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1. AME HA JIEKAPCTBEHMUS ITPOAYKT

Kpamka xapaxmepucmuka Ha npogyxkma - [ lpuaowerue 1
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AzypBur 12,5 mg/BrnpbCKBaHe, nepopasiHa CyCrieH3us | Kbm Poe. Ne ............. e:l 0(3'“0("\( ......................
Azurvig 12.5 mg/pump actuation, oral suspension | PaspeweHue Ne |
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2. KAUECTBEH U KOJIMYECTBEH CBCTAB 1GOOPOHUID B «..vveecrceincnanicnanse e

Bcekn MUJIMIMTBD OT cycrneH3uaTa chbabpka cuiaeHadun uurpar (sildenafil citrate), ekBuBanenren
Ha 25 mg cunaeHadun (sildenafil) (35,1 mg kaTo uurpaTHa con).
Bcsako BnpbekBane (0,5 ml) ceabpka 12,5 mg cunaeHadun (kaTo uurTpar).

[TomouHO BeliecTBO(a) C U3BECTHO 1€EMCTBUE
Bcekn MUIMIMTBP cbabpxka | mg HaTpues OeH3o0ar.

3a MbJIHUS CMUCHK C MOMOILHUTE BELLECTBA BHKTE TOUKa 6.1.

3. JEKAPCTBEHA ®OPMA

A3ypBHUr nepopajiHa cycneH3us € 0sia 10 noytH Oss1a cycneH3us, cBoOOOAHA OT YYXK/AW YaCTHLIM, U C
XapaKTepeH apoMar Ha MEHTa.

4. K IMHUYHHU JAHHHA

4.1 TepaneBTHYHH NOKA3AHHA

A3ypBUI' € MOKa3aHa 3a TMPHJIOKEHHE TMPU BB3PACTHH MBKE C EPEeKTHIHA AMCHYHKUMSA, KOATO
MpeACTaBIsiBa HECMOCOOHOCT 3a MOCTUraHE WJIM 3aJbp)KaHE Ha €PEeKLMs Ha MeHUca, J0CTaTbyHa 3a
3aJOBOJIMTEJIEH CEKCYAJIEH AKT.

3a na Obae epekTuBeH A3ypBHr, € HEOOX0AUMA CEKCyallHa CTUMYJIaLIMA.

4.2 103HpOBKAa H HAYHH HA NPHJIOKEHHE

Jlo3upoBka

Bwv3pacmnu

A3ypBHUI' € JIEKapCTBE€H TPOAYKT, OTIYCKaH [0 JIEKAPCKO TMpeAlMCaHHe, MNOpajd KOeTO HaM-
noaxoAsilarta Jo03a 3a BCEKM MNauMeHT TpsOBa na Obae mnpeanudcaHa, Karo ce B3eMaT NpeBH/
UHAUBHAYAJIHUTE XapaKTepUCTHKH HAa nauueHrta. Jlo3ara Ha Azypsur TpsadOea na Obae Ha
Hal-HUCKaTa Bb3MO)KHA €(EeKTHMBHA /03a, KaTo C€ M3M0JI3Ba CBLUMAT TPOJAYKT, KO




[TpenopbuMTENHATA 4032 € 4 BNPbCKBAHHWA, €KBHBAICHTHH Ha 50 mg cunacHapHn, NpHEMAaHH MNPH
HY>KJa OKOJIO €IHH Yac npeaH nosioB akT. Ha 6asa edukacHOCTTa H MOHOCHMOCTTA 03aTa MOXE 1A
ObAe HaManeHa no 2 BnpbCKBaHMa (25 mg cunaeHadun) unu yeeanueHa Ao 8 snpnckasanus (100 mg
cwigeHadun). MakcuManHaTta agHeBHa fo3a A3ypBur € 8 BNpbCKBaHHA, €kBHBIeHTHH Ha 100 mg
cungeHadpun. MakcuMmanHara npenopbUBaHa 4eCTOTa Ha AO3HpPAHE € BEAHBXK AHEBHO. AKO A3ypBur
ce TPHEMa C XpaHa, Ha4yaloTo Ha JEHCTBHE MoXe Ja Oblie 3a0aBeHO B CPaBHEHUE ChC CHCTOAHHETO HA
rrnajHO (BWKTE TOUKA 5.2).

Besiko BapbekBaHe chabpka 12,5 mg cunacHagpun,

CrneuyanHy nonynalnuy

Bw3pacmuu nayuenmu
He ce u3nckea peryadpaHe Ha 403aTa NPHA Bb3PACTHH NAUHEHTH (= 65 roaunu).

Iayuenmu ¢ 6vbpeuna yepeoa
[IpenopbUaHOTO AO3MpPAHE, OMTMCAHO B ,,YNOTpeOa NpH BB3pacTHH € NPUNOKHUMO 32 NAUMEHTH C JeKa
10 yMepeHa Ob0peuHa yepeaa (kpeaTHHHHOB KiHpbHC = 30 — 80 mL/min).

THii Karo KAUPLHCHT Ha cuiaacHapWI € HaMajieH Npd NalHeHTH cbC cepro3Ha ObOpeuHa yBpeaa
(kpeaTUHUHOB KAupbHC < 30 mL/min), TpsbBa na ce obMucad aoza ot 2 snpbckBaHug (25 mg
cwiaedapun). Ha ©Oasa edukacHOCTTa M NOHOCHMOCTTa ao3ara Moxe ja Obae yBeauuveHa
CTBNANOBHAHO no 4 BnpuckBaHua (50 mg cunoeHadwun), ako € HeoOXoaAUMO.

Ilayuenmu ¢ yepnoopobra vapeoa

TvH kaTo KIWPBHCHT HAa cUideHapHS € HAMANEH NpPH NAUHEHTH ¢ uYepHoApoOHa yBpeaa (Hanp.
LMpo3a), TpabBa na ce oOMHCIH 10332 OT 2 BNPBbCKBAHWA, €KBUBANEHTHH Ha 25 mg cunaenadun. Ha
baza eduKacHOCTTa M MOHOCHMOCTTA J03aTa Moxe nga Obae yBenwdeHa CTbOANoBUAHO A0 4
BrnpbekBaHus (50 mg cungenadun), ako € HeoOXoAUMO.

Ieduampuuna nonyaayus
A3YpBHT HE € NMOKa3aH 3a Jyua nof 1 8-roauinHa BL3pacT.

Ynompeba npu nayuenmu, npuemawiu Opyeu 1eKapcmeenu npooyvkmu
C HM3KIIOYEHUE HA PHUTOHABHP, MPH KOHTO HE C€ MPENOPBYBA CBBMECTHO NPHUIAraHe 3aeQHO ChC
cunacHabun (BwkTe TOouka 4.4), HayanHa A03a OT 2 BNPBCKBAHMA, EKBHUBAJICHTHM Ha 25 mg

cuiiaeHa¢un Tpabea Aa ce 0OMHCIIH NPH NAUMEHTH, NPUEMalld CITbTCTBALLQ JIEYEHUE ¢ HHXHOUTOPH
Ha CYP3A4 (Bwxre TOouka 4.5).

3a na cBenere N0 MHHMMYM BB3MOXHOCTTA 3a pa3BUTUE HA NOCTYpadHa XUMOTEH3WA NMPH MALUEHTH,
npuemamd anda OGaokepu, nanuenture TpadBa Aa ca ctabunusupaHH Ha Tepanua ¢ anda Onokepy,
MpeaH Aa 3anoYHaT JIEUECHHE CbC cHiiacHadun. B nomenuenue Tpadea ga ce o6MHCAN 3an04BaHETO Ha

cuiiAcHadun npy oo3a OT 2 BIPbCKBAHHA, €KBUBAJIEHTHH Ha 25 mg cuigeHadun (BHXTe TOUKH 4.4 M
4.5).

bpoii noMNoOBH BIPbLCKBAHHA Koangecrso nprjiokena Konauvecrno
CYCHIEH3H A CHJIIeHAPHT

2 1 ml 25 mg

4 2 ml| 30 mg

8 4 ml 100 mg

MakcruManHaTta JHeBHa 103a € 8 BNpbCKBaHKUA, eKBHUBANeHTHH Ha 100 mg cunneHadun.

Haunu Ha npunarase




3a nepriepopanHa ynorpe0a.

Ja He ce NpUIara Ha3alHO WM KOXHO (JIOKTHO).
4.3 IIpoTuBonoKa3aHHuA

CBPBLXYYBCTBUTEHOCT KbM AKTUBHOTO BEIECTBO WM KbM HAKOE OT [OMOLUHHUTE BELUECTBA,
u3bpoeHH B TOUKa 6.1.

B CBLOTBETCTBUE C HETOBMTE M3BECTHH €(EeKTH BbpXy MbTH a30T€H OKHC/LIMKIWYEH T[yaHO3HH
moHogocdatr (cGMP) (Bx. Touka 5.1) cwiaeHadpuin € mokasan AOTEHUHPAHE HA XWUNOTCH3WBHHUTE
e()eKTH Ha HUTPATHTE H CNeOBATENHO €1HOBPEMEHHOTO MY MPHIOKEHHE C JOHOPU HA a30TeH OKHC
(xaTO aMU/T HUTPAT) WIH HUTPATH NMOJ BCAKAKBa GhopMa € NPOTUBONOKA3AHO.

CpencTBara 3a JieY€HHE Ha epeKTHIHATA AUCHYHKUMA, BKJIIOUHTENHO CHANCHAadwi, He TpadBa Aa
6bOaT NpHIAraHd MpH MBXKe, HAa KOWTO HE C€ [Mpernopbusa CEKCyallHa aKTUBHOCT (HaIpHMep,
MAUHEHTH C TEXKH ChPAEYHO-CHJOBH HApylIeHHs KaTo HecTaDu/IHa CTEHOKapAus WIH TeXKa
ChbpIe4YHA HEAOCTATHLYHOCT).

A3ypBHT € NPOTMBOKA3aHa MPH NALMEHTH, KOHTO HMAT 3aryba Ha 3peHHETO NPH €AHOTO OKO NOpany
HeapTePUHTHA NpeaHa ucxeMuyHa onryuyHa Hesponatia (HAWMOH), nezaBucumMo nanu Te3u €nu3oau
ca OMIIH CBbP3aHK WM HE ¢ nNpeaxoaHa ekcno3uuua Ha OJIES wnxubuTop (BX. Touka 4.4).

BesonacHoOCTTa Ha cunjaeHadWs HE € NMPoyYeHa NPH CACAHHTE MOArpyNH MALKUEHTH W CACAOBATCITHO
ynoTpebara My € NMPOTHBOMOKA3aHa: TEXKO YepHOApPOOHO yBpEKNaHe, XUNOTOHUSA (KPBBHO HalAraHe
<90/50 mmHg), aHaMHe3a 3a CKOPOLUEH HHCYJT WIH MHOKapAeH WHQAPKT U U3BECTHH HACACACTBEHH
AcreHepaTHBHH 3a00NABaHUA HA PETHHATA KATO retinitis pigmentosa (Manka 4acT OT TE€3H MALMECHTH
MMAT MeHETHYHHY aHOMAJTUH, 3acAraiy ¢pocdoauecTepa3uTe Ha PETHHATA).

EnnoBpeMendoto npwiaraHe Ha OJIES WHXUOWTOPH, BKJIIOYMTENHO CHNACHAGWI, ¢ ryaHWNaT-
LMKINA3HH CTHMYNATOpPH, KaTO pHOLMIyaT, € NPOTHBOMOKA3aHO, TbH KaTO TOBa MOXE Ja MPUYHUHU
CUMITTOMATHYHA XHITOTOHHSA (BXK. TOuka 4.5).

4.4 Cnenpalny npeaynpexIeHAs H NpeiNa3Hl MepKH OpH ynorpeba

[lpeay na ObAe HazHayeHO (PApPMAKONOrMYHO JIeYEHHE € HEoDXOAMMO CHeMaHe Ha MeAHLMHCKA
aHaMHe3a U du3MKaIeH CTATyC 3a AWArHOCTULIHpAHE Ha epeKTHIIHATa JUCOYHKUMS M onpeaensHe Ha

Bb3MOXKHHTC INTPHYHHH.

CamMo 3a nepriepopayina ynorpeda. Jla He ce U3Mo3Ba Mo JApyr MbT Ha MPHJIOKEHHE.

CbpAeYHOCHIOBY PHCKOBH (dhakTopu

[Ipean 3anouBaHe Ha KaKBOTO W Ja € JleYeHHe 3a €peKTWIHA AMCOYHKUMA jekapute TpadBa na
MPELICHAT CbPAEYHO-CHIOBHA CTATYC HA MALMEHTHTE CH, TbH KATO CHUIECTBYBA CTEMEH HA ChpAeydeH
PHCK, CBBLP3aH CbC CeKcyaslHaTa akTHBHOCT. Cuiinesadun uMa CbaopaslliupABalll CBOMCTBA, BOACILIH
10 NIEKO M IPexXOoAHO MOHMKEHHE HAa KPBBHOTO Hangrare (Bx. Touka J.1). Ilpenn npeanucBaHeIc

cungeHadun nexapute TpsOGBa BHHUMATENIHO [Ja MPEUEHAT JanM TEXHUTE MALMEHTH C ODPRTIERASIHA 4
CBHITLTCTBALIM 3a00/1aBaHUA OHXa MOTJ/IH Na C€ TIOBJIUAAT HEOMAronpuATHO OT TE3H Ba30) 7 X\ &
edexTH, 0COOEHO B KOMOHHALMA CbC CEKCYAIHA aKTHBHOCT. [laliMeHTH ¢ NOBHLIEHA Uy / pHe

KbM Ba30JHJIATATOPH Ca Te3W ¢ OOCTPYKUMS Ha NEBOKAMEPHHSA H3XOAEH TPAaKT (Han MehYey

CTEHO3a, XHMepTpohHyHAa OOCTPYKTHBHA KapJMOMHOMATHA) M Te3H C pelkHa |FEHOpOM: >Hal,
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MHOECTBEHA CHCTEMHA arpodus, MaHudecTHpaul ce ¢ TEKKO HapyuleH aBTOHOMCH KOHTPOA Ha
KPbBHOTO HajsAraHe.

CungeHadui NOTEHLMPa XHNOTEH3UBHUA eEKT Ha HUTPATHTE (BXK. TO4Ka 4.3).

WMa nocTMapKEeTHHFOBH ChODIIEHHS 32 CEPHO3HH ChPACHHO-ChAOBH CHOHTHA BPEMEHHO CBbP3aHH C
ynotpebata Ha cungeHadun, kato MHokapaeH wHHdapkr, HecrabWiHa CTEHOKapAMs, BHe3anHa
CbPACYHA CMBPT, KAMEPHA APUTMHUA, CHIOBO MOIbYEH KPHBOM3/IMUB, MPEXOAEH HCXEMHYEH MPHCTBI,
XHNEPTOHHA W XUITOTOHMA.

[ToBe4eTO, HO HE BCHYKH, OT T€3H MALHEHTH, Ca UMAJIM NPEALIECTBALUH ChPACYHO-CHAOBH PHCKOBH
axTopu. CrobiaBa ce, e MHOTO OT CbOMTHATA Ce pasBHBAT MO BPEME Ha WM CKOpO Clief MoJios
KOHTAKT, a HAKOMW ca Bb3HHKHAJIM CKOPO CJIeA nipueMa Ha cuieHadun 6e3 cexcyanHa akTuBHOCT. He e
Bb3MOXHO na 6bje ONpeacneHo JanM Te3d MHUMIEHTH C€a CBBLP3aHM MpPAKO ¢ FOPHUTE WIH APYTH
dakTopH.

[Tppanmu3bm

CpeacTsara 3a JIEYCHUE HA ePeKTHIHATa AMCHYHKUNA, BKIIOYHTENHO cunaenadun, Tpabea na oOvaar
M3MOM3BAHK BHHMATENHO NMPH NAaLKHEHTH C aHATOMH4YHA Acdopmauus HA NeHuca (KaTo aurynauus,
kaBepHo3Ha (uOpo3a unu Gonect Ha [lefipoHH) WK NPH NAUMEHTH CbC CHCTOSHUR, KOWTO MOXE Ja
npeapasnonararT KbM NPHANU3bM (Karo CHPHNOBHAHO-KNETHYHA AHEMHSA, MYNTHIUVICH MHENOM WIH
NIEBKEMMA).

Mma cboOLICHHS 33 MPOOL/DKMTENHA €PEKUMA M TNpHANW3BM NpPH TNPHEM Ha CcHUnaeHadun B
OCTMAPKETHHIOBHA TIEpHOA. B cnyyak Ha epekuHs, KOATO NMPOALIKABA NOBEYE OT 4 4aca, NALMCHTBT
Tpa6Ba He3abaBHO A4 MOTHPCH MERHLMHCKA MOMOLI. AKO TIPHANMM3MBT HE €€ JIeKyBa He3abaBHO, Ou
MOTJIO [1a CE CTMI'HE 4O YBpPEKAaHE HA ThKAHWTE Ha NMEeHKHca W MOCTOSHHA 3aryba Ha NOTEHTHOCT.

EnnoBspeMento npunoxende ¢ aApyrd OJES unxuburopy MAM Jpyru JieUeHWSs HA EPEKTHIIHA
auchyHKIIHA

BesonacHocTra M edMKACHOCTTa Ha KoMOMHaumute Ha cungeHadun ¢ apyrd ®JIES uHxuburopw,
ApYFH JieueHus Ha Oenompobua aprepuanna xunepronus (BAX), cpabpxkawM canaeHadun, wiu
ApYrH NE€YEHHs HA €PEeKTHIIHA AHCOYHKLMS He ca npoy4eHH. [lopaaw ToBa NpHnaraHeTo Ha TaKHBa
KOMOWHAUMK HE Ce NpenophuBa.

EdexTd BEPXY 3PEHHETO

HMma crnoHtaHdHd cboOLUEHHA 3a CAy4Yad Ha 3PHTEAHH YBPEKJaHHWA BHB Bpb3Ka C MNPHEM Ha
cungenadun u apyru OJES nnxuburopu (Bxc. Touka 4.8). 3a chyuyan Ha HeapTepHMTHA MNpeaHa
MCXEMHYHA OINTHYHA HEBPOTATHA, PAAKO CbCTOAHME, MMa CMOHTAHHH CBOOLIEHHS H CHOOIIECHHA B
oBcepBallMOHHO NPOYYBaHe BbB Bpb3ka ¢ npueM Ha cuinaeHadwn u apyrd OJES uuxuburopn (BX.
Ttouka 4.8). [NaumenTure TpabBa Aa ObAAT NOCHBETBAHH, Y€ B CllyMaH Ha KakBOTO H 2 € BHe3anHO
3pPUTENHO YBpEXKaaHe, TpAGBa Ja cnpaT npHeMa Ha A3ypBHT H He3aDaBHO /1a C€ KOHCYJITHPAT C JlieKap
(BXK. TOUKa 4.3).

EnHoBpeMeHHa ynoTpeba ¢ pHTOHaBUp
EQHOBPEMEHHOTO NPUIOKEHHE Ha CHIACHA(WI H PHTOHABHP HE Ce NPEenopbUBa (BXK. Touka 4.5).

EnnoepemeHHa ynoTpeba ¢ anda-6nokepu

[IpenopbyBa ce BHUMaHKE, KOraTo CHIACHA(QHU CE€ NpHIara Ha NalMeHTH, KOUT
OnokepH, ThH KaTO €AHOBPEMEHHOTO TMPHIOKEHHE MOXKE Aa JOBCAE A0 CHMIITOMA
MpH MAJIKOTO YYBCTBHUTENIHH MHAUBHAM (BK. Touka 4.5). ToBa € Hai-BEPOATHO I




mepBUTe 4 uaca cnea npuema Ha cwigeHadun. [lauuenrute Tpabsa na O6bAaT XeMOAHMHAMMYHO
CcTabHWNHH MO OTHOLIEeHWEe Ha TepanuaATa ¢ anda-Onokepu npedd 3aMOYBaHE Ha JIEHEHHE ChC
cunaeHadun, 3a na ce HaMalK Bb3MOXKHOCTTA 332 PAa3BUTHE HA OPTOCTATHYHA XUNOTOHUA. Tpabea na
ce OOMMHCITH 3allOYBAHETO HA cHaeHa(W! MPH A03a OT 2 BOPBLCKBaHHs, €KBUBANICHTHH Ha 25 mg
cunaeHadun (Bkre Touka 4.2). B aonwiHeHue, nekapurte TpAdBa Aa MOCHLBETBAT NMAUHEHTHTE KAaKBO
74 MpaBAT B CJIy4ait HA NOABA HA CUMIITOMH HA OPTOCTATUYHA XMNOTOHMUA.

EdeKxT BEpXY KbpPBEHETO

[IpoyuBanHs BBpPXY 4oBelUKH TpoMmOoLuTH mokaszeaT, ue cuiaacHadun MNOTEHUMpa in  vitro
aHTHarperaHTHUTE CBOICTBA Ha HATPHEBHA HUTponpycua. Jimncea uH@opMauus 3a OesonacHarta
ynorpeda Ha cuaieHadMIT MPU NALKEHTH C HAPYLUEHHA HA KPbBOCHCHPBAHETO WIM aKTHBHA MENTUYHA
a38a. CnenosaTenHo, cuigeHapun tpabea ga Obae npuiaraH NpH TakKWBa MAUMEHTH CaMO CJIEA
BHUMATEJTHA OLICHKA MOM3a-PUCK.

[IoMOLIIHH BeLIIECTBA

To3n nexapctseH npoaykr cwuabpxka 0,5 mg Hatpues OeHzoar BB BCekH 0,5 ml, koero ¢
€KBHBaJICHTHO Ha | mg/ml.

KeHu

A3ypBHT HE € NoKa3aH 3a ynotpeda rpH »KEeHH.
4.5 BzanmopeiicTBHe ¢ APYIR JIEKAPCTBEHH NPOAYKTH H ApPYrA GopMH HA B3aKMOJeHCTBHE

Edexry Ha Apyry aekapcTBeHH NPOAYKTH BbPXY CHIAeHAdUN

Ilpoyusanus in vitro

Metaboau3MbT Ha CHIZeHa(HA MO OPHHLMIT C€ OCBLIECTBABA C MOMOILUTA HAa M30eH3UMH 3A4
(ocHoBeH mbT) K 2C9 (BTOpOCTEneHeH mbT) Ha uuToxpoM P450 (CYP). Tlopanu rora uexuburopure
Ha Te3H H30CH3HWMH MOTAT [1a HaAMa/AT, a HHAYKTOPHTE KM — 13 MOBULLAT KAMPBbHCA HA cHnaeHadpuwn.

IIpoyusarnua in vivo

[TormynauMoHHUAT (PapMaKOKMHETHYEH aHaNHW3 Ha JaHHUTE OT KIHHHYHHW MNpOy4YBaHMA NOKa3Ba
HaMa/leHHE Ha KIHpBHCAZ Ha cunjgeHadul NpU €JHOBPEMEHHO TPWIOKEHUE ¢ HHXHUOUTOpPH Ha
CYP3A4 (kaTo KETOKOHA301, €PUTPOMHLIMH, UMMeTHAHH). Bunpeku ue He e 6uno HabmopaBaHo
MOBHULIABAHE HA YECTOTATA HA HEXKENAHWTE peaklUdd NpU Te3U MALMUEHTH, KOrato cungeHadpun ce
npuiara eaHoBpeMeHHO ¢ HHXHOUTOpK Ha CYP3 A4, Tpabea aa ce MMa npeasuj Ha4alHa 103a OT

25 mg.

EasoBpeMeHHHAT npHeM Ha HIV-nporeasHus HHXHOUTOp PUTOHABUP, KOWTO € MHOrMO MOLlEH
uHxHouTop Ha P450 (500 mg aBykparHo AHeBHO), U cunaeHadun (100 mg enHokpaTHa n03a) € AOBEN
no HapactBaHe ¢ 300% (4-kpatHo) Ha Cmax Ha cunaeHadun 1 ¢ 1 000% (11-kparHo) Ha nna3zMeHara
AUC Ha cunaenagun. Ha 24-ua yac nrasMeHUTE HMBA Ha cunaeHadun Bce onle ca OMH oKono

200 ng/ml B cpasuecHuUE ¢ HUBaTa OT S5 ng/ml npu caMocTOsTENEH NMPUEM HA CHILACHA(N.

ToBa CHOTBETCTBA HA M3pa3eHUTE €eKTH Ha PUTOHABHpP BLPXY LUKPOK Kpbr ¢ybeTpaTt Ha P450.
Cunapenadun He e okazan BIMAHHE BbpPXY (apMakOKMHeTHKaTa Ha puroHasup. Ha 6asza Tesw
(apMaKOKHHETHYHH pe3yaTaTH CbBMECTHOTO NPUIOKEHHE HA cuiaeHapun ¢ PUTOHABHP He Ce
npenopnea (BIKTEe TOUKA 4.4) W BHB BCEKHM Cy4Yal MakCHMallHaTa 003a CHAOEHadHI NpH HU
obcroarencrsa He 6uBa na npesuwiaBa 1 ml, ekBuBaneHTHO Ha 25 mg cunaeHadun B
48 yaca.

EnHospeMeHHHAT npueM Ha HIV-nporeazuus WHXUOMTOp cakBUHABHpP, KOHTO e
CYP3A4, cnen nocruraHe Ha paBHOBeCHHM KoHUeHTpauuu (1200 mg Tpu nbTH JHEBHO




(100 mg eaHokpaTHa n03a) € AoBen Ao HapacTBaHe ¢ 140% nHa Cmax Ha cunaeHapun v ¢ 210% Ha
AUC Ha cunaeHadun. CunaeHadun He e oxasan BIHAHHE BbpXY (apMaKOKHHETHKATa Ha CAKBHHAaBHP
(Bx. Touka 4.2). [Ipennonara ce, ue no-mouHd uHxubutopu Ha CYP3A4, kaTo KETOKOHA301 H
MTpaKkoHa30/, GHXa UMaJTH oLe NMO-CHIIEH eeKT.

[lpy €AHOBPEMEHHO MpWIOXEHHe Ha cunaeHadun B eanokparha nos3a ot 100 mg w ymepeHus
CYP3A4 uHXUOGHTOpD €DHTPOMHLMH, Clied AOCTUraHe Ha PpaBHOBECHM KoHUeHTpauud (500 mg
ABYKDATHO JHEBHO 3a 5 AHKM) e 6wio HabmiomasaHo yeennueHue ¢ 182% Ha CHCTEMHATA CKCIO3NLUA
(AUC) na cungenadun. Ilpd 3apasd Mbxe noGposonud He e Oun HabmonaBaH €QeKT Ha
azuTpoMuLmH (500 mg nxesHo 3a 3 aHH) BBPXY AUC, Cmax, tmax, €THMHHALUMOHHATA KOHCTAHTA WK
NONYXXUBOTA HA CHAAEHA(U WK HErOBUTE OCHOBHH METabONIHMTH B LIMPKY/IaLIMATA. Linmernaun (800
mg), KoiTo € uuToxpoM P450 unxubutop u Hecneunpuyen CYP3A4 HHXHOHUTOpP, € Npeau3BUKan
HapacTBaHe ¢ 56% Ha Mia3MeHaTa KOHLEHTpalMs Ha CHUAAeHA(W! NPH €THOBPEMEHHO MPHJIOKCHHE
cbe cunaeHadun (50 mg) npH 3apasu 100pOBOLY.

CokbT OT rpeiindpyT ¢ cnab uaxuburop Ha CYP3A4-meanupaHns MEeTaOONIH3BM B HPEBHATA CTEHA M
MOXKe a JOBeE /10 YMEPEHO HapacTBaHe Ha IUTa3MEHHTE HUBA HAa CHACHADHI.

EqHOKpAaTHM [034 aHTHAUMA (MarHe3ueB XHAPOKCHI/aTyMMHHEB XHMAPOKCHI) He ca MOBAMANH
OHOHATTMYHOCTTA Ha CUAeHAPHIT.

Brnpeku ue He ca NPoBeKAaHH creludbHyHH NPOyYBAHHA 32 JIEKAPCTBEHH B3aHMOAEHCTBNA ¢ BCHYKH
NIEKApCTBEHH NPOJYKTH, MOMYJalMOHHUAT (GapMaKOKMHETUHEH aHa/lu3 He € MOoKasan e(peKT BBPXY
(hapMaKOKHHETHKATA Ha cHWAeHadHN APH ENHOBPEMEHHO NPUJIOKEHHE Ha JIEKApCTBa, NMpHUHALNEeXaLIH
KkbM rpynata Ha wuuxuburopure uHa CYP2C9 (xato TOonGyramup, BapdapuH, QEHHTOHH),
uaxubutopure Ha CYP2D6 (kato ceNeKTHBHUTE MHXMOUTOPH Ha ODpaTHUS 3aXBaT H& CEPOTOHHHA,
TPULMIUTHYHHTE AHTUMICNPECAHTH), THA3WIAMTE M CPOAHH AMYpPEeTHUH, OpHMKOBMTE H Kank-
CIECTABALUMTE INHYPETHLUH, MHXMOMTOpPUTE HA AaHrHOTEH3HH-KOHBEPTHPAIUMA CH3HM, KallllHEBHTE
AHTATOHHCTH, 0eTa-aPEHOPELEITOPHITE AHTATOHHCTH WK HHAyKTOpHTE Ha CYP450- Meavupanus
MeTaGonn3bM (kato pudamnuuuy, 6apbutyparu). B npoyusase np 3aApaBd JOOPOBO/ILK OT MBXKH
MOJI €THOBPEMEHHOTO NPWICKEHHE HA CHAOTENHH-PELICITOPEH AHTArOHHUCT — DoceHTaH (MHAYKTOP Ha
CYP3A4 [ymepen], CYP2C9 u BepoarHo Ha CYP2CI19), B cTauuonapto cherosHue (125 mg apa
IbTH JHEBHO) Cbe CHaeHadH B CTALKMOHAPHO CheTosHUe (80 mg TPH MbTH JHEBHO) € JOBENO 10
cboTBeTHO 62,6% u 55,4% uHamanenve Ha AUC u Cpax Ha cungeHadpwun. Ilo rasy npuuuHa
eJHOBpeMeHHOTO npuiokeHue Ha MOIUHU CYP3A4 uumykTopH, karo pudaMnuuuWH, c€ OYaKea Ja
noBee IO MO-3Ha4YUMM HaMaJIeHHA Ha MJIa3MEHWTE KOHLEHTPaLMH Ha CHILACHADHI.

Hukopataun € xubpui MexIy aKTUBAaTOp HAa KaJMEBHTE KaHaiW u nuTpar. [lopaam HMTpaTHara
KOMIOHEHTA ChLIECTBYBA BE3MOXKHOCT J1a A0BEJE A0 CEPUO3HO BIaUMOAEHCTBHE Che CHITICHAdHI.

Edexry Ha cuaaeHaduI BLPXY APYTH 1I€KapCTBEHH MPOAYKTH

IIpoyweanua in vitro

CungeHadni e cnab naxuburop Ha uuroxpoM P450 usoensumu 1A2, 2C9, 2C19, 2D6, 2E1 u 3A4
(IC50 > 150 uM). Kato ce uma npeAsHa, Y€ MHKOBATA FUIA3IMEHA KOHUCHTPALMWA Clel NpPHEM Ha
cwiaeHadW B NPENOPLUHTENHHTE J03H € npubiusutento | pM, we 64 Mornio fa ce ovakea A3ypBUT
1A MOBJIMA€E KIHMPbHCa Ha CyOCTpaTHTE Ha T€3H H30CH3HMH.

JIuncBaT JaHHK 3a B3aUMOACHCTBHETO MEXAy cHiacHadun W HecneuupuunuTe GocdoaunecTepasHu
HHXHOWTOPH KaTO TEOQUNHUH WIH OHITHPHIAMON.

IIpoyveanusn in vivo
B CHLOTBETCTBHE C MO3HATHTE CH JOEHCTBHA BBPXY nbTA a30oTeH OKCHI/UI MO (




eHOBPEMEHHOTO MY MPHIIOXKEHHE C JAOHOPH HAa a30Te€H OKCHA WIH HHTpATH MOJA KakBaToO W 1ia ©
(opMa e NpoTHBOMNOKa3aHo (BXK. TOUKa 4.3).

EAHOBPEMEHHOTO NPWIOKEHHE Ha CHIfeHaH Ha MALWEHTH, KOUTO NpHeMar anga-0loKepH, MOXKE
na NOBEAE N0 CHMMTOMATHYHA XMMOTOHHMA NPH MAIKOTO YYBCTBHTENHH WHAWBMAM. ToBa € HaH-
BEPOATHO J1a e MpOsBH Npe3 ITbPBHTE 4 yaca cliesl mpueMa Ha cuiaeHadun (Bx. TOYKH 4.2 M 44). B
TpH crieLHYHM NPOYYBaHHA 33 NEKAPCTBEHH B3aHMONCHCTBHA an(a-0oKeEpsT AOKCA303HH (4 mg U
8 mg) u cungeHadpun (25 mg, S50 mg win 100 mg) ca GuNH NPUACKEHH ENHOBPEMEHHO HA NALIMEHTH C
noGpokauecTBeHa xunepiasds Ha npoctata (JXII), cTabunusnpaHy Ha Tepanus ¢ AOKCa303MH. B
TE3NW W3IIMTBAHM nonyJauud e HalmoAaBaHO CpPEAHO AONBJIHMTETHO HAMANEeHHE HA KPbBHOTO
HaIAraHe B JlerHano monoxeHue cborBetHo 7/7 mmHg, 9/5 mmHg u 8/4 mmHg, u cpeano
JOITbJHUTENIHO HAMAIEHHE HA KPbBHOTO HaisraHe B M3NPaBEHO MOJNOXKEHHE ChoTBeTHO 6/6 mmHg,
11/4 mmHg u 4/5 mmHg. Korato cunneHapHn u 10KCa303MH ca OWIM MPUNOXKEHH €AHOBPEMEHHO
MNPy MALMEHTH, CTaOMNW3MpaHK Ha TEpandsa ¢ JOKCa303HH, Ca MOJYHYECHH PEAKH cbOOICHHA 32
MAMEHTH, KOMTO ca MONYYWIH CHMNTOMATHYHA OpPTOCTaTHYHA XHNOTOHWA. Tean CrOOLWIeHHA
BKJTIOYBAT BUEHE Ha CBAT Y 3aMasgHOCT, HO HE H CHHKOIIL.

[TpK eAHOBPEMEHHOTO NpuiaraHe Ha cunaeHadun (50 mg) u Tonbyramua (250 mg) uau BapgapuH
(40 mg), kouto ce merabonuaupar ot CYP2C9, He e 3abens3ano CHTHU(HKAHTHO B3aHMO/CHCTBHE.

Cunnenadgun (50 mg) He ¢ NOTeHUHpal AOMBJIHHTENHO YAbJIKABAHETO HA BPEMETO HA KBbPBCHE,
npeaX3BUKaHO OT aueTUIcanuimnosarta Kucenuna (150 mg).

Cunaenadun (50 mg) He € MOTEHUMpal JOMBIHUTEIHO XHIIOTEH3UBHUTE eEKTH Ha ankoxosa npy
37paBH JAOOPOBOJILIM ChC CPEHH MAKCHMATHH KOHLIEHTPALIMK Ha alKoXo/1 B kpbaTa 80 mg/dl.

Kato usaio aHTHXMMNEPTEH3UBHHUTE JIEKAPCTBA, NMPUHALIEKAIIH KbM CICIHHUTE KIAacOBE: IHYPETHLUM,
6era-6noxepd, ACE wnuxuGutopH, anruoteHsHH Il aHTaroHWcTH, aHTHXMNEPTEHIHBHH CPEACTBA
(BA30JMNATATOPU M LIEHTPATHO AeHCTBaWLM), 8ApeHEPruuHH GOKEePH, KAILIMEBUY aHTarOHNCTH H alida-
anpeHOpeLEeNnTOPHH OAOKepH, HEe ca MOKa3anH padiIHueH NPoQUI Ha HEXKEJTaHH JICKAPCTBEHH peakunH
MpH NALMEHTH, Moaydyasalld cungeHadun cnpamo miauebo. B cneunduuHo npoyusaHe 3a
NEKAPCTBEHO B3aUMOJEHCTBHE, NPH KOETO HAa XMNEPTOHHUH € Gun npunoxen cuaneHadun (100 mg)
CIHOBPEMEHHO C AMIIOAMNHH, € HACTBMWAO AOMBJIHHTENHO MOHMXEHHE HAa CHCTOMHOTO KpPBBHO
HangraHe B JjerHafio nonokeHde ¢ 8§ mmHg, CBOTBETHOTO AOMBJIHUTEIHO TMOHWKCHHE Ha
QMACTONHOTO KPBBHO HAIAraHe B JIETHA1O0 mojoxkeHue ¢ 6wno 7 mmHg. Te3n NOMBAHWTENHH
[MOHMXKEHHA Ha KPBLBHOTO HaNAraHe ca OWIM OT CXOAHA BEHHYHHA C Te3W, HabmonasaHH NpH 3ApaBH
106POBOILH, NOMYYaBall caMo cunaeHadui (BX. Touka J.1).

Cungenadun (100 mg) He € mosnusan (apMakOKHHETHKATa B CTAUHOHAPHO CbeToAHMe Ha HIV-
NpoTeasHHTe HHXHOHUTOPH CAKBMHABUP H PUTOHABHP, KOMTO ca cyOcrpary Ha CYP3A4. ‘

[Mpu 3apasu A0GPOBONLK OT MBKKH MOJ CHIieHadun B CTALKMOHAPHO CheTosHue (80 mg Tpu MBTH
JHEBHO) e AoBen Ao nopHueHue ¢ 49,8% na AUC Ha GoceHTan u nosHuieHHe ¢ 42% Ha Cnax Ha
6ocentaH (125 mg ARa METH AHEBHO).

Puounryar: [IpenkiMHHMYHH MOpOYYBAHMA TIOKa3BaT AOMBAHWTENEH €(EKT Ha MOHIDKABAHE Ha
CHCTEMHOTO KpBBHO HamsaraHe, koraro ®JES unxnbutopu ce koMOUHHUPAT ¢ pHOLHTyaT. B KITHHUYHK
NpOy4BAHMA € JOKA3aHO, Y€ pPHOLMIyar [MOTEHUMpa XHMoTeHsuBHUTEe edektn Ha DIIES
uuxubuTopuTe. Hama nanuun 3a GnaronpuaTeH KWIMHHYEH epeKT Ha KOMOMHauusTa B Mpoy4BaHaTa
nomynauus. EanospeMeHHata ynotpeba Ha puoumryatr ¢ @®JIES unxubutopH, BKIKQ
cwineHad i, € NPOTHBOMNOKa3aHa (BXK. Touka 4.3).

J[06aBAHETO HA €IMHMYHA [03a CHILleHadun KbM CaKyOMTpHIl/BancapTaH B CTalHoOHap
MPH NALKYEHTH ¢ XUIIEPTOHHUA CE CBbP3Ba ChC 3HAUYHTETHO NMO-TONAMO NOHIKABaHE Ha
HaJIAraHe B CPABHEHHE C MPHIIOKEHHETO Ha cakyOUTpHi/BaicapTa caMocToaTeHo. 11




Tpatea na ce oGpbina ocobeHo BHUMaHHE, KOFaTo CHUlaeHadHIT Ce 3arnoyBa MnpH NalueHTH, 1EKyBaHH
CbC CaKkyOUTpUA/BasicapTaH.

4.6 ®epTRAHTET, OPpEMEAROCT H KbPMEHe
A3ypBHI' HE € MoKa3aH 3a ynoTpeda npH XKEeHH.

He ca npoBexkaaHH cbOTBeTHH U A00pe KOHTPOJMpaHH NpOyuBaHHs NpH OpeMEHHH WIH KbpMELUH
KEHH.

B penpoRyKTHBHH NpoyuYBaHWs NPH TLTHXOBE W 3adUM He ca HabnonaBaHW peNeBaHTHH HEXeNaHu
peaKLMH Clell IEPOPAHO NPWIOKEHHE Ha CHITAEHA(PHIL.

Jluncea edeKT BBPXY MOABMKHOCTTA WKW MOPQONOrvATa Ha CNEPMATO30MAMTE Clied €JHOKPAaTHH
nepopaniu 103 oT 100 mg cunaedadun npu 3apasu n06poBONLM (BXK. TOUKa S.1).

4.7 EdexTn BHpXY cCHOCOOHOCTTA 32 MOPHPaAHE H padoTa ¢ MAINHHH

Hsama nanpaseHH npoyuBaHHs 3a epeKTHTe BbpXY cnocobHocTTa 3a wogdupaHe “ paboTa ¢ MalIHHH.
Toif KaTO B KJINHHYHH TIPOY4YBaHMA CbC CWIACHa(HN ce ¢vo01laBa 3a MOABa Ha 3aMaWBaHe W NMPOMEHH
B 3PEHHETO, MalHeHTHTE TpAOBa 4a UMAT MpeJCTaBa 3a peaKLLMHTE CH KbM A3YPBHI Npeay wodHrpaHe
U paboTa ¢ MatlUHMK.

4.8 Hexxenanm jiekapcTBEeHH PeaknBn

Kparko onucanue Ha npodmna Ha 6e30nacHOCT

[TpodunsT Ha GesonacHOCT Ha A3ypBur ¢ GasupaH Ha 9 570 nmaunenTu B 74 ABoiHocnenu ranebo-
KOHTPOJIMPAHH KNHHHYHHY NpoyuBaHHus, Haili-uyecTto cbob1aBaHUTE HEXKENAHM peakiid B KIHHHYHHTE
MPOy4YBaHUA Ccpel MNauHEeHTHTe, HAa KOUTO € npHilaraH cwiacHagun, ca OunM  rnaesobonue,
3auyepBABaHE, JANCMENCHA, Ha3aJlHA KOHTECTHA, 3aMaMBaHe, raJeHe, TOPELUM BLAHH, 3PHTEITHH
HapyLLUeHHUsA, LHAHOTICUA H 3aMbIJIEHO 3pEHHE.

HexxenaHu peakudM 1Mo BpeMe Ha MOCTMApKETHWHrOBOTO HAOMOAECHHE ¢a CbOMpaHH W MOKpHBAT
npubnuzuTenied nepnoa or >10 roaunu. Hecrorata Ha Te3H HEXENaHW PEaKUKWH HE MOXKe Ja ce
onpeet ¢ AOCTOBEPHOCT, Thil KATO HE BCHYKH HEKENaHH peakLiMH ca CHoDIIEHH Ha pUTexaTe/s Ha
paspelieHHETO 3a ynotpeba v BiloyeHH B Oazara naHHH 3a 6€30MacHOCT.

TabnuueH CTHCHK HA HEXXENAHUTE JIEKAPCTBEHH peakuHy

B Tabnuuata no-Zony BCHYKM KJIHHWYHO Ba)KHH HEXKEJJAHH PEaKLiMHM, KOHTO ca HadmonaBaHH B
KAHHHYHH TPOYUYBAHHA ¢ HECTOTa NO-roAaMa OT niauedo, ca OMHUCaHY MO CHCTEMO-OpraHeH Kiac H
yecrota (MHoro ugectn (>1/10), yectd (>1/100 po <1/10), Heuectu (=1/1 000 no <1/100), peaku
(>>1/10 000 no <1/1 000).

B nonbaHeHde, yecToTaTa HA MEOULMHCKH 3HAYUMK HEXENaHH peakuWHd, JOKNaaBaHH CNea
ITYCKAHCTO Ha Mna3apa, Ca BKIIOYCHH KATO HCH3BCCTHH.

an BCAKO rpynupaHe B 3aBHCHUMOCT OT HECTOTaTa HEHKC/IAHHUTE JICKAPCTBCHH PCaKLMH CC U3
HHU3XOoAAlll pel MO OTHOLUCHHE Ha TAXHATA CCPHO3HOCT.




Tabauua 1: KnEpHYHO BaXKHH HEKeNaHH PeaKIHH, ChOOMEeHH ¢ YeCToTa, NO-roagMa or

qecTOTATA HA maanefo B KOHTPOJIEPAHH KIHHHYHH HNPOYYBAHHA, H KJIHHHYHO BaXKHH

HEXKEJIAHH Peakifi, Cho0leH N0 BpeMe HA NOCTMAPKETHRIOBHA NEPHO

Cucremo- Mauoro Yecrn HeuectH Peascn (> /10000 u
opransa qecTH (> (>1/100 u (>1/1000 u <1/1000
KJACHPHKANHSA 1/10) <l/10) <1/100)
UHdexuun y Pununr
HHecTaLHU
Hapy1eHus Ha CBpBbXUYBCTBH-
UMYHHaTa TEJTHOCT
cucrema
HapywieHHs Ha I'naBobo- 3amaiiBaHe CbHAMBOCT, Mo3bUHO-CBAOB
HEpBHATa nue XHITOECTE3NA MHLMAECHT, TPAH3UTOPHA
cHcTeMa MCXEMHUYHa aTaka, ropy,*
peLUMAMBUpALUH I'bpHOBeE,™*
CHHKOI
Hapyuienus na PascTpoiictea | Hapymenus na HeaprepuuTHa npeaHa
OuMTE Ha UBETHOTO | CBJIB3OOTAENAHE- HCXEMHUYHA ONTHYHA
3peHHE™ ¥, To*** Gonkae | HeBponarus (HAHUOH)*,
3PUTETHH OUMTE, PEeTHHA/IHA ChAOBA
HapylICHHA, doTodgobdus, OKJTy3HA™*, pETHHAICH
3aMBIIEHO doTONCHA, OHHA KPbBOH3NUB,
3pEeHUE XUrepeMus, aApTEPHOCKIIEPOTHYHA
3aCHJICHO PETHHONATHUA, HApYLLUECHUS

BBb3NPHEMAHE Ha
CBET/IMHATA,

KOHIOHKTHBHT

Ha PETHHATA, rJ1ayKOMa,
HapyLIEHUA Ha
3PUTEIIHOTO MNOJIE,
OUIIOMNUA, HAManeHa
3PUTENIHA OCTPOTA,
MHUOIMHA, ACTEHOMHA,
MBIJIABUHH B
CTBKJIOBHAHOTO TAHJIO,

HapYLUeHHs Ha UpHca,

MHUApHa3a, BOKJAHC .‘fﬂ"&:;"
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Cucremo- Mmuoro YeceTn HeuecTn
Peaxu (> 1/10000 u
OpraHHa YeCTH (> (=1/100 u (=1/1000 u <1/1000
KJAacCHPHKAL NS 1/10) <1/10) <1/100)
OKOTO, XUNEPEMHA Ha
KOHIOHKTHBATA, O4HO
Apa3HeHe, aOHOPMHH
YCELLAHHUA B OYHTE, €1EM
Ha KJienaya, NMpoMAHa Ha
LIBETA Ha CKJIepaTa
Hapylwienus Ha Bepruro, ["nyxora
YXOTO U TUHHTYC
nabupHHTa
CopaeyHu Taxuxkapaus, BHe3zanHa chpaevHa
HAPYLLIEHUA NAJIMUTaLHH cMBpT¥, MHOKApAEH
HH(papPKT, KamMepHa
apuTMHa*, mpeacbLpPAHO
MBXIEHE, HecTabWIHa
CTEHOKApAMA
Cbaoeu 3auepBaBaHe, XHUNEPTOHMA,
HapYLUCHUSA rOpeLlH BbJIHH XUITOTOHHUA
PecnupaTopum, HazanHa Enucraxcuc, Crarane B rbpnoro,
PBAHU K KOHTECTHA KOHIeCTUd Ha Ha3a/eH €JIeM, CyX0Ta B
MEIHACTHHAIIHH CUHYCHTE Hoca
HApYLIEHHS
CroMaluHo- I'ageHe, ["acTpo- [lepopanHa xunoecre3ug
YpeBHU AUCTIETICHSA e3o(arcannya
HapyLUIEHUS pedayKcHa
oonecT,
NOBpbLLUAHE,
OonkH B ropHara
4aCT Ha Kopema,
CYXOTa B ycTaTa |
Hapyuienus Ha O6pus CuHapom Ha Stevens-
KOXaTa M Johnson (SJS)*, TokcuHuHa
NoJIKOXHAaTa
TbhKaH
Hapyiuersns na Muanrus, 6onku
MYCKYJIHO- B KpalHHIIUTE




Cucremo- Mnoro Yecrn HeuecTH Pexxn (> 1/10000 u
oprasna YeCTH (> (=1/100 u (>1/1000 u <1/1000
KJIaCHPHKANHA 1/10) | <l/16) | <1/100)
CKeJleTHaTa
CHCTEMA H
CBHEAWHUTENTHA-
T4 ThKaH |
Hapyuienus Ha XeMmaTypus
Ob6peupTe M
NUKOYHHTE
NbTHLIA
HapyiueHus Ha [TleHuneH KpbLBOUIIIUB,
Bb3MNPOU3BOIH- npHanu3bm®,
TeJIHAaTa XeMaTOoCTIEpMHH,
CHCTEMA H YABDKEHA EPEKLIHA
rbpAara
O61n ["'ppaHa Honka, PazgpazHuTenHOCT
HapYLIEHHUA Y yMopa, ycelaHe
e(EeKTH Ha 34 ropelmrHa
MACTOTO Ha
[IPUNOKEHHE |
Hacneapasus YBenuueHa
CbpAeUHA
4yeCTOTa

*CboOLIeHs caMo NMPH NMOCTMAPKETUHIOBOTO HabnoaeHHe

**Pa3cTpoiicTBAa HA LBETHOTO 3pPEHME: XJIOPOMNCHUA, XPOMATOMNCHA, LUHAHONCHUA, CPHTPOINCHA W
KCAHTOTCHA

***HapymieHdsa Ha CbA300TACNAHETO: CYXOTa B OYHMTE, JAKpHMATHO HapylIeHHEe W IMOBHLIEHO

ChJI30COTAC/IAHC

Crobmapane HA NOJO3HPAHH HEXKEJIAHA PeaKIHA
Cpo01aBaHeTo Ha MONO3HPAHH HEXETaHH peakLivi cliell paspelasaHe 3a ynorpeba Ha nexkapcTBeHHA

MPOLYKT ¢ BaxxHo. ToBa MO3BOJIABA Aa NPOABIKHY HaONIOJCHHETO Ha CHOTHOLUEHHETO MOJ3a/PHUCK 3
NEKapCTBEHUA MpoAykT. OT MEeAMUMHCKMTE CHELMaJIHCTH C€ H3NCKBa fJa CboOluaBar BCsKa
NOAO3HpPaHa HEXKENaHa peakuus Ypes:
H3nsiiHUTe IHa areHLMa o JIeKapcTBaTa
yn. ,,Jiaman I'pyes*™ Ne 8

1303 Codus

Ten.: +359 2 8903417

yeOcalT: www.bda.bg

4.9 Ilpenosmpane




B npoyuBaHHs BPXY HOOpOBOALM C €AHOKpaTHM 103d 0 800 mg Hexenandre peakiuh ca 6uHn
NomnOBHK HA Te3H, KOUTO ¢€ Ha0MOAaBaT NPH NO-HHCKH [03H, HO TAXHATA YECTOTA H TEXKECT Ca ounu
no-rofemu. Jlosu or 200 mg He ca HOBENHM A0 MOBHIUIEHHE HA E(PEKTHBHOCTTA, HO 4ECTOTATA Ha
He)kenaHuTe peakuuu (rnaBoGonue, 3auepBABaHe, 3aMaiBaHE, AHUCMENCHA, Ha3aIHA KOHrecTws,
HAPYLLEHO 3PEHHE) € HapacTBaa.

B ciyyaii Ha npeaosupaHe CTaHJapTHHTE MEAHUHHCKH MEpKH TpaGBa Aa 6bAaT cLOOpaseHH ¢

KOHKDETHHTE HYXKAH. XeMOAUaIu3aTa HE YCKOpABA K/IMPBHCA Ha cuiaeHadui, T Kato TOH ce
CBBP3BA BB BUCOK MPOLIEHT € Ta3MEHUTE MTPOTCHHK U HE C€ eTHMHHMPA € ypUHATA.

5. PAPMAKOJOI'MUYHHA CBONCTBA

5.1 ®apMakoAHHAMHYHH CBOHCTBA

dapmakoTepaneBTHYHA Ipyna: YponoruiHH CpEeACTBa. JlekapcTBa, KOMTO C€ H3MOA3BAT NpPH
epextiuiHa auchyunxumua. ATC xon: G04B E03.

Mexadu3sM HAa AeUCTBUE

CunaeHadHA CIy»WU 3a NEPOpanHoO JICUCHHE HA €PECKTHIIHATA auchyHkuus. B ecTeCTBEHH YCJOBHA,
T.e. MPH CEKCyasiHa CTHMYyJauus, TOR BB3CTaHOBABA HapylleHaTa EpeKTHIHA (pPyHKUHA upe3
yBeJlivaBaHe Ha KPhBOTOKA KbM MEHHCA.

DHIHONOrMYHUAT MEXaHH3bM, OTTOBOPEH 32 EpEeKLMATa Ha NMEeHuca, BKIOYBA OCBODOXKAABaHE Ha
azoten okcug (NO) B KaBepHOZHOTO TAM0 MO BpeMe HAa CEKCyaiHa CTHMYNalH:. Caen tosa NO
AKTHBUpA €H3WMA rYAHWNAT LMKIA3a, KOETO BOAM JI0 NOBHINABAHE HA HUBATA HA UHKIMHCH FyaHO3WH
motodochar (WMD), a ToBa BOAY A0 OTIMyCKaHE Ha [NafKaTa MyCKylaTypa B KaBEPHO3HOTO TAJIO M
MPUTOK HAa KPbB KbM HETO.

CunaeHadun € MOIIEH H CeneKTHBeH MHXuOUTOp Ha ul M®-cnenuduunara pochoauecrepasa THN 5
(OJIE5) B Kopryc KaBepHo3yM, kbaero PJIES e otrosopHa 3a pasrpaXAaHETO Ha ul MO.
CunpeHadun ¥Ma nepudepHo MACTO Ha JCHCTBHE BBPXY €pPEKUMATA. Cungenadun HaMa npsk
penakcupail ebeKT BLPXY H30IHpaH HOBELIKH KOPITYC KABEPHO3YM, HO MOILHO YCHNBA penaKkCHPallihs
edext Ha NO BbpXy Ta3H ThKaH. [1pi aKTHBHPAHE Ha meTabonuTHara Bepura NO/ul M®, kakTo cTapa
NpH CeKCyanHa cTuMynalms, HHxuOupanero Ha OJIES ot cwiaeHadun BoAW 0 NOBHUICHH HHBA HA
ul’M® B KaBEpHO3HOTO TT0. CNENOBATENIHO, 38 d MOXKE cunaeHapUa Ja OCBHLIECTBH CBOMTE XKeJlaHH
GnaronpyATHH dhapMaKkoaoTHYHH edeKTH, e HeobxoaHMa CeKCyalHa CTUMYyIalius.

dapMakoAHHaMHYHH €DEKTH

[TpoyuBaHHATa in Vifro ca MOKa3alH, Ye CHIACHa(UA € CENEeKTHBCH 3a OJIES, xoATO y4dacTBa B
npoueca Ha epekuus. Herosuar edext Bbpxy @PJIES e no-MOUICH, OTKOJIKOTO BBPXY APYTHTE
u3BecTHH dochoauectepasu. Toi e 10-KpaTHO NO-CENCKTHBEH 32 & JIES5, orkonkoro 3a OIE6, koaTo
y4yacTBa B MpoLieca Ha (OTOTPAHCAYKLHA B PETHHATA. B MakcuMaliHM NpenopbuYUTEIHH A03H
ceneKkTUBHOCTTa My € 80-kpaTHo mo-Bucoka 3a MJIES, oTkoakoTo 3a ®JIE]1 u nan 700-kparHo No-
Bucoka, otkonkoto 3a GJE2, 3,4, 7,8, 9, 10 1 11. Ilo KOHKpETHO, cunaedadun uma 4 000 meTH 1MO-
ronama cenextuBHocT 3a DJIES, orkonkoro 3a MJIE3 — usodopMaTta Ha uAM®D-cneuuduryuHara
doconmecTepasa, yyacTpalla B KOHTPOJIA HA ChPACHHUS KOHTPAKTHIIHTET.

KnunuuHa epuxacHocT B 6€30MacHOCT

OT KIMEMYHA IIeAHA TOUKA BHCOKATA YeCTOT2 Ha epekTuiHa aucpyHkuus (EJ1) npu
BE3PACTOBH FPYNH € Pa3jMuHH NMCUXOTreHHH M OpraHU'HM pa3cTpoicTBa M3HCKBA
noaxod KbM H300pa Ha JieueHHe U Ce 3Hae, Y€ MMa JO03032BUCHM OTrOBOp KbM CHJI




Pa3THYCH 33 BCCKH [TaLlHCHT. 3aToBa Bb3MOXKHOCTTA Ja ce pPerysjinpa go3arta Criopell NpuapyxxaBaluHuTC
SaGOHHBaHHH, NMOHOCHMOCTTA H ecbnxacnucwa 3a BCEKH NallHeHT € Ba)KHa O0CODEHOCT Ha cm,ueuacbm-

CbAbpiKallla JICKAPCTBCHA {]JO]JM& Ha A03HpPOBKA.

llenTa Ha nekaps € Ja OTKpHe HaW-HMCKaTa HiacanHa N03a, AOCTAThYHA Ja JIOBEAE GO NMOAXOAALLHUA
¢dapMakonoruyeH e¢eKT, HO BbB3MOXKHO HaK-HHMCKA, 33 Ja C€ CBeJaT OO0 MHHHMYM HeXEJTaHHUTE
edeKTH.

JIpe KNMHUYHHA NpOy4BaHMA ca OWJIM CMEeUUATHO NPOBEAECHH, 3a 1A C€ OLEHH BPEMETO, KOETO €
HeoOxoaNMO, 3a Ja Ce NMOJYYd €peKLMs B OTrOBOP Ha CEKCyallHA CTHUMyJaauMs Cjiej NpHeM Ha
nekapcTBoTO. B npoyuBaHe ¢ M3non3BaHe Ha maeTnsMorpagusa Ha neHuca (RigiScan) npy nauuveHTH,
KOHMTO Ca NPHENH cHadeHadun Ha rIagHoO, CPEAHHAT NEPHOA A0 HAYANOTO Ha edeKTa NpK TE3H OT THX,
KOHUTO Ca MOJYUK/IH epeKLMa, XapakTepusdpauia ce ¢ 60% puruaHocT (10CTaTbh4Ha 3a OCbLUECTBABAHE
Ha MOJOB akT), € 6un 25 MuvyTH (ot 12 go 37 MmuuytH). B apyro npoyusaHe ¢ RigiScan cunaenadun
OOpPU M 4-5 4yaca cie]d NpUeMa € JaBajl Bb3MOXKHOCT 3a NOMYYABAHE HA €PEKLUMWA B OTrOBOp Ha
CEeKCyaJlHa CTUMYallHA.

CunpeHagun npeau3BUKBa JIeKH H TIPEXOAHH NOHWKEHHS Ha KPBbBHOTO HafraHe, KOWTO B
MHO3HHCTBOTO OT cCiAy4adTe nporuydar Oe3 KIHHWYHA cuMmnToMarthka. CpeaHata CTOMHOCT Ha
MAaKCHMAaJTHOTO NMOHKXKEHHE Ha CUCTOMHOTO KPbLBHO HafiraHe B JIETHAJMO MOMOXKEHHE CNea MepopaieH
npueM Ha 100 mg cunaenadun ¢ 6una 8,4 mmHg. CrorseTHara NnpoMsAHA B AWACTOJIHOTO KPBBHO
HansAraHe B nerHane nonoxenne ¢ 6una 5,5 mmHg. Te3nw noHWxeHHMd Ha KpBbBHOTO HalATaHE
CLOTBETCTBAT HAa Ba30AWIATATHBHHA e(EKT Ha CHIAcHa(HJi, KOHTO BEPOATHO Ce AbHKH Ha
NOBUIICHUETO Ha HHUBaTa Ha U M® B raraagkara MycKyjaTtypa Ha KpbBOHOCHHTE cbaose. [Ipu 3apasu
DoOpOoBONLM €AHHUYHA nepnepopanHa go3a o 100 mg cuaaeHapun He BOAW A0 KIUHUYHO 3HAYMUMH
npoMeHu B EKT.

B npoyuBaHe BbpXy X€MOAHMHAMHMYHHTE e(EeKTH Ha €JHOKpaTHa nepnepopanHa noza ot 100 mg
cungeHadun npu 14 naumentn ¢ texxa UBC (>70% creHo3a Ha nmoHe eAHa KOpOHapHa apTepHs),
CPEOHUTE CTOMHOCTH H& CHCTOJIHOTO W JHACTOJIHO HalAraHe B NOKOH ca C€ MOHMKHUIH CHOTBETHO C
7% u 6% crnpamMo n3xoaHuTte. CpeaHOTO CHCTONHO OenoapoOHO HansraHe ce € noHwkuno ¢ 9%.
Cungenadun He € npeaAU3BUKAT MPOMAHA B CbpJAeyYHHA AEOMT M HE € HapyLIWI KPbBOTOKA Npe3
CTECHEHUTE KOPOHAPHU apTEPHH.

B npoitHocnano, nnauebo-KOHTPONMPAHO NMPOYYBAHE, BKINOUBALIO CTPEC-TECT ¢ HATOBapBaHe, €
HalnpaBeHa OLIEHKa Ha 144 naukeHTH ¢ epeKTHAHA ANCOYHKUMA ¥ XPOHHYHA CTaOWIIHA CTEHOKAPIHA,
KOUTO MPHEMAT PEeJOBHO AHTHCTEHOKAPAHHU JIEKApCTBEHH TMPOAYKTH (C HU3KIKIUEHWE HAa HUTPATH).
Pesynrarure ca nokasany, 4e HAMA KIMHHYHO 3HAYUMH paiiMKky Mexay cunaeradun v nnauedo BLB
BPEMETO A0 MNOABA HA JIMMHUTHpAla CTCHOKapAHA.

Eawn 4yac cien npueM Ha 100 mg cunaeHadun npd Manbk OpOoH NauMEHTH ca ¢e MOABWIH JIEKH H
NpEeXOAHH MPOMEHH B CNOCOOHOCTTA 3a pa3jiWuaBaHe Ha LBETOBeTe (CHHbO/3ENEHO), H3CcNeABaHa C
MOMOLITA HA TeCTa 3a pa3rpaHMuaBaHe Ha 100 useToBH oTTeHbKka Ha Farnsworth-Munsell, kato 2 uaca
Cnea npueéMa Ha JeKapCTBOTO €(QeKTBT € OT3BY4Yasl HamblHO. BeposATHHAT MeXaHH3bM Ha TalM
NpOMSAHA B LIBETOBATa AWCKPUMHUHALUA € CBBp3aH ¢ HHXHOHpaHeTro Ha DJIE6, xosTO yuacTBa BbLB
$OoTOTPAHCAYKLIMOHHATA KacKala Ha peruHaTa. CunieHapun HAMa HUKAKLB eEKT BLPXY 3pHTENHATA
OCTPOTa WIH YCELIAHETO 32 KOHTpAcT. B Manko nnaneGo-KOHTPOIKHPaHO NPOYYBAHE NPH NALMEHTH C
NOKa3aHa paHHa BbL3pacToBO-00ycioBeHa nereHepauua Ha makynaara (n=9) cungeHadpun (100 mg
€IHOKpAaTHA A03a) HE € JOBe/ 40 3HAYMMM MPOMEHH B rPOBEACHHTE 3PHMTENIHHU TECTOBE (3pHTE/HA
OCTpOTa, peuletka Ha Amsler, yBeToBa AWCKPHMHHAUMA HA CHMYJIMpaHa ITBTHA CB
curHanusauua, nepumetpy Ha Humphrey u dotocTpec).

He € ycTaHOBEH e(EeKT BbpXY NOABIKHOCTTA HIM MOpQONOrvATa Ha cnepma
¢AMHHYHA neprnepopaiHa go3a ot 100 mg cunaeHadgun npu 3apasy 1oOpoBOALM (BXK.




Honvanumenna ungopmayun 3a KIUHUYHY NPOYYEAHUA

B KIHHHYHM npoyuBaHus cunjeHadun e Oun npunoxeH npu noseue ot 8000 nauMeHTH HA BB3pACT
19-87 ronvHu. bunu ca npeacTaBeHW CAEAHUTE rpynM MaLUMEHTH: MAUUEHTH B CTApYECKa BBL3PAcT
(19,9%), nauuentu ¢ xuneprorua (30,9%), zaxapen guaber (20,3%), ucxemuyHa 6oecT Ha CHPUETO
(5,8%), xunepnunugemua (19,8%), tpamMd Ha rpubHaunua Mo3bk (0,6%), menpecus (5,2%),
TpaHcypeTpanHa pedexuusa Ha npocrarara (TYPII) (3,7%), panukanna npocrarekromus (3,3%).
Cneauute rpynd He ca OWIM JOCTaTBbYHO MPEACTABCHH WIM ¢a OMIHM M3KIIOYEHH OT KIWHHUYHHTE
NpOYUBaHHA: MALMECHTH C ONepauus B MAIKHA Ta3, NALMEHTH CNel JIbYETEPanHs, NALMEHTH C TEXKKO
OBLOpeUHO HIH YEepHOAPOOHO yBpeKIaHe W MALMEHTH C HAKOH CbHPACYHO-CHAOBH MpodiemMu (BiK.
TOuKa 4.3),

B nmpoyuBaHMATa ¢ (HKCHpAHM A03M, NMPOLECHTHT HA MALUHEHTHTE, ChOOIIABALIM, YE JICUEHUETO €
noaoOPHIO TAXHATA epeKums, € Oun 62% (25 mg), 74% (50 mg) n 82% (100 mg) cnpamo 25% npu
manedo. B kKoHTpoNMpaHH KIHHHYHH TNPOYYBAHUSA HECTOTATa HA TPEKHCBAHE Ha JIEUEHHETO CbC
cunaeHadmi e Ouna Hucka W nogobHa Ha Ta3u npy mauebo. 3a BCUYKH NMPOYYBAHHA MPOLEHTLT HA
MauHEHTHTE, CHLOOIaBaIM 3a noaocdpeHHe cbe culacHagwn, ¢ Ouna, KakTo crnejBa: NCHXOIeHHa
epextinHa auchyskuus (84%), cMmeceHa epextwiHa auchyHkums (77%), opraHMuHA epeKTHAHA
amchyHkua (68%), nauueHTH B crapuecka BbipacT (67%), 3axapeH auaber (59%), UBC (69%),
xunepronna (68%), TYPII (61%), panukanHa npocratrekromus (43%), TpaBMa Ha rpbOHAYHHUA MO3BK
(83%), nenpecus (75%). B nwarocpounu mnpoyusaHus O€30MacHOCTTa M e(EKTWBHOCTTA Ha
cHnaeHadun ca ce 3ana3uam. |

IleapaTpuuHa NOMyJaLHs

EBponeiickaTa areHuMs no JeKapcTBara OCBOOOXKAAaBAa OT 3abL/DKEHHETO 3a NPENOCTaBIHE Ha
pe3yiTaTHTE OT MPOy4BaHMATA C A3ypBHI BbB BCHYKH MOATPYNH HA neadaTpUuHaTa nomnyjauus 3a
JeyeHHe Ha epeKTHAHa AuchyHKkumMAa (B, Touka 4.2 3a uHoOpMaLus OTHOCHO ynoTpeba B
neAHaTpHATA).

5.2 ®apMaKOKHHETHYHH CBOHCTBA

A6copbuns

CungeHapun ce abcopbupa 6bp30. Habmopasanure MakCHUMaNHM IUIa3MEHHM KOHLEHTPALMH Cce
nocTurat B paMkuTe Ha 30 g0 120 MuHyTH (cpeaHa ctoiHoct 60 MMHYTH) ciea nepopasieH nNpueM Ha
rinagHo. Cpeanata abcomoTHa nepnepopanHa OuonanmuHoct € 41% (awanazoH 25-63%). Cnen
nepopaicH npueM Ha cunaeHapwil, AUC u Cha HapacTBaT nponopLHOHANIHO HA j[o3aTta B
npenopb4yaHKTe A030BU rpadHuuM (25-100 mg).

Koraro cungeHadun ce B3eMe MO BpeME Ha XPAaHEHE, CKOpPOCTTa Ha abcopbuus HamansBa, Karo
cpeIHOTO 3abaBAHE Ha tmax € 60 MHUHYTH, a CPeaAHOTO MOHWKEeHHUE HA Crpgx € € 29%.

PaznpeacncHue

Cpennusat o0eM Ha pasnpelelieHHe B cTalMOHapHO ¢beTosHHE (Vd) Ha cunacHaguia ¢ 105 |, koero
roBOpM 3a pasnpeneneHue B TbkaHuTe. Cnea eaHHMHUWYHA nepnepopansa go3a ot 100 mg cpennara
MAaKCHMMAaJIHa TU1a3MeHa KOHLIEHTpauusa Ha cuafeHadgun e npubnusurento 440 ng/ml (CV 40%). Tvi
KaTo cwigeHapun (M HEroBUST OCHOBEH UMpKyJaHpaly N-ae3mMeTun MeTabONUT) € CBbp3aH ¢
ru1asmMeHuTe Sentbuu B 96%, TOBa BOAH A0 CpeAHA MAKCUMANHA KOHLUEHTpauua Ha ceoboaHaTta ¢o

obwiaTa CKApPCTBEHA KOHLICHTpALIHA.

[Ipu 3apaBu nobpoBonuu, nony4yasaid cwiaeHadpun (100 mg B eaHoKpaTHa H03a),
(cpeauo 188 ng) or npunokeHara no3a € 6una ycraHoseHa B eskynara 90 MUHYTU caen i




BuoTtpaHcdopmanus

Cunaenadun ce MeraGonusupa rNIaBHO OT M30€H3HMHMTE Ha 4epHOApoOHHTE MUKpodomH CYP3A4
(ocHoseH mbT) M CYP2C9 (BTOpocTeneHeH mbT). OCHOBHHUAT LIMPKYIHpaLl METADOIHT Ce MOTy4aBa B
pesyntaT Ha N-geaMmeTunupaHero Ha cungeHadun. Tosn meraGoiuT wWMa mpodun  Ha
dochoanecrepasHa CeNeKTHBHOCT, MoaobeH Ha TO3W Ha CHIACHAQWN, W in Vilro MOILIHOCT CrpsIMO
GOJIES npubnusutento S0% OT Ta3M Ha H3XOAHOTO AKTHBHO BeLECTBO. IlnasMeHHTE KOHUCHTPALIHH
Ha Metabonura ca npubausurenuo 40% ot Tesn Ha cunaeHadua. N-aesMeTdn meTabonuThLT Ce
MeTabo/IM3Hpa JOIMBIHHTE/THO ¥ MMa KpaeH MOJTy»HBOT OKoJlo 4 yaca.

EnuMuHHpaHe

ToranuuaT TeneceH kMpeHC Ha cunaeHadun e 41 I/h ¢ nomyxusot B kpakhna ¢a3a 3-5 waca. Cnen
MEPOPATHO WM BEHO3HO NPHNOKeHHe crunaeHadun ce exkckperupa noj ¢opmara Ha mMeTaboNHMTH
MpeaMMHO ¢ H3npaxHeHusTa (npubnusurenHo 80% or mpuiokeHaTa neprepopanHa o3a) ¥ B MO-
MaJiKa cTeneH ¢ ypHHata (npubnusurento 13% ot npuiaokeHaTa nepriepopanHa no03a).

dapMakOKHHETHKA NPH CICUHANHHU CPYIIH NALUHEHTH

Cmapuecka ev3pacm

3apaBy A06pOBOILM B cTapH4ecKa Bb3pacT (Ha 65 WM noBeye roguHM) ca MMaJiH HaMaJieH KIHPBHC Ha
cungeHadHn, KOETO € J0BEJSO A0 MMAa3MEHH KOHLEHTPALMKH HAa cHnaeHaguia M Ha akTHBHHUA N-
Ne3METHAKPAH MeTabOoNUT MO-BHCOKH ¢ okono 90% B cpaBHeHHE ¢ YCTAHOBEHMTE NpPH 3ApaBH NoO-
maagu aodposonuu (18-45 roaunu). Ilopaau BB3PacTOBM pas3iiMKKW B CBBP3BAHETO C MAA3MEHUTE
MPOTEHHH ChOTBETHOTO YBENHYEHHE HA KOHLEHTpauWuTe Ha cBOOOAEH CHnJcHaun B ra3Mara €
buno ¢ okono 40%. |
bvbpeuna neoocmamvunocm

[Tpu nobposonuu ¢ neko ao ymepeHo 6b6peuHo yBpexaane (kpeaTHHHHOB KIHpeHC = 30-80 mL/min)
dapMakKOKHHETHKAaTa Ha cwigeHadun e ocTaHaaa HEenpoMeHeHa cjel TNpHeM Ha eJHHHYHA
nepnepopanHa go3a ot 50 mg. Cpeauure crofiHocth Ha AUC # Cmax Ha N-aesMerunupaHus
MeTabonuT ¢a HapaCHallM CBLOTBETHO CbC 126% M 73% B cpaBHEHME CBC CBHOTBETHH MO Bb3pacT
no6posonuu Oe3 OBOpeuHo yBpexaane. [Topanu BUCOKKUTE UHAMBUAYAIHM BapHauud, obaue, Te3u
pasNMKH He ca GunM cTaTucTHYeCKH 3HauMMH. [Ipy noOpoBOIUKH ¢ TEKKO yBpexaaHe Ha ObOpeuHaTa
byHKUHA (KpeaTHHHHOB KIMpbHC <30 mL/min) cpeano HapactBane Ha AUC n Cmax ¢BC CHOTBETHO
100% n 88% B cpaBHEHME CbC CHOTBETHH MO Bh3pacT gobposonuy 6e3 Ou6peuHo yBpexkaaHe. OcBeH
toBa crofiHocTure Ha AUC u Cmax Ha N-geaMeTwidpaHus MeradOnuT ca HapacHalH
CHMHH(UKAHTHO, CbOTBETHO ¢be 79% H 200%.

Heproopobra nedocmamvurocm

[Tpn nobpoBosuy ¢ fNeKa OO yMepeHa cTeneH Ha uepHoapobHa uMpos3a (A W B no Child-Pugh)
KIHPBHCHT Ha cunaeHapun e Oun HamaneH, koeTo € aoseno Ao HapactsaHe Ha AUC (¢ 84%) u Ha
Cmex (¢ 47%) B cpaBHeHHME CHC CHOTBETHH MO BB3pacT AoOpoBosuu 0e3 YepHOAPOOHO yBpEXIaHE.
dapMaKOKHHETHKAT2 Ha CHIAeHa(HI NPH MALMEHTH C TEXKO HapyLIEHA YepHOApoOHa QyHKLHA HE €
npoyyYyeHa.

5.3 IIpeaxIHHHY AR JaHHA 32 Oec3onacHOCT

NeHOTOKCHYHOCT, KAPLWHOIEHEH TMOTEHUHAT W pernpoAYKTHBHAa TOKCHYHOCT H T
PA3BHUTHETO.




6. DAPMAIIEBTUYHH JAHHH

6.1 CoHCBK HA NOMOIHHTE BelecTBA

- Harpues beusoar

- be3poaHa TMMOHEHA KHCEJIHHA

- Cyxkpano3sa (E-955)

- Auecyndam kanui (E-950)

- Xunpomenosa (15 cP) |

- KcaHTaHOBa ryma

- MenTos apomatr 501500 TP0504, cpampxkalll: UAapeBHYEH MAITOACKCTPHH, apOMaTH34TOPH
(MenTodypan 0,6%, nyneros 0,2%, ectparon 0,09%) v MoaMdHIMPaHO LAPEBHYHO HULICCTS E-
1450 (7,9%)

- Mackupaiy apoMat SC241160, cwhabpxail: €CTECTBEHHW apOMAaTH3aTOPH, CYKpalo3a E-955
(94,5%), kapTodeH MANITOAEKCTPHH H MOHOAMOHKEB Minunpn3nHart (0,4%)

- IIpeuucreHa Boja.

6.2 HechbBMECTHMOCTH

He e npunoxHmo.

6.3 Cpok Ha rogHoct

Cpok Ha rogHocT: 24 Mecena.
Cpok Ha roaHoCT cied mppBoTo oTBapaHe: 10 meceua.

6.4 ConenBRanHH YCJOBHS HA ChXPAHEHAE

3a HeoTBOpEHA OyTUIIKa:
Crxpanspaiite nog 30°C.

Cnen oObpBOTO OTBapsHE:
Coxpausgsaiite nog 30°C.

6.5 JlanHH" 32 ONAKOBKATA
OnakoBkaTa Ha Asypeur cbabpxka 30 ml 6ytuiku ot nonuerwne ¢ Bucoka mnsTHocT (HDPE),
3aTBOpeHd Cbc 3awurend ot aeua HDPE kanauku. B onakoBkaTa Wma nomna ¢ H3MEpBaTeiHa

MapkupoBka oT (0,5 ml Ha BnpBbCKBaHe.

6.6 Cnennajnn NpeAna3HH MEPKH NPH H3XBLpJagHE H padoTa

HMHCTPYKIIHUH 3A VITOTPEBA

1. PasknaTere WMIIETO €HEpPruuHo npubnusutenHo 20 cekyHau, 3a Aa c€ YBEPHTE, Y€ HE C€
HaGI00aBa NPEUMIIHTAT OT NeKapcTBOTO B LUMLLIETO npead Bcaka ynorpeba. Bukre durypa

1.




2. 3awMreHaTa cpelly Aella BUHTOBA Karnayka TpsaOBa na Obje MaxHarta 4ype3 CHJIEH HATUCK
HaJ0J1y W 3aBbpTaHe 10 Mocoka, oOpaTHa Ha YacOBHUKOBaTa cTpesika. Buwkre Ourypa 2.

OTBOPW

iﬂnmunmnnyﬂ

' \

A7LINVI( j‘ “

(DHrypa I 12.5 mg/aapnencreaxe

Ha NomMna

: ! MepopanHa cycnexann
CungeHacun

3. [Ilomnara 3a n03upane TpsAOBa /1a ce MOCTaBH OTrope Ha OyTHIIKAaTa, KaTO TUITb3HETE
njacTMacoBaTta TppOHUYKa BHUMaTeHO B OyTuikara. Cnea Toa TpsOBa J1a 3axXBaHeTe
MoMrara 3a 103MpaHe KbM I'bpPJIOTO Ha OYTHJIKATa M J1a 1 3aBHETE M0 YaCOBHUKOBATA CTPEJIKa,
JIOKATO He ce 3akpenu crabuinHo. Buxre Ourypa 3.




durypa

A . . e sl
43 AZUIVIO

| 12,5 mg/3anencTeaHe

4. 3aBbpTETE NOMIATAa 3a JO3MpaHE B OTBOPEHO nosiokeHue. Buwxkre Ourypa 4.

OTBOPW

durypa

4

5. Ilpean BCAKO M3M0JI3BaHE (BKJIIOYMTENIHO IMbPBOTO HM3MOJI3BaHe): AKTHUBHpaMTE Mnomrara Tpu
MbTH, 3@ Aa MNOArOTBUTE (MPOMHUETE) NMoMMNara 3a J03MpaHe, U3XBbpJIeTe LEJIUA NMPOAYKT, KOWTO ce
ocBO0OO/IM 1O BpeMe Ha Ta3u akTuBauus, B abcopOupauy marepuasn. [lomnara Beye e rorosa 3a
M3MO0JI3BAHE U BCAKO OTMEPEHO BNPBCKBAHE OCUIypsABa cpeaHo 12,5 mg cuiaeHadui.
Hecna3zaHeTro Ha TO3M npouec MO MOArOTOBKAa MOXE Ja A0BEAe 10 [M0-HHUCKa [103a [pH
U3MOJI3BAHE.

H3xBbpieTe NpoaAYKTA NOA YepBeHATA JIHHHA. B
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6. Haknonere Jieko rnaesata cu Ha3zaj. IlocraBere momnara B ycrarta cd. HatucHer
O3UpAHE TOJIKOBA ITbTH, KOJIKOTO € HYX>KHO, CBhIVIAaCHO mpeanucaHara Bu ot
MPUJIOKETE CYCIMEH3UATA BbPXY €3UKa, CJie[l KOETO s MperjibTHeTe He3abaBHO |
M30arpaiiTe Npekus KOHTAKT Ha Kpas Ha nomrmara 3a J03UpaHe ¢ BLTpE[].IHDCTTE{
e3uka. Purypa 3.
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7. 3aBbpTeTe MoMIara 3a J1034paHe B 3aTBOpPEHO nosiokeHue (Purypa 6) 1 MaxHeTe noMnara, Karo
1 OTLEAWTE CPELLy BbTPELIHUTE CTEHW Ha OyTWiiKaTa, KaTo s OTBMETe 0OpaTHO Ha YaCOBHUKOBATA

crpenka (Purypa 7).

3ATBOPY el

durypa durypa




8. Bennara cnea Bedka ynotpeba TpsOBa aa 3aTBOopuTe OyTHiKaTa, Karo noctaBMTe OOpaTHO

3alllUTeHaTa cpelly aella BUHToBa Kanavka (Ddurypa 8).

3ATBOPU

4 TR

AZUrviQ'
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(DM rypa | 12.5 mg/3agencTeade

Ha nomMna
8 MepopanHa cycneHInag

[ comserapmn
9. I/IEMHﬁTe ﬂﬂﬁpe nomMiiaTa 3a HAO3HPAHC C BOJd, KaTO CC }/BﬂpHTe, € B MnomMiIiara HaAMa OoCTaHall

NPOAYKT WJIM BOJIa, KATO 3a LE/ITa aKTUBUpPATE MOMIIaTa HAKOJKO IMbTH B abcopOupall mMatepuan.
OcrageTe 1 1a U3CbXHE HAITbJIHO, NPEM Ja 5 u3noJi3eare 0THOBO. Buxkre durypa 9 u @urypa 10.
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durypa durypa
9 10

Tosa nekapcTBo TpsAOBa Aa ce cbXpaHaBa Aajey ot odcera M rnorJjejia Ha Jaeua.
3ABEJIEKKA 3A TTALIMEHTHUTE — Tsi kaTto T€3W MHCTPYKLMH 3a ynoTrpeda M3MCKBaAT MOBTOpPHA

OKOHYaTeJieH cpeaieH aocTaBeH obem ot 20 ml nepopanHa cycneH3us. /”_ S EHL1 o
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HeusnonssaHUAT JICKAPCTBEH INPOAYKT HJIH OTNMIAABYHHUTC MATCPHAIIHA OT HETO TpﬂﬁBﬂ Ada CC H3XBDbPJIAT
B CbOTBCTCTBHE C MCCTHHTC H3IHCKBaHHA.

7. IPUTEXXATEJI HA PA3ZPEINEHUETO 3A YIIOTPEBA

Alpen Pharma GmbH,

Steinenfeld 3,

77736 Zell Am Harmersbach,

['epManus

8. HOMEP(A) HA PAZPEIIEHHUETO 3A YITIOTPEBA

Per. Ne: 20190004

9. JATA HA ITBPBO PA3ZPEINABAHEMTIOOHOBJABAHE HA PA3PEHNIEHHETO 3A
YIIOTPEBA

10. IATA HA AKTYAJIH3UPAHE HA TEKCTA

03/2026




