TA Ha CKlI€parta,

Bepturo, uiym B yuiure;
I'myxora;

3aueppsiBaHe, FOpeLIU BbIHY;
XUNepToHUsl, XUMIOTOHHUS;

[Tannurauuu, Taxukapaus; {3
MiuokaprieH uH(apKT, Npeacbpaxa hHopiiauus,

KamepHa apuTMus*, HecTabuIHa CTEHOKAPHS,.




BHE3allHa ChpeYHa CMBpPT;
PecniupaTopHu, rpbAHN ¥ MEIHACTHHAIHH

HApYIIEeHUsT

YecTu Ha3zanua koHrecTus;

Heuectu Enucrakcuc, KOHrecus Ha CUHHYCHUTE;

Penxu Crsrase B rbpJIOTO, HA3alleH eJleM, CyX0Ta B HOCa;

CTroMalulHO-4YpeBHH HAPYLICHHA

Yectu Hucnencusi, rajieHe;

Hedectu IloBpblane, cyxora B ycrara, racTpo-e3odareanHa
pedaykcHa donect, 6OIKM B ropHara 4acT Ha
Kopema;

Penku OpaiHa xunoecresus;

Hapymenust Ha Ko’kaTa H MOJKOXKHATA ThKAH

Heuectu KoxxeH 06puB;

Penku Cunzpom Ha Steven-Johnson*, TokcHUHa

enujaepMaiHa Hekponusza (TEN)*;
Hapyimennsi Ha MyCKY/JTHO-CKeJeTHATA CHCTEMA
H CheTHHUTEJIHATA ThKAaH

Heuectu Muanrusi, 60JIKU B KpaitHULIUTE;
Hapymicnus Ha 0b0pcuuTe H MHKOYHHTE
MMbTHINA

Heuectu Xemarypus;
Hapyimennsi Ha BL3NPOHU3BOAMTEIHATA CHCTEMA
4 rbpaaTa

Penxu Xemarocrepmusl, KbpBeHe OT IIEHHUCa,
npyanu3bM*, yIbIKeHa epeKLus;
O6mm HapymeHus M eeKTH HA MACTOTO HA

MpPUJIOKeHHEe
Heuecrtu I'ppaHa 6onka, ymopa, ycellane 3a ropeLnHa;
Penku PazgpasnuTtensocr;

H3cneapanus

Heuectu YBenuyeHa cbpAeyuHa YeCTOTa;

* Cpo6LIEHH caMO MPU MOCTMAPKETHHIOBOTO HAG/IIONEHHE

**Pa3cTpoiicTBa Ha LIBETHOTO 3PEHHE: XJIOPOICHS, XPOMATOICHS, LIMAHOTICHS, EPUTPONCHS
KCaHTONCHS

***HapyleHHs Ha ChJI300TACASHETO: CYyXOTa B OUMTE, JIAKPUMAJIHO HAPYLIEHHE U TIOBHLICHO
CBJI300TACIISIHE

CpoOLuaBaHe Ha MONO3HPAHH HEIKENAHH PEAKIIMK

Cpo6maBaHeTo Ha NOAO3UPAHH HEXEAaHH PeakUUH Clie]] pa3pelliaBate 3a yrnoTpeba Ha JeKapCTBEHUS
NPOAYKT € BaxkHO. ToBa no3ponsea Ja NpoabIDKY HaOFOACHHETO Ha ChOTHOLIEHHETO HOJ3a/pUCK 3a
JIEKApCTBEHUS NpoAyKT. OT MEOUIMHCKUTE CIIELMATUCTH C€ M3MCKBA 12 ChoOLIaBaT BCAKA
NOAV3UPAHA HEAREIIAHA peakums Ypes Hisubinureny arenums 1o Jekapersand yii. . Jlamsn [pyes™ Ne
8, 1303 Codmsa, Ten.: +35 928903417, yebcaiim: www.hda.bhg

4.9 Ilpenoznpane

B npoyuBaHus BbpXy 106pOBOILY ¢ eiHOKpaTHH 1031 10 800 mg HeXenaHuTe peakiyuy ca GHIn
noJ06HH Ha Te3H, KOUTO ce HabMI0AaBAT NP MO-HUCKHM [103M, HO TAXHATA YECTOTA M TEKECT ca GHTH
no-ronemu. Jlosu ot 200 mg He ca 10Beny 10 MOBHILIEHHE HA ePEKTUBHOCTTA, HO YeCTOTaTa HA
HeXeJlaHUTe peakuuu (riapodonue, 3a4epBsiBaHe, CBETOBbPTEXK, AUCIENCHUs, Ha3aIHA l{om’rffmffjmg ""-5.1-\
HapyLUEeHO 3peHUe) € HapacTeana. /

B ciyuaii Ha npenosvpaHxe, cTaHAapTHUTE MEAULMHCKU AelcTBHA TpAOBa aAa Obaar c‘hoapaaemi C
KOHKPETHHUTE HyXIW. XeMOI1anu3arTa He yCKOpsBa KIIHpbHCca Ha cuiiaeHadu, Thii Kam ToM ce




CBBpP3Ba BbB BHCOK IMPOLCHT C [JIa3MEHUTE NIPOTCHHU K HE C€ €JIMMHHHPA C YpHHATA.

5. ®APMAKOJIOT'HMYHH CBOMCTBA
5.1 ®apmakogHHAMHYHH CBOHCTBA

®apmakoTepaneBTHYHA rpyna: YponoruuHu cpenctsa. JlekapcTea, KOUTO ¢€ U3MO/3BAT IPH
epextunHa aucoyrkums. ATC kon: G04B E03.

MexannsbM Ha neiicTaue

CunneHadui city»H 3a NepopaiHoO JIeUSHHE HA EPEKTHIIHATA aucoyHkuys. B ecrecTBeHu ycnoBus,
T.€. [IPH CeKCyallHa CTUMYJIalLlks, TOH Bh3CTAHOBSBA HapylleHaTa ePeKTHIHA PYHKLIUS upe3
YBEJIMYABaHE Ha KPBbBOTOKA KbM [IEHHCA.

®u3nON0rMYHKAT MEXaHH3BM, OTTOBOPCH 32 EPEKLIMSATA Ha MIEHUCA, BKIIHOYBA OCBOOOXKIaBaHe Ha
azoreH okcHT (NQ)) R KaREPHOIOTO TANIO OO BpeMe Ha cekcyanHa ctumynauus. Cnea Tosa NO
aKTUBHUpA elI3MMa ryaHW/IaT LIMKI1a3a, KOCTO BOJAH A0 NMOBUINIaBAHE Ha HURATA HA LIMKIMYEH I'yaHO3HH
moHodocar (Ul M®), a ToBa BOAM A0 OTIYCKaHE Ha [J1aJKaTa MyCKyJIaTypa B KABEPHO3HOTO TSUIO Y
[IPUTOK HA KPLB KbM HEro.

Cunpnenadun e momen u cenexrupeH HHXu6HTOP Ha L' M®-cneunduynara dpocdoauecrepasa tun 5
(®IES) B xopryc kaBepHO3yM, Kbaeto DJIES e orrosopHa 3a pasrpaxnanero Ha ul M.
Cunnenadun nma nepudepHo MACTO Ha IeHCTBHE BBPXY epekuuaTa. CungeHagun HaMa psaK
penakcupail eexT BbPXY H30IHPaH YOBELIKU KOPIYC KaBEPHO3YM, HO MOLIHO YCHUIIBA
penakcupaimsa epext Ha NO BbpXy Ta3u ThkaH. [Ipu akTuBupane Ha MeTabONIMTHATA BEpUTra
NO/ul'M®, kakTo cTaBa NpH cekCyaiHa CTUMynauus, iHxuOUpaneto Ha ®JIES ot cunaenadun Boau
1o noBviueHH HuBa Ha UI'M® B kaBepHO3HOTO Tsu10. Cilen0BaTENHO, 3a Aa MOXe cuaeHadun na
OCBLIECTBHM CBOMTE XeJlaHK OnaronpusTHr hapMakonoriyHu edekTu, e HeoGXoauMa CeKcyaliHa
CTUMYJauusl.

DapmakoAHHAMHYHH eheKTH

[IpoyuBanusra in vitro ca nokasaiu, 4e cunfeHadun e cenekrusex 3a ®JIES, KogTo y4acTsa B
npoueca Ha epekius. Heropusat epext pppxy ®JIES € mo-MoleH, OTKONIKOTO BbPXY APYTHTE
u3BecTHU Pocoauectepasu. Toii e 10-kpartHo no-cenektrBeH 3a ®J(ES, otkonkoTo 3a ®JIEG, kosTO
y4acTBa B npoueca Ha GOTOTPAHCTYKLHMS B peTHHaTa. B MakCHMaIHU MPENOPBYHTEHU 03K
CeNeKTUBHOCTTa My € 80-kpaTHo no-Bucoka 3a ®JIES, otkonkoro 3a ®JE1 u nag 700-kpaTHo no-
BUCOKa, 0TKOJIKOTO 3a PJIE2, 3,4, 7, 8,9, 10 u 11. ITo koHkpeTHo, cunaeHadun uma 4000 nbTH mo-
ronsama cejiekTuBHOCT 3a MJIES, otkonkoto 3a JIE3 — m3odopmara Ha UAMD-crienidprynara
docdhoauectepasa, yyacTalla B KOHTPOJIA HA ChPACYHUS KOHTPAKTHIIUTET.

Kauauyna edyMkacHOCT M D€30MacHOCT
I[BC KJIMHHYHH NpOoy4YBaHHA Ca owu CIMICIHATHO ITPOBEACHHU, 3a fa C€ OUECHHU BPEMETO, KOCTO €

HEOOXO/IAMO, 34 /14 CE NOJTyYH EPEKLHS B OTFOBOP Ha CEKCyalHa CTAMYJIALKS CJIE, IPHEM Ha
nekapcTBoTO. B npoydpane ¢ uznonspade Ha ruietusMorpadus Ha nenuca (RigiScan) npu naupenTH,
KOUTO Ca MPHEH CHIACHAQUIT Ha [1aHO, CPEAHHUAT NMEPHO/ 10 HAYAIOTO HA €(PEKTA MPH TE3H OT THX,
KOMTO Ca MOJTyYHJId €pEKLIA, XapakTepusupaiua ce ¢ 60% puruaHocT (ocTaTh4HA 32
OCBLIECTBABAHE HA NOJIOB aKT), € 6un 25 muyTH (0T 12 A0 37 munyTh). B apyro npoyusase ¢
RigiScan, cunaenadun nopu 1 4-5 4aca ciiex npueMa e JaBal Bb3MOXHOCT 34 TI0JTy4aBaHe Ha
€PEKLIMs B OTTOBOP HA CEKCyalHa CTUMYJIAI[Hs.

P ’,..-‘::—_:.l“-..\
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Cunpenadun npeAU3BUKBA JIEKH H MPEXOAHH MOHWKEHUS HA KPBBHOTO HaISraHe, KO K’%
MHO3MHCTBOTO OT CJIy4YauTe NpoTHyaT 6€3 KIMHUYHA caMnToMaTdka. Cpeanara CTOHHGCT Ha ]
MaKCHMAIHOTO NOHMKEHHE Ha CUCTOJIHOTO KPHBHO HAIATAHE B JIETHAJIO MOJIOXKEHHE cﬂm NepopaneH .
npuem Ha 100 mg cunaesadun e 6una 8,4 mmHg. ChoTBeTHaTa NPpOMAHA B nnacmmmm KPbBHO




HanAraHe B JIETHAI0 nosioxeHue e 6una 5,5 mmHg. Te3u noHWxeHus Ha KPBBHOTO HAJSITAaHEe
CHOTBETCTBAT Ha Ba30JMIATaTHRHUS e(DEKT Ha CHteHa(huI1, KONTO BEpOSTHO C€ IBbJ/DKH Ha
MOBHMIIABAHETO Ha HUBATa Ha Ul M® B rnagkara MyckynaTypa Ha KpbBOHOCHUTE cbaose. [1pu 3apaBu
A00pOBONLIM eMHHYHA NepopaiHa no3a 10 100 mg cunaeHadu He BOAX N0 KIMHMYHO 3HAYHMH
npomenn B EKT.

B npoyuBane BbpXy XeMOAHHAMHUYHHTE €PEKTH Ha eIHOKpaTHa nepopaiHa 103a ot 100 mg
cunaeHapun npu 14 nauuenra ¢ texxka UBC (>70% creHo3a Ha NOHE eIHa KOPOHAPHA apTepust),
CpEAHNTE CTOHHOCTH HA CUCTOJIHOTO U AMACTOJIHO HAJISITAHE B TIOKOW ca Ce MOHMMHUIIH ChOTBETHO ChC
7% n 6% cnpsamo usxoaHure. CpeHOTO cHCTONHO 6enoapoGHO HansraHe ce € NOHKWKHUIIO ¢ 9%.
Cunnenadui He e MpeaU3BUKaAIT MPOMSIHA B ChpACUHUS AOUT U HE € HAPYLIWI KPBBOTOKA IIpe3
CTECHEHHTE KOPOHAPHH apTEPHH.

B nBoiiHo-cnisano, nnaue6o-KoOHTPOIHPaHO MpOyYBaHe, BKIIKOUBALIO CTPEC TECT C HATOBapBaHe, MPU
144 nauyeHTa ¢ epekTHIIHA AUChYHKLMS W XPOHUUHA, CTabUIIHA CTEHOKAP/Hs, KOMTO ¢a MPOBEXIAIH
PEOBIIA AITHAIICHIIOZIIA TePAnH (C HIKTIOUEITHE 1A ITHTPATH), 11c ¢a OWIIH YCTAHOBCHH KIHHHYHO
3HAYMMM 1IPOMEHM B NPOABIKUTETHOCTTA HA BPEMETO 10 MOSABA HA IMMUTHpALIA CTEHOKAPIUS NPH
ynorpeba Ha cunaeHadun.

Enun vac cren nprem Ha 100 mg cungeHadun npy Mabk 6poii NalUeHTH ca ce MOSBUIIM JIEKH U
NpeXoJHH TPOMEHH B CIIOCODHOCTTA 3a pa3/iMyaBaHe Ha UBETOBETE (CHHBO/3€JIEHO), U3C/IeBaHa C
TIOMOILTA 114 TecTa 3a pasrpanuanarie 1ia 100 unetonn otrenmka na Farnsworth-Munsell, kaTo 2 gaca
CJIEL LPUEME HU JICKAPUTBULL CPUKIBT C UI3BY YA HALIBIHO. BEpOsSTHIS T MEXAHW3BM HA 143U
OpOMsHA B LIBETOBATA JUCKPUMHUHALUS € CBbp3aH ¢ uHXHOUpaHeTo Ha ®JIE6, KoATO yyacTBa BBHB
doToTpaHCAYKLMOHHATA Kackaaa Ha peruHarta. CuiieHaduI HAMA HUKAKbB €EKT BbPXy 3pUTEIHATA
OCTpOTAa WJIM YCELIAHETO 3a KOHTpacT. B Manko nnauebo-koHTponupaHo npoy4BaHe MpU NaLMEHTH C
JI0Ka3aHa paHHa Bb3PacTOBO-00yCOBeHa AereHepalus Ha MakyJiara (n=9) cuwigenadua (100 mg
€IHOKpAaTHa /103a) He € J0BeN 0 3HaYUMHU IIPOMEHH B NPOBEICHUTE 3PUTEIHH TECTOBE

(3puTenHa ocTpora, peleTka Ha Amsler, LIBeTOBa AUCKPUMMHALIMSA HA CUMYJIMPaHa [ThTHA CBETJIMHHA
curHanusauus, nepumerpr Ha Humphrey u doroctpec).

He e 6una ycTaHoBeHa MpoMsHa B MOTHJIMTETA UK MOPOJIOrHsATA HA CIIEPMATO30UIUTE CliEe]]
e[IMHUYHA [epopaiHa 1o3a ot 100 mg cuiaenadun npu 3apasu 1o6poBoiLu (BX. ToUka 4.6).

Honvinumenna unghopmayua 3a KIUHUYHU POYYEAHUS

B xiMHM4HHM npoy4BaHus cunaeHadui e Oun npunokeH npu noseye ot § 000 manyeHTH Ha BH3pacT
19-87 ronuny. bunu ca npeacTaBeHy ClieAHUTE IPYNH NALMEHTH: MALMEHTH B CTApYECKa Bh3pacT
(19,9%), naumnentu ¢ xunepronus (30,9%), 3axaped auabet (20,3%), ucxemudHa GOJECT HA CHPLIETO
(5,8%), xunepnununemus (19,8%), TpaBmu Ha rprOHauHMs Mo3bK (0,6%), nenpecus (5,2%),
TpaHCypeTpaliHa pesekuus Ha npocrarara (T'YPII) (3,7%), paaukanna npocratexromus (3,3%).
Crnennure rpynu He ca MM JOCTATHLYHO MPEACTABEHH WIH ca OHIH M3KIIIOYEHH OT KIMHHYHHTE
Npoy4BaHU:: MALIUEHTH C ONepaLys B MAJIKUSA Ta3, MALIMEHTH CIIC/ TbUYeTeparnus, NalHeHTH ¢ TEKKO
6B6peUHO MK YepHOAPOOHO YBpEXKJaHEe U NALKEHTH C HIKOHM ChPAEYHO-ChIOBH MPoOieMH (BXK.
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B npoyuBaHuaTa ¢ pUKCHpPaHH AO3H, IPOLIEHTHT Ha MALHEHTHTE, ChOOILABALIH, He JIEYSHHETO €
nog06pusIo TAXHATa epekuus, € 61 62% (25 mg), 74% (50 mg) u 82% (100 mg) cnpsamo 25% npu
miaue6o. B KOHTpoMpaHu KJIMHHYHH POYYBAHHS YECTOTATA HA PEKHCBAHE HA JIEYEHHETO ChC
cungeHadun e 6una Hucka U nono6Ha Ha Ta3u NpU MWIaue6o. 3a BCUUKH MTPOYUYBAHHS NPOLIEHTHT HA
NalMEeHTHTE, ChodLIaBallii 3a nogobpeHue cbe cunaeHadus, e 6una, KakTo ciieBa: NCHXOreHHa—
epekThiHa qucdyukuus (84%), cmecena epekTiia Aucdynxuua (77%), opraHuuHa ePERTIIMALT] 1, X
nucoyHkuus (68%), nauueHTH B cTapuecka Bu3pact (67%), 3axapeH aquaber (59%), HHE (,69%) AN
xuneptonusa (68%), TYPII (61%), panukanHa npocratekromus (43%), TpaBMa Ha 1 h_(f'iﬂdimu}i MOZBK" 1 \)
(83%), nenpecus (75%). B pbarocpouy npoyusanus 6e30MacHOCTTa U epeKTHBHOCTTA HA 2
cuiaeHadu ca ce 3anasuim. |




5.2 ®apMaKoKMHETHYHH CBOHCTBa

Ab6copbuns
Cunnenadun ce abcopOupa 6bp30. HabnonaBanute MakCMManHu ia3MeHH KOHLIEHTPAIUH Ce

aocturar B pamkute Ha 30 1o 120 muHyTH (cpeaHa cTokiHocT 60 MHHYTH) Cilel nepopaJieH NpUeM Ha
rnaaHo. CpcaHata abcouoTHa nepopaiHa GuoHanuyHocT e 41% (auanason 25-63%). Cnen
nepopajicH npuem Ha cungeHadun, AUC u Cmax HapacTBaT NpONOPLMOHATHO HA 103aTa B
NpenopbryYaHuTe A030BU rpaHuuy (25-100 mg).

Koraro cunaenadun ce B3eme Mo BpeMe Ha XpaHeHe, CKOPOCTTa Ha abcopOLiys HaMalsiBa, Kato
cpeaHOTO 3abaBsiHe Ha tmax € 60 MUHYTH, a CpeHOTO MoHmwKeHne Ha Cmaxe ¢ 29%.

Pasnpenenenvie
CpenHusar o6eM Ha pasnpeneneHue B CTaulMoHapHO cheTosiiue (Vd) Ha cunaeHadun e 105 1, koeto

TOBOPH 3a paslipeneneHue B Thkanute. Cren eqHMHUYHA niepopaina fo3a ot 100 mg cpeanara
MaKCHMaJlHa Mja3MeHa KOHLEHTpaUus Ha cuigeHadun e npubnusurenHo 440 ng/ml (CV 40%). Toit
KaTo CHIACHA(HI (M HCTOBUAT OCHOBEH LMpKyJiMpaly N-gesmerni meraboiuT) € CBbpP3aH ¢
na3MeHuTe 6enTi B 96%, ToBa BOAM 10 CpeliHa MaKCUMAalHA KOHLIEHTPALHs HA CBODOAHATA
dopma Ha cunaeHadun B riazMara ot 18 ng/ml (38 nM). Cbp3BaHETO C MPOTEUHUTE € HE3ABUCHMO
oT obliara jJekapcTBeHa KOHLEHTpaLus.

Ipu 3npaBu no6poBoLM, notyyasaiy cunaeHadun (100 mg B eqHokpartHa n03a), nox 0,0002%
(cpeano 188 ng) ot mpunoxeHara a03a e Ounia ycTaHoBeHa B esikysnara 90 MUHYTH cliel IpHeMa.

Buorpanchopmauns

Cunpenadun ce MeTabon31pa r1aBHO OT M30EH3UMUTE Ha YepHOoApoOHuTe Mukposomu CYP3A4
(ocHoeed nbT) U CYP2CY (BTOpocTeneHeH mbT). OCHOBHUAT LUMPKYJIMpaLl MeTabOJIUT ce MoJlyyasa B
pe3yaTaT Ha N-ae3meTunpanero Ha cunaeHadun. To3u Metabonut uma npodun Ha
dochonuecTepasHa CENEKTHBHOCT, MOA0OEH Ha TO3X Ha cunaeHaduL, v in Vitro MOIHOCT CIIPAMO
OJIES npubauszurento 50% oT Ta3u Ha U3XOIHOTO aKTHBHO BellecTBO. [L1azMeHHTe KOHIIEHTpALMH
Ha MeTabonura ca npubausurenHo 40% ot Te3n Ha cunaeHadun. N-ge3MeTin MeTaboNUTLT ce
MeTabosI3Hpa JOMBIHUTEHO U UMa KpaeH MOJY>KHBOT OKOJI0 4 vaca.

EnvMuHupane
ToTanHuaT TeneceH KIMpbHC Ha cunaeHadun e 41 I/h ¢ monykueoT B kpaiiHa ¢daza 3 — 5 yaca. Crnen

NEepPOPaIHO WJIM BEHO3HO NPHJIOXKEHHE cuieHadun ce exckpeTupa noa popMaTa Ha MeTabOMUTH
NpEeJMMHO ¢ H3npaxHeHHaTa (npubnuzurento 80% oT npunoxeHara nepopaiHa A03a) U B O-MAJIKa
CTeneH ¢ ypuHata (npudnusurento 13% oT npuiokeHara nepopaiHa 103a).

ChneunaaHy nonynanuu
Ilayuenmu 6 cmapuecka ev3pacm

3npaBu 1OOGPOBOILH B CTapyecka Bb3pacT (Ha 65 KM noBeve roAMHu) ca HMaJld HaMaJleH

- - ; TOBEN0 A0 fUIa3MEHN KOHICHTpALii Ha CHIIACHA(H i Ha
axTUBHUA N-Ie3METHINpaH MeTabOoIUT NO-BUCOKH ¢ 0KkoJI0 90% B cpaBHEHHE C yCTAaHOBEHHTE TIPH
31paBu no-mnaau nooposonuu (18-45 roaunu). [Topaau Bb3pacTOBH Pa3iMKH B CBBP3BAHETO C
IJ1a3MEHHUTE [IPOTEUHH CHOTBETHOTO YBEJIMUSHHE HA KOHLIEHTpAMUTe Ha CBOOOACH cHiiicHaduI B
wiazmara e 6uno c oxono 40%.

Bvbpeuna nedocmamvunocm

Ipu nobpoBonuu ¢ neko 1o ymepeHo 6bOpeuHo yBpexaaHe (KpeaTHHUHOB KIIHPbHC = 30/—80 mi/min),
(dbapmakoKMHETHKATa Ha cHiieHadusT e ocTaHala HeMPOMEHeHa Clie MPUEM Ha EHHHMHamep‘opanma
no3a ot 50 mg. Cpeanure croitHocT Ha AUC ¥ Cmax Ha N-e3mMeTunupanus merady 'pf ea . b
HapacHaIU CbOTBETHO Cbe 126% u 73% B cpaBHEHHE CHC CHOTBETHU MO BH3PAcT goam‘u; _ f)'es 2
6B0peuno yBpesxnane. [lopaan BUCOKUTE HHOMBUAYANHHU BapHaLul, obaye, Te3u }ﬁag;mxu He ¢a ounu




cTaTUCTHYECKH 3Ha4YUMH. [1pn no6poBonLM ¢ Texko yBpexkaaHe Ha ObOpeuHaTa GyHKUMA
(xkpeatHHHOB KIMpBHC < 30 ml/min) KIUPBHCHT HA cunaeHadun e 6K HAaMalIeH, KOETO € AOBEJIO 10
cpenno HapacTBaHe HA AUC u Cmaxcbe choTBeTHO 100% 1 88% B cpaBHeHHe ChC CHLOTBETHH MO
BB3pacT Ao6poBonuy 6e3 6b6peuHo yBpexxaade. OcseH ToBa croiHocTUTE HA AUC 1 Cmax Ha N-
AEe3METUIIUPaHUsl METabONUT ca HapacHaTd 3HAYUMO, CHOTBETHO ¢ 200% 1 79%.

Yeprnoopobua neoocmamuvunocm

ITpu no6poBoLH ¢ Jieka 10 yMepeHa cTeneH Ha yepHoapobHa uuposa (A u B no Child-Pugh)
KIMPBHCHT Ha cuiaeHadui e Oun HamasieH, KoeTo e foBeo a0 Hapactsane Ha AUC ¢ 84% u Ha
Cmax ¢ 47% B cpaBHEHHE ChC CHOTBETHHU 1O Bb3PACcT AOOPOBOIIILIM 6€3 uepHOAPOOHO YBpeKRaHe.
DapMaKOKHMHETUKATA HA CWIAeHA(UI ITPU MALMEHTH ¢ TeXKO HapylieHa YepHOApoOHa GyHKUMSA He €
NpoyueHa.

5.3 IlpeaxknHHHYHH JaHHH 32 Ge3omacHOCT

HewMHUYHKTE JaHHH HE 10Ka3BaT OCOOEH PUCK 32 Xopa Ha 0a3a Ha KOHBEHLIMOHATHHTE
(apMAKLIVIMIHN NPUYUBAHUA 34 GE301IACHOCT, TOKCUHHOCT IPU MHOTOKPATHO NPUJIAraHe,
F€HOTOKCHYHOCT, KAPUMHOICHEH NOTEHLHAN, PENPOAYKTUBHA TOKCHUYHOCT M TOKCUYHOCT 3a
Pa3BUTHETO.

6. OAPMALIEBTUYHW JAHHI

6.1 ChnHcbk HA NIOMOIIHHTE BelleCTBA

Lenyno3a, MUKpOKPHCTAITHA;
Kpockapmenosa HaTpHit;

Kanuues xuaporesdocdar, 6e3poaeH;
Xunpomenosa (3 cps);

Hatpuer creapundymapar;
Xumnpomenoza 2910 (6 cps);

TuranoB quokcun E171;

Tpuauetus;

HUnpurokapmun E132.

6.2 HecnBMecTHMOCTH
Henpunoxuimo
6.3 Cpoxk Ha rogsoct

3 roauHu

64— Crnenuannn ycroBHY WA CEXpaneHne
He u3nckBa cneuyanHy ycIoBHs Ha ChXpaHeHUe.
6.5 JlaHHH 32 OIAKOBKATA

Alu/PVC-PVdC 6nucrep
Cunerpua ce npennara B 61MCTepHU ONakoBKH OT | u 4 TabeTku.

He BcHuKM BUOBE OMaKOBKH MOrat fia Obaat mycHaTH B npoaaxoa.

6.6 Cneuna/jiHH NpeANa3HH MEPKH NPH H3XBLPJIAHE




Hsama cneumanyy U3ncksaHusl.

7. IIPUTEXATEJ HA PA3SPEIIIEHUETO 3A YIIOTPEFA
EKO®APM I'PVYIT AZQ

yi. AtaHac Jlyxos Ne29, ert. 3,

1407 Codus, brnrapus

ten.: (02) 906 90 70
daxc: (02) 906 90 71

8. HOMEP(A) HA PABPEIIIEHHUETO 3A YIIOTPEBA

Per. Ne 20140152 — Cunerpua 50 mg ¢unMupanu TabieTku
Per. No 20140153 — Cunerpua 100 mg dbunmupanu tabneTku

9. JATA HA ITBPBO PA3SPEITABAHE/NIO/THOBSIBAHE HA PASPENIIEHHUETO 3A
YIIOTPEBA

MHata Ha nbpBoO pa3pemasanc: 28 anpun 2014 r.

10. JATA HA AKTYAJIM3UPAHE HA TEKCTA

05/2022
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