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3BI,IPEH I{3BEIIITAJ 34 OCOBI,IHIITE HA JIEKOT

r. I{ME HA JIf,KOT

Jlesrlpa l0 nrg $uru-o6loxeHn ra6,rerx

2. KBAJIIITATI4BEH I{ KBAIITITTATHBEH COCTAB:

Cexoja ra6lera coapxn l0 mg oapaexaQra,r (oo $opnaa ua xHgpoxropn q).

3a ueLtocHa .rrc'ra na cKcut.utkelcH u jlet.c tlo rerol.6.l.

3. OAPMAIIEBTCKA OOPMA

Orau-o6loxeHa ra6.nera.

floproralooa rpKalre3Ha ra6.nsra, o.q e.qHara crpaHa o3HaqeHa co BAyER_osaor Kpcr, a o.{ Apyrara
crpaHa o3Ha'reHa co " | 0".

4. KJII4HI{TIKII TIOAATOIIII

4.1 Tepanenrcxlr HHAHKaqtln

Jleryea*e Ha epercrnnHa AncQyHKrIHja xaj eo:pacHn uaxn. EperruuHa AHcOyHKunja e
uecnoco6socr 3a nocrHrHyBalbe uJrn oapr(yBalbe Ha epeKuHJara 3a 3a.qoBorHTeJIeH CeKCvaneH
o.ilHoc.

3a Jlesnrpa aa 6'rae e0HKacHa norpe6ua e cercyalua crruy.naquja.

4.2 loznpzwe r Haq$H Ha ynorpeda

.IIosHoalbe

Ynorpe6a rai gospacHn Mflgl
flpenopavaHa ao3a e l0 mg 3eMeHa no norpe6a, npu6raxHo 25 lo 60 MHHyTH npeA ceKcyanHara
aKfHBHocr. Bo :aeNcuocr o4 eQnracuocra H noAuocrrjBocra, Ao3ara Moxe Aa ce 3roreMx Ha 20 ms
HtH Ia ce HaMaiH Ha 5 mg. Hajro,reua npenopaqaHa Ao3a e 20 mg. MaxcrualHara np"nopu"""i
ao3a e eaHaur Ha aes. Ta6,rernre Jleaurpa Moxe aa ce 3eMar co n,ru 6es xpaHa. ,{ejcraoro *o*",qu
6uAe oAloxeHo, aro ra6rgrara ce seMa co xpaHa uro coApxH MHory MacHorHH (Br.tAu Aen 5.2).

CueunialHa nony.nartnia
flosrapa nonynauHja (> 65 ronnHH)
He e norpe6xo npnnaroAyBarbe Ha Ao3ara raj noro:pacHu nauHeHTH. Cenar, 3roleuysase ua
ao3ara ao MaKcr.rMyM 20 mg rpe6a BHHMarerHo aa ce 3eMe Bo npeaBHA 

"o 
,u"rlnoa, oq

HHAHBhayarHara noaHocnHBocr (Bltan aer 4.4 n 4.8).

Hapvureua SvHr<ulrja ua upunor apo6
lloqerna aora raj lauheHra co JrecHH H cpeAHn HapyuyBarba so QyHrunjara Ha upH]tor Apoq
(Child-Pugh A-B) e 5 ntg. Bo aanHcHocr oa noAHocJtHBocra n e0nracuocra Ha reKor, Ao3ara Mo)r(q
,{a ce 3roreMn. Hajrolerua npenoparaHa Ao3a 3a naqheHTr-t co cpeAHn Hapyu.ryBarba ao QyHxu[jam
ua upHuor apo6 (Child-Pugh B) e l0 mg (aN4x aen 4.3 n 5.2).

N"
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Hapyureua 6yururlja ua 6y6pesure
Kaj naUleurn co,'recHH Ao cpeAHo TeuKH HapyuyBar6a Bo OyHKUHjaTa Ha 6y6pesnre ue e norpe6Ho
npIInafoayEat6e Ha,[o3aTa.

floqersa ao3a 3a nauHeHTH co re[lK' Hapyuy'a]'a ao QyHrqujara Ha 6y6pe3,re (x.nupeHc Ha
KpearHHld*+r < 30 ml/min) e 5 mg. Bo 3aEHCHOCT OA 

'O.qHOCJIIBOCTa 
n e$uracHocra 

"" n"nor,
Ao3ara Moxe Aa ce 3roJreMr,t ua l0 mg u 20 mg.

Ileaniaroncra nonvlauuia
Jleanrpa ue e hHA,ul.{paHa xaj u:raar. nog l8 ro4nxn. Heva aHarajxa nHgnxaqr.rja sa ynorpe6a na
Jleourpa raj aeua.

Ynome6a xaj naureuru urro :elraar apyr[ rexosr.r
HcmoepeNena ynontpe6a co CYP3A4 unxu1umopu
Bo xor'r6Huaquja co CYP3A4 uuxx6uropu KaKo rrrro ce epHTpoMxrluH Hnr{ KnapHTpoMr.ruHH, Ao3ara
ua aapaeHaQru ue rpe6a aa HaJIMrjHe 5 mg (sHau aer 4.5).

Haqrx xa ynoroe6a
3a nepopa,rHa yno'rpe6a.

4.3 Konrparnauraurur

flpe'ryacreHre,ruocr Ha aKT BHara cyncraHqnja nnu ua 6uno xoja o4 nolrouuHTe cyncraHuxu
HaBe;leH a0,lc;r0r (r. L

Hctoopeveua ynorpe6a ua oapAeHa$r.r,r H HHTpar[ HJIH aoHopg Ha a3oreH oKctra (Ha rrp. aMHJI
uurpnr) ro 6ano r<oja Qoprr.ra e KoHrpahHAr.rq[paxa (suAu Aer 4.5 u 5.1).

Jleanrpa e KoHrpahHAHuxpaua raj nauueHrn xou ro eary6ure Br.rAor Ha eAHoro oxo noDaarl
HeaprepHTr.rt{Ha aHTepHopHa HcxeMHqHa onrHqKa HeBponarnja (NAION), AypB H aKO rOj uacraH xe
6nr noap:au co nperxoaHa ynorpe6a ua xuxr,r6urop Ha Soct[oarlecrepa:a S (pDE51 (stllu rcn 4.q-

Max*e xa KoH He aM ce coBeryBa ceKcyanHa aKrHBHocr (ua np. co reuKH KaparroBacKynapHn
6o,recru, KaKo urro ce Hecra6nlHa aurhHa neKropHc unh reuKa cpu,eBa uHcyQr,rqneHqxja [lll llln IV
creneH cnope.q cKanara Ha 3apyxeHl.rero ga 60.necru Ha cpqero - New york Heart Association]), ne
cMear aa 3eMaar Me.[Hl-lxHcKH npoH3BoAH 3a reKyBarbe Ha epeKTrurHa 4xcSyHxqaja.

Ees6e4xocra Ha sapaena$u,r He e rrcnHryBaHa raj c.negHasa noArpyna Ha nauueHTll H 3apaau roa
uerorara ynorpe6a raj uno e KoHTpaHHAHurjpaHa c6 aoaerca He ce 4o6njar noHoar.r r.rHQopuiqr. .r:

- reurKo HapyruyBarbe aa QyHruajara Ha upHnor apo6 (Child-pugh C),
- TepMnlriueH craanyv ua 6y6pexua 6olecr xa4e uro e norpe6na,qNja.nr.r:a,
- xHnoreH3r.{a (KpBeH npnrl.rcoK < 90/50 mmHg),
- KaJ nauneHTu KoH AoxuBeare Mo3oqeH HHcyJrr l,lnH MHoKapAeH ux0aprr (oo nocle4utre 6

MeceuH),
- uec'ra6arua aHrhHa neKropl.rc l.j no3HaTa HacneAHa AereHeparlrsHa 6orecT Ha o,rTre (relinitis

ptgntenlosa).

Hcrorpelreuara ynorpe6a Ha oapaeua$ru a jaxu r.rHxu6uropn Ha cyp3A4, xaro urro ce
KeroKoHa3ojt H HTpaKOHa3on (:a nepopanua ynorpe6a), raj ruaxn HaA 75-roaHujHa Bo3pacr e
KOlrTpaxHnruhpaHa.

I4croepelreHara ynorpe6a ua oapaeHa$ra co uHxn6uropn Ha Hlv-nporea:a, KaKo urro ce
pmoHaBHp H HHAHHaBHp e KoHrpaHH,qHqHpaHa, 3aroa uTo rHe ce MHory jarn uuxn6nropr Ha
CYP3A4 (nuaN ae,r 4.5).
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4.4 Iloce6uu MepK[ na rperrra3JrfiBocr n noce6nt [peAyrrpeAyBarta

llpe4 noveroror Ha rfapvaxoloruruor rperuau, rpe6a Aa ce 3eMc aHaMHe3a H Aa ce rl3BpuH nperneA
Ha nauneHror, 3a .qa ce AnjarHocrNUnpa epeKrrurHara .{BcOyHKqHja H Aa ce AerepM[Hgpaar
noTeHunJanHl-lT€ rrpHqHHH 3a Hea.

Ilpea noqeroxor ua 6x,ro xarso neKyBabe Ha epeKrr..r;rHa aNcSyuxqnja, neKapor Mopa aa ro HMa
npeIBH,q KapIHoBaCKynapHaOT CTaryC Ha naUUeHTOT, 3aTOa utTO npH CeKCyaJrHa aKTI.IBHOCT rrOCTOt.l
oApeAeHa onacHocr oA BrouryBabe Ha 6olecmre Ha cpuero (oHAH aefl 4.3). Bapaena{un 4ejcreyra
BanoanrararopHo H Moxe JrecHo a MHHJIHBo Aa ro HaMaJrH KpBHHor npHTncor (sn4n ren S.l).
flaquerrx co oncrpyxuaja Ha oanHBor oA neBara KoMopa, Ha np. aoprHa creHo3a H fl.qnonarcKa
xuneprporpNvua cy6aoprxa creHo3a, Moxe aa 6nAar ocerrgat,l n" 4"j"ruoro Ha Ba3oal..rraropr{re,
auyrysajka rr N ua sHxr6nropr.rre ua Qoc$oauecrepara ran 5

Kaj naueHra co aHaroMcKa .{eQopMaunja Ha neH6cor (na np. auryrauxja, co KaBepHo3Ha Qr.r6poearuu llejpouaela 6o,recr) x,rn raj naqneHrn co npe4xcnooHqaja Ha np'anH3aM ("" np. tpnr"""
aueuuja, I{yJlTH[eH Mr..reJroM Hnu leyxeur.rja), MeAHuHHcKH npoH3BoAH 3a epeKrrjnHa gucQyHxqnja
rpe6a ga ce ynorpe6ysaar eunuare.nHo.

Bes6eAuocra n e$axacuocra ua-rcou6nuaqxNre Ha Jleanrpa $urv-o6,roxeHx ra6,rgrr co lTesurpa
nepopanHh Alcnepru6N,rHn ra6leru n,rr Apyrll TpeTMaHH 3a epeKr6nHa 4ucQyxrqxja He ce
HcnHryBaHH. 3aroa raraare rcou6nuauxn He ce npenopaqyBaar,

flogHoc.ttreocta Ha t\taKcalra.JrHaTa ao:a ua JIes[Tpa 20 mg Salu-o6loNeHy ra6reT11 uoxe 4a 6n4e
noHHcKa KaJ nocrapy nauneHru (> 65 roaxuu) (Btl:A Aen 4.2 u 4-g\.

Ilcmoene eua )tnontpe6a co aqba-6noxamopu
HcroapeueHara ynorpe6a Ha a,'roa-6,'roKaropx n oapgeuaQrur raj uerox naqHeHTu npea'3Br,KyBa
crMnroMarcKa xrnoreu:tja, 3aroa rxro H eAHHTe n Apyt Hre cnafaar go rpynara Ba3oAuararopu.
HcroopeueHoro neKyaalbe co aapaeuaQu Moxe Aa ,uno"n" 

"u*o 
aKo nauueHTor rta repannja co

an0a-6noKaropH rlua cra6u,rna 3ApaBcTBeHaTa cocroj6a. Ha naqraeHrure KoH ce,eKyaaaT co ansa_6loraropa H AMaa-t cra6xrna 3apaBcrBeHa cocroj6a HM ce npenopaqyBa reKyBagero co
rapAeHa$an aa 3anoqHe co HajHrcra no""r"" aor" oA 5 mg Qnnu-o6aoxeHg ia6nern. 

'Bapaenaqral

Moxe ceKorau aa ce ynorpe6yqa co raMcyro3t_tH rr:rr co a,r$l.rocurr. Kaj tcroepeueHara ynorpe6a
Ha aapaeua$r.u co lpyrx arSa-6loraropH norpe6eH e oapea; BpeMeHcKH HHrepB.r.Jr veIir nNnHoro
:eua*e (aa4u llen 4.5). Kaj nauHeHrHre KoH 3eMaar onrxMaJlHa,qo3a Ha BapaeHa$rur, niryaart,ero
co aasa-6,roxarop vt rpe6a aa 3anoqHe co uajHncrara roga. Kaj naqnerrure KoH 3eMaar oapaeHaQru,
nocreneHoro 3roneNryBabe Ha ao3ara Ha aa$a-6noraropnTe Moxe .qa aoBeae .qo AononHrrelrHo
HaManyBa}t)e Ha KpBHTIOT npHTHCOK.

lIc moepe.ue uu yt r tn t nc 5a co C Y P JAI u r txu6u mo pu

'rrruupcMeHara yrrorpeoa Ha BapaeHaenn H MoKHH uuxnOnropn sa Cyp3A4, KaKo uJTo ce
KeroKo'a3.n v HTpaKoHa3.r'r (opaaHa dloplra), rpe6a 4a ce ua6eruyaa 3aroa urro npu rou6nsaqura
Ha oBHe JreKoBH ce 3ro;relryBa nr&rMarcKara KoHueHrpaqrja ua napAeHarfx,r (sualr gir 4.5 n 4.3)

,{o:ara ua aapaeHa$r,r Mo)Ke aa ce rrpHnaroan npH r..tcroBpeMeHa ynorpe6a co yMepeH, Cyp3A4
ttHxu6tropu KaKo epHTpoMHuHH H KrapHr?oMHquH (srlA[ Aer 4.5 n 4.2).

Aro leror ce 3eMa 3aeAuo rpejnQpyr Hnn coK oA rpejfiOpyr, Moxe Aa ce oqeKyBa 3roreMyBarbe Ha
cepyMcKara Kotrueurpaqnja Ha rap4eua$r.1. Taxgara rcov6lrHaqr.rja rpe6a ga ce Hr6erHyaa (rl.tan ael
4.5).

Hcroapeneuara ynorpe6a ua aapaeHa$nl u uokHs uuxr.r6uroon
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Edekm ens OTc uHmens.Lryom

EaHoxparHara op:rnHa ao3a oa l0 mg ra 80 mg eapaeuarfnl ro npoaonxyBa nHrepea.nor eTc :a
npoceqHo 8, o.{socso l0 msec, cooAaerHo. h e4uorparxa Ao3a oA l0 mg tapaeHa$nn
a,4MnHHCTp6paHH r..rcroBpeMeHo co 400 mg rarnQlorcaqna, aKrHBHa cyncraHqaja co cnope4,rr.re QT
eQexr, noxaxyaa AonorHHTereH eQerr xa QTc oa 4 msec Kora ce cnopeAyBa co 6xlo xoja oa
aKTHBHHTe CynCTaHqhH. KlnUnqXOrO AntjaHr.re Ha oBHe npoMeHH Ha QT HHTepBanOT Ce HenO3HarH
(roqra 5.1).
K.nsuuqrara aaxHocr Ha oBa co3HaHHe He e no3Hara H He Moxe aa ce npHMeHlt xaj cnre naquenrn a
Bo cure ycnoBn. 6raejkn :aaucn oA HHAHBrAyanHure pn3HqHure $amopu H qyBcrBtireJrHocra Ha
noeAHHeuor, Ltlro Mo)Ke Aa ce nojasn so 6xro xoe eperrae raj oAp€AeH nauHeHT. Kaj naqneHure co
suavajHn pn:l.rvuN $axropn, Ha npnMep. xNnoxurxeunja, co BporeHo npoaonx(ysalbe Ha HHTepB:lJror
QT, xaj onue [rro HcroBpeMeHo 3eMaar aHTnaprrMuur oa Krracara I.A (Ha np. KIIHHAHH,
[poKaHHaMHA) HnH oa Kracara lll (xa np. aMHoaapoH, coralor), rpe6a aa ce u:6ernyua ynorpe6a Ha
JreKoBH rxro ro rpoaonxyBaar nHrepaa,ror QT, na AypH H napaeHa$nn.

Edexm eps auoont
Ilpr.rjaaeur ce Hapy[yBalr,a Ha BHAor x npHMepH Ha HeaprepuTrqHa aHrepuopHa r.icx€M qHa
onrr-rqKa HeBponarxja (NAION) noBp3aHH co ynorpe6ara ua Jleanrpa n apyru rHxu6uropu Ha
PDE5. rlauxeHror rpe6a aa ce npeaynpe/ru gexa ao cryvaj ua Hexaaejso HapyuyBalte nu axaot
rpe6a aa npecraHe co 3eNrabe na Jleaarpa H Be,qHau .qa fo ngeecrn csojor Aorrop (txan ae.l 4.3r.

E$exm opt xprsupercemo
Hcnuryaanara in vitro zpz qoBeqKHTe rpou6oqn'rn noKDKaJre 4exa rapaeHaQu.n xe Aejcrryaa
alrrr'rafp€fauncKH, Ho cenaK BHcoKh KoHqeHTpauHr..r Ha sapaeHa$u,r (cynep-repanearcrH) ro
3foreMyBaar aHTfiarperauxcKoro AeJcrEo Ha HHTponpycHAor, kaKo AoHop Ha a3oreH oKcHA.
BapaeHaSa:r xaj voseror, Hlrry caM uNry eo rou6uuaunja co auerr.nca,rxrluJrHa Kncenl.rHa He ro
npoaonxyBa BpeMero Ha Kp8aperbe (rorxa 4.5). He nocrojar noaarorlH sa 6eg6eAHa ynorpe6a Ha
eapaexaorjl raj naqaeurn co HapyuyBalsa Ha KpBaperbero HJrH co aKrHBeH nerrrHqeH y,"*yc. 3aroa
Kaj THe rraurieHTH aapaeHa$u rpe6a 4a ce npenopaqyBa caMo no BHHMareJrHa npoqeHKa Ha
xopucr/pu:nx.

4.5 }lnreparuurr co apyrn neKoBH xnrt Apyrn r[opmn na nnreparqnja

.Ilejcrga Ha apyrx rexoslr nol saoaeHadfl,'l

Plcnumy*atbu itl yitro
BapaeHa$rr, ro xajro,rev ge,r, ce lrera6olr,3Hpa co noMorx Ha eH3,MHTe Ha upH'or Apo6 npeKy
r.lHroxpoMor P450 (cYP), r:oQopuara 3A4; yvecrryaaar n usorpopurre cyp3A5 u cyp2c. 3aroa
nnxu6nropnre ua oBHe H3oeH3ltMH Moxar Aa ro HaManar Kn[peHcor Ha aapaeHaSnl.

Hcnumyean o in viyo
Kaj ncronperuerro 3eiltarue Ha nuxn6nropor Ha HlV-nporeasa, fiHAllHaBHp (800 mg rpxnarn Ha aen),
roj e uor(eg rnxr6arop ua cYP3A4 r eapaeHatpur (10 mg $n.rrru-o6.rroxeua ra6.nera), noBprruHara
noa KpHBara Ha [na3MarcKHTe KoHqeHTpaqHH Ha AapaeHa$nr (AUC) e 16 narn noro.neua, a
MaKcHMaIrIHaTa xosqesrpaunja Ha aapAeHaSul (C",r.) e 7 naTH rrororeMa. 3a24 \aca, nJra3MaTcKHTe
BpeAHOCTIT Ua aapaeuaQn:r naaHare Ha npu6.trxxHo 4 0n oa MaKcHManHara rura3MarcKa
xoxqeurpauuja Ha aap2euadlu.n (C,,"").

Kaj ncronpeueuo 3eMalbe rapaeuaQur (5 mg) n pHroHaBHp (600 mg aaanarvr Ha AeH),
MaKCHMaJrHara xOHUenrpaquja Ha eapaeuaQnn (C,",) e 13 narH nofoJleMa, a noBplJrHHara noa
KpHBara Ha nra3uarcKsre KoHueHTparlHH Ha aapAeHaQru (AUCo-z4) e 49 narn noroaeMa. Osaa
nHTepaKuHJa e nocne,qr{ua oa nHxu6Nparsero ua uera60.nr:tpar$ero Ha BapaeHasrin oo qpHaor 4po6
oa crpaHa Ha plrrorraBHp. PrmoHaaxp e MHory vor(eH GYP3A4 r.rHxn6nrop, roj ucro raxa ro
unxn6npa u CYP2C9, 14 3HaqHTerHo ro npoAonxyBa noJryxHBoror Ha elnutHaquja ua eapaeHaQnr
ua 25,7 uaca (zupu rc14-3\.
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Kaj ncroapeuexo 3eMarse KeroKoHa:ol (200 mg) Koj e jaK nHxx6nrop Ha cyp3A4 r aapaenaQnr
(5 mg), apelnocra sa AUC Ha eapaeHaQu.n 6nna l0 narn noroJreMa, a C,"* 4 narrl noroleua (nt4u
Aer 4.4).

I4axo He ce HanpaBeHH cneqnQavnr cryatll Ha uHreparqtja, ce oqeKyBa aeKa npH HcroBpeMeHa
ynorpe6a Ha apyrn nokuu rsxr.r6lrropu ua CYP3A4 (ua np. nrpaxona:o.n), BpeAHocra Ha
nna3MarcKara xouueurpauxja xa aapaexaQul Aa 6r,rae cJr[qHa Ha oHaa npeaH3BuKaHa oa
KeroKoHil3oror. l4croapeueHara ynorpe6a Ha eapaeua<[Nn x uortxn nHxu6nropu Ha CYP3A4 xaro
HTpaKoHa3on H KeroKoHa3oJt (:a opanxa ynorpe6a) rpe6a aa ce n:6erHyoa (ax,qn 4el 4.3 n 4.4).
I4cronpelreHara ynorpe6a ua aap4eHa$r.u n HTpaKoHa3on rinn KeroxoHa3oa xaj naaxu nocrapN og 75
ToAHHH e KoHTpaHHAHuHpaHa (elraa Aer 4.3).

Kaj ucrorper,,teua ynorpe6a Ha epnrpoMnr.tuH (500 mg rpHnarn Ha geH) x aap,qeuaQHlr, BpeAHocra Ha
AUC Ha aapaeua$rla 6rrra 4 nars noroleua, a C,n"" 3 nars. Haxo He e cnpoBeAeHa cneuuQuuna
crynuja za unreparqNja, lrcroBpeMeHara ynorpe6a Ha KnapHTpoMHuHH n oapaexa$ul ce oqeKyBa,{a
aa.qe crHtrHH e(lerra ua BpeAHocra na AUC u C,*. Kora ce ynorpe6yea ao rov6nHauuja co
yMepeHH CYP3A4 Nuxu6llropx, KaKo epHTpoMlluHH H KnapHTpoMHrIHH MoxHa e norpe6a o,4

npr.rnaroAyBar$e Ha ao3ara Ha eapAeHaQr.r-n (B Av \en 4.2 t 4.4). I_\urr.rern4nuor (400 mg ABanarH Ha

.4ex), xaro uecneqNQr.rueH nuxn6urop ua P450,3a BpeMe Ha HcroBpeMeHa ynorpe6a co napaeuaQul
(20 mg) xaj :apaau .4o6poeorur.r HeM.ur alxjaxne apt AUC u C,* Ha sapaeHa$ral.

Br.rgejr(r coror oA rpejn0pyr e cla6 uHxn6urop Ha CYP3A4 Bo s].rAor Ha racrponHrecrlHaJHHor
cncreu, roj Mo)r(e yMepeHo aa ro 3roneMn HHBom Ha BapAeHa$rur ro nlatuara (rovxa 4.4).

Bpr Qapr,aaroxlruerxKara Ha aapaeua$nl (20 mg) He alnjaera HcroBpeMeHara ynorpe6a Ha
aHTaroHr.rcrr lra Hl peuenrop[, paHarflAHH (150 mg .I1BarrarH Ha aeH), gurorcuH, rap$apnx,
r.rx6exxaauNA, a.nroxoa (npocevHa Hajroreua BpeAHocr Ha arKoxoJr Bo KpBTa 73 mfldl) wn
o.q,qerHx ao3l.r asrauna (nrarHeruyu xxApoxcua,/a.nyMHHr4yM xraporccu4).

Haxo se 6r.ne xanpaaexu cneuNtfuvHa HcnfiTyBaba Ha veiyce6Horo aejcrBo 3a cHTe Jrer(oBr.r,

aHaJrH3ara ra $apvaroxrxernxara kaj nonylaunjara nokoxaJra IeKa Bp3 HeroBara

Qapuaxoruueruxa He erujaela HcroBpeMeHara ynorpe6a Ha arrerrulcilnnrlxlHa xncelnHa, ACE-
nxxu6nropu, 6era-6.noraropn, c,ra6u uHxn6uropr Ha CYP3A4, A!rypertruu fi JreKoBr..t 3a JreKyBar+,e

uer(epxa 6o,recr (cyr$oau,rypea H uer$opurH).

.IIejcrsa Ha gaD.[eHaSr.i,'r spg aoyrN rexogl..r

He nocrojar noAaroun :a meiyce6Horo 4ejcrro Ha aapAeHarpnl n Hecneqn$xqHure uaxu6uropu ua
tloc$oarecrepa:ara, raxo reoQnnnH HJrH at,tnHpHAaMoJl.

Ucnumyeano itt vit'o
Bo cryauja oo roja I 8 3ApaBli MDKr.r :eua,re aapAena$n,r ( l0 mg) Bo pa3rr.rqHn BpeMeHcKrn

HrrrepBanli ( I go 24 vaca) npeA Ao3ara Ha Hl,lrponrHuepHu, eapAeHarpnl He ro noreHqnpaJr gejcrsoro
Ha Hn'rpornuuepllHtrr (0,4 mg cy6lNursa:lHo) npH HaManyBarLe Ha KpBHHor npHTxcoK. Mefunoa,
Ao3ara oA 20 mg aaplexa$HJr ro noreHuhpa.l aejcraoro Ha Hnrpor.nHuepnHer (0,4 mg
cy6luHroa.rno) nph HaManyBaH,e Ha KpBHHor nprrncoK, trrro 3ApaBH MaIKH Ha cpejlHa Bo3pacr ft)
geuare I ao 4 .{aca rlo 3eMa]bero aapaeHa$rn. .{orara oa 20 mg aapaenaQr.m xe elrljaela lp:
HaMzrJryBalr,e rra KpBHHor npHTHcoK Kora 3ApaBHTe Ma:I(H ro 3ere HHTpofJruuepxue+ 24 ,raca no
3eMalLero Ha elHoKparHa aora mp.qeHa$r,1. Cenar, Hella noAarorru 3a roa Aaurn eapAeHatful ro
3roneMyBa xr floreH3r.rBHoro 4ejcrso xa HHTparHTe,3aroa HuBHara HcroBpeMeHa ynorpe6a e
KoH'rpaHHAr.rurpaHa (ro.rxa 4.3).
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Hxxopau.qu.n e xH6prg o.q orBapar{or Ha KaHaror Ha Kiur[yM H HHTpar. flopagn npucycrroro Ha
uurpar. roj rua norenurjal 3a cepno3Ha xnreparunja co sapaeHa$rur.

Eulejrix voxorepanxjara co alQa-6aoxaropu Moxe 3HaqHreflHo Aa ro HaMaJlh KpBHHor npnTr.rcoK,
oco6eHo Moxe Aa ce nojaBar nocrypzrnHa xnnoreurnja H cHHKona, HanpaBeHH ce cryAHH Ha
HHTepaKqsja co napaexaQna. Bo aae acnuryBaba Ha HHTepaKq[HTe Bo Kon yr{ecrByBare
Ao6poBonux co HopManeH KpBeH npHTHcoK, no :a6psaua rrnpaqrja co arQa-6noKaropme
TaMcyJro3HH hnu Tepa3ochH ao Br4coKH 1o:r. xaj noro.nenr 6poj oA ncnuraHHulfie Koh HcroBpeMeHo

Ao6HBane u aapAela$ur :a6e,rexaxa e xxnoreHstja (roja eo uexot ctyuaa 6una cHMmoMarcKa).
Kaj rcnuraHuulrre Kor ao6rrBztre repa3ocHH xunoreH:njara ce nojaByBana noqecro Kota
Tepa3ocHHor H Bap.qeHaq)H,'l ce 3eMane lrcroBpeMeHo, orKonKy Kora vef :euarrero Ha e.qHHor H

apyrHor neK noMuHzll BpeMeHcKH HHTepBan o4 6 .raca.

Bpa ocuosa Ha pe3yJrrarr.i o,q ucnHryBartara Ha HHTepaKL(nHTe Ha BapAeHaSHJr raj nauuenrn co
6eHnrHa xnnepn,razuja na npocrarara (6XII), ron ce JreKyBaJre co raMcyno3nH. Tepa3ocfiH HnH

:LrdJ)3oorH H KoH HMiLle cra6u.nHa r,rpaecrseua cocroj6a:
o Kaj rraurerrure KoH ce neKyBane co raMcyno3uH H Kaj KoH 3apaBcrBeHara cocroj6a 6Hna

cra6u,rrra, 3eMal+,sro Ha ao3r.l oA 5 mg, l0 mg n 20 mg aapaeHa$ul (rlmru-o6loxeHrl
ra6,rern) He npe,ax3axKano cuMnroMarcKo HaMaryBalbe Ha KpaHHor nphrHcoK, taxo raj 3 o.u

2l ucnaraHu\Lt e 3a6enexaH cxcroJreH [pHTucoK npx croelte rroManKy oA 85 mmHg.
. Kaj HcroBpeMeHo neKyBabe co 5 mg aapgeuaQun (Quru-o6loxeHx ra6rerH) u 5 mg z.ttu

l0 mg repa:ou.rx raj I oa 21 nauuerr ce nojaanla cuunroMarcKa nocrypanxa xNnoreu:uja.
Taa He ce nojaByBara Kora oA 3eMaH,ero Ha 5 mg BapaeHaQrur.tlo 3eMa[+,ero Ha repaBocfiHe]
noMHHane 6 qaca.

o Korr gap;reuadrrr-r ( rfrr,r rr-o6-roNcH n ra6:rr'ru) 6r.r-,r.taleH Bo.toll o.-l 5 mg t,'rr l0 nrg xa.i

nanreH'lr co cra6lr.rtta 3,rtpilBcraL'lta cocroj6a Kofi ce,reK)'Ba,qe ccl andrvlocuu, eo cnope,r6a
ctl rr-tntlc6o. t]c\ra-to c 14 r\i l rorlt arcKo Hanit-qvaar$c Ha KpBHH(lr nplrlrcoK,

3aroa ucroepeueHoro reKyBa*e Moxe ra ce 3anoqHe caMo Kaj nauheHTlt Kon 3eMaar anfa-
6roraropu co cra6r,rua :apancrnexa cocroj6a. Kaj naqneHru KoH ce reKyBaar co anQa-6noKarops lr
HMaar cra6arHa 3ApaBcrBeHa cocroj6a neKyBalsero rpe6a Aa 3anoqHe co HajHHcKa noqerHa ao3a oA
5 mg. JleaNrpa Moxe Kora 6uo aa ce 3eMa co raMcyJro3HH. Kaj ucroepeuena ynorpe6a Ha

BapAeHaOHn co ApyrH anoa-6noKaropH e norpe6eH o,4pe.AeH BpeNreHcKH HHrepBa, Mery 3eMarbero
Ha ABara neKa (BHAH ro.{Ka 4.4).

He nocroa 'rHavajra rHrepaxurja np{ HcroBpeMeHa yrorpe6a Ha Bap$apHH (25 mg) roj ce
Mera6onH3npa npexy CYP2C9 HJlr. AHToKcHH (0,375 mg) co aap4eHa$ra (20 mg r[unr'.r-o6loxeux
ra6nerr). Perarxsuara 6Nopacnoroxueocr sa r.nn6egxlaunA (3,5 mg) Kaj [croBpeMeHa ynorpe6a
co eapAena{rrr (20 mg) He ce npoMeHnna. Bo noce6Ho HcnnryBarbe Bo Koe nau[eHTrre 3eMane
BapaeHa$r4n (20 rng) ncroapeueHo co HnQegnnuH co 6aaHo ocno6oAyBarbe (30 mg u.nn 60 mg),
AoAarHo l.{M ce HaM:urHJr cl..rcroJrHhor rprrrxcoK Bo rexeb€ 3a 6 mmHg, AHjagronH[or np[THcoK 3a

5 mmHg, a dlpeKseHuujara Ha cpuero ce 3ror euuna3a 4 y4ap Bo MHH)'ra.

flpn rcroapeuera ynorpe6a Ha BapaeHa(D]rJr (20 mg $urlr-o6loxeHH ra6nern) u aJrKoxoJr

(xajrorerua npoce\Ha Bpe,[Hocr Ha iurKoxoJr Bo l(pBra 73 mgldl) BapAeHaOlrJr He ro noreHuupa.n
M[jaHuero Ha arKoxolor Bp3 KpBHHor npHTHcoK u QperoeHur.rjara Ha cpuero. a h

Qapvaroxurreruxara ra aapaeHa$ur He ce npoMeHHna.

BapaeHaQar (10 mg) He ro npoaon)rryBa BpeMero Ha KpBapebe npeArBBHKaHo oa
aufiHncanfiqunHafa KHcerxHa (2 x 8l mg).

4,6 flroanocr u ynorpe6a 3a npenre na 6peuerrocr B naKrauflja

Jleourpa He e lrHAxunpaHa 3a ynorpe6a Kaj rGHh. He nocrojar HcnnryBa*a 3a BapAeHa$HJr Kaj

6peuexn Nerru.
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Heua 4ocranxu noaaroqH 3a rtloaHocra.

4.7 B.lnjallue sp: cnoco6uocra :a Bo3erbe HJrn parg/Barbe co MarrtnHrr

He ce aooe4eHN cryAHn :a elnjaHnero ep: cnoco6uocra 3a Bo3elbe H paKyBabe co MaurHHH.

Euejfu so x-rrxnnrrKhre HcnuryBarba co BapAeHaO[n ce nojaaala BproDraBHua H npeqKH Bo B]rAor,
naqHelmHTe Mopa aa 3Haar Karo pearnpaar Ha Jlegnrpa, np€r Bo3ebe rrJrH ynpaByBarLe co MarlHHn.

4.8 Hecaxaxl aejcrea

HecaraHnre aejcraa npujaeeu't Bo K'HHH.IKHT. crya,H co Jleenrpa rpalu-o6loxeun ralneru nnul0 mg nepopalnu ,[ncnep:u6NrHu ra6leru 6ule reHepanHo MHHJTHBH r{ JrecHrl Ao yMepeHu.
Hajvecro npr.rjareHo HecaraHo Aejcrso uno ce nojaurlo raj > l0 % nauueHTH e rnaso6orra.

HecarauHre ,qejcrea ce ua6poenn cnopeA MedDRJA aorolopm ea tfpexreHqnja: uHory loo6uvaeHu
(> l/10), eoo6r.rvaeuu (> t/100 r < l/10), ueooo6nuaeun (2 l/1000 r < l/100);, perxr.r
(> l/10 000 u < I / 1000)' n Henorxarn (ue Moxe Aa c€ oAueHar oA AocranH[re noAaroqn).

Bo ceroja oa rpynnre cnopeg QpeKBeHTHocra, HecaKaHr4Te peaKuHH ce npercraBeHh cnopea
HaMaJryBaH,e Ha ceplto3Hocra. flpajaeenr ce creAHHB€ HecaKaHu DeaKuHH:

System 0rgan Class MHory
Boo6lr,{aeHr
(> l/10)

Boo6xqaesx
(2 l/100 n
< r/r0)

Hesoo6rrqaextl
Q l/1000 u
< l/100t

Perrs
Q l/10 0(X) n
< t/1000)'

Henoaxaru
(He Moxe Aa ce
oAqeHaT oa
,llocTatrBrTe

I,luQeruNr r.r

nn$ecrauau
KoHjynrrnarrlc

llopeueryrarra ra
ITMyHOJTOtUXHOT

CHCTEM

A.neprucxr eAeu a
aHr[oe.qeM

AneprrcI(I{ peaKuxrl

IIcxx nj arptc ru
lqLeMEryEa$a

Ilopeueryaa*e xa
COHOT

Arxcxo:uocr

llopeueryaa*a na
HepBHtlOT CXCTeM

f,raao6orra 3aueMere-
HOCT

Ilocnauocr
Ilapecre:lrja n
Ix3ecr6uia

CnHrona
HeHa,qeeH Hana,q
AMHe3xia

flopeneryaatra aa
oq[T€ IroBp3aHx co
HUB

npe,ixll Bo B[,[or
Oxyrapm
xrnepeuuja
Bu:yelua
,{rcropuja ua
6ojara
Eolxa r
renprjarxocr ro
OXOTO

@oro0o6nia

3roreuyrane ta
HHTpaOKyrapH t,|oT

npr{TltcoK
3toneuexo co.n3e*e

Heapreptrnvxa
aHTepriopHa
ricxeMuqHa
OITITflIKA

ueaponarrja
HapyrlyBarba Ha
BHtrOT

Ilopeueryearua Ha
yluHT€ x na6nptiHTor

3yene ro yurtre
Bproruaarqa

HeHaaejHa

raysoct"flopeueryaa*a xa
cpufio

Taxnrapanja
IIar nnraunja

MnoKapaeH
xHoapKr
Bexrpr xpfapna
raxrapnirtj a
AHr{Ha neKropHc

Ilopeueryeau,a na
KpBHllT€ Ca,qOBU

Upaeux.no X rnepreH': uj a
InnoreHrnjq



Pecnuparopxu.
TopaKanHl.r H

Me.lfijacrflHanHu
nopeMeTyBarba

3atuar aoc ,(acnrea
Crxycna
xourecrrja

Enuctaxca

Facrpollxrecruua,rn
ll nopeMeTyEaH,a

.Il uc ne nc rj a Facrpo-
e3oOareareH
pe$nyxc
facrpnuc
Facrporlxtecruna:t
ta r-r a6lounna.nxa
6o.nxa

Axjapea
floapa*arte
falerre
Cysa ycra

Xenaro6 nr rj ap x tr
nopeMeryaarba

3roreuyaane ua
TpaHcaMflHa3H

3roreuyra*e xa
raM a-rryTaM Ht
TPaHcdepa3a

Koxtttt ti nottoxutt
nopeMeTyBa16a

Epmeu
Vlcun

<DoroceH:fittsHH
peaxrlHx

Mycryrnocxe,rerur
H CBP3HO-TXHBHII

nopeMeryEa$a

Eolrn ao rp6or
3roreuyaare ua
KpeaTl,|H

0oc0oKxHa3a
Muj?.jimia
3roreueu
MycxyneH ToHyc H

fpqeBr.l
flopeueryaa*a Ha

pellpo,[yxurlara u
fpa,[llTe

3ro.neuenx
epexuflu

flpHanmaM

OIIrurn
nopeMsTyBarha u

nopeMeTyBarba Ha

MECTOTO HA

a,[MuHrrcTDaqr{ta

Jlou:o onruro
r{yBcTBo

Eorxa ro rpaaure

Levitrao/Ieaurpao

flpujaeenu ce cnyqaa Ha HeHaA€JHa
nocTMapKeTsHfixKH fi KJTHHHqKH CryAr1H,
BKJTJAHTeJT Ho H BapreHaQHn.

Summary ofProduct Characte stics

rJryBocT r rH ry6ebe Ha cnyxoT Bo
npeaH3BriKaHH oA ynorpe6al-a Ha PDE5

Man 6poj Ha

uHxu6n'ropx,

llpr'r ynorpe6a Ha ao3a oa 20 mg Jleor.rrpa Qnrru-o6,roxeun ra6nerH, Kaj noBo3pacHH nau{eHrH (>
65 rogrxu), :a6erexaHo e floroneMa rbpergeHqlrja Ha rraBo6orKH (16.2% vs I l.i%) H BprofnaBnul
(3.7Yo vs 0.7o/o) so cnopeA6a co noMJlaAH naur.reHrH (< 65 ro4nHu). feuepalHo, n"u*""u"ru 

""HecaxaHure pearqur (oco6euo BprornaBnrlara) e Heruro noBHcoKa rcaj naqneurn co ncropuja ra
xnnorersuja.

floct-uapxertxt u:geulrar4 :a,{DyrH texoeu o.a Hqrara rDvna
B ac ryrup u u n ope nt e n ys ab a
Bo nocr-uapreruHrluKnre HcnrryBarsa co Apyru JreKoBH oI oBaa rpyna 6une 3a6enexaHr,r ceDHo3HH
KapAuooacxynapHh peaKuaH, rr,ryvytajkx r,l uepe$poBacKynapHo KpBapelbe, uenaaejHa crupr,
'rpaH3HTOpeH cxeMrqeH uana4, uecra6NrHa aHfHHa u apnrunja Ha KoMopara, ror nosexorau 6a.ne
IIOBp3aHr.r CO HCnHTyBaHr,rOT reK BO OBaa Kr,laca.

4.9 Ilpeaorrrparr,e

Bo ucnaryaarse Ha ro6poBonu[ ron 4o6rae eaHoKparHa ao3a noMaJIa rrnu eAHaKBa Ha g0 ms
BapAeHaQHn (Qu,rrv-o6,roxeHu Ta6nern) AtreBHo, 3a6enexaHa e Ao6pa noAHoc.lrusocr 6e. 

""pno."iHecaxagr .aeicrea.
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Kaj ncnurauxqure KoH 3eNra;re ao3H Ha BapaeHaSu.n noronevH oa npenopaqaHHre (40 mg $n.nn-
o6roxeHH ra6,reTr .4sanara xa aex) u noqecro, ce nojaarure 6o.flrx so 'p6eror. Toa He e noBp3aHo
co ToKcHqHocT Ha r{ycKynHTe HnH HepBHTe.

Aro nauuerluor 3eMar nperoneMa ao3a o,I1 reKor, no norpe6a, ce 3anoqHyBa craHAapaHo
cynoprl.rBHo neKyBaBe. [njutuzara, o6x,rHo, xe ro:a6p:yea eruMr-rHHpa}} ero, :aurro aaprenaQm
uBpcro ce Bp3yBa co nra3MarcKhre 6e.nrosxHr.r H ce H3naqyBa Bo MHHHMaJIHT-i KOnHqr,rHH [peKy
ypnHara.

5. OAPMAKOJ]IOIIIKIT IIONATOIIII

5.1 Oapnanognrralrcxrr cnojcraa

OapuaxorepanearcKa rpyna: Ypoloutru leroen 3a epeKTunHa AHcOyHK{Hja, ATC xoa: G04BEOg

BapaeHaQu,r e neK 3a flepop:rnxa ynorpe6a ra no4o6pyaarue xa eperrnlHara Qynxqnja xaj uaxu co
epeKrunHa lncQyuxuaja. Kaj cercya,rHa Bo36yAeHocr ja noao6pyoa HapyrxeHara epeKrr rHa

Qyuruuja Ha'roj Era.ruH rxro fo 3roneMyaa rrpx;rHsor Ha KpB Bo neHr,lcor.

Eperqxjara Ha neHHcor e xeMorHHaMHqeH npouec. 3a apeue Ha ceKcyarHara Bo36yaeHocr ce
ocno6oAyBa a3oreH oKctjA urro ro aKTHBHpa eH3t..tMor rBaHruraT qHKna3a, nopaAt ruTo ce 3roJreMyBa
HHBoro Ha uHKrHqHHor rBaHo3HH uouotlocrfar (cGMP) ao raeepHosHoro rKHBo. Toa npequasurysa
peraxcaquja Ha Ma3HHTe MycKynHn BJraKHa! ulro oBo3MoxyBa 3roJleMeH npldnHB Ha KpB Bo neHHcm.
Husoro Ha cGMP ce perynxpa co creneHor Ha cHHTe3a npeKy rBaHurar rluKnil3a H co creneHor Ha
pacnafa*e npery cGMP xHgponh3lrpaqKH $oc$oanecrepa:n (PDEs).

Bapaeua$a,r e uHoryjax H cerreKrnBeH NuxN6nrop Ha cGMP cneqx$nvuu rfocSo4uecrepa:N rnn 5
(PDE5), xaxo Haj oaxiHr.r $oc$oanecrepa:n Bo KaBepHo3Horo rKrlBo Kaj qoBeKor. BapaeHarfnl ro
noAo6pyBa ,qejcrBoro Ha eHAoreHHor a3oTeH oKcHA Bo xaBepHo3Horo rKHBo. Ha Toj Ha.tHH uTo ja
nHxx6npa PDE5. Kora npn ceKcyanHara eo:6yAa ce oclo6oAyna a3oreH oKcu.q, rap4eHa$u 1a
nrxn6upa PDE5 n npear.r:ruKyBa 3roJreMyBalbe Ha HHBoro Ha cGMP Bo KaBepHo3Horo rKHBo.
3apaar roa norpe6na e ceKcy:rnHa crruyraqxja 3a nocrHfHyBalbe Ha KopHceH repanearcxu e$err
Ha BapAeHaQsjr.

llcnuryoau,ara in t)itro r'oKalr<ar'e aexa oapaena$ul e nonoreHTeH KoH PDE5 mKonKy KoH Apyrnre
norxaru Soctlo4uecrepa3r, (> l5 narrl oo cnopeg6a co PDE6, > 130 narr.r ao cnope46a co pDEl, >
300 narr.r ro cnopeg6a co PDEI I n > 1000 narn ao cnopeA6a co PDE2, PDE3, PDE4, PDE7, pDE8,
PDE9UPDEI0).

Bo ucnnryaar;ara co nnern3Morpa$Hja Ha neHr.rcor (RigiScan) ce noraxa.no AeKa Ao3a oA 20 mg
BapaeHa+H,r xaj Herou va>Kr seke no l5 ruNHy'rr npe,[H3BHKalra epex(Hja, AoBorHa 3a neuerpauaja
(600lo sxpyreuocr cnopea RigiScan). CeerynxNor oAroBop Ha BapAeHaOHn rcaj oone ncnnraHuqu ao
cnopeA6a co n,raqe6o AocrnrHyBa cTarhcTHqKa crruuQnranocr 25 MuHyTlt no 3eMaEe Ha neKoT.

Bapaena$r.rn [pean3BrrKyBa JrecHo H MHHnuBo HaM:L]ryBarbe Ha KpBHHor npnrHcoK, roe so noseriero
np[MepH e 6e: x,rnHn.rxn e$eKr. flo 3eMa*e Ha ao:a oa 20 u 40 mg ta BapAeHaOHn, flpoceqHoro
MaKcflMa.nHo HaManyBarbe Ha cncronHnor KpBeH npnrncoK Bo cnopeA6a co ruaqe6o Bo nexelse e -
6,9 mmHg (xaj aora ox 20 rng) u -4,3 mmHg (xaj aosa oa 40 mg oapaeuadun). Tne sejcraa ce no
coffacHocr co Ba3olxnararopHNre Aejcraa ua tuxrl6nropxre Ha PDE5 n sepojarHo ce nocre,{Hua
oA BHcoKoro Hnso Ha cGMP ao MarlHnre MycKynHH BraKHa Ha KpBHHTe caAoBH, Ioequuevun u
noBefteKparHa !o3H Ha aapAeHa$nn ao 40 mg He npe.IlH3Br,rKajre HHKaKBTI KTTHHHqKI peneBaHTHl
npoMeHI Bo EKG Kaj 3ApaBnre A06poBonUH.
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Bo pasaor'ln:upauo, aeojHo cneno, BKpcreHo HcnHryBarbe co eaHoKparHa .[o3a Ha neKor Bo r(oe
yr{esroyaaJe 59 c:ry,raj rro r:6paul r4paan M Kr{, ce cnopeAyBaH, 4ejcraara Ha e.{HoxparHa ao3a
sapAeuaQN,r (10 mg r 80 mg), cr.naenaQru (50 mg u 400 mg) 1a nnaue6o, Bo oAHoc Ha HHrepBaJror

QT. Kaxo aKrrlBHa BHarpeuHa KoHrpora e KopacreH uoxcxrf.noxcaqrH (400 mg). .{ejcrroro rp:
HHTepBanor QT 6n,ro a3MepeHo I qac no 3eMarsero Ha ao3ara (npoce,rua BpeaHocr Ha tmax 3a
BapaeHaQhn). f,'ragHa ue,r Ha HcnHryBa$ero 6ula aa ce ncxlyrx eQerror no4olr oa l0 msec
(3HaqH Aa ce AoKDr(e AeKa HeMa AeJcrBo) Ha nepoparHara eAHoKparHa Ao:a oa 80 mg sap4enaou.n ro
oAHoc Ha aHrepB:rnor QTc eo cnope,q6a co nlaue6o, ruro 6x.no r.r3MepeHo co [poMeHa Ha
KopeKur.icKara Qopmy,ra ua Fridericia (QTcF=QT/RRI/3) Bo oAHoc Ha ocHoBHara BpeAuocr, I vac no
3eMar+,e Ha ao3ara. Hcnnryaavnre orKphne aeKa I qac no:evarue Ha l0 mg xrx 80 mg BapaeHaQrur

QTc (Fridericia) ce 3roneMyBa:a 8 msec (90% CI (confidentiality interval): 6-9) x l0 msec (90% CI:
8-l l) eo cnopea6a co n,raue6o u QTci oa 4 msec (90% CI: 3-6) n 6 msec (90% CI: 4-7). Kaj t,*,
caMo cpeAHara BpeAHocr Ha npoMeHara xa QTcF 3a 80 mg BapAeHaQHn 6u.na ua"{sop oA rpaHrrrlara
oApeAeHa co cryanjara (cpesHa apeguocr l0 msec, 90% Cl (8-ll). Kaj ynorpe6ara na
HHATTBHAyIIJTHa rcopexuacra tpopvyna HheaHa oa BpeAHocrHre He 6rura nanaop oa rpaHHuara.

Bo oAsoeHa nocr-MapxcrnHmrr<a cryarzja ua 44 slpasu ro6pooonuu, noealHeqHn ,u,o3u or l0 mg
BapaeHaoHn u,rr 50 rng csnaeHaQHn 6nre ncroapeueHo aaMHHHcrpHpaHH co 400 mg
rarnS,loxcauNH, r'leK co cnopeanha QT e<|err. 14 eapaenaQrll u can.aeuafll,n [oKOXaJre 3roJreMeH

Fridericia QT e$eKr o.{ 4 msec (sapaexar[x,r) x 5 msec (cur,(eHaQrr) Kora ce cnopeayBaar co 6tlno
Koj neK noce6Ho. Bncruxcxoro KnHHHqKo 3Haqelbe Ha oBHe QT npoMeHH He e no3Haro.

.IloaarHa aHrbopvauuN :a K,'ulttltqxnre ucnnrysa*a co JIesHma l0 mg opoaticnepsH6lr,'Inu ra6rerx
E<|nracuocra u 6e:6ernocra xa Jleaarpa l0 mg opoarlcnepsl6arHn ra6aerH 6ea npnraxanu to,{ae
cryaHu [rro BuyquJre 701 pasaorun:rpanx naulleHrn co epeKrruIHa aHc0ynrqllja, xolt 6lure

JreKyBaHH lo l2 Heae.nu. .{ucrpr.r6yuujara Ha naIrHeHTHTe Bo nperxoAHo 4eQuunpaxnre noAfpynu
BKnyqyBane noBo3pacHH nauheHTH (510/o), naquenrn co ucropnja 3a luekepHa 6onecr (29Yo),

lucrnnHaeurja (39olo) n xnnepreHzuja (40%).

Bo :6npHnre noaaroua Ha aBe cryaHH co Jlerurpa l0 mg opoaucnepstt6uttttu ra6nerl, llEF-EF
pe3ynrararc 6x,re :saqHre,rHo noBHcoKH co Jleaurpa l0 mg opo4ncnepzu6nnnu ra6rgrtl so oaHoc

Ha nlaue6o.

7lo/o oa cme ceKcyarl|u o6N4r.r npnjaoeHu Bo cryIHHTe lMa.ne ycneuHa neHerpauaja ao cnope,46a

co 44Vo ol cure o6uau so n,raqe6o rpynara. Oaue pe3ynrarH llcro raKa ce peOreKTHpaH[ Bo

noArpynara Ha Bo3pacHH raureHrn (65%), xaj nauueHrtt co ucropr-rja ea 4uj a6ercc uenuryc (63%o) u

nauneHrli co ucropuja :a .4uc,rnnugeunja (66%) t xnnepreuaxja (70%) oa cHre ceKcyanHn o6uan

r.tMare ycncuHa ceNcyar Ha nexerpauuja.

Oxony 63Vo o4 cxre npajareHH ceKcyanHh o6HAtl co Jlesl4rpa l0 mg opo.qHcnepsu6stsu ra6neru
6u-ne ycneurHN Bo cMHc,la Ha o.4p)KyBaE'e xa eperqnjara eo cnopeA6a co oKony 260/0 oA nnal\e6o

KoHrporHara rpyna. Bo nperxoaHo geQuunpaur'ne noarpynn 57o/o (zospacnu na4ueuru), 56Yo

(nauneHru co ucropuja :a axja6erec venxryc), 59o/o (naguenrn co ucropxja:a auclsnuaeunja) x
60%o (co xcropNja :a xunepreu:nja) oa cure npnjaaeux o6ttatt co Jleanrpa l0 mg

oporucnep:u6u,rxn ra6,rerz 6ule ycneurux Bo oAHoc Ha oAp)t(ylarue Ha epexqnjara.

.IIoaarHn HudopNtauatr :a rutHHnqxNre ucnHrysarba

Bo r.nnHnqrHre BcnHryBarba, BapaeHa$nt ao6t,l;te noeefte oa 17 000 MarKt't co epeKr[nHa

auc$yHKuaja (E.{) Ha eo:pacr oa l8 ao 89 roansu. MHory og HHB HcroBpeMeHo HMane H apyrl
6orecru. flose(e o.q 500 nauuexrn 3eMzule BapAeHaQHr ulecr Meceull HnH noAoJlro. Oa xtre 900

nauHeHTH fo 3eMare. eKoT eaHa roaHHa Hna no.aoJrfo.

Bo ncnnryaan ara yqecrByBa,re rloBo3pacHu nauneHrtt (22Yo), naunefiu co xxnepreusuja (35%),

nauueHTH co ureftepHa 6onecr (29ok\, co [cxeMHqHa 6olecr Ha cpqero co ApyrH 6olegrn Ha
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cptlefo (7%), xpoHHqHa 6olecr ua 6ertre Apo6oBB (5o%), xunep.nNnrlleutja (22Yo), Aenpecxja (5%)
u naurleHrx co paAHKaJ'rHa npocrarerrourja (9%). Bo KnHHr{qKHTe xcnnryearsa 6ule BKJD,"reHn Man
6poj noao:pacur.r nauHeHTH (>75 ro4uHu, 2,4 o/o) n narIHeHTH co oapeaeHfi KapaHoBacKynapHn
cocroj6u (sra4a ger 4.3). Bo ur.ra ue 6nne ex,ryveHu narIHeHTH co 6olecru Ha ueHTpalrHr4or HepBeH
cncrev (co xcruryqoK lta nauaeHru co noBpeAa ua 'p6erHuor cro.n6), co reuKH 3a6onyBaH,a Ha
6y6pe:rre Ir upullor lpo6, nauHeHrh KoH HMaJre xfipyprxKH 3a(baT Ha raplxqara (ocaeH
orcrpaHyeaH,e Ha npoc rarara co oAp)r(yBan e Ha HepBHTe) Hnr rpayMa. rrauHeHTH Ha paAnorepanaja
x naua,teuo ,rn6luo HJIH co aHaroMcxr.r aeQqpfrzqxu Ha neHgcor.

Bo xajoaxHure HcnnTyBalba, TperMaHor co eapgena$ul (Qr.rlrrl-o6loxeun ra6leru) AoBeJr ao
noAo6pyBaH,e Ha epeKrur'rHara OyHrunja, so cnopel6a co maqe6o. Kaj nor*ra.r 6poj naqueuru xoll
HMane ceKcya;reH oal{oc ao 4, oauocxo 5 qaca no 3eMaH,ero Ha .qo3ara BapAeHaOHn, creneHor Ha
ycneuHocra Ha nere'r pauHJara H oAp)KyBalbero Ha epexuxjara 6s.n noro.neu orrorxy xaj oHhe uro
,[06Hne nnaue6o.

Bo rprueceuHo HcnnryEal$e raj urpoxa nonyraurja Marr<H co epeKrrl;lHa rncQyHrqHja 68% (5 mg),
76 % (10 mg) n 80 % (20 mg) o,[ nauHeHrnre HMarre ycnerHa nexerpaur.rja (SEP 2) so cnopea6a co
49Vo nawerrtru KoN AodHsane n.naUe6o. Moxxocra aa o.{pxyBa}Le Ha neuerpaqujara (SEP 3) rcaj raa
unpoKa rronynauuja co E.{ 6nta 53Vo (5 mg}630/o (10 mg) n 65% (20 mg xaj onue uno .qo6uBane
BapAeHaoHn u 29Y:, raj oHHe KoH Ao6asane nraue6o.

Bpa ocuooa Ha ceBKynHHTe noAarouure Ao6HeH[ o1 Hajna:r<xrre HcnnryBarba Ha e$HKacHocra,
6pojor Ha flauueHrfire KoH HMafl ycneuHa neHerpaqr.rjara co BapAeHa$nn 6ula: naqueHru co
ncxxorena epeKrflnHa axc$yHKqHja (77 -87o/o), co Me[aHa epercrnJrHa aHcQyHKuHja (69-83%), co
opraHcKa epeKrunHa anc$yHxuNja (64-7 5%), raj noaolpacun nauHeHrn (52-75o/o), xaj naqxeurn co
HcxeMrqHa 6o,recr Ha cpLrero (70-73Vo), co xlnepJrHnHAeuuja (62-73%), xpoHr.tqHa 6olecr xa
6eaure apo6oarl (74-78Vo), co Aenpecnja (59-69Yo) n Kaj nau eHru KoH HcroBpeMeHo ce neKyBare oA
xunegeuzuja (62-7 3Vo).

Bo snuNqxo HcnuryBa*,e Bo Koe yqecrByBa.ne nauHeHTH co uetiepHa 6o,recr aap4eHaQr Bo Ao3tt
o.{ l0 mg lr 20 mg rHarure.nHo ja noAo6pHn epeKru:rHara $yHrrruja, cnoco6Hocra 3a nocrHrHyBa}r,e
H oApxyBarbe Ha epenuNjara aoBonHo Aonro 3a ycneuen ceKcyaneH oAHoc, KaKo H BTBpAHyBaH,ero
Ha neHucor no cnopea6a co n,raue6o. flo rpuuecevuo neKyoalr,e, oasr-rBor Ha nauHeHTHTe Bo oaHoc
Ha nocTHrHyBa$e x oApxyBaft,e ua eperqnjara {3HecyBilJr 610l0, oAHocHo 490lo xaj naqaeHrure ruro
,[o6nBane l0 mg, 64ok oAHocHo 54%o raj naqnenrffie uro Ao6usar e 20 mg n 36Yo, oanocno 23Yo xaj
oHHe urro ao6liBare n,raue6o.

Bo xlnHaqro HcnnTynalbe Kaj nau eHrH no npocrareKroMlja Ao3H oA l0 H 20 mg rapaeHa$m,
3HaqHTeJrHo ce noao6pnne epelirHnHara Synxqxj4 cnoco6Hocra 3a nocrHrHyBabe u oapxyBame Ha

epeKrlujara aoBoJ'rHo ao,'rro 3a ycneueH ceKcyaJreH oJIHoc, KaKo l-t BTBpAHyBa[bero Ha neHricor Bo

cnopeA6a co n,raue6o. Cranxara Ha oAroBop 3a MoxHocra 3a nocrfirHyBabe H oapx(yBabe Ha

epexqr-rjara H3HecyBarr 470% oaHocHo 37o4 raj naqNeHrure urro go6naare l0 mg, 48Yo o1rrocHo 34%o

Kaj nauHeHrr.rre urro Ao6'rgane 20 mgu22ok, o.aHocHo 100/o Kaj oHHe xoH Ao6usane ruraqe6o no rpH
MeceqeH TperNraH.

Bo rrnuuqra cryalja co S.nercu6u:rHa Ao3a Kaj naqneHrn co noBpeAa na 'p6erunm lro:ox,
EapAeHadun cxrHa{rrxaHrHo ja noAo6p}rn eperrxruara t}yuKuHj4 cnoco6Hocra 3a nocrsrHyBaH,e H

oilpxyBaBe Ha epeKur{aTa AoEonHo aonfo 3a ycneueH ceKcyaneH oAHoc r., pHrHAHocT Ha neHllcoT,
Bo cflopea6a co nnaue6o. Epojor ua naqlleHTn KoH ce Bpar Jre Ha HopMalrHara epeaxocr ao IIEF
(>26) 6une 53o% Ha rapleHaQua cnopegeHo co gyo Ha ruraqe6o. OAsrrgor Ha narlHeHTr{re Ha

cnoco6Hocra 3a nocrHrHyBalbe a olpxg/BaH,e Ha epeKurija 6urc 7 6V:o Lt 59yo 3a eapAeHa$ul ro
cnopeA6a co 41o/o tr 220/o ga ntatrc6o xaj nauheHrnre Ko 3aBprxHne rpHMeceqeH TperMaH, Kot{ ce
KntjHHqKH H crarrcrarrKh :Havajuu (p<0.001 ).
Bo 4onropovrrnre HcnhryBalba, 6e:6erHocra n eQnKacHocra Ha BapAeHa$Hn ocraHane
HCNDOMEHETI,I.
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5.2 Oapnraroxnnercxlr cnojcrna

Euoerr'sareHra're cryaHx noKOKaa 4era Jlerrrpa l0 mg opoaNcnep:a6urHl-r ra6nern He ce
6xoergHsaneHrHH Ha ,rleeHrpa l0 mg Snrv-o6,roxeuu ra6lrgrr-r; 3aroa opoA[cn eplu1wwara
Qopuyrauuja He rpe6a aa ce Kop'crr, KaKo eKBUBrureHTHa Ha Jleanrpa l0 mg Qr,ru-o6,roxenn
ra6lern.

Ancoonuria

og Jlerarpa $nrlr-o6,roxeHrj ra6rern, sapaexaSun ce ancop6xpa 6p:o. Hajrncorr ura3MarcKH
KoHIreHTpauHH raj uexor MalKI; ce rocrlfHyraar eefte no l5 uranyrx oa 3eMabero Ha nepopanHara
4Ola. cenar, ao 900/o npnuepu rrtaKchMajrHara nra3MarcKara rouqeurpaqnja ce nocrnrryrair m 30
ao 120 MHHyrrl (npocevHa ape4aocr 60 vnulnr) no opanHa ao3a Ha rlraaHo. flpocevxara ancoryrna
6nopacno,roxNaocr e 15%o. BpeaHocrnre Ha AUC n C.n",. no nepoparnu ynorpe6a Ha
npenopaqanxre Ao H (5 4o 20 mg) ce 3roneMyBaar nponopr-luoHaJrHo co Ao3ara.

Axo Jleaurpa Su.nn-o6,roxeuu ra6.nerH ce 3eMar co xpaHa uro coap)r(H MHory nac-rn (57%o uacrnl,
ce HaMaiyBa creneHor Ha ancopnuNja. cpeaHaTa BpeaHocT Ha tmax ce 3foneMyBa 3a eaeH qac r c,"" ce
HaMaJryBa npoceqHo:a 200lo. Bpeaxocra ua AUC Ha eapAexaQN.n He ce npoMeHyBa. Axo xpauara
coapxn 30% Macrn! creneHor n o6elror Ha ancopnuujara na oap4ega$ul (t,*, C,,_ r AUC), eo
cnope,{6a co:elra}6e Ha rJraaHo, He ce npoMeHyBaar.

BapaeuaQnn 6pao ce ancop6npa ro aAMxHHcrpaqtja xa Jleerrpa l0 mg opo.qxcneprH6uuu
ra6agrx 6er aoaa. Cpe4uoro BpeMe ao nocrrrHyBalbe Ha C.u" aapupa lrery 45 ao 90 unuyrn n 6ulo
crr{qHo rnH He3HatrHrerHo oa;roxeHo (oa I ao 45 r*uxyrx) ao cnopea6a co Qnlu-o6loxeuure
ra6neu. Cpe,{Hara BpeaHocr Ha nogptxaHara noA KpHBara (AUC) 6ula 3roneMeHa oA2l ao 29 yo

(naqnerrH oA cpeaHa Bo3pacr H nocraprl nauneHTa) mu 44%o (zlpaBtl MnaAH acnnraHnqr) co l0 mg
opoAncnep:u6x.ttHN ra6,rern ao cnopeg6a co Qulu-o6loxeuu ra6.ngrn KaKo ps3ynrar Ha ro1aJtHa
opa[Ha aflcopnuHJa rla ltana Kojtl,lqHHa Ha reKor Bo opaJlHara npiBHUHa. He nocroera KoH3t]creHTHa
paa.nlrKa Bo cpeAHara C,,,,,* novefo opoancnepat6naHu "ra6nern I $ruu-o6roxeuu ra6ngrn.

Kaj ucnHraxrqu Koa 3eMule Jlernrpa l0 mg opogHcnepzninnsn ra6rgrn co aucoro uaceu o6por
ue e:a6erexax e$exr ua napaeua$ul AUC l,| t,.. Ao.{era C,"" 6ul Haua.neH:a 350lo nocle o6pox.
Bpr ocnoua Ha oBHe pe3ynrarx Ha Jleaarpa l0 mg opoarlcnepsnlttrqu ra6lgrn uoxar aa ce 3eMar
co ttrH 6e: xpaua.

Aro Jlerurpa l0 mg opoaucnepzt6tinun ra6rerH ce 3eMaar co BoAa AUC ce nauasrysa za 29%, C^ _

ocraHyBa enpoMeHer h cpeaHoro tDax e crpareHo :a 60 MHHyTH Bo cnope46a co :euerrero 6es soga.
Jlesnrpa | 0 mg opoaNcnep:u6 lantn ra6nstn Mopa ra ce 3eMar 6eg reqsocr.

.IIt-tcmn6yuaja

flpoce,rHNor BoJrynen ua 4rlcrprl6yurlja Ha sap4eHa$u.n oo cocroj6a Ha rlrHaMnqKa paMHorexa
H3HecyBa 208 I, uro rroKaxg/Ba Ha xeroaa 4rcrpn6yqrja eo rrNoara.
BapaeHarfrr,r H HeroBaor r.fiaeeH lrera6orHr (Ml) oncexHo ce Bp3yBaar co rua3MarcKuTe
6eaxoaxxr (oro,ry 95% aapAeHaQr.u r.llr Ml). Bpsyearuero Ha napgeuatlnn n ua Ml co
maguatcxnre 6e,rKoBHlu He 3aBHcH oa BKynHara KoHueHrpaquja ua aeror.
Meperrara aa sapaega$al Bo crrepMara Ha 3ApaBHTe ucn[TaHHrrH 90 ruHnyru no 3eMabe Ha JleKor
noKorare.qeKa Bo cnepNrara He Moxe aa ce nojaan noseke oa 0,00012% oa eeueHara ao3a.

Esomasc4ropvauujl

BapaeHarfn,r o4 Jlerarpa $lurrrr-o6,roxeHn ra6reru ce Mera6orlt3Hpa nperexHo go upHr{or apo6 co
noMoLu Ha uuroxpot\{or P450 (CYP), a:oQopva 3A4, npx urro yqecrByBaar u n:o$oplrnre Cyp3A5
u CYP2C.
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Kaj.nyfero, 3a BpeMe ua ae:erN.naqaja, ce co3aaBa eaeH oa maBHHTe Mera6oJl.rrH (Ml), rmo u
noHaraMy ce uera60,rn:upa co nory-)r(l|Bor Ha enHMHHaUr,Ija OA rna3Mara :a npocevHo 4 vaca.
.{eroau oa Ml ce Haoiaar Bo c,creMcK'or KpBoroK Bo rpoprua Ha rnyKypoHt,tar. Mera6oruror Ml
noKDrq/Ba Qoc$oguecrepareH cereKrHBeH npoQna, c,rx,rHo KaKo H BapAeHa$u4 uo in vitro
aQnHrreror :a $oc$ogNecrepaga run 5 eo cnope46a co napgexarlu.n e 28%o, :i.Jro 3HaqH ,qeKa
HeroBoro y'{ecrBo ao erfnxacHocra nznecyza 7Vo,

cpeaunor repMr{HaneH noJry-x'Bor Ha e'rurlHaquja Ha BapaeHa0}rn rcaj naqHenrn KoH npHMaar
Jlear.rrpa l0 mg opoa'crrep3r.r6utau ra6tetu ce aBlD(eJr nouery 4-6 caaru. flory-xnsoror Ha
enliMraHauxja Ha uera6o,rNror M I e nonrefy 3-5 qaca crHqeH Ha ocHoBHrnor JreK.

E.nxvuHauaja

Bxynunor KnHpeHc Ha eapaeHaQn,r Bo opfaHr.r3Mor r€HecyBa 56 l/h. Tepvxna.nHuor nonyxuBor Ha
enaMUHaUHja u:Hecyna 4.qo 5 ,{aca. [Io nepopalHa ynorpe6a eapgeua$nr ce [31raqyBa oo <!opr,la ua
uera6olxrx, [pere)KHo npery H:veror (npr6lr.rxHo 9l ao 95oZ o.4 ynorpe6exara,qoea) n Bo noMiuru
KoJrut{ecrBa H npeKy ypHHaTa (npr6,rNxHo 2 Ao 6 Yo ol tozara).

@aDuarcorNxerurca raj noce6su rDynu naunegtu

flosogpacHN
Haravysarsero Ha rapaeHa0u,r raj noao:pacHu :Apann 4o6poro.nqu (65 ro4nnx u noeer(e) e noMaJro
lo cnopel6a co [oN{naIH:apaeu go6poaonqti (18 ao 45 ro4r-rxn). Kaj nosorpacnnre naqHeHTH KoH
oeuaar Jleanrpa $u,rn-o6loxeHn ra6lerrj AUC 6r.ura npocevuo za 52%o noroteua orxolry xaj
MJIaIrne i{:Dr(u, a C,,,,,. :a 34 o/o (zugn gel 4.2).

AUC n C',"" Ha napaeHa<pu,'r xaj aorpacuH naqueHru (65 roar,rHr.l a norerie) KoH 3eMaar Jlesnrpa
opoAllcnep:t6n,run ra6.nern ce 3roreMeH[ :a 3l ao 39Yo n 16 Ao 2lo/o pecneKrHBHo, Bo
rorunapauuja co nauaeHrH co [aIIHeHTh oa 45 ro4uHa H noManKy. Bap4eHa$u He ce aKyMyngpa Bo
rura3Mara xaj nauueurN oa 45 roaruu H noMaJrKy nau 65 rognuu u nosefte nocJre e,[Ha aHeBHa .{o3a
na Jleeurpa l0 mg opoancnepra6nrax ra6.nern so rer Ha l0 aeHa.

By6pgxHo HapyuryBalbe
Oapvaxorcnueruxara xaj go6poeoJ'ruu co recHu Ao yMepeHH HapyuyBalr,a eo <[yHxqnjara ua
6y6pesnre (xnnpeuc Ha KpearHHHHor 30 ao 80 ml/min) 6uta cay,qna co oHaa Ha rcnFraHHqHTe oA
KoHrporHara rpyra co HopM.urHa Sysxunjara xa 6y6petr.rre. flpocevuara BpeAHocr na AUC xaj
.qo6poronrln co reuxn HapyuyBa$a ua rpyHxuxjara Ha 6y6pesme (KrHpeHc Ha KpearrHHHor noA
30 ml/min) ce 3foJreNtrra 3a 2'lYo, a npoceunara opegHocr Ha Cnox ce HaMarH.tra 3a 23%o zO cnopeg6a
co 4o6poao.nunre 6er uapyuryaana na QyHruujara Ha 6y6pe:tre. He nocrou crarncrHqKH 3HaqaJHa
roperauNja ueiy rcrapeHcor Ha xpearHHrHor H r.t3roxyBalbero Ha eapaeHaQr.l,r (AUC n C,",,) (rnaa
aen 4.2). OaplrarcoxuHerNrara Ha aapaeaaQlr He e HcnHTyBaHa xaj nauneHru na 4r.rja.nn:a (angn
rct 4.3).

Haoyruyearse ua uoHHor lpo6
KlnpeHcor Ha KpearuHxHor xaj naqHeHrn co JrecHE Ao yMepeHo reutKH HapyuyBaba eo $ytuujara
Ha rIpHHor apo6 (Child-Puglr A, B) ce HaMiulrn nponopunoHzrnHo co creneHor Ha HapyuyBabero
Ha qpHHor,[po6. rlpoce.{Hr.rre BpeaHocrH Ha AUC u C,n* raj naqueHrr{ co JrecHH HapyuyBaba Ha
UpHnor apo6 (Child-l,ugh A) ce :ro,revnle :a l7olo ogHocuo 22Yo zo cnopel6a co 3ApaBure
ricnnTaahun oa Kor.rrpoJ.lHara rpyna. flpocevHnre BpeAHocrH xa AUC r C,n* raj nauHeHTH co
yMepeHH HapyuryBarba Ha upHnor apo6 (Child-Pugh B) ce rroleuxle :a 160 o4uocHo l33Vo so
cnopea6a co aapaBnTe ucnllraHxlln oa KoHTponHara rpyta (snlu aen 4.2).
Oapuaroxunernxara rra nap4eHaQx,r raj naqnenrn co reurKx Hapy[yBa]ba Ha $yuruHjara Ha

upHnor apo6 (Child-Pugh C) He e ucnnrynaua (sraH aer 4.3).
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53 llperr.lunnvrcn 6e:6equocnu rroAarourl

He-ruruHnqKxre noaarouH ao6geHn Bp3 ocHoBa Ha Boo6uqaeHrre HcnlrryBarba Ha OapMaKoro[rKara
6er6e,qHocr, ToKcnqHocra npH noBropnuBu Ao3n, reHoroxcl.rqHocr, KaHueporeH noreHqrljan r,t
aanjaHuero Bp3 cnoco6Hocra 3a pa3MHo)r(yBal6e He noK&Kane oco6eHa onacHocr 3a qoBekor.

6. OAPMAIIEBTCKII NOAATOIII

6.1 Jlncra Ha ercurlnneHcrr

Jaapo:
KpocnonngoH
MarHesuyu creapar
MnxporpNcralua qenyno3a
BegsoAeu KoJroHAeH crinHqrlyM AltoKcHr

@H;Iu o6gxrra:
Marporon 400
Xunpove,ro:a
TrraHnyu auorccna (e I 7l )
Xo.rn xeregex oxcwa, (e 172)
qpseH xe,rereu orcna (e 172)

6,2 llunounarn6n.nrrocr

He e nosHaro.

6,3 Por na ynorpeda

3 ro,[nH a.

6,4 Ha.rnn xa vynar,e

Ioce6Hr ycrorn ue ce noT pe6Hn.

6.5 Ilpnruapno raryBau e

Eaucrep co Qo,ruja oa PP/aayunnnyM Bo Kyrr{H no 2 u 4 ra6terla.

6.6 Vnarcrno :a ynorpe6a/paxyaau,e

Iloce6Hr yuarcrsa ueua.

7. HOCI{TEJI HA OAOEPEHIIETO 3A, CTABAIbE HA JIEKOT BO TPOME;

Bayer doo, flpercraouurureo Cxonje,
Vn. OrbaH llpaua 66, ,ror. 4luez.lmu.Z, 1000 Cronje t ..

8. BPOJ HA OAOEPEHT.TETO 3A CTABAEE IIA JTEKOT BO rporlpT

Jleenrpa $luru - o6roNexa ra6lera I0 mg naKyBalbe no 2 ra6.nern: l5-10644/}F,- - -

Jleor.rrpa Qrlrlr - o6.noxena ra6lera l0 mg naxyaa*e no 4 ra6rert: I S- 10755/09
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9. AATYM f,A IIPBOTO OAOEPEHtrE 3A CTABAEE
,qATYM EA TOCJIqMOTO OBEOBEEO OAOEPEEf,E

1E.05.2005, 21.01.2010

10. AATYM HA IIOCJEFA PEBBNTA HA TEKCTOT

0t.2012
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HA JIEKOT BO IIPIOMET tr
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