
KPATKA XAPAKTEPI,ICTI,IKA HA IIPOtrYKTA

I I4ME HA JIEKAPCTBEHI4g IPOAyKT

Cr,nr4eHa$un CanAoe 25 mgra6lerxra
Sildenafil Sandoz 25 mg tablets

CmgenaQnn CaHAos 50 mg ra6rerxu
Sildenafil Sandoz 50 mg tablets

Cnn4enaQu-n CanAoe 100 mg ra6rerKr
Sildenafil Sandoz 100 ms tablets
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KOJII4MCTBEH II KATIECTBEH CbCTAB

CundeuaQw Caudos 25 mg ma6nemxu
Bcsra ra6rerra cbAbpxa 25 mg cnngenaQnn (rcaro qrrpar).

CwdeuaQw Caudos 50 mg ma6nemxu
Bc.sra ra6rErxa cbAbp)€ 50 mg cungenaQun (rcaro qu:rpar).

CmdeuaQm Caudoz 100 mg ma6nemxu
BcsKa ra6rerna cbAbpx€ 100 mg crurqena$m (xaro ruarpar).

3a urnnu-f, cnucbK Ha rroMorrlHr,rre BetqecrBa, BDKTe roqxa 6.1.

JIEKAPCTBEHA OOPMA

Ta6lerra.

CwdenaQun Caudos 25 mg ma1,ryemrcu
Culgena$u-rr Can.qos 25 mgra6rerxu ca cBerJrocrrHu KpbrJru ra6rerru, MeJraH)K, c .qeJr[reJrHa qepra
or eAHara crpaHa u H3nbKHaJro pereQHo u:o6paxenue "25" or Apyrara crpaHa.
,{erurelnara qepra e caMo 3a yJIecruIBaHe Ha cqynBaHero 3a [o-JrecHo rrorJrblrlaHe.

CwrdeuaQun Candos 50 mg ma6nemrcu
Cungena$un CaH.qos 50 mg ra6rerxra ca cBerJroclrHrr Kprr.nn Ta6rerKH, MeJrarDK, c ABe AeJTHTeJTHH
rreprH Ha Kpscr or eAHara crpaHa r.r H3rrbKHzuro peneQno uso6paxenue "50" or Apyrara crpaHa.
Ta6rerxara Mo)Ke Aa 6r4e pa:4eneHa Ha paBHLr r{erBbprrrHr4.
Tpr6ea Aa npueMa wlla\Anara6rsrra r4JrH eAHoBpeMeHHo ABe qerBbprl,rHu.

CundeuaQua Coudos 100 mg ma1nemxu
Cvn4euaSun CanAos 100 mg ra6rerxu ca cBerJrocuHr,r Kptrnu ra6rerrcu, MeJrarDK, c ABe Aenr,rrenHu
rrepru Ha Kpbcr or ABere crpaHu n r43nbKHaJro peneQHo nao6paxenue "100" or eAHara crpaHa.
Ta6rernara Mox(e Aa 6rqe pasgeneHa Ha paBHr{ qerBbprrrHlr.

KJII,IHI{IIIIU,IIAHHI{

4.1 TepauenruqH[ [oKa3antrs

Jleqenue Ha Mblr(e c epeKT[JrHa aracQynKuraq, Korro rrpeAcraBJrrsa Hecnoco6Hocr 3a
3aASpXaHe Ha epeKIIlIJ{ Ha neHnca, AocTaTbqHa 3a 3aAoBoJItITeJreH ceKcyzureH aKT.
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3a Aa 6rAe eQexrunen CuraeuaQzr Caugog e neo6xoAr.rMa ceKcyanHa cruMyraqus.

4.2 .{oruponna rr Haqrru rra [p[JrorrceHtre

3a nepopa-nHa ynorpe6a.

YnoTpe6a npu gr:DacrHu
flpeuopruureJrHara Ao3a e 50 mg, Kolrro ce B3eMar npr,r Hyx,4a npn6lnsureJrHo eAuH rrac [peAH
ceKcyirnHr4fl arr. B 3aBHcHMocr or eQexra u rroHocrrMocrra Ao3ara Moxe Aa 6r4e ynerurreHa Ao 100 mg
ilxru l;.auarelrra lo 25 mg. Maxcul,r arrlaarta npe[oplqrrenHa Ao3a e 1 00 mg. Maxcanralnara
lpelopcrrureJrHa qecrora Ha [plreMaHe e BeAHbx( AHeBHo. flpu npueu na CurAenaSun Cangos no
BpeMe Ha xpaHeHe Haqzuroro na Aeficrruero Moxe Ea6's4e ga6aseHo B cpaBHeHr,re c npneMa Ha HIaAHo
(nx<. rourca 5.2).

Ynome6a npu naufieHrlr s crapqecxa srgpacr
Kopexqrar Ha Ao3ara ne ca seo6xoAlrMu npfi naqleHTlr B crapqecKa Bb3pacr.

Ynorpe6a upu naqraeHrH c yepeaeHa 6r6pe.rHa dygKrluq
flpenoprrr,rre 3a Ao3krpaHe, Aa{eHr{ a "flprroxeHne npv nt3pactur.t" , ca Barru4lrvl npll [aqI{eHTH c
JreKo,qo yMepeHo 6r6peuno yBpexAaHe (rpearununoB KJrHpbHc : 3 0-80 mvmin).

Trft raro rpu rauueHru c re)KKo 6r6pe.rrro yBpexAaHe (rcpeatuunuoB KJII,IpbHc <30 mVmin) xruprncrr
Ha cr4JrAeHa$-r 

" 
HaMaJreH, rp.r6na Aa ce lrMa npeABr,rr Ao3a or 25 m9 B sasncuMocr or eQexra u

rroHocrrMocrra Ao3ara Moxe Aa 6r4e yseruqeHa Ao 50 mg unu 100 mg.

Ynorpe6a npn naulreHru c yeneaeHa.{epHo4po6Ha dyHKqnt
Trfi raro npn narluer{ru c qepHoApo6Ho ynpexlaHe (nanp. quposa) KJIHp6Hc6r Ha cl4nAeHaQlut e
HaMarreH, rpx6na Aa ce r4Ma npeABHA Ao3a or 25 mg. B sasncrrllocr or eQexra u noHoct4Mocrra Ao3ara
Mo)r(e Aa 6r4e SrcernqeHa Ao 50 mg unn 100 mg.

Ynorpe6a npa aeua u ronourpr
Cm,{eHaQHr Caruog He e rroKa3aH rrpn JrHrIa rroA l8-roAIlIusa Bb3pacr.

Ynorpe6a npu nauuenrlr. upueMarru .[pyrn rexaocrea
C ra:rcnroqenpre Ha pr4roHaBup, 3a rcofiro He ce npe[opbrrBa eAHoBpeMeHna ynorpe6a cbc cIlJIAenaSur
(rx. rouxa 4.4),rryu raqueHrlr, noJrJ raBarqu eAHoBpeMeHHo JreqeHrae c CYP3A4 urxra6aropu (rx.
TorrKa 4.5.), rpr6na Aa ce rnMa npeABr,r.q HarrzurHa Ao3a or 25 mg.

flaqueurrne rpr6na Ea 6rrar cra6ulnn rro orHorrreH]re Ha repanvnfia c anQa-6lonepli npeAI,I 3anoqBaHe
Ha JreqeHlre cbc cuJrreHaQr,ur, sa Aa ce HaManr{ Bb3Mo)KHocrra 3a pa3Brrrue Ha oprocrar[qHa x]InoroHI,IrI.
B Aonrmrenue,rpt6yaAa ce HMa npeABH,q 3a[oqBaHe Ha cr4JrAeHaSu,r c gosa or 25 mg (ext. ro.rrta 4.4 u
4.s)

4.3 llporunonoKa3aErrfl

CnptxuyectBl,ITeJrHocr KbM aKTHBHoro BeIIIecrBo lrJII4 HflKoe or rroMourHr.tre BerrlecrBa.

B crorsercrBue c HeroBr{re a3BecrHu eQema Bbpxy uera6ornrnr,rx rrbr a3oreH oxcur/quxruqeH

ryaHo3HH rraouo$ocQar (cGMP) (rx. roura 5.1) cmgeHaQun e rroKa3rlJr noreHqnpaHe Ha
xlrroreH3lrBHnre eQen:rvlaaHurparlrre lr cJreAoBareJIHo eAHoBpeMeHHoro My npl4n
c:seAnHeHu;r, orAeJL[uIn a3oreH oKcHI (rcaro aurur urrpnr) wwrrrkrrpurll rIoA Bc.f,KaKBa
rrpoTr,rBorroKtBaHo.

Cpe.qcreara 3a retreHue Ha epeKTHJrHara gr.rc$ynKrlr4{, BKJIIoTIHTeJIHo cur4euaQul, He
npr4JraraHn rrprr Mbxe, Ha Ko[To He ce npellopbqBa ceKcyzlJrHa aKTI{BHocr (Hanp[Mep,
clbpAeqHo-cbAoBll HapyrueHr4s KaTo Hecraor4JrHa cTeHoKap4l{rfl LInLI Te)KKa c6pAeqHa



CungeHaQu CaH,qos e nporr.rBoKruaH rrpn rraq[enTr.r, Koprro uv.ar sary6a Ha 3peHllero nplr eAHoro oKo
nopaAr{ Heapreplr}rrHa npeAHa }rcxeMuqHa orrruqHa HeBponarurl (HAI4OH), He3aBI{c[Mo A[Inu re3u
ellr3oAlr ca6wm cBbp3aHr{ krrrvrHe c npeAxoAeH rrpueM sauruxn6mop ua QocQoAnecrepa3a rnu 5 (nx.
rovxa 4.4).

Eegonacnocrra Ha cangenaSar He e npofreHa rrplr cJreAH]rre floArpylu [aqpleHrl{ H cneAoBareJlHo
yuorpe6ara My e [por]rBorroKiBaHa: TexKo uepnogpo6uo yBpexAaHe, xr4noroHl4t (xprnuo HarsraHe (

90/50 mm Hg), auarraHe3a 3a cKopo[reH HHcyJrr nn]r M]roKapgen unQapnr il H3BecrHr,I HacJreAcrBeHH
AereHeparnsrrn sa6or.f,saHvrs Ha perr{Hara xaro retinitis pigmentosa (uarxa qacr or re3u [aqLIeHTvt r4Mar
reHerr,rrrHr{ aHouaJrvwt, 3acrrarqu SocQo4uecrepa3l{Te Ha perunara).

4.4 Cneqna;rnn flpeAyrrpexAenrrfl rr rrpeAtra3urr MepKrr npn yuorpe6a

Ilpe4z Aa6r4e Ha3HaEreHo MeAr,rKaMerrro3Ho reqeHue e Heo6xoArrMo cHeMaHe Ha MeAurIuHcKa aHaMHe3a
u QusnrcareH craryc 3a AuarHocrr,rqupaHe Ha epeKTlrnHara 4ucQynKrll,rs H olpeAer.sHe Ha Bb3Mox(HI,ITe
npruHHrr.

flpe4n 3anoqBaHe Ha KaKBoro v Aa e JreqeHr,re :a epexrlmna 4I,rcQyHxqlu neKapuTe rpx6na Aa flpelrenf,T
c:spAeqHo-cl.roBvts. craryc Ha larlueHTrrre cv\ rrft xaro cbqecrByBa creneH Ha clpAeqeH pltcK, cBbp3aH
cbc ceKcyanHara aKTLrBHocr. CmAeHaQrur urraa clAopa3rxnp{Balq}I cnofictna, BoAeIIIH Ao neKo n
npexoAHo noHr/DlKeHr4e Ha KpsBHoTo HrlrrflraHe (rrx. rovra 5.1). Ilpean [peAlxcBaHeTo Ha crur4eHaQun
neKaplrre rpx6na BHlrMareJrHo Aa nperleH.flT EanvrexHure rraqlleHTrl c onpeAeneHn c6nbrcrBal{}I
za6orssaLrvr 6una uorru Aa ce noBJruJrxr ne6naronpr{flTHo or re3lr Ba3o.qr4JrararuBHz eQerrra, oco6eno e
KoM6znaqu.fl cbc ceKcyanHa aKTlrBHocr. flaqnenru c rroBlrrrreHa r{yBcrBl{TenHocr KbM Ba3oAl4nararoprl
ca re3u c o6crpyxuur Ha JreBoKaMepHLts. H3xoAeH TpaKT (naupHnrep aoprHa creHo3a, rurneprpo$uuna
o6crpyxrunHa KapAlroMuonarut)'ure3u c peAKr,rJr cLrHApoM Ha MynrllnneHa cucreMHaarpo$us,,
ruaHuQecrnparl ce c re)KKo Hapy[reH BereraruBeH Kor{rpoJl Ha KpbBHoro Hztr.sraHe.

Cnn4eHa$rur CanAog rroreHrrupa xlrnoreH3r,rBHux eQerr Ha HHTparLIre (r:r. rourca 4.3).

Hua nocruapKeflrHfoBn cro6qenz-f, 3a cepuo3Hlr cbpAeqHo-cbAoBu vs6wun, Karo MLIoKapAeH
unSaprcr, necra6rarna creHoKapAr{s, BHe3arrHa ccpAeqHa cMbpr, KaMepHH apvrruLr*r, xeMoparuqeH
lrHcyJrr, rrpexoAHo HapyrrreHr.re Ha Mo3brlHoto rcprnoo6parrleHr,Ie, xlmeproHl-IJl H xllnoroHl4-r, cbBflaAaruu
no BpeMe c ynorpe6ara na CulAena$un Can4oa. floreuero, Ho He Bcr{rrKlr, or re3u naqrrenru ca vruaJrvl
npeA[recrBaflln c6pAeqHo-c6AoBr{ pHcKoBLr Sarcropn. floseqero cr6vrut,3a Kol,no ce cbo6rqaBa, ca
HacTsrru,IrH no BpeMe IJavtrkr cKopo cneA ceKcyalHa aKTHBHocT, a H.flKor,r ca Bb3HLrKHzurLI cKopo cneA
npfieMa sa Cut4eua$un Cangos 6e: cercyalHa aKTHBHocr. He e Bb3Mo)KHo Aa 6r4e onpeAeneHo AaJIU
TesH HHTTHAeHTH ca cBbp3aH[ rrprKo c ropHHTe wM lpyrkr Qax'ropu.

Cpe4crnara 3a JreqeHlre Ha epeKTr4JrHara 4racSynKqrar, BKJIIoqHTeJIHo cungenaQrur, rpt6za ra 6r4ar
I,BnoJr3BaHI,I BHLIMaTeJIHo npta naLIHeHTu c aHaroMI,IvHa 4eQoprvrawrfl,Ha neHlrca (naro anrynaqux,
KaBepHo3Ha Qra6posa nnu 6onecr Ha Peyronie) wmr:.pu IaIIIIeHTLI cbc cbcro.uHl4f,, KoLITo Mo)(e .qa
flpeApiBrronarar KbM npr,ranr43bM (raro crpnoBalHo-KJrerbqHa aHeMI{fl, MyJITHTTJIeH MueJroM rInH
rerxeuux).

EesonacHocrra u eQerrlrBHocrra na rou6anarlvlrre Ha cnnAeHaQzr c Apyrl4 HaqvIHvI3a JIetIeHHe Ha
epeKTLrJrHa gzcSynrcqux He ca npofreuu. flopaAlr roBa npldnaraHero Ha raKI,IBa rou6unaqz[ He ce
npenopBqBa.

Cro6rqasaHu ca 3pHTeJrHn ge$exru v cnylre;r4 Ha Heaprepfir,rrHa rrpeAHa ucxeMlrqHa orrrlrqHa
HeBponarr4r BBB BpB3Ka c lplreM Ha crrJrAeHaftn ^ Apyru nnxn6zropu na QocQo.quecrepa3a rur 5.
flaqnermr rpr6ra Aa 6lo4e nocbBerBaH, qe B cJDrrraft na sHesanHu Hapy[IeHliu Ha 3peHuero,
cnpe [pueMa ua Cul4enaQr.ur Canaos n Hega6asHo Aa ce KoHcyJITHpa c JIeKap (nx. rouxa

E4nonpeueHHara ynorpe6a Ha cr4JrAeHatbur u pItroHaBI,Ip He ce rrpeflopt.rna (rx.

flpenopr.rna ce BHHMaHHe, Koraro cnn4eHaQr,u ce ttplurara Ha naqneHTI,I, Ko]ITo
6loxepu, rlft raro eAHoBpeMeHHoro npr4nor(eHr,re Moxe Aa AoBeAe Ao cI{MnroMar}ItIHa
MaJrKoro rryBcrBr,rreJrHvrvrlervtBvtrn (ex. ToqKa 4.5). Tora e nafi-eepo.rrHo Aa ce npo.flBu
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qaca cJreA npreMa Ha crlnAeHaSrur. flaqnerrr[re rpr6na Aa6r4ar xeMoALIHaMu.{Ho cra6unHu rlo
orHorrreHr{e Ha repanuJrra c arQa-6noKepv lpeAr,r 3a[oqBaHe Ha reqeHue cbc c]rrlAeHaQm, aa 4a ce
HaMaJru Bb3Mo)KHocrra 3a p:BBlrrrre Ha oprocraruqHa xrlorounr. Tpr6ea Ea ce HMa npeABLrA 3anoqBaHe
Ha JreqeHnero cbc crrJrAeHaQun c Ao3a or 25 mg (nx. roura 4.2). B AorrbnHeHue, JreKapr{re r.pr6ea 4a
rrocbBerBar narllreHTr.rre KaKBo Aa npaBrr r crryvaft Ha rrotBa Ha cHMTIToMII Ha oprocrarltqHa
XUNOTOHH-g.

flpoyrnanu-r Bbpxy rroBerrrKu rpou6oquru rroKa3Bar, lre cpr,JrAeHaSrn norerqupa in vitro
aHTaarperar{rnure cnoftcrBa Ha HarpueBr4r H}rrpoflpycnA. Jlzncna nnQoprvraqux sa 6egonacnara
ynorpe6a Ha cvrrr4ena$ran upn naqlreHTlr c HapyreHr.rs Ha KpbBocbcupBaHero aIIH aKTuBHa rlemzqHa
xgsa. CreAoBareJrHo, cvr4enaQul rpx6sa ila 6r4e npuJraraH rrplr raKI4Ba rraq[eHTl4 caMo cJIeA
BHIIMaTeJIHa OqeHKa nOJI3a-pHCK.

Cnn4enaQru CanAos He e noKa3aH 3a ynorpe6a npu )KeHr.

4.5 BsanDroAeficrB[e c Apyrrr JreKapcrBenrr rrpoAyxTn Ir Apyrr Qopun Ha B3arlMoAeftcrsre

E0errn na .upyru reKapcrseHlr nponvKrlr srpxy cnr.ueHadun

Ifpoyveauun in vitro
Meta6ortlrsMbr Ha clrrt4ena$zl no npuHrlurr ce ocbrlecrBflBa c noMoIrITa Ha Lr3oeH3HMu3A4 (ocnonen
urr) u 2C9 (nropocrerreHeH urr) na rruroxpoM P450 (CYP). flopa4u rosa ru{xfi6llropuTe Ha re3u
H3OeH3EMLI MOIaT Aa AOBeAaT AO HaManeHue Ha KJII4pbHca Ha cungeua$wt.

ITpoyueanun in vivo
florrylaquoHHr.rflT QapnraxoxuHeruqeH anuwr3 Ha AaHHr,rre or KJrrrHrrrrHlr npofrBaHr{r rroKa3Ba
HaMzlrreHlre Ha KJrlrpbHca Ha czJrAeHa$rur nplr eAHoBpeMeHHo nplino)Kenue c p*rxu6l{ropu ua CYP3A4
(xaro rceroxoH€l3oJr, epr,rrpoMr,rrlr4H, rlrlMeru,qr.rn). Brupercr,r qe He e 6uro na6ruoAaBaHo fIoBHIrIaBaHe Ha
rrecrorara Ha Hex(eJraHlrre peaKrlllu npr4 Te3n frarlueHTrd, Koraro cul4eHaQrar ce npnnara eAHoBpeMeHHo
c unxra6uropu na CYP3 A4,rpx6naAa ce r,rMa rrpeABur HatI:LIIHa Ao3a or 25 mg

EgHoepenreHHrrflT rrplreM na HfV-nporea3Hr{s urrxu6urop plIToHaBHp, t<oftro e MHoro MoIrIeH unxu6urop
Ha rlnroxpou P450 (500 mg AByKparHo gHeeno), z cru4enaQm (100 mg eAHoKparHa gosa) e AoBerI Ao
HapacrBaHe c 300Yo (4-rcparHo) Ha C.", Ha cr,r,JrAeHaQrur n c I 000% (l l-nparHo) Ha IrJIa3MeHara AUC na
cun4enaSru.Ha24-us qac rrJr:BMeHr{re Hr{Ba HacvrJr4ena$ran rce oqe ca 6urn ororo 200 nglml n
cpaBHeHHe c Hr,rBara or 5 ng/ml rrplr caMocrorreJreH npr,reM Ha cuJrreHa$zn. Toaa cGorBercrBa Ha
H3pa3eHHTe e$enru Ha pHToHaBHp Bbpxy rxupoK rprr cy6crparr4Ha P450. CruraeHaSua He e oKa3aJI
BJrlrJrHHe Bspxy QapnraroxuHeruKara Ha pr,rroHaBlrp. Brs ocHoBa Ha re3lr QapvrarcorcraHerutrHn peynraru
eAHoBpeMeHHoro rrpnno)KeHlre Ha ca,rgeHaSran u pltroHaBl4p He ce flpeflopbqBa (ex. ro.rxa 4.4) urryu
Hr,rKaKBlr o6crocrercrBa MaKcHMurJrHara Ao3a Ha criJrAeHaQun He rpx6na Aa HaAxBbptn25 mg B paMKLITe
Ha 48 qaca.

Eguonpe*reHHr.rnT npueM na HlV-lporea3Hr,rs unxu6urop caKBHHaBr{p, xofito e nnxr,r6urop na CYP3A4,
cneA AocruraHe Ha paBHoBecHu KoHrleHrpaquu (1200 mg rprr nbru AHeBHo) u curgeHatf ran ( 100 mg
eAHoKparHa aosa) e AoBeJr Ao HapacrBaHe cbc I40Yo na Cn,", ua crur4enaQur u c 210%o na AUC na
crur.qena$un. Crur4eHa$r4Jr He e oKa3.rJr Brrvurnne B6pxy $apnraroxraHerl,Kara Ha caKBHHaBup (nx. ToqKa
4.2).flpeanoJrara ce, qe no-MorrlHuuttxudvropz na CYP3A4 xaro KeroKoHil3oJr H nrpaKoHasor 6llxa
vruaJwr orr1e no-crrJren eQexr.

flpu egHonpeMeHHo npzJrolr(eHue Ha cr{nAeHaQran o eAHoKparHa Ao3a or 100 mg u cuequQnunux
CYP3A4 unxr6urop eplrrpoMtrqrH cJreA AocrlrraHe Ha paBHoBecHIa KoHIIeHTpaquu (500 mg AByKparHo
AHeBHo sa 5 .qHr,r) e 6uro Ha6[oAasaHo yBenr{qeH}Ie c6c l82Yo sa cllcreMHara eKcno3HII}u (AUC) Ha
cran4enaQnn. flprE s4paua Mb)Ke 4o6poronqu ne e 6pm na6moAaean eQexr Ha a3lrrpoMuunn (
.qHeBHo sa 3 qnu) Bbpxy AIJC, C.u*, t**, eruMLIHaIr[oHHara KoHcraHTa nnv BpeMero Ha
cul4ena$ur r4Jrr.r HeroBrrre ocHoBHri uera6orrarn B rlr{pKynalru-rra. L{nueruaun (800
r.Ir.rroxpoM P450 urxu6r.rrop Ir necnequQnqeH CYP3A4 nrrxu6nrop, e rpe.qu3BuKuln
Ha rrJrzBMeHara KoHqeHTpa\vrs, Ha cun4eHaQrut npn eAHoBpeMeHHo rIpHJIo)I(eHHe cbc
mg) npu 3ApaBH Ao6pononqra.



Corrt or rpeftn$pyr e cra6 urrxlr6nrop na CYP3A4-vre4la:aqart:ar lrera6onugrM B qpeBHara crenav
Moxe Aa AoBeAe Ao yMepeHo HapacrBaHe Ha rrJrunMeHlrre HHBa na crur4enaQur.

E4noxparnu Ao3r{ aHTr,raqHA (uarneouer ruupoxcr,rAlarDrMuHueB xr,rgporcug) He ca noBrr.r.srt4
6nona-rruqnocrra Ha culgena$rur.

Brupenu qe He ca [poBe]qqaHr,r cneqnQuuHu npofrBauwr 3a neKapcrBeH[ sgan],roAeficrBlrr c Bcr,rrrKn
JreKapcrBeHu npoAyKTn, norryJrarlnoHHrrflT QaprvrarornHerxqeH ar,uvrs He e rroKa3zrJr eQexr Bbpxy
QaprvrarorurHeTHKaTa Ha c[nAeHa$nn nprE eAHoBpeMeHHo npruroxeHHe Ha JreKapcTBa, [prrHaAJre]€qlr
K:sM rpynarasauuxu6pnopure saCYP2C9 (xaro ron6yrauug, napQapnu, Sernmoun), CYP2D6 (raro
ceJIeKTIIBHLTe urrxu6uropu na o6parHrl.s 3axBar Ha ceporoHrrHa, Tpr{qr,rKJrrdqHure aHT[Aenpecanru),
Tua3u4vre lt cpoAHH Ar{yperr{qx, 6puuxoaure u rarufi-crxpaHrBarrlu ALrypervlgla, unxn6u'ropnre Ha
aHraoreH3uH-KoHBeprr,rparyuc, eH3[rM, 6norepn Ha Kanq]reB[Te KaHuulr, 6era-a4penopeqerrropHuTe
aHraroHl4crvrvrv HHryKropr{Te na CYP450-ue4uupaHH{ raera6orusru (xaro pu$aunnqraH,
6ap6vrypnn).

Hurcopangun e xu6pag Mex(Ay aKTlrBarop Ha KaJrr.reBlrre KaHurJrrr pr HlaTpar. flopa4n HlrrparHara clr
KoMfroHeHTa cbrlecrByBa Bb3Mo)KHocr 3a ceplro3Ho B3arrMoAeficrnue crc curgeHaQru.

EQexrH na clrrtaenadur erpxy,{Dyrlr rerapcrseHa nDor.vKrr.r

Ilpoyueauua in vitro
Cnn4enaQm e cra6 nnrur6urop Ha rluroxpou P450 rmoeH3rdMrl 1A2,2C9,2C19,2D6,281u3A4
(IC50> 150 pM). Karo ce LrMa rpeABlrA, qe rruKoBara rrJra3MeHa KoHqer{rpaqnr, crre4 npneM Ha
cmgena$rur B npenopbq[TeJrHr4re Ao3Lr e npu6rursnreruo lpM, ne 6n nrorno Aa ce oqaKBa Crur4ena$m
CanAos Aa [oBnr,ue Krr]rpbHca Ha cy6crpau,rre Ha re3u rd3oeH3ilMr4.

Jluncsar AaHHLT 3a B3afiMoAeftcrslrero MexAy curgeaaQur u Hecnequ$[qHure tpocrpoguecrepa3Hlr
urrxn6nropu xaro reo$zlvrr vrnrr Ar{nprpnqaMon.

Ifpoyueauua in vivo
B'crorserctBr4e c rro3Harlrre cv leitcrr,lrr Bbpxy nlT.rr a3oreH oxcr,r.n/qlMO (ax. roura 5.1)
cun4enaQun rroKa3a noreHrlupaHe Ha xHrroreH3LrBH[Te eQexrz Ha Hlrrparlrre Lr cJIeAoBareJrHo,
eAHOBpeMeHHOTO My npHnoxeHr4e CbC CBeAlrHeHHrr, OTAemrrIH a3OTeH OKCr,r.4 IllnIlIHLITpATH nOA KaKBaTO

v Aa e $oprvra e rporr,rBorroKa3aHo (ex. roura 4.3).

E4HonpeueHHoro npr4Jro)KeHr,re Ha crurAeHaQrur ua naqueHTu, KoHTo npueMar anQa-6noreplr, Mox(e Aa
AoBeAe Ao clrMrrroMurvrqHa xr,rfloroHmr nplr MaJrKoro tryBcrBlrreJrHvrvrlr.AvrBvr4r{. Tosa e naft-neporrHo Aa
cenpolrBurrpe3nbpBure4'aacacJreAnpueMaHacnrrAeHaQrur(rx.ToqKpr 4.2u4.4). BrpuKJrHHrdqHu
npo)ArBaHr,rfl :a cneqnQurrHu reKapcrBeHu B3aHMoAeficrsns arQa-6rorepbr AoKc€Bozuu (4 mg n 8 mg) u
curgenaSrur (25 m9,50 mg unn 100 mg) ca 6utrunpusroxeHu e.qHoBpeMeHHo Ha rraqrenrr4 c
4o6ponavecrBeHa xnnepnna3nr Ha npocrara (ffifD, cra6ustuzupanvHareparrr4r c AoKciBo3Hs. B regu
n3rrLrrBaHLI [orryJIaIIH]I e na6nro4anaHo cpeAHo AolbJrHHTeJrHo HaMzIJreHr,re Ha KpbBHoro HzrnrraHe B
JrerHzuro roJroxeHne ctorBerHo 717 mnTlg,9/5 mmHg n 8/4 mmHg, n cpeAHo AonbnHurenHo
HaManeHHe Ha KpbBHoro HrrJrrraHe B r,BnpaBeHo noJrolr(eHlre cborBerHo 616 mtnElg, I ll4 mnEIgu 4/5
mmHg. Koraro curgeHaSul lr AoKca3o3r.rs ca6unu np[JroxeHn eAHoBpeMeHHo np]r naqneHT]I,
cra6unuzupaHl,I Ha repaflr4s c AoKca3o3HH, ca [oJrJ reH]r peAKr,r cto6qeHnfl 3a naIIHeHTr,I, KoI4To ca
rroJr)Arr{nu cr,rMrrroMaruqHa oprocrarr,rrrHa xvrroroHraq. Tegll cro6qeHu-s BKJrroqBar BHeHe Ha cBsr vr
3aMaqHocr, Ho He u clrHKon.

flpu e4norpeMeHHoro rrprrraraHe Ha cr.rrrAeHaSu:r (50 mg) n ror6yrauug (250 mg) unuzap$apl.ru (40
mg), ronro ce naera6olu3upar or CYP}C9, ne e ga6erssano cnrHzSr{KaHTHo ngaralroAeficmne.

Cur4enaQun (50 mg) He e noreHrlnpal Ao[bnHlrreJrHo yAbJDr€BaHero Ha BpeMero Ha
npeAI,I3BLIKaHo oT aIIeTIlIIczuuIII4IIoBaTa KHceJILIHa ( 1 5 0 mg).

Cnn4eHaQun (50 mg) He e noreHrrrpa.n AontnHHTeJrHo xl,rloreH3uBHure eQerrvr.a aJr
3ApaBr{ 4o6pononqn cbc cpeAHH MaKcr,rMrurHr,r KoHrreHTparlauHauIJrKoxoJr a rprera 80



Karo qxlo ar{Tr{xr4[epreH3uBHr{Te JreKapcrBa, [pLrHaAJIe)KarrIr{ KbM cneAHlrre KJracoBe: Evryperw1u,6era-
6lorepn, ACE urrxn6nropu, aHrrroreH3ln II anraroHvtcrvr, arriTvIxvlnepreH3rlBHll cpeAcrBa
(oaso4ulararopr.r H rreHTpamro Aeficrsaulu), agpenepruqHu 6lorepu, urrxu6nropu Ha KTIJIIIIIeBI{Te
KaHzuru u altfa-agpeHopeqenropnu 6roxepn, He ca rroKzr3zurfi pil3rnrreH npoQwr Ha He)r(eJIaHH
JreKapcrBeHlr peaKrlrrx npa naqr{eHTr,r, [oJDaqaBarrIH cr4rrAeHaSun cnpxrvro maqe6o. B xrpInxqHo
rrpo)ArBaHe sa cnequ$nqHo reKapcrBeHo B3alrMoAeficrBue, npu Koero Ha xr,rneproHvtL\v e 6ul npuroxeH
curgenaQur (100 mg) eAHoBpeMeHHo c aMrroArarruH, e HacrbnLrno AonGnHIareJIHo noHH)KeHI{e Ha
clrcroJrHoro KpbBHo HurJltraHe B JIerHaJro [oJroxeHue c 8 mmHg. CroreerHoto AonbJrHldreJrHo
rroHLDKeHlre Ha AuacroJrHoro KpbBHo HzurrraHe B JIerH:Ino noJro)r(eH[e e 6uto 7 mmHg. Teera

AoIIJIHHTeJIHI{ noHLDKeHI,IJI Ha KpbBHoro HzursraHe ca6unu or cxoAHa BeJIHTIHHa c re3r{, ua6ruoAasaHn
rpu 3ApaBLr Ao6posoilu, no.rr) raBarrlu caMo cwtgeua$wr (axr. rovxa 5.1).

Cnngena$n:r (100 mg) He e noBJrmr Sapuaxoxr,rHeraKara B craquoHapHo ctcrotHue na HIV-
flporea3Hfire urrxu6nrop]r caKB]rHaB]rp H puToHaBlrp, Korrro ca cy6crparra Ha CYP3A4

4.6 Epeuennocr rr KbpMeHe

Cun4ena$ur CaHAog He e noKzt:aH 3a yrrorpedarryu x(eHll.

B npoyreanvrrsaBrrvnrnne l;,acvrnr4ena$nn Bbpxy pe[poAyKTI{BHara cnoco6Hocr npfi IrJIbxoBe n saftqpt
se ca6unu Ha6mo4ananvsnaqvrur HelKeJraHH neKapcrBeHu peaKIII{rI cneA rrepopa.nHoro My
np[no]KeHr.re.

4.7 EQenrn Bbpxy cnoco6nocrra ra uroQnpane n pa6ora c Malrrrlnrl

He ca npoBeAeHu rrpofrBaHr4fl 3a BJrr4flHr,rero Bspxy cnoco6nocrra sa uroQzpaHe ra pa6ora c MaIITHHH.

Trfi xaro B KJrr,rHr,rrrHr.r [po) rBaHrlf, cbc c]rJrAeHaQun ce cro6qasa 3a rro.f,Ba Ha cBEToBbprex( u [poMeHLr
B 3peHnero, naq[eHTr4Te rpr6na ra vuarr npeAcraBa 3a peaKrluure cu KbM C[n.qeHaQur CaHAo: npeAI.I

.qa trroQupar vra la pa6orrr c Marrr4Hu.

4.8 llexenann peaKrlrr[

flpoQnnrr na 6esonacrHocr Ha CargenaSur Caruos e 6asupan na 8 691 rarlr{eHra, Korrro ca
rroJr5n{aBirJru rrpenopsqBaHuJr Ao3oB pe)Kr,rM s 67 flraqe6o KoHTpoJrHpaH]r KJr[rHHqHH rrpo)r.rBarrus'Hait-
uecro cro6rqaBaH[Te He)r(eJraHH peaKqr,r]r B KJrlrHnrrHnre rrpofrBaHl4fl cpe.{ [ar{}reHTnre, Ha KoLITo e
npl4naraH crur4enaQun, ca 6ulu uano6orue, 3aqepB.flBaHe, Aucrrerclr.fl, 3pr{TeJrHH HapyrtleHu.s, Htt3tulHa
KoHrecrlr.fl, saNrafisaHe n HapyrueH[e B IIBerHoro 3peHue.

Hexelanu JreKapcrBeHr{ peaKrlr,rr4 rro BpeMe Ha nocrMapKerxHroBo na6moAeuI.,Ie ca cr6upauu u
noKpr{Bar npu6m.rsrareleH nepuoA or )9 roAuuu. 9ecrorara Ha re3r,r He)KeJraHH peaKrlrlu He Moxe Aa ce
oflpeAenu c AocroBepHocr, rrft Karo He BcuqKlr He)r(eJraHr,r peaKrlr{rd ca cro6rqenu Ha rrpl4TexcareJlt Ha
p:FperxeHrlero 3a ynorpe6a u sKrroqeHu s 6a3ara Aa:a:avt ga 6egonacnocr.

B ra6rurqara no-AoJry BclrqKH KJTLTHIqHo BzDKHI,I Hex(eJIaHH peaKIIHLI, KoLITo ca na6moAaBaH[ B
KJrr.rHr{qHH [po] {BaHI{f, c qecrora ro-ror.sMa or rut3ll Ha uaqe6o, ca on}IcaHu no cllcreMo-opraHeH KJIac
r4 qecrora (unoro qecru (>1/10), qecrlr (>1/100 go <1/10), Herlecru (>1/1 000 to <l/100), peAItu (>1/10
000 ao <1/1 000).

B Aouunenue, qecrorara Ha KJrLrHvqHo BuDKHu HexeJraHu peaKrluu, cro6rqenu rro BpeMe Ha
[ocrMapKeruHroBr4fl flepnoA, e BKJIIoqeHa KaTo HeH3BecrHa.



Ta6Jr[[a 1: Krnnnqno sarrtnu HexeraH[ DeaKun[. cro6uen[ c.recrora. no-roflsMa or
qecrorara nM g rDynara Ha nraue6o n ronrDor[DaH[ rcrrlHuqHrl nDovqsan[s. ll rglrllHuqno
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Hapyurennfl Ha rrMyHHara cncreMa
PeAxu Peaxquu Ha cBpbxrryBcrBr{TeirHocr
Hapymenns Ha HepBnara ctrcreMa
Mnoro qecru fraeo6orlre
9ecrn 3auraftsaHe
Heqecryr Crrilusoct, xllnecre3[r
PeArur MogrqnocrAoB IIHI{I{AeHT, cHHKon
C ner.rgeecrHa qecrora TpaHsraropna IdcxeMIttIHa arar.a, rbprl, peqIrAI4B Ha r"bpq
Hapyurennfl Ha oqnre
9ecru HapyrueHnx Ha 3peHuero, Hapy[reHlr€ B rlnes6a6
Heqecru KonroxrusarHr.r HapyrxeHr,rlr, Hapymenvrna oqr,rre,

HapyrxeHr4jr B cJrb3ooTAeJrrHeTo, ApyrH Hapy[reH[r Ha oqHTe
C ner.rgsecrHa qecrora HeaprepuurHa [peAHa HcxeMHqHa HeBporrarrur na n.opticus

(onrz.rnu-r uepn)(HAI4OH), pernnzrnHa cbAoBa orsry3rrl,
HapylreHHe B 3pHTeJIHOTO rlone

Hapyurenxq Ha yxoro r
ra6npunra Bepruro, ruw B yIxI,ITe
Heqecrz frry:<ora*
PeAxu
CrAonn Hapynennc
r{ecru 3avepnreaHe
Pe4xrl XuleproHn r, xlrrroroHnrl
CrpAeunu Hapyrnenrrfl
Heqecru flallnrauun,Taxunap4vrs
PeAxu MuorcapAeu unSapx'r, npeAcbpAHa $u6putauua
C neugsecrHa qecrora Kauepna apvffv.rrn, necra6unHa creHoKapAlrJr, BHe3arrHa

c6pAeqHa cMspr
PecuuparopHrr, rpbAHrr
rr MeAtracTrrHaJrHrr Hapy[eHrrfl
I{ecru HasanHa KoHrecrlrfl
Pe4ru,r Euracrarcrac
Crouamno-qpeBn[ Hapy[renufl
9ecrn ,Ilncuencrs
Heqecru flonprqane, raAeHe, cyxora B ycrara
Hapynenns Ha Kor(ara
Heqecrn KoxeH o6pur
C nengrecrna qecrora Czn4pou na Steven-Johnson, ToKclrrrHa enlrAepM€rnHa

HeKponH3a
Hapymenns Ha MycKyflHo-
CKEJIETHATA CI|CTEMA tr

CbE.[NHNTEJIHATA TbKAH

Heqecru Mnaarplfl
Hapyurenun na
Bb3trpotr3BoArrTeJrHaTa CUCTeMa rr
r-bpAaTa
C HeugsecrHa qecrora flpuannaru, yAbJDKeHa epeKqrrfl
O6nrn HapyrreHrrfl n eQenrn na ^
Mqcroro Ha nprrrroxce'rre /.qg'ftYa,
Heqectu fptAna 6orrca, yMopa // &,/ .t*"
I{screreanrls
Heqecrr,r Ynena.reHa ctDreqHa llecrora
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5.1

* HapyIneHvs, Ha yxoro: BHe3anHa Hqrxora, BHe3anHo HaMzureHae wtu zary6a Ha cJryx e cro6qeHa e
MzuIbK 6poft crryuan npn [ocrMapKerr{HroBlr lr KJrLrHLrqHlr npofrBaHr{fl rrpu ynorpe6ara sa Bcr,rrrKn
uttxn6uropu na Soc$oauecrepa3a rnn 5, BKrroqr,rrerHo culgeHa$rar.

4.9 rIpe4osupane

B npoyrnanur Bbpxy 4o6ponorqu c eAHoKparHvt Aosu ao 800 mg HexenaHr.rre pearrlnr{ ca6unu
noAo6nn Ha re3lr, KorlTo ce na6ruoAaBar rrpu rro-HHcKH Ao3H, Ho r{xHara qecrora Lr re)r(ecr ca6wtuto-
roJreMr{. ,{osn or 200 mg He ca AoBeJrH Ao rroB}rrrreHue Ha eQercrunuocrra, Ho qecrorara Ha HexeJraH}rre
peaKrlr.ru (mano6orue,3atlepBrBaHe, BHeHe Ha cBtr, Ar,rcneflcllt, Ha3aJrHa Konrecrur, Hapy[reHo speHue)
e HapacTB:IJra.

B c4'qa; Ha npeAo3r{paHe craHAaprHlrre MeA}rrIr4HcKx Meporplrrrr,rr rpt6na Aa6t!.ar cro6paseuu c
KoHKperHr,rre Hy)KAH. Xeuo4ualu3ara He ycKoprBa KJrHpbHca Ha chJrAeHa$ur, rrfi xaro rofi ce cBBp3Ba
B:5B BHCOK npOqeHT C rrJra3MeH[Te rrpoTelrHr{ H He Ce erl?tMLlH}lpa C ypr.rHaTa.

OAPMAKOJIOTFIIIU CBOIICTBA

(Dapnrano4[HaM[qntr cnoft crsa

OapuarcorepaneBTlrrrHa rpyna: Jlerapcrra, Korrro ce H3noJr3Bar rrpu epeKT[Jnra 4ncSymqz-[. ATC ro.q:
G04B EO3.

CnngeHaQzn e JreKapcrBeH [poAyKT 3a [epopirJreH npveM npn reqeHr,re Ha epeKTr4]rHa'ra 4rac$yHxrrnc. B
ecrecrBeHlr ycJroBlrfl, T.e. npr4 ceKcy:rnHa crllMyJrarlnfl, roft nr3craHoBrBa HapyrrreHara epeKTr4nHa
Qy"*q"" qpe3 yBerlrqaBaHe Ha KpbBoroKa KbM rreHnca.

Oragrao.noruqHzrlT MexaHI{3bM, orroBopeH 3a epeKrlt4Jrra laaflenvlca, BKJIIoqBa ocso6ot(AagaHe Ha a3oreH
oKclrg (NO) s KaBepHo3Horo rflJro no BpeMe Ha ceKcya.nHa crr{MyJraqut. CreA ToBa a3orHrirflT oKcLrA
aKTr{Br{pa eH3HMa ryallwrur rlrrKrrtBa, KoeTo BOAH Ao rroBr{rrlaBaHe Ha HI,IBaTa Ha III,IKJII4qeH ryaHo3uH
nroHoQocQar (qfMO), a roBa BoAx Ao orrrycKaHe Ha rJraAKara MycKyJrarypa B KaBepHo3Horo rr;ro r{
npnToK Ha KpbB KbM Hero.

Cur4eHaSnn e MorrIeH Lr ceJreKruBen unxu6nrop Ha ufM@-cnequQzunara Qoc$oauecrepasa run 5
(Ore5) B Koprryc KaBepHo3yM, KbAero Oru5 e orfoBopHa 3a pa3rpiDKAaHero Ha qfMO. CxngenaSun
nua nepnQepno ,qeftcrnne Bbpxy epeKrlr{f,ra. CnnaeHaQrEr HrMa rrprK peJraKcuparq eQercr Bbpxy
r43oJrnpaH qoBerrJKr{ Koprryc KaBepHo3yM, Ho MorrIHo ycvtJrBa penaKc}rpaqu-r eQercr Ha a3orHr{rr oKcur
Bbpxy rzt:tu TBKaH. flpn axrunupaHe Ha naera6onurnara Bepr{ra iBoreH oncn/qfM@, xarcro craBa npn
ceKcyiurHa crr{MyJraqr.{Jr, urxu6npauEro Ha OlF5 or crur4enaQr{Jr BoAr.r Ao noBnrrreHvrHnBa na qfMO e
KaBepHo3Horo r.sro. CreAosarenHo, 3a Aa Mo)Ke cu4ueHaSzn Aa ocblqecrBrr cBordre )KeJraHLr
6raronpnxrnr,r $apuaxoJrorrdqHH e$ercrv, e Heo6xoAnMa ceKcyirnHa crr{MyJraqrdJr.

flpoyrnannxra in vitro ca rroKinaurr{, qe cLLJrAeHaSnn e ceJreKTHBeH rro orHorrreHue ua O4tr5, Korro

fracrBa B rrpoqeca Ha epeKrlr4r. Herorurr eQexr Btpxy OIE5 e [o-MorrleH, orKoJrKoro Bbpxy Apyrr,rre
H3BecrHLr tfocQoar.recrepa3r{. Toft e 10-xparHo ro-ceJreKrl{BeH sa O,{85, orKoJlKoro ga OAF.6, Kosro
fracrBa B rrpoqeca ua SororpaHcAyKrlr4s B perlrHara. B uarcuuarHlr npe[opbrrnrerHlr Ao3Lr
ceJreKrlrBHocrra My e 80-rparno no-BucoKa sa OAF5, orKoJrKoro sa OAF.1 n naa 70O-rcparHo no-
Br{coKa, orKo;rKoro za @nF.2, 3, 4, 7 , 8, 9, l0 pr I I . flo KoHKperHo, curgenaQul uua 4000 rrLTr,r fro-
roJUrMa ceJreKTuBHocr sa @.{85, orKoJrKoro sa Offi,3 - n:oQoprvrara na qAMO-cnequQz.rnara
tfoc$o4necrepuBa, ) {acrBalqa B KoHTpoJIa Ha cbpAeqHI,IrI KoHrpaKTIdnHTer.

flpone4enn ca ABe KnlrHr{qHH [po) rBaHr,Iq ctc cuequQnqen AugaftH 3a Aa ce oIIeH[r
HeooxoArrMo, 3a Aa ce noJD/rru epeKrlrur B orroBop Ha ceKcyzurHa cTvMynaqpu cneA fI
neKapcrBoro. B npoyvnaHe c r3rron3BaHe Ha rrnerv3Morpa$unna neHnca (RigiScan)
Korrro ca np[eJlr,r crurgenaQru Ha rJraAHo, cpeAHr4rr rrepr{oA Ao Haq€uroro na eQerra
KoI{To ca rroJrfrrdr}r epeKrl[r, xapaKTepn3vpar\a ce c 60Yo pI{rI,lAHocT (AocraruuHa
norroB anr), e 6wt25 Mrrlyru (or 12 go 37 MuHyru). B apyro rpo1r.lBaHe c RigiScan



4-5 qaca cneA npr.reMa e AaBalr Bb3Mo)cHocr 3a [oJrJAraBaHe Ha epeKrlrlfl B orroBop Ha ceKcyttilHa
cTlrMynarlr4fl.

Cun4enaQu.rr npeAH3Br,rKBa JreKrd u npexoAHlr [oHLDKeHIdJI Ha KptBHoro HaJItraHe, KoHTo B
MHo3rdHcrBoro or cJrfrar,rre [porr,rqar 6es KnuHr,rqHa cuMnroMar[Ka. Cpe4Hara croftHocr na
MaKCIM'IJTHOTO rrOHr,DKeHLre Ha Cr{CTOJTHOTO KpbBrrO HantraHe B JIerHaIIo fIoJIo)KeHI{e cneA llepopaneH
rrpneM Ha 100 mg crdJrAeHatbout e 6una8,4 mmHg. CrorserHata npoMcHa B AllacroJlHoro KpbBHo
HiurflraHe B JrerHaJro noJroxeHr,re e 6una 5,5 mmHg. TegrE nonrurcer'vfl,Ha KpbBHoro HaJItraHe
clorBercrBar Ha Ba3oArrJrararurBHLrt eQerr Ha crlrrAeHaSru, rcofiro Bepo.flTHo ce AIJDKH Ha noBullreHllero
Ha Hr4Bara Ha r{MO B uraAKara MycKyJrarypa Ha KpbBoHocHI{re cbAoBe. flpu sgparu 4o6ponolqn
eA[Hr4qHa [epop:urHa Ao3a Ao 100 mg cmgeHaSur He BoALI Ao'KII]IHIaIIHo 3HaqI,IMH npoMeHLI s EKf .
B npoyrnalre Bbpxy xeMoAuHaMrlqHlrre e$exrn Ha eAHonparHa rlepopuulHa Ao3a ot 100 mg cun4enaQun
rryu 14 naqlreHTa c rexKa l,BC (>70% creHo3a Ha noHe eAHa KopoHapHa apreput), cpegnure croftnocrn
Ha cacroJrHoro Lr AuacroJrHo HzurrraHe g noxoft ca ce rroHlDKI4nLI cborBerHo crc 7%o n 6%o cnpxuo
rr3xoAHlrre. Cpe4uoro cucronHo HaJrrraHe r 6enogpo6*araaprepvr ce e noHu)Kltno c9o/o. CHn4ena$un
He e npeAlr3Br,rKaJr rrpoMrHa B cbpAeqHnr Ae6Nr H He e HapyuEJI KptBoroKa [pe3 crecHeHI,ITe KopoHapHH
apTepvv.

B 4nofiHo-cJuno, rrJraqe6o-xonrponnpaHo [po) rBaHe, BKJIIoqBaIqo recr c HaroBapBaHe, npu 144
laqlreHTa c epeKTlrJrHa 4nc$ynxqux u xpoHr,rqHa cra6unna creHoKap.qlrs, Korrro ca npoBex(Aa.nu peAoBHa
arrruaHruHo3Ha reparrns (c usxnoueHue Ha Hr.rrparll), He ca 6wtuycrauoBeHll KJIHHI,ITIHo 3HarrHMH
npoMeHlr B npoAtJDrr,rreJrHocrra Ha BpeMero Ao nosBa Ha JrlrMltrltpaqa creHoKap4krfl npn ynorpe6a Ha
crar4enaQun.

EAun qac cJreA rrpueM na 100 mg cr4nAeHarfm npu MuurlK 6poft naquenrll ca ce nosBl4nn JIeKfi u
lpexoAHlr npoMeHlr s cnoco6Hocrra 3a pa3JruqaBaHe Ha qBeroBere (cunro/sereno), Ir3cJIeABaHa c
noMorrlTa Ha recra 3a p:BrpaHuqaBaHe na 100 rlBeroBr{ orreHbKa na Farnsworth-Munsell , raro 2 uaca
cJreA rrpueMa Ha neKapcrBoro eQexrrr e otaB) {an HarrbJrHo. Beporrnu-rr MexaH}I3bM Hara3kr npoMtHa B
cnoco6HocrragapaznvtuaBaHe Ha rlBeroBe e cBbp3aH c uuxu6upaHero Ha O.re,6, Ko{To )rqacrBa BbB

SororpancayKrlr.roHHara KacKaAa Ha perzHara. CuraenaQlln HJIMa HHKaKIB eQexr Bbpxy 3pvreJlHara
ocrpora HJrlr yceqaHEro 3a KoHTpacr. B rrnaqe6o-KoHTponupaHo npo) {BaHe rIpH MULIIIK 6pofi naqvenru
c AoKa3aHa paHHa Bt3pacroBo-o6ycroneHa AereHepaqur Ha MaKyJIara (n: 9) crEn4enaQun (100 mg
eAHoKparHa 4osa) ne e AoBeJr 4o crarnuQuKaHrHu [poMeH]r B npoBeAeHl,rre 3pI{:renH}I TecroBe (rpnremta
ocrpora, perxerKa na Amsler, rlBeroBa AlrcKpnMrrHa\ut Ha clrMyJrupaHa rrbrHa cBeTJILIHHa
clrrHaJrrll3arll{s, nepr4Merpn Ha Humphrey u Qorocrpec).

He e 6nna ycraHoBeHa rrpoMrHa B Morr.urureravrxwr rvropSonornurar'a crIepMaro3oI,IAI,ITe cJreA
eAlHrrrrHa rrepopirJrHa Ao3a or 100 mg crur4euaQnn npu 3ApaBI,I Ao6posoru[.

,\ontnuumenua uuQopamqun 3a KruHuvHu npoyusaHun
B r.nnuuqHu npofrBaHns cun4enaSur e 6ur npunox<eH npl noBeqe or 8 000 [aIIHeHTH ua nmpacr 19-
87 roguull. ElarIn ca [peAcraBeHn cJreAHr{Te rpyrur naqLreHTI,I: naqLIeHTI{ B crapqecKa Bb3pacr (l9,9yo),
naqnerrrt4 c xnileproHus. (30,9%o),3axapeH Aua6er (20,3yo),I{cxeMuqHa 6orecr Ha ctpllero (5,8yo),
xurrepJrr,rnr,rAeuw.(19,8%o), rpaeuu na rpr6uauHn;I Mo3bK (0,6yo), Aerlpecv;I (5,2yo), TpaHcyperpanHa
p$eKrlrdJr Ha npocrarara (TYPil) (3,7yo), paAr4KaJrHa npocrareKrouux (3,3o/o). Cne4Hure rpynr{ He ca
6ruu AocramqHo npeAcraB elan.r' vrlvt ca 6unu H3KJrroqeHlr or KJILIHIaT{HHTe npo) {BaHI4r: rIaqneHTI4 c
o[epaqruI B MzIJIKLUI T:13, rrarrueHTu cJreA Jrbqerepa[urr, rraqneHT[I c re)Imo 6r6pevHo I4JI[ qepHoApo6no

yBpexAaHe H naqverrrlr c HJTKoH cbpAeqHo-cbAoBl,I npo6leuz (nx. rovra 4.3).

B npoyraanvritra c $urcnpann Ao3u, npoqeHTbr Ha rraqueHTr,rre, cro6rqaaarqfi, qe JIeqeHLIero e
noso6pu-no rrxHara epeKrlr,rn, e 6ut 62Yo (25 mg),74% (50 mg) u 82% (100 mg) cnprlro 25%o npu
maqe6o. B ronrponnpaHu KrHHurrHH rrpofrBaHrrr qecrorara Ha npeKbcBaHe Ha JleqeHlrero cbc
cral4ena$ul e 6una HHcKa u ro4o6na rrara3vr npn nnaqe6o. 3a scuqKI,I npofrBaHlit [poIIeHTlT Ha
narrueHTr,rre, cro6qasarqn sa no.qo6peHr,re cJreA reqeHue cbc cI{;IAeHaQrarr, e 6r,ua, rax.to cJIeABa:
rcnxoreHHa epeKrr/rJrHa gLrc$yHxqrax (84%), cMeceHa epeKrr4JrHa AucQyHr<qrax (77o/o), opr
epeKrr4nHa 4ucQynxqra-n (68yo), raqrerrru B crapqecKa Bb3pacr (67yo),3.xapeH gua6er (
(69%), xuneproHr.u (68%), TyPII (61%), paALIKarIHa npocrareKrouun (43%o), TpaBMa
Mo3bK (83%), Aenpecrfl (75%). B gurocpoqHll npo) {Banuc 6esonacHocrra u eQe
cungeua$rur ca ce 3ana3[Jrr,r.



5.2 Oapuarcorcnnertrrrnrr csoft crna

A6cop6qtn:
CzngeHa$I,u ce a6cop6npa 6rpso. Ha6ruoAasaHr.rre MaKcraMrurHlr nJruBMeHr.r KoHrreHTpaqnrd ce Aocrr,rrar
B paMKllre na 30 lo 120 latnryru (cpegHa croftnocr 60 urEnyrn) cneA nepopiureH rppreM Ha HraAHo.
Cpegnara a6comorna nepopanHa 6uosaauqsocr e 4lYo (Auana:oH 25-63%). Cneg nepoparreH npr,reM Ha
cm4ena$un, AUC l,r C** HapacrBar rrpo[opqloHzlJrHo Ha Ao3ara B [penopbqaH]rre Ao3oBLr rpaHLrrIH
(2s-100 mg).

Korato cmAena$ur ce B3eMe no BpeMe Ha xpaHeHe, cKopocrra Ha a6cop6qt,rs HaMrurrBa, Karo
cpeAHoro sa6aeqHe Ha tmax e 60 vrnrryru, a cpeAHoro noHr,DKeHHe Ha C** e c 29Yo.

Pasnpedeneuue:
Cpe4Hu-rr o6ena ua pa3[peAeJreHne B paBHoBecHo cbcrorHue (Vd) Ha crur4eHaQrur e 105 l, Koero roBoplr
3a pa3npeAeJleHlle B rbKaHr{Te. Cre4 egnoxparHa nepopiuHa Ao3a or 100 mg cpeAHara MaKc[MrLrrHa
IrJIa3MeHa KoHrreHTpaqvrrlaacvr4ena$un e npu6rusurenno 440 nglml (CV 40%). Trfi xaro cunAena$un
(u nerornrr ocHoBeH IIHpKynHparq N-4esuerrur Mera6onnT) e cBbp3aH c rrJra3MeHure 6errrqlr n 96Yo,
ToBa BoAII Ao cpeAHa MaKc[MzurHa KoHrIeHTparlvrs, Ha cno6o4nara Qopua Ha cr,ur4ena$lur B rrJrznMara or
18 nglml (38 nM). Cnrpsnanero c rporeuHr4re e He3aBucrlMo or o6rqara JreKapcrBeHa KoHrleHrparlrl;{.

flpu s4pana qo6pononqn, rroJrJrqaBarqu cnngenaSm (100 mg B eAHoKparna 4osa), no10,0002Yo
(cpeaHo 188 ng) or npr4JroxeHara Ao3a e 6una ycraHoBeHa B e.rrKyJrara 90 naunyrz cJreA rpueMa.

Mema6onusuM:
Cran4enaSrur ce Msra6orr.Bupa rJraBHo or H3oeH3uMr.rre Ha vepno4po6nlrre MHKpo3oMuurHn CYP3A4
(ocnoneH nrr) ra CYPZC9 (nropocreneHen nrr). OcnorHn-f,'r qnpKynr.{paq uera6orur ce noJr1^raBa B
pe3ynrar na N-Aesrvrerr,rnupaHero Ha cr4nAeHaQnn. Tosn ueta6orur uua npoQrur na tpocrpo4necrepa3ua
ceJIeKTlrBHocr, nogo6en Ha ro3lr Ha cr4JrAeHaQ-, 

" 
in vitro MorIIHocr cnprMo Ore5 npn6rnsuremro

50%o or Ta3r{ Ha H3xoAHoTo aKTIBHO BerrIeCTBO. flna3MeHZre KOHTIeHTpAWU HA Mera6OrHra Ca
npu6lu:ure:-i|tto 40%o or re3v Ha cr,rJrAeHaozn. N-AesMerran uera6oJrrdrbr ce naera6oruazpa
AonbJrHlrreJrHo r{ r{Ma BpeMe Ha noJry)ril,rBor oKoJro 4'aaca.

Enuuuuupaue:
TorarnIl-f,r reJreceH KJrHpbHc Ha cr{JrAeHa$"n 

" 
4lllh c BpeMe Ha rroJry)r(HBor n npaftna $a:a 3-5 uaca.

Cne4 nepopulJrHo r,lJrlr BeHo3Ho np]rJroxeHr{e crar4eHaQlrJr ce eKcKpervpa no4 Qoprr,rara na vrera6onrarra
npeAAMHo c r.tsnpoKHeHvnrca (npu6nnsnrenHo 800% or npnnoxceHara nepopanna go:a) H B no-MaJrKa
crereH c ypHHara (npn6nr,rsnrenso l3Yo or [pr4Jro)KeHara repopzursa aoga).

(D apuarcorcuHemuKa npu cne r4uatHu zpynu nar4ueHmu

Ifauueumu e cmaprtecrca etspacm:
3gpanu go6ponorqu naqLreHTH B crapqecKa Bb3pacr (Ha 65 lrir]I noBeqe rognnz) cavrMurvr HaManeH
KJrr,rpbHc Ha clrnAeHaSm, noero e AoBeJro Ao rrJrunMeHr.r KoHqeHTpa\vM Ha cr,u4ena$nn v Ha a:r..TvtBlavtr
N-Aeervrerrurupan uera6oJrr{T rro-BlrcoKH c oKoJro 90Yo s cpaBHeHve c ycTaHoBeHHTe npr4 3ApaBr,r IIo-
MnaAH go6ponorqz ( l8-45 ro4zuu). flopaau Bb3pacroBr4 pa3Jrr4Kr.r B cBbp3BaHero c rrna3MeHure
nporer,rHn cborBerHoro yBenuqeHxe Ha KoHrleHTpa\wffa na cso6oAeH crurgenaSr,r B rrJra3Mara e c
onono 40010.

Eu6pevua uedocmamuvuocm:
flpu go6poroJrqu c JreKo Ao yMepeHo HapyrreHue Ha 6r6pe.ruara $yrr qnx (xpearununon ruruprnc:30-
80 mvmin) $aprr,raroruaHerrrKaTa Ha cwJrAeHa$un e ocTaHaJra HenpoMeHeHa cneA rrpHeM Ha eAHoKparHa
nepopif.JrHa Ao3a or 50 mg. Cpe4nure crofinocrr,r na AUC Lr C-u* Ha N-gesuervrlnpanvs uera6onrar ca
HapacHar.JrH cborBerHo crc 126%o u73%o B cpaBHeHl,re cbc cborBeTHI{ no Bb3pam 4o6ponorUn 6ee
HapyrreHue na 6r6peunara $ynxqu-e. flopagu BHcoKHre r{rrreplrHAr,rBu4yurHuBapva\ua,
pa3nnKr,r ne ca 6wtu crarncrLrLrecKr,r 3HaqnMn. flpn 4o6poBonrlu c re)KKo yBpex.qaHe Ha

$yHrcuu-r (xpearunr,rHoB KJrHpbHc < 30 mVmin) rnnprucrr Ha crJrAeHaQru e 6pu na
AoBeJro Ao cpeAHo HapacrBaHe na AUC tr C** cbc cborBeruo 100% u 88o/o s
rro B63pacr Ao6poeorrrn 6es 6s6pevHo yBpe)KAaHe. OcseH rosa croftHocrure na A

r\,.t
\\

Ae3Merr.LJrl,Ipasug, uera6oJrr{T ca HapacHann curnu$maHrHo, c6orBerHo c6c 79o/o u

'+)



Vepu odn o 6 u a u e d oc mamuvu o c m :
flpn 4o6poaoJllru c rleKa Ao ).MepeHa crerreH Ha qepHoApo6Ha qrapoea (A u B no Child-Pugh) KrrlrplHcbr
Ha cI4JIAeHaQm e 6sr sanaareH, Koero e AoBeJro Ao HapacrBane na AUC (c 84%) Lr Ha C**(c 47%) z
cpaBHeHr,re cbc cborBerHr,r no Bb3pacr go6ponolqn 6es vepnogpo6uo yBpex,qaHe.
(DapuaroxuHerl{Kara Ha cwnl'erraQnn rpu naqueuru c re)r(Ko HapyrxeHa uepHo4po6Ha Synxqur ne e
flpo) {eHa.

5.3 flpe4rclnnnqHll AaHHI ga 6esonacnocr

HeuunuquuTe AaHHI,I He noKtnBar oco6eu plrcK 3a xopara sa 6aza Ha KoHBeHrIrroHzuIHHTe

QapuaronorllqHl,I lr3rrurBa:alat 3a 6esonacHocr, xpoHrrrrHa roKcuqHocr, reHoroKcuqHocr, KapIIrIHofeHeH
rroTeHqurlJr r,r penpoAyKTr{BHa ToKc}rqHocT.

OAPMAIIEB TI,IIIHI4 AAIIIilI

6.1 Cnncrr Ha troMorrlHrrre BeqecrBa

EessoAeH KirJrrlrreB xrgporeHQoc$ar
Muxpor<pucr€urHa uelryno3a
KonoeunoH
Kpocxapuenosa uarpufi
Marnegr.ren creapar
3axapxu Harpafi
I4nguro KapMHH arlvr,rHr,reB lar (E 132)

6.2 IlecrnuecurMocrll

He npuroxuuo

6.3 Cpor Ha roAHocr

3 ro.[uHn

6.4 Cneqna;rnu ycnoBtrfl 3a cbxpaHerr[e

To:n rerapcrBeH rrpoAyKT He H3r4cKBa cneqlraJrHn ycJroBr.{Jr 3a ctxpaHeHne.

6.5 ,Ilannn 3a onamoBKara

Aclar/Aluminium 6mcrep

OnalcoexH
l, 2, 4, 6, 8, 10, 12, 16, 20, 24 unu 28 ra6lerxu

He scnqKu Br{AoBe orraKoBKH Morar aa 6rgar rrycHarn r upo4a:r6a.

6.6 Cnequa.rnu rpeAtra3Hrr MepKn nprr u3xBbpJrflHe rr pa6ora

Flnua cneuazurHu H3HcKBaHHr.

IIPI4TEX(ATEJI HA PA3PEIIIEHIIETO 3A YIIOTPEBA
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HOMEP HA PA3PEIIIEHITETO 3A YNOTPEBA

AATA HA IIbPBO PA3PEIIIABAHEMONHOB.SBAHE PA3PEIIIEHI4ETO 3A
YIIOTPEEA

l0 NATA HA AKTYAJII43IIPAHE IIA TEKCTA

l.\E


