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1 . I4ME HA JTEKAPCTBEHI{fl IIPOA}rKT

Aperal0 mg Quluupanu ra6lexu
Areta l0 mg film-coated tablets

Apera20 mg Qu.nuupann radlens
Areta 20 mg film-coated tablets

2. KAI{ECTBEH I,I KOJIIITIECTBEH CbCTAB

Apera 10 mq dn.nunpanu ra6.lercrl
Bccxa ra6lerxa cbAbp)Ka 10 mg JIepKaHH.qHrrrrHoB xr.{ApoxJropnA nog Sopnaara Ha JrepKaHuApr[r,rHoB
XI{APOXJIOPHA XEMVXHAPAT. TOSA C EKBHBZUIEHTHO HA 9,4 MgJ]EPKAHHAHNI,IH.

Bc.sxa Qzlrvrrapaua ra6lerxa cbAbpxa 36,55 mg JraKTo3a MoHoxr,rApar.

Apera 20 mg dulnrnpann ra6lexu
Bcqxa ra6lerxa cbAbp)Ka 20 mgJrepKaHr,rAr{nr{HoB xr.{ApoxJropnA no4 Sopnaara Ha nepKaHHAHnr,rHoB
XHAPOXJIOPUA XEMVXHIPAT. TOSA E EKB}IBZUIEHTHO HA I8,8 Mg NCPKAHHAIdNHH.

Bcqxa Sr,urlrupana ra6lerxa cbAbp)Ka 73,I mgJraKTo3a MoHoxr,rApar.

3a nrrHuq crl4cbK Ha noMouIHHTe BerrlecrBa, Br,DKTe roqrca 6.l.

3. JIEKAPCTBEHA OOPMA

@uluupauu ra6rerxu.

Apema l0 mg Quruupauu ma6nemxu
Xrrru, xprmu,6urcoHBeKcHlr, Sunuupanu ra6lerxn c AeJrHTeJrHa qepra.

,{e.rureluara qepra e caMo 3a yrecH.f,BaHe Ha cqyrrBaHero, 3a rro-JrecHo nornbrrlaHe, aHe 3aAa pinAeJrt
Ha paBHH AO3H.

Apema 20 mg Qwruupauu ma1nemrcu
Posonu, KpbfJrrr, 6urcoHnerccHu $unvupauu ra6lerrcu c AenrrreJrHa qepra.
Ta6lernure Moxe Aa 6r4ar piBAeJreHn Ha.qBe paBHrl noJroBlrHrr.

4. KJIIIHI4TIHI,{,IIAHHI{

4.1 Tepanenrurrur.r [oKa3aH[s

Apera e [oKa3aH 3a JreqeH]re Ha JreKa Ao yMepeHa eceHrruzurHa xuneproHnfl.

4.2 [o:nponxa ll Haqrrn Ha rrpuJro]r(enrre
Ilaqnn Ha rrprrJroxeHrre:
llepopamro [pr{Jro}KeHne.

t4 3 fi "bi i l"r i,'i i ;tl HII Af EH Unfi n 0 n EKAPCTBATA
xaparrnepucmtJ4a Ha npogy(me - npu&rgiln I
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Ta6lerrcure rpr6ra Aa ce flornbllrar c AocrarbtrHo KoruqecrBo reqHocr (uanpraruep qarxa BoAa).
flpenopFrlrreJrHara Ao3a e l0 mg nepop:rJrHo eAlrH nbr AHeBHo, none l5 Mr4Hyrlr np"a" xpauene (:a
npeAnoquraHe npeAH sarcycxa). B sasucuvocr or LIHIuBVAyaJrHr4fl orroBop Ha rraqueHTa, Ao3ara Moxe
Aa ce yBeJruuu go 20 mg.

Jleprcanuaranun CTAAA 20 mg Orannaupanu ra6nerxra
Ta6lerrcure Morar Aa 6r[ar pa3AeJIeHH Ha ABe paBHH noJroBr4HH. ocrasarara fronoBr{Ha Ha ra6lerrcara
rpa6aa Aa ce cbxpaHtBa Ha 3aqI,ITeHo or cBerJrHHa Mrcro. Ta3z ocragarqa [onoBuH arpt6za4a 6r4e
rrpHeTa cbc cJreABarua Ao3a.
{osara rpa6na na ce rryTpkrpa [ocreneHHo, 3arqoro 3a Aa ce ,,porBu MaKcprMuurHr,Irr aHTaxr{nepreH3uBeH
e$exr Mo)r(e Aa ca ueo6xognMn oKoJro 2 celrru\u.
Hqrcou naIrHeHTrI c He3aAoBoJIureJIeH KoHTpoir or eAHH aHTHXHnepreH3lrBeH JreKapcrBeH npoAyKT, Mo)r(e
Aa ce noBJrHrxr 6laronplltrHo npu npu6arrHero uaApera KbM Jrer{eHuero c 6era-6JroKep (areHolol),
AI'{yperHK (xla4pox,roporua:ra4) unu nttxu6urop Ha aHrHoreH3uH-KoHBeprHpau\Lrs eH3}rM (rcanronpral
uru eHalanpul).
Tlfi xaro KplnBara Ao3a-orroBop e crpbMHa c rrJraro npu Ao3H MexAy 20-30 mg, He ce or{aKBa no-go6pa
eSercrueHocr rIpH rIo-BHcoKr{ Ao3pI, Ho He}r(eJraHure e$ercru MoraT Aa ce yBennqar.

IIphroNeHue e crapqecxa er,:pacr
Btnpercu qe c[opeA SapuaxorcuHerur{HnTe AaHHH H rurr{HuqHnr orrrdr He ce Hzurafa KopurupaHe Ha
Ao3ara, npH 3a[oqBaHe Ha JleqeHl{ero rrpfi rrarlraeHTrr B HanpeAHzrJra Bb3pacr e Heo6xo4zno oco6euo
BHI4MAHUE.

flpzroNcenue npu aeua
Apera He ce npenopbqBa 3a rlpliloxeHne npr4 Aerra noA l8 ro4uruHa Bb3pacr, nopaAr,r HeAocrarbqHg
raHlalz sa 6esonacHocr u eSuxacHocr.

rlpnnoxenrae nprE narlueHru c HapylleHa 6r6peqHa lrru qepHo,[po6na OyuKuzq
Heo6xo4unao e oco6eHo BHI{MaHIae np}I 3anoqBaHe Ha JreqeHrrero npu naqHeHTH c JreKo Ao yMepeHo
Hapy[IeHa 6t6peuna n qepHoApo6na SyHrqrar. Bupexn qe o6uqafiHara npenopbqureJrHa Ao3a Mo)Ke Aa
ce rloHact or re3I,I [auHeHTH, yBerl,FreHuero Ha Ao3ara lo 20 mg AHeBHo rpr6va Aa ce ocburecrBrBa
BHI4MareJIHo. AnruxnnepreH3}tBHpltr eSexr Mo)r(e Aa ceycLr[rhr IIpv narIHeHTu c uepHo4po6Ho
yBpe)KAaHe H cJreAoBarelno e Heo6xoAHMo KopurupaHe Ha Ao3ara.
Apera He ce npenopbqBa sa ynorpe6a npu naur4eHTlr c re)KKo HapyueHa vepuo4po6Ha SyHxqur u:ru
nplr raqLIeHrI,I c re)I(Ko 6t6peuHo yBpexAaHe (cxopocr Ha rnoMepyi[ra Qunrpaqus < 30 ml/min).

4.3 [porunonora3aHnq

- CeptxuyrcrBuTeJlHocr K'LM aKTHBHoro BerqecrBo, KbM HtKoH ArlxlrAporruprrrvlnn, r.rJrlr KbM HsKoe
OT NOMOIIIH}ITE BEUICCTBA

EpeuenHocr r.r KbpMeHe (nr.ur< rouxa 4.6)
XeHu B AerepoAHa Bb3pacr, ocBeH aKo He ce H3noJr3Ba eQexrueHa KoHTparle[uut
O6crpyrcqr.rq Ha n3xoAa Ha rflBara KaMepa
HerexynaHa :acrofiHa cr,pAeqHa HeAocrarbr{Hocr
Hecra6ul Ha aHrvtHa neKTopr{c
Texxo 6r6pevHo nnu qepHoApo6Ho yBpelqqaHe

Ao eAr,rn Meceq cJreA MvoKap4eH uu$apxr
flpra e4HoepeMeHHo rrprinox(eHue Ha:

o Cu,rsu nHxn6uropu sa CYP 3A4 (nul<rovrca 4.5)
o I{rzruocnopuH (er-rx rovna 4.5)



o Cox or rpefin$pyr (ewx rovr<a 4.5).

4.4 Cneqna;rnn rpeAyrrperr(AeHrrfl rr rrpeArra3Hrr MepKrr npu ynorpe6a
Heo6xoAznao e oco6eso BHI,IMaHue rrpr4 npHnox(eHlrero Ha Apera npu rrarrueHTr{ cbc cHHApoM Ha 6orgr.19
cuHycoB ersel (axo He e HaJ'IIdIre in situ neficueftxrp). Blnpexu qe xeMoAuHaMr.rrrHlrre KoHTpoJrHpaHH
vt3trvTBaHVA He AeMoHcTpr.IpaT Hapy[eHue Ha KaMepHaTa QyHrcqur, Heo6xo4r.rrr,ro e BHHMaHr,re Ilppr
[aqueHT]I c JIeBoKaMepHa 4ucSyuxqur. llpe4noJlafa ce, qe HrKoH rcparxo4eficrBarrlu Ar,rxu.qponupv1r4Hkr
Morar Ia 6r\ar cBbp3aHla c IIoBITIIIeH cbpAeqHo-cbAoB pHcK rrpu [aqueHT]r c t4cxeMuqna 6olecr na
cbpuero. Br,lpexu ve Apera e 4ulro4eficrBarrl, fipu re3r.r narlueHru e Heo6xoAHMo BH]rMaHue.
H.sxou AHXHApoTIHqTTALTHIa pqAKo Morar.qa AoBe.qar Ao npeKopAnarHa6orxa vru aHrvHarreKTopuc.
Muoro ptAKo IIpfi narIHeHTIt c npeAlxecrBaqa aHrHHa neKTopr{c Mox(e Aa ce [porBrr yBenHLreHHe Ha
r{ecrorara, npoAbJlxl.rreJlHocrra }r re)Kecrra Ha creHoKapAvlaTe rrpncrbnn. Morar 4a ce Ha6lroAaBar
Ll3oJrr{paHu cJrfran Ha uH$aprcr Ha MHoKapAa (nx. 4.8).

Ifpuaotrceuue npu Hapyu,teua 6t6peuua ntu qepHodpo6ua Qyurct4w
Heo6xo4uuo e oco6eHo BHvMaHHe [pv 3anor{BaHe Ha reqeHuero fipu [aurdeHTu c JreKo Ao yMepeHo
HapyueHa 6r6pe'rua u qepHoApo6Ha Syuxqn.r. Brnpexu .{e o6nqafiHara rrperopblrnTeJrHa Ao3a Mo)Ke Aa
ce fioHacq or re3u rrall]reHTLr, yBennr{eHlrero Ha .{o3ara lo 20 mg AHeBHo rpx6na Aa ce ocbrrlecrBrBa
BHHMareJIHo. AHruxunepreH3ltBHl,Iqr efexr Mo)Ke Aa ce ycr.urr{ rrpu rrarlueHTu c qepHoApo6Ho
yBpe)K,4aHe H cJreAoBarelno e seo6xoruMo Kopurr4paHe Ha Ao3ara.
Apera He ce ilpenopbr{Ba sa ynorpe6a nprl narIHeHTH c re)r(Ko HapyureHa vepHogpo6Ha SyHrcqur u rrp1r
rrarrueHrlr c rexKo HapyreHa 6r6peuHa $ynrcqrar (GFR<30 ml/min) (rlx.4.2.)
Alroxoltr rpr6ra aa ce us6xrna, rrft Karo Mo)Ke qayckrrrvt e$exra Ha BttsoAHJrararHBHHTe
aHTIltxu[epTeH3ItBHuI JIeKapcTBa (nx. 4. 5 ).
I,InAyr<ropure na CYP3A4, rcaro aHTuKoHByncaHTH (nanp. QeHnroun, rcap6aua:enraH) ra pusauruqlrH
Morar Aa HaMzIJItr rlna3MeHure HItBa Ha JIepKaHHAHnr{H H ToBa Aa AoBeAe Ao no-Hr{cKa e$exurnnocr Ha
JlepKaHr,r.qunr,rH, B cpaBHeHr,re c oqaKBanara (ex. 4.5.).

EgHa ra6lerKa cbAbp)I(a36,55 mg JraKro3a MoHoxr,rApar (Apera 10 mg Srannazpanu ra6nerrcr.r) w73,1 mg
JIaKTo3a MoHoxnApar (Apera 20 mg SzruupaHr,r ra6nerru). flopagu roBa He rpx6ua ra ce ilpvnara rrpu
naIIHeHTH c Lapp JIaKTa3Ha HeAocralbtlHocr, raJIaKTo3eMnr utu vata6cop6qraoHeH c[HApoM Ha
rrtroxoga,/ralaKTo3a.

4.5 B:anuoqeficrBlre c Apyrr JrexapcrBeHrr rrpoAynTrr rr Apyrrr Qopn'ru Ha B3arrMoAeficrnne

H:eecrHo e, qe JlepKaHlzF.vtnvH ce vera6orra3r,rpa or eH3uMa CYP3A4 H nopaAr4 ToBa eAHoBpeMeHHoro
lpHJIo)KeHHe sa uuxn6uropu H HHAyKToptl na CYP3A4 Mofar p4ailoBnvs.flr nrera6oluglra u
eJrr4Mr,rHr,rpaHeTo Ha JrepKaHVAHrrHH.
Tpr6ea ga ce uz6rrBa eAHoBpeMeHHoro HunHaqeHue Ha JrepKaHuAunHHoB xuApoxJrop[4 c r.rHxu6uropu
Ha CYP344 (Hanp. KeroKoHzt3oJr, urpaKoHa3oJr, pr{ToHaBHp, epr4TpoMvtrlvt:a, TpoJreaHAoMuqnn (nux
rouna 4.3).
HgnlrreaHe 3a B3altMoAeitcrsue cbc cHJIeH zHxu6urop Ha CYP3A4, KeroKoHzL3oJr, noKa3Ba 3HaqHTeJrHo
rIoBHilleHHe Ha IUIa3MeHuTe HHBa Ha JIepKaHI4EkrtrvH (15 nrrr.r rroBHrrreHHe Ha rrnoulTa noA Kpr{BaTa AUC
u 8 urru noBI4IrIeHLIe Ha MaKcI{MuuIHara nJra3MeHa KoHrleHTpaqul Cmax 3a eyroMepa S-lepxauugnnun).
I-{uruocnop}IH H nepKaHLIArIH He rpr6ra Aa ce npr{Jrarar eAHoBpeMeHHo (eux rovxa 4.3).

flpu egHonpeMeHHo npHno)KeHne ce ua6mogaBar rroBurrreHr{ rrJra3MeHla lnvrBa KaKTo Ha nepKaHrl Ar4trvtH,
TaKa u Ha qHKJlocflopl.tu. llpoyqBaHe ilpu Mra[r4 3ApaBn 4o6pononqrz rroKa3Ba, qe aKo rIHKJrocnopHH ce
npriJtara3 qaca cJIeA rlpueM Ha JIepKaHHAvlrrvtlH, rura3MeHHTe Hr.rBa Ha JrepKaHr.tAu[HH He ce flpoMeH,rr,
AoKaro AUC Ha IIuKJrocnopHH ce noBurxaBar c 27%o. EgnoypeMeHHoro rrpr4Jro)KeHue o6aqe na



nepKaHHAtrIIl'IHoB xI{ApoxJIopI'IA c III{KJIocnopHH BoAI,r Ao 3 flbrra yBengr{eHue Ha nJra3MeH;,1ITe ]HHBaHa
nepKaHr,r.qunv[ v 2l %o yvexluuenHe Ha AUC Ha rlHrurocnopHH.
JlepxaHugurlrH He rpr6ea Aa ce npveMa cT,c coK or rpeftnSpl'r (eux rovrca 4.3).
flo4o6Ho Ha Apyf, AHxr.{AponupvtrvHvt,JrepKaHraA,rr}rH e c Mera6orzsrM, r{yBcrBr,rreJreH KbM
nuxu6IEpaHe or coK or rpeftn$pyr c nocJleABaqo noBurrr eHue HacucreMHara 6uoHa.iruqnocr H ycnnBaHe
Ha xurroreH3vrBHlafl e$exr.
flpu e4HorpeMeHHo IIepopaJIHo IIpHno)KeHr.te :aa20 mg JrepKaHkr lntrr4H c MVAa3oJrau or 4o6poeoJrrrg B
crapqecKa Bb3pacr, pesop6qr,r-ara Ha nepKaHI4AHrrlrH ce yBenuqaBa (c orco:ro 40 %) H cKopocr.ra Ha
pe:op6qlr-ffa HaMzuItBa (Tmax HaMzuItBa or | .7 5 4o 3 uaca). KouqeHrpaq uvffe Ha MHAa3oaM ocraBar
HenpoMeHeHlr.
Heo6xo4utr,to e BHHMaHHe nplt eAHoBpeMeHHoro Ha3HarreHue Ha nepKaHnArlnuHoB xHApoxJropHA c
ApyrH cy6crparu ua CYP3A4, Karo rep$eHa4uH, acreMu3oJr, aHrr,rapprrMurru KJrac III, Hanp. aMHoAapoH,
XI4HHAI,IH.

E4HonpeueHHoro rlpuno)I(eHl,Ie Ha JrepKaH:al.vrruln c rrHAyKTopu na CYP3A4, xaro aHTr.rKoHByJrcaHTH
(Hanp. SeHurozu, rcap6ava:ennH) ra praQauflvrruH rpr6na Aa ce ocbulecrBrBa BHr,rMareJrHo, rrft xaro
aHTLrx[ilepreH3I4BHHtr e$exr Moxe Aa 6t4e Haua-neH H KpbBHoro HzurqraHe rpr6na Aa ce H3MepBa rro-
rrecro or o6raqafinoro.
IIpn egnonpeMeHHo nprLJIo)KeHr{e Ha JrepKaHla1vrnvtH c MeronpoJror, 6era-6roxep, rcoftro ce eJrr{Mt4H}rpa
fJIaBHo qpe3 qepHlrt Apo6, 6lroHanttqHocrra Ha MeronpoJroJr He ce rpoMeH.fl, AoKaro 6uoHam,rqgocrra Ha
JIepKaHHIHnHH HaMzuLflBa c 50 oh. To:ra eQexr Moxe Aa ce AbDKlr Ha HaMiureHue Ha qepHoapo6Hux
KpaBoroK, npHrIHHeH or 6era-6loKepl,ITe H nopaArd roBa Mo)r(e Aa ce nporBr v npnApyrrz neKapcrBa or
TtBI'I rpy[a. Clegoaare;rHo nepKaHHAHTIHH Moxe 6esonacHo Aa ce npr4rrara 3aeAHo c 6era-6norcepu, Karo
e Heo6xo4l,rMo Kopr,rrupaHe Ha Ao3ara.
flpoyunaHe 3a B3auMoAeitcrrue c $nyoxcerlrH (uHxra6urop Ha CYP2D6 z CYP3A4), ilpoBeAeHo rrpn
4o6ponolqu Ha Bb3pacr 65 + 7 foAHHIn (cpe4no a craH4apruo orKJroHeHue), He rroKrBBa KJTHHHqHS
3HarrHMu npoMeHH rtn QapllaxoKuHeruKara Ha nepKaH v1lanrn.
E4uoopenaenHoro rlpullo)I(eHl4e na 800 mg qr,rMerr{Ar,rH AHeBHo He BoAr{ Ao 3HaqurenH}r npoMeHH B
IlIIa3MeHHTe KoHIIeHTpaIIVU Ha JlepKar:larvfivtH, Ho nptz rro-BucoKt4 gosu o6ave e Heo6xoAr.rMo BHr,rMaHHe,
r"rfi raro Moxe Aa ce yBenl,Iqar 6uoHaru.{Hocrra v Aa ce ycvrwr xunoreH3uBuam eSercr na
JrepKaHHIrr[nH.
E4uoapeueHHoro npI,IJIo)KeHLI e ua 20 mg JrepKaHr,r Avtnu:n npr4 narrueHTu, JreKyBaHu npo.{bJDKr4TeJrHo
BpeMe c p-MerI4JIAHroKcHH, He AeMoHcrpr.rpa QapuaxoKr,rHerulrHlr nsaunro4eficrnu-n. 34paeu 4o6porolqa,
neKyBaHIt c AI,IIOKcI,IH cneA npI4JIo)KeHLIe 20 mgJrepKaHHAHrrHH Ha ruIaAHo, rroKa3BaT cpeAHo yBenHqeHrde
na Cmax Ha AI{roKcI{n c 33Y0, AoKaro AUC u 6r6peunr,rxr KJn pbHc He ce rrpoMenrr curuu$r,rKaHrHo.
flaqzeHru c nplrAppl€Baulo rer{eHlre c AuroKcuu rpr6ea BHuMareJrHo KJrr,rHlrr{Ho Aa ce npocJreArBar 3a
6eresu Ha EvffvrarwtcoBa uHToKc vKarrufl -
flpra e4norpeMeHHo MHoroKparHo nplrJroxeHue na20 mg JrepKaHnAHrrHH c 40 mg cuMBacrxrvn, AUC na
JIepKaHHIHnHH He ce [poMeHt curuuQuxaHTHo, AoKaro AUC Ha cHMBacrarHH ce yBernr{azac 56Yo, ana
aKTLrBHrrt lry vera6olr.rr p-xIa4porcclt KHceJrHHa - c 28o/o. He ce o.rarcsa re3u npoMeHr,r Aa HMar KJrHHurrHo
3HaqeHlre. He ce oqaxea s:auNaoAeficrBue Koraro JrepKaHHAlrrrr4H ce npHeMa cyrpr{H, a cuMBacrarHH ce
npHJlara Beqep, KaKTo ce npe[opbrrBa 3a ToBa neKapcTBo.
EguoepeueuHoro rIpHJIolI(eHHe laa20 mgnepKaHr,rAr,rnuH Ha rna,qHo npu 3ApaBz 4o6ponolqu ne
npoMeHrr $apvaxorcr.rHernKara na eap$apuH.
Jlepxanu4urrrrH Mox(e Aa6rre 6esonacHo npuJraraH c Anyperuuuu ACB-uttxH6nropu.
Alrcoxor rpr6za ra ce uz6srya, rrit Karo Moxe Aaycvnu e$ercra Ha Ba3oAlrJrararr4BHnre
aHTHXHrrepreH3nBHr neKapcrBa (nnx rouxa 4.4).

4.6 Epeuennocr r.r KrDpMeHe

lannure 3a nepKaHI{ALrrrI{H He noKa3Bar AoKa3areJrcrBa 3a reparoreHeH eQexr npH rrJrbxoB e vt zahgu u
penpoAyKTHBHocrra rIpH IUIl,xoBe He ce HapyIUaBa. HegaeHcuMo oT ToBa, [opaAH JrHrrca Ha rcnnHHlreH



oIIHr c nepKaHLrAHnHH rIpH 6peueuHocr H KbpMeHe u nopa1Lr reparofeHHrarr eQerr Ha Apyrg
.{uxltAporlHpr44r4Er4 npu x}rBorHtt, Apera ue rp.r6ra Aa ce rrpHJrara rro BpeMe Ha 6peueuHocr r.rJrr{ [p]r
)I(eHlI B AerepoAHa Bb3pacr, ocBeH aKo He ce rrpnnara eQeruanHa KoHTpaqelqnr. flopa4u BgcoKara
:rzno$uluocr Ha JlepKat:allvrrvln, Moxe Aa ce or{aKBa rr3JrbqBaHe B KbpMara. Ero sau1o ne rpx6na 4a ce
npnJrara npv KbpMeulr4 )KeHu.

4.7 E{enru Bbpxy cnoco6nocrra sa uroQupane rr pa6ora c Marrrrrnu

K-luHuqnurr onI{T IIoKa3Ba, qe e MaJrKo BeporrHo JTepKaHHAHTIHH Aa Hapyuu cnoco6Hocr.ra Ha [auHeHTa
:a uroQnpaue z pa6ora c MaIxI4HIt. Brnpexn roBa e Heo6xo4rauo nHt,tMaHt,te, 3arrloro noHqKora Mo)r(e .rla
Bb3HltKHaT 3aMaqHOCT, ACTeIII,'.', yMopa u ptAKo cbHJIlrBocT.

4.8 Hexe;ranu JreKapcrBeHr.r peaKrltrH
9ecrorara Ha He)KeJraHHTe JreKapcrBeHrl peaKlrnr.r e onpeAeneHa KaKTo cneABa:
MHoro qecrl (>1/10), uecru (>l/l00lo <l/10), neuecru (>l/1 000 ao <l/100), peAKH (>l/10 000 ao
<1/l 000), MHoro peAKL (<1/10 000), c HeI{3BecrHa qecrora (or uarlr.rHure AaHHr4 He Mo)Ke Aa 6rAe
HanpaBeHa oqeHxa).
Hexe:raHra peaKqr4n ce [osBrBaT rrp]r oKoJro 1,8 %o or JreKyBaHHTe narIHeHTu.
Ta6tulJtara noKa3Ba r{ecrorara Ha HexeJraHprre JreKapcrBeHr.r peaKqr4r4, c noHe BeporrHa [pur{r,rHHo-
cJIeAcrBeHa Bpb3Ka, rpynupaHl cnopeA MeDRA KoHBeHqHrrra rro opraHlr H ct4creMu u rroApeAeHu rro
qecrora (Heuecrn, peaxn).
Haft-qecro cpeuaHHTe Hex(eJIaHIj neKapcrBeHr4 peaKrlr{H, cro6lleHra or KoHTponupaHn KJrr{Hr{qHH
[poyrlBaHHt ca rnaeo6orile, 3aMatHocr, nepuSepeH eAeM, TaxlrKapAvts., crpue6ueHe,3aqepBrBaHe, Karo
BCrKa OT TrX Ce nOflBrBa npH no-MaJrxo or I o/o or rla\ueHTl4Te.

I4zcreAsanus:
Jlepxanu4urruH He noBJrr.rrBa KpbBHara 3axap Htrr4 cepyMHr{Te lrkrrr:a1nla HvBa.

Crpneqnu naoyureHuq:
Heqecrlr : TaxlrKapAr.rr, crpqe6ueHe.
PeAxra: AHruHa neKTopnc
HqKoH .ql,rxvAponvpvrprnvl Morar AagoBeAar Ao npeKopAr4aJrHa 6onxa vrftr aHrvHa neKTopnc.
MHoro peAKI,I: flpn naqveurll c npeArrrecrBarra aHrlrHa [eKTopLrc Moxe Aa ce rroBurxu qecrorara,

IpOAI,JDKHTeIHOCTTa HJII,I TexeCT'ra Ha Te3H IIpLIcTbrII,I. Moxe ga ce Ha6.nrc.qaBaT n3onupaHH cntrrAr Ha
M Ho Kap.rIeH r.r HQaprr.

Hapvruenue Ha HepeHara cncteNra:
Heqecru: fraso6orr4e, 3aMaqHocr.
Pegxu: Couuo:reHruocr

CrovaruHo-qpeeHr,r Hapyuenuq :
Pe4xu : f a4ene, p'uclerrcvs, Anapvr-., KopeMHa 6orxa, noBpbrqaHe.

Hap)rmeHuq Ha 6r6peuure H nurcoqHure nlrurrla:
PeAxa: flonnypnr

Hapyruenns na xoxata z nonnoxuata ttrcan
PeAxu: OSpas
Haplvur eHLrx na trlrcry,ruo-cxeleruara cucrelra n crenuHurelnara lrxaH :
Peaxn: Mna.rrur



Crnonu HapyrueHus:
Heqecru: 3auepnraaHe
Muoro peAKH: Cusxon

O6rqH HapyureHuq ra e0exru Ha r,rqcroro Ha npunoxeHne:
Heqecrz : flepu$epen e4erta
Pegrclr: Acreuar, yMopa

or cnourauuu cro6lqeHr4s rrpr nocr-MapKeruHroBu rr3cneABaHur, ca cro6rqeHn cJreAHHTe He)KeJraHr4
peaKr.Inu:

klscreilsaHus:
Muoro peAKH: O6parrauo IIoBHIrreHr,re Ha cepyMHr{Te HuBa Ha r{epHoApo6nure rpaHcaMHHiBH.

CronaaruHo-qpegHr4 HaoyrxeHHq :
Msoro peAKH: funrzga,.rHa xuneprpoSur

HapyureHnq Ha 6b6peuHre r,r nrixoqHure nrrurua:
MHoro peAKkr: 9ecro ypr.rHupaHe

Ctaoefi Hap]rmenl,Iq:

Msoro peAKH: Xunorouus

O6ruu uapyuesus u eOexrn Ha nascroro na npurox<eupre:
MHoro peAKH: Bo:rxa B rbpAHre

4.9 Ilpegornpaue

B nocr MapKerIrHroBH npoyqBannr rpu cnyqas, Ha rrpeAo3r4paHe ca cr,o6rqenu (npu go:n or 150 mg,
280 mg n 800 mg nepKaHHAnrItH, npr{JroxeHrl c rren cauoy6uficrno). flpu rrbpBrxr narlueHr ce
ua6lrcgaea cbHJIHBocr L e HanpaBeHa croMarrrHa rrpoMprBKa. flpn rroplrr naqueHT ce p€BBHBa
KapAHoreHeH IIIoK c rexKa MIroKapAHa r4cxeMH.fl r.r JreKa 6r6peuua HeAocrarbr{Hocr pr e JreKyBaH c Br.rcoKH
AO3I'I KarexoIraMLrHPr, Sypo:elrr.r.{, Autr4TaJtl1rc H rlapeHTepiurHr,r rrJra3MeHH 3aMecrr4Tenu. flpu rperr,rrr
naIIueHT ce Ha6ln4aBa rloBpbulaHe H xunorolP{4fl yr e neKyBaH c aKTnBeH BbrJreH, JraKcaruBlr u uu$yzut
c AorraMuH. Idrpuuara narlHeHTr.r ce Bb3craHosqsar 6es nocJreAcrBlu.

Moxe Aa ce oqaKBa, r{e npeAo3upaHero ure AoBeAe Ao rrpeKoMepHa nepzsepHa BiBoAl4Jrararlur cbc
3HatIlrreJIHa xHlloroHuc u peQlexropHa raxrrKapAraq. B c.nyuaft Ha rexKa xHrroroHHr, 6pa4urcapliw. u
:ary6a Ha cb3HaHr{e ce [prLJrafa noAAbp)Kaulo cbpAeqHo-cbAoBo JreqeHr4e H HHTpaBeHo3Ho arponnH 3a
6paaurcapgnrrla.

flopagra nporr,JlxktreJlHutr $apuarcororuueH e$exr Ha nepKaHr.r nt4rfvH, rrpr4 npeAo3r{paHe e MHofo
B:DKHo cbpAeqHo-cbAoBara cllcreMa Ha nalrneHTvne ra ce MoHHTopHpa B rrpoAbJDKeHHe noHe Ha 24 qaca.
Hrvra raHQopMauu{ 3a non3ara or Ar.raJru3ara.Trfi Karo JreKapcrBoro e BucoKoJrunoQuluo, MHoro e
BepotTHo IIJI'BMeHI,ITe H'dBA Aa He Ca rrOKa3aTeJrHH 3a npoAbJDKHTeJTHOCTTa Ha pHCKOBHq ilepHOA Ll
nrarr3ara Molr(e Aa He e eQexrraHa.



5. @APMAKOJIOTHItril,ICBOIICTBA

5.1 (Dapuaxo4rrHaMrrrrHrr 
cnoftcrna

oapuarcorepafleBTxr{Ha rpyna: ceJre*TprBHrr 6roxepa Ha KaJrqueBare KaHruL fJraBrATC xoa: C08CAI3 
vJrv^.'Pr4 Ha KaJIIIueBare KaHtuu fJIaBHo cac cbroB, eSexra

Jlepxauu4arraH e KuuqueB aHTaroHucr
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EuorpaHcQopMarlrq
Apera ce uera6olu3npa B roJItrMa creneH or CYP3A4, Karo B ypHHara u Qeqeca He ce orKpHBa
HerlpoMeHeHoro Beqecrno. flpenprrqa ce npeAr.rMHo B HeaKTr,rsHz Naera6o rvtrvt v npu6lusure mto 50o/o
oT AO3aTa Ce H3JrbqBa c ypuHaTa.

Onurt,t in vitro c qoBerrrKH uepHo4po6Hn MHKpo3oMr4 rroKa3Bar, rrc nepKaHuAlrnuH B rr3BecrHa crerreH
uuxu6upa CYP3A4 u CYP2D6 B KoHl-leHrparlrlu cborBeruo 160 il:sT:z u 40 rwuro-Br,rcoKrr or re3n.
AocrHrHarI,I npln MaKcuMuuIHa [Jra3MeHa KoHUeHTpa\Hs cJreA rrpHJroxeHHe ua20 mg.
OceeH ToBa npoyqBaHnflTa 3a B3auMoAeitcrsus rrpta xopa rroKrBBar, rre nepKaHHAlrrrHH He rrpoMeH,
nJra3MeHHTe HIIBa Ha MuAa3oJIaM, TItrIHqeH cy6crpar Ha CYP3A4 Hrru Ha MerorrpoJron, Tr,IrrHqeH
cy6crpar Ha CYP2D6. ClegonareJlHo B TepaneBTur{Hr4 Ao3A He ce oqaKBa Apera gauuxulupa
6uorpancQopMarrprrra Ha JreKapcrBa, lrera6oru3upaHu or cyp3A4 u cyp2D6.

Eruunnupane
E:rnuraHrapaHero ce ocbrlecrBsBa HraBHo vpe: 6uorpancQoprr,raqr{r.
Cpeguoro BpeMe Ha noJry)IsBor Bb3JrH3a Ha 8- l0 ,i"u, ui"iurr""truHara aKTr4BHocr npoAbJrx asa 24
qaca flopaAu Bl4coKara creneH Ha cBbp3BaHe c JrktrrnAHara ueu6paHa. flptr rrlHoroKparHo rrpnnoxeHue He
ce Ha6rrcAaBa aKyMynarlur.

Jlnnefi nocr / Helunefi nocr
Ilepopaluoro npuJloxeHue Ha Apera BoAr4 Ao rura3MeHr4 HlrBa Ha JlepKaHaAr4rrlrH, Kor{To He ca
npaBorlponopuHoHiulHl4 Ha Ao3ara (neruHeapua xuuerzxa). C.neA rrpuno)r(eHlre Ha 10, 20 wm 40 mg,
cborHolrleHaero Mex,4y MaKcHMzuIHktre [rrtBMeHH KoHrreHTpaqun e 7:3:8, a cborHorrreHr.rero MexAy
rIJrouITa rroA KpI,IBara [IIa3MeHa KoHrleHTpar{us - BpeMe e 1:4:18, rcoero npeArroJrafa nporpecnBHo
HacI4IqaHe Ha first-pass Nlera6onusrla. Cre4orareJrHo Huur[qHocrra HapacrBa c yBeJrnqaBaHero Ha
.rlo3ara.

XapaxrepncrrrKrr rrpH naurreHTrrre
flpra naqueHTI,I B crapqecKa Bb3pacr, rrarlueHTn c JreKo Ao yMepeHo HapyrrreHa 6r6pevHa Synrcqur uru c
neKo Ao yMepeHo HapyueHa.repuogpo6Ha $ynrcqu.a, Sapnaaxoxr.rHerriqHoro rroBeAeHr,re Ha
JIepKaHHAlr[us e 6uno cxoAHo c na6moAasaHoro npu o6ulara norryJraqnfl or rrauueHTu. flaqraeHua c
TexKH 6t6pe.lHI,r HapymeHl,It Lfilr [aIIueHTLl, gaBucvIMu or plvaJur;a, rroKa3Bar no-BlrcoKr,t HuBa
(npu6nrasuretmo 70%o) Ha JleKapcrBoro. flpn [arIHeHTV c yMepeHo Ao re)KKo HapyrxeHa.repHo4po6Ha

$yHxqu.r uMa BepotrHocr crlcreMuara6uosuur{Hocr Ha JrepKaHrzAn[r,rH Aa ce yBeJrnuu,rri,tKaro no
rrpnHur4rr JreKapcrBoro ce rrera6onla3vpa B foJrrMa crerreH r vepnur 4po6.

5.3 Ilpe4rc;ruHnqnrr AaHHrr :a 6esouacnocr

@apuarcolofuqHuTe H3cJIeABaHHq ga 6e:onacHocr rrplr Is,rBorHH He [oKa3Bar noBJrr{rBaHe Ha
aBToHoMHara HepBHa cucreMa, IleHTpzurHara HepBHa clrcreMa HJrH croMarrrHo-qpeBHara 4efiHocr npn
aHTr{xHIrepTeH3r4BHH AO3r{.
3Haqnuu e$exru, Ha6ruoAaeaHu npn [poA'bJr)s4TeJIHr.t [poyqBaHr,rJr rrprl rIJIbxoBe H Kyr{era, ca cB'r,p3aHH
npqKo IIJIH KocBeHo c rr3BecrHure eQercru Ha BucoKL Ao3rI KzurqueBlr aHTaroH4crvr u ce AbJI)Kar
npeAHMHo Ha npeKoMepHo ronrMa Qapvarco4raHaMrrr{Ha aKTr.rBHocr.
JlepraHu4nnuH He e feHoroKcuqeH H He noKa3Ba AaHHlt 3a KaprIHHoreHeH pprcK.
Oepruluremr n o6rqoro penpoAyKTHBHo noBeAeHVe ilppr rrJnxoBere He ce noBJu4rBar or JreqeHrrero c
JIepKaHr4Ar4rrr4H.
Fl-rva gauHz 3a reparoreHeH e$exr npr4 rrnbxoBe n zairrlu; BbrrpeKu roBa nprd rrJrbxoBe, JrepKaHHAI4rrI{H
B1'B BI4coKH Ao3rr npeAI,I3BI,IKBa npe- u nocrnMnJraHTaquoHHr,r zary6n u za6asque ua Qera,rHoro
pa3BHTHe.



Koraro nepKaHI{AI4nHHoB xuApoxnopul ce rpr,rJrara BbB Br.tcoK}r losu (12 mg/kg/aen) no BpeMe Ha
pDKIaHe, BOAH AO AHCTOKHT.
Pa:lpegeleHuero Ha JIepKaHHAunu:r' ulutu HefoBHTe ruera6o.nzru n 6peueuHr,r )KHBorHr.r r,r H3rbrrBaHero
My B KbpMaTa HM He e u3cJreABaHO.

Mera6olaruTe He ca I43cneABaHI4 noorAenHo B ToKcr.rKoJroruqHu r43cJrenBaHlrr.

6. OAPMAIIEBTI{[IHIr,tIAHHr4

6.1 Cnncrrc Ha rroMoruurrre BerrrecrBa
Jlaxrosa MoHoxnApar
flpexeraruHlr3upaHo rlapeBr,rr{Ho Hu[recre
Kpocxapalrelosa uarpuft
Xunpouelo:a
Curzuues .qraoKclry, KoJrolrAeH, 6eseogen
Maruregues creapar

Apera 10 mg Qunlrupanu ra6nerxn
Ounvupaulo noKpurue (Onaapafi xurro)
Xunpoue;rosa
Marcporon 8000
Turanoe ArzoKcHA (El 71)
Ta,rx, xere3eH oKclrA Nurr (E172)

Apera 20 mg Snrlaupanu ra6lerxu
Onrnruparqo noKpvrue (Oua4pafi poson)
Xunpovero:a
Marporon 8000
Turanoe AuoKcr.rr (El 7 I )
Talx, xelereH oKcHA qepBeH (8172).

6.2 HecrnlrecrrrMocrll

Henpuroxlrrr,ro.

6.3 Cpon na roAHocr

3 roAuspr.

6.4 Cueqnarnn ycroBnq Ha cbxpaHenue
,{a ce crxpaHrBa B opruHilJrHara orraKoBKa, 3a Aa ce npeArra3r.r or cBerJrHHa.
llorosuHlare Ha ra6rerrcure rpr6ea Aa ce cbxpaHrrBar Ha 3auruTeHo or cBerJrr,rHa Mrcro.

6.5 ,[annn 3a orraxoBKara

Ee,r r.r nenpo3patrHu Any vuuufr/PVC/PVDC 6l ucrepnu orraKoBKpt.
Pasnepu Ha orraKoBKnre:10,14,28,30,35, 50, 56,84,98, 100, 126 utu 754ra6terrcu.



He eclrqxu BHAoBe o[aKoBKrr Morar 4a 6r4ar rrycHaru n npo4ax6a.

6.6 Cneqna.irnn [peA[a3Hrr MepKrr npI,r [3xBbpJ'rcue

Heu:norgsaHlltr npoAyKT ruIH ornaAbr{Hure MarepriaJrr,r or Hero rpt6yaAa ce }r3xBl,pJrrr B
CbOTBETCTBI'E C MECTHLITE U3IICKBAHH'.

7. IIPI{TE}ITATEJI HA PA3PEIIIEHI,IETO 3A. YIIOTPEBA

STADA Arzneimittel AG
StadastraBe 2-18

D-611l8 Bad Vilbel, fepnaaHrar
TeneQoH: ++49 6101 603-0
(Daxc: ++49 6101 603-259

HOMEP(A) HA PA3PEIUEHT4ETO 3A yrrOTpEEA

AATA HA fIbPBO PA3PEIIIABAHE/fIONIIOBqBAHE HA PA3PEIIIEHI4ETO 3A
YIIOTPEEA

10. AATA HA AKTYAJIII3I{PAHE HA TEKCTA

,{exeunpz 2009

8.

9.


