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3E}IPEH }I3BEIUTAJ 3A OCOE}IHIITE HA JIEKOT

1. }IME HA JIEKOT, JAqUHA I,I OAPMAIIEBTCKA AO3TIPAHA (DOPMA
GEDENA / |EAEHA 50 mg'ra6reru sa uBaKarle
GEDENA / |EAEHA 100 mg raGreru 3a uBaKarse

2, KBAJIIITATI,IBEH II KBAHTI,ITATIIBEH COCTAB
E4ra m6nvra 3a uBaKarLe oA 50 mg co,{pxa cnn4ena{nJr rlr{Tpar eKBr4BaJreHTeu na 50
mg cLrJrAeHaQun.

Excqunueuor co nosHar e([exr: E4ua m6nera coApxr{ 4.30 mg acnapraM (E951) u
140.915 mg JraKrosa MoHoxr{Apar.

E4ua ra6rera 3a uBaKalf,e oA 100 mg coApxr4 cur4eHa([uJr rlr,rrpar eKBr4BaireHren na 100
mg currAeHa([un.
Etccqunzeucu co no3Har e([exr: EAsa m6lera coApxr,r 8.60 mg acnapraM (E951) u
281.83 mg iraKro3a MoHoxr,rApar.

3a qenama fiucma Ho nouoruHu cyncmaHquu noznedueme 60 den 6.1.

3. OAPMATIEBTCKA AO3ITPAHA @OPMA
Ta6rera 3a uBararse.
feAeua 50 mg: Eelu, rpuarJrecru. 6uxoHsercsu ra6leru o3HaqeHr,r co "50" Ha eAHara
crpaHa, co 4rEjarraemp oa 8.8 x 8.6+0.2 mm.
feAeua 100 mg: Beru, Tpr4arurecrr,r, 6uronnexcuu ra6lerpr o3HaqeHu co "100" sa
e.qHara crpaHa, co 4rajarraemp oa 11.8 x 11.6+0.2 mm.

4. KJII,IHIIqKTI II OAATOTIU
4. 1 TepaneBTcKrr r.rHAr.rKaqur
fe4eua e r,rHAr4rlrapaHa raj Bo3pacHr,r Maxu co epexrr{nna 4uc$yHrqnja, oAHocHo
Hecnoco6Hocr Aa ce oApxl{ uJrn rrocrurne eperqnja Ha rreHr4cor roja re 6uAe AoBoJrHa
3a 3aAOBOJrr4TeJreH CeKCyareH rr[H.
3a e([uracnocr Ha JreKor fe4eua ce rpenopaqyBa ceKcyaJrHa cruMyJraqr,rja.

4,2 \owparLe rr Haqrn Ha yuorpe6a
,{orupame
Vnompe6a xaj eospacuu
llpenopauaHara Ao3a e 50 mg. Jleror ce arJrnqupa no norpe6a, oKoJry
ceKcyanHara aKTr,rBHocr. Bo 3aBr4cHocr o4 eQuracHocra v tro,

Ao3ara Moxe Aa ce 3toJreMr{ ao 100 mg vilv La ce HaMaJrr,r sa 25
nperopaqaHa Ao3a e 100 mg. MarccuMaJrHa rpenopaqaua ([perne
eAHaIx Ha AeH. Aro feAeua ce 3eMa Bo npr4cycrBo Ha xpana,
Moxe la 6wpe oAJrox(eH crropeAeHo co arrJrr4Karyuja ua JreKor Ha rt
(rra4ere rct 5.2).

..{4vlfr,$qqYa,*itru'6 e

*ffiF-tryton.re j



C2-lnternal

*He e AocrarHa Ao3a oA 25 mg oA oBoj rpor43Boll. 3a Aosra Kor4 He Mo)r(ar Aa ce
rrocrr4rHar co ra6rerure 3a uBaKarbe fe4eua, Aocra[HH ce pr Mo)r(e Aa ce ynorpe6ar
Apyrer JreKoBr4 Kor4 coAp)r(ar clrr4eua(tur.

CneuujarHu nony:raunpr
llocmapu nuqa
Hena norpe6a oA npr4JraroAyBarLe rra Ao3ara rcaj rroc'rapu nraqa (>65 ro4ranu).

Peuanruo orumemysatue
OnnruaHure [penopaKu 3a Ao3uparre raj Bo3pacHH nurla ce oAHecyBaar r4 3a rrarlr4eHTz

co cpeAHo Ao yMepeHo peHaJrrro oureryBaH,e(rcrupenc Ha r(pearuHran:30-80 ml/urzu).
Er,r4ejrtra KnupeHcor Ha cr4JrAeHa$u:r e r{aMaJrerr xaj naqlreurr,rre co re[rKo peHanHo

oureryBarLe (r<nr,rpeHc Ha KpearuHrarr <30 ml/uraH) rpe6a Aa ce 3eMe rpeABr4A rrprdMeHa

Ha Ao3a ol25 mg. Bo 3aBucHocr o4 edtr,rrtacHocra [i rroAHocJruBocra Ha JreKor Ao3ara
Mo)r(e Aa ce 3roneMz rrocrereHo.qo 50 mg 4o uajuuory 100 mg AoKoJrr(y e norpe6uo.

Xenamanuo outmemyratue
Kaj naquenruTe co xerraraJrHo Hapy[ryBarbe (na np. uaposa) KnapeHcor ua cul4eua$un
e HaManeH; xaj oeue [arIr4eHTH rpe6a Aa ce 3eMe rpeABr{A nprzMeHa Ha Ao3a og 25 mg.
Bo :asrzcrrocr og e$nxacHocra H rroAHocnr4Bocra Ha reKor Ao3ara Mo)Ke Aa ce 3foJreMH

rrocreneHo ao 50 mg Ao HajmHory 100 mg AoKoJrKy e norpe6Ho.

II e duj ampu c rca no nyn arluj a
feAeHa He e r4HAuuvpaHa xaj 4eqa nog l8 roArlHr.r.

Vnompe6a xaj naqueumu Kou 3e.Maam u dpyzu reKoru
Kaj narlrzenrr4re Kor4 r4croBpeMeHo ce Ha repanraja co CYP3A4 urxu6uropu rpe6a 4a ce

3eMe npeABr4A rrpr4MeHa Ha rrolrerHa Ao3a o1,25 mg, co HcKnyqoK Ha pr,rroHaBr,rp xoj ue

ce rperopaqyBa La ce KoaAMr4H:ac'tpvpa co cr4nAeHa$un (nra4ere aen 4.5)
Co qen La ce MlaHt4rt3vpa pu3r4Kor o4 pasnoj Ha rrocrypaJrHa xilrrorenslrja raj naqueurr.r
KoH rrpuMaar rperMaH o4 ar(fa-6nor(aropu, rrpeA rroqeroK rra rperMaHor co cul4eHa$un
rrauueHrare rpe6a gaja craluilur:,upaar repanujara co an(fa 6roxaropure. Cuopeg roa,
rpe6a Aa ce 3eMe rrpeABHA rrpuMeHa Ha ror{erHa Ao3a oA 25 mg curgeuarpul (en4ere 4en
4.4 n 4.5).

Ha\uH Ha all,r,uHucrp a\uj a
3a nepopanua ynorpe6a.
Ta6lerure rpe6a Aa ce couBarcaar npeA Aa ce [porotraar.

4.3 KontparruArrrcarlrr
IpeoceunBocr Ha aKTr,rBHara cyncmuqujavlnl Ha ueroj oA eKcrlutrueHcuTe.
Co oueA Ha [o3Harr4te e$ertu ua KJrycor Ha a3or orcu4/qzxlu.ren
rBaHo3r4H uono$oc$ar (oGMP) (nu e AeKa crargena$ul ro
floreHr1zpa xrE[oreH3r,rBHr,ror et[err na r{HAr4rlr,rpaH sa ynorpe6a no
xonr6unarlr,rja co AoHopr4 Ha a3or o
roja $opua.

utpa'r) vHprrpurtr Bo 6ulo
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Koutpauu4uttt4pana e r.rcroBpeMeHa aAMnHr4crpa\uja Ha PDE5 uuxuluropu,
BKJIyqI,ITeJIHo I,I cI4JIAeuaQul, co crlrMyJraropu Ha rBaHr4Jrar-rrt4KJla3a, KaKo pr4orlutyar,
6uaejku Moxe noteuqujarHo Aa AoBeAe Ao cvMnroMarcKa xranoteusnja (nra4e're ael4.5)
Ilpenapa'rlrre 3a rperMaH Ha epeKTprJrHa 4uc(fynrquja, BKJryqrireJrHo r,r curgeuaQul ne
ce npenopaqyBaar sa ynorpe6a xaj irraNn Ha Kov He r{M ce rpenopaqyBa ceKcyaJrHa
aKTLIBHocT (na np. HaIIfieHTI4 co rerrrKr4 Kap.qr.roBacKyJrapHr,r Hapy[ryBarLa KaKo
secta6urH a antvua neKTopt4 c r,rJrr,r rerrr Ka cprreBa uucy(p raqnenquj a).
feAeua e KoHTpaI4HAI,IqlIpaH sa ynorpe6a raj naqueHTz co usry6eH BuAHa eAHoro oKo
KaKo nocJIeAI{IIa Ha He-aprepucra aHTepr4opHa prcxeMr4qHa o[Tr4r{Ka nenponaruja
(NAION), 6es paslura AaIrH onaa nojana 6una [oBp3aHa co [perxoAHo rr3JroxyBarLe Ha
PDE5 uuxu6utop (na4ete rct 4.4).
Bo o4cycmo Ha noAaroLIH 3a 6es6eAHocr cun4ena$nir e KoHTpauH1uttvpar sa ynorpe6a
xaj cle4HIare troArpynl4 Ha rrarlrreHTrr: [aupreHT]r co reruKo xerraraJrHo HapylryBarLe, co
xuno'reusuja (npner-r npHrLIcoK < 90/50 mmHg), co ucropnja Ha HeoAaMHeureH r4HcyJrr
uttu uu$apKT Ha MuoxapAor H [o3Harpr HacJreAHu Hapy[ryBa]La Ha perr4uara (xaxo
perI4HI4Tuc [IrrMeHTo3a); rraan 6poj oa oBr,re [arIHeHTvt vtMaar reHercKr4 Hapy[ryBarLa Ha
perprHaJrHure $oc([oguecrep{Bu.

4.4 IIoce6Hr{ npeAyrrpeAyBarra rr MepKrr Ha trper[a3Jrr{Bocr
flpe4 no.reroK Ha rperMaHorrpe6a Aa ce 3eMar aHaMHecrr4rrru floAarorru t,r Aa ce
HarIpaBI,I SusuxaleH rIperJIeA co rleJr Aa ce EocraB[r .4zjaruosa Ha epeKTr{JrHa

ArzcQyuxquj a v Aa ce onpeAeJrar MoxHlrre err.roJroruKu [pr4ru4Hu sa 6orec'ra.

KaplnosacxyrapHra pusr,rx-OaxtopH
flpe4 noueroK Ha 6uro xaros rperMaH Ha eperrr4JrHa 4ucsyurqraja Aorropor rpe6a 4a
to LIMa [peABI4A KapAuoBacKyJrapHr,ror craryc Ha naqueHror, 6u4ej(u [ocror4 r,r3BeceH

crefleH Ha pI,I3]IK acoqplpaH co ceKcyaJrHara aKTr{BHocr. Cr.u4eHa$ran vtMa
BalloAuJlararopnn cnojcrBa Kor,r pe3yJrrr4paar co yMepeHo r,r rpaH3r4TopHo HaMaJryBarLe
Ha KpBHI,Ior npI4TLIcoK (nuAere Aer 5.1). IIpe4 npenr4rrryBarLe Ha cr,rJrAeHa$ul, 4orropor
tpe6a BHVMaTeJIHo 4a ja pa3rJreAa MoxHocra nar{HeHTr.rre co oApeAeHr4 rrocroeqxra
6orecru HecaKaHo Aa pearr4paar Ha Ba3o.{r4nararopHr,rre cnojcrna Ha JreKor,
xou6nHaqraja co ceKcyaJrHa arTr.rBHocr. Bo naqueHTu co 3roJreMeHa
Ba3oAlrJrararopr4 ce n6pojynaa'r u naqueHTr.rre co oncrpyr<quja na
o'outflow" (na np. creHo3a Ha aopra, xraueprpo(fuqHa o[crpyKTr4BHa
vtilu naqueHTr,r co peAoK oLTHApOM Ha MyJrTr.rnJra cr4cTeMcKa
KapaKTepld3l4pa co TerIrKo HapyrxeHa aBToHoMHa KoHTpona Ha KpBHr{OT
f elesa ro noreHrlr4pa xpr[oreH3r,rBHr,ror e$err Ha :avffparute (nu4ere
IIo uyrurarLe Ha Jrexor Bo EpoMgr 6ure sa6erexaHu ceppro3Hr,r
HecaKaH[r 4ejuea, BKryqr,rrerHo raH$aprr Ha Mr,roKapAor,
IleKToprac, ueHa4ejua cprleBa cMpr, BeHTpraKyJrapua apuruuja,
xeMopatuJa,TpaH3nTopeH HcxeMHqeH Ha[aA, xr4rrepreHzuja u xunoreusuja 3a KoH e
yrBpAeHa acoqlrpaHocr co ynorpe6ara ua cr.rl4eHa$al.
floeeftero oA nauueHTr4Te (Ho He cHTe naqueuru) uMaJre sefte npucyrHu
KapAHoBacKynapHH $arcropu Ha pr43r4K. Muory og sa6ereNaHure nojanr.r ce jawrle no
TeK HJrA HeIOCpeAHO rro ceKcyanHnor oAHoc, a HeKoH ce janule HenocpeAHo rro
ynorpe6ara Ha cunAeHa$nn 6es [perxoAHa ceKcyanHa aKTHBHocr. He e naoxso Aa ce
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yrBpApr AaJrr4 oBHe nojaBH 6urc gnpeKTHo noBp3arru co rlaxropnre Ha pr43Hr( kl|tv co

ApyrH rpaxropra.

flprajanrasaNa

flpenaparure 3a rperMaH Ha eper(Tanna grac$ynxqaja, Br<rtyr]HreJrHo r{ cr4nAeHa$nn
rpe6a BHr4MareJrHo Aa ce ynorpe6ynaal raj narluerrru co aHaroMcrcu 4e$opnra\t4r4 Ha

rreHr4cor (rcarco Ha [p.aHrytaryuja, r[r.r6posa ]ra r(aBepHo3Horo reJro anu Peyroni-ena
6onecr) vtu rcaj rarrueHTr.{ co rper,ucnosuqraja sa tpujarmsana (xarco Ha rp.cpnecra
auenuja, MynrnneH MHeJroM ranra neynertlnja)

Bo nocrnrapKerHHurKo cJreAeme, nprajarenra 6ule npo4oJr)r(eHa epenqzja H nprlarrv3aM.
Bo clyuau Kora epeKr-(ujtarpae rroAonro og4 uaca, [arlr4eHTor rpe6a 4a no6apa
aeKapcKa rroMorx. Axo npuann3Mor He ce rperrzpa BeAHau, Mo)r(e Aa pe3ynrupa co
orxreryBarLe Ha rKHBoro Ha rrerrucor H [epMaHeHTHo ry6erre ua noreuqujara.

tr4crogpeNaena ynorpe6a co Apyrz PDE5 u rexosu Kora ce
rcopHcrar so rperlaaH ua epercrrarHa Arac0yHKuuja
He e yrnp4eHa 6es6eAHocra Ia e$urcacuocra Ha xou6uHapaHara reparraja rcoja BKnyqyBa
cral4eHa$rz 11 14 Apytkr PDE5 unxu6uropv LtilLi Apyrr4-JreKoBH 3a rperMaH Ha rrynMoHapHa
aprepucKa xnnepreusuja (PAH) KoH coAp)r(ar cr4nAeHaSral (REVATIO) vilv npyrr4
J'reKoBr4 3a rperMaH Ha epeKTunua gnc$yHxqraja. 3aroa ynorpeOara Ha oBr4e rou6auaqnn
He ce llpeflopalryBa.

E0ercru Ha ehAor
3a6eneNaura ce 4erfeKTr4 Bo Br4Aor 14 He-aprepr4cr(a aHTepr,ropHa r4cxeMuqHa orrrr.rlrKa
Henponaruj a ilpll ynorpe6a Ha cran4eHa$r,ur Bo xou6uuaquja co Apyrr4 PDE5
rzHxu6uropu. Ilaqueurare rpe6a Aa ce coBeryBaar eo cnyuaj Ha nojana sa 6uto KaKBra

ueuagejuu 4e(lercrn Fra Br4Aor Aa rrpecraHar Aa ro 3eMaar Jrer(or le4ena 14 BeAHau Aa ce
KoHcynrupaar co AoKrop (nv4ere pn 4.3).

I4cro gpelaeHa ynorpe6a co pprroHaerap

He ce rperopaqyBa HcroBpeMeHa aAMr4Hr4crpar\nja ua curgeHo$ul H pnToHaBr,rp
(nugere aen 4.5).

llcro gpeN,reHa ynorpe6a co anOa-6roxaropz
flpz a4Muuncrparyuja ua culgeHaSur rcaj naqueHTrd KoLr ce Ha reparmja co anSa
6loraropu'rpe6a Aa ce npemeMar MepKV Ha nperna3Jrr4Bocr 6u4ejrn xaj uan 6poj na
ocerJII4BLI JII,Iqa HcroBpeMeHara aAMzHr,rcrpar1uja Mox(e Aa AoBeAe .qo cr,rMnroMarcKa
xunoreusuja (nrEgere aer 4.5). Pusuxo't oA oBaa nojana e uajnvcon Bo reKor ua nprure 4
qaca [o aurzraquj ara Ha cvilAenadlun. ce Mr,rHr,rMr43vpa MoxHocTa 3a pasnoj
Ha flocrypaJrHa xunoreusuja, lr rperMauo'r co cul4eua(ful

paHV co ynorpe6a na al(fanaqlreHTr,rre rpe6a xeMoAr.rHaMc
6rorarop. Tpe6a Aa ce 3eMe

4.2). flomopo'r rpe6a 4a ro
Ao3a oA 25 mg (ara4ere gen

Q'*u;
Ha cuMrrToMH Ha nocTypaJrHa xr{n

rlocTaflH no cnyuaj ua nojana
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E0exla sps xpsaperbero
llo4aroqu oA uH sumpo ucnaryBarLara co ynorpe6a Ha qoBeqKH rpotr6oquru
yKaxyBaar AeKa cl4JlAeua$un ro [oreHrlnpa ar'rvarperarluoHrzor e$err Ha Harpr4yM
HHTponpycn4. Heua cLIrypHI4 rroAarorlr4 3a npHMeHara cvn$eHaQran xaj naqHeHTr4 co
HapyuyBalre Ha Koatynaqujara vilLt co aKTHBeH rrelruqeH yJrKyc. llopagr,r roa raj onne
raqpIeHTH cul4eua$ul rpe6a Aa ce yrlorpe6yza caMo nocJre BHr4MareJrHara [porleHKa Ha
pH3I,IKOT BO OAHOC Ha KOpr4cTa OA TpeTMaHOT.

}I{esu
le4eua He e hHAlrrIHpaH 3a ynorpe6a xaj NeHra.

Excrrunueucpr
Jlexor feAesa coApxr.I acflapraM, rcoj ruro e H3Bop ua SeHulalaHu*. MoNe Aa e rxrereH
xaj nyfe co SeuunxeroHypr4a.
Onoj npo:noA coApx(I4 JIaKTo3a. fe4eHa He rpe6a La 6urye aAMHHT{crpprpaH Ha MaxH co
perKo HacneAHo HapyryBarLe acoq?rpaHo co hHToJrepaHqraja Ha raJraKTosa,4e$aqur ua
Lapp narcra 3a vlv tnyxo3a-taJraKTosa rraalancopuqaj a.

4.5 I{nrepaKr1nu co Apyru JreKoBH r,r Apyru Qoprvru Ha rrHTeparquja

fejcmeo na dpyzu uedaquncKu npoulnodu opz cunderuaQua
I4u eumpo ucnul\tsan,a
Mera6orusMor Ha cltrgeua$uJr BorJraBHo e [ocpeAyBaH oA u:o$opuHr,rre eH3r,rMr4 Ha
(CYP)P450 14 roa 3A4 (rnaneH nar ua ue'ra6olzsar'a) u 2C9 (cnope4eH) . Vluxulnropure
Ha oBHe H3oeH3r4MH Moxe.{,a ro HaManar KnnpeHcor Ha cal4eua$ul.
IrIu euao ucilutysawa
@apuaroxuHercKl,ITe aHar,v3vr Ha noAaror-luTe oA KJTHHHT{KHTe HcrruTyBarba yKaxyBaar
Ha HaMaJIeH KnIIpeHc Ha cul4eHa$rzn rtpu HeroBa r,rcroBpeMeHa anlurcaquja co
uHxn6uropra na CYP3A4 (xaxo KeroKoHa3on, epr,rrpoMlrrlr4H, rlr4Merr,rAr4H). I4arco xaj
oBI,Ie rraluieHTu He 6eue perucrpr4paHa 3roJreMeHa r.rHrIHAeHrIa Ha HecaKaHn 4ejcrea, npu
Ko-aAMuHpIcrpaqnja Ha cr,rnAeHa(fnr u uuxu6uropra na CYP3 A4, rpe6a Aa ce pa3Mr,rcnr4

3a rrpr4MeHa Ha rroqerHa Aosa oA 25 m9
I,lcroapeneHara aAMnnracrpaqaja sa HIV nporea3a nuxu6uropor-pr.rroHaBap (roj e

Bl4coKorroreHreH unxu6urop na P450), npu "steady state" (500 mg 2 naru na 4en) co
crangeua$ur (100 mg KaKo eAHHer{Ha 4osa) pe3ynrr4parxe co 3roneMyBarLe Ha

MaKcrIMaJIHara KoHlleHrpaquja Ha cr.rnAeHa$ut sa 300% (4 nam) rz 3roneMyBame Ha

AUC Ha cl4rlAeHa$ran:a 1000% (llnaru). llo 24 qaca oA KoaAMr.rHr.lcrpaqrajara
nJra3MarcKoro Hr4Bo Ha cllJrAeHa$r.rn ce ymre 6ulo oKony 200 nglml, cropeAeHo co
KoHlreHTpaqujara o4 5 ng/ml npr4 rrprzMeHa caMo Ha cHnAeHa$ran. Ona cooABercrByBa co
H3pa3eHuor e$exr Ha puToHaBr,rp Bp3 Hu3a Ha cyrrcrparv Ha P450. Cun4ena$ran
HeMa[re e$ercr Bp3 ,' Ha pr4ToHaBup. Bps ocHoBa Ha oBr,re

flopaqyBa [rcroBpeMeHa aAMraHucrpaquja naSaprraaxoxlrHercKr4
cru4eHalput v p .4). Bo cnyuaj Ha r,rcroBpeMeHa yno'rpe6a,
MAKCI4MAJIHATA
qaca. a<
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ZmoapeueHata aAMr4Hr,rcrpa\t4ja co HIV flporea3a r4Hxr{6r.rropor-caHrBr,rHaBr,rp

(unxn6rarop Ha CYP3 A4), npvr oosteady state" (1200 mg, 3 rlarr.r Ha 4eH) co cul4eHa$un
(100 mg xaro eAr4HeqHa 4osa) pesyJlTl,rpaue co 3roJleMyBarre Ha MaKcr4MaJrHara

KoHr{eHrpaquja Ha cu.n4enatpufi sa l40oA 14 3roJreMyBarLe Ha AUC ua cul4eua(pul sa
210%. Cul4ena$uJl HeMaIIIe e$ext nps Qaprraaxr4Herr4Kara Ha caHtBr,rHanup (an4ere AeJr
4.2).llocuJlHr4Te uuxu6uT opra na CYP3A4 naxo [rTo ce KeroKoHa3oJr r4 r4HTpaKoHa3oJI,

ce oqeryBa 4a uauuSecrnpaar [oroJreM e$ert.
IIprE anruxaquja Ha eAr,rHeqHa Ao3a oA 100 mg curr4eHa([ul co epHrpoMr4rIHH,
(cnequ([rauen usxu6urop Ha CYP3A4), npu "steady state" (500 mg, 2 naru Ha AeH Bo

TeKor na 5 4eHa) 6eure perncrpupaHo 3toJleMyBarre Ha cr,rcTeMcxara r{3Jro)r(eHocr Ha

cnr4ena(pul (AUC) sa 18206. He 6erue perucTpr4pauo nnujanrae Ha a3r,rrporr,uaqun (500
mg Ha AeH, Bo reKor Ha 3 geHa) nps AUC, Cmax, Tmax, crallKara Ha envMrrHaquja utwr
noJlyxl4Boror Ha crar.4enalpn n vrt HeroBr,rre ocHoBHr4 rlr,rpxyJrrapaqru rvrera6oJrr4Tr4 trpr4

KoaAMr4Hr,rcrpaqraja Ha ABara lera raj HopMaJrHr,r 3ApaBr,r Marxrfl4 go6pononqra.
flpu roa4uunucrpaqzja Ha rlr,rMervp.t4tr (800 mg), nuxz6urop Ha rlr,rroxpona P450 z
uecnequQuven uuxz6a'rop Ha CYP3A4, co culgena$ral (50 mg), Kaj 3ApaBr4

Ao6posonqn 6eure perucrpapaHo 3roJreMyBarLe Ha nJra3MaTcKara r(oHrleHTpaqujara ya

cur4euaQut za 56oh.

Coror oa rpeju$pyr e cra6 uuxn6nrop na CYP3A4 eo Nrera6orrr43Mor
rlpeBaTa r{ Moxe .44 AoBeAe Ao yMepeHo 3roJreMyBarse Ha nJra3MaTacKoTo

cran4eHaSral.
E4UOXparUaTa ynoTpe6a sa aHTar\LtALt (rraarnesuyu xra4porcu.q/aJryMr4HuyM
ue uujaeme nps 6nopacroiroxr,rBocra Ha cur4eHa([ul.

BO ST4AOT Ha

HI4BOATA HA

xr,r4porcrag)

He ce IBBeAeHr4 cneqz$uvufl ucnr,rryBarsa 3a r,rHTeparrlr.ur co cr,rre MeAr,rqprHcKH

npoI43BoApI. IloAaroqnre oA nonyJlaquonu're (paprraaKoKrdHercKr anarrkr3vr He yKaxyBaar
ua e(ferrn nps (paprraaKoKlaHerl4Kara Ha clangena([uJr npr4 LrcroBpeMeH TperMaH co
uuxu6uropn na CYP2C9 (raro ron6yravru4, nap(fapuH), unxu6uropr,r Ha CYP2D6
(rcaxo ceJIeKTLIBHI4Te nuxu6uropz Ha rroBTopuoro rrpemeMarf,e Ha ceporoHr4H,
TpHIIHKnHqHr,r aHTr,rAenpecunn), rpyrrara warujasugHu r,t cpoAHr4 Auyperr4rltr, Auyperw\Lr
KoI{ IxreAar KaJII,IyM, AKE unxrn6uropu, 6roratoput Ha KaJrrIr4yMoBH KaHar,vt, 6era
6noxepu putu r.rHAyKTopu Ha CYP450 ueta6olprguo'r(raro Ha rp. pzu$anuquH,
6ap6uryparw).

HuropaH4r.rl e xu6puA oA
HnTparHara rcounoueura roj
cnr4eua$nn.

aKTr.rBarop r{a KaJrHyMcKr{ KaHarru r.r Hr{Tpar. flopagu
zua noieuuujan gape3yJrrnpa Bo ceplro3Hrr uHTepaKrIVvt co

,(ejcmeo na cundenufun epz dpyzu
IrIH e um p o ucnury ea:g,a:

Cun4eHa$rar e caa6 uuxz6zrop ua
2C9, 2C19, 2D6, 2El u 3A4) (IC50>150mi
AO3V Ce AOCTr4rHyBa MaKCr4MaJrHa nJra3MaTCKa

lmicroM H He e eepojaruo 4exa legeHa fte e
OBHE H3OEH3IZM14.

poira P450 (1A2,
IIpeflopaqaHr,rTe

Jr oA oKoJry
Ha cyncTpaTr4Te Ha
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Heua noAaroIIH 3a HHTepaxquu nouefy cr,rn4eHa$r4Jr r4 Hec[eqr.rQr,runure uuxu6uropu
ua Soc$oauecrepa3ara KaKo [rro ce reo$unnH vrrv Lvntvpr,rAaMon.

I4u auao ucnvt>,sat,a:
Co orne4 Ha rlo3Harure eQexru Ha cr4JrAeHa(fnr np: ur4Knycor Ha a3or orccu4,/qnrcluueu
rBaHo3IzH r'aouo$ocrfar (oGMP) (era4ere 4el 5.1),4oxaNaHo e AeKa cal4eHa$ul ro
noreHllupa xu[oreH3l4BHr.ror eQexr Ha HVTpa;rr4Te H e KoHTpar4HAt4rJVpaH:a ynorpe6a ao

xoru6nHaqlaja co AoHopv Ha a3or oKcr.rA (xaxo uro ce aMHJr Hr4Tpar v HVTparv so 6puro
xoja $opnaa (au4ere ger 4.3).

Kaj n,tan 6poj na ocerJrr4Bu nurra HcroBpeMeHara aAMuHlrcrpar\vja Ha cunAeHa$ut u
al$a 6noxaroplr Mox(e Aa AoBeAe Ao clrMrrroMarcKa xunoreusuja. Oea HecaKaHo 4ejcrno
Hajnepojarno ce jaeyaa Bo npBHTe 4 qaca ro anJrnKarlujara aa cul4euaQur (sraAere Aer
4.2 a 4.4).3a BpeMe Ha rpa HcnHTyBaBa 3a cneuurfuuna HHTepaKur.lra norvrefy JreKoBr4,

xaj naqueHru co 6euurHa xurreprtazuja Ha rpocrara (BPH) cra6utuzupaHr.t co repanwja
co AoKca3ocHH r.rcroBpeMeHo 6ea agxruruucrpvpaHr anrpa 6noxarop AoKca3ocuu (4 mg u
8 mg) v cttr,zeua$w (25 mg, 50 mg vrrr4 100 mg). Kaj ucnuraHurlrrre BKnyqeHH Bo

TpLITe cry1LtLt 6eue perrzcrprrpaHa cpeAHa AonoJrHr.rreJrHa peAyKryuja ua KpBHHor
npr4TucoK Bo JrerHara noloN6a ol, 717 mmHg, 9/5 mmHg u 814 mmHg H cpeAHa

AorIoJIHIaTenHa peAyKquja ua KpBHuor rrpaTr4coK Bo croeqKa nolox6a op, 616 mmHg,
l1l4 mmHg u 415 mmHg, cooABerHo. flprz xo-a4MnHr4crparlnja ua culgeHaQul u

AoKca3ocHH Kaj ttar1ueHTa cralum,tsupanu co AoKca3ocHH repanuja, perKo e
perucrpupaua lojana Ha nocrypaJrHa cr.rMrrroMarcKa xranoreusuja. Eea npujaeeHu
BpTofnaBr4ua H 3aueMeTeHocT, Ho He r.r cr4HKorra.

He ce AoKaxaHr4 snavajHu HHTepaKrIlrr4 rtpn ncroBpeMeHa aAM].rHrzcrparyuja Ha

cranteua$ur (50 mg) u rol6yrauu t (250 mg) rana nap$apraH (40 mmHg), uaro onue
neKoBr4 ce rraera6olvoupaut co noMorx :eaCYP2C9.
Cungena$nr (50 mg) He ro 3roneMyBa rrpoAonlr(eHoro BpeMe Ha

[peAI,I3B r,rKaHo oA auernJrcaJr r,rqlrJrHara KrtcenuHaa ( 1 5 0 m g).

Kaj s4panu 4o6pononqra co cpeAHo MaKcr,rManHo Hr,rBo Ha anKoxon
mg/dl, cungeHa(puJr He ro rroreHrlr,rpa xr4rroreH3r4BHr{or eQerr Ha aJrKo.

Exctpanonvpathre noAarorltr 3a cneAHnre KJracrr Ha aHTr,rx[[epreH3
.{I4yperr4rlu,6era-6loraropu, AKE wuxu1wtopu, aHrlroreH3r.rH
Ba3oAr,rnaTaTopr4 u aHTr.rxtr[epTeH3HBH co rIeHTpaJrHo AeJcTBo,
aHApeHeprr4r{Hr.,r peqelropu, 6lora'ropu Ha KaJrrIuyMoBH KaHaJrH u at$a
noxaxaa pa3JrlrKa no npo$unor Ha HecaKaHH 4ejc'rua Kaj [arIHeHTraTe Kor{
cran4eHa(run cnope46eHo co nlaue6o.
Bo roce6sa crynnja 3a r4HTeparcqaja nprz flcroBpeMeHa arJrHKarIuja aa cul4ena$ul (100
mg) co aMnoAHTIHH xaj naqraeHTr4 co xunepreusuja, 6eure perucrpupaHa AonoJrHHTeJrHa
pe4yrcqrzja Ha cracroJrHvror kr 4ujacrolHuor KpBeH npnrucoK (npu lerua'ra nonox6a) sa 8
mmHg u7 mmHg, cooABerHo.
OeHe AoTIoJIHHTeJIHH HaManyBarLa Ha KpBHr4or npr4Tr,rcoK 6ule cKopo vc'tv co
saberexauure rtpu annr.rrcaqaja Ha cul4eHa$uJr KaKo naoHorepanr.rja Kaj 3ApaBH

to6pononqu.
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CungeHa(ran (100 mg) He BJIHjae Bp3 OapMaKoxr,iHerur(ara Ha uuxn6u'ropure Ha HIV
rrporea3ara (cauranuasvp h prroHaBlap; ABara ce cycnrparu Ha CYP3A4), npu
cocroj6a ua "steady state".

4,6 Ynorpe6a 3a BpeMe na Openaenocr rr Aoerbe
IeAesa He e HaMeHera 3a ynotpe6a Kaj xeHn.
He nomoja'r aAeKBarHr,r rI Ao6po-KoHTpoJrr,rpaHr cry4prr4 raj 6peiraenu xeHu r,rJrr{ Aor4Jrrr.r.
IIo nepopanna ynotpe6a Ha cuJr4eHa(pnrr raj ctaopqu usajaqn 3a BpeMe Ha cryArrr,rre 3a

penpoAyKrl uja ue ce p erlrcrp vp aHla snau aj uu HecaKaHlr gej mna.
Herraa eQem Bp3 flo4Br,rxHocra unu ruop(folrornjata Ha cnepMara no noeAr,rHerrHa

nepopaJrHa Ao3a oA 100 mg Ha cr,rJrAeHaQul xaj sApaBr,r.4o6poronqu (nu4erc ael 5.1).

4.7 EQerrH Bp3 cnoco6nocra 3a Bo3erbe rr parcyrlarbe co MaTTIHHH

He ce cnpoBeAeHr.r ucnraryBar$a sa uujauuero Bp3 clroco6Hocta 3a Bo3erLe r,rJrr4

y[paByBaEe co Marrrr4Hr,r.

3a BpeMe Ha KJrr,rHr4qKrare r{crlr4TyBarra co cur.qeHaQur npujanena e nojana Ha

BprorJraBr{qa r,r 3aMareH Br,rA. flaqueurute rpe6a Aa 3uaar KaKBa e Hr,rBHara peaxqraja ua
feAena npeA Aa Bo3ar asroN,Io6r,Ir r4ntl.4 Aa y[paByBaar co MarrruHr4.

4.8 Hecarauu 4ejcrna

Pesral,re Ha 6es6eaHocHr.ror npoOrar
Ees6eAHocHr,ror npor[un Ha cr4nAenaSun e 1azupau ua 9570 rauueHr]r og 74 4aojuo
eJ'rerr H nraqe6o Ko HTpolopaH H KJrH H HrrKH cryAa.
Hajuecro npujaneHu HecaKaHr4 peaKrrr4u rcaj naqraerrruTe rperupaHr4 co culgeua$ul sa

BpeMe Ha KJTHHHTTKVTI vcrrvrysarLa 6ea:
rraso6orrcar rrpB€Hujro, 4zcnencuja, HapyuyBarLe Ha Br.rAor, Ha3anHa roHrecruja,
BprornaBr,rqa, raAerLe, TorrJrorHr4 6pauonv, HapyuyBarLe Bo Br,rAor, HejaceH BuL vr

npoMeHH Bo repqenqujata aa 6ou.
flparcaxann ce HecaKaHV peaKr\Lu4 Ha Jler(or, no nepr,rog >10 roAhHrd rro [yurerLe Ha

JreKor Bo npoMer. Hevra roqHr.r rroAarorlr4 ea $pexneuqajara na janyname Ha oBHe

peaKuHH 6ugejkw cure HecaKaHH 4ejcrna ne 6urc npr.rjaeenz Kaj HocuTeJror Ha

o4o6peuuero 3a rryrxrarse Ha JreKor Bo rrpoMer r,r He ce BKnyqeHH eo 6a3ara 3a noAarorru
sa 6es6eAuocr Ha JreKor.

Ta6erapen npenrel Ha Hecaxanra .uejmga
Bo ra6enara rroAony ce HaBeAeHV cr{Te M .HTHr4 Hecarauu 4ejcrna

Hr.IprAeHrIa na janynarrepefHcTpr4paHr4 3a BpeMe Ha KJrr,rHr4r{KVTe

noBracoKa Bo oAHoc na nlaqe6o ,ce npeAcTaBeHpr clopeA
Spexeeuqrajara Ha janyname Kao: M (>1/100 ao <1i100),
noBpeMeHpr (>1/1.000 ao <1/1000), ). @pernenqujara Ha
jasyaame Ha MeAaur,rHcKpr peJreBaHTHr.rre faneHu tro flyrrrrarbe Ha
JreKoT BO rrpoMeT e HaBeAeHa KaKo

cnopeA HaManyBaBe Ha HHBHI4oT rrHTeH3
4ejcr:ea ce npercraBeHu
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Ta6e.nal: Me4IaqnucKr,r peJreBaHTHu HecaKaHr4 AejcrBa perr,rcrpupa*A 3a BpeMe Ha
KJIHHI4TIKHTe I,Ic[I,ITyBarLa, co uHrrr,rAeHrra Ha janynarre rroBucoKa Bo oAHoc ua nlaue6o
rpynara h MeAr.rqr.rHcKr4 peJraBeHTHr{ HecaxaHr.r AejcrBa perucrpupaHu ilpLt
TIOCTM AP KETI,I HIII KOTO JreAerLe.

Kraca Ha opfaHlr r{
CIICTEMH

Mnory
qECTH

(>1/10)

rlecrn
()1/100 u
<1/10)

Ilonpeneuu
(21/1,000 u
<1/100)

Perxn
(21/10,000 u
<1/1,000)

I4n<perqrau u
uHfrecranaqun

Putturvtc

HapyruyaarLa Ha

I,IMYHHOT CI4CTEM

Pearcquu sa
NDEOCETJI14BOCT

HapyruynarLaHa
HepBHLTOT CHCTeM

fraso6orKa Bprouanuqa Coirauoreuquja,
xuuoecresuja

I-[epe6poaacKynapeH
I4HCyJIT, MI{HJII,IB

ucxeMl4qeH Ha[aA,
Hailant4*,
noBTopyBaBe Ha

Ha[aAor *, cI4HKo[a
Hapyuryrama Ha

OKOTO

Busyenura
HapyuyBarLa
Ha 6ojara **,
HapyuyBarbe
HA BHAOT,

3aMarneH

BHA

HapyureHo
cor3erbe ***,
6onxa Bo oquTe,

SoroSo6uja,
$oroncuja,
oKynapHa
xunepeuuja,
Br43yenHa

OCBETJIEHOCT,

rcoujymururuc

ffis,-.!i

niffi
\*;:l'l

He-aprepucxa
aHTepHopHa

ACXCMHqHA OITHqKA

Henponaruja
(r{AroN) *,

peTHHanHa

BacKynapHa oxnysraja
*, peruuarua
xeuoparnja,
apTep14ocKnepoTr4r{Ha

peuaHonaruja,
peTHHanHo

rropeMeTyBaH'e,

rJrayKoM, 4e$exr Ha

B143yeJrHOTO nOJre,

4unronuja,
aJreHa Br43yenHa

uua,tv,uotuja,
ruja,

TEJIO,

rjcrno Ha

',Mt4I|pllasa,
eusuja, eAeM Ha

Irre, oToK Ha

oqHTe, HapytxyBarLe
HA OKOTO,

xoHjyxrnearHa
xanepeunja,
upmlat\uia Ha oquTe,

9
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Kraca Ha opraHrr u
CHCTEMII

Muory
qECTI,I

(>1/10)

rlecnr
(21/100 u
<1/10)

Iionpenaeuu
(21/1,000 u
<1/100)

Perxu
(21/10,000 u
<1/1,000)

a6nopuarnn
ceH3aquu Bo oKoTo,

OTOK HA OqHI,IOT

KanaK, cKnepo3a

Aucxoropaquia
Hapyruynarra Ha

yBoTo u JraBr.,rpr,rHToT

Bepruro,
Tr,rHr{Tyc

frynocr

Hapyruyeama no

cprleTo
Taxuxapgnja,
naJII1r,rTaul414

Hena4ejna cprleBa
cupr *, MuoKapAeH

uu$aprr,
BeHTp14KyJrapHa

aputuzja *,

arpujatma
Su6punaquja,
secra6urga anrvna

Bacxyrapuu
HapyrxyBarsa

I-lpneuuro,
TOIIJIU

6paHosu

XnnepreHruja,
xunoreusnja

Pecnuparopuz,
TOpaKaJrHr,r rr

uegzjamuuaruu
HapyrryBarsa

HasanHa

xourecrzja
Euuctaxca,
cr4HycHa

roHrecruja

Crerarre Bo rpJroro,
Ha3aJreH eAeM,

Ha3aJrHa cyBocT

lacrpouurecrr4HanHH
HapymyBaH,a

Hay:ea facrpo
eso$areamra
pe0nyncHa
6orecr,
norpaftarre,
ropHa
a6AouusarHa
6oara, cyaa
ycra

Opanua
xunoec'resuja

Hapyruynarra Ha

KOXaTa, IIOTKO)r(HOTO

TKIIBO I4 MCKHTE

TKHBA

LIwm Steven-Johnson
syndrome (SJS)*,
TOKCI.,IT{HA

eIIprAepManHa

HeKporrlr3a (TEN)*
Hapyruyaama Ha

MycKyno-cKeJreTrrHoT

cHcTeM u cBp3HoTO

TKHBO

A
/i.s .ra
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It; E
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Kraca Ha opraHrr H
CUCTEMII

Muory
qECTH

(>1/10)

r{ecru
(21/100 u
<1/10)

Ilonperrenu
(>1/1,000 u
<1/100)

Perrcu
(21/10,000 n
<1/1"000)

Peualuu prypunapnr
HapyrJrYBarba

Xevrarypnja

HapyruyearLa Ha
penpoAyKTr4BH14oT

cracreM u.4ojxara

Kpeaperre o4
NEHI,ICOT,

npuanu3au*,
xeuarocuepnrnja,
3TOJIEMEHA

epexuuiara
Onturn HapyrxyBarba
Ia HapyryBarba Ha

MECTOTO HA

alrlurcaquia

6orxa eo

tpaAHTe,3aMop,
rryBcTBo Ha

TONJIHHA

Pa:4pasrunocr

JIa6apa'ropucru
aHaltv3u

3a6psaua
cpueBa pa6ora.

* llpujaaeHu caMo 3a BpeMe Ha rrocr-MapKeruHrrrKo cJreAerbe
** HapyruyBarba Bo nepqenqujara sa 6oure: xnoponquja, xpoMarorrcuja,ryujavoncuja,
eprarponquja u xcauroncuja
*** HapyuryBaea Ha coJr3er6ero: cyBH orru, HapyuyBarba Ha coJr3Hr4or aflapa"r v
3loJreMeHo coJI3elLe

Ilpuiasyean e Ha HecaxaHu Aeicrsa
flpprjasysamero Ha HecaKaurare Aejcrsa perucrpupauu no ao6uearLe Ha o.uo6peHrae sa

crasame Ha neKor Bo npoMer e oA roneMa Bax(Hocr. Ha oBoj Ha.rHH ce o6e36enyBa
xoHrlzsyupauo cleAeme sa rcopucra uacnporu pugurcor oA yno'rpe6ara sa lexor.
3ApascreeHrare pa6orunur.r N,roxe Aa ro npujasar ceKoj coN,{Hexr sa HecaxaFro Aejcreo oA

reror so HaufiouarHraor ueHrap sa OapNaaxosurrzraHua npu AreHqujara sa rexosu ra

rraeAuqlaHcxr4 cpelcrea (yr.Ce.KHpzr H MeroAuj 6p.54 xar 1) rarra no erexrpoHcrcr.I nar
npexy ee6 crpaHara Ha Arenuraj ara htt p ://rnal m 

-e_d.goy. 
m ld.

4.9 [Ipego:HpaH,e
Ilpra e4HoxparHa anrurcaquja Bo Ao3r4 ao 800 mg rcaj go6poaonqr4 perucrpr4paHr4re
HecaKaHr4 gejrcna 6ule cluqHu co HecaKaHHTe 4ejcrea npu arrnuKat\uja Ha [oHr4cKr,r

Ao3r,r oA JreKor, Ho co rroroJreM r4HTeH3r,rrer Lr r4Hqr,r.(eHqa ua janynarre
Anlnraqnjara Ha Ao3r,r oA 200 mg He pe3yJrruparre co 3roJreMeHa KACHOCT HA JIEKOT

uo ja sroreMr.r HHrI[AeHrIara ua nojana Ha HecaKaHr4 TOTIJIOTHA

6pauo eu, BprorJraBr4rl a, Avrcileflcaj a, uasalua xourectuj a,

Bo cny.raj Ha npeAo3rlparLe Tpe6a Aa ce rpr,rMeHar
gujanusa He ro 3roJreMyBa Knr,rpeHcor ua cul.qeua$ul
Bp3yBa 3a rrpoTeuHHTe oA nJra3MaTa r{ He ce eilvMt4Hlrpa

s. @APMAKOJrOlrrKrr rroAAT OIIU
5.1 (DapnanoAr.rHaMcru crojcrra

HAJIHATA

Aen ce

l1

fd.6drf -r s. Q;.,rr{p2 ;,r-1gr7

"%*r, '""I"y
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@apttaxorepatteBTcxa rpy[a: Vpororulor, Jleroau r(ou ce r(opucrar 3a rperMaH Ha

epeKrr4rrHa 4racrlryurcqnja, ATC xo4: G04B E03

Mexasugaru ua aejctno
CnngeHa(puJl e opaJIeH JreK sa epeKTr,rJrHa .qucSyHrrlnja. Bo npnpoAHr,r yciroBr r.e. flpu
ceKcyairHa crnuylaquja ja noso6HoByBa HapyrreHara epeKTr.rJrHa $yHrquja npeKy
3roireMyBarse Ha npr,rJrr,rBoT r{a KpB Bo IIeHracoT.

@HslroromKl{or MexaHu3aM noj e oAroBopeH sa eperqzj ara Ha neHr,rcor BriryqyBa
oclo6o4yname Ha a3oreH oKcuA ${O) no KaBepHo3Horo reJlo Ha rleHucor 3a BpeMe Ha

ceKcyaJlHara crnMyJla{raja. Asornuor oKcHA ro arTr,rBrrpa eH3r,rMor rBaHr{Jrar rlrdrJrasa
IuTo pe3yJITI,Ipa co 3roJIeMeHo HI{BO Ha III,lKIurIeH rBaHO3t4H tr,ronOooc$ar (oGMP) z
[ocJIe.{oBareJIHa peJlaKcaquja Ha Ma3Hr,rre MycKyJrrr Bo Kopnyc KaBepHo3yM co 3roJreMeH
[puJrr,rB Ha KpB Bo rleHr,rcoT.

CIan4enaQraJI e roreHTeH ceJleKrr,rseH uHxz6r4Top r.ra cnequ$uuuata Qoc([oAr,recrepa3a
'run 5 (PDES) no Kopnyc KaBepHo3yM a PDE5 e eH3r{M oAroBopeH 3a pasrpaA6a ua
oGMP. Cul4ena([un lav.a nepu([epna yrlora Bp3 eperqr,rjam. Cna4ena(fun HeMa

AI{peKTHo peJlaKcaropeu e([ert Bp3 I,I3oJIHpaH xyMaH Kopnyc KaBepHo3yM Ho cr,rJrHo ro
3roJIeMyBa peJlaKcaropnuor e([ext Ha a3orHr.ror oKcr4A (NO) no oBa rrrrBo. IIpn
aKTr,rBr,rparse Ha rlr{KJrycor NO/cGMP Koe ce jaryra 3a BpeMe Ha ceKcyaJrHa
wulllryrraryuja, uuxu6zropnzor eSerr Ha cul4eHaQul Bp3 PDE5 pe3yJrrr,rpa co
3roJIeMyBaIBe Ha HIrBoro na oGMP Bo KaBepHo3Horo reJro Ha neHr.rcor. 3a Aa Moxe Aa ce
rvranu([ec'rupa Kopt4cHr.ror ([apuaroloumu e([err Ha cul4eHa([un HeorxoAHa e

ceKcyaJrHa ctuirayraqul a.

Oapuaxo.tuHaucru e6erru
l4cnvnyearcara uH eumpo noKalKyBaar AeKa cr,rJrAeua([za e cenerTr,rBeH 3a eH3rrMor
PDE5, BKryqeH Bo rpoqecor Ha epexquja. Herosoro 4ejcmo nps PDES e MHory
rocI,IJIHo orKoJIKy nps gejcrnoro Ha ocraHarr.rre ([oc(po4necrepa3r{. Cun4euaSraa uiraa 10
narr, [oroJreMa ceJreKT]rBHocr sa PDES Bo oAHoc na PDE6, eH3r4M BKryqeH Bo
([ototpaHc4yxqujara Bo perl,IHara. IIpn ynorpe6a Ha Marcr{MaJrHrrre npenopar{aHr,r Ao3H
crangeHa(puJl I,IMa npeKy 80 narr,r noroJreMa ceJreKTVBHocr cnopeAeHo co ceJreKTr,rBHocra
:a PDE I n nag700 naru orKorrKy zaPDE2,3,4,'1,8, 9, 10 u 11. Oco6eno, cu4ena{ua
uua 4000 narll roroJleMa ceJIeKrI{BHocr sa PDE5 orKoirxy ga PDE3 roj ruro e oAMP-
(foc([o.quecrepa3Ha rasoQoprraa BKJryqeHa Bo KoHTpoJIara r{a cpqeBara KoHTparTr4irHocr.

KruHnqra eduxacHocr pr 6es6eAHoc'r
Bea usne4eHr{ .{Be cnequ(fuuuo gusajHupaHil KJTHHHT{KH cry
BpeMero Koe e norpe6uo JreKor,qa npeAH3Br4Ka eperqraja
Bo nnernguorpa([cro Hcrr,rryBarLe Ha neHzcot (Rigiskan)
rnaAHr4 narlpreHTpr npoceqHoro norpe6uo BpeMe Aa ce
(gononna 3a ceKcyaJren o4uoc) 6ulo 25 MrHyrr4 (oncer o
BaKBa cryguja, cun4eualpuJl ce yture 6erue cnoco6eH Aa

lo
KAJ

ra
KO

-n. ''fat iJv
(trys-rv 1

pe3yJrrar Ha ceKcyaJrHa crr,rMyJraquja no nepnoAoT on4-5 uaca
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CIal4eua$ul npeArBBuKyBa yMepeHo v rpaH3raropHo HaMaJryBarbe Ha KpBHr4or
[pIaTI4coK Koe Bo noneftero oA cryqar4To He Aano KJrHHr4qKr,r eQerr.
IIo uepopaJlHa arJlllquxaguja ua 100 mg cr.rJrAeHa$un no Jrexaqxa nolox6a 6erue
perllcrpplpaHo cpeAHo MaKcr4MaJrHo HaMaJryBarLe Ha cr,rcroJrHr4o^r 14 Ha 4ujacroluuo'r
KpBeH [pI,ITLIcoK sa 8.4 mmHg u 5.5 mmHg, cooABerHo. Osue HaMaJryBarba Ha KpBHr4or
npI4THcoK ce KoH3IacreHTHI4 co Ba3oArrJrararopHuTe eQerrn Ha cnl4ena$ur, u
uajaepoja'ruo ce nocJleAr,rrra Ha nopacror Ha Hr.rBoro na oGMP Bo Ma3Hara MycKyJrarypa
Ha KpBHI{Te caAoBH. flepoparua'ra eAHoKparHa anJrprKarluja ua cul4eua$ul 4o 100 mg
rcaj s4panr,r Ao6poBorIII{ He pe3yJrrnparue co KJruH[rrK]r peJreBaHTnu eQerru nps EKf.
Bo mylrzja 3a xeMoAHHaMcKI4Te eQexua, co ynorpe6a Ha eAHoKparHa repopaJrHa Ao3a
ol 100 mg cr.rrrAeHa(fun xaj rarlueHrrr co rerrrKa KopoHapHa 6olect (CAD) (>70%
creHo3a ua uajnaalry eAHa KaporrzAHa aprepuja) 6eue perucrprrpaHo HaMaJryBarLe Ha

cpeAHpIoT cIncTOJIeH OAHo0HO 4UjaC'rOneH flpr{Tr,rcoK sa 7yo o.4HocHo 6%o, , cnopeAeHo co
[oqerHara BpeAHocr. Cpe4nraor nyJrMoHaneH KpBeH npr4Tr.rcoK ce HaMaJrr4 za 9%o.

Czrgeua$uJr HeMaue uujauue Bp3 cpueBlrot "output" r.r He ro Hapyuu nporoKor Ha
KpB Hr.r3 CTeHO3[rpaHr4Te KpBHr.r ApTepvkr.

Cnpoae4eHa e gnojuo cJrela, nraqe6o KoHTpoJrrrpaHa KJrr.rHuur<a cry.unja co Bxryr{eHu
seN6z co Hanop, ro xoja 6zre enaryupaHn 144 rrutluesrr4 co epeKTutua nuc$vHxquja ra

xpoHl4qHa cta6url,ua aHrI4Ha KoH peAoBHo 3eMane aHTr,raHrLrHaJrHr,r flperraparl,I (co
LIcKJIyqoK Ha HplTparra); Pesyntarr4Te He [oKaxane peneBaHTHr4 KJrHHr4qKr4 pa3Jrr4Kr4

norraefy cur4eua([ul u nnaqe6o, Kor4 6ra ja orpanutil4ile ynorpe6ar:aHacilIrrye*a(fun.
Kaj nexon oA I,IoTIHTaHIaIII,ITe, eAeH r{ac flo arrJrvKarluja ua cul4euaQuJr Bo Ao3a oa 100
mg 6ea perplcrpupaHl{ JIeoHI,I r,r rpaH3r4TopHt4 rrpoMeHr,r Bo cnoco6socra 3a pa3ilvrKyBarLe
na 6ou (cnna u sereua) co ynorpe6a sa Farnsworth Munsell 100 hue recror; oBr,re

e(fen'rn ue 6ea perucrpt4pasu2 qaca ro anluraqujara.
Mexatruguor acoIIHpaH co [poMeHr4Te so cuoco6Hocra 3a pa3Jrr4KyBa]Le Ha 6opr e
ranxn6uquja ua PDE6, eH3I,IM xoj uno Hrpa yJrora ao {ororpaHAyKrlucrara KacKaAa Ha
pernHara. Cnn4eua([ur ue nnujae Bp3 ocrpr.rHara Ha BVAor r.rnr4 Bp3 ocerJrr.rBocra 3a
KoHTpacrlr. Bo uala nnaqe6o KoHTpoJrr{pa*a cryI:Lrja co BrJrytreHr.r [aqueHTr,r co
rorBpAeHa paHa MaKyJIapHa gereuepaqraja acour4paHa co Bo3pacra Ha naqnen'ror (n:9)
arururcaqnjara Ha eAHoKparHa Ao3a crar4eua([rar oa 100 mg He pe3yJrrr4paue co suauajuu
KJII4HLIqKH [poMeHI4 Bo cnpoBeAeHrare recroBr,r 3a aualfl43a Ha Br4Aor (oc'rpuna Ha BlaA,
Amsler grid, pasnnKyBarLe sa 6on co cr{MyJrrrpaHr.r cBerJrocnu coo6pakajuu 3Harlrr,
Humphrey-oB nepnMerap r.r $orocrpec).
flo nepoparrHa arrrlanarynja ua cul4eHa([uJr Bo Aosa ol 100 mg xaj 3ApaBr4
se 6ea :a6elex<auH rrpoMeHu Bo MoraraTeror H ao rraopdronorujara Ha c
(nrz4ere rct 4.6).

Ipyeu nodamoqu od rcnuuu,txume ucnumycatua
3a npeu e Ha xn HHu.rKilTe r,rc[r4TyBarLa culgeua$ ul 6eure alM:au:acrpvpa
8000 naqueHTr4 Ha Bo3pacr oa 19-87 roAHHr4. Enle exlyqeHrz crreAH
narII4eHTH: rocrapr,r (19,gy;o), raur4eHrr4 co xunepreusnja (30,9o/o), ta
guja6ercc MexI,ITyo (20,3yo), Har{neHrr4 co r4cxeMr4qHa cpueBa 6orecr (5,8yo), raqr{eHrr{
co xunepJrunugerrtuja (l9,8oh), [aqrzeHTr4 co rroBpeAa ua p6wHr.roT Mo3orc (0.6%),
rarlr4eHTr,r Kor.r crpaAaar oA 4enpeczja (5.2%), nar{HeHTr4 co rpaucyperpaJrHa pecexqaja

t"-\ ',^a'
tz-;1 ry r o( -r t-- -ili m !

t I'J)-- \ \) > h
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Ha Ilpocrara (3.7%), n naqrleHrl,I co paAHKaJrHa npocrareKToMr.{ja (3.3%). Clgenure
rpy[H Ha [arIr{eHTH tl He 6ea gactaneuu uilv 6ea EcKIytreHH oA KJrr4Hr{qKLrTe

ucnr.rryBarsa: [arIr4eHTH co neJrBr4qHa xr{pypmxa untepeeuquja, naqtreHTr4 no
paAl,IoTepanvtla, na4neHTI4 co TelIKo peHaIIHo r4Jlr,r xenaTaJlHo Hapy[yBarLe n naqr{eHTr,l
co oApeAeHlr KapAr.roBacKyJrapHu 6olecrz (ua4ere AeJr 4.3).
CooAsocor Ha rrarlr4eHTr4 Kor,r 6ure nrry.reHr,r Bo r{cnrrryBarLa co (bt4rcHa.(o3a u raj rou
ro rperMaHor co cr{JIAeHaSI{Jr e perucrpr{paHo noAo6pyBarf,e Bo eperqzjam 6un
crreAHr.ror: 62%(25mg), 74%(50 mg) H 82%(100 mg) cnopeAeHo co 25%;o eo nraqe6o
rpynara.
Bo cute cry[lz.Lt, coo.qHocor Ha narII4eHTu raj urro 6uro ga6elexaHo nogo6pyname Ha

eperqnjata no4 4ejctno Ha rperMaHor e cJleAHr,ror: nclrxoreHa epeKTlrJIHa 4rac(pyHrquja
(84%), MeIuaHa epeKrl{rlHa glac$yHrquj a (77%), opraHcKa epeKrr.rrrHa 4rac(fynrqr.rja
(68%), nocrapr,r rraaa (67Yo), .qaja6erec Merrr.rTyc (59%), flcxeMr,rrrHa cprleBa 6olecr
(69%), xuuepreusuja(68%o), TURP(61%), paturarrua flpocrarerrouuja (43%), roBpeAa
Ha p6eren Mo3oK (83%), genpecuja (75%). Ees6e4nocra u eQuracuocra Ha

cran4ena$urot 6eue norBpAeHa r,r 3a BpeMe Ha AoJrrorpajnu rruHraqrra cryAr{H.

Ile.uuj arpucra nonynauprj a

Enponcram areuquja 3a JreroBr,r ce orKaxa o4 o6npcxam Aa [oAuecyBa p*yJrrarr,r oA
rcrr,rryBarba co pe$epeHrHr,r JIeKoBr,r Kor4 coApxar cun4ena$ran rcaj cure noArpynu Ha

negujatpracKl4 nonyJraqlz,nr sa rperMaH Ha eperTraJura 4rac$yHxquja. 3a un([oprr,ra\t4t4t4
eo ne4ujarpprcra ynorpe6a, nu4ere rcn 4.2.

5.2 @aprvranonrrHercru cnojcrna
Ancopnquja
Cungena([un 6pso ce pecop6upa. IIo nepopaJrHa aururaquja Ha rrpa3eH xeJryAHr,rKa,

MaKcrlMaJrHa KoHrleHrpa\uja Bo nJra3Mara ce nocrr,rrHyBa no 30-120 Mr.{Hyrr.r (no npocer
60 rrarauyrra). IIo nepopaJrHa aflilr{Ka\uja cpeAHara ancoJryrHa 6uopacnoloxr,rBocr e 4lYo
(oa 25 Ao 63%). IIo nepopaJrHo .qo3r4parre Ha cul4eua([un, AUC u Cru* pacrar
nponopquoHaJlHo co 3roJreMyBarre Ha Ao3ara HaA npenopaqaHr.ror oncer (25-100 mg).
flpu anrurca\uja Ha cLIJIAeHa([r.rn co xpaHa, ce HaMaJryBa creneHor Ha pecopnqnja co
npoceuHo oAJIoxyBarLe sa Tmax sa 60 rraunyrr,r u npoceqHo HaMaJryBarbe ua Cmax ga

29%.

,{ucmpu6y4uja
flpu craSuJIHa KoHllentpaqraja Ha cuJrAeHa([ul no nirasMara cpeAHktor BoJryMeH Ha

4rEctpn6yqtaja (Vd) Lr3HecyBa 105 L, mro yKaxyBa Ha rKrrBHa gncrpu1yuerja Ha rreKor.
flo nepopaJrHa arJu4ra\uja Ha eAr,rHeqHa Ao3a ol 100 mg, cpeAHara MaKcr,rMaJrHa

rorarrHa nrra3MarcKa KoHrleHrpaqraja na cul4eua$ua e oKorry 440 nglml (CY 40%).
Cun4ena$u; (z neroBr,ror rJraBeH qr.rpKyJrrrpaqK[ N-4ecnaerxul uera6onm) e 96%o

Bp3aH 3a [poTer,rHuTe oA [Jra3MaTa [rTo pe3yJrTHpa KclrMaJrHa cno6oAua
nJra3MarcKa KoHrIeHTparIHja Ha cunAeHa(fun o4 Bpsynamero co
nJra3MaTcKr,rTe npoTer4HH He 3aBr,rcH oA BKynHlrTe
90 rlllany'rn tro anJrr.rKarrujaua culgenaSun
4o6ponorqu, no ejaNynaror 6nle noManKy
BHeCeHaTa AO3a.

) raj s4panu
188 ng) oa
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EuompancQopnaquja
Cul4ena([nil AoMI,IHaHTHo ce naera6orugupa co rroMoru Ha xelaraJrHzTe M[rKpo3oMaJrHr,r
I'I3oeH3LIMLI: CYP3A4 (rnaneu Mera6oreH na'r) u CYP2C9 (cuope4eu). lraeHzor
rraera6oru'r Bo ql{pKyJlaqujara HacraHyBa co N-Aeuurutagujara Ha crrnAeHar[n.rr. Onoj
iueta6olut I,IMa ceJleKTueuo gejcrno xon ([ocQo.quecrepa3ara cJrr,rqHo Ha cr,rJrAeHa([ul, a
Bo uH 6umpo ycnoBI,I eQertor nps PDE5 Ia3HecyBa oKoJry 50o/o op,e(perror Ha ocHoBHr,ror
JIEK.

fllasuatcrara KoHrleHTpa\uja ua uera6olr,rror e oKoJry 40%o ol, KoHrleHTparlujam Ha
cun4eua(pu.n. N-AeguerI,IJI Mera6orprtor rroAJrexu Ha [oHaraMorueH Mera6ornsail4 a
rpajHraor noJryxr{Bor My e oKoJry 4 qaca.

Enwwunaquja
Toramtuor KJII,IpeHc Ha cl4JrAeHa([un e 4l Llh co repMuHaaua ([asa Ha [oJryxuBor Ha
enuuuuaquja oA 3-5 qaca. IIo repopaJrHa ulrur raHTpaBeHcKa aAMnHucrpaquja,
cul4euaQuJr ce eJrrrMr.rHr{pa Bo (poprraa na rraem6olrrr, ,p"ri*Ho npeKy i[eqecorlorony
80% oA anJrraqprpaHara 4osa) a roMaJrKy rpeKy ypraHara (oro.rry l3Yo ol arJrr.rrlHpaHaTa
4osa).

@aprrarcorcuuerurca rcai noce6nn rpvnu na nauueurn
Ifocrapu [aqrreHTrr:
flocrapure 3ApaBI,I 4o6pononqrE (>65 ro4r,tru) umaail HaMaJreH KJrHpeHc Ha cnl4euaQur,
IIITO pe3yJITI4pa CO OKOJTy 90%o nOSuCOKa nJra3MarcKa KoHrleHTpa\uja Ha cr,rJrAeHa$ua n
HeroBr,ror aKTr,IBeH N-Aecuerul uera6olur cnopeAeHo co KoHrleHTpaqur4Te
perrrcrpl{panu raj 3ApaBI{ roMJIaAra 4o6poronqu (18-45 ro4rann). 3apagupa3irr,rKr4re Kor,r

ruto uocrojar Bo Bp3yBarLero 3a [Jra3MarcKr,rre rrporeraHu Bo gaBr,rcHocr oA Bo3pacra,
3roJIeMyBaIbe Ha IIJIa3MarcKara KoHrleHTpa\ujara na clo6oAeu cun4ena$r,rJr r,r3HecyBarue
orony 40%.

laquenru co peHaJrua uHcyQuquenquja
He 6eue perllcrpnpaHa npoMeHa no SaprraaKoKzHerr.rKara Ha crar4eua$uJr no nepopaJrHa
anluraquja Ha eAr,rHerrHa Ao3a oa 50 mg xaj 4o6ponolqu co 6laro Ao yMepeHo peHaJrHo
olureryBalf,e (rpeatnuuu cKI4 xrupeuc:30-80 mllrrann). Eeue perr4crpr,rpaHo
3roJleMyBarbe Ha cpeAHllre BpeAHocrusa AUC u Cmax ua N-4ecuerul ruera6oJrr{Tor Ao
126% 14 AO 73yo, COOABeTHO, CnOpeg6euO co BperHocrr4re perucrprzpaHr,r Kaj
4o6pononqu Ha ucra Bo3pacr 6es peuamru orrrreryBama. Orue pasluru HeMaar
crarl,Icrl,IgKa peJIeBaHTHocr aKo cg vrv,a [peABHA roJreMara napnja6r,rnHocr Kaj
lIcnLITaHuqI,ITe. Kaj 4o6poeorqzre co reruKo peHaJrHo oureryBa[Le (rlupenc ua
KpearI.rHI,IH <30 ml/ryruu ) ruupeHcor Ha cru4eua$ul 6eue HaMaJreH ruro pesyJrrvparueu
co ilpoceqHo 3roJIeMyBaBe Ha AUC n Cmax sa l00oh u 88%o, cooABerHo, cropeAeHo co
BpeAHocrrare perr{crpr4pa;uu r4j go6pononqu Ha vrcra 6es peuarurt orxreryBarLa.
Eerue perhcrpr{pauo .curuuSrrKaHTHo 3roJreMy sa AUC z Cmax sa
N-Aecuer:al naera6oluror oA 200% u 7 9oh,
llaqueH'rn co xerararna nncy$r.rquenquja
Kaj go6poBoJrrrure co 6lara go ild-Pugh AnB)

HA AUC
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(85%) u Cmax (47%) cropeAeHo co BpeAHocrr,rre perr4crpupaHr4 Kaj Ao6poBonuu Ha

Hcra Bo3pacr 6es xerraralrHo o[TeryBarLe. He e Hc[r4TaHa (faprr.raxoKuHeruKara Ha

can4enarfnn rcaj naqraeHTr4 co reuKo orrrreryBarLe Ha xenaraJrHara $yHxqnja.

5.3 IlperrcruHaqror [oAaror-Iu sa 6eg6eAHocra Ha Jrer(or
flo4aroqure oA KoHBeHrlr4oHaJrHHTe vcnvffyBakba 3a rlaprraarconourxa 6e:6e4Hocr',
Tor(curlHocr IIo anraxaquja lra noBTopeHH Ao3I,I, reHoroKcur{Hocr, KaHuepoteH
noreuqujan H perpoAyKTHBHa roKcuqHocr H Tor(caqHocr Bo pasnojor, He yKa)r(yBaar Ha

noce6es pH3r4K oA rrpr4MeHa Ha JreKo'r rcaj nyfe.

6. @APMAUEBTCKT4 rr OAATOUT4

6.1 Jlucra Ha eKcrIHrrHeHcH
o lJoraxprrJrnHr(aJrHyM
o KororzAHa 6essoAHa cviluKa
o Jlarcroga MoHoxrdApar
o floerrAos I(-30 (E1201)
o Acnaprau (E951)
o KpocxapMerro3a Harpr,ryM (8466)
o Brcyc Ha nerepMrzur (cocraneH oA: ManroAeKclprzH, rr,ro4uSzqupan crpo6 E1450

14 [eIIepMHHTOBO rvraClO)

o MaruesuyM creapar
o Kaluyrrl xr4ApoKcHA r4nr,l xnopoBoAopoAHa KHceJrHHa (:a npnlaroAyBalbe ua pH)

6.2 llsrconnaru6ursocr
He e npunaeHJruBo.

6.3 Pox Ha rpaerbe
3 roguuu.

6.4 flaqun Ha rryBarLe

He ce norpe6Hra noce6Hu ycJroBH 3a qyBarLe Ha JreKor. r{ynajre ro Bo opr4rr4HaJrHoro

rraKyBarLe 3a Aa fo 3a[rTr.lTHTe oA cBeTnr4Ha.

6.5. flpnpoAa rr coApxunaHa rranyBabero
TpaucnapeHren PVC/PCTFE-AryMr.rHLryMcKu 6rncrcp.
Iarynarre co:. 2 ra6teru,

6.6 OrcrpaHyBarLe Ha Heyflorpe6euuor [poH3BoA, oAHocHo
Heynorpe6eHara Korr4qr4Ha oA JreKorrpe6a aa ce oA
Bal(er{KHTe nporrHc14.

7, HOCUTEJI HA OAOEPEHIIETO 3A CTABAIbE
3eHtuea flxapua Mare4onnja Aooen Cronje
yn. Jopaau Mnjanrcon 6p.48-lll-2, 1000 Crconje
Peny6rraxa Cenepua Marie4onuj a

<Ez
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8. BpoJ HA OAOEPEHIIETO 3A CTABAIbE BO IIPOMET
feAeua 50 mg .ra6lera 3a uBaKar'e,2 ra6teru, (6lncrep lx2)lrcyuja:
feAe,a 100 mg ra6rera 3a uBaKarie ,2 -ta6teru, (6rucrlp txilh<yiuia:

9, AATYM HA IIPBOTO OAOEPEHI,IE/OBHOBA HA OAOEPEHUETO 3A
CTABAIbE BO TIPOMET

10. AATyM HA TTOCJIEAHA pEBr,r3I4JA

fierceuYpu,2022
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