
3BIIPEH

2. KBAITTTATT,TBEH rr
E4ria ra6lvra 3a UBaKarLe
qrrrpar)
Encfiunzencu co losHar erf

E4Hp 'ra6nera 3a qBararLe
qurpar)

Excgunuencn co [o3Har

E4up ra6lera 3a UBaxarf,e
rlurpaT.,

Exc4lunr.reucn co no3Har

3a qptama nucma Ha noMorltHu

T
APMAqEBTCKAA

3a uBaKalr,e.
25 mg: Betu,

cTpaHa.
A 50 mg: Ee:rn,

qpaHa.

100 mg: Eenu,
cTpaHa.

no.4ATOUI4
4.1 epaueBTcKr,r lrHAIrKaq|tfi

E I,IHAI4III,IPAHA KAJ
HOoT aa ce oapxu

BO JII4TeJIeH CeKCyalneH34

3a ua ,rer<or GED

[ t  t t

@APMATIEETCKA AO3r{PAHA @OPMA

3A OCOBfrHIITE HA JIEKOT

'rpuar,recfi.r ra6leru

Tpr4arJrecTu ra6lerz

Tpr4arJrecTu Ta6rerr4

o3HaqeHu co "25"

o3HaqeHu

o3HaqeHlr co "100"

cun4euaQlu

50 mg clrngegarpun (ro t|oplra ua crrnAeHaftlrn

15 mg :rarro:q uoHoxr4Apar

100 mg culaenarfun (no <poprua Ha czl4euarfu,r

mg acnapraM
mg naKro3a MoHoxlrApaT

noznedueme eo den 6.1.

(DOPMA

6

o

Malxr co epeKTr,rnHa 4uc([yurquja,
'He epeKur,Ua Ha neHr4cor xoja re 6uge

npenopaqyBa qeKcyanHa crrdM yJrarlnj a.

oaHocH0
AOBOnHA



4.2 floruparre lr Haqr{H Ha
!o:uparle
Ynompe6a naj eotpacnu
IlpenopavaHara ao:a e 50 mg.
ceKcyarHara arcrugHocr. T
Bo :aencHocr o4 elpnracHocra
ao 100 mg unv ra ce HaM
Marcnrralsa npenopar{aHa
ce 3eMa BO npHcycTBo Ha
cnopeAeHo co anlaxaur.ria na I

Crequjaauu nony:rauuu
Ilocmapu nu4a
Heva norpe6a oA npr,rnaro

Ila4uenmu co peHanHo
Onlrruanute npenoparr4 3a
cpeAHo AO TetxItO peHanHo o
Bu4ej(H x,rnpeucor ua
ou'reryBarbe (xlupeHc ua
npuMeHa Ha go:a o4 25 mg
AO3aTa MO)I(o Aa ce 3roneMlt
lorpe6Ho.

17 a4ue u mu c o xe nam ar.rHo
Kaj naqueHrure co xenaraJrHo
e HaMarTeH; naj oelre narlveHTu
Bo :aslicnocr o4 e{aracuocra
rrocreneHo Ao 50 mg Ao

Ynompe6a xaj na4uenmu xou
Kaj naulreHrure KoH HcroBpeM
3eMe BO npeaBHA npr.rMeHa Ha
He ce npenopaqyBa Aa ce
Co ue:r Aa ce Mr.rHr.rMr43r{pa pH3
(oI4 npr4MaaT TpeTMaH OA
rraqneHrrlre rpe6a 4a ja cra6
rpe6a 4a ce 3eMe Bo rrpeABr4A
aet 4.4 u 4.5).

Ha.IuH Ha arvlrHr.rcmaurja
3a nepopalna ynorpe6a.

II e d uj a mpuc xa nonyna4uj a
CEDENA ue e zu4nqupana r<aj

ce anJrr4uupa no IIoTpe6a, o(ony eAeH qac [p13I
Aa ce couBaKaaT npeA Aa ce npofonTaaT.

Ha neKoT, AO3aTa MOXe Aa ce 3ronen{}r
mg. Maxcnuaaua rpenopaqaHa 4osa e 100 mg.
a Ha Ao3npar6e e eAHalr ua 4eu. Aro GEDENA
eroKor Ha AeJcrBoro Moxe Aa 6uge olloxen

npa3eH xenyAHrr x (eu4lr 4el 5.2).

AO3aTa KaJ nocrapu nuqa.

KaJ rrocTapu nHrla ce oAHecyBaaT A 3a rraqrerrTt4 oo
KnHpeHc Ha xpearuHuu -30-80 ml/ruun)

e HaManeH KaJ naI{}leHTHTe CO TgIIIKO DeHaJIHO
<30 mlivun) rpe6a ga ce 3eMe Bo npeABr.jA

oA eQxKacHocTa u noAHocJIHBOCTa Ha JIeKCTT
4o 50 mg Ao HajMHory 100 mg qoxo:rxy e

(Ha np. ulrpo3a) KnxpeHcoT na cn,r4euasra,r
Aa ce 3eMe Bo npeABr4A npr{MeHa Ha Aosa oA 25 mg.

Ha JreKoT AO3aTa MOXe na ce 3IoJIeMA
mg AoKonKy e norpe6Ho.

noA 18 roArzuu.

u dpyzu nexoeu
na repalrlja co CYP3A4 uHxu6a.ropu rpe6a Aa ce

Aosa oA 25 mg, co ucKnyqox na pnroHaerap xoj
upa co cun4euaQun (nugu pn 4.5)
pa3BoJ Ha nocrypanHa xunoreu:nja xaj naqueuru

H, rrpeA noqeroK Ha rperMaHor co cungeHaSu.rl
repanrjara co a,r$a 6loraropr.ne. Cnope4 roa,

Ha noqerHa 4osa o4 25 mg cun4ena$u:r (augerr:

f-froetr tr tt51
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4.3

Co

Koj

HA AKIHBHATA I4JIIi Ha HeKOJa OA eKCqIIIlieIrTItTe
rIeA Ha [o3HaTI,tTe Bp3 rlr4(nycor sa agor orclldqr.rKrrr.rqeH

r.ronoQoc![a.r ( u4v 4en 5.1), 4oraxauo e 4era cu:r4ena(flrn ro
XI4IIOTEH3HBHI4OT H[Tparr4Te x e KoHrparrHAr4rll,rpau ra yuorpe6a ro

IrHarIr4Ja co AoHopr4 Ha u4 (xaxo urro ce aMr4Jr Hr4.rpar x Hurparu eo 6u,no
$opua).

3a TpeTMaH Ha Ar.rceyHKrIHJa, BxJryrrrrenHo n czlgenat[ltl ae
3a Maxz Ha Kou He rrM ce npenopaqyBa ceKcyaJrHa

rertrKr4 KapAuoBacKyJrapHrl HapyuyBarsa KaKoocr (na np. naqu
UJIHA AHMHA IEKTODIIC cpuena uncyQnqueuquja).

ENA e orpe6a xaj narlr4emu co l,nry6en BrrA Ha eAHoro
KaKO [OCJI9.4UUa Ha aHTepvopHa rrcxeMl,tqHa omurrKa nesponaruia
ON), 6es pa3nr4Ka Aanlr asa 6ura noBp3aHa co nperxoAHo rtnoxyBarbe ti{a
5 uHxn6u'rop (ea4n 4en 4.
ACyCTBO Ha nOAaTOrIr' 3a crrnAeHalpun e KoHTpauHAr4rIr4paH 3a ynorpeSa

AHliTe noArpynH Ha : naqueHTr,r co TerrrKo xelaTarHo HapyruyBarbe, co
(KpBeH 50 mmHg), co uc'ropuja Ha HeoAaMHerrreH xHcylrr

uHQapKr Ha MHOKapAOT HacJreAHH HapyuyBarla ua pvruuara (xaro
nurMeHTo3a); Man A OBr4e naq eHTu uMaaT reHeTcKr4 HapymyBarba Ha

Qoc([o

Ha rrpeTna3J'tlrBocT
NOqETOK HA TDETMAHOT

PD
Bo
Kaj

AXnaTaTOpHr{ CBOJCTBa nT paar co yMepeHo rr TpaH3r{TopHo HaManyBarse
). llpe4 npenlruyBarle Ha cr.rl4eua(flu, AorroporBHT4OT npUTr4COK (Br,rAr,t

BHUMaTenHO Aa Ja MOXHOCTa naqlIeHTI,ITe CO OApeAeHIr nOCTO9qKII
HecaKaHo .44 cBolcTBa Ha JIeKoT. ocooeHo Bo

a co ceKcya.nHa Bo nauuesru co 3roJreMeHa ocernr4Bocr Ha
Ar,rnararopr{ ce r6pojyaaar co oncTpyKrlrrJ a Ha neBoBeHTpr,rKynapHr4oT

ow" (Ha np. creHo3a Ha xr4neprpoQr4qHa onsrpyKrr,rBHa xapAnouuonarltja)
naqueHTrr co peAo( Ha MyJrrurrna cucreMcKa arpolpaja roja oe

co TerrrKo Hap HOMHa KOH'rpOna Ha KpBHr,rOT npr4Tr.rCOK.
fo noTeHqr4pa e(perr ua HuTparlrre (rugr.r ger 4.3).

lIo nylxTaBe Ha JreRoT Bo

to

(pzsraxa:ren nper.ne
a r , r A a c e o

NOqETOK HA OXJIO KAKOB

lpeABrrA KapAr4o
Ha prr3IIK aco

AeJ cTBa,
rrc, HeHaAeJHa cpqeBa

lpaH3l4TOpeH

Aa ce 3eMaT aHaMHeoTLITIKI{ nOAaTOUU V AA Ce
r{en aa ce nocraBr.r Ar4jarHo3a Ha epeKT}rnHa

ETr4oJroIuKI4 [pLIqI4HI4 3a 6olecra.

Ha epeKTulrHa 4uc<fynrcqraja AoKropor rpe6a 1a
craryc Ha rrarlr4errror, 6u1ejftu nocror{ r.r3BeceH
ceKcyanHara aKTr4BHocr. Cun4enarfal zua

6ure ga6eleNasn ceprro3Hrr KapAr.roBacKynapFrr4
unQapxr Ha MI4oKapAor, necra6nnna auruna

, BeHTpr4Kynapua apuruuja, qepe6poBacKynapHa
HanaA, xunepTeH3trJa r{ xunoTeH3r4Ja 3a Kor{ e
Ha cr.rnAeHa0r{n.

ne
XE

AeHa acorlr4paHocT co yII



flosertero oA nar{ueHTr{Te
MpAuoBacKynapnu Qamopr.r
reK nJlr4 HenocpeAH0 nO
ynorpe6a.ra ua cn.l4euaQun
yrBpAx aanu ooue nojaeu 6
APYfa (DaKropx.

npgislr34M
flpenaparure 3a rperMaH Ha
rpe6a euuvareaHo Aa ce yn
rreHr{cor (xaxo ua np
6olecr) ralu xaj laquernu
aHelruja, MyJrrr.rrreH Mr4eJroM

.4Ir c0 yHKurrj a
He e yrap4ena 6es6e4Hocra a
cur4eua<pul [r Apyrr4 neKoBr,r
xov6uHa4nn He ce npe

E(DE(TT' HA BU]]OT

3a6e,reNanu ce 4e(!ercu no
uerpouaruja npu ynorpe6a

He cr4Te [aIII4eHTH) ulrale ne(e np]rcyr.Hx
ar. Muory oA :a6e,reNanrare nojael ce ja"",r. 

"o

(so
p

oIHOC, a HeKot4 ce jaru,re uenocpe4uo no
oAHa ceKcyanHa aKrxBHocr. He e lroNuo 4a ce

noBp3aHrr co lparropure Ha pu3lrK t4Jrx co

. Ar4ceyHKrIHJa, BKJryqureJrHo r.r cul4eua(lu:r
KaJ narlneHTtr co aHaroMcKr.i 4e(popvraquu ua

Ha KaBepHo3Horo re;ro r4Jru peyroni_ena
nosnquja aa npujanusau (xaxo Ha fip.cpnec,ra
tuja)

ua rou6unupanara repanuja roja axlyuyna
x'ur:rHa 4ucQynxquja. 3aroa ynorpe6ara Ha oBrre

r{ He-apTepficKa aHTepvopHa HcxeMHqHa orrTfiqr,ia
u,r4eua$lu oo xou6zHaquja co 4pyrra pDEi5

unxu6uropl.r. flaqueH.rure coBeryBaar ao clyuaj na nojana sa 6luo xaxnz
Hena4ejHn ge@exra Ha BHAor
ce KoHcynrr4paar co 4ox.rop (e

Aa ro 3eMaar leror GEDENA n BeAHarrr ,nta
4.3) .

He ce npenopa.ryBa xc.ro
4e,r 4.5).

Ha crrnAeHoQr4n u purouarup (nu4z

IIpu a4ul-rullcqraql.rja na rrn KaJ rraquenTu Kor4 ce Ha repanl,IJa co anQa
6loraropa rpe6a 4a ce npe epKr,r Ha nperna3rrr.rBocr 6ugejxu xaj uaa 6poj Ha
OCETJII4BH NHIIA I,TCTOBDCM crpa\uJa Moxe Aa AoBeAe AO ClrMnroMarcKa
xunorensnja (nu4u ge:r 4.5). oA oBaa noJaBa e HaJBr4coK Bo reKor na npnure 4
qaca no alnr4Kaq ujara ua Co qer Aa ce MvHr4Mu3vpa MoxHocra 3a pa3Boj

Aa rloqeroK Ha rperMaHor co cunaeHa$trrHa nocTypanHa xarroreH3r,rJa,
[aqueHTr4Te rpe6a xeuo Aa ce cTa6vnv3 pa]Hv co ynoTpeba na a:rSa
6,rorcarop. Tpe6a ga ce 3eMe Bo npr4MeHa Ha noqerHa I$a oA25 mg (nu4u 4e,n
4.2). lorropor rpe6a Aa ro co naqlreHTor KaKo Aa nocranu Bo cnyraj ua nojana
HA CI'MNTOMH HA NOCTVDAJIHA

EdeKrlr gpg rpsapeme.rollo oI uH 6umpo ucnu'ryBarhara co yflorpeba Ha
qoBeql<H TpoM6orlr.rrr.{ cunAeHaQr4n ro floreHrlrdpa aHTr4arpemquoHr,ro,r
etfexr ua Harpr4yM Hr.rrponp clrfypHH noAarorllt 3a npr4MeHaTa cr.rJrAeHalplr.rr



KAJ flauueHTl,t CO
Toa Kaj oBr4e

Kaj nyfe co
npo3BoA COApXr.r

HacJIeAHO

NAKTIBA I4JII4 T

Ha dpjzu

co
HA

(
HA

naqveHTr4 He 6eue

34

V BPEMEHATA AAMHHH

eOeKT Bp3

HaOxJr r4 pr4ToHaBr4p (

(
mg KaKo eAdHeriHa(  100

CzrAexadul HeMarrre KT (papMaKr4HeruKara Ha caHrBr,rHaBr.rp (suan Aer

GEDENA coapNu

KJTVpeHC Ha
ua CYP3A4 (

a Ha cHnAe
HMeHa Ha noqeTHa .rIO3a O

anxu6urop

ynKyc.
IIOCJIE

KaJ XeHr.r
roj nro e r43Bop ua Qennna:ruu. Moxe ,ua e

ue rpe6a 4a 6uge aAuunrrcrpr4pal Ha Maxlr
qr,rpaHo co urolepauquja Ha ra:rarro3a, 4e([r.rqr,n
sa ua.nancopnqnja.

qr4Te oA KJrrrHUqKr.rTe ucrfir.tyBaE,a yKD(yBaaT
npx HercBa r{croBpeMeHa aruuraqlrja co

Hauon, epurpoMrrrlr4H, rlr.rMerr4auu). Zaro rai

xoarylaqujara rrJru co aKTHBeH [emr4qeH
ut rpe6a ga ce ynorpe6yBa caMo

npoueHKa Ha p B0 o.(Hoc IIa (OpucTa oI lperMaHoT.

He e uHAr4rlupaH 3a

co Apyrr apyrr {opMr.r na nnreparqnja

epe cundenafwt

e nocpelyBaH o4 ArOrfOpunnre eH3r,rMU Ha
)P450 ra roa 3A4 (rlanen uera6o:rzsau) u 2C9 (cnope4en). lluxz6uropure

IB OEH3I4MI,I MO'{E NA IO KJnrpeHcor Ha cl4l4euatf ul.

KI,IHETCKI4TE AHAJI 3VI

AO3a.) pe3ynTr.rpallIe co 3foneMyBarse Ha
xo uqeutpaqnj a sa 300% (4 naru) H 3roJreMyBarle Ha

Ha clrraeHadu:r sa I
HI,IBO HA

ara oa 5 nglml np caMo Ha cr4JraeHaQnl. Oaa coo4rercrByBa co
e<perr ua puro HH3a Ha cyncrparrr sa P450. CunAena$nl

Ha pHToHaBr4p. Bps ocnora Ha oBr,re
Kr4HeT9KI4 pe3ynTaTl4 npeflopaqyBa r{croBpeMeHa a4ur.ruucrpaquja na

4.4). to cnyqaj Ha r.rcroBpeMeHa ynorpe6a
cMee Aa e rroBr4cora oA 25 mg sa upeue o4 24

3roreMeHa I4HqrrAeHrIa Ha Hecarauu 4ejcrra, npu
ulxu6uropu Ha CYP3A4, rpe6a 4a ce pa3MrrcJrr4

HIV nporea.:a rEHxu6uropor-puroHaeup (roj e
), npu "steady state" (500 mg} naru ua AeH) co

l lnarlr). lIo 24 qaca o4 xoa4rrlnuracrpaqujara
ce ytnre 6rlo oroly 200 ng/ml, cnopeAeHo co

r HIV nporea:a unxu6uropor-caHrBr4HaBr4p
state" (1200 mg, 3 naru na aeH) co culgeuarfur

ua$ur (100 mg rtaKo

AO3a Ha

urop ua CYP3A4), npu

na cur4eua<pu:r
e co 3foneMyBarSe Ha MaKCI4MEIJIHaTa

I Lr 3roJreMyBarbe ua AUC ua ca:rgeuagz:r sa

f:ffi'}
a 'Ht' *;



4.2

np
(cn

mg
IIOJ

r(yBa Aa

I4!t.

e n p s 6

He I,I3BEAEIIA

Bp3

CCNEKTPIBHI4TE

un e c:ra6

KOI{

6lo

2C9,
AO3li
lmi

AOCTr4rHyBa

OBI,IE

AXeCTepa3aTa Ka(o

alJrr.rKaqrla Ha e
auxu6u:rop ua

Ha 5 aeqa) 6eue 3foJreMyBalse Ha clIcTeMCKaTa r43JrOXeHocT I{a
perr4crpr.rpaHo nrtujarItae na asnrpourzqlru (500

(AUC) sa 182%.
.4en, eo Texor Ha 3 AUC, Cmax, Tmax, cranrara ua etntutta\n1a nluna cul4euaQlrn

Ha IBATa
roaglruuucrpaquja Ha

zveu urxu6vrop
oorqz 6eure penrcrp Ha [JriuMarcKara rouqeurpaqlrjata uasa 56Yo.

oA Dejn0p)"r e cra6

. floclrnrure unxn6nropu

rr Moxe .4a AOBe.{e

KparHara ynorpeba ua

4u, Io4a.roqlne o1 no

Cl9,2D6,2El u 3A4)

r He e BepojarHo AeKa

44 KaKo rtrTo ce KeroxoHa3on r4 aHrpaKoHa3on,
erberr.

3a oI 100 mg cul4ena$tn co epurpoMl4rll4H,
+J. npx "steady state" (500 mg,2 narn Ha ,rIeH Bo

{eroBHTe ocHoBHlr rlr4pKynuparrKr4 vera6om.rru nDu
I HopMaJlH14 3npaBr.r MauKr,r Ao6poBoruu.

r (800 mg), unxu6urop na qzroxpou p450 r.r
44, co czr4euaQm (50 mg), r<aj e4pauu

sa CYP3A4 so tidera6o ,rgr\,ror Bo sr.rAor Ha
3roJleMyBarse Ha njra3MaTac(oTo HI4BOaTa Ha

(MarHe3r4yM xr4ApoKcr4A/anpauzyru xv4poxcz4)
Ha cul4enaqpal.

3a r4HTeparuIuu co cllTe Me.IIHIIHHCKI,I

aropr4 Ha CYP2C9 ( 1'raun4, aap$apun), unxu6lmop u sa Cyp2D6

ama4enpecllu),
Ha noBTopHoTo npeBeMarLe Ha cepoToHzrr,
'a Ha "rprJuv4Hr4 r,r cpoAHr,r AlrypErr4rlrr, ar.rypeTr,rqlrure4ar xa,rnyv, AKE

14 r.rnH r,rHAyroopr.r Ha

e xu6plr4 o4 Ha Kiurayr\,rcktr KaHanla rr uarpar, Ilopa4u
KOMITOHeHTa TOJ Aa p$ynrrrpa Bo cepHo3Hr,r rrHTepaKqr4r.t co

na cundenaQw epz npourgoou

luure lpapuaroruHercrn aHaru3l{ He yKaxyBaar
ua czlr4euaQzl nprr rlcroBpeMeH TperMaH co

ropz, 6loraropr,r Ha Kanrlr4yMosu r€Ha,rrr, 6era
450 lrera6onrsuor(xaro na np. pr,rusauuqzn,

r3oq)opMHnre eH3r{Ma Ha rluroxpoM p450 (IA2,
15OmicroM). flo anauraqaja aH npenopaqaHure

xa ronqeurpaquja na czlgeuaQun oA o(oJry
fte nnujae Bp3 xnr,rpeHcor Ha cyncrparr,rre Ha

IIOAATOIIU 3A I4HTEDAKIII,II4 cur4eua$nr u aecneryr(f uvuure ut+xulunoDu
vnv 4r{ruipuI,Atl[otr.



Kuj ua,r 6poj Ha ocerJrr4Bu

HAJ
A '

raj
co
8 n

npr
AOI
n/

npe

Kaj
mg/

B o t
mg)
peA:

HA TIO3HATfiTE

tpoplra (nra4u 4en 4.3).

6roraropvt Moxe Aa
rojarno ce janyua no r
4.4). sa epeue na rprE

KCa3OCIiH I4CTOBpeMeHo

crygau 6eue pe
COK BO JIE|HATA

mmHg u 4/5 mmHg,

rJIaBLIqa I4 3aIIIeMeTeHOCT,

ce AoKor@Hu sHavajur.r
uaQr.u (50 mg) u

oA

Apaeu 4o6poaonqu co
cn,r4euarful ne ro

crygraj a sa
auro4unrau raj

AO IIOJIHI4TEJIHI,I

na "steady state".

MoHooocoar (
HA

) ( u4u Aen 5.1), goraxano e Aera cul,qesadlr.n ro

Bp3 qnKJrycor Ha asor orczA/rluxJrfiqel

XIINOTEH3I,IBHLIOT
co ,qoHopr4 Ha

co 6eHt,trqa

u cutr4eua$wt (25 mg,

peAyKqr4Ja Ha

KaJ naqrreHTa
noJaBa Ha

Hl4Tparure x e KoHTpar.rHIt uupau sa ynorpe6a ao
q (KaKo rtrTo ce aMnn Hurpar H Ha,rparr,r eo 6zro

croBpeMeHara a4lrunzcrpaqzja Ha cr.rrAeHaibur u
cuMnroMarcKa xnnoreuruja, osa HecaraHo A6icrso
qaca no anJrr,rKarlujara na ctl4euaQzl (era4ra gen
rla 3a c[9rlr.r(puqHu r{HTepaKqur4 nouefy .nercou,r,
a ua npocrara (BPH) cra6unrasr_rpauu co repanuja
rlacxpvpanv alQa 6lorarop 4orcca.:ocr.rn (4 mg u
urlt 100 mg). Kaj ,tcnrrraHurlr4Te BrryrreHr,r Bo

_cpeaHa Aononuuremra pe4yrquja Ha KpBHr4or
717 mmHg, 9/5 mmHg u 8/4 mmHg, ipr,qra

npuracor Bo croeqKa noloN6a oa 6/6 mmHe.
r. IIpu ro-a4uuHxc4arluja Ha cr.rnAeHadr.u ;
HpaHH co AoKca3oct4H tepatuja, perKo e
cr4MlroMarcKa xznoreuezja. Eea npujaeenr.r

H CHHKOIIA.

aKrIHu npa r,rcroBpeMeHa a4uznncrpaquja ua
(250 mg) r.rnz aap$apr.rn (40 mmHg), ltaxo oBr4e

ce Nrera6orlrszpaar co uaCYP2C9.
ur (50 mg) He lpoAoJrxeHom BpeMe Ha KpBapelLe

ruceruuaa (150 mg).

MaKcr4MnJrHo HHBo Ha aJrxoxoJr ao rc1lnra o,q g0
xr,rnoreH3v BHr,roT e(peKr Ha anKoxoloT.

noAaToqlr KJIaCI,I Ha aHTI4XI{IepTeH3IiBHII JIeKOBIi:
6era-6loxaropt, utrxz6aropu, aHrr,roreH3l4H II arrrarosucrn.

LI u co rleHrparuo 4ejcruo, 6loxaroplr na
Ha (aJrrltrryoBu KaHaJrr.r u alQa bloraropu uerHrrHr,r peqenTopr4,

pa3naKa Bo npolpr4nor AeJcrBa KaJ rraqr4enrvre xou ynorpe6yrale
lrl cnope46euo co

r4croBpeMeHa an llurca4uja ua czngena$u:r (100
a, 6eue peruorp paHa AoloJrHurenHa

HA CHCTOJIHI,IOT I,I 4pBeH npurtrcoK (npu nerHara nolox6a) ga 8
u7 mmHg, cooABerHo,

npu anruraqnj
Ha KpBHr4or nprarr,rcoK 6zle cropo r4crr4 co
cu,raeHarpu,r KaKo MoHorepanr.rja raj r4paera

qpapuaxoxuueruxara sa usxu1uropu:re na HIVun (100 mg) ue uuj
(caHrrrzuarrap u ; ABara ce cycrrparn ua CYP3A4), npu
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4.6 Vnorpe6a sa BpeMe Ha H Aoebe
He e HaMeHeTa 3a xaj xeHu

AAEKBATHI,I II cTyAI4r4 Kaj opertletlt xeuu raJrr.t Aor.rJrKr.{.
ynorpeba ua Hn KaJ CTaOprIr4 14 3aJarIH 3a BpeMe Ha cTyAtruTe 3a

AyKrInJa He ce HecaKaHu aeJcTBa.
e$exr nps uop$ororujara Ha crrepMara no noearrHeqHa

4osa o4 100 mg Ha raj s4panlr 4o6poeolqn (nugere 4en 5.l).

4.7
He

apa cnocoOnocra
ce cnpoBeAeHH

CO MAIIII,IHH

BPEME HA KJIIIHI4qKI'TE

II 3AMATEH BII]I.

Ka BO OAHOC Ha

|l paKyqaBe co MarrrrrHrt
:a e:rujanzero nps cnocobnocra 3a Bo3er6e r,rJru

co cu.nqeua([ul npnjaeeua e nojana ua
T pe6a 4a suaar KaKBa e Hr4BHara pearryrja Ha

ENA npea aa no3ar aBTo vnv Aa yrrpaBwa.aT co MaIUaHH.

AeJcTBa

6eue npoqeuer so 67-nraqe6o KoHrpoJrr4paHu
xaj 8691 naqneHrn, Kor.r fo [puMxJre neKor cnopeA

xaj naquenrure rperr,rpaHn co cul4enarfur sa

Ar4clencr{4, HapylryBarse Ha BuAoT, HasallHa
Bo nepqenrlrtjara Ha 6oH.

reKor, Bo nepno4 oa 9 roansr.r no nynrerbe Ha
AaTOrIr.r 3a QpeKBeHrIr4JaTa Ha JaByBarLe Ha oBr4e
4ejcrna ne 6rue npujaneuu raj nocurelor Ha
[poMeT I,r He ce BKJr]n{eHfi Bo oa3aTa 3a IloAaTollu

noAony ce cr,rTe MeAurIr4HcKu peneBaHTHr4 HecaKaHrr AeJcTBa
3a BpeMe Ha HCnUTyBarLa, CO r4Hqr{AeHqa Ha JaByBarbe

Hecaxasure Aejcrsa ce npe4craBeHr4 cnopea
na jauyuan e MHory qecru (>10), vecru (>1/100 Ao <1/100),

perxra ()1/10000 lo <1/1000). @pexneuqr.rjara na(>l/1.000 ao <1/1
HA ME.UHUHHCKI4 HecaKaHr4 peaKult[4 [pI4JaBeHu Iro flylllral-Le Ha

BO NDOMCT E HABE HenogHara. Hecarasure 4ejcrra ce npercraBeHl4
A HaManyBarbe Ha

: Me4uqrancru HecaKaHr4 AeJcTBa perucTpupallu 3a BpeMe Ha

AHocHHor npo(ful ua

HA KJII,IHI,IqKI4TE

JIKA, ToIIJIOTHH

BpTornaBr,rqa u

Bo rrpoMer. Heua ro
6n4ej fu.r cHTe

Hr4eTO 3a l1yulTatf,e Ha

^5t
^';,/J

llclrrTyBalLa, co



rpynaTa rr MeIr4ur4HCKA
KETI4HIIIKOTO CJIE

HecaKaHr4 AeJCTBa pefr4cTpupaHrl rlpu

K,raca ua oprann n cll

Hapyurynan a ra rup"ulroi
Muory uecro
rlecro

floepeueno
Perxo
HelosHara $pexeeuquja

f,raeo6o,'lra
Bprorlaruqa
Col{HoaeNmHocr, xunoec,resuja
IJepe6ponacrynapeH rrHcynr, cr,tHKona
Tpausuropeu ltcxeMl4qeH araK, HarIaAu,

Hapyurynan a Ha onoro
r{ecro

flonpelreHo

Henosnara $pexneuqnja

lapyuen BnA, HapyrxeHa nepqe[q]rja Ha
OoH

Hapyruynana ua KorlyKTuBara, HapylxeHo
con3er6e, Ap.
He-aprepucra aurepr4opHa r4cxeMuqla
onrr4sKa HeBporr aruja, petuuatna
BacKynapHa oKny3r4Ja, HapyrxeHo Br,rAHO
noJIe.

Hapyurynara Ha yBoro u
Ioepeueuo
Pe rro

Beprraro, TuHrr'tyc

Hapyuryaana Ha cpqero
IloepelreHo
Perxo

Henolrara rf perneHqnj a

fla:rnuraquu, raxlrrapAprj a
Mr.roxap4ajaleu unQapxr,
Qu6pur'a4uja
BeHrpaxylapna apurvuja,

a'rpuJanHa

HECTA6I,INHA

Bacny"rapnu HapyrxyBarba
9ecro
Pemo

Ton,rorHu 6pauoeu

Pecnllparopull, TopaKaJrHn
I.IM EAIIJ ACTI,I HAJT HII HA
rlecro
Perxo

Ha:a,rsa KoHrecrxj a
Encuraxca

Iacrpouurec.rnralnu
9ecro

Hapyurynarra Ha Koxara, rr
TKI'BO I{ MEKIITE TKIIBA
floupeueuo
Helosuara t[pexreuqr.rja

Zcun no xoNara
Steven-Johnson-oB cHHApoM, roKcr4qHa
ENHAEPMAJIHA HCKDOJIH3A



Hapyuryran a na
cHcreM r-r AojKara
floupeveno
Heno:nar:a tbpexee

Xeuarocnepunja, KpBaperre oA rreHr4cor

Onrurt uapyuryrarra n
MecToTo ua an,rr.rxaqnja

fpa4ua 6olxa. cla6ocrs.

Baxso e npujaeysamero ua oA HecaKaHr.r 4ejcrna Ha ,'reKor rro ro6lreageto
Bo flpoMer. Toa onosuoNyna KoHrxHyr,rptrH
pr.r3rrr Ha MeAurlaHcKr,ror npolt3BoA. CtA

rc npr.rJaBar ceKoe coMHeBarbe Bo HecaKaH e6el
aByBarse Ha uecaxaua e$erru.

4.9 Ilpe4osuparre
pa e4HorcparHa antnxaquja Bo Ao3r.r 4o 800 mg r<aj 4o6poao:ruu

pefHcTpnpaH rrTe HecaKaHL A cnuqHlr co HecaKaHHTe 4ejcraa npa anluraquja
Ha noHvcKI4 AO3I4 OA neKOT, HO
A[Jrr4KaUuJara Ha Ao3r4 oA 200

r{HTeH3 r4TeT r4 r,rHqnAeHrla HaJaByBarbe
pe3ynr pa[Je co 3roreMeHa erpHractocr Ha JleKor

HO JA 3rcNEMI,I I,IHIIIdAEHIIATA Ha Hecar(aHH pearrlr4a (rlaeo6ona, TorrJrorHr,r
6paHonz, Bprof naBr,rqa, KoHrecrr{a, 3aMaTeH Br4A).
Bo c:ryvaj Ha npeAo3uparle Aa ce [pr4MeHar cy[oprr4BHr,r lreprra. Peualuara
I JAnv3a He ro 3roJreMyBa ua curgenaQu:r 6u4ejrtu leror Bo foJreM aen ce
Bp3yBa 3a rrpoTeuHr4Te oA He ce enr.rMHHr.lpa npeKy ypr.rHaTa.

5. A.A,PMAKOJ'IOIIIKI,I TO
5,1 @apnraro4uHaMcKu cBo

na o4o6peuue 3a craBalLe
Morrr.rropr{Hr Ha 6a,rascor
3ApaBcrBeHlire pa6orHuqlr ce
npexy Haquoua,rur,ror rIeHTap

@apuarorepanenrcKa rpyna:
epexru,rna 4l.rcrpyurquj a, ATC

MexaHlr:aM ua aejcreo
Cu,r4ena$r.r:r e opaneH neK 3a
ceKcyaJrHa cruuymquja ja
3roJreMyBalbe Ha nplrnr4BoT Ha
@u:uonouruor MexaHI43aM

, Jlerconu Kolr ce Kopncrar 3a rperMaH Ha
E03

4r.rcQ yrxqraj a.

BO

e

ByBa HapymeHaTa
Bo npupo4nu ycnoBH r.e. npt.r

epexrr.rnna ([ynxqr.rja nper<y

BKlyrryBit
BpeMe Hil

AfoBopeH 3a epeKqr.rJaTa Ha neHr4coT

ff'"t06
is $i,h i1:1 $trz\ E

i-,_ l.,.H.{.l; er

ocro6ogyearre Ha a3oreH (N J BO KaBepHO3HOTO Te,'IO Ha neHLICOT 3a

1 0



crr.rMynar{r4ja.
pe3ynTr.rpa co 3roJreMe

MycKyJrr4 B0 Kopnyc KaBepHo3yM CO 3rOneMeH
Ha KpB BO neHI.tCoT.

E IIOTEHTEH CEN r,tHxr{6r4rop Ha cfleqr4or.rrrHaTa (bocooAr4ecTepa3a
5 (PDES) Bo Kopnyc a PDE5 e eH3r,rM o.4roBopeH sa pa:rpa46a Ha

CG . Culgeua$ul uua Ha ynora rpr eperqujara. Culgeua![ul ueua
pelarcaropeu eQe

AoBarenHa ponaKcaqltj a

eMyBa penaKcaTopHuoT
Irparse Ha IIT4KJTyCOT

la
oA

HAJ
HA
Kaj

uHxlr6uropur,r
HA HHBOTO HA

KOpI,ICHT4OT

cTr4MyJrarIHJ a.

uH eumpo
PD 5, nxlyreu no

oTKOJTKy Bp3
IIOTOIEMA

IyKrluJara Bo
ur r.rua npexy 80

E 1 u nag 700 naru
4000 naru nofoJreMa

usorpopua

Eea r43BeAeHu ABe
ul tall,emt 3a .qa ce
IIo ceKcyurnHa

) co an,rrzraquja na

aTHO Ce flOoneAr4qa Ha

nocrurue 600% p 3a cgKcyaJreH ogHoc) 6ulo 25 uunyrlr (oncer
-37 ur.ruyru). Bo 4pyra cryguja, czr4eua([nr oe yrxre 6eure cnoco6eH 4a

epeKrIHJa KaKo ceKcyanHa crulryraquja no nepr4oAor oA 4-5 'rac:a
AO3ara.

I{Jr npeAU3Br.rKyBa HO V Tpaffir.rTOpHO HaManyBaEe Ha KpBHr,roT
coK Koe Bo nogertero ol He Aano KJIr,IHr4qKI{ eQeKr.

ANNHIII4KAIIHJ A mg curAeHaQr4r Bo JrexaqKa no.nox6a 6eure
cpeAHo HAMAJIYBAIDE HA CI,ICTOJIHIIOT I,I HA AIIJACTONHI,IOT

nplnr4coK sa 8.4 mmHg cooABerHo. Oeue Haualynau,a Ha KpBHuor
CE KOH3UCTEHTHI4 ArrnararopHare er[erru na ct:r4eHaQul, u

Ha HlrBoro ua oGMP Bo Ma3Hara MycKynarypa
caAoBH. annr4Karluja ua culgeuarpnl 1o 100 mg

OKCIIA TO AKTIIBUPA EH3I,IMOT IBAHI,IJIAT IIHKJIA3A
Ha rlr4KJrr,rqeH fBaHo3r4H l.rouorpoc([ar (cGMp) u

r.r3onr4paH xyMaH Kopnyc KaBepHo3yM HO Ct4JrHO fO
Ha a3orHr4or oxcua (NO) so oga rtclrso. flpa

KOe Ce JaByBa 3a BpeMe Ha ceKcyant:ra
Ha cr4JrAeHa$rrJr npa PDE5 pe3ynrr4pa oo

KaBepHo3Horo rero Ha rreHr4cor. 3a 4a lroxe .{a ce
e$err ua cua4eua$u,r HeorxoaHa e

AeKacur4eualpur e ceJreKrHBeH 3a eu3rlMor
Heroeoro aejcrno upr PDES e rr,tuory
rpoc(logaecrepa.eu. CulgeuaQu.rr urrla 1 0

epeKqrrJ a.

DE5 so oAHoc Ha PDE6, en:r.rrr,r BKJryqeH Bo
ynorpeba Ha Mar(clrMiIJIHt4Te npenopailaHr4 Ao3Ir

oeJIeKTI4BHOCT CnOpeAeHO CO CeJIeKTT,TBHOCTa
PDE2,3,4,7,8,9, l0 u 11. Oco6eHo, cr.rAeuadnn

sa PDE5 orKonKy sa PDE3 rcoj urro e cAMP-
BO KOHTpOnaTa Ha CprIeBaTa KoHTpaKTr4nHOCT.

KJrr.rHr4qxr4 cryAr4r.r co an,rzraquja Ha
BpeMero xoe e norpe6no JreKor Aa npeAr43Br4Ka
Bo nnerusvorpa([cro ucnuryrarse Ha neHr4cor
rJraAHh nau[eHTr4 npocegHoro norpe6uo npeue

4obponorqa ue co KJrr,rHr4qKrr peneBaHTHu e<perru apr EKI.

11



co ynoTpe6a Ha eaHoKparHa nepopzrnHa Ao3a
co rerrKa KopoHapHa 6onecr (CAD) (>70%

crefro3a Ha HaJManKy eIHa r
cpeqHr.{oT cl4cToJreH oAHOCHO

apTepvJa) oeIIIe perr4cTpr.tpaHo HaManyBari,e Ha
npHTr4coK ra 77o o4nocno 60Z, , cnopeAeno co

fioqerHara apeguocr. Cpe
Cu44euarpun ueuarue uuj cpqeBxor "output" 14 He ro Hapy[u nporoKor tra

JrMoHaJreH KpBeH flp]irltcoK ce lraualu ga 9\Yo.

KpB Hr43 CTeHO3HpaHUTe KpBHrr

Cn$ore4ena e 4eojuo clena,
aex{6ra co Harrop, Bo xoja 6une

KOHTpOnlIpaHa KJrXHr,rrIKa CTyAI,\ a CO BK,[yqeHr,I
144 nagueuru co epeKrrrnHa aucrfyaruuja r.r

no annuraqlrja ua cun4eua$ul no 4osa o4 100
Hv flpoMeur,r so cnoco6uoc.ra 3a pa3Jrr.rKyBar6e

na Farnsworth Munsell 100 hue lecror: ogue
e$efltru ne 6ea peruc, pupana
Me)faHr43Mor acorlr4paH co

no annHKarllrJ aTa.
so cnoco6Hocra 3a pa3nuryBarbe na 6ora e

nutgr6urluja na PDE6, eusuu
perl{Hara. Cran4eua(pun ue r

ufpa ynora oo <pororpaugyxrlr4cKaTa KacKaAa }la
ocTpI,IHaTa Ha EHAOT t JIH Bp3 OCeTIHBOCTa la

KoHFpacTr4. Bo uala n:raq cryAI.IJa co BKJryqeHr4 raqueHTr4 0o
norPpAeHa paHa MaKynapHa I
arrJrl-rKarlr4J aTa Ha eAHoKpaTHa
K'rnFxqKx npoMeHu Bo cnpoB
Amiler grid, pa3nr4ryBarse r
Hu+phrey-oB nepuuerap u rfr
llo pepopa.:tra anluxaquja ua
ue $ea :a6elexaHr4 npoMeHa

acoqupaHa co Bo3pacra ua naqueuro'r (n=9)
Ha(bfin oA 100 mg ue pe:yaruparue co snavajrrrE

TeoToBH 3a aHanu3a Ha Br4AoT (oc'rpr4Ha Ha BHA,
co cHMynupaHlr cBeTJrocHLt cooopaKaJHr.r 3HaIIH,

Bo ao3a oA 100 mg xaj s4panu 4o6porolqa,
r-r Bo MopQonoruJaTa Ha cl]epMaTo3ouaa.

(sr.r4ere ae,r 4.6).

flpypu nodamoqu od xLtuuurri
3a apeue Ha KJrr.rHr.rqrrrre r{c cnnAeHa(Fun ra6rerare 6ea a4ur,rHucrpupanu raj
nongfte o4 8000 naquesrn oa 19-87 roAlrHr,r. EHne BxryqeHr4 cJreAHr4rE

xpogxqHa cra6ulna aurnua
LlcKlflyqoK ua uurpa, lr). Pes
noMefy clrnAeHac[ul u n:raqe(

unApHr4Te rpynr4 Ha narlr4eHTll
ucnqrTyBal6a: naIII4eHTI4 CO

KaJ HeKOH OA HonltTaHr,rqr.rTe,
mg 6ea pervcrpr4paHr4 JrecHr,r
sa 6ou (cusa H 3eJreHa) co

fpy4r.r Ha naqrreHTr,r: nocTapr4
co Fr4ja6eTec uenr.rryc (20,3
naqfeHTr4 co xr4nepnr4nl{AeMr4
(0.6%), naulresrh KoH c.rpaAa
pecoKr(uja Ha npocrra (3.7Yo

peAoBHo 3eMane aHTr.raHrr,rHaJrHr.r npenaparu (roo
He floKaxatne pgJreBaHTHr4 KJIHHTTTIKI.I pa3JIIllC4

6z ja orpauuuu:re ynorpe6ara Ha cr-rnAeHaabr4n.

) .

), naquenrn co xunepreusrja (30,9%), naqr4erfl.u
co r4cxeMr4qHa cpqeBa 6onecr (5,8%),

,8%), naqnenru co noBpeAa Ha p6eruuor uosox
Aenpeclrja (5.2o/o), mgueurr4 co rpaHcypeltp{rnFra

HrH co paArrKanHa npocrareKrouuja (3.3%).

o

),
( l
U

t4

3acralteuli unu 6ea IrcKJIyqeHr4 oa KJII4HuqKztp
xHpyprrrKa HHrepBeHrIrzJa, naqlreHTn no

paar{orepanr.rJa, naqxeHTr4 co
co oqpeAeHr,r KapAHoBacKynatr

peHanHo rrJrr{ xenaTaJrHo HapylxyBarse n fia\ueHTpr
(nu4r 4er 4.3).

Coofl,Hocor ua naqneHrn xou 6 Bo r{cnrdryBarla co (purcua 4osa u xaj xou
no TpeTMaHoT co no4o6pyrane no eperqrajara 6un
cneAHuor: 62%(25ng), 7 4%(
fpynara.

u 82%(100 mg) cnope4eno co 25Vo so ruaue6o

t2



(
(
(61
HA

Bo

84

cwe c"ry arr|/^, cooAHoCOT

J, MeIUaHa epeKr[JIHa
a'ra no4 gejcrno ua

), nocrapr4 tru\a (67%),
), xunepr:eusaj a (68%), I

p6ereu ruosor (83%),
6eue nornp

ncxara areuquja sa
co pe(lepen.rrur

ne
BO

aTpr4cKx rronyJrarlr4r4r4 3a
4ujarpucxa ynorpe6a,

quja
6pro ce

xonqeHrpaqlrja

). flo nepopanna
25 rc 63%). tlo

rIrroHaIHO CO 3to
a[nr4Karlr.rJ a Ha cllnAe

o4roNyeame ua T

4uja
cra6r.r.nsa roHqeHrpaqaja
u6yqnja (Vd) n:uecyoa I

NJI:BMATCKA KO
(u ueroeuor

3a npoTer.rHr.ITe o.4
ro nqeurpa4aja

[poTexHI4 ]{e
no anmrauuja sa

no ejarylaror
AO3a.

HJI AOMUHAHTHO CE

CYP3A4 (
no quprylaqllj ara

]IIIT I4MA CEJIEKTXBHO II

{ t

6 0 r
(o,q
rlpo
llpr

Iuc
flpu

lIo

Euot
Cul,
I430e

e umpo y c rroBrr elpeKroT

I J

raj urro 6ulo ga6elexano no4o6pyname na

5 usuecyea oro,ry 50% oa e$error Ha ocHoBHr.ror

e:rrelylm: rcrxoreHa epexrunua 4ucqpynxquj a
uja (77o/o), opmHcKa epexrrrnHa ar"$y"*q"ju

)rec Menmyc (59%), ucxeur,rvua cpqena 6olecr
1o/o). pa4uxanua npocrarexrourj a dZy"), noBpe{a
uja (7 5%). Ees6eAHocra u e$uracnocra na

. co N-4eurarnna4ujara ua culgeualpun. Onoj
(!oc<po4zecrepasara cJrr4qHo ua cul4eua(lul, a

BpeMe Ha Aonrorpajuu xlllurvru cry4uu.

orK,Dr(a oA o6npcxa.ra Aa noAHecyBa pe3ynrarrr oA
Korr coApxar culgenalpl.r:t raj cure noArpyrrr4 na

Ha epeKrr4nHa 4uc(pyHxrilja. 3a uu$oplraqr.rlru
/ l a

nepopaurua anrrraquja Ha [pa3eH xeflyAHrrxa,
ce rocrxrHyBa no 30-120 ulruyru (no npocer

cpeAHara ancoJryrHa 6uopacno.noxun ocr e 41%o
na cul4enarful, AUC r.r C,n* pac.rar

Ao3ara HaA nperoparrauuor oncer (25_100 mg).
xpaHa, ce HaMaJryBa creneHor ua pecopnquja co

Mt4HyrH u npocerrHo HaManyBarre sa Cmax sa

BO [nrBMaTa cpeaHr,roT BonyMeH Ha
yKiDr(yBa Ha rKr{Bua pucrpu5y4uja Ha JreKor.

Ao3a oA 100 mg, cpeAHara MaKcr,rMaJrHa
Ha cur4eua$Nr e oKony 440 ng/ml (CV 40%).

N-.4ecnerxu,r ueta6owrc'1 e 96yo
pe3ynrr.{pa co cpeAua MaKc}IMaJrHa clo6o,usa

ur og 18 ng/ml (38nM). Bpsyaanero co
BKylHr4Te KOHII9HTpaTII4I4 Ha JIeKOT.

ut ra6teru (100 mg eAuHequa 4osa) raj sgpanr.r
noManKy og 0.0002o/o (npocevno 188 ng) oa

co rroMorrr Ha xelaTaJIHIIre Mr,rKpo3oManHlt
,reH na'r) u CYP2C9 (cnopegeu). flanHuor



r(o HrIeHrpaur4j a eTa6orHTor e oKoJry 40%o oa ronqeurpaqr.rjara ua
rl. N-4esuetrn [oAJrexI4 Ha [oHaraMoIIIeH Mera6orzsal{ a
noJryxr{Bor My e 0

unaquja
Kjrr.rpeHc Ha e 4l Llh co repMr.rHanHa (fara na nonyxrrBor Ha

lepopanHa rcnlr r.rHTpaBeHcra agnruuzcrpaquja,o4 3-5 uaca.
CE ENI4MI,IHI4PA BO ua uera6oaurz nperexHo npery (feqeco.r (oxony

o4 anluqupanara 4osa) rrpeKy ypr4Hara (oxoly 13% oA annrrq paHara

roAHHt4) ldMaar HaMatr'reH K.irrrpeuc ua clu4eua([r,rn,
pe3ynrr.tpa co oroly 90% rrJranMarcKa nouqeHrpaqzja na cl.rl4eua<[al u

or aKTfiBeH N- uera6o:rur c[ope.qeHo co KoHrleHTpaur4r,rre
KaJ 3ApaBr4 n nutl (18-45 roAusn). 3apa4r pa:nnrcure rou

nocToJaT Bo Bp3yBar6eTo KHT9 npoTelrHr,I Bo 3aBI,ICHOCT OA BO3paCTa.
HA IJIA3MATCKATA urpaqrjara na c:ro6oAen cH:raeHa$ran usnecvealre

co peHaJrHa
He perfifipHpaHa npoM Kr,rHeruKara Ha cral4enarpr.rl tro nepopnnta

a Ha ear.rHeqHa .4o3a mg xaj aobpooo.nqn co 6laro Ao yMepeHo peHzrnHo
(Kpearr4Hr4H c

Ha cpeAHr.rTe BPg
30-80 ml/urau). Eerue perr4crpnpaHo

ga AUC u Cmax ua N-geclrert:r lrgra6o.nrror ra
u 73Vo, cooAneruo, co BpeAHocrr4re perucrpupaun xaj 4o6pononqr.r

oospacr 6es Onue pasnaru HeMaar crarr,rcruq(a
 KO CE HMA BO roJreMara oapuja6uluoc,r raj uonzranuqure. Kaj

NqUTE CO TEIIIKO (Knr4peHc Ha Kpearr4HrrH <30 ml/uun )
ua cur4eua(pu.r HaMaJreH rrrTo pe3ynTr4parxetr co npoceqHo
sa AUC u Cmax lr 88o%, cooAserHo, cnopeAeHo co Bpe[HocrrErt

HpaHr4 KaJ I4cra Bo3pacr 6* penalxu oru'reryrana. Eerne
r,rpaHo cr.rrHfi lpr4KaHrHo Ha Bpeauocrr4Te sa AUC z Cmax ua N-

Mera6orr.rror oA cooABeTHo.
co xelaTanHa HHcVo

Kaj

(8s ) u Cmax (47o/o) ctope

oopoBonur,rTe co oJrara epeHa xeraranHa rlupo3a (Child-Pugh A ra B)
na cu:r4enarf u:r ruro pe3ynrr4paue co 3roJreMyBarle ua AUC

BpeAHocrxre per''rcrpnpaHr.r xaj go6pouolqlr na
sogpacr 6eg xenaranHo He e lrcnarana $apnaroruuerlrKara Ha

r4Jt KaJ naqr4eHTrr co ItrTeryBarbe ua xenara:tra'ra t[yuxqaja.

no.rlaTouIl HA IEKOT

40%.

oA
flo

ucnLITyBaILa 3a
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noTeHrlr.rJ irn H pelpoAyKTHBHa
rlooebeH px3r,rK oA npr.IMeHa

6.@APMAIIEBTCKI{ NO

6.1 Jllrcra Ha encunrlfieHcrt
o flolaxpn,run rannyu
o Ko,rozAna 6e3BoAHa c
o JlattrogauoHoxlrApar
o llosraAoH K-30
r Acnaprav (E951)
. KpocKapMeno3a Harp
. BKyc Ha

nerIepMr4HToBo Macno)
o Margeguyrr,r creapar
r KaIuyNa XI4ApoKcI4A

6.2 I{srolrnarr,r6u,rsocr
He e npuueHlrzeo

6.3 Pox na rpaeu,e
36 ilrecequ.

6,4 trIaqus Ha qyBarbe
He ce norpe6Hu noce6nu
rraK5/Bar5e 3a Aa ro 3aurTr{Tr.ne

6.5. flpr.rpo4a H coAprr(HHa Ha
TpaucnapeureH PVC,PCTFE-
flarqynarre co: 2 ra1tqa

6.6 Orcrpanyaane ua
Heyuorpe6eHara KoJrlrqlrHa
BaxeqKHTe nponficld.

7. IIOCIITEJI HA ONO

A,reoreu 4oo Eapuqe-
Yr.Kosapa 13,4, 1000 Cxonje
P.MaregoHuja

8. EPOJ HA ONOBPEHI,IE
felplo,a 25 mg, ra6rera sa
feAena 50 mg, ra6rera :a
felpsa 100 mg, ra6lera :a

TO

n roKcr4qHocr ro paroojor, He yKaxyBaaT Ha
naj lyie.

AeKcrprrH, rvro4u(luqupan crpo6 E1450 n

AopoAHa Kr4ceJrr4ua (sa npularogynarre na pH).

qyBarle Ha reror. llynajre ro Bo opnrrrHaJrHoro

6,racrep

npou3BoA, oAHocHo ornaAHr.ror uarepuja;l
rpe6a ga c eoAcrpanrr Bo cornacHocr oo

O 3A TIPOMET

Cronje

TIPOMET
ra6:reru, (6:rncrep lx2)/r<ymja, 15-37 07 I 13
ra6:;eru, (6rucrep lx2)/xyruja, | 5 -37 08/ 13
2 ra6reru, (6nucrep 1x2)/xymja,1 5-37 09 I 13
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