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Kacapuo 5 mg ¢uimupaHu TabneTku

Kasario 5 mg film-coated tablets Paspeweinia Ne 08 -03- 202
somamp. 8.7 EI0 VIO
2. KAYECTBEH H KOJIMMECTBEH CHCTAB DGUODOHUE N .....ovucoerrivireriresond aresrmarasearisesstsrassrassnnns

Bcsika Tabnerka cwabpxa 5 mg rananagun (tadalafil).

[TomouiHo(H) BEILECTBO C U3BECTHO NEUCTBHE
Besaka punmupana tabnerka cpabpxa 140,87 mg nakrosa (kaTo MOHOXHAPAT).

3a MbJIHHUA CMIHUCBHK Ha MOMOLIHHUTE BELLECTBA BUOKTE TOuKa 6.1.

3. JIEKAPCTBEHA ®OPMA

duamMupana Tabnerka.

[Tpoavarosatu 6enu 0o kpeMasu puimupaHu TabneTiu ¢ avbxuHa 10 mm = 0,2 mm H lwupHHa 5,5
mm % 0,2 mm.

4, K/IHHHUYHH JAHHH

4.1 TepaneBTHUHH NOKA3AHUA
JleweHue Ha epeKkTUIHA AMCPYHKUUA NIPU BL3PACTHH MBIKE.

3a na Ovae edexTrBeH Taganadui, Ce H3UCKBA CEKCYAIHA CTUMYtaLHs.

Kacapuo He € nokaszaH 3a ynorpeda OT KEHH.

4.2 o3upoBKAa H HAYHH HA MPHJIOKEHHE

O3HPOBKA

Epexmunna ouchynxyus npu 6b3pacmuu Muvice
[Ipenopbusanarta fo3a e 10 mg, npueTa nNpeyd oYaKBaHaTa CEKCyalHa AEHHOCT CbC WIH Oe3 XpaHa,

[Tpu Te3m naumenTH, npu kouto Taganadun 10 mg He BOAM OO MOAXOAALL €(PEKT, MOXKE Aa Ce OfHTa
20 mg. Ta3u no3a moxe aa Ovae npuera rnode 30 MHHYTH Npean cekCyaiHa A€HHOCT.

MakcHMaHaTa MeCTOTa HA NPHEM € BEAHDbX AHEBHO.

Tananadun 10 u 20 mg e npeaHa3HadeH 3a ynotpeba npeay oyakBaHa CeKCyalHa OeHHOCT U He ¢
npenopb4Ba 3a NMpoAbJDKUTENIHA eXENHEeBHA ynoTpeoda.

[py nmauyeHTH, KOMTO MPEABWKAAT 4ecTa yrnorpeda #na Kacapuo (Hanp., noHe aABa MbTH
CEAMHYHO), MOXKE fa ce OOMHCIIH KaTo MOAXOAAL PEXHM €JHOKPATEH AHEBEH MpHEM Ha HaK-
HUCKHTe A03u Kacapuo, 6asupaiiku ce Ha H300pa Ha NALIMEHTA M PELUEHUETO HA JIeKaps.

[Ipu Te3H MaLMENTH Ce NPenopbYBAHATA 1032 € 5 mg, NMpHeTa BEAHBXK AHEBHO NpUOIU3
H CBIIO BpeMe Ha AeHsa. J[o3aTa MOxe Jla ce HaMalM A0 2,5 mg €AHOKPATHO AHEBHO Ha

Hda HHAUBHAYAJIHATad NOHOCUMOCT.



llenechoOpa3sHOCTTa HA MPOAB/DKUTENHATA exelHEBHA yrnoTpeba Tpsa0Ba NnepHOAMYHO Na
CE NPEOLECHsBA.

Hobpoxauecmesena xunepniazus Ha npocmamama NPu 8b3pac M Mbiice

[MpenoprunTenHara Ao3a € 5 mg, IpUeMaHa NpHOAN3HTENHO NO €1HO H ChLIO BPEME BCEKH JIEH CBC
niu 0e3 xpaHa. 3a Bb3pacTHH MBXKE, KOMTO Ce JIEKYBaT KaKTo 32 A00poKaueCcTBEHa XHIepIUla3ys Ha
MPOCTATATa, TAKa W 33 €PeKTWIHA TUCYHKLHA, NPeNOpbHKHTEIHATA 1033 ChLIO € 5 ing, NpHEMaHa
NpUOIN3UTENHO IO €HO W ChLIO BpeMe BCekH eH. [Ipy nauMeHTHTe, KOMTO He €a B ChCTOSSHUE 1A
noHacsaT Taaanadui 5 mg 3a jeueHue Ha qoOpokauecTBEHa XMIIEprLUia3ug Ha rpocTaraTa, TpaOBa na
ce B3EME MPENBH/ AITEPHATUBHO JieYCHHE, Thil KaTO eUKacHOCTTa HA Taaatadml 2,5 mg 3a JieHeHUe
Ha qo6pokavecTBeHa XMNEpPIUia3ua Ha NPOCTATATa HE € JI0Ka3aHa.

CneuManHy nonyaauuu

Muvoice 6 cmapuecka sv3pacm
[Ipn MBbXe B cTapuecka Bb3pacT He ce U3UCKBa aJIaNTHPAHE Ha 103aTa.

Muvoce ¢ 6vbpewno yepesicoane
He ce Hanara HamanspaHe Ha 03aTa NPy MAlHEHTH ¢ JIEKO 10 yMepeHo OLOpedHo yBpekKaaHe. 3a

MAaLKEHTH ¢ TeXKO OLOpeuHo YBpeXKIaHe MaKCUMATHATAa pENophUKTEIHaTa 103a € 10 mg.

[Mpu naumeHTH ¢ TeXxko OBOpEeUHO YBpeXKAaHe NO3UPAHETO Ha Tajanaduil eIUH MbT AHEBHO HE C€
npenopbuBa (BXK. Touka 4.4 ¥ TOuka 5.2).

Muvace ¢ veproopobuo yepescoane

[TpenopwukTennara go3a Kacapuo e 10 mg, npuera rnpeau oyakBaHa ceKcyaaHa JEHHOCT M Oe3
Bpb3Ka ¢ XpaHeHeTo. UMa orpaHHyeHH KIMHUYHK JaHHH 32 6e30MacHocTTa Ha Taaanadu npy
MaLMEHTH ¢ TexxXKa YepHoapobHa HenoctarbyHocT (Child-Pugh kirac C ); ako ce npeanucea, TO
MpeANMCBAIHAT JeKap TpaOBa Aa HaflpaBH BHUMAaTe/IHa HHAMBHAYAIHA [TPpeLieHKa Ha ChOTHOLUEHHETO
nonsa/ puck. Hama HanuuHY JaHHH OTHOCHO NMPHIOKEHUETO Ha 103K no-BucokH oT 10 mg Taganadun

Ha IMTAUHUCHTHU C '—lEpHOﬂ,pﬂﬁHO YEPCXKIaHC.

Jlo3npaHeTo €AUH IMbT AHEBHO HE € OIIEHABAHO NPHU NALMEHTH C YepHOApOOHA HEAOCTATHUYHOCT,
cAefoBaTeJIHO, aKO C€ MPEANKCBA, TO NPEANUCBALMAT ro neKap Tpsa0OBa Aa HAMpaBd BHUMATe/HA
MHAHWBUAYAHA NPELIEHKA HA OTHOLUICHUETO MoMN3a/pucK. (Bx. Touka 4.4 ¥ To4Ka J.2).

Muwoce ¢ ouabem
[Tpu mbxke ¢ AUabeT He ce U3HCKBA NMPOMAHA B f03aTa.

Heouampuuna nonyiaywi
Hsima choTBeTHO npuinokeHue Ha Kacapiuo B neaMaTpyuHarTa nomnynauds OTHOCHO JICHCHHETO

HA EPEKTHIHA AUCOYHKLIHUA.

HayuH Ha npuiokeHue

Kacapuo ce npeanara kato ¢punMupany Tabnerku ot 2,5, 5, 10, u 20 mg 3a nepopaiHo npunoxeHye.

4.3 IIporuBonoka3zaHus

CBpPBXUYBCTBHTENHOCT KBM aKTHBHOTO BELUECTBO WIH KbM HSKOE OT MOMOILHHTE
BELLECTBA, H30poeHH B ToUKa 6.1.

B KIMHHYHH NpOY4BaHHA € YCTAHOBEHO, Ye Tafanadun yCuiBa XMAOTEH3UBHUTE €deK
Hutpatute. CMATA ce, Ye TOBA € Pe3yTaT OT KOMOUHHpaHUTE e(PEKTH HA HUTPATHTE
BbPXY NBbTA a3oreH okcun/ul M®. ITopaau Tora, npunoxxeHuero Ha Kacapro npu na
KOHWTO H3MON3BAT HAKAKBH (OpMH Ha OpraHHYHHU HUTPATH, € NPOTHBONOKA3AHO (BXK.



Kacapuo He TpabBa ga ce npunara Ha MbXe CbC CbpAeyHH 3ab019BaHUA, ITPU KOMTO CEKCyaHaTa
AKTHBHOCT HE € NMpenopbrunutenHa. Jlekapure TpabBa aa 00ChAAT NOTEHLHAIHHAL ChPACUEH PHCK
OT CeKCyaslHa ACHHOCT NpY MalMEHTH C NPeallecTBall0 ChPACUHO-ChR0BO 3a00NIBaHe.

ClleHUTE rpyNHY NALUEHTH CHC ChPASHHOCHAOBO 3a00/19BaHE HE ca OWIH BKJIIOUEHH B

KIMHAYHU NpOyYBaHU4 Y 3aT0Ba ynoTtpebara Ha Taganadun rnpu TAX € NpOTHBOIIOKA3AHA:

— MALMEHTH C MUOKapJECH UH(PAPKT B paMKHUTE Ha nocjaeaHure 90 auu,

— NaLMeHTH ¢ HecTabWIHA AaHrMHA WM aHFMHA, NPOABABALLIA Ce 10 BPEME Ha FIOJIOB aKT,

— NaLHEeHTH CbC ChpAcyHa HeaocTaThbuHOCT Knac no NYHA (New York Heart Association) 2 unu
[0-BUCOK Mpe3 NOC/ICAHUTE 6 Mecelia,

— MaLHEHTHA ¢ HEKOHTPOJIHPAHH apUTMHH, XUNOTOHKA (< 90/50 mm Hg), win HeKOHTpOHpaHa

XUIICPTOHHA,
— NanMCHTH C HHCYJ/IT B paAMKHTC Ha INOCICIHHUTC 6 MeceLa.

Kacapuo ¢ npoTHBONOKAa3aH NMpH MMALUMEHTH CBC 3aryba Ha 3peHHeTO Ha €AHOTO OKO, B PE3yNTaT
Ha HeapTepHallHa aHTepHOpHA UcxeMutHa ovyHa HepponaTtud (HAAHWUOH), vezaBucumo ot T0Ba,
Nany TO3HW €NM30] € CBhP3aH MIIH He ¢ npeauinHa ynorpeda Ha PDES uuxuburop (Bx. TOUKa
4.4).

EanospemenHoTo npuioxedne Ha PDES uuxubuTopn, BKAKOUUTENHO Taaanapun, ¢ ryaHunar-
LIMKJIA3HH CTUMYAATOPH, KATO PHOLIMIYAT, € NMPOTHBOMNOKA3aHO, ThH KaTO TOBA MOXE Aa NMPUUHHH
CUMNMTOMATHYHA XHITOTOHHUA (BX. TOUKa 4.5).

4.4 CnenMalHn NpeaAynpexXieHHs H NPpeANa3HH MEPKH OPH yroTpeda

I1pean neueHue ¢ Kacapuo

[TIpeam na 6bae obcwaeHo dapmMakoIOrHuHO eyeHue, TpabBa Aa ce CHEME aHaMHe3a M Hanpasu
(pM3UKANICH NpETea, 3a Ja Ce JUarHOCTULIMpa ePEKTUIHA AMCHYHKLMA M Aa C€ ONPEAETAT
NOTEHUHANHHATE NOJ1EXKALLMK TPHIKHM.

I'lpe,uu Oa c€ 3alICYHE KaKBOTO H Ja € JICHCHHUE Ha €PEKTHIIHA ,ElHCClJ}’HI{LlHﬂ, JNCKAPHTC TPHSBH Ad
I[PCUHCHAT ChpPACYHOCBAOBHA CTATYC HA TCXHHUTC NMTAUHCHTH, ThH KaTO UMA U3BECTHA CTENEH HAa

ChpAEYeH PHUCK, CBBLP3aH ChC CeKcyanHaTa aeiHocT. Taganadun uMa Ba30AUIATATUBHU CBOKHCTBA,
BOAELLH A0 JIEKH H MPEXOIHH MOHHKEHUA Ha KPBBHOTO HandaraHe (BxK. Touka 5.1) u no TaksB
Ha4YMH NOTEHLMPA XHINOTEH3UBHHA eeKT Ha HUTPAaTUTe (BX. Touka 4.3).

OueHkaTa Ha epeKkTHHaTa AuchyHKUUA TpAOBa fa BKIIOYBA ONPEACISHETO Ha MOTEHLIHATHHTE
[oAsexaily rNpUYHHK ¥ YCTAHOBABAHE HA NOAXOAALLO JeHEHHE Caiel NMpaBuTHa MEJHLIMHCKA
oueHka. He e u3BeCcTHO, aanv Taganadgun € ePeKTUBEH IPH NALWEHTH, MPETHPIIENIA TA30BH
OMEpaLMy WIK paguKalHa, HEChXPaHABallla HEPBa MPOCTATEKTOMHS.

CovpaeuHo-cpa08M (hakTopu

[To BpeMe Ha MOCTMapKETHHIOBK HAOMIOAEHH W/HITHA KJIMHWYHHU NTPOYy4YBaHUs ca AOKNaJBaHU
CEPHO3HHW CbPIESYHO-CHAOBH CHOUTHSA, BKIKOUYBALIA MHOKapAeH HH(APKT, BHE3aMNHa CbpJc4Ha
CMBPT, HeCTaOWIHA aHrMHA NMEKTOPHC, KAMEPHH apPUTMMWH, HHCYIIT, TPAH3UTOPHH HCXEMHUHH
€MHU301H, rpbjiHa O0NKa, NaNNUTauMH K Taxukapaus. [loseueTo nauneHTH, Npy KOUTO ¢a
NOKJTaABaHH TE€3H CHOUTHS, Ca UMAJTH MPeALIECTBALLY ChPAeYHO-ChAOBY PUCKOBH (GaKTOPH.
Bbnpeku TOBa, HE € Bb3MOXKHO J1a C€ ONpeAe/i KaTeropuuHo, Aanu Te3u CbOUTHSA ca CBBP3aHH
MPSKO ¢ TE3U PUCKOBU (PAKTOPH, CHC TaaanadH/l, CbC CEKCYATHATa AeHHOCT HIM ¢ KOMOMHAL
T€3W HIIH ApYrH GaxTopH.

[Tpu nauueHTH, CBC CHITBTCTBANIO JICYEHHE C AHTHXHUIIEPTEH3UBHY JIEKAPCTBEHH npnnqu(
Taganaduin MOKe fa MHAYLMpa NOHWKEHHE Ha KPbBHOTO HanaraHe, Koraro ce 3anousa ¢

JICUCHHUE C T&I[aﬂﬂtbﬂﬂ, T'pﬂﬁBa Ia ce OOMUCIM KIHHUMMHATA Bb3MOKHOCT 3a aJalnTHPAaHC
Ha aHTHXHIICPTCH3NBHOTO JICHCHHE.




[TIpu nauueHTH, KOMTO Npremar anda: 6okepu, €AHOBPEMEHHOTO NpUIokeHHe Ha Kacapuo Moxe
a JOBEAE A0 CHMITTOMATHYHA XUIIOTOHHA NPH HAKOM OT TaAX (BkK. Touka 4.5). KoMOHHHpaneTo Ha
Tallanapun U TOKCa303HH HE Ce NMpenopbhyBa.

3peHKE

CroOaBaHy ca 3pHTE/IHH HAPYLIEHHS, BKIIOUMTENHO UEHTpa/IHAa CePO3Ha XOPHOPETHHONATHA
(LICX) ¥ cny4yau Ha HeapTepHalaHa aHTepHOpHa HcxeMuuHa ouHa Hepponatus (HAAHWOH), cebp3anu
¢ npyema Ha taganadun ¥ apyru PDES unxuburopu. [Nosevero cnyuan Ha CSCR oTinymsBar
CMOHTaHHO cnep cnupane Ha Taaanadun. [lo orHowenne Ha HAAWMOH, ananusu Ha naHHH OT
HEHHTEPBEHLIMOHAJIHH MPOYYBRAaHU NPEANOIAraT MOBUUIEH PHCK OT OCTpa HEapTEPHANHa aHTEpHOPHA
HCXEMHUHA OUYHA HEBPOMATHA NMPH MbXKE ¢ EpeKTHIHA JHCOYHKLMA CJIEA SKCNO3HLUMS HA Tajanadu
win apyru ©JIES uuxuburopn. Thit kaTo ToBa MoXke Aa ObAe OT NPAKTHYECKO 3HAYEHHE 3a BCHUKH
NAaLMEHTH, H3JI0KEHH Ha Tafanadun, nauMeHTsT TpAOBa Aa Obae npeaynpexaaBaH, ye B c/lydyad Ha
BHE3AIMHO 3PHTETHO HApYILUEHHE, HAPYILEHHE Ha 3pHUTENIHATA OCTPOTA U /MK 3pHTENHO H3KPHBABAHE,
TpsaGBa Oa crnpe npueMa Ha Kacapuo M aa ce KOHCYTHpa HezabaBHO ¢ nekap (BX. Touka 4.3).

HamaneH cinyx wam BHe3anHa 3aryba Ha ciyxa

Cnyvau Ha BHe3anHa 3ary0a Ha cliyXa ca cboOlleHH cnes ynotpebara Ha Taaanagun. Berpeku ue
APYTH PUCKOBH (aKTOPH Ca HAJIMIIE B HAKOU ClTydau (KaTO HanpuMep, Bb3pacT, AHa0eT, XHMePTOHUA
¥ aHaMHe3a 3a NpeaMIlHa 3aryba Ha ciyxa), nauHeHTHTe TpaOBa 1a ObAaT NOChBETBAHY a CrpaT
npUeMa Ha Taganadui u 1a noThpcAT He3abaBHO MEAULUMHCKA MOMOUI B Cy4ad Ha BHE3aNnHO
HaMalIsBaHe Ha CITyXa WM 3aryba Ha ciyxa.

bu6peuHo U HepHOAPOOHO YBpEKAAHE

[Tpu nauueHTH ¢ Texka 6GEOpeYHa HeAOCTaTHLHYHOCT A03upadeTo Ha Kacapuo eJHOKpaTHO AHEBHO HE
ce npenopb4Ba, nopaau nopuiueHarta excnosnuua (AUC), orpaHnyeHHS KITHHHYEH OMHT U JIUNCATa
Ha Bb3MOXHOCT 32 NOBJWABAHE Ha KIIUPBHCA MOCPEACTBOM JHATH3A.

Mma orpaHideHH KIMHHYHK JaHHY 33 6e30nacHOCTTa Ha Taganadui, NPHIJIOKEH KAaTO €AHMHHYHA
1034, MPpHU NalMEeHTH ¢ Texka yepHoapobHa HeaoctaTeuHOcT {Child-Pugh knac C). [lpu naguesTy ¢
YyepHOAPOOHA HEJOCTATLYHOCT HE € OUEHABAHO €IHOKPATHOTO JHEBHO NpuioxkeHue. Ako Kacapuo
ce HasHa4aBa, TpAOBa J1a ce HanpaBW BHUMATEIHA MHIMBUAYAIHA MPELEHKA Ha OTHOLLIEHHETO
NnoN3a/pUCK OT MpeANUCBaLUA 'O JeKap.

[Ipyany3bM U aHaTOMKYHA AedopMalidg Ha NIEHUCA

[MaumeHTHUTE, KOUTO Ca HMANH epeKLUs, NMPOoabkuna 4 yaca Wid mosede, TpAOBa aAa ObaaT
MOCHLBETBAHH [1a MTOTHPCAT He3a0aBHO Jiekapcka oMoll. AKO NpHanu3MbT He Obe JIEKyBaH
BEJHAra, TbKAHTA Ha NEHHCA CE YBPEXIa H MOXKE /1a C€ CTHTHE [0 MOCTOAHHA 3aryba Ha
MOTEHTHOCTTA.

Kacapuo Tpa6Ba fa ce M3Mn0a3BaT ¢ BHUMAHHE NPH NAUMEHTH C aHATOMHUHa JedopMalkg Ha
rneHuca (KaTo Hamp., aHryaanus, kaBepHosHa ¢pudposa niau 6osect Ha Peyronie) WK MNpH NALKEHTH
chC 3a60BaHNsA, KOUTO MOTAT A4 Ch3JaJaT NPEApasnoioKeHHe KbM NMpUann3bm (KaTo
ChPNOBHAHO-KJIETBYHA aHEMHS, MYJITHIUIEH MHEIIOM HIIH JICBKEMHA).

Ynotpe6a ¢ CYP3 A4 unxuburopu

mMolHA CYP3A4 nHXHOUTOPH (pUTOHABHP, CAKBHHABHD, KETOKOHA30J1, HTPAKOHA30J1 U
EPUTPOMMLMH), THH KaTo NpH KOMOMHUPAHETO HA TE€3U NIEKAPCTBEHU NPOAYKTH ce 3a0¢

nosuiuasaHe Ha ekcnosuumaTa Ha Taganagun (AUC) (Bx. Touka 4.5). /

Kacapho y Apyr# 1€4E€HHS 33 €PEKTUIHA JUCHYHKLHUS



He ca npoyuBaHu 6e3onacHocTTa M ehMKacHOCTTa HA koMbuHauunTe Ha Kacapuo v apyru
uHxubutopr Ha PDES unu apyru jleueHust Ha epekTwiHa qucdyHkuus. [lauueHTsT TpgOBa na
Onae HHbopMHUpaH aa He nprueMa Kacapwo B nogoduu koMOMHauuu.

JlakTo3a

Kacapuo csabpaka naktosa. [aliHeHTHTe ¢ peikyd HacIeACTBEHHM NMpodiieMH HA rajlakTo3Ha
HEMOHOCHMOCT, IThJIEH JIAKTa3eH aeHLIMT UK MIIOKO3HO-rajlakTo3Ha ManabcopOums He Tpadsa

Ad NPpHEMAT TOBA JICKapCTBO.

4.5 B3aumopei#icTBHE ¢ APYIH JeKAPCTBEHH NPOIYKTH H APYrA GopMH Ha B3aHMOJeHCTBHE

[lpoyuBanusaTa 3a B3auMoAciicTBuUA ca npoeeacHU ¢ 10 mg n/unu 20 mg Taganagpun, KakTo €
nocoueHo ro-goiry. 1o ce oTHaca no Te3d npoy4BaHUsA 33 B3aUMOJAEHACTBUSA, KbAECTO ca
NpUnaraHy caMmo J03u Ha taganacun ot 10 mg, KIHHUYHO 3HA4YUMH B3aUMOJECHCTBHSA MIPH MNO-
BUCOKH JO3H HE MOraT M3LAI0 A3 ObaaT H3KIIIOUYECHH.

EdexkTH Ha Apyrd BELIECTBA BbPXY Tajanadu.

Huxubumopu na yumoxpom P450
Tapanadun ce Mmetabonuzupa rnapHo upe3 CYP3A4. CenexktuBHuatr uHxubuTop Ha CYP3 A4,

ketokoHason (200 mg aHeBHO), yBenHuasa 2 nbTH ekcnoznuuara (AUC) Ha tapanadun (10 mg) u
Crmax ¢ 15% cnpsamo croitHocTHTe HAa AUC H Cmax IpH CAMOCTOATEAHO NMPWIOIKEH TaAaanadu.
Kerokonazon (400 mg nHesHO), yBenu4ara 4 nbTH ekcnosuumara (AUC) Ha taganadun (20 mg) 4
Crmax ¢ 22%. Puronasup, nporeazen uaxubdurop (200 mg, 2 nbTH AHEBHO), KOHTO € UHXUOHUTOP HA
CYP3A4, CYP2C9, CYP2C19 u CYP2D6, yerenuuasa ekcnozuuuara (AUC) na tananagun (20
mg) 2-nbTH 6e3 na npoMeHs Cmax. Boripeky ye He ca npoyuBaHH cniellM(pHUHH B3aHMOICHCTBHS,
eJHOBpeMeHHara ynorpeda ¢ Apyrd nporea3Hi HHXUOUTOPH, KATO CAKBUHAaBKUP, u a1pyru CYP3A4
HHXUOUTOPH, KATO EPUTPOMHULIKH, KNAPHTPOMHLHH, HTPAKOHA30J U COK OT MPEeHNn@pyT, U3HCKBA
BHUMAaHHUeE, Th KATO MOXE /1a Ce 0YAKBA, TC Aa YBEJWYAT IUIA3MEHUTE KOHLICHTPALIMY Ha Tajajlagun
(Bx. TOouka 4.4). CneaoBaresiHO, UECTOTATA HA HEXKEJIAHUTE JIEKAPCTBEHH PEaKLIMH, NTOCOYEHH B
To4YKa 4.8 Moxke na O6bae yBenuueHa.

Ipancnopmuu benmvyu
He € u3BecTHa poJigTa Ha TpaHCNOPTHUTE OeThUM (HanpuMep, p-TTHKONPOTEHH) BbPXY

AHCIIO3UINATA Ha Tanaﬂacbm. CnenoBaTeHO € HaJMLiE NOTEHHHAT 32 JNCKapCTBCHH BBEHMOHEFICTBHH,
MCAHHPDAHH OT ITOTHCKAHC HAa TPACNOPTHHTE OenThlUM.

Huoyxkmopu na yumoxpom P450)
Huaykropest Ha CYP3 A4, pupamnuunH, HamManara AUC Ha taganadun ao 88%, cnpamo

ctoiHOCTUTE HAa AUC npu camocroaTenHo npuiaoxkeH Taganadui (10 mg). Tazu HamaneHa
€KCNO3ULMA MOXKE 14 CE OYaKBa Ja HaMand epHKacHOCTTa Ha Taaajadmil; CTENEHTa HA HAMAJIEHHE
Ha e¢uKacHoCTTa € HeusBecTHA. J{pyru uHaykTopu Ha CYP3 A4, kato ¢penobapOura, GeHUTONH H
kapbaMa3enuH, MOrar Cbilo a2 HaMaAT IU1a3MEHHUTE KOHLEHTPALMM Ha Taaanagun.

EdexTd Ha Tananadun BbpXy APYTH JE€KAPCTBEHH POAYKTH

Humpamu

B knuHuyHM npoyuyraHud, taganadgui (5, 10 u 20 mg) e nokasan, 4ye noTeHUUpa XMNOTEH3IUBHHUTE
epexTH Ha HUTpaTuTe. [lopaam ToBa, npunoxkenuero Ha Kacapro npu nauMeHTH, MpUEMALH HAKOS

anu v 0,4 mg HHTporﬂuuepHH CYOJUHTBA/IHO B Pa3/IM4HO BpeMe, TOBa B3aUMOIEHCTBU f
HaOmonaraHo 3a norede oT 24 yaca v He e HaﬁnmaaBaHo cnen u3THyaHe Ha 48 gaca o'rf

mg),



H 38 KOHTO NPHIOKEHHETO Ha HUTPATH CE CMATA 33 HEOOXOAKUMO N0 MEAHLIMHCKH MOKA3AHUA B
’KHBOTOCNACABALIM CUTYyalHH, TpaAGBa 1a uMa noHe 48 yaca oT npHeMa Ha noc¢JaeaHara 103a
Kacapuo, npeau npuiaokeHUETo Ha HUTpaTtuTe. [1py TakuBa ycnosus, HUTpaTUTe TpaOBa 1a ce
NPWIarat noj CTpor MeAULIMHCKHA KOHTPOJ H ChC ChOTBETHO TIpOC/IeIsBaHE HA XEMOAUHAMMKATA.

Anmuxunepmen3ugHu 1eKapCmeenu cpeocmed (BKAIONUMENIHO KARYuesu anmazoHucmu)
EnHOBpeMEHHOTO NPHNOKEHHE HA NoKca3034H (4 ¥ 8 mg AHeBHO) W Tananadun (AHEBHA 4032 OT 5 mg
u 20 mg KaTo €QHOKPATHA A03a) 3aCHIIBA AHTUXUNEPTEH3UBHHA e(EKT Ha TO3HU anda-0yokep B
3HaYMMa cTeneH. To3m edekT ce 3ana3lsa NMoHe ABAHAACCET Yaca U MOXKE Aa NPEIU3BHKAa CHMIITOMH,
BKJIIQUHMTENIHO CHHKOI. 3aTOBa Ta3H KOMOHHALMs He ¢e npenopbusa (BX. Touka 4.4).

B npoyuBaHus 3a B3aMMOAEHCTBUATA, H3BLPILISHH NPH OrpaHUuYeH Opoil 3apaBu 100POBOIILH, TE3M
eteKTH He ca ChOOLIEHH NpH andy303MH KWIH TaMcya03uH. Bee nak, € HeobXoaMMo NOBULIEHO
BHUMAaHHE, KOTATO Taaatadmi ce ynorpedaBa NpH NalMeHTH, JIEKYBaHH ¢ KAKBHTO M Ja € angja-
OnokepH, oco0eHO NpH NMAaLHUEHTH B cTapdecka Bb3pacT. JleueHuero Tpabsa na 3ano4vHe npu
MHUHHMAJIHA 1032 U NIPOrPECHBHO J1a C€ afanTHpa.

B k1uHMYHH (papMAKOJIOrHYHH NPOYYBAHHUA € M3C/IeBaH MOTEHUHAIBT Ha Taganadui 1a ycuisa
XMITOTEH3NBHUTE €DEKTH HAa AaHTHXUINEPTEHIUBHUTE JICKAPCTBEHH NPOAYKTH. [IpoyuBaHH ca
OCHOBHHTE K/1aCOBRE AHTUXUMNEPTEH3UBHHU JIEKAPCTBECHH MPOIYKTU, BKIIHOUHTENHO KaJIl[AEBH
aHTArOHUCTH (aMJIOAMIIHH), HHXHOUTOPHUTE Ha aHTMOTEH3WH KOHBepTHpallusa eH3uM (ACE)
(enananpun), 610KeprTE Ha OeTa-aApeHePrUUHNTE PELENTOPH {METONPONON), THAZUIHHUTE
anypetuiM (6eHapodguyasun), u 6iokeprTe Ha aHrHoTeH3uH Il peuenropure (pa3nH4YHU BHAOBE H
1031, CAMOCTOATEIHO WK B KOMOMHALIMA C THa3HOH, KaILIUEBHTE AHTArOHUCTH, 6eTa-01okepH, WK
anda-6aokepn). Tananadun (10 mg ocBeH B MPOYUYBAHWATA C AHTATOHUCTUTE HA AHMHOTEH3HH 11
peLenTOPHTE U aMIOJMIIUH, TIPH KOMTO € NpuiaraHa Jo3a ot 20 mg) HaMa KNHHHYHO 3HAa4HMH
B3auMOJIEHCTBMA, C KOWTO U f1a € OT Te3u KitacoBe. B Apyro KiMHMYHO (apMakoJOrUyHO NMpOyUBaHe
taaanadun (20 mg) e uanuTBaH B KOMOMHAIUA ¢ A0 4 KJlaca aHTHUXHIIEPTEH3UBHU NMPOOyKTH. [1pH
MALMEHTUTE, IPHEMATIHA HAKOJIKO AHTUXUINEPTEH3UBHHU NPOAYKTa, aMOyIaTOPHHTE IPOMEHH B
APTEPHATTHOTO HAJIATAHE U3IICKIAT CERbP3aHH ChC CTENEHTA HA KOHTPOJ1 Ha apTEpHAITHOTO HaNAraHe.
B Ta3u BpB3Ka, MpH NALHEHTHTE OT KIMHHYHOTO M3MUTBAHE, YUETO APTEPHATTHOTO HANIAraHE € OUIO
nobpe KOHTPOJIMPAHO, HAMAIABAHETO € OUI0 MUHUMATHO WK NoAoOHO Ha TOBa, HAD/IXOAaBaHO NpH
34paBH xopa. [Ip1 ydaCTHHLH B NPOYUYBAHETO, ITPU KOUTO apTEPUAITHOTO HANAraHe Ha MalMEHTHTE He
¢ OIWI0 KOHTPONIUPAHO, CIIAAAHETO € OUIIO MO-rOIIMO, BBIPEKH Y€ TO HE € OUII0 CBBP3aHo ¢
XHMTIOTEH3UBHU CUMIITOMHM MPH NMOBEYETO OT naumMeHTuTe. [Ipn nauueHTy, noJly4asallii ChITETCTBAINO
JIeYeHHE C AHTHXHIIEPTEH3UBHU JIEKAPCTBEHN NPOAYKTH, Taganadgun 20 mg Moxe Ja HHOyUMpa
HaMmaJeHHe Ha apTepHaTHOTO HansraHe, Koeto (C U3KIoUeHHEe Ha anda Ookepu —BXK. N0-rope), €
KaTO LAJIO MANIKO U HE € BEPOATHO [1a € KIMHUYHO 3HAUMMO. AHAIU3IUTE HA JaHHUTE OT KNIHHHYHH
Nnpoy4BaHuA pasa 3 He ca MOoKa3aly pallIiKa B HEXKETAHUTE JICKAPCTBEHH CHOUTHA IPH NaLKHEHTHTE,
NpHEMailld Taaanaui, CbC UK 0€3 aHTUXHUNEPTCH3IUBHH JICKAPCTBEHU MPOAYKTH.. BLnpekH ToBa Ha
nauueHTuTe TpabBa ga ce JaBa NMoAXOAMIl KIHHHYEH ChBET 3a Bh3MOXKHO HAMANIEHME Ha
apTepPHATHOTO HalATaHe, KOraTo ¢e IEKYBAT C aHTUXUMEPTEH3UBHH JICKAPCTBEHH NPOAYKTH.

Puoyuzyam

[IpeakNIHHUYHHU NPOYYBAHHUA NOKA3BAT JOMBJIHUTENEH €PEKT Ha MOHWKABAHE HA CHCTEMHOTO
KpbBHO Hanaraue, korato PDES unxuburtopu ce koMOuHMpar ¢ pyouuryat. B xiITMHH4HH
NPOYUYBAHUA € NOKA3aHO, Y€ PUOLUIyaT MNOTeHLUpa XUNOTeHIUBHUTE epekTn Ha PDES
HHXUOUTOpUTEe. HAMa maHHM 3a OaaronpusaTeH KIHHHYEH €eKT Ha KOMOMHALIMATA B [IPOYYBAHATA
nomynauns. EnHoBpeMeHnara ynotpeba Ha puouuryat ¢ PDES HHXUOHUTOpH, BKNIOYHTETHO
Taaaaagun, € NpOTHBONOKA3aHa (BXK. TOUka 4.3).

Huxubumopu na S-angha pedykmazama
B KIMHWYHO Npoy4BaHHE, KOETO CpaBHABA Tananadui 5 mg, npuinaradH €JHOBPEMEHHO C (PHHA
5 mg, ¢ nnauebo runoc dhuHacTepus S mg 3a o6J1eK4aBaHe Ha CUMITTOMUTE Ha JOOpOKAYeCT
xunepanasus Ha npocrarara (JIXI1), He ca ycTaHOBEHH HOBH HEXKETaHU peakuuu. Brnpe
Thii KATO OQUUMATHO NPOYUYBAHE 3a JIEKAPCTBEHH B3aHMOAEHCTBHSA 3a OLICHKA Ha €(eKT
taganadun W Ha uHXUOKWTOpUTE Ha S-anda peaykrasara (3-ARIs) He e nposexkaaHo, Tan
TpsaOBa [1a ce MpWiara BHUMaTEIHO eJHOBPEMEHHO C MHXHOUTOPH Ha 5-anga penykrasa

CYPIA2 - cybecmpamu (nanp., meoghunun)



Koraro Tananadun 10 mg ce npunara ¢ Teopunuu (HeceNekTHREH PochoarecTepazeH HHXHOHTOP)
BbB HapMaKOJIOTHYHO MPOoy4YBaHe, He € MMao (GapMaKOKHMHETHYHH B3aUMOACHCTBHA. EANHCTBEHHAT
dapMakoauHaMuueH edext e 6un neko (3,5 yoapa/MHHyTa) yBeaHyYeHHE Ha ChbpAevHATa YECTOTA.
BrnpekH 4e TO3H eeKT € BTOPOCTENEHEH U HE € OMJT OT KIIMHHYHO 3HAYEHHUE NPH TOBA NPOYUBAaHE,
ToM TpaOBa Aa ce B3eMa Mo/l BHHMaHHWe Npu eJTHOBpEMEHHa ynoTpeba Ha Te3H IEKAPCTBEHH NPOTYKTH.

Emununecmpaouon u mepboymanuu
Tananadun e nokasan, 4e NMpeAU3BUKBA YBENUUEHUE HA OHOHATHUHOCTTA HA €ETHHUICCTPAHOI CleA

[IEPOPAITHO NPHIOKEHKE, MOJOOHO yBeHUeHHe MOoXe aa Obje OUaKBaHO NpH NEPOPaANHOTO
NPUICKEHHE HA TEPOYTANTUH, BLITPEKH Y€ KIIMHHUYHUTE AOCIEACTBHA OT TOBA ¢a HEONpPee/IeHH.

Anxoxon

KosueHTpauMHTe Ha alnkoxoA (CpejiHa MaKcuMaliHa KOHUEHTpaiud B KpeeTa 0,08%) He ce nosnusBa
OT cbBMecTHaTa ynorpeda ¢ taganadun (10 mg unu 20 mg). B nonennenHe, 3 4aca cien
eIHOBPEMEHHOTO MPHJIOKEHHE C aNKOXO0N He ca Hab/roaBaHH MIPOMEHH B KOHLICHTPALMKHTE Ha
Tananadwi. ANKOXONBT € MPHJIOKEH 110 HAYMH, YBETMYaBalll MAKCHMAJTHO CKOPOCTTa Ha abcopOuns
Ha anaKoXoJ1 (CYTPHH Ha rnagHo, 6e3 na ce mpMeMa Xpasa 1o 2 yaca ciell NpueMa Ha ajikoxoJ)
Tapanagun (20 mg) He yeenvuasa CpeAHOTO HAMAISBAHE HA KPHBHOTO HANAraHe, NPEAHIBUKAHO OT
ankoxona (0,7 g/kg unu oxono 180 ml 40% ankoxon {Boaka] npu 80-kuwiiorpaMoB MBbK), HO NpH
HAKOM XOpa MOxe 11a ce HabonaBa nocTypaneH CBETOBbPTEX WM OPTOCTaTHYHA XHNOTOHHUA. KoraTo
Taganadun ce npuiara ¢ no-Majiku aosu ankoxon (0,6 g/kg), xunoreHsus He ce HabnoAaBa, a
CBETOBBPTEBT ce HabNI0AaBa C YeCTOTa, NOAOOHA Ha Ta3H MPH CAMOCTOATEHOTO MPUIOKEHHE Ha
ankoxon. EQexThT Ha ankoxona BbpXy KOrHUTHBHATA QYHKUHA He ce 3acuiBaT oT Tafanadun (10

meg).

[Jumoxpom P450 memaboauzupa nexapcmeenu npoOyKmu
Taganadun He ce oyaksa a MPEAU3BUKBA KIMHHUYHO 3HAYMMO NOTHCKAHE Wiy HHIYKIHA Ha
KJIMpBbHCA Ha JEKAPCTBEHH NMPOayKTH, MeTabonnzupanu ot CYP450 uzodopmure. [poyusaHusara

ca MOTBBLPAWIH, Ye Tananadun He MHXHOHpa unn uHayLHpa u3odopmute Ha CYP450,
satounteniHo CYP3A4, CYPIAZ, CYP2D6, CYP2EL, CYP2C9 u CYP2CI19.

CYP2C9 - cybcmpamu (nanp., R-eapghapun)

Taganadun (10 mg u 20 mg) HAMa KIHHUYHO 3Ha4YHUM edekT BbpXY excnoznumaTa (AUC) Ha S-
papthapun unu R-sapdapun (cyberpar Ha CYP2C9), HuTo 3acara npoMeHHTE B
nNpoTpOMOMHOBOTO BpeMeE, NMPEAH3BUKAHM OT BaphapHH.

Acnupun

Tananadun (10 mg u 20 mg) He NOTEeHUMpPA YBENHYEHHETO BEB BPEMETO HA KbPBEHE, MPAYHHEHO OT
aLEeTUICATHLIMIIOBA KUCEIIHHA.

IIpomueoouabemnu nexapcmeenu RPOOYyKmu

He ca nposexxnanu cnieHHYHH MPOYUYBAHKS 33 B3AUMOEHCTBHA ¢ NPOTUBOAHAOETHH JIEKAPCTBEHH
NPOAYKTH.

4.6 DepraamTeT, OpeMeBHOCT H KbPMEHE

Kacapuo He e nokaszaH 3a ynorpeda ot XKeHH.

bpeMEeHHOCT

Wma orpanyuenu naauu 3a yrnorpebara Ha Tananadun npu 6pemeHHH sxeHu. IlpoyuBanusara
MpH AKHBOTHH HE MOKA3BAT MPAKO WM HEMPAKO BPEAHO Bb3ACHCTBHE BbPXY OPEMEHHOCTTA,




eMOPHOHATHOTO/ PETATHOTO Pa3BHTHE, PAKIAHETO WIH NOCTHATATHOTO pa3sBHTHE (BXK. TOYKa 5.3).
Kato npenna3ua Mspka, 3a npeanounrtade ¢ ynorpebara Ha Kacapuo no BpeMe Ha OpeMeHHOCT na
ce u3bsrsa.

Kupmene

HanuunuTte dapMakoaAMHAMHUYHH/ TOKCUKONOTAYHH JaHHH NPH XHBOTHHU MOKa3BaT CKCKPELUA
Ha Taganadun B Maskoro. He Moxe na ce U3KmOur puckK 3a kbpMadeto. Kacapuo He Tpsabea 1a
ce H3MO3Ba MO BpeMe Ha KbPMEHE.

Deprunurer

Ha6monasanu ca edexTv Npu Ky4eTa, KOMTO MOXKE Aa CoUaT yBpexlaHe Ha depTunrreTa. /e
ocneaBally KIMHUYHH MpOyYBaHUA MOKA3BAT, Ye TO3H edeKT € MATIKO BEPOIATEH NPH XOpa,
BBIIPEKH Ue ¢ce HabMo1aBa HAMATICHHE Ha KOHLICHTPALIMATA Ha CIIEpMa MPH HAKOH MBXe (BXK. TOUKa

5.1 nTouka 5.3).

4.7 EdexTn Bbpxy cnocobHoCcTTA 32 modupane H padoTa ¢ MAIIHHH

Kacapyo nosnusaea nperedpexnmo cnocoGHOCTTa 32 wodHupaHe Uy paboTta ¢ MalIMHU. Bunpeky, ue
B KJIMHHYHH MTPOYYBAHHSA YECTOTATA HAa ChOOLIEHHUATA 33 CBETOBBLPTEK NPU rpynara ¢ nnauebo u

rpynara ¢ Taganadun aa e 6uMna cxoaHa, MauHeHTUTE TpAOBa Aa ca HAaACHO 3a TOBA Kak LIC
pearupat Ha Kacapuo, npeau wodupaHe wiu pabora ¢ MalllHHM.

4.8 Hexe1aHH NeKaAPCTBEHH PEAKIHH

Pesrome Ha npoduna Ha 6e3011acHOCT

Haii-uecTo chob1IaBaHHTE HEXENaHH IEKapCTBEHH peakiiyy NIPU NALHEHTH, TpHEMaIlM Tajaiadui 3a
JleYeHKe Ha EPeKTIWIHA AHChYHKUMS WiH 106pOoKaueCTBEHA XUNEpIUIa3Hg Ha rpocTarara ca
rnasofonue, aucnencus, 6o1ka B repba ¥ MHaNryd, NPKU KOMTO YECTOTATA C€ YBE/IUYana C

MOBULIABAHE HA A03aTa HA Tajanagwt. JokianBaHKWTe HeXKeTaHH JIEKAPCTBEHHW peaKLMU ca Ounu
MPEXOJHH U B MOBEYETO CTydau JiekH a0 yMmepenu. [To-ronsmara 9acT ot cayyaurte Ha rinasobonmue,

chOOLIABAHM MPH NIPHEM Ha Tajanadui BeAHBXK THEBHO, ca Halmoaapany npes mupeuTe 10 10 30
OHH OT 3aMOYBAHE HA JIGUEHHETO.

Pe3toMe Ha HEXEIAHUTE PeaKLuuK B TabNHYeH BUL

B tabnuunara no-nony ca y30poeHH HEKeaHWTE JICKAPCTBEHU peakuuH, HabmoaaBaii OT CIOHTAaHHU
cbOOIIEHHA M B I1aueto KOHTPONMpaHKH KITWHWYHY npoyyBaHus (obxBawamy oduio 8 022 nanueHTw,

nekyBaHH ¢ Taganadmun, u 4 422 nalieHTH, Noy4aBain rniauedo) 3a Ne4eHHe Ha epeKTUITHA
NUCPYHKLMSA MPU HYXKAA M BEAHBK JHEBHO H 3a Ie4eHHUE Ha N0OPOKaYeCTBEHA XHIIEPIUIa3us Ha

npocraTraTta BCAHDAK JHCBHO.

KonBeHuMA 3a yuecTorata: MHOro uectu (>1/10), yuectu (>1/100 o <1/10), Hewecrun (=1/1 000 no
<1/100), peaxu (>1/10 000 no <1/1 000), muoro peaxu (<1/10 000) H ¢ Hen3BecTHa YecToTa (OT

Hﬂﬂﬂﬂ“ﬂfﬂiﬂﬂﬂﬁﬂlHClﬂDHELHﬂEh#HEHﬂﬂpﬂﬂeﬂaimueHKﬂ)

MHOIo 4ecTH YeeTH Heuecrn Peaxku C nen3BeCcTHA
yecToTA

Hapywenusa na umynnama cucmema

Peaklu Ha AHI"HOE,E[BMZ

CBPBXYYBCTBHTEC
JIHOCT

Hapywenus na nepsnama cucmema




—
Hucynar

( BKJTIOUHUTEITHO
XEMOPArHyHU
cbOHTHA), CHHKON,
TpaH3uTOpHH

HCXCMHYHH

[NIPpUCTDbIIH I .

MHrpeHaz, |

l_[pHI"la,H,'bLlHZ,

TpaH3uTOpHA

I nasobonue 3aMasHOCT

aMHC3HA

Ha CHUA HA ovume

3aMbIIACHO HapyluieHue Ha | LlenTpanHa cepo3Ha
BU)KIAHE, 3PUTENIHOTO 110J1€, | XOPHOPETHHOMNATHSA

Ycewanus, OTOK Ha
OMHCBAHHA KaTo KJIenavmTe,
O0onka B oUUTE XHrepeMus Ha
KOHIOHKTHBATA,
Heaprepuanua
aHTepHOpHA
HCXeMHYHA OYHAa
HEeBpPONaTUA
(HAAUOH)?,
3anyluiBaHe Ha

CBhAOBETE HA | |
_ _pfe:’r__i_i_Hf:rl":;t2
Hapvuienusn na yxomo u aabupurnma
Ha ciayxa

Cwspoeynu HApYWeHUA

' I Taxukapans, [ Muokapaen
[Tannurauuu UH}AapKT,
HectabunHa

CTGHOI{EIPI[HHZ,

_ Kamepﬂa apHTMHS

2

Cr008Uu HADYVIEHUS

JaueppaBaHe X HNOTOHUS”,
XUnepToHud

Pecnupamopuu, 2pp0HU U MEOHACMURATHU HADYWIEHUA KA erHun
HazanHa JucnHed

KOHrecTHsd Envcrakcuc
Cmomaiuno-ypessuy Ha eHun

Hucnencus Kopemna 6onka, |

[lospbmane,
["agewne,

["'acTpoe3sodarea-
| IeH peduyKC ‘
Hapywenua na xoocama u nookoxchama mubKaH

O06pus YpTukapus,
CHHAPOM Ha

2

Stevens-Johnson“,
ExcdonnaTubeH

nepMarHT?,
XHIepxuaposa
(noreue)




HﬂpyWEHHH Ra MYCKVAHO-CKEiemuama cucmemd, CheOUHUMERHAMAa MBKAH U Kocmume

bonka B repoa,
Muanrus, bonka

B KpailHUK
Hapywenus na 6vbpeyume u nuxoyxume nsmuiya
XeMarypus
Hapywenus na ev3npouseooumennama cucmema u 2bpoama
Y abxkeHa [Ipranu3bm,
epeKLHs KpbBOH3INHB B
IEHHUCA,
XemaTocrnepMHA
Obugu napyuienus ¥ epexmu Had MACMOMO HA NPUIONCEHUE
'peaHa 6onka ' . OTOK Ha nnue'mz,
[TepudepeH BHesanHa
OTOK, YMOpa ChpAe4Ha CM‘prl’ 2

(1) IloBeyeTo OT NALMEHTUATE UMAT MPEALIECTBALIM CHPASYHO-ChIOBH PUCKOBH (QAKTOPH
(BX. TOUKa 4.4).

(2) Cpobl1liaBaHH NPH MOCTMAPKETHHIOBOTO HAOMIOAEHUE HEXKEIIAHU PeaKLiMK, KOHUTO HE ca
HabMoAaBaHHN NIPH M1aued0 KOHTPONKMPAHH KIIMHUYHH MTPOYHBaHHUA.

(3) Ilo-uecTO AOKNAABaHA, KOraTo Taaanadui ce Nnpwiara rnpy NauHEHTH, KOUTO BeYe

NnoJiydaBaT aHTHXHIICPTCH3IHUBHH JICKAPCTBCHH TIPOAYKTH.

Onucanye Ha n30paHy HEXKENAHW PEaKLHH

HesHauurenHo no-ronsMa yectora Ha OTKaoHeHus B EKI , npeau Bcuuko cMHycoBa Opanuxkapaus,
ca NOKJIa/IBAHH MPU NalLHEHTH, JIeKyBaHH ¢ Taganaduil e1MH BT IHEBHO B CPaBHEHHE C MNaLeoo.
[loseuero ot Te3n oTKINOHEeHHS B EKI He ca cBbp3aHH ¢ HEXKEJIAHUTE JIEKApCTBEHH pEeaKLHH.

Jpyry cnenragHy nonyJaLuu

JlaHHKTE NPY NalMeHTH Ha BB3pacT Hal 65 roauHu, KOMTO npueMar taaanaguil B KIMHHYHU
Npoy4BaHUsA UIIH 33 NEYEHUE HA EPEKTH/IHA IUCOHYHKLIHA, MM 32 NieHeHUe Ha 10OpoKavyecTBeHa
XMMNEpPIUIa3us Ha MpoCTaTaTa, ca orpaHUUYeHH. B KIMHWUYHH MTPOY4YBaHKs ¢ Taganaduwi, npyueMaH MnpH
HY»K/a 32 JIEUCHUE HA ePEeKTHIHA AUC)YHKUMA, AMapus ce ¢hOoOLIaBa NO-YECTO MPU NALMEHTH Ha

BBb3pacT Haa 65 roauHd. B KIMBMYHM npoyyBaHuA ¢ Tajanadun 5 mg, NpUeMaH BEAHBX JHEBHO 32
JedeHre Ha NoOpoKayecTBeHa XUNEPIUIa3is Ha pocTaTaTa, 3aMasHOCT W AHapus ca chobliasaHy

MO-YECTO [MPU MAUKUEHTH HaZ 7/3-roAUlIHA Bb3pacT.

CrobiapaHe Ha NOAO3UPAHH HEXKENAHH PEAKLIUM

CpobluapaHeTo Ha NOJO3UPAHM HEXKEJIAHW peakliMM cliel] pa3pelllaBaHe 3a ynorpeda Ha JieKapCTBEHUA
NPOJYKT € BaKHO. ToBa Mo3BOJIABA Aa NPOABJDKH HAOMHOIEHHETO HA ChOTHOILIEHHETO NOJI3a/PUCK 3a
neKapcTBeHUA MpoayKT. OT MEAMIIMHCKHTE CNELIMAIMCTH e H3HCKBA 4a Ch0o011aBaT BCAKA
NOAO3UPAHA HEXEeNTaHA PeaKiius Ypes:

HU3mbHATENHA areHUMs No AeKapcTaaTa

ya. ,.,.JJaMsaH ['pyes” Ne 8

1303 Codus

Ten.: +359 2 8903417

yeOcaliT: www.bda.bg

4.9 Ilpeaozupane

IIpu 3apaBy 10OpoOBOALIM ca JaBaHW eJUHAYHA 0034 A0 500 mg, a Ha NnaLKMeHTH ca NpUHia
MHOrokpaTtHu asesHu a03u Ao 100 mg. Hexxenanure cuvOutusa ca 6unv nonobHH Ha oHe3
HabonaBaHy NpU NO-HUCKM A034. B cnyuante Ha npeao3upaHe, ako ce Hanara, Tpabsa
NpEeANpUEMAaT CTARJAPTHUTE NOANBPAKALLN MEPKH. XEMOAUANH3ATA HE3HAYHTEIIHO CIO
CAUMHUHHMPAHEeTO Ha Tananadu.
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5. ®APMAKOJOTIMYHH CBOUCTBA
5.1 <PapMakoaIHHAMHYHH CBOHCTBA

dapMaxoTepaneBTHYHA rPyna; ypPOJIOTHYHH CPEACTBA, JIEKAPCTBEHU NPOAYKTH, NMPUIAraHH [IPH
cpekTiIHA auchyHxura ATC kon: GO4BEOS.

MexaHHU3BM HA IEHCTBUE

Tamanadun e cenekTuBeH, oOpaTUM HHXUOUTOP HA LHKIMYHUA I'yaHo3MH MoHodocdat (ul Md) -
cneurduyHa pocdoaunecrepaza Tun 5 (PDES). Korato cekcyanHoTO CTMYJIHPAaHE NPEeAU3BHUKA
JIOKAJIHO OCBODOIKaBaHe Ha a30TeH OKCH, UHXHOHpaHeTo Ha PDES ot Tananadun npeausBHKBa
NOBHUIICHHU HMBA HA Ul M® B KaBepHO3HUTE Tea. 1 0Ba BOAM A0 peNaKkcalva Ha I/ajKara
MYCKYJIaTypa M IPUTOK Ha KPBB B TBKAHHUTE HA TNEHKCa, BOACILO Aa epekums. Tananagpun e
HeeeKTUBEH MPH JIMIICA Ha CeKCyalHa CTHMYJ1alus.

®apMakOJHMHAMUYHH €DeKTU

[IpoyuBaHHsATa in vitro ca NoOKas3aly, 4ye Taaanadpun e cenekTuBeH nHxuOuTop Ha PDES. PDES e
€H3UM, KOHUTO C€ OTKPUBA B INIaAKATA MYCKYJ1ATypa Ha KABEPHO3HOTO TAI0, ChAOBATa H BUCLIEPATIHA
r1agKka MyCKYJIaTypa, CKEETHUTE MYCKYJIH, TpoMOoLMTuTe, On0peuuTe, 6enus apod, U MaIkus
Mo3bK. HelicTeuero Ha Tapanadi e no-cuiHo BepXy PDES, oTKoNkoTO BBHPXY APYTH
dbocdoauecrepasu. Taganadun € > 10 000 nbTH no-MoineH 3a PDES, oTkonkoro no oTHoLIEHHE Ha
PDE], PDE2 1 PDE4 - €H31MMM, KOUTO C€ OTKPUBAT B CHPILIETO, MO3bKA, KPBBOHOCHUTE CBAOBE,
yepHus Apo0 u apyru oprany. Taaanadun e > 10 000 nbTu mo-MouueH no otHoweHue Ha PDES,
OTKOJIKOTO 110 oTHOoLIeHHe Ha PDE3 — eH3uM, HaMHpall] C€ B CHPIIETO U KPEBOHOCHHUTE Ch0OBE. Taiu
cenekTHBHOCT KbM PDES, cpaBHena cbe cenekruBHocTTa KbM PDE3 € BaxkHa, 3amoto PDE3 ¢
eH3HUM, YUACTBALl B MEXAHH3MA HA CHPAECYHHTE ChKpauleHHs. B JoMbIHEHHe, Tananagui €
npubauzntenno 700-mbTy mo-MolliecH no otHoleHHe Ha PDES, otkonkoro cripamo PDE6 - enzum
KOWUTO ce HaMMpa B peTUHATa H € OTroBopeH 3a poTtoTpancaykumaTa. Taganagun e coio > 10 000
[IbTH 1O-MolleH no orHowenue Ha PDES, otkonkoro o otHowenke Ha PDE7, no PDEIQ.

KnuHuuHa epukacHOCT U 6€30nacHOCT

Tpu KIMHHUYHU OPOYYBaHKUS ca npoBeaeHH ¢ | 054 naluyeHTH B JOMALIHH YCIOBHS 3a ONpeJensHe Ha

NpoOLIKUTEITHOCT Ha OTrOBOpa KbM Tafanadun. Tanamadmn e noxasan cCTATUCTHYECKH 3HAYHMO
nonofpeHuHe B epeKTUTHATa (YHKIMA B CTIOCOOHOCTTA Aa € U3BBbPLUM YCIEIIeH ITON0B akT A0 36 yaca
CneA MpueMa Ha 2o3ara, KaKTO U B CMOCOOHOCTTA Ha MALMEHTHTE Aa NOJy4aT ¥ NOAABbPKAT €peKLHH 3a
yCrelleH MOJOB aKT, B cpaBHEHUe ¢ mianedo, oule Ha 16-ta MyUHYyTa ciie/l IpHeEMa Ha 103aTa.

Tananacdun, TprIOKEH Ha 3APABY JIMIIA, NPeIU3BHKBA HE3HAYHMA Pa3J/iiKa B CpaBHEHHUE ¢ IUTanebo B
CHUCTOJIHOTO M JHACTOIHOTO KPBBHO HANATAHE B JICTHAIO MOJIOKECHUE (CPEAHO MAKCHMAITHO
Hamanenme oT 1,6/0,8 mm Hg, ChOTBETHO), B CUCTONMHOTO M AHACTOTHOTO KPBRBHO HAJIATaHE B
H3MpaBEHO NoJIoKeHHe (CpeHO MakcHMaHo Hamanenue ot 0,2/4,6 mm Hg, cCbOTBETHO), M HIMA
3HAUUMAa MPOMAHA B ChPAEYHATA YE€CTOTA.

B nipoy4yBaHe 3a oLleHKA Ha eeKTHTE Ha Tajgajiad i BePXY 3PEHUETO HE Ca OTUETEHH HHKAKBH
HapylI€HHs B pa3NO3HABAHETO Ha LIBETOBETE (CHHBO/3€/eHO) NOCPEACTBOM H3IMON3BAHE HA TECTA
Farnsworth-Munsell 100-hue. To3u pe3ynraT kopecrioHOHMpa ¢ HUCKHA apUHUTET Ha Tagalia@ui KbM
PDES6, B cpaBHenue ¢ PDES. BLe BCHYKM KNHHUYHH NPOYYBaHMA ChOOLWIEHUATA 32 IPOMEHH B
LBETHOTO BHXJIaHe ¢ca peakd (< 0,1%).

[IpoBeaeHH ca TpH MPOYUBAHKA NPH MBKE 32 OLICHKA Ha NOTEHUHATHHUA €(PEeKT BbpXY
CHEpMaToreHe:aaTa Ha Ta,uana(bm 10 mg (eaHo 6-MeceqHO npoy4paHe) U 20 mg (eAHO 6-M¢€




MAaJIKa BePOATHOCT 32 KJIMHWYHaA 3Ha4MMOcT. Te3n edekTH He ca Oxid CBbP3aHH C MIPOMEHH B
APYTH NapaMeTpH, KaTo noABMKHOCT, Mopdonorusd U FSH.

Tananadun B 1o3u ot 2,5, 5 n 10 mg, B3eMaH eAMH BT JHEBHO, ITBPBOHAYAIHO € M3CNEe/BaH B 3
KITMHUYHH NPOyYBaHHA, BKIIOUBAIld 853 nauneHTH Ha pa3nuyHa Bb3pacT (Mexay 21-82 roauHn) n
eTHUYECKA MPHUHAJIEHOCT, C €PEKTUITHA AUCHYHKLUA OT PaviH4Ha TEKECT (JIeKa, YMEPEHA, TEXKKa)
H eTHoJiorud. [IpH BeTe MbpBOHAYAIHY NPOYYBAHUE 32 €(PEKTUBHOCT NpH 00LLATA NOITYIALHA
CpeAHaTa YeCTOTa Ha YCMELIHUTE ONATH 33 CEKCYaneH KOHTAKT 3a HHAMBUA € Ouna 57 H 67% nipu
rajganadpun 5 mg, 50% npu Taganadun 2,5 mg 8 cpaBHeHue ¢ 31 u 37% npu mwnauebo. B npoyusaneTo
NpH NaUUEHTH ¢ €PEKTHIIHA AMCGYHKUMA, B pe3yJiTaT Ha AMadeT, cpeaHara 4eCToTa Ha yCTIIeLIHHUTE
OTIMTH 32 HHAMBH € 6una 41 u 46% npu Taganadun 5 mg ¥ 2,5 mg, CLOTBETHO B cpaBHeHHKE ¢ 28%
npu nnauedo. [lopedeTo NalMEHTH B TE3H TPH NPOYUBAHHA Ca C€ MOBJIHAIH OT MPEAHLIHO AEYECHHE C
uHxuOuropu Ha PDES B pexxuM npu Hyxaa. B nocneasano npoyysase, 217 naudeHTH, HEJEKYBaHH C
uHxuoutopu Ha PDES, ca paHAOMH3HpaHH 2 fony4aBar Tajanaduin 5 mg €IWH MET AHEBHO CIPAMO
nnaleto. CpeIHHUAT MPOLIEHT Ha YCNEILHWTE ONMTH 3a NONOB akT Ha MHAUBUI € 68% npy
NanMeHTHTE, NoayYaBalluy Taganadun, B cpasHeHHe ¢ 52% npy nalHeHTHTe, MoyYaBally niaLeoo.

B eano 12-ceaMu4HO npoyuBaHe, npoBeaeHo npu 186 nauuentu (142 rapanadun, 44 nnauebo) ¢
EPEKTHIHA NUCPYHKIINA, BTOPHYHO HA YBpEXJaHe Ha rpbOHAYHHUA MO3bK, Tadaladril 3HAUHMO
noAaoOpABa €peKTUNHATA PYHKLMA, KOETO BOAM A0 CpeHa YECTOTA Ha YCNELIHHTE OTIIMTH 38 HHIWBHA
[Py NALUEHTHTE, TpeTHpaHH ¢ Tadanadbun 10 unu 20 mg (reekasa A03a npu norcksaHe) 48% B
cpaBHeHHe ¢ 1 7% npu nnauebo.

[lepMaTpyyHa Noyaaunus

[pu negnaTpy4HM NALKUEHTH ¢ MYCKynHa auctpodus tun MoweH (ML), e npoBeaeHo €aHO
poyuBaHe, B KOETO He ca HabnioaBaHU JaHHM 3a eukacHocT. [Ipu 331 MOoMueTa Ha Bb3pacT

7-14 rogunu ¢ M1, Ha KOUTO C€ NpUara EJHOBPEMEHHO JieueHHe C KOPTHKOCTEPOHIH, € MPOBEACHO
paHAOMH3UPaHO, JBOHHOCIAINO, MIaLed0-KOHTPONMpaHo, MapaleliHO NPOy4YBaHe ¢ 3 paMeHa ¢ Tajanagun.
[IpoyuBaHeTo BKIIIOUBA 48-CEAMHUYEH ABOHHOCASAN NEPUO, B KOHTO NMaLHEHTHTE ¢a PAHIOMHU3HPAHH Aa
nonyuasar Taganadun 0,3 mg/kg, Tananadpun 0,6 mg/kg unu nnauebo Bceku AeH. Taganapun xe nokassa
e(pUKACHOCT 110 OTHOLUEHUE 3a0aBsAHE HA BJOillABAHETO HA CMIOCOOHOCTTA 33 CAMOCTOATENTHO XOJIEHE,
W3MepeHo ¢ NOMOLITA Ha TbPBUYHATA KpaliHa Touka - 6-MUHYTeH TecT 3a xoaeHe (6 minute walk distance,
6MWD): cpeaHa npoMaHa Ha Haii-MankuTe kBaapatH (least squares, LS) B recta 6MWD Ha 48-Ta
ceaMuua e -51,0 Mmetpa (m) B rpynara, nonyuaeaia riauedo, B cpaBHeHHe ¢ -64,7 m B rpynara,
nonyuyasawia tapanadun 0,3 mg/kg (p = 0,307), u -59,1 m B rpynara, nonydasaita tananagun 0,6 mg/kg
(p = 0,538). OceBeH TOBA, NTUNCBAT J2HHH 32 €(PUKACHOCT OT BCHYKH BTOPHYHH aHAITH3H, HAllpaBeHH B TOBA
npoyusaHe, OOIIMTE pe3yaTaTd 32 6e30MacHOCT OT TOBA MPOYYBAHE KATO LIAJO €A B CbOTBETCTBUE C

H3BeCTHUA npodun Ha 6e3onacHOCT Ha Taaanapun K ¢ HexkenaHute cuoutua (HC), ouakBaHH B
neadaTpyyHaTa nomynauusa ¢ M, nonyyaBaiia KOpTHKOCTEPOUIM.

EsponeilickaTa areHL U MO JieKapcTBaTa 0CBOO0X1aBa OT 3aJb/DKEHHETO 34 NPEeAOCTaBAHE HA
pe3yaTaTdTe OT NPOYUBAHUATA BbB BCHYKH NOATpYIHA Ha NEJUaTpHU4YHATa MOMYy/Ialkd 33 JICHCHHE Ha
epeKTHNHATa JuchyHKIIUA. BuxTe Touka 4.2 3a uHdopMauus OTHOCHO yrioTpeba B neuaTpusTa.

3.2 DapMAKOKHHETHYHH CBOHCTBA

Abcopbuus

Tananadun ce abcopbupa necHo c/ieA NepopaHO NMPUWIOKEHHE U HAOMI0AaBaAHHUTE CPEAHH
MAKCHUMAaJIHH Iu1a3MeHH KOHLUEHTpalUKH (Cmex) C€ IIOCTUIAT 3a CPEAHO BPEME OT 2 yaca ciel,
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NpHIOKEHHETO. ABCONMOTHATa DHOHATMYHOCT Ha Taganadui Ciel Nepopanto NPUIOKEHHE He € Ouna

onpeneneHa.
CkropocTTa ¥ creneHTa Ha abcopbuus Ha Tananadun He ce NOBIMABAT OT XPaHa, Taka ue Tajanadun moxe

na ce MPHEMA HE3aBMCUMO OT XpaHeHeTo. Bpemeto Ha npuemM Ha no3ara (CYTPHH CPAMO BeYep) HAMA
KIIMHHYHO 3HaUYWMH e(PpeKTH BbPXY CKOPOCTTa U CTeneHTa Ha abcopOuus.

PasnpeaeneHue

Cpeaunsat obeM Ha pasnpeleneHue Ha Tananadun e npudausutendo 63 1, koero nokassa 4e
Tananadun ce pasnpenens B Thkauute. Ilpy TepaneBTHYHU KOHUEeHTpaUuuH, 94% ot Tapanagun B
niaasMara ce CBbp3Ba ¢ npoTeMHuTe. CBbP3BAHETO C APOTEHHHUTE HE Ce 3acAra npH HapylieHa

0bOpeyna pyHKUMA.

[To-manko ot 0,0005% ot npuerarta 1033 ce NOABSABA B CIEpMarta Ha 3paBd HHAHXBHAH.

bunoTtpanchopmanys

Tananadun ce metabonusupa npeauMHo nocpeactsom nuroxpom P450 (CYP) 3A4 usodopmara.
OCHOBHMAT LIMPKYIUpailt MeTaboNNT € MeTHIIKaTexon riokopoHnl. Tozu metabonut e noxe 13 000
IbTH NO-CJ1a00 akTHBEH OT Taganadun no orHoweHue Ha PDES. CnejoBaTtenHo, He ce O4YaKBa jJa €
KITHHHYHO aKTHBEH NpH Hab/I0jaBaHUTE KOHUESHTpalHK Ha MeTadoNuTa.

EnvMMHHHpaHE

CpeaHusaT nepopaneH KIWpbLHC Ha Taganadun e 2,5 [/4ac, a cpeaHuaT nonyxuBoT € 17,5 vaca npu
3apasH HHAWBKAK. Tananadun ce ekCkpeTHpa MPeANMHO KaTO HEAKTHBHH META00JNUTH, OCHOBHO C

dexanunte (npubausutenno 61% or ao03ara) ¥ B No-MaJika CTeneH ¢ ypuHarta (npubausurenso 36% ot
J03aTa).

JInHeHHoCT/HENMHHEHHOCT

dapmakoKHHETHKATa HA Taganadpu Npy 34paBH HHANBUAH € JTHHEHHA IO OTHOLIEHHE Ha BPEMETO H
nosara. [1pu mo3u Hap 2,5 no 20 mg excriosunuata (AUC) ce yBenn4aBa nponopLHOHAlHO C Ao3aTa.
CTalLlHOHAPHOTO CHCTOSHHKE HA NMTa3MEHHTE KOHLUEHTPAUWHU ce MMOCTUTAaT 34 5 JHH NMPH 103UpaHE BEOAHbXK
JHEBHO.

DapMakOKHHETUKATA, ONpeleNeHa ¢ NOMyNalMOHHUA NTOAX0, TPH NAUKUCHTH C EPEKTHIHA
auchYHKUHMSA e nogoOHa Ha HapMakOKWHETHKATa NMPH HHAUWBUAM 6€3 epeKTHNHA AUCPYHKLHA.

CneuyanHy nonynamnuu

Cmapuecka ewv3pacm

3apaBH MaLMEHTH B CTapudecka Bb3pacT (65 rogvuHy WIH MO-Bb3PACTHH), MMAT NMO-HUCHK NepopancH
KNMpBLHC Ha Tapanadguia, soaewo a0 25% no-eucoka exkcnosuuus (AUC), B cpaBHEHHE ChC 3[paBH
WHIWBHIM Ha Bb3pacT oT 19 1o 45 roaunu. To3u edekT Ha BB3pacTTa HE € KIMHHYHO 3HAYUM K HE 1aBa

OCHOBAHHE 34 NTpOMAHA Ha A03aTa.

Bvbpeyna nedocmamuvunocm

B KIHHHYHK HapMaKONOrHUHK NPOYUBAHHA C eNHOKpaTHA 403a Taganadun (5 a0 20 mg), ekCcno3nLMATa Ha
taganadun (AUC) e npubau3UTeNHO YBOSHA NPH HHAUBUIH C TeKa (KpeaTUHMHOB KIHpPBHC 31 mo 80
ml/min) unu yMepena (kpeaTHHHHOB KnnpbHC 31 10 50 ml/min) 610peyHa HEAOCTATHYHOCT M NPU HHAUBHAH
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C KpaeH cTaauy Ha 6u6peyuno 3abonsaeade Ha ananu3a. [Ipy manueHTH Ha xemoauannsa Cmax € 41% no-

BHCOKO OT HabGmaaBaHOTO NPH 34paBH Xopa.
XeMooHAIH3aTa HE3HAYNTENTHO COMara 3a €JMMHHUPAHETO Ha Taganaguan.

Yeproopobra Hedocmamvunocm

Excnosuuusra Ha taganadun (AUC) npy HHAKBKAM C JIeKa A0 yMepeHa 4epHOApOOHa HEAOCTAaTBYHOCT
(Child-Pugh knac A u B) e cpaBHHMa ¢ €KCNIO3HLUATA TPH 34paBy HHAWBUAH, KOTATO C€ nNpHiara A03a oT
10 mg. UMa orpaHnyeHH KIIHHHYHH AaHHY 3a Oe30MacHOoCTTa Ha Taganadun Npy NALMEHTH C TeXKa
yepHoapobHa HeaocTaTh4HOCT (Child-Pugh knac C). He ca ranuuyHu JaHHM 32 NPUITOXKEHHE HA AO3H
Taganadun eIMH MbT JHEBHO NIPH MALMEHTH C YepHOApOOHAa HEAOCTATEHHOCT. AKO Tajata(un ce
peAriicBa eUH MNbT AHEBHO, TO TpAOBA Ja HanpaBd BHHMATe/IHa HHAXBUAYATHA NIPELEHKa Ha
OTHOLIEHHETO NON3A/PUCK OT NpeaNnUcBall4s ro nexap.

[Tayuenmu ¢ ouabem
ExcnosuiuaTa Ha tananadun (AUC) npu nauuventn ¢ Auabet e 6una npubnusurento 19% no-uucka,

oTkonkoTro croiHocTuTe HAa AUC 32 3apasu HHAKBNAU. Ta3u pa3nvkKa B €KCNO3HIUATA HE NaBa
OCHOBaHHE 3a NMPOMAHA Ha J03aTa.

5.3 IlpeaAKITHHHYHH JAHHH 33 0€30NACHOCT

HeknWHWYEUTE HOaHHKH He nokasBaT ocol0eH puck 3a xopa Ha ©Oa3ata Ha KOHBEHLHOHAITHHUTE
¢apMakoIOrMMHKH TpOy4BaHUA 3a 0€30MacHOCT, TOKCHYHOCT NpH MHOTOKpaTHO [MpHIIaraLe,
reHOTOKCHYHOCT, KAPUMHOTEHEH NOTEHUHAN U PenpoiyKTHBHA TOKCHYHOCT,

Hsama poxasaresncTsa 3a TepaTOreHHOCT, EMOPUOTOKCHUHOCT UITH (PETOTOKCHYHOCT TIIPH ILTBXOBE WIH
MHLIKH, KOUTO ¢a noayuunu go 1 000 mg/kg/nHesHo Taganagun. B npoyusaHe 3a mpeHaTalHO U
NOCTHATAJIHOTO Pa3BHTHE NPH IUTBXOBE, 103aTa, MPHU KOATO He € HabnmoaaBaH edekT, € Ouna

30 mg/kg/nnesno. [1pu 6pemenen nabsx AUC 3a u3uucaeHoTo cBOGOAHO NeKapCcTBO NPH Ta3H A03a €
npubnu3utenyo 18 neTu YoBewikata AUC npy aosza 20 mg,

Hama yBpexkaaHe Ha (hepTHIHOCTTA MPH MBXKKHN M XKEHCKH TUTbX0BeE. [1pH Kyuera, Ha KOUTO € npHiaran
Tajanadun exxeaHeBHO 3a 6 1o 12 Mecena npy no3n 25 mg/kg/nHeBno (BOAELIO A0 NOHE TPHKPATHO N0~
BHUCOKA €KCITO3HUMA [Mexay 3,7 — 18,6] o HabnoaapaHaTa NpH X0opa, HA KOUTO € JaBaHa €IRHHYHA N03a OT
20 mg) ¥ nopeue, € UMAO perpecus Ha enuTesNa Ha CEeMEHHUTE KAHANYETA, KOETO € AOBENO N0 HAMANEHHE Ha
CrepMaTOreHesara Ha HAKOM kydeTta. BuxTre cbluo Touka J.1.

6. PAPMAIIEBTHUYHH JAHHHA

6.1 Cnuchbk H3 NOMOUIHHTE BellecTRAa

HAnpo Ha tabnertkara

JlakTo3a MOHOXHAPAT

LlapesniHoO HHMLLIECTE
[IpexenaTUHU3UPAHO LUAPEBUUHO HUILIECTE
KpocnosuaoHn (E1202)

Harpuer naypuncysidar (E487)
MarHesueB creapar

PHUIMOBO MOKPUTHE
Jlakro3a MOHOXUApAT
Xunpomenosa
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Trnranos anokcun (E171)
TpuaueTuH,

AKenesen okcun xuat (E172)
Keneszen okcua uepBer (E172)

6.2 HecbBMeCcTHMOCTH

Henpuinoxumo

6.3 Cpox na rogsocT

3 rOJIUHH

6.4 Crhnenuannu ycl0OBHA HA ChHXPaHEHHE

To3u nekapcTBEH NPOAYKT HE U3UCKBA ClIELMANIHU YCNIOBUS HA CbXPaHEHHE.
6.5 BHa K chaABbpXaHHE HA ONAKOBKATA

Kacapuo 5 mg e onakoeraH B PVC/PCTFE/PVC-anymunueBu 6aucrepH.
KapTroHeHaTa KyTus cbabpka 14 unu 28 dunMupaHu TabNeTKH W JIMCTOBKA 3a NallUeHTa.

He BcHUYKM BHAOBE OMakoBKH MOraT Ja ObhaT nycHaTH Ha rnasapa.
6.6 CrenuHajJHHU NPeANA3HAE MEPKH NPH HIXBLPJAHE

HeunsnonspaHusaT JCKAPCTBEH NMPOAYKT HUJIH OTIIAABYHUTE MATCPHAIIM OT HEI'O TpﬂﬁBﬂ Jda CC H3XBBPIIAT B
CBOTBCTCTBHUC C MCCTHHUTC H3IUCKBaHH .

7. IIPUTEXATEJ HA PASPEIIEHHUETO 3A YIIOTPEBA

ALKALOID-INT d.o.o.
Slandrova ulica 4

1231 Ljubljana — Crnuce,
CnoBeHus

Tea.: + 386 1 300 42 90
dakc: + 386 1 300 42 9}
umeiin: info@alkaloid.si

8. HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEEBA

Per. No

9. JATA HA IIBPBO PA3PEIIABAHE/ITIOJHOBSBAHE HA PAZPEIIEHHUETO 3A
¥YIIOTPEBA
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Jara Ha nIbpBO paspeliaBaHe:
JlaTa Ha nocJedHO NOJHOBABaHE:!

10. JATA HA AKTYAJIM3UPAHE HA TEKCTA

(02/2024
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