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1. AME HA JEKAPCTBEHUA HIPOAYKE mATA Y - 6922/
VIGRANDE 25 mg film-coated tablets }47,__ oS oréc / E5—+71009
(9 12 2008

BUT'PAHJE 25 mg ¢unmupanu tabieTky

2. KAYECTBEH H KOJIMYECTBEH CbhCTAB

Bcska Tabnerka cpabpaxa 25 mg cunaeHadun noa gopmara Ha cuiiaeHaduI1 HHTpar.
3a NBJIHHUS CTIMCHK Ha MOMOIIHUTE BEIIECTBa BXK. TOUKa 0.1.

3. JEKAPCTBEHA ®OPMA

Ounmupany TabIeTKH.

TabneTkHTe OT 25 Mg ¢a XKLITH, 3a00/1€HH, CHC CKOCEHH KpaHIla, GHIMHpaHH TableTKH ¢
qUCIOTO ,,25”° OT eqHaTa CTpaHa.

4. KIMHHYHHA JAHHHA

4.1 TepaneBTHYHH NOKA3aHHUA

JleueHye Ha MBKE C €PEKTHIHA AHCHYHKUNS, KOATO NPSACTaBAsgBa HECTIOCOOHOCT 3a
NOCTUraHe WK 3abp)KaHe Ha epeKLMs Ha EHUCA, TOCTaTh'HA 3a 3aJ0BOJUTENCH CEKCYyaleH

aKT.

3a na 6sne BUI'PAHJIE edekTHBeH € HE0OX0AUMA CEKCYalHa CTUMYIalluA.

4.2 Jlo3upoBKa H HAYHH HA NMPHJIOKEHHE

3a nepopanHa ynorpeoa.

Vnompeba npu ev3pacmuu:

[TpenopbuuTeNHaTa 103a € 50 mg, KOHTO Ce B3EMAT IIPH HYXKAA, IIPUOIH3UTEIIHO €AMH Hac
fpeaM MOTOBHS aKT. B 3aBHCHMOCT OT eheKTa U MOHOCHMOCTTA, A03aTa MOXe Aa Obae
yeearyena Jo 100 mg unu HamaiieHa jio 25 mg, MakcumanHaTa npenopbYHTENHa A03a €
100 mg. MakcuMaHaTa npenopbuMTe/IHa HECTOTa Ha IIPHEMAHE € BEAHBXK NHEBHO. [IpH
npUeEM Ha CHAACHAdM MO BpeMe Ha XpaHeHe, Hauajo0To Ha IeHCTBHETO MOXKe Nla 6bae

3a6aBeHO B CpaBHEHHE ¢ MpyeMa Ha rnagHo (BK. Touka 3.2).

Vnompeba npu nayuenmu ¢ HanpeoHa1a 6v3pacm.




VYnompeba npu nayuenmu ¢ ygpeodena 6v0peuna QyHxyua.

[TpenoprkKTe 33 Ao3upaHe, JaacHH B “TIpunoxenue Npy NauMeHTH B HanipeAHana Bb3pact ),
ca BaJMHH NPH NMalHEHTH € IEKO A0 YMEpEeHO ObOpeyHo yBpexaaHe (KpCaTHHHHOB KJIIMPBHC
= 30 — 80 ml/min). |

Tsii KaTO NPY MALMEHTH ¢ TeXKo 6BOpPeuHO yBpexIaHe (KpeaTHHUHOB KIHpBHC <30 ml/min)
KIAPBHCHT Ha CHIieHadun € HamaneH, TpabBa Ja ce MMa npeasua 103a ot 25 mg. B
3aBHCHMOCT OT e()MKacHOCTTa H MOHOCHMOCTTA J03aTa MoXe Aa Opae ysenuyena o 50 mg

i 100 mg.

Vnompeba npu nayuenmu ¢ yepedena ueproopobra yHKyua.:

Twit KaTo NpH MALMEHTH ¢ YEPHOAPOOHO yBpeXaaHe (Hanp. LHMpo3a) KIUPBHCHT Ha
cuneHadu € HamasneH, TpadBa Aa ce uMa NpeaBul f03a OT 25 mg. B 3aBHCHMOCT OT
eHKacHOCTTa H HOHOCHMOCTTA, J03ata Moxe ga Obae yeenuueHa no 50 mg uau 100 mg.

Vnompeba npu oeya u noopacmeawu. |
BHUI'PAHJIE He e noka3aH 3a juita nox 18-roauiiHa Be3pact.

Ynompe6a npu nayuenmu, npuemawgu opy2u nrexapcmea.

C M3KTIOYEHHE Ha PUTOHABHP, 32 KOHTO HE ce NpenophyuBa ¢AHOBPEMEHHA YNIOTPEOa CHC
cungeHadun (Bx. Touka 4.4), py MalMEHTH, NOTyYaBalld ¢AHOBPEMEHHO JICYCHHE C

CYP3 A4 unxuburopu (BX. Touka 4.5.), TpabBa a ce uMa NpeABUA HayajHa 103a oT 25 mg.

[TauneHTrTe Tpa6Ba Aa 6bAAT CTAOWIHM IO OTHOILEHHE Ha TepanyiaTa ¢ anda-0aoxkepu npeau
3alI0YBaHe Ha JieYeHHe CBC CHIACHadn, 3a Ja C€ HaMaJIH Bb3MOXXHOCTTA 3a pa3BHTHE Ha
OPTOCTATHYHA XHIOTOHMA. B nombaHeHKe TpAOBa a c¢ MMa NpeABU 0033 0T 25 mg (BX.
TOUYKH 4.4 U 4.5).

4.3 IIpoTHBONOKA3AHHA

CBp'BX‘-IYBCTBHTﬂHHDCT KbEM AKTUBHOTC BELICCTBO WM HAKOC OT [IOMOIIHHUTEC BECHICCTRA.

B cHOTBETCTBHE C HETOBHTE H3BECTHH e(PEKTH BBPXY ITBTA a30TCH OKUC/LMKIIHYEH ['YaHO3HH
moHo(ochar (¢GMP) (Bx. Touka 5.1) cunaenadgun e 1okasan MOTCHIUPAHE Ha
XMITOTEH3WBHHTE edeKTH HA HUTPATUTE U CACAOBATENIHO €JHOBPEMEHHOTO MY NPHIIOKEHHE C
ACHODPH Ha a30TeH OKUC (KaTo aMKiJ HUTPAT) WIM HUTPATH NOJX BCAKaKBa gopMa e
MPOTHBOIIOKA3aHO.

CpeacTara 3a JJeYEHHE Ha epeKTIIHATA AUCHYHKIMA, BKIIOYMTETHO CHIIICHa(HI, He TpsAOBa
na 6baT npuiaraHi nNpA MBXKE, HA KOUTO HE ¢€ NPENOPHYBA CEKCyalHa aKTUBHOCT
(HarnpHUMep, MALMEHTH C TEXKKH ChPACYHO-ChAOBH HapYLICHUA KaTO HECTaOK/IHA CTEHOKapAns
HIIH TEXKA ChPACYHA HEJOCTATHEYHOCT).

BUI'PAHJIE e npoTHBOKa3aHa MPU MaMEHTH, KOUTO UMAT 3aryda Ha 3peHHETO NpH €JHOTO
OKO MOpajH He-apTepUTHa npeaHa ucxeMudHa ontuuHa Hepponatusa (NAION), He3aBHCHMO
aJid TE3H ENU30AHM ¢a OHIIH CBBP3aHH WM He ¢ npeaxoaHo uinarane Ha PDES uuxudurop

(BX. Touka 4.4).

BesonacHOCTTa Ha cUJZieHA(WIT HE € IpoyYeHa MpH CISAHATE NOATPYITH HallH
clenoBaTeNHo yrnotpebara My € POTHBONOKA3aHa: TEXKKO YEPHOAPOOHO yBp



XHMOTOHMS (KpbBHO Hayarane < 90/50 mm Hg), aHamHe3a 3a npekapaH HEOTAaBHA HHCYIIT
WITH MHOKap/ieH HH(}pAPKT U N3BECTHH HACICACTBEHU AereHepaTUBHU 3a601ABaHNA Ha
PETHHATA KaTo retinitis pigmentosa (MajJKa 4acT OT T€3H NAITHCHTH HMAT Nr€HETHYHH
aHOMAJINH, 3acAramM pochoauecTepasuTe Ha peTUHATA).

4.4 CnenuaJTHH npeaynpexaeHus A NpeANatHH MEPKH PR ynorpeda

[Tpenu na 6Bae Ha3HA4YeHO apMaKOJIOTHYHO JICYECHUE ¢ HEOOXOAMMO CHEMaHE Ha
MEIHIMHCKA aHaMHe3a W PHM3UKaIeH CTaTyC 3a JHarHOCTHIMPaHe Ha epeKTHIIHATA
AUCHYHKIHA H ONIpElIe/ISHE Ha BE3AMOXKHHUTE NIPUYHHH.

[Ipeau 3amoyBaHe HA KAaKBOTO W /1A € JICUeHHE 3a CPEeKTHIHA AUChYHKIMS IeKapuTe TpAOBa a
NpELECHAT ChPACYHO-ChAOBHS CTATYC Ha MAallUEeHTHUTE CH, Thil KaTO CHIIECTBYBA CTCIICH Ha
CHPICUEH PHCK, CBBP3aH CBC CEKCyalHaTa akTHBHOCT. CuiiaeHadua MMa ChA0pasIHpABAIIH
CBOMCTBA, BOACILM [0 JIEKO H NMPEXOAHO MOHHKESHHE Ha KPBBHOTO HaJIAraHe (BX. Touka 5.1),
[Ipeau NpeanMcBaHETO HA cUNAcHAMN JIEKapuTe TpAOBa BHUMATEIHO Ja MPELEHAT Aalu
TEXHHUTE NALHEHTH ¢ ONPEICACHHA ChIBTCTBAILM 3a00nABaHus OUXa MOTJIH Jia C€ HOBJIHAAT
HE6GIarONPHATHO OT TE€3H Ba30JAWIATATUBHE €PEKTH, OCOOEHO B KOMOHHALHA CHC CEKCyaHa
aKTMBHOCT. [1aliMeHTH ¢ MOBHIICHA YYBCTBUTEIHOCT KbM Ba30IHJIATOPH Ca TE3H C
o6CTPYKUHS Ha JIeBOKaMepHHUS W3XOJAEH TPaKT (HalpHUMep aopTHa CTEHO3a, XHNepTpopHYHA
OOCTpYKTHBHA KapRHOMHONATHA) HIIM TE3Y ¢ PEAKHS CHHIPOM Ha MHO)KECTBEHA CHCTEMHA
aTpodud, MaHU(ECTUpALl CE C TEXKKO RapyLlIeH aBTOHOMEH KOHTPOJ Ha KPBBHOTO HAlIAraHe.

Sildenafil noTeHnHpa XUNOTEH3UBHUA €(PEKT HA HUTPATUTE (BXK. TOUKa 4.3).

1Ma nocTMapKeTHHIOBH CHOOIICHHA 3a CEPUO3HU CHPACYHO-CHI0BH HHLHACHTH, KaTo
MHOKapJeH HH}apKT, HecTaOniIHa CTEHOKapavs, BHe3alHa ChpaeiHa CMBPT, KAMEPHH
APUTMHUH, XEMOPAarHYeH HHCYJIT, IIPEXOJHO HApYIIEHHE Ha MO3BYHOTO KPbBOOOpalIeHHE,
XUMEPTOHHUSA H XUMOTOHHKS, ChBIAaJallH MO BpeMe ¢ ynoTpebara Ha cuiiaeHadui. Iloeeuero,

HO HE BCHYKH, OT T€3H NAIMCHTH ca HMaJTA MPEALIECTBAIIHN ChpACYHO-ChAOBH PHCKOBH
dakropu. [ToBeueTo HHIMACHTH, 32 KOMTO Ce ¢hoOLIaBa, ca HaCTLITHIIH N0 BpeMe Ha HIIH

CKOpO CJle]l CEKCYallHa aKTUBHOCT, 8 HAKOU ¢a BE3HHKHAJIM CKOPO Clie]t IpHeMa Ha
cungeHadpun 6e3 cexcyaiHa akTUBHOCT. He € Be3MOXHO Aa OBJE onpeaesieHo Jaii Te3U
MHLMJEHTH Ca CBhpP3aHH NPAKO C TOPHUTE WM JPYTH PaKkTOpH.

CpencTBaTta 3a JICYeHHE Ha EPEKTHIHATA JUCYHKLMSA, BIIIOUYMTEIHO cuiaeHadun, Tpadsa aa
6BAaT U3HON3BAaHY BHUMATE/IHO NPH NALMEHTH ¢ aHATOMUYHA AcdopMana Ha NeHuca (KaTo
aHTyNalus, KapepHo3Ha (ubposa wiK 6onect Ha Peyronie) WK NpH NAaLHEHTH CBC
ChCTOSHHSA, KOUTO MOXKE Ja Npeapas3noarar KbM NNPHAIM3bM (KaTO CHPIIOBHAHO-KJIETHYHA
aHEMMH, MY/ITHIJICH MHCJIOM HJIH JIEBKEMHSA).

Be3onacHOCTTa M epeKTHBHOCTTA Ha KoOMOUHALMUTE Ha CHAACHadMN ¢ Apyry HaUHHH 32
JIeYeHHE Ha epeKTHIHA THCYHKLUS He ca npoy4eHH. [lopaay ToBa npuiaraHeTo Ha TAKMBa
KOMOUHAIIMM HE C€ NPEIophYBa.

ChoOIIaBaHH ca 3pUTENHN JeeKTH M CllydaH Ha HE-apTepHTHA NPEAHA HCXEMHYHA ONTHYHA




Tpa0Ba Ja ObIe NOCHBETBAH, Ye B C/y4ali Ha BHE3aMeH 3puTelieH aedekr, TpAOBa aa crpe
npuema Ha BUTPAHJIE u He3a6aBHO Jia ce KOHCY/ITHpa ¢ Jiekap (BX. Touka 4.3).

EanoBpeMennata ynotpeda Ha cuiaeHadwi 1 pUTOHABUP HE CE MPEropbYBa (BXK. TOYKa 4.5).
[TpenopruBa ce cuiieHadmI 1a ce npuara BAHMaTENIHO NPH MallHeHTH, KOWTO IipreMar
anga-Onokepu, Thil KATO €AHOBPEMEHHOTO IIPUJIOKEHHUE MOXE Aa JOBEIEC A0 CHMIITOMATHYHA
XUIIOTOHHA MMPH MAJIKOTO YyBCTBHTENHU HHAWBUIM (BXK. To4Ka 4.5). ToBa Hali-BepoATHO OH
ce NPOABHIIO Npe3 MBPBHTE 4 yaca cliel npaeMa Ha cuineHadun. ITanuentare TpAOBa aa
6BbaaT XeMOAUHAMHYHO cTa0H/IHH MO OTHOIICHHE Ha TepanuaTa ¢ anda-0noxkepu npeay
3a[I04YBaHE HA JIeueHHWe ChC CHIACHadMUI, 3a 1a ¢€ HAMalH BE3MOXKHOCTTA 3a Pa3BHTHE HA
OpPTOCTATH4YHA XUIOTOHUA. TpAbBa Aa ce MMa NpeABH/ 3aN0YBaHe Ha ICUCHHETO CBC
cugeHadun ¢ 103a or 25 mg (BXK. Touka 4.2). B norsnneHue, nexapure TpsadBa aa
MOCHBETBAT MALMEHTHTE KaKBO Ja MPaBAT B CIyYal Ha rosgBa Ha CUMIITOMH HA OPTOCTATHYHA
XHIIOTOHHUA.

[Ipoy4uBaHus BHPXY HOBEHIKUH TPOMOOLMTH NOKA3BaT, Y€ CWiAeHa(uI NOTCHUUPA in Vilro
aHTHATPErAHTHUTE CBOMCTBA HAa HATPUEBHA HUTponpycHa. JIuncea MHpOpMaLKA 3a
Ge3omacHarTa ynoTpeda Ha cuiuacHadun MpH NaLuMEeHTH ¢ HAPYLIEHHS Ha KPBBOCHCHPBAHETO
WIM aKTHBHA NENTHYHa s;3Ba. CrnenoBarenHo, cunaeHadui Tpabea na OpAc npuiaraH npH
TAKMBa MTALMEHTH caMo CJIC] BHUMATENHa OLICHKA M0J13a-PUCK.

Cunnenadun He € noka3ad 3a ynotpeda npH xeHH.

4.5 BzanmoaeiicTBHe ¢ APYrd JIEeKAPCTBEHH HPOAYKTH H ApYra ¢GopMH Ha
B3aHMOAEHCTBHE

Edhexmu na opyeu nexapcmeenu npooyKmu 8bpxy CunOeHapul

IIpoyusanus in vitro.

MeTa6onn3aMbT Ha cHIieHad I IO NPHUHIIKI Ce OCHIISCTBABA ¢ MOMOLLITA Ha H30€H3HMH 3A4
(ocHoBeH eT) ¥ 2C9 (BTOpOCTENEHEH TBT) Ha UUTOXpoM P450 (CYP). Ilopaan ToBa
MHXUOUTOPUTE HA TE3H H30CH3MMH MOTraT [a 0BEAAT N0 HaMallCHHE Ha KITHPBHCA Ha

cHUAICHa(uII.

IIpoyueanus in vivo:

[TonynaupoHHHUAT HapMaKOKHHETHUYECH aHAJIM3 Ha JIAHHUTE OT KJIMHUYHHM NPOYYBaHHS
10Ka3Ba HaMaJICHHE Ha KIHPBHCA Ha CHIIIeHa( M1 IPH € JHOBPEMEHHO NPHIIOKEHHE C
uHxu6HTOpH Ha CYP3A4 (KaTo KETOKOHA30JI, EpPUTPOMHLIMH, IIMMETHIUH). BBIIpEKH Y€ HE €
1o HabJIIOAaBaHO MMOBHIIABAHE HA YECTOTATA HA HEXKEJIRHUTE PEaKIMH IIPH TE3H NAllACHTH,
KOraTo cuiacHa(uI ce mpuiara eJHOBpeMeHHO ¢ HHXHOUTOpH Ha CYP3 A4, TpsaOea na ce

¥Ma I[IPeBHJ HaYaJiHa J03a OT 25 mg.

ExnospeMenHoTo npunoxenne Ha HIV-npoteasHust HHXUOMTOP pHTOHABHP, KOHTO € MHOTO
MoleH uuxubuTop Ha P450 (500 mg asa meTH AHEBHO), ¥ cuiuaeHadH (100 mg eqHokpaTHa
103a) € aosen 1o HapactBane ¢ 300% (4-xkparHo) Ha Cmax Ha cunaerapua u ¢ 1 000% (11-
KpaTHO) Ha nnasMeHata AUC Ha cuniaeHadun. Ha 24-u4 yac njiasMeHUTE HABA Ha
cunaeHadm1 Bee owe ca 6unu okono 200 ng/ml B cpaBHEHHE ¢ HMBaTa OT S ng/ml npH
CaMOCTOATEHO MIPHIOKCHUE Ha CHiieHa(puI1. ToBa CBOTBETCTBA HA H3Pa3CHUTE €PEKTH Ha
PHTOHABHpP BBPXY IIHPOK Kpwr cybcTpati Ha P450. Cangenadun He e okasaJL BANS -
(JapMaKOKMHETHKATa HAa pUTOHAaBHD. B13 OCHOBa Ha Te3H (papMaKOKUHETHYS




€XHOBPEMEHHOTO NMPHIIOKECHUE HAa CHITIeHadu H pUTOHABUP HE CE MPENOpbYBa (BXK. TOUKA
4.4) v npy HAKAKBH 00CTOATENICTBA MAKCUMMAJIHATA 7034 Ha cuiacHadun He TpadBa Ja
HagXBBpJA 25 mg B pamxure Ha 48 4aca.

EnnoBpeMeHHoTO NpHnoxeHne Ha HIV-nporeasnus uHXHOUTOp CAKBHHABHP, KOUTO €
naxuOuTop Ha CYP3A4, ciien JoCTHraHe Ha paBHOBECHHM KOoHLEeHTpauuu (1200 mg tpu meTH
nueBHO) ¥ cunaenadun (100 mg eaqHOKpaTHa 103a) € AOBEI A0 HapacTBaHe ¢be 140% Ha
Cmax Ha cunaeHadun u ¢ 210% na AUC na cunaedadun. CunaeHadmi He € OKa3as B/IHAHHE
BBEpPXY (papMakOKHHETHKATa Ha cakBHHaABHp (BXK. Touka 4.2). [Ipeanonara ce, ye 1mo-MOIHH
nHxuOuTOpH Ha CYP3A4 KaTo KETOKOHA30J1 H UTPAKOHA30M OMxa MMAalH OLIe [TO-CHIIEH

edexT.

[Ipu eqHOBpEMEHHO NPUIIOKEHHE HA CHIAeHadWI B eqHOKpaTHa f03a oT 100 mg u
cnetupuuausg CYP3 A4 uHXUOUTOp CPUTPOMHLIMH CJIel] ZOCTUTAHE HA paBHOBECHH
xoHneHTpaiy (500 mg aBa NkTH AHEBHO 3a 5 qHU) € OMN0 HaOMOJaBaHO YBEIMUCHHE CHC
182% na cucremHaTta excniosunusa (AUC) na cunpenadun. Ipu 3apaBu muxe goSpoBoniy He
e 6111 HabmonaBaH edekt Ha asuTpoMunuH (500 mg qHeBHO 33 3 AHM) BupXy AUC, Cmax,
tmax, eJJMMHUHAIHOHHATa KOHCTAHTA WJIH HOMYKHBOTA HAa CHAACHA(UIT WK HETOBUTE
OCHOBHHK MeTaGonuTy B uppKynanusara. CumetaanH (800 mg), koiito e uutoxpoM P450
uuxubuTop U HecnepuueH CYP3A4 uuxubuTop, € npeaAM3BHKaI HapacTBaHe ¢ 6% Ha
IJIa3MEeHaTa KOHIIEHTpalusa Ha CHIACHA(HUII IIPH €THOBPEMEHHO MPHIIOKEHUE CBC
cungeHadua (50 mg) npu 3apapu AOOPOBOIILH.

CoksT OT rpeiindpyT e cnab uaxudurop Ha CYP3A4-Meauupanus MeTaOOM3BEM B YpEBHATA
CTEHa M MOXKE J1a IOBEAE 10 YMEPEHO HApPacTBaHE Ha IUTa3MEHUTE HUBA Ha CuiAeHApHIL

EaHOKpaTHH A03M AHTHAIM)L {MarHe3HeB XUAPOKCUA/aJlyMUHHEB XUAPOKCH]T) HE Ca NOBJIHSNIH

OHOHAAMMHOCTTA Ha CHAACHA(HL
Brnpeky 4e He ca NPOBeXAaHH cnieldU4HI NPOYYBaHHUA 3a JIEKAapCTBEHH B3aHMOACHCTBHA C

BCUUKH JIEKAPCTBEHH NPOAYKTH, MOMYJIALMOHHMAT GapMakOKMHETHYCH aHaJIu3 HE € M0Ka3aJl
e(heKT BEPXY (papMakoKdHeTHKaTa Ha ciaeHadun npyd eJHOBPEMEHHO NPHIIOKEHUE Ha
NeKapcTBa, NpHHAAJIEXaIH KbM rpynaTta Ha HHXuburopute Ha CYP2C9 (karo TonbyTamuz,
Bapdapul, deHnTonH), uEXu6uTOpH Ha CYP2D6 (kaTo ceneKTUBHUTE HHXHOHTOPH Ha
oOpaTHHA 3aXBaT HA CEpPOTOHHHA, TPULMKIXYHUTE aHTHACTIPECAHTH), THASHIUTE U CPOJHU
NUYpeTHLIH, OPUMKOBHTE M KATHI-CIIECTABAIIUTE JUYPCTHLIM, HHXUOMTOPHTE HA
aAHTHOTEH3MH-KOHBEPTHPALLMS CH3UM, KATIIHEBUTE aHTArOHHUCTH, O€Ta-aIpeHOPELIENITOPHUTE
AHTArOHNCTH WIK MHAYKTOpUTE Ha MeTabomusma Ha CYP450 (kato pudamnmyuH,

GapOuTypath).

Huxopangun e xuOpua MexIy akTHBAaTOp Ha KaIUeBMTe KaHanu H HUTpart. [lopamu
HHTpaTHATa CH KOMIIOHEHTA CHLIECTBYBA BE3MOKHOCT 3a CEpHO3HO B3aUMOACHCTBHE ChC

CHJIIeHA( UL

Epexmu na cundenaghun evpxy opyau aexapcmeenu npooyxmu
IIpoyueanus in vitro.

CunpeHadun e cnab uHxubuTop Ha uuToXpoM P450 m3oenszumu 1A2, 2C9, 2C19, 2D§, 2E1 n
3A4 (IC50 > 150 uM). KaTo ce uma npeJiBHI, Y€ NMHUKOBATa MNasMeHa KOHUCHTPpaUHA CIICK
MpHeM Ha cuiaieHadH B NpenopbYUTENHUTE J03H ¢ npubausutenHo 1 uM, He ou C
ce ouakea BUTPAHJIE na nosause KiIMpLHCA Ha CyOCTpaTUTe Ha TE3H H30€H3




JIncBaT IaHHM 3a B3aUMOEHCTBHETO MEXAY CHIACHA(DHA U HECTICIM(PHIHHTE
pochoauecTepasH UHXUOUTOPH KAaTO TCOPMIHH WIH AMNTHPUIAMOII.

Hpoyueanus in vivo.

B cHOTBETCTBHE ¢ MO3HATHTE CH AEHCTBUA BLPXY MBTA a30reH okena/cGMP (Bx. Touka 3.1)
cuiigeHadrI MOKasa NOTCHUMPAHE Ha XMIOTCH3UBHUTE €(EKTH Ha HUTPATUTE H
CIEAOBATE/THO, € JHOBPEMEHHOTO MY NMPHIOXKEHHUE C JOHOPH HA a30TEH OKCHJ HJIM HUTpPATH
noJ KaKBaTto H Aa € gopMa € NpOTHBOMOKa3aHo (BXK. Touka 4.3).

EHOBpPEMEHHOTO MPHJIOKEHHE HA CHIIACHA(U IPH TTAIKEHTH, KOUTO NpHeMar ajida-
OJIOKepH, MOXKE a JOBEAE N0 CUMNTOMATHYHA XUIIOTOHMA NPH MATKOTO YYBCTBUTCITHU
MHIMBHAU. TOBA € HAW-BEPOATHO [a C€ NMPOABH Mpe3 IMLPBHUTE 4 Haca Ciel MpueMa Ha
cungeHadun (BX. Touku 4.2 u 4.4). B Tpu cneuudHUyuHHA IpOyYBaHHA 3a JIEKAPCTBEHH
B3aUMOACHCTBHA aida-010KepsT HoKca303uH (4 mg u 8 mg) u cunaeHadun (25 mg, 50 mg
W 100 mg) ca OMIH NPUIIOKEHU eTHOBPEMEHHO Ha MALMEHTH ¢ J0OpOKaueCTBEHA
xuneprnasus Ha npocrtara (BPH), crabuim3npaHd Ha Tepanus ¢ J0KCa303uH. B Te3n
H3MUTBAHU MOMNYyNIauuH € HabMIoaBaHO CPEAHO AONBIHUTEIHO HAMAJICHHE HA KPBBHOTO
HaJAraHe B JIETHAIO MOJOXeHUe CHOTBeTHO 7/7 mmHg, 9/5 mmHg u 8/4 mmHg, u cpenHo
JOITBIHUTEIHO HAaMAJIEHHE Ha KPBBHOTO HAJIATaHE B H3NPABEHO MOJIOXKEHUE CBHOTBETHO
6/6 mmHg, 11/4 mmHg u 4/5 mmHg. Korato cuiineHadun 1 JOKCa303HH ca OUIH
NPUNOKEHH €THOBPEMEHHO MPH NALUMEHTH, CTaDMIM3HUPaHU Ha TEpanus ¢ J0KCa303MH, Ca
MOJYYEHH PEAKH CHOOLUCHHA 3a MMAHEHTH, KOHTO €& MOJTYYHIIA CHMITTOMaTHYHA
OpPTOCTATUYHA XMIIOTOHHA. Te3u cbOOIEHHA BKIIOYBAT BUEHE Ha CBAT U 3aMastHOCT, HO HE U

CHHKOII.

ITpu egHoBpeMeHHOTO Npuiarane Ha cuiacHadun (50 mg) u ronbyramua (250 mg) unu
Bapdapun (40 mg), kouto ce Metabonuaupar ot CYP2C9, He e 3abena3aH0 CUTHI(UKAHTHO

B3aUMOIEHCTBHE.

CungeHadgun (50 mg) He e NOTEHUUpAT JOITBIHUTENHO YABDKABAHETO HA BPEMETO Ha
KbpPBEHE, PEeAU3BHKAHO OT aleTHICATHIIUIoBaTa KuceauHa (150 mg).

Cungenadun (50 mg) He € NOTEHIUPAJ JOTBIHATEIHO XHIIOTEH3UBHUTE €(DEKTH Ha
ANKOXOJIa MPH 37IpaBH JOOPOBOILH CbC CPEAHH MAKCHMAITHYA KOHLECHTPALMM HA aJIKOXOJI B
KpbBTa 80 mg/dl.

Karto nsano aHTHXHIIEPTEH3UBHUTE JIEKAPCTBA, MPHHALJIC)KAIINA KbM CJIEJHATE KJIACOBE:
nuyperuiy, 6era-onokepy, ACE uHXHOUTOPHU, aHTHOTEH3HH I] aHTaroHUCTH,
AHTUXUITEPTCH3UBHHU CPEICTBA (BA30JWJIATOPH M LICHTPAIHO ACHCTBALIU), aIpEHEPIHYHH
HEeBpOHHH OJIOKEpH, aHTArOHUCTH Ha KAJILKWEBH KaHaIM U alipa-aApeHOPELCNTOpHH OoKepH,
HE ca MOKa3aJlM pa3jIMueH [pOdHI Ha HEeXeJIaH! JICKAPCTBEHH peaKLMM IIPH MMAalUUEHTH,
nosjy4asaiy cujieHadun crpsamo mianebo. B cneunduyHo MpoyuBaHe 3a JIEKAPCTBEHO
B3aHMMOJACHCTBHE, IIPH KOETO HA XMIIEPTOHHUM ¢ OWIT npuioxeH cunacHadun (100 mg)
€JHOBPEMEHHO C aMJIOOUITHH, € HACTBITUAO JOMBJIHUTEIHO MOHUKCHHE HA CUCTOIHOTO
KPBbBHO Ha/IAraHe B JierHamno nonoxexnue ¢ 8§ mmHg. CLOTBETHOTO JOMBIHUTEHO
NOHMWKEHHE Ha JUACTOJHOTO KPBBHO HAJIATaHE B JIETHAJIO MOJIOXKeHUE € Ouno 7 mmHg. Tesu
TOTBJIHATE]IHH TIOHKEHH Ha KPBBHOTO HAJATAHE ca OMid OT CXOJHA BEMUYHMHA C TE3H,

HabJIIo1aBaHH TIpH 3ApaBH JOOPOBOJILM, MOTYUYABAIIM caMo CHIIeHadun (BXK. TOUK




Cunpenapun (100 mg) ve e nonusn papMaKOKHMHETHKATA B CTAHOHAPHO CHCTOSHHE HA
HIV-nporeasnure HHXHOMTOPH CAKBUHABHDP U PUTOHABHP, KOUTO ca cyocTpath Ha CYP3A4.

4.6 bpemennocT H KEpMeHe

BHUI'PAHJIE He e nokazana 3a ynorpe6a npu >eHH.

B penpolyKTHBHH NpOy4YBaHH NPH IUIBXOBE W 3aiilld He ca Ouu HabnogaBaHH pelleBaHTHH
HEXEJIaHH peaKLMu CNe/| MEPOPANTHO MPHIOKEHHE HA CHTIeHadhL.

4.7 E¢exTH BLpXY cnoco6HOCTTA 32 modHpane u pabora ¢ MAlIHHA

Hama HanpaseHH Npoy4yBaHus 3a epexTHTe BBPXY CNOCOOHOCTTA 3a WodHpaHe u paoTa ¢
MAIITHHH.

T'bid kaTO B KITHHHYHH NPOYYBaHHA CbC CHACHA(I ce ChoOIIaBa 3a MOABa HA CBETOBBPTEXK
H MMPOMEHH B 3pEHHETO, NaLMEHTUTE TPAOBa Aa UMAT MPEACTaBa 3a peakUHHTE CH KbM
BHUI'PAHIE npenn wodwupaHe uiu pabota ¢ MallMHH.

4.8 HexxelaHm TeKapcTBEHH PeakmuH

[Tpodunst Ha Ge3omacTHOCT Ha cuieHadun ¢ 6asupaH Ha 8 691 mauveHTH, KOUTO ca
NoJyvaBalii NPEenoprYBaHUA JO30B pexuM B 67 rutauebo KOHTpOAMpPaHH KIHHHAYHH
npoy4BaHHs. Hafi-yecto cho0miaBaHHTe HEXENAHN pEaKLMH B KIIMHUYHHTE NMPOYYBAHHA Cpel
NAMCHTHTE, HA KOMTO € ImpHiarad cuiaeHadun, ca 6unm rnaBodoine, 3a4epBiIBaHe,
AUCTICIICHS, 3PUTEIHH HApYHICHUS, HAa3a/lHA KOHI'€CTHSA, 3aMaiiBaHe H HapYILIEHHE B IIBETHOTO
3PEHHE.

Hexenanu peakuuy o BpeMe Ha IIOCTMapKETHHIOBOTO HabMoAeH e ca CHOMpaHH
MOKpUBAT NPHOTHIUTENEH NEPUOS OT >9 roauMuu. UecToTaTa Ha TE3W HEXENAHH PEAKLIUH HE
MOXE J1a C€ OTIpeJIe/IN C AOCTOBEPHOCT, Th KATO HE BCHUKH HEXEJAHH PeaKIHK ca CHOOIEHH
Ha MPHTEXKATEA Ha pa3pelleHHETO 3a ynoTpeba U BKIIOYECHH B Da3ara JaHHH 3a 0€30MacHOCT.
B TaGnnnara no-A0My BCHUKHM KIIMHHUYHO Ba)KHH HEXENAaHH peaKlMH, KOUTO ca Hab/ioaBpaHH
B KJIIMHWYHH MPOYYBAHHUA ¢ YECTOTA [IO-TroJiAMa OT rnanebo, ca OmMcaHu Mo CHCTEMO-OpraHeH
Kj1ac ¥ yectota (MHOro yectu (=1/10), vectu (>1/100 mgo <1/10), newectu (>1/1 000 to
<1/100), peaxn (=1/10 000 go <1/1 000).

B nonbiaHeHHe, 4ECTOTaTa Ha KINTHHMYHO BaXKHU HEXENNAHH PEaKiyH, CHOOILEHH 10 BpEME Ha
NOCTMapKETHHIOBUS NTEPUOJ, € BKJIIOYEHA KATO HEH3BECTHA.

I1pu BCAKO rpynupaHe B 3aBUCHMOCT OT YECTOTATA HEXKENAHUTE NEKAPCTBEHH PEaKLH ce
H30posBaT B HU3XOJALI PEA MO OTHOLISHHE HA TAXHATA CEPHO3HOCT.

KJIMHUYHO Ba)KHM HEKEMAHHU peakliH, ChOOMEHH ¢ Y€CTOTa, M0-TrojIaMa OT YeCTOTaTa Ha
1anedo B KOHTPOIMPAHH KJIMHAYHYI NPOYyYBaHKA, M KIMHUYHO BaXKHU HEXKeJIaHH peaxiuy,
CHOOIIECHH 110 BpeMe Ha NOCTMapKETUHIOBHSA NEPHOA.




Cucremo-opranen kiaac Ha MedDRA

Hexe1aun peakiuH

Hexesiana peakinun

HacnenBanus HedgecTn [ToBulilleH cLpaeyYeH
pPUTHEM
CohpAeyHH HapyLLEHUA HeuecTH Copueduene,
TaxHKapaus
Peaxu HHdapkT Ha MHOKapZa,

MPEACHPIHO MBXJIECHE

C Heu3BECTHA 4YeCTOTa

BenTpukynapHa
apuTMHA, HeCcTaOUITHA
AHIMHA, BHE3aIHa
CEpAeYHa CMBPT

HapylieHns Ha HEpBHAaTa CHCTEMa

MHoOro uectu ['napobonue
YectH 3aMasgHOCT
HeuecTH CBHIUBOCT,
XHUIIOEeCTE3NA
Peaxu MO3BLYHOCHAOB
NHIHIEHT, CHHKOI
C Heu3BecTHA 4YecTOTa { 1TpaH3UTOpHA

HCXCMHMHA aTaKa, F'bpH,

PELMIMB Ha I'BpY

HapyuieHnsa Ha O4UTE

Yectu 3pUTE/THH HapyLUCHHA,
HapYLUCHUE B LIBETHOTO
3pEHHE

Heuect# KOHIOKTHBAJTHH

HapyIIeHUs, O4YHHU
HapyILIECHUA, HAPYIICHUA
B CITB300TAE/IAHETO,
OpPYTH HAPYILICHUA Ha
OUHTE

C HeH3BEeCTHa YecToTa

HeapreputHa npeasa
MCXEMUYHA ONTHYHA
Heponatus (NAION),
peTHHAJIHA CHAOBA
OKNIy3U4, HapyLIEHUE B
3pHUTEITHOTO MOJIE

HapymieHns Ha yXoto H 1abupHHTa Heuectn BepTHro, IyMm B yLIHTE
Penku I'nyxota*
PecnupaTopHH, I'PpHAHA U | YectH Ha3zanHa KOHrecTus
MEQNACTUHAIHU HApYILIEHUSA Penxu Enucrakcuc
CTOMAILIHO-YPEBHU HapYILICHUS YecTn Jucnencus
Heuectu [ToBpoijaHe, raacue,
CYXOTa B ycTara
Hapymenns Ha koxara, noakoxkHara M | HeuectH Koxen o6pus
MEKHUTE TEKaHH
HapyineHus Ha MYCKYJIHO-CKeleTHaTa | HeuecTH Mmuanrus
CUCTEMa U ChCAMHUTEHATA THKaH
Cpa0BU HapYLIESHHS YectH 3aUEPBABAHE ==
Penxu XHnepToH ,m




XUIIOTOHUSA
OO0mm HapymeHua U epekTH Ha MACTOTO | HedecTH ['pbana 6onka, yMopa
Ha OpUNOXEHHE
HapymieHus Ha IMyHHaTa CHCTEMA Penkun Peaxiuu Ha
CBPBXYYBCTBHTETHOCT
Hapymienna Ha Bb3mpousBogutTenHara | C HeusBecTHa yecToTa | IlpHanu3bM, yabikeHa
CUCTEMA M rbpaaTa epeKLHs

* HapyireHHs Ha YXOTO: BHE3aIHA MNTyXoTa. BHe3alHo HaMayleHHe 1Tk 3aryba Ha cnyx €
choOIIEHa B MATLK Opoit cliyyad IIPH MOCTMAPKETUHIOBH M KJIMHUYHY NIPOYyYBaHUS TIpH
ynorpebata Ha BCHUKH PDES nHXubuTOpH, BKIIOUUTENHO CHIACHA(H.

4.9 IIpenosupane

B npoyuBaHus BEpXY A0OpOBOILM ¢ €AHOKpATHH A03H A0 800 mg HEXKeJIaHWTE peaKIMH ca
OWIM NoA0OHM Ha T€3H, KOUTO ¢ HaOMoAaBaT MpH NO-HUCKH JO3H, HO TAXHATA Y€CTOTA H
TexecT ca Ouny no-ronemu. J1o3u ot 200 mg He ca foBe/ M A0 NOBHILICHHUE Ha
eEKTHBHOCTTA, HO Y€CTOTATA HAa HEKCIAHUTE peaKklHH (rinaBodoiye, 3auepBsiBaHe, BHEHE Ha
CBAT, JHUCIIENCHA, Ha3aJIHA KOHTECTHS, HAPYHICHO 3pEHUE) € HapacTBana.

B cnygaii Ha npefo3upaHe CTaHAAPTHUTE MOARBPKAIM MEPKH TpAOBa Aa OBJaT Cro0paseHH
C KOHKPETHHTE HYXKAH. XeMOHanu3aTa HE YCKOpsBa KIHPBHCA Ha CHIIIEHa(u1, Thif KaTo
TOl CE€ CBBbpP3Ba BB BUCOK ITPOLICHT € I1a3MEHHTE NIPOTCHHM M HE C€ €JIMMHHHPA ¢ YPHHATA.

5. DPAPMAKOJOI'MYHHA CBOUCTBA

5.1 PapMakoAMHAMHYHH CBOHCTBA

dapmaxorepanesTHyHa rpyna: JlekapcTea, H3MOA3BaHU NPH €PEKTUNHA AUCOYHKIMA. ATC

kod: G04B EO03.
CunaeHadui clIy)Kd 3a NEpoOpaIHO JICUSHHE HA EpEKTHIHATA AUCQYHKIHMA. B ecTecTBeHH

YCIIOBHS, T.€. IIPH CEKCyaliHa CTHMYJIailud, TOH BB3CTAHOBABA HapyLICHATa EPEKTHIIHA
¢$yHKIMS Ype3 YBEIMYABaHE HA KPHBOTOKA KEM IIEHHCA,

OU3HOMOTHYHHAT MEXaHN3DbM, OTTOBOPEH 3a epeKLMATa Ha MEHK A, BKIIOYBa 0CBOOOK IaBaHe
Ha a3oreH okcuz (NO) B KaBepHO3ZHOTO TANO MO BpeMe Ha CeKcyanHa cruMynanud. Cnea tosa
a30THHAT OKCHJf aKTHBHPA €H3HMMa I'yaHWJ1aT LIMKJIa3a, KOSTO BOAM 0 MOBHIIABAHE HA HUBATA
Ha HUKJIMYeH Ir'yaHo3HH MoHogocdaTt (¢cGMP), a ToBa BoAM A0 OTIyCKaHE Ha IiagKara
MYCKYJIaTypa B KaBEpHO3HOTO TSUIO U MPUTOK Ha KPBB KbM HETO.

Cunpenadun e MollleH U cejiekTuBeH HHXuOUTOp Ha cGMP-cnienuduuHaTa pocoavecrepasa
tin 5 (PDES) B kopmyc KaBepHO3yM, KbAeTO PDES € oTroBOpHa 32 pasrpaXjaHeTo Ha
cGMP. Cungenadun uma nepudepHo MACTO Ha JeHCTBHE BBPXY epekuuaTa. CuijaeHadpu
HAMA NPAK peakcHpam ¢eKT BEpXY M30JIHpaH YOBELIKHM KOpPIYC KaBEPHO3YM, HO MOIIJHO
yCHNBa penakcupamms edekT Ha NO BupXy Tasu ThKaH. [Ipy akTHBHpaHE HA ITBTA HA
NO/cGMP, kakTo cTaBa NpU CeKCyaaHa cTUMYynaums, HHXubupaneTo Ha PDES ot
cunacHadua BoAM 10 moBuileHd HMBa Ha CGMP B xaBepHO3HOTO T410. ClieJ0BaTENHO, 3a J1a
MOKe CHIIieHa(KI 1a OCHIIECTBH CBOUTE JKeNaHH OJ1aronpusATHH (papMaKoJIOrHYHH €pEKTH,
e Heo0X0oaMMa CEKCyasiHa CTUMYJIALHU.




[TpoyuBanusiTa in vitro ca noxkasany, 4e cuieHadgun ¢ ceektuBeH 3a PDES, koaro yyacTsa B
npoueca Ha epekiua. Herosusat edekT Bbpxy PDES € mo-MOLIEH, OTKOJIKOTO BBPXY APYrUTe
u3BecTHH dochoauectepasu. Toit € 10-kpaTHO no-cenektuseH 3a PDES, otkonkoto 3a PDE6,
KOSATO y4acTBa B IIpolleca Ha GOTOTpaHCIYKLHMA B peTHHATa. B MakcCHMaTHH
NPENOPBYUTEHH J03H CEIEKTUBHOCTTA MY € 80-KpaTHO no-BHcoKa 3a PDES, 0TKOJKOTO 3a
PDEI1 u nag 700-kpaTHO no-BucoKa, oTkoakoro 3a PDE2, 3,4, 7, 8,9, 10u 11. To
KOHKpeTHO, cunacHadnn uma 4000 nbty no-ronama cenekTuBHoCT 3a PDES, otkonkoTo 3a
PDE3 — m3odopmara Ha cAMP-cnenudurynara gocoanecrepasa, yyacTpaila B KOHTPOJIA HA
CBPOCYHHA KOHTPAKTHIIHTET,

JIBe KIIMHUYHM NPOYYBaHHUA ca OMIH CIEIMATHO IPOBEACHM, 3a J1a C€ OLIEHH BPEMETO, KOETO
e HeoOX0ANMO, 32 J1a C€ MOJIYYH €pEeKIMA B OTTOBOP HA CEKCYAlIHA CTUMYJIALUA CAEa NMpUEM
Ha JIeKapcTBOTO. B npoyyBane ¢ u3non3Bade Ha mietuaMorpadus Ha neduca (RigiScan) npu
NAlUEHTH, KOWTO Ca NPHUESIM CHacHadun Ha IagHo, CPEIHUAT NIEPHOA A0 HAYANOTO Ha
edexTa MpH Te3W OT TAX, KOUTO ca MOIYYHIIH €peKLnd, Xapakrepusupaia ce ¢ 60%
PUTHIHOCT (IOCTAThYHA 34 OCBIICCTBABAHE HA MOJIOB aKT), € OMn 25 MUHYTH (0T 12 no 37
MHHYTH). B Apyro npoyurane ¢ RigiScan cungenadun 1opu ¥ 4-5 yaca ciell mpyueMa € JaBain
BBL3MOKHOCT 3a NOJTYMAaBaHE HA €PEKIMA B OTTOBOP HA CEKCYallHa CTUMYJIaLuA.

CunpieHadun NpeIU3BUKBA JIEKH M NMPEXOAHHU MOHWKCHHSA Ha KPBBHOTO HAIATaHE, KOHTO B
MHO3HHCTBOTO OT CJIyYauTe NpoTHYAT O€3 KIMHMYHA cuMnToOMaTuka. CpeaHata CTORHOCT Ha
MAKCHUMATHOTO MOHM)XEHHUE Ha CUCTOJIHOTO KPBBHO HAIATAHE B JIETHAJIO MOJIOXKEHHE CIIE]
nepopaied npuem Ha 100 mg cungenadun e Guna 8,4 mmHg. CroTBeTHATA NPOMAHA B
IWACTONHOTO KPBBHO HANAraHe B JIErHaIo nonoxeHue € Ouna 3,5 mmHg. Te3n noHuxeHud
Ha KPBBHOTO HAJIraHe ChOTBETCTBAT Ha Ba30MIATATHBHUA €(EKT Ha CrIACHa(UII, KOHTO
BEPOATHO C€ Ib/KH Ha MOBHIICHHETO HA HUBaTa Ha CGMP B rnaznkara MycKynarypa Ha
KPEBOHOCHHMTE ChAOBE. [Ipu 3apaBn 1o0pOBOILIY eANHHYHA Nepopanda 103a 1o 100 mg
cunacHadgun He BOAM A0 KIKHHUYHO 3HAYMMHU npoMeny B EKT'.

B npoy4BaHe BBpPXY XeMOAHMHAMUYHUTE €(eKTH Ha €OHOKpaTHA nepopanHa no3a ot 100 mg
cungeHadun npyu 14 nanueHTa ¢ TEXKO KOpoHapHO aprepuanto 3adongasane (CAD) (>70%
CTEHO3a Ha MOHE eHa KOpPOHapHa apTepui), CPEIHUTE CTOMHOCTH Ha CHCTOJIHOTO M
IHACTOJIHO HAJIATAHE B MOKOM €a C€ MOHIKUITH ChOTBETHO CBC 7% U 6% CnpaMO U3XOHUTE.
CpelHOTO CHCTONHO OesioApoOHO HAJIIraHe ce € NOHmKUI0 ¢ 9%. Cunaenadun He e
NpCAU3BUKAN NPOMSAHA B ChpACYHUA NeOUT M HE € HApYIUMI KPbBOTOKA IPE3 CTCCHEHUTE
KOPOHAapHHU apTEepHH.

B nBoitHo-ci1sm0, 1nnaie00o-KOHTPOJUPaHO NMPOYYBaHe, CPaBHABALIO CHICHA(MUN ¢ nanebo u
BKJIIOYBALIO TECT C HATOBapBaHe, MpH 144 nauueHTa ¢ peKTUIHA AUCPYHKIUA ¥ XPOHHIHA
ctabMnHa aHriHa, KOUTO Ca MPOBEXKIANU PEIOBHA AHTHAHTUHO3HA Tepanus (C U3KIIOUCHHE
Ha HUTPAaTH), He ¢a OMJTH YCTAHOBEHH KJIMHUYMHO 3HAYMMH NPOMEHH B NMPOALIXKHATECIIHOCTTa

Ha BpEMETO 10O IMOsiBa Ha JIMMHTHPALla aHI'HHd IIpH ynmpeﬁa Ha CHHﬂEH&d)HH.

Enun gac cnea npuem Ha 100 mg cunaeHadu npu onpeaeneH Opod NauUeHTH ca e

NOSBUJIK JICKH U MPEXOIHN IPOMEHH B CIOCOOHOCTTA 33 pa3/IMuaBaHe Ha LIBETOBETE
(cHHBO/3eNIeH0), U3CICABaHa ¢ MOMOIUTA HAa TECTA 3a pasrpaHnyaBaHe Ha 100 LBeToBH

orreHbKa Ha Farnsworth-Munsell, kato 2 yaca ciaen npueMa Ha JICKapCTBOTO €(PEKTHT €
OT3BYYaJl HATBJAHO. BepOSTHUAT MEXaHU3IBM Ha Ta3u MPOMAHA B [{BETOBAaTAa TUCKPUMHHALMA

e CBbp3aH ¢ HHXHOMpaHeTo Ha PDEG, KoATO ydacTsa BBB (GOTOTpaHCHYKIMOHHATA KACKANAHA H‘?\
pernHaTta. CHazieHahun HAMa HUKAKBB €(QeKT BLpPXY 3pUTEIIHATA OCTPOTA HIIH yciﬁé@T‘ ET‘\%{?
, o
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KOHTpacT. B Manko mnane6o-KOHTPOIMpPAHO NTPOYYBAHE NPH MALUEHTH ¢ JOKAa3aHa paHHa
BB3pacToBO-00yCNOBEHA ACTCHEpalug Ha Makynara (n=9) cunaeHadpun (100 mg eqHokpaTHa
[03a) HEe € JOBeJI 0 CUrHU(PUKAHTHH MPOMEHH B IPOBEICHUTE 3PHUTEIHA TECTOBE (3PUTEIHA
OCTpOTA, pellleTKa Ha Amsler, HBeTOBa AUCKPHMMHALUA HA CHMYJIMPaHa ITbTHA CBETJIHHHA
curHanu3auus, nepuMeTpH Ha Humphrey u ¢potoctpec).

He e Ouna yctaHOBeHa MPpOMAHA B MOTHIHTETA UK MOP(OJIOTUATA Ha CNEPMATO30UIUTE
cleA €eOMHUYHa nepopaiiHa nosa ot 100 mg cunaeHadgun npu 3apapy JoOPOBOIIIM.

Honvanumenna ungopmayua 3a KIUHUYHY NPOYYBAHUA

B xnHHHYHH npoy4dBaHus cuiacHadun ¢ 6un npunoxeH npu noseue ot 8§ 000 nanueHTH Ha
Bb3pacT 19-87 roauny. bunu ¢a npeacTaBeHH CICAHUTE IPYIIM NALMCHTH: MALUECHTH B
HanpeaHana Be3pact (19,9%), naumenTtu ¢ xunepronus (30,9%), 3axapen nuabet (20,3%),
HCXeMH4Ha foecT Ha cupueTo (3,8%), xunepmunuaemus (19,8%), tpaeMu Ha rppOHaAYHUA
M031K (0,6%), nenpecus (5,2%), TpaHcyperpanHa pesekuus Ha npocrarata (TURP) (3,7%),
paavkaiHa npocraTekToMus (3,3%). Cneguurte rpynm He ca OHIM JOCTATBYHO NPEACTABEHU
WIIH ¢a OHIH U3KIIOYEHH OT KIMHHYHHUTE MPOYUBAHHA: MAIIHEHTH ¢ ONepalHs B MaaKua Tas,
NalUKHeHTH cae] THUYETepanus, MalNeHTH ¢ TexKo 66peuno uiH yepHoApoOHO YBpexKIaHe H
NANUEHTH ¢ HAKOM ChPACYHO-ChAOBH HpodiieMn (BXK. ToUka 4.3).

B npoy4BaHuATa ¢ (PUKCHPAHHU JI03H, MPOLCHTHT Ha NALUEHTHTE, CHOOIIABALLH, Y€
JICYCHUETO € NoAoOpHIIO TAXHATA epeKIUA, € Oun 62% (25 mg), 74% (50 mg) u 82% (100
mg) capamo 25% npH maneto. B KOHTPOIMpaHy KIIMHHYHY POYYBaHUS YECTOTATA Ha
NPEKbCBAHE HA ICYCHUETO ChC cruiieHadun ¢ 6una HucKa U noao6Ha Ha Taszu npH mianeto.
3a BCHUKH NPOYYBAHMA MPOLCHTHT HAa NALMCHTUTE, CHO0IABAIIH 34 MOAOOPEHUE ChC
cungeHadum, e OUia, KakTo clie/iBa: ICUXOr¢HHa epeKTHIHA JuchyHkuus (84%), cMeceHa
epeKTUIHA AMChHYHKIMA (77%), opraHn4Ha epeKTWiHa JuchyHKuuA (68%), nanueHTH B
HanpenHana Bb3pact (67%), saxapeH nuaber (59%), ucxemMuyHa 6onect Ha cbpLeTo (69%),
xunepronus (68%), TURP (61%), panukansa npoctarekroMus (43%), TpaBMa Ha
rppOHayHust MO3BK (83%), nenpecns (75%). B apnrocpounu npoy4ysaHus 0€30NacHOCTTA H
e(EKTHUBHOCTTA Ha CHJI/ICHa(M Ca Ce 3aIa3uim.

5.2 @apMaKOKHHETHYHM CBOHCTBA

Abcopbyun.:

Cungenadm ce abcopbupa 6vp30. HabmogapaHUTe MAKCHMAIHH MJIa3MEHH KOHLCHTPaLuH
ce gocturat B pamkute Ha 30 go 120 munyTH (cpeana croiHOoCcT 60 MHHYTH) cien nepopalcH
npuemM Ha rnagHo. Cpeanara abcomoTHa nepopaiiHa OuoHanu4HocT € 41% (aunanazon 25-
63%). Cnen nepopasneH npuem Ha cunaenadpui, AUC 1 Cmax HapacTBaT NponopuHOHAIHO

Ha [03aTa B [pernophYaHUuTe A030BH rpaHuuM (25-100 mg).

Korato cunaeHadu ce B3eMe 10 BpeMe Ha XpaHeHe, CKOpocTTa Ha abcopOiyia HamanaBa,
KaTo cpeanoTo 3abaBsaHe Ha tmax € 60 MUHYTH, a CpeJHOTO NOHMAKeHHe Ha Cmax e ¢ 29%.

Paznpeodenenue:
Cpenuuar obeM Ha pasnpejencHie B paBHOBECHO cbeTogHKe (Vd) Ha cunacHadun € 105 1,

KOETO rOBOPH 32 pasnpeacicHue B ThKanute. (el eAHUHHYHA niepopanHa Jo3a ot 100 mg
cpe/iHaTa MaKCUMaslHa Mja3MeHa KOHUCHTpalus Ha cunacHadun ¢ npudnusurenso 440 ng/ml
(CV 40%). Trii kato cuneHadu (M HETOBHUAT OCHOBEH HHpKynupam N-aesmeTun

MeTaboMUT) € CBBP3aH ¢ M1a3sMeHuTe 6enThiM B 96%, ToBa BOJM IO CpeJHa MAKCHMAH
‘.




KOHLICHTpallug Ha cBobo/HaTa gopma Ha cunacHadgua B rtazMara ot 18 ng/ml (38 nM).
CBBP3BaHETO C IPOTEHHHUTE € HE3ABUCHMO OT 00IaTa JIeKapcTBeHa KOHIICHTpaLMA.

I1Ipu 3apasu qoOpoBoniy, nonydasamu cungeHadun (100 mg B eqHoKpaTHA J03a), MO/
0,0002% (cpequo 188 ng) ot mpunoxeHara go3a € GUja ycTaHOBEHa B €AKyJaTa 90 MHHYTH
clie NMpUema.

Memabonuzovm.

CunupeHadun ce Merabonn3upa rJ1aBHO OT H30EH3UMHUTE Ha YEPHOAPOOHHUTE MHKPO3OMH
CYP3A4 (ocuoseH 116T) 1 CYP2C9 (BropocteneHeH nuT). OCHOBHHAT LIMPKYJIHPAII]
METabOMHT ce NnoayyaBa B pe3ynrar Ha N-Ae3MeTUNNpaHeTO Ha cuaeHadn. To3u
Metabonut uma npodui Ha PocdoguecTepasHa CEICKTHBHOCT, NOJo0eH Ha TO3M HA
cHieHauI, H in vitro MOIMHOCT cripsMo PDES npubnuzutenno 50% oT Tasu Ha M3XOAHOTO
AKTHBHO BellecTBO. [I1azsMennTe KOHLICHTpAllMK Ha MeTabonuTa ca npubmsurerHo 40% ot
Te3H Ha CHNJeHadu1. N-ge3mMeTiHn MeTabonuThT ce MeTaboIu3Hpa ROMBIHHTEIHO H HMa

KpacCH NOJIVAHBOT OKOJIO 4 yaca.

Enumunuparne:
ToranuuaT Tenecen KinpwHC HA cuigeHadun € 41 1/h ¢ noayxuBoT B Kpalina dasza 3 —

5 yaca. Cnea nepopanHo UMK BEHO3HO NMPHIIOKECHUE CHIIeHA(HU Ce eKCKPEeTHPa MO
dopmMara Ha MeTabONUTH IPEANMHO ¢ H3npaxkHeHusTa (mpubnnzntenHo 80% ot
MPUIIOKCHATA NepopalIHa 103a) U B 10-MaJiKa CTENEH ¢ ypuHaTa (npubdanszurento 13% ot
NpUIIOXKEHATA NepopaiHa H03a).

DapMaKOKUHe mUKa npu CREYUANHU 2pYyNu nayueHmu

Iayuenmu 6 nanpeonana gu3pacm.
3apasy J0GpOBOJILIM HAUMEHTH B HANMpEAHAIa BE3pacT (Ha 65 WU roBeye rogWHH) ca HMaJIH

HaMaJIeH KIIMPBbHC Ha CHIACHA(DMI, KOSTO € AOBEO 0 IUTa3MEeHH KOHIICHTPAalldH Ha
CHIICHAQUIT U Ha aKTUBHHUA N-Ie3METHIHpaH MeTabOIHT NO-BUCOKH ¢ 0KOJ10 90% B
CpaBHEHHE C YCTAHOBEHHUTE MNpPH 3apaBy no-Muanu godposoiu (18-45 ronunn). [lopaau
BB3PAacTOBH Pas3jIMKH B CBLP3BAHETO C IUTA3MEHHTE NMMPOTCHHHN CHOTBETHOTO YBE/IMYEHHE Ha
KOHUCHTpAUKUTE Ha cBOOOACH cunaeHadun B rtasmara € onno ¢ okoso 40%.

bvbpeuna nedocmamuvytnocn.

IIpn goGpoBonuy ¢ jieko A0 yMepeHo OB0peuHO yBpeXKaaHe (eraTHHHHOB KiupbeHC = 30-
80 ml/min) papmakOKHMHETHKATA Ha CHIIIeHAdUN € OCcTaHaNia HETIPOMEHEHA Cliel] MPYUEM Ha
eAUHHYHa nepopanHa no3a ot 50 mg. Cpeanure crofinoctn Ha AUC 1 Cmax Ha N-
AC3METHANpaHus MeTaboMUT ca HapacHalIH ChOTBETHO ChC 126% u 73% B cpaBHEHME CBC
CBHOTBETHH 10 BE3pacT AoOpoBoauu 6e3 Os0peuHo yBpexaane. [Topanu BHCOKHTE
HHAMBHAYAIHH BapHalyy, o0ave, TE3U pas/iUKi He ca OWiM CcTaTHCTUYECKH 3HaunuMHu. [1pu
AO0OPOBOJILM C TEXKKO YBpeXxaane Ha 0p0peyunaTa QyHKUMA (KPEaTHHHHOB KJIHPBHC

< 30 ml/min) KHpBHCHT Ha criAicHadUa € 61U HaMaJieH, KOETO € JIOBEJO A0 CPEIHO
HapacTBane Ha AUC u Cmax c¢sc cvoTBeTHO 100% 1 88% B CpaBHEHHE CBC CHLOTBETHH M0
BB3pacT A00poBoH 0e3 60peuno yepexaane. OceeH Toea cToiiHocTHTe HAa AUC H Cmax
Ha N-71e3MeTHIHpaHus MeTabONHT ca HapacHalH CUrHH(HUKAHTHO, ChOTBETHO CHC 79% H

200%.

Heprodpobra nedocmamvurocm.
[Ipu gobpoBonuy ¢ jeka A0 yMepeHa cTeneH Ha yepHoapoOHa uupo3a (A u B nio Clyh:f e!?"'11.1311); p 2
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KIMPBHCHT Ha cuiieHadu € 611 HamaneH, KoeTo € oseno Ao HapacTBahe Ha AUC (¢ 84%)
1 Ha Cmax (¢ 47%) B cpaBHEHHE CBC CHOTBETHH IO BB3PacT 106GpOBONLM 6€3 4epHOAPOGHO
yBpexiaHe. @apMakOKHHETHKATa HA CHILICHA(UT IPH HAIlMEHTH ¢ TEXKO HapylieHa
yepHOApOoOHa DYHKIHA HE € MPOoYyUeHa.

5.3 IIpeaxInHUYHH JAHHH 32 Ge3omacHOCT
HexnvHMYHNMTE JaHHU He NIOKa3BaT 0co0eH PUCK 3a X0paTa Ha 6a3a Ha KOHBEHLHOHAIHUTE

(apMakKoIOrHyHu U3MMTBAHUA 32 6€30MaCHOCT, TOKCHYHOCT NIPH MHOTOKPATHO NPHIIOKEHHE,
F€HOTOKCHYHOCT, KaPIIWHOI€HEH MOTEHINA H PENPOAYKTHBHA TOKCHYHOCT.,

6. PAPMALHEBTHYHHN JAHHHA

6.1 CnHcbK HAa NOMOIUHNTE BellleCTRA

ChplueBdHa Ha TabneTkara:

Kanuues xuaporengocdart, 6e380/eH
Muxkpoxpucranna uenynosa (E 460)
Kpockapmenosa HaTpuii

Marue3ues creapar

DHIMOBO NOKPHUTHE:

XKunat cenudunm 3048
Xunpomenosa (E 464)
MHKpOKpHCTaNHA UeTyJI03a
Maxkporona 40 creapar
Turanues auoxcua (E 171),
XKont kxBuHOAKH (E 104)
Makporon 6000

6.2 HecLBMeCTHMOCTH

He e npunoxumo.

6.3 Cpox ra rognoct
3 rOAVHHU,
6.4 CnenranHy ycji0BHS HAa ChXpaHeHHe

To31 leKapcTBEH MPOAYKT HE U3KMCKBA CIIELMANIHH YCJIOBHA Ha ChXpaHEHHE.

6.5 /IanHHM 32 OII2AKOBKATA

baucrepu or PVC/PVDC/anymMunneBo GpuUIHO B KapTOHEHH ONMaKOBKH.
OnakoBku ot 1, 4, 8 punmupanu tabnerku. Beeku Gauctep cuabpka 1 umm 4 GHIMUpaHn

TabIeTKH.
He Bcyuky BUOBE ONAaKOBKM Morar Aa 6nJat myCHaTH B npojaax06a.




6.6 Cnexua/ing nHpeana3sHH MepKH NpH HIXBLPISHE H pabora

HaMa crenidalHi H3HUCKBAHMSY.

7. IIPHTEXXATEJI HA PASPENIEHHNETO 3A YIIOTPEBA

ZENTIVA, a.s., Hlohovec, Cnoeamka Perry6amka

8. HOMEP(A) HA PA3PEINEHHETO 3A YITOTPEBA

9. IATA HA ITbPBO PA3SPEINABAHE/TIOHOBSIBAHE HA PA3PEINEHUETO
3A YIIOTPEBA

10. JATA HA AKTYAJIM3UPAHE HA TEKCTA




