KPATKA XAPAKTEPHCTHKA HA ITPOAYKTA



1. UME HA JIEKAPCTBEHHUA ITPOAYKT
Tanunekto 20 mg puaMupanu TabieTku s

Tadilecto 20 mg film-coated tablets

2. KAYECTBEH U KOJIMYECTBEH CbCTAB
Bcesika ¢punamupana radbnerka cbabpka 20 mg tapanapun /Atadalafil/.

[ToMOILLIHO BELIECTBO C U3BECTHO JIEHCTBHE:
Bcsaka puamupana Tabnerka cbabprka 3 mg J1akTo3a MOHOXHpaT.

3a MbJHUA CITMCHK HA MOMOLLIHUTE BELLIECTBA BUXKTE TOUYKa 6. 1.

3. JIEKAPCTBEHA ®OPMA

Punmupana Tadbnerka (tabaerka)
20 mg ¢puamupanun Tabnetku: KadpsaBo KbaATH, ABOHHOW3NbKHAIHK, NPO/AbJANOBaTH, GUIMHpPAHH

TaONIETKH, C ACJIMTE/IHA YepTa OT eAHaTa cTpaHa U 3Hak 20 ot apyrara ctpaHa TaOnerkara moxe aa
Objae pa3aeneHa Ha paBHHW 103W. Pazmepu Ha TabsieTkaTa: Ab/kHHA OKOJIO 14 mm v wKMpHHa - 9,5 mm.

4. KJIUHHUYHHU IAHHHA

4.1 TepaneBTHYHH NOKA3AHHSA

JleueHune Ha epeKTHIHA AUCHYHKLHSA MPH BL3PAaCTHH MBIKE.

3a na Obae epekTUBEH Taganadui, ce U3UCKBA CEKCyalHa CTUMYJIaLUsL.
Taagunekro 20 mg He e nokas3aH 3a yrnorpeda rnpH »XeHH.

4.2 Jlo3upoBKAa H HAYHH HA NMPHJIOKEHHE

ﬂ,mn;gumca

Bw3pacmnu muorce

[IpenopburTenHaTa no3a e 10 mg, npveTa npeau oYaKkBaHaTa CeKCyajaHa aKkTUBHOCT, CbC MK 0e3
XpaHa.

[Ipu T€31 naumeHTH, Npyu KouTo Taganapua 10 mg He BOAHU A0 noaxoasil edekt, MoxkKe 1a ce OnuTa
20 mg. Ta3u no3a moxe aa Obae npuera noHe 30 MUHYTH NpeH CeKCyaiHa aKkTUBHOCT.

MaxkcumManHara 4ecToTa Ha NpUEM € BEHDbK JAHEBHO.

Tapanagpun 10 u 20 mg e npeaHaszHaueH 3a ynorpeda npean o4akBaHa CEKCyajlHa akTHBHOCT M He ce
NnpenopbyBa 3a NMPOAb/KHTE/IHA €XKEAHEBHA ynoTpeda.

[1py naumeHTH, KOMTO npeaBrkKIaT Yecta ynorpeda Ha Taaunekro (Hanpumep, NoHe AB
CEIMHYHO) MOXe /1a C€ OOMMCIIH KaTO NOAXO/ASALL PeKHM €1HOKPATeH JHEBEH MPHEM
1034 Taaunekro 0azupalku ce Ha U300pa Ha NALMEHTA W PELUEHUETO Ha JieKaps.
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[Ipy T€3M nauneHTH NnpenopbYMTEIHATA 103a € 5 Mg, MPHeTa BEAHbK JHEBHO NPHOJIH



K CBILO BpeMe Ha AcHsA. Jlo3aTa Moxe 1a ¢e HamManu 10 2,5 mg eAHOKpaTHO AHEBHO Ha Da3aTta Ha
WHAWBHAYAHATA MOHOCHUMOCT.

Llenectobpa3HocTTra HA NPOABIKUTENIHATA €XKEeAHEeBHA ynoTpeda TpaOBa nepHoauyHO 1a ce
NPEOLUCHSBA.

CneyuanHy NonynauyH

Muoice 6 cmapuecka 8b3pacm
[Ipy1 MbxKe B cTapyecKka BB3pacT He C€ M3UCKBA aJanTypaHe Ha [103aTa.

Mbuoice ¢ 6vbpeuno yspedcoane

He ce nanara HamansgBaHe Ha 403aTa NpH NMALKEHTH € N1EKO J0 YMeEpPEHO 6b0peuHO yBpexkaaHe. 3a
NaLHEHTH ¢ TeXKKO OBOpeyHO yBpeXxxaaHe MaKCHMAJIHaTa Npenopn4yBaHa ao3a ¢ 10 mg.
Jo3upaHeTo BeAHBK AHEBHO Ha TagaladHri He ce NPEAoPbYBA MPH NAUMEHTH C TEXKO 6BOpeUHO
yBpexkaaHe (BxK. Touka 4.4 v Touka 3.2).

Muvoice ¢ weproopobro yepexcoane

[IpenopbunTeninaTa no3a Ha Tananadpun € 10 mg npuera npean o4aKBaHaTa CEKCyalHa aKTUBHOCT, €
unu 6e3 xpana. MMa orpaHHueHH KIHHKHYHY AaHHH 32 O€30M1aCHOCTTA HA TANANadHI NPY NALKMEHTH C
Texko yepHoapodHo yepexxaaHe (Child-Pugh Class C); ako e npeanucano, Tpabea aa ce Harnpaeu
MHAMBHYAJTHA OLEHKA 32 CbOTHOLUEHHETO MON3a/PUCK OT JIEKYBalIHA Aekap. Hama HanHvHK aaHHH 3a
MPHJAOKEHHE HA A03H M0 BHCOKU oT 10 mg Ha Tajganadun npH NauMEHTH € YepHOAPOOHO yBpeKaaHe.
Jlo3upaHeTo BeIHEK IHEBHO HE € W3CJIEABAHO NPH NALWEHTH ¢ Y4ePHOAPOOHO YBPEXKAAHE; €TO 3aul0,
ako e npeanucaHo, TpabBa na ce HanpaBW UHAMBHAYAIHA OLEHKA 33 ChOTHOWEHHETO NOJI3a/PUCK OT
NEKyBaLLMA nekap (BMxK Tovka 4.4 u 5.2).

Muvoce ¢ Quabem
[Ipn Mbxe ¢ auaber He c€ H3MCKBA NPOMAHA B [03aTa.

[Teouampuuna nonynayus
Hama cboTBETHO NPpHUNIOXKEHHE HA TaaunekTo B NeAHATPUHHATA NOMYNALHUA OTHOCHO JICUEHHUETO Ha
E€PEKTHIIHA JUCPHYHKLIHA.

HaynuH Ha NPHIOMKEHHE:
Tanunekro ce npeanara karo 2,5, 5, 10,u 20 mg punmupanH TabneTky 3a nepopasHO NPHNOKEHHE.

4.3 IlpornBonoxkazaHus

CBpbX4YBCTBUTENHOCT KbM aKTHBHOTO BELLECTBO WM KbM HAKOE OT MOMOLLHMUTE BEINECTRA,
H30poeHH B Touka 6.1.

B innHR4HY NpOyYBaHHA € YCTAHOBEHO, Ye Taaatadun yCHABA XHNOTEH3HBHUTE €QEKTH Ha
HUTpaTuTe. CMATA Ce, Y€ TOBA € pPE3YJTaT OT KOMOHHHPAHUTE €PEKTH HA HUTpATUTE H TaJalagun
BbPXY nMbTa azoTeH oxcHa/ul M. [lopaau tosa, NpunoXXEHHETO HA TaaUNIEKTO NPH NALUEHTH, KOHTO
M3NON3BAT HAKAKBH (POPMH HA OPraHMyHH HHTPATH, € NPOTUBONOKA3aHO (BXK. TOUKa 4.5).

Tﬂ.ﬂﬂ.ﬂﬂ(bﬂﬂ HE TpilﬁB& Aa CC fnpuvjiara Ha MbKC ChHC CbHPACHHH 3360J'I$IB&HHH, MNPpH KOHUTO CCKCYallHATa
AKTHBHOCT HE € NPCMNOPDHHHTC/HA. ﬂexapme TPHGBEI Aa DGC’bﬂHT NOTCHUHAJIHHNA CHPLACHCH DHCK OT
CEKCYaTHa aKTHBHOCT IIPpH NAUHCHTH C MIPECALICCTBALO CoPACYHO-CBIOBO 3abonABaHe.

CneanuTe rpynH naLMeHTH CbC ChPACUYHOCHAOBO 3a00nia8aHe He ca OMAM BKIIIOUEHH B
Npoy4YBaHHA H 3aToBa ynorpedara Ha Taaanadua NpH TAX € NPOTUBONOKAa3aHa:

- NalHEHTH C MHOKApAEH HHApPKT B paMKHTE Ha nocneaHurte 90 aHu,

- nNalHEHTH ¢ HecTaDMWNHA aHIWHA WKW aHTHHA, NPOABABALLIA CE N0 BpeMe Ha Moo
- NaLKEeHTH CbC ChpaeyHa HeaocTaTbHOCT Kiac no New York Heart Association




npe3 NOCNESAHUTE 6 Mecewa,

- NALHUEHTH C HEKOHTPOJIHWPAHH apHTMHH, XHUNIOTOHKA (< 90/50 mm Hg), M HekoHTpOIMpaHa
XHAMNEPTOHMA,

- MaLMEHTH C MHCYNT B PAMKHTE Ha NOCNeaHUTE 6 MeceLa.

Tapnanadun e NPOTHBONOKA3aH NPH MALMEHTH CbC 3aryba Ha 3peHUEeTo Ha eAHOTO OKO, B pe3yNTaT Ha
He-apTepHaliHa aHTepHOpHa HexeMyuHa ovHa HesponaTua (NAION), He3aBHCcHMO OT TOBa, Janu TO3H
enu304 € CBbpP3aH WK He ¢ npeauuHa ynotpedba Ha PDES nHxubutop (Bk. TOuka 4.4).

EanoBpemenHoTo npunarane Ha PDES unxuburopu, Brutourrento taganadun, ¢ ryaHmI1ar-LUMKIa3Hy
CTUMYJIATOPH, KATO PHOLIMIYAT, € NIPOTHBOMNOKA3aHo, Thil KATO TOBA MOXE Ja NPHYHHH
CUMIOTOMATHYHA XHNOTOHUA (BK. TOUKA 4.5).

4.4 CnennajaHu npeaynpexacHHs H npeaAnasHH MepKH pH ynorpeda

[Ipean neveHne ¢ Tagnnekro
[Ipeau aa 6bae oOcbaeHO papMaKOJOrH4HO NleueHue, TpAORa 1a € CHEME aHAMHE3a H HanpaBH
dbu3MKaneH nperaes, 3a Ja ce AHarHOCTHLUMpa epeKTHIIHE AMCPYHKUKA K Aa ce Onpeaenar

NOTCHUHANHHTC NOLJICKALLN TNTPHYHHHA.

[lpeau na ce 3ano4vHe KAaKBOTO H [a € fie4eHHe Ha epeKTHIHA OUCHYHKUHUA, NeKkapuTe TpaOea aa
NPELEHAT ChPASHHOCHAOBHA CTATYC HA TEXHHUTE MALMEHTH, ThbH KaTO MUMa H3BECTHA CTEMEH Ha
CbPACUYEH PHCK, CBBbP3aH CbC CeKCyalHaTa akTHBHOCT. Taganagun uma BazoaunaTaTUBHH CBOHCTBA,
BOAELUH 10 JIEKH U NPEXOAHH NOHHKEHHA HA KPBBHOTO HANAraHe (Bx. TO4YKa 5.1) U nO TaKkbB HAYHH
MOTEHUMPA XHINOTEH3UBHHUA €(PEKT Ha HUTpAaTHTE (BX. TO4YKa 4.3).

OueHkarta Ha epeKTUNHaTa AMchYHKUMA TpaOBa Ja BKJIIOUBA ONpeAeNnsIHEeTO Ha NOTEHLIHATHHTE
NOAJIEKALIH MPHYUHH H YCTAHOBABAHE HA MOAXOAALIO JeHEHUE Cliel NPaBUTHA MEAHLIMHCKA OLICHKA.
He e n3BecTHO, nanu Tananadun e edekruBeH NpH NaLMEHTH, NPETHPIIEIN TA30BH ONEPALIMA HITH
PAXMKAITHA, HECbXPAHABALLA HEPBA MPOCTATECKTOMMS.

CbpaeuHo-cbAOBH hakTOpH

Cepuo3HH CbpAE4YHO-CBA0BH HHLIMACHTH, KATO MHOKAPASH HH(APKT, BHE3anHa ChpACYHA CMBPT,
HecTaOWIHA aHrMHA NEKTOPUC, KAMEPHA ApHTMHA, HHCYJIT, TPAH3UTOPHH HCXEMHYHH €NH304H, 0onka
B FbPAMTE, ChpLEOHEHE H TAXHKAPAHA, ca CHOOLUEHH WIH Clie MyCKAHETO Ha nasapa v / WiK B
KJIHHHYHH Npoy4BaHua. [loBeueTo OT mauneHTHTe, NPpH KOUTO ca OWAK AOKIaaBaHK TE3U CHOUTHA ca
MMAaJTH NPEALIECTBAILH CbPAEHHO-CbAOBH PHCKOBH (hakTopH. Bunpeku TOBa, HE € BB3IMOXHO Ja ce
onpeacax JATH Te3H CHbOUTHS Ca CBBLP3aHH NPAKO C Te3H PUCKOBH (PAKTOPH, KbM Taganagun,
CEKCYATHa aKTHBHOCT, MIIH KOMOUHALIMS OT Te3X Wik Apyru dakropu.

[Ipu nauuenTH, KOUTO NpUemar andal 6nokepH, eAHOBPEMEHHOTO NPUICKEHHE HA Taaanadun Moxe
Ja NOBEAE A0 CHMITTOMATHYHA XUIIOTOHHUA NPU HAKOU OT TaX (BxK. TO4YKa 4.5). KomOunupaHero Ha
Tananagui H J0KCa303HH HE CE NMpenopbYsa.

3peHue
CroduiapaHy ca 3pUTENHK HAPYLIEHHA, BKIHOYUTENHO LUEHTPATHA CepO3HA XOPUOPETHHONATHS

(CSCR) v cnyuan Ha NAION (He-apTepHanHa aHTEPUOPHA UCXEMHUYHA OYHA HEBPOMATHA) , CBbP3aHH
¢ npueMa Ha Taaanadun u apyru PDES nunxuburtopu. [Noeyero cnyuau Ha CSCR oTinymsasar
CNOHTAHHO caen cnupaHe Ha Taganadun. I'lo oTHoweHne Ha NAION, aHanH3u Ha 1aHHH OT
HEHHTEPBEHUHOHAIHY NPOYYBAHHA npeanonarar noeuiueH puck ot octpa NAION (HeaprepuanHa
AHTEPHOPHA HCXEMMYHA OYHA HEBPOMATHA) MPH MbXE ¢ €PEKTUIHA ANCPYHKLHA Ced KCI 93Tl
Taganadgun unu apyru OJES nHxuburopu. Toit kato ToBa Moxe na Oble OT NpakTHUYECK 7-. ST He
3a BCHYKH NMALMEHTH, UITOXKEHH Ha Tafaladwi, NauMeHTLTTpA0BA 4a Obae npenynpexxigsg, Aefips=
CNy4aH Ha BHE3aNHO 3PUTENHO HAPYUIEHHE, HAPYLUEHHE Ha 3PUTENHATA OCTPOTA U/HAH bRren ;“rtfi* e .
M3KpUBABaHe, Toi TPAOBA Aa cripe npHema Ha TaAWeKTO M 1a ce KOHCY1TUpa He3abasHb Enexdp {rkyr# T
Touka 4.3). o X




HamaJjieH ciiyx WK BHe3anHa 3ary6a Ha ciyxa

Cny4vau Ha BHe3anHa 3aryba Ha cnyxa ca cvobieHu cnea ynorpedara Ha Taganagui. Bunpeku ue
APYTH PHCKOBH (PaKTOPH Ca HaMUEe B HAKOH CilyuaH (KaTO HanpHMeEp, Bb3pacT, AHabeT, XHNepTOHHA H
aHaMHe3a 3a npeluuiHa 3aryfa Ha cinyxa), nauueHTHTe TpabBa na 6baaT NOCHLBETBAHU Aa CNPAT
npHemMa Ha Taaanadui U 4a nOThHPCAT He3abaBHO MEAWLIMHCKA TOMOLLL B Clyyai Ha BHE3aNHO
HaMa/ABaHe Ha C/lyXa WK 3aryba Ha ciiyxa.

YepuoapoOHo yBpexaaHe
MUma orpaHnyeHy KIMHUYHH JaHHH 3a Ge30MmacHOCTTa Ha Taganadui, NpUIoKEH KaTo €AMHUYHA 1033

NPH NALHEHTH C TEXKKa YepHoApoOHa HeaocTaTbyHOCT (Child-Pugh knac C). Ako tananagwun ce
Ha3Ha4aBa, TpaOBa na ce HanpasH BHMMATEIHA HHAUBHAYATHA NPEUEHKA Ha OTHOLLIEHUETO
mon3a/puck oT MPeANUCBALUMS IO NeKap.

[Ipuanu3zbM U aHaTOMU4HA AePopMalUs HA NEHHCA

[MaupeHTHTE, KOUTO Ca HMAJTH epeKilna, NMpoabixuia 4 yaca unH nopeye, Tpadbea Aa 6Gbvpar
MOCHBETBAHK Ja NMOTHLPCAT He3abaBHO fekapeka nomMoll. AKO NPHAanMU3MsT He b€ NeKyBaH BEAHAara,
TbKAHTA Ha NEHHUCA CE YBPEXKAA U MOKE J1a C€ CTHUIrHE A0 NMOCTOSHHA 3aryba Ha MOTEHTHOCTTA,

Taganagpun Tpadsa 1a ce U3MON3BaT ¢ BHUMAHUE NP NALMEHTH C aHATOMUYHA AcdOpMaLIKA Ha
neHuca (KaTo Hanp., aHrynauus, kaBepHo3Ha ¢ubposa wnm onect Ha Peyronie) wiu npu nauHeHTH
cbhe 3a00onaBaHUA, KOUTO MOraT Aa Cb34aJaT MpeapasfnooKEeHHE KbM TIPHANH3bM (KaTO CbPOBHAHO-
KJIETbYHA AHEMHSA, MYJITHILUICH MHEIOM WK JIEBKEMHA ).

Ynorpeba ¢ CYP3A4 nuxuburopu

H3ucKkBa ce NOBHILEHO BHUMAHUE, aKO ¢€ NPeANKCBa Taganadua Ha NaLUUEHTH, KOUTO W3MNOI3BaT
MoLUHH CYP3 A4 unxuburopu (puTOHaBUD, CAKBUHABHP, KETOKOHA30J/1, MTPAKOHA30J H
EPUTPOMMUHKH), Thil KATO NNPH KOMOMHHPAHETO HA TE3M JISKAPCTBEHM NPOAYKTH ¢ 3a0ena3Ba
MOBHILARAHE Ha eKcno3nuuuaTa Ha Taaanadgua (AUC) (Bx. Touxa 4.5).

nganagbﬂn H APDYI'H JICHCHHA 34 CPDCKTHJIHA QHC(_:b!HKgHH

He ca npoyusanu 6e30nacHoCTTa M e(MKACHOCTTA HA KOMOHHAUWKTE HA Taganadun W Apyru
HHXHOHTOPH HA PDES vnu apyru neyenuna Ha epektiina auchpyHkuua. flauveHTsT Tpabsa na bbnae
HHPOpMHUPAH Aa He MpHeMa Taaanadun B noaoOHKH KOMOHHALIKH.

JlakTo3a
TannnekTo cvabpKa nakto3a. [lauMeHTH ¢ peaku HacneaACTBEHH NMPoOAeMH Ha HEMOHOCUMOCT KbM

ranakroza, MbJSH NaKTaszeH AePHLMT UM MIKKO30-ranakTo3Ha Manadcopbura He TpaOBa aa npuemar
TOBa J1I€KAPCTBO.

Hatpnii
Tosa nekapcTBO CbABPKA NO-MaANKO o1 | mmol Hatpuit (23 mg) Ha TabneTka, T.e. MOXE 1a CE KAXKE,

4e NMPAKTHYCCKU He ChAbPiKa HAaTPHH.

4.5 BiaumojaeiicrBHe ¢ IPYI'H JEKAPCTBEHH NPOAYKTH M APYrH QOpMH HA B3aHMOACHCTBHE
IIpoyuBaHudaTa 3a B3auMoacicreus ca nposeaeHu ¢ 10 mg w/nnu 20 mg tananadun, Kakro €
nocoyeHo no-poay. Lo ce oTHacs 00 TE3W NpOyUBaHHA 3a B3aHMOAECHCTBHA, KbAETO Ca NPHIaraHu
caMmo A03M Ha Taaanagua ot 10 mg, KTHHMYHO 3HAUYHMH B3aHMOIECHCTBHA NPH NMO-BUCOKH 03H HE

MOraT HW3lano 0a ObAAT UIKNKOUEHH.

EdekTn Ha ApyrH BelWecTBa BbpPXY Taaanagun

Huxubumopu na yumoxpom P450
Tapanagun ce metabonnzupa rnasuo upe3 CYP3 A4, CenextuBHuaT nHxudnTop Ha CY H3
keTokoHa3on (200 mg aveBHO), yeenuuaea 2 nbTH ekcnosuuuara (AUC) Ha Taganadgpun



Cmax ¢ 15% cnpamo croitHocTute Ha AUC 1 Cmax npy caMocTOATEAHO NPUITOXKEH Taaanagpun.
Kerokonazon (400 mg queeHo), yBenuuaera 4 nvTH ekcnosuumuata (AUC) Ha taganagun (20 mg) 4
Cmax ¢ 22%. PutoHaBup, npoTteazeH nHxuburop (200 mg, 2 nbTH AHEBHO), KOHTO € HHXHOUTOP Ha
CYP3A4, CYP2C9, CYP2C19 u CYP2D6, yeennuapa excnosuuusara {AUC) na tapanadpun (20 mg)
2-nbTH 6e3 aa npomeHs Cmax. Benpeky ue He ca NpoyUuBaHU CrneurHPUYHU B3aUMOACHCTBUA,
eIHOBpeMeHHaTa ynorpeba ¢ Apyry nporeasHd HHXHOUTOPH, KaTO CakBHHABHP, U Apyru CYP3A4
HHXUOHUTOPH, KATO EPUTPOMHLIMH, KNAPUTPOMULIMH, HTPAKOHA30/ M COK OT rpeindpyT, H3HCKBa
BHUMAaHHE, ThiH KATO MOXE Ja C€ OYAKBA, TE [Ia YBEIHYAT MNAA3MEHHTE KOHLUEHTpaLuUH Ha Taganadpun
(BK. Touka 4.4). CneaoBaTe/IHO, YECTOTATA HA HEXKETAaHUTE JIEKAPCTBEHH peaKlHH, MOCOYEHH B TOUKA
4.8 Moxke na Obje yBelHYEHA.

Tpancnopmuu beanmvyu

He e u3BecTHa poiATa Ha TPAHCNIOPTHHUTE OENTbLUKW (HanpHMeEp, P-TIIMKONPOTEHH) BbPXY
AUCNO3ULIMATA Ha Taaanadpmui. CnesoBaTesHO € HANMHLE TTOTEHLUUWAS 32 JIEKAPCTBEHH B3aUMOACHCTBHA,
MeJHMPAHHK OT MOTHCKAHE HA TPACMNOpPTHHUTE DenThbuy.

Hnoyxmopu na yumoxpom P450

HUuaykropst Ha CYP3 A4, pudamnuuun, Hamanaea AUC Ha Taganadun oo 88% cnpamo croliHocTHTe
Ha AUC npu camocToaTrenHo npunoxeH taganagun (10 mg). Tazn HaManeHa ekcno3HLKA MOXKe A1a ce
OYaKBa a HaMaJlH ehuKacHOCTTA Ha TaJanaduia; CTeNeHTa Ha HamaneHHe Ha €(PHKACHOCTTa €
HeussecTHa. JIpyru uuaykropu Ha CYP3 A4, karo ¢peHobapburan, heHuTouH U kapbamazenuH, MoraT
CbLLO 13 HAMAIAT TUIA3MEHUTE KOHLUEHTpaLIUY Ha Tazanadur.

EdexkTn Ha Taganadun BLpPXY APYrH N€KapCTBEHU MPOAYKTH

Humpamu

[lpu KIHHWYHH NpoyuBaHHA, Taganadun (5, 10 u 20 mg) e nokasan, ye NOTEHUHpPA XUMOTEH3IUBHHUTE
edekTH Ha HUTpaTHTe. [lopaagu ToBa, NpunoXkeHUeTo Ha Taganadua NPy NALUEHTH, NPHEMALIHY HAKOA
¢opMa Ha OpraHMYeH HHTPAT € MPOTUBONOKA3aHO (BX. TOUKa 4.3). Bb3 ocHOBaTa Ha pe3yNTaTH OT
KNHHHMHO Npoy4BaHe, B KoeTo 150 nauyeHTH ca nonyyasanu AHEBHH 034 oT 20 mg Tapanadun 3a 7
AHH H 0,4 mg HUTPOTTHUEPHH CYONHHIBANTHO B pa3lIMYHO BpeME, TOBA B3aUMOAEHCTBHE €
HabmoaasaHo 3a noseye oT 24 yaca v He e HabaAaraHo cited WaTHYaHe Ha 48 yaca oT nocnenHara
no3a taganapun. Taka, npy nauMeHT, Ha KOATO € npeanycaHa HAkakea ao3a Taaanadua (2,5 mg-

20 mg), ¥ 32 KOHTO NPWIOKEHHUETO Ha HUTPATH CE CMATA 332 HEOOXOAUMO NO MEAHLIMHCKH MOKA3aHKA
B »KMBOTOCNACABALIH CHTYaLHN, TpaOBa na WMa noHe 48 yaca oT npHemMa Ha nocneaHara 403a
Taganadua, npeau NpUIoKeHHeTo Ha HUTpatuTe. [Ipu TakuBa ycnosus, HuTpaTuTe Tpabea aa ce
npuiarat noja CTpor MeAUUMHCKH KOHTPOA H CbC CLOTBETHO NPOC/IEAABAHE HA XeMOAHHAMHKATA.

Anmuxunepmen3ugru 1eKapcmMeenu CPeOCmea (BKIIOYUMENRHO KAAYUCEYU AHMAZOHUCIN)
EAHOBpeMEHHOTO NpUnarale Ha Aokca3o3uH (4 w 8 mg nHeBHO) M Tananadua (IHEBHA 1033 OT S mg U
20 mg kaTo eqHOKPATHA 103a) 3aCH/IBA aHTHUXHNEPTEHIUBHHUA eEKT HA TO3U allda-OoKep B 3HaUUMA
creneH. To3u epekT ce 3ana3pa noHe ABaHAECET Yaca U MOXKe [1a NpeaAN3BHKA CHMTITOMM,
BKAKOYUTETHO CHHKON. 3aTOBa Ta3u KOMOHHALUMA HE Ce NpenopbtBa (BXK. Touka 4.4).

[Ipu npoyuBaHHA 33 B3aUMOACHCTBUATA, H3BLPLLEHHU NTPH OrpaHuyeH Opoil 3upasn AOOPOBOJILIM, TE3U
edeKTH He ca cboOLICHHU NPH andy3031MH HITH TaMCYJI03HH. Bee nak, € Heob0X0auMo MOBULLIEHO
BHUMAaHHE, KOraTo Taaanadun ce ynorpedasa NpH NaLMEHTH, JIEKYBAHU C KAKBUTO H 1a e anda-
bnokepu, 0COOEHO NPH NaLHEHTH B cTapyecka Bb3pacT. Jleuennero TpabBa aa 3anouHe npu
MHHWMaJHa 003a ¥ NPOrpecHBHO Aa CE a1anTupa.

[lpy KNIMHHUHK PapMaKONIOTHYHH NMPOYUBAHUA € H3C/IEIBAH NOTEHUHANBT Ha Tananadui aa yCHIBa
XMNOTEH3UBHUTE €(PeKTH HAa AHTHUXHIIEPTEH3IHBHHUTE NIeKapCTBEHHU NPOAYKTH. [IpoyuBaHu ca
OCHOBHHMTE KNaCOBE AHTHXHIMEPTEH3IWBHH NIEKAPCTBEHH NPOAYKTH, BKNIOUYHTENHO KaJlLIHEB
AHTArOHUCTH (aMJIOOHUNMH), HHXHOUTOPHUTE HA AHTMOTEH3UH KOHBEPTHPALWIUA eH3uM (A
(enananpun), bnokepure Ha DeTa-aapeHEPruiHKTE peUEnTOpH (METONPONON), THA3HAH
(benapodnymernazna), 1 diokepurTe Ha aHruoTensmH 11 peuenropure (pa3nuuHu BUA e,@l
CaMOCTOATENHO HJIH B KOMOMHALIUA C THA3WAH, KATUWEBUTE aHTaroHUCTH, OeTa-Onoke




onokepy). Tananadun (10 mg ocBeH B NMPOYUBAHHATA C AHTATOHUCTHUTE HA AHFHOTEH3KUH |l
pPELIENTOPHTE H AMJIOMITHH, IPU KOUTO € Npujaraia 403a ot 20 mg) HAMa KIHHUYHO 3HAYUMH
B3aHMOAEHCTBHA, C KOWTO # 14 € OT Te3H Kiacose. B Apyro KiMHHYHO (apMakoJOrHYHO NPOyYBaHe
Taganacdun (20 mg) e uanuTeaH B KoMOKUHaUMs ¢ 10 4 Kiaca aHTUXHIIEPTEH3IHBHH NpoAYKTH. [Ipn
NALUHUEHTHTE, NPHEMATH HAKOAKO AaHTUXUIEPTEH3UBHH MPOOYKTa, aMOYIaTOPHUTE NPOMEHM B
APTEPUANTHOTO HAIArAHE U3MMEXKIAT CBbP3aHH CbC CTENEHTA HA KOHTPON HA apTEepHATHOTO HANAraHe.
B Ta3zu Bpb3Ka, Npy NaLHEHTUTE OT KITMHHYHOTO HU3MUTBAHE, YMETO APTEPHATHOTO HANAraHe € buno
100pe KOHTPONHPAHO, HAMANABAHETO € OUTO MUHHMANHO HITH NOA00HO Ha TOBA, HabNKOaBaHO NpU
3apaBH xopa. [1py y4acTHHUH B NPOYUYBAHETO, MPH KOWTO APTEPHAITHOTO HANATAHE HA NAUMEHTHTE HE
€ OMJI0 KOHTPOAKPaHO, CAAJAHETO € OUIIO MO-roNAMO, BBITPEKH Ye TO He € OHN0 CBBP3aHo ©
XHITOTEH3HWBHU CUMITTOMH [IPU NOBEYETO OT nauveHTure. [Ipu nauueHTH, nonyyasatiin CbMbTCTBALLO
JIeYEHHE C AHTHXUNEPTEHIUBHH NIEKAPCTBEHH NPOAYKTH, Taganadun 20 mg Moxke aa HHAYLHpa
HaMalleHWE Ha apTEPUATTHOTO HAJIATAHE, KOETO (¢ M3KIII0OYeHHE Ha anda O10KepH,—BiK. MO-rope), €
KaTO UAJIO MAJIKO W He € BEPOATHO Aa € KIHHUYHO 3HAYMMO. AHANHU3UTE HA J@HHHTE OT KJIIHHHYHY
npoyuBaHHA ¢da3a 3 He ca NOKA3aMy pa3nKKa B HEXKeJJaHUTE JIeKapCTBEHH ChOUTHA NPU NALIMEHTUTE,
npuemaluy taganadun, cbC win H€3 aHTHXHNEPTEH3HBHH NEKAPCTBEHH NPOAYKTH.. Bbnpeku ToBa Ha
nauMeHTHTE TpAOBA Aa ce AaBa NMOAXOAALL KIMHHYEH ChBET 33 Bb3MOXXHO HaMaleHHUe Ha
aApTEPHATTHOTO HANATaHE, KOraTo ¢ JIEKYBAT C aHTHXHUNEPTEH3IHBHH JICKAPDCTBEHH NPOAYKTH.

Puoyucyam

[IpenIHHWYHK MPOYUBAaHHA NOKA3BAT ACMbLIHUTENEH €(PEKT Ha NOHWKABAHE HA CHCTEMHOTO KPbBHO
Hanaraxe, korato PDES nuxuburopm ce komOuuHupar ¢ puounryar. B KiMHHYHH NPOyYBaHUA €
A0KAa3aHO, 4€ PHOLIMIyaT NOTEHUHpa XunotTeHsnBHuTe epektu Ha PDES unxuburopure. Hama gaHHm
3a HnaronpHATEH KNHHHKMEH e(dexT Ha komMOuHaLKHATA B NpOyYBaHaTa nonynauus. EqHospemeHnara
ynorpeba Ha pyuouuryar ¢ PDES uHxuburopu, BKNIOUATENHO Taganadui, € npoTUBONOKa3zaHa ( BHK

Touka 4.3).

Huxubumopu na 5-angha peoykmazama

B K1MH®YHO NpoyUYBaHHUE, KOETO CpaBHABA Tadanadgun 5 mg, npuiarad €JHOBPEMEHHO ¢ pHUHACTEPU
5 mg, ¢ nrauedo naoe puHacTepus 5 mg 3a obneKkyaBaHe Ha CHMITTOMMTE HA JOOPOKAYECTBEHA
xunepnnasua Ha npocrarara (JXI1I), He ca ycTaHOBEHH HOBH HEXeNaHH peakuHu. BunpekH ToBa, Thi
KaTo OPYMLUHANHO MPOYYBAHE 3a JIEKAPCTBEHU B3aUWMOIECHCTBHA 32 OLCHKA Ha eeKTHTE Ha Taganadun
U Ha MHXHOUTOpUTE HA S-anda peaykrazara (5-ARIs) He € nposexaaHo, Taaanadun Tpadbea aa ce
npuiara BHUMATENHO €AHOBPEMEHHO ¢ MHXHOUTOpH Ha S-anda peaykrasara (5-ARIs).

CYPIA2 - cybempamu (nanp., meogunun)

Korarto Taganagun 10 mg ce npunara ¢ reodunnH (HecenekTuaeH pocoauectepaseH HHXHOUTOP)
Bb8 (apMaKONOrHYHO MPOYUBaHe, He € HMaNo GapMakOKXHHETHUYHH B3auMoaeHCcTBUA. EAMHCTBEHUAT
¢apmakoauHamHueH edekT e Oun neko (3,5 yaapa/MHHYTa) YBENUUYEHHE HA ChPACYHATA YE€CTOTA.
Bunpeku ye TO3H ePeKT € BTOPOCTENEHEH Y He € 01N OT KIHHUYHO 3HavYeHHe NPH TOBA NPOYUBaHeE,
TOW TpaAOBa Aa ce B3EMa NOA BHHMAaHHUE NpH €1HOBpEMEHHA ynoTpeba Ha Te3H JIeKapCTBEHH NPOAYKTH.

Emununecmpaduon u mepbymanun

JlokasaHo ¢ ye Tajanadun Npean3BHKBA NOBKWLIABAHE HA OHOHAIMYHOCTTA HA ETHHUNECTPAAHON NPH
NEPOPAIHO MPUWJIOKEHHE, NOAOOHO NOBHILABAHE MOXKE Aa C€ OUYAKBA NMPU NEPOPATHO MPHIIOKEHHE Ha
TepOYTaNHH, BBIIPEKHU YE€ KIHHKUYHUTE €PEKTH OT TOBA Ca HEACHH.

Anxkoxon
KoHLeHTpalMHUTE HA alKOXO0JI (CpeaHa MakcHMaHa KOHUeHTpauua B kpbeTa 0,08%) He ce nornus
OT ¢cbBMeCTHaTa ynotpeba ¢ Taganagpun (10 mg wan 20 mg). B nonbaneHne, 3 yaca cnen
€AHOBPEMEHHOTO NPHJIOKEHHE C aJTKOXO0 HE ¢a HalmoaaBaHH MPOMEHH B KOHLIEHTPaUHH
Tananagun. AJIKOXONBT € NPUIOKEH NO HaYHUH, YBEITHYABAll MAaKCHMATHO CKOPOCTTA HA
Ha allkoxon (CYyTpHH Ha raagHo, 6e3 aa ce npuema xpaHa o 2 yaca ciie npyemMa Ha ank
Tananadpun (20 mg) He yBenu4apa cpeaHOTO HAMANABAHE HA KPbBHOTO Hansraxe, npea
ankoxona (0,7 g/kg nnu okono 180 ml 40% ankoxon [Boaxa] npu 80-kHnorpaMos MBbXK),
HAKOHK XOpa MoOXe j1a ce Habnoaaea nocTypaneH CBETOBbPTEN WA OPTOCTATHYHA XHIOT




tananagun ce npuiara ¢ no-manku gosu ankoxon (0,6 g/kg), xunoteHsus He ce HabmoaaBa, a
CBETOBBPTEXDBT ce Habmonasa ¢ 4ecTora, nogodHa Ha Ta3H MPH CAMOCTOATETHOTO MPUNOIKEHHE HA
ankoxoJj. EdbexTsT Ha an1KOX0Nna BLPXY KOFHHTHBHATA PYHKLHA He Ce 3aCHNBAT OT Tajganadun

(10 mg).

Lumoxpom P450 memaboauzupa rexapcmesernu npooyKmu
Tananadun He ce o4yakBa 2a NPEAW3BHUKBA KJIMHHYHO 3HAYMMO [MOTHCKAHE HJTH HHAYKLUMS Ha
KIMPBHCA HA IeKapCTBEHM MPoayKTH, MeTtabonusupanu ot CY P450 uzodopmure. [lpoyupaHuara ca

NOTBBLPAMIH, Y€ Taganapun He HHXUOUpa uiu uHayuupa uzodopmure Ha CYP450, smounTteHO
CYP3A4, CYPIA2, CYP2D6, CYP2E1L, CYP2C9u CYP2C19.

CYP2C9 - cybcmpamu (nanp., R-eappapun)

Tananadun (10 mg 1 20 mg) HiMa KIHHWUYHO 3HAYHM edeKT Bbpxy ekcno3uuuara (AUC) Ha S-
BapdapuH unu R-sapdapuu (cybetpar Ha CYP2C9), Huto 3acara npoMeHHTe B MPOTPOMOHHOBOTO
BpeMe, NMPEAH3BUKAHH OT BapdapuH.

Ayemuicanuyunosa Kuceauna
Tapanadpun (10 mg v 20 mg) He NOTEHUHPA YBENHUYEHHETO BbB BPEMETO HA KbPBEHE, MPHUYHHEHO OT

aUCTHJICANTHLIUITIOBA KHCC/AHHA.

ITpomueoduabemuu arexapcmeenu npooykmu
He ca nposexnaHu cneuupuyHU NPOyUBAHUS 32 B3AUMOAEHCTBUA ¢ NPOTUBOAMAOETHH TIEKAPCTBEHH

NPOAYKTH.

4.6 DepTHIHTET, OPEMEHHOCT H KbPMERE

Taaunexro 20 mg He e noka3aH 3a ynorpeda NpH KEHH.

bpeMEeHHOCT
HUma orpaHyueHHn JaHHY 3a ynotpedara Ha Tananadun npu OpeMeHHH xeHu. IlpoyuBanusata npu

)KHBOTHH HE MOKA3BAT NPAKO WK HETIPAKO BPEAHO BB3ACHCTBHUE BbPXY OpeMeHHOCTTA,
eMOpHOHANTHOTO/(PETATHOTO pa3BUTHE, PAXKIAHETO UM NMOCTHATAIHOTO pa3BHTHE (BK. TO4Ka 5.3).
KaTo npeanasHa Mapka, 3a npeanoyntale € ynorpebara Ha Taganagun no speMe Ha OpeMeHHOCT Ja
ce H304araa.

KnpMeHe
Hanuunute $papMakOaHHAMHYHH/TOKCHKONOTHYHH JAHHH NMPH XKHBOTHH NOKA3BaT €KCKPELMA Ha

Taaanagua B MiIAKoTO. He MOXKe na ce M3knoUuu prck 3a KbpmadeTo. Taganagun He tpadsa na ce
M3I10J13Ba IO BPEME Ha KbpMEHe.

PEPTHIHTET

HabnronaBaHu ca edekTH npu KydeTa, KOWTO MOXKE a couat yBpexaaHe Ha depTunutera. Jse
nocjieArald KTYHHYHH NPOYYBAHHA MOKA3BAT, Y€ TO3U €eKT € MATKO BEPOATEH NPH XOpa, BbNPEKH
Yye ce Hab/loJaBa HaMalleHHe Ha KOHLIEHTPALMATA Ha criepMa MpH HAKOU Mbaxe (Bax. TOUKa 5.1 U Touka

5.3).

4.7 E¢exTr BbpXy cnocofHOCTTa 32 wodHpane H padoTa ¢ MAIIHHH

Tananadun nornusea npeHedpexxumMo cnocoOHOCTTA 32 Wwodupane Wik pabora ¢ MadHH. Benpeku
ye MPH KIMHKYHH NPOYYBAHHA YECTOTATA HA CHOOLLEHHATA 32 CBETOBbPTEX NPH rPynara ¢ njaueon §
rpynara ¢ Taganagpun aa € 6una cxoaHa, nalieHTUTe TpAOBA Aa ca HAACHO 3a TORA Kak 11e, PEapy
Ha Taaanagui, npeaq wodupaHe WK padoTa ¢ MaUIUHH. ‘

4.8 HexenaHu JIeKAPCTBEHH peaKki[HH

Pezlome Ha npoduna Ha HezonacHoCcT




Haii-yecTo cpobiuaBaHUTE HeXeNaHH JIEKAPCTBEHH PEAKLIMK NPH NaUMEHTH, NMpHUEMaLLH Taganadu 3a
NeYeHHe HA epEKTHIHA ANCHYHKLMSA UK NoDpoKayecTBEHA XHIIEPIUIa3Hs Ha MPOCTATaTa ca
rnapobonue, aucnencus, 6oaka B repba 1 MHaNrus, NP KOMTO YECTOTATA CE€ YBEIIHUABA C
NOBMLLUABAaHE HAa A03aTa Ha Taaatadun. JloknaaBaHUTE HEXENAHH JIEKAPCTBCHH peakuru ca bunu
MPEXORHU U B [TOBEHETO CAy4aH JIEKH A0 yMmepeHH. [To-roasMara yact ot ciiy4anTe Ha rinasoboiue,
cbOOLLaBaHK NPY MPHEM Ha Tazanadun BeAHBXK AHEBHO, ¢a Habnonasauu npes mupButTe 10 no 30 anu
OT 3anOYBaHE HA JIEUEHHUETO.

PesioMe Ha HeXeNaHHTE PCaKUHH B TabDNIHWYEH BUI

B taGnuuara no-aony ca u3BpoeHH HeXeNaHUTE IEKAPCTBEHW PeaKLMH, HAONI0OaBaHHW OT CNIOHTAHHHU
CbOOLWEHHA KU NpU NNauedo KOHTPOIHPAHU KIHHHYHH fIpOy4BaHHa (oOxBawaui obuwo 8 022
naLHeHTH, NIEKyBaHH ¢ Taaanagun, U 4 422 nauMeHTH, NOAy4aBaH niauedo) 3a 1eHEHHUE Ha
EPEKTHIHA JUCHYHKUMA [PH HYX A H BEIHBX AHEBHO H 33 JICYEHHE Ha A100pOKAYECTBEHA
XUNEPIa3Hg Ha NPOCTATATA BEAHBXK JHEBHO.

KouBeHuua 3a yecToTaTa: MHOTO vecTH (21/10), yectu (=1/100 no <1/10), Hedectn (=1/1 000 no
<1/100), peaku (=1/10 000 o <1/1 000), muoro peaku (<1/10 000) u ¢ HensBecTHa YyecTOTA (OT
HaJIWYHHUTE JAHHH HE MOXe Aa Obae HaNpaBeHa OLIEHKA).

N il . — R — _ _

Mmuoro YeeTH HeuecTn Peakn C HeHn3BecTHA

HEeCTH | 3€CTOTA
- B e — —

Hapywenun na umynnama cucmema

Peakuuu Ha AHruoenem?
CBPBbXYYBCTBUTETHOCT

Hapywenus na nepenama cucmema

maeobonne  |3amasHocT Uucynt!
(BKJIIOMHTENHO
XEMOparu4HH
cvouTHA), CHHKOM,
TpaH3dTOpHH
HCXEMHYHH
NPHCTRIH',
Murpena’,
[Mpunagbuu?,
Tpan3uTopHa
aMHE3MA

Hapywenua na ouume ]

3ambrieHo suaxkaaHe, |Hapylwenune nHa LlenTpanHa cepo3Ha
YcelaHua, ONUCBAHK  [3PHTENTHOTO MoJsie,  |XOPHOPETHHOMNATHSA
KaTo O0ONKa B OUHTE OTOK Ha KNenauure,
XUMepeMus Ha |
KOHIOHKTHMBATA,
HeapreprHanHa
lanTepropha
HCXEMHYHA O4HAa
HEBPONATHSA
(NAIONY,
3amyLiBaHe Ha
ChOOBETE Ha
peTHHaTa’

Hapywenua na yxomo u aabupunma




l Tunuryc IBHe3anHa rnyxora

Cwvpoeunu napyuwenus’
Taxukapaus, Muokapaen
[Mannurauuw HH(apkT,
Hectabunua
CTeHOKapaAHA’,
Kamepua apurmuns’
Cv006u napyuienus
3aueppaBave |Xunotouns’,
XHMNepTOHUS
Pecnupamopru, 2poOHUu U MEQUACMUHANHYU HADYUWIEHUA HAPYUCHUA
Haszanua HucnHesn
KOHIeCTHSA Enucrakcuc
CmoMauHo-4peeHU HapYWEeH U
MucnencHs Kopemna 6onka,
[loBpbiuane, I'anene,
['acTpoesodarea
nen pedaykc

Hapywenus na xoxcama u nooxoxcrnama mvKan

| O6pus WXHneprnpom
(norene),Y prukapus,
CunapoM Ha
Stevens-Johnson?,
ExkcdonnaruseH
aAepMatur’

o - :

Hapywenua na Mycxyano-cxeremuama cucmema, CoeOUHUMeRHama mvkaH u kocmume

bonka B rop0a,
Muanrus,
bosika B
KpalHHKK

Hapywienus na 6sbpeyume u nuxounume nemuiya

Xemarypus

] : - —

Hapﬂuenuﬂ Hd EEEHPOH\?GO{E’HH?EJIHHMH cucmema u abpdama

I ll'lpo,umu*renua KpsBou3snus B
epeKLIu NEHNCA,
XeMarocnepmMus,
[TpuanusbM

Obwu napywienus u eghexmu Ha MACMOMO HA NPURONCEHUE

,
'pnana 6onka', Ymopa,|Orok Ha anuerto?,

[TepudepeH oTok Bxe3anHa cbhpaeuHa
CMBPT'

' TloBeueTo OT NAUMEHTHTE UMAT NPEAIIECTBALIH CHPACHHO-CHAOBH PHCKOBH (akTOpH (BXK. TOMKA
4.4)

2 CrobasaHy NpH NOCTMAPKETHHIOBOTO HAGIOIEHHE HEXKENAHH PeaKkLH, KOHTO He ca
HabmoaasaHu Npy N1auedo KOHTPONHpPaHH KIMHHUYHH NMPOYUBaHHA

* [To-yecTo AOKIAABAHA, KOTATO TaJanadmi ce NpHiara NpH NaLKEeHTH, KOUTO BEYE MOy
AHTUXHNEPTEHIUBHH JIEKAPCTBEHH NPOAYKTH

OnucaHue Ha H3OpaHW HEXENAHH PeaKLIHK




HesnaunTenHo no-ronama yectora Ha oTkioHenyia B EKI, npeau Bcuuko cuHycosa Opaavxapays, ca
NOKJ1aABaHH NPy NaLMEHTH, NNEKYBaHH ¢ Taganadmui eHH NbT AHEBHO B CpaBHEHHE ¢ nauedo.
[loeuveTo oT Te3n OTKNOHEHHs B EKI He ca cBbp3aHH ¢ HEXENAHUTE NEKAPCTBEHHU PEaKUHH,

rH cricuvaiHH nonvJjialliH

JIaHHHWTE NpU NAUMEHTH Ha BBL3PACT HaA 65 roauHU, KOMTO nNpHeMar Tajaanaguyl B KIHHHYHH
MPOYYBAHHA MM 3a JICYCHUE Ha €peKTHIHA AMCYHKLMA, WM 3a NeueHHe Ha A00poKavecTBeHa
XHNAEpNNa3usi Ha Npocrarara, ca orpaHyeHu.B kKnMHHWYHKM npoyusaHus ¢ Taganadun, MPpUEMaH NpH
Hy)KNa 3a JIeYEHHE HA €peKTHAHA AMCPYHKLHA, auapus ce chodlliaBa no-4ecTto Mpd NALUHEeHTH Ha
Bb3pact Haa 65 roauHu. B K1MHMUYHM npoyuBaHus ¢ Tajanadun 5 mg, npMeMaH BEIHBLXK OHEBHO 3a
NeYEHHE HA N0DOpOKAYEeCTBEHA XHNEepIUla3|s Ha NPOCTaTaTa, 3aMasHOCT U AHapHA ca choOLlaBaHH no-
4eCTO NPU NAUMEHTH HAZ 75-roauillHa Bb3pacT.

CboOillapaHe HA NOAO3WPAHH HEXETAHU PEAKLIWM
Cr0obLasaHeTo Ha NOAO3UPAHH HEXENAHU PEaKLHMH CNel pa3pellaBaHe 3a ynorpeda Ha NeKapCTReHUA

MPOAYKT € BaKHO. ToBa NO3BOIABA A4 NPOALIXKH HabIIOAEHHETO HA CHOTHOLLIEHHETO MOJ13a/PUCK 32
JIEKAPCTBEHUS NMPOAYKT. OT MEAULIMHCKUTE CAELMANHCTH CE€ H3HCKBA Ja cboOLuaBar BCAKa
MOAO3HPAHA HEXKEeNlaHa peaKLiua upes

M3nbaHHMTENHA areHUMsA 10 nekapeTBara yi. ,.Jlaman ['pyep” Ne 8

1303 Codus

Ten.: +359 2 8903417

yebealiT: www.bda.bg.

4.9 Ilpeno3upane

[Ipn 3ppaBu A00poBOAUM Ca JaBaHW €AMHWUYHU 203K 10 SO0 mg, a Ha NaLyWeHTH ca NPUIaraHu
MHOroKpaTHU AHEBHH 1034 g0 100 mg. Hexxenanure crbuTHa ca 6uinH nogobHH Ha oHeEsu,
HabnaaBaHu NpH MO-HUCKU A03H. B cniyyauTe Ha npeao3ypaHe, ako ce Hanara, TpaOBa na ce
peanpHeMaT CTAHAAPTHHTE MOALBLPHALLUH MEPKH. XEMOLHANU3ATA HE3HAUMTEIHO crioMara 3a
eJIMMHHHPAHETO Ha Taaanadun.

5. GOAPMAKOJIOTMYHH CBOUCTBA

5.1 ®PapMakoIHHAMHYHH CBOHCTBA

OapMakoTepaneBTHYHA MPYNa; YPOIOTHYHH CPEACTBA, JEKAPCTBEHHY NPOAYKTH, NPHIAraHy Npu
epekThunHa AuchyHkumna ATC koa: GO4BEOS.

MexaHH3bM Ha NEHCTBHE

Tananadun e cenekTuBeH, 00paTHM HHXHOUTOP HA LHMKNMYHUA I'YaHO3HH MOHodocdaTt (ul'MD),
cneuranHo gochoauecrepaza tun 5 (OJES).

KoraTo cekcyamHOTO CTMYJIMpaHe NPEAU3BHKA JOKATHO OCBOOOXKAaBaHE HA a30TEH OKCH,
nHxubupanetro Ha PDEJS ot Taganadpun npeaussuksa nopuiieHy HuBa Ha Ul M@ B kaBepHO3HUTE
Tena. Toa BOAH 00 penakcauus Ha rnaakata MycKynaTypa U NPUMTOK Ha KPbB B TbKAHUTE HA NEHMCA,
BORewO na epekuns. Tananapun e HeeeKTUBEH NPY JIANCA HA CEKCYATHA CTUMYRALIMA.,

PapMakoAHHAMHYHH EPEKTH
IlpoyusanusTra in vifro ca noxkasanu, ye tajanadun e cenektuped vHxudburop Ha PDES. PDES ¢
€H3UM, KOMTO ce OTKPHBA B I'/1aAKaTa MyCKYyJ1aTypa Ha KaBepPHO3HOTO TAI0, ChAOBATA U BUCLEP
rnaaka MycKyJlaTypa, CKEIETHUTE MYCKYJIM, TpomboumTHTe, O10peuuTe, Oenus apob, U man
MO3bK. JleficTBueTo Ha Tananadun e no-cunHo Bupxy PDES, oTkonkoTo BbpXY Apyry

dbochoanecrepasu. Taganapun € > 10 000 nvTH no-moweH 3a PDES, orkonkoTo no oTHo
PDE1, PDE2 v PDE4 - ¢H31uMH, KOMTO C€ OTKPHBAT B CHPLETO, MO3bKA, KPbBOHOCHHTE Cb
yepHHusa Apob u apyru opraau. Taganadbua € > 10 000 nbTH NO-MoWEeH NO OTHOLLIEHHE Ha




cenekTHBHOCT KbM PDES, cpaBHeHa cbe cenekTHBHOCTTA KbM PDE3 ¢ BaxkHa, 3amoto PDE3 e eH3um,
y4acTBalll B MEXAaHH3MA Ha CbPACYHHUTE ChKpalleHHa. B nonmbnHenve, Taganadgun e npubIU3NTENHO
700-nmbTH no-MouleH no oTHowieHne Ha PDES, otkonkoto cnpsamo PDEG6 - enzuM ko#iTo ce Hamupa 8
peTHHaTa ¥ e OTroBopeH 3a dotorpaHcaykuuara. Taganaduna e cbuio > 10 000 nbTH no-MoLteH no
oTHOwWweHHe Ha PDESJ, oTkonkoTo no otHowewune Ha PDE7, no PDE1O..

Knunnyna epykacHOCT U 6€30MacHOCT

Tpu xnHHUUHH NPOY4BAHHKA ca NpoBeaeHHd ¢ | 054 maunMeHTH B AOMALUHH YCIOBHA 3a ONpeae/iaHe Ha
MPOABL/BKUTENHOCT Ha OTrOBOpa cied NpuM Ha Tananadpui. Tananagui € nokasan CTaTUCTHYECKH
3HAYUMO NoaoOpeHye B epeKTHAHaTa PyHKUHA H cnocoOHOCTTA [1a Ce U3BBPIIH YCNELIEH NMOJOB aKT
Ao 36 vwaca cnel npueMa Ha 103aTa, KaKTo U B CNOCOOHOCTTA Ha NAUMEHTHTE A NOJy4aT K
NOAABPKAT EPEKLHH 3a YCIEUIEH NMOMOB aKT, B CpaBHeHHWe ¢ naauedo, owe Ha 16-Ta MuHyTa Cnen
NMpHeMa Ha n03ara.

Tananadun npuwioxkeH Ha 3ApaBH NKLA, NPEAH3IBUKBA HE3HAYMMA pPa’IMKaA B CpaBHEeHHE ¢ nnauebo B
CUCTOJTHOTO K JHACTONHOTO KPBbBHO HAJIATEHE B IETHANO NOJOXKEHHE (CPEIHO MAKCHMAITHO
HaMmaneHue ot 1,6/0,8 mm Hg, cbOTBETHO), B CUCTOAHOTO H AUACTONHOTO KPbBHO HAMATAHE B
H3MPaBEHO NOJIOXKEHHE (CPeAHO MaKCHManHO Hamanexnue ot 0,2/4,6 mm Hg, cwoTBeTHO), M HAMa
3HA4YMMa NPOMAHA B CHPACYHATA YECTOTA.

[Ipu npoyusaHe 3a olEeHKA Ha epeKTUTE HA Taaanauil BbpXy 3PEHHETO HE Ca OTYETCHU HHKAKBH
HApYLUEHUSA B Pa3NO3HABAHETO Ha LiBETOBETE (CHHbO/3EJIEHO) MOCPEACTBOM M3NOA3BAHE HA TecTa
Famsworth-Munsell 100-hue. To3u pesyaraT kopecnoHaupa ¢ HUCKHA aQUHUTET Ha Taganaduit KuM
PDES6, B cpaBHenne ¢ PDES. Bbe BCHUKM KAMHHYHH NIPOYYBAHUA CHOOLLEHHUATA 332 IPOMEHH B
LIBETHOTO BHxAaHe ¢a peaku (< 0,1%).

[IpoBegenn ca TpH NPOYUBAHWA NPU MBXKE 3a OLIEHKA HA NOTEHUMATHHA €PEKT BbPXY
criepmaroredesara Ha taganadun 10 mg (eaHo 6-meceuno npoyusaHe) v 20 mg (eaHo 6-MeceuHO M
€OHO 9-MeCEeYHO MPOYUYBAHE), NpUNAraH eXXeaHeBHo. B ABe OT Te3M mpoyuBaHus € HabN0AaBaHO
NOHWKEHHUE HA KONUUYECTBOTO U KOHLUEHTPALMATA Ha CNEPMaTa, CBbP3aHO ¢ JIEYEHHUETO ¢ Tazanadun ¢
MaJlKa BEpOATHOCT 34 KIIHHHYHA 3HAYUMOCT. Te3n edekTH He ca OUIH CBBbP3aHH C IPOMEHH B APYTH
napaMmeTpH, KaTo NOABHXKHOCT, Mopdonorus ¥ FSH.

Tapanagun B go3u ot 2 20 100 mg € uicneapaH B 16 KIMHWYHHK NPOYHBaHUA, BKIOYBaLL 3250
NMaLHEHTH BKIKOYHTENHO NALMEHTH C EPEKTHIHA AHUCHYHKLUMNA OT pasiiHyHa TEXECT (/1ieka, yMepeHa,
TEXKa), €eTHONIOrHuA, Bb3pact (Mexay 21-86 roaunm) v etHocH. [ToBeueTo nauKMeHTH ca ChOOUIMH 32
epeKTUIIHA AUCPYHKUHA OT Hal-Manko | roauHa B cpok. [IpH nbpBOHavYaNHUTE NPOYUBAHUA 34
eeKTUBHOCT BbpXY oOwiara nonynauma 81% ot nauneHTuTe cLobasar, 4ye Tananagun e nopodpuno
TAXHATA epeKuus, B cpaBHeHKHe ¢ 35% npu miaue6o. Cbiuo Taka, NALMEHTHTE C €PEKTHIIHA
AUCPYHKLMSA NPYA BCHHKH CTENEHH HA TeXkeCT chodasar rnoaobpena epexims, A0KaTo NpHemMare
tananadpun (86%, 83% u 72% 3a neka, ymepeHa u TexKa, CbOTBETHO, B cpaBHeHHe ¢ 45%, 42% u 19%
npu nnaueto ). B mepsoHaYaNIHUTE NPOYyUBAHHA 3a €DEKTHBHOCT, 75% OT ONUTHTE 3a NONOB AKT Ca
Ounu ycnewHu npu nauHeHTH ¢ Taaanagun B cpaBHeHUe ¢ 32%, nonydyaBaumu mwauedo.

[1pu enHo 12-ceamuyHO NpoyuyBaue, nposeaeHo npH 186 nauuenty (142 Tapanapun, 44 nnauedo) ¢
€PEeKTHIHA AHCHYHKLHA, BTOPHUYHO Ha YBpeXKJaHe Ha rpbOHauYHHA MO3bK, Taganagun 3Ha4MMO
noaodpsaBa epekTHIHATa (PYHKLIMA, KOETO BOAH A0 CPEAHA YECTOTA HA YCNELHUTE ONMKMTH 33 UHAWBH]
NPy NAUHEHTHTE, TpeTHpaHH ¢ Taganadun 10 uau 20 mg (ruekaBa no3a npu noucksaxe) 48% s
cpasHeHue ¢ 17% npH naauedo.

[leamaTpuyHa nonynaums
[lpy neanaTpHUYHHU NALHEHTH ¢ MYCKY.Ha adctpodua tun diowen (M), e nposeaecHo
NpoyuBaHe, B KOETO He ca HabnoaaBaHH AaHHU 3a edpukacHocT. [Ipn 331 MomueTa Ha B
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roauHy ¢ M1, Ha KOHTO ce Mpuaara €AHOBPEMEHHO NEUECHHE ¢ KOPTHKOCTEPOH M, € B
PAHAOMU3HPAHO, ABOHHOCANO, NNaLebo-KOHTPOJIMPAHO, NAPATIEAHO NPOYYBAHE C 3 pablerﬂa’ ~. ...‘*"' _;' ~
Taaanadgun. Ilpoyusaneto Bkaoysa 48-ceAMHUYEH ABOWHHOCTRN MEPHO], B KOHTO nauuerm»m; ca SR o 74



paHIOMHM3HpaHK Aa nony4vasat Taganagun 0,3 mg/kg, rananapun 0,6 mg/kg nau naauebo Bcexn aeH.
Tapanagun He noka3ea eHPHKACHOCT MO OTHOLICHHE 3abaBAHE Ha BIIOLIABAHETO HA CMOCOOHOCTTA 32
CaMOCTOATENHO XOAEHE, H3MEPEHO ¢ MOMOLTa Ha MbPBHYHATA KpaiHa TO4YKa - 6-MWHYTEH TECT 3a
xoneHe (6 minute walk distance, 6MWD): cpeana npomsaHa Ha Hall-MailkuTe kBaapartH (least squares,
LS) B Tecta 6MWD Ha 48-Ta ceamuua ¢ -51,0 meTpa (m) B rpynara, nonyyaraula naauedo, B
cpaBHeHHe ¢ -64,7 m B rpynara, nonyuaeawa taganadgun 0,3 mg/kg (p = 0,307), u -59,1 m B rpynara,
nonyuyasama taganadpun 0,6 mg/kg (p = 0,538). Ocsen ToBa, TUNCBAT JaHHU 3a €PUKACHOCT OT
BCHUKH BTOPHYHH AHAU3H, HaNpaBeHHU B TOBa npoyusaHe. OOLKTE pe3yntart 3a 6€30NacHOCT OT
TOBA NPOYUYBAHE KATO UAJIO Ca B CbOTBETCTBHE C H3BECTHUA Mpodua Ha Oe30nacHOCT Ha Taaanagun 1
¢ Hexenanute cubutua (HC), ouaksanu B neanatpuuHara nonynauua ¢ M1, nonyyasaiua

KOPTHKOCTEPOUAMY.

EBponeiickara areHuHa No JiekapcTBaTa 0cBOOOKAaBa OT 3aABbXKEHHETO 32 NPEAOCTABIAHE HA
pe3yTaTHTE OT NMPOYYBaHHA ¢ PePEPEHTHHA NEKAPCTBEH NPOAYKT BHB BCHYKH MOArPYNU Ha
NEJHAaTPUYHATA MOMYJIALMA 32 IEYEHHUE Ha €PeKTUIHATA AUCPYHKLMA (BIKTE Touka 4.2 3a
HH(OopMaLMA OTHOCHO ynotpeba B neauaTpUaTa).

3.2 (PapmMaKOKHHETHYHH cBOHCTBA

Abcopbuus
Tananadun ce abcopdupa necHO cnea NepopaniHO NPUNOKEHHE U HaOJIKOAABAHKHTE CPEAHH

MAKCUMAJIHH TIa3MEeHU KOHLleHTpauurd (Cmax) ¢e nocTurar 3a CpeaHo BpeMe OT 2 yaca cief
NPHUICKEHHETO. ABCoMOTHATA BHOHANHYHOCT Ha Taaaladua ¢iea NepopaTHO NPHIOKEHHE He € Buna
onpenesneHa.

CkopocTra U cTeneHTa Ha abcopbuus Ha Taganadun He ce NOBIMABAT OT XpaHa, Taka ue Taaanadun
MOXKE J1a CE NIpHeMa HE3ABUCHMO OT XpaHeHeTo. BpeMeTo Ha npuem Ha ao3ata (CYTpHUH cnpsaMo Beuep)
HAMA KJIMHUYHO 3HAYHMH EPEKTH BLPXY CKOPOCTTA M CTeneHTa Ha abcopbuus.

Paznpeaenexune
Cpenunuar obeMm Ha pasnpeaeneHyve Ha raganadun € npubausurento 63 |, koeTo nokasea ye

Tapanadun ce paznpeaens B tbkauute. [Ipy TepaneBTHUHK KOHUEeHTpauun, 94% ot Tananacdun s
rU1a3mMata c€ CBbp3Ba ¢ NMporerHUTe. CBbP3BAHETO C NIPOTEHHHTE HE CE 3acAra Mpy HapylueHa
6ubpeuHa dpydkuua.

[lo-manko ot 0,0005% o1 npueraTa n03a ce NoABABa B CriepMaTta Ha 34paByH HHAWBUIH.

buoTpaHcdopmalins

Tananadun ce metabonusupa npeaumHo nocpeacTeoM uutoxpom P450 (CYP) 3A4 usodopmara.
OCHOBHHAT UMPKYAUpaLl META0OIHUT € METHUIIKATEXON MNOKOpOoHUA. To3u Merabonut e none 13 000
MbTH No-cNabo akTHBEH OT Taganadun no otHoweHue Ha PDES. Cnenosarento, He ce ouakpa na e
KNTMHUYHO aKTHBEH NpH HabnioaaBaHMTE KOHUEHTpaUKK Ha MeTabonuTa.

EnuMHHHUpaHe

CpeasmsaT nepopajieH KNMpBHC Ha Taganadun € 2,5 l/yac, a CpeaHHAT TepMUHaieH nonyxkusore 17,5
yaca npH 31paBH HHIHBUJIM.

Taganadun ce ekckpeTUpa NPpEAMMHO KaTO HEAKTUBHU MeTabOJIUTH, OCHOBHO C (PeKANTHHTE
(npubnusnTenHo 61% ot no3aTa) U B NO-Manka creneH ¢ ypuHara (npubausurento 36% ot go3ara).

JinHeMHOCT/HENUHEHHOCT
dapMakOKHHETHKAaTa Ha Taaanadui nNpH 3apaBH HHAKBHAH € NTHHEHHA M0 OTHOLIEHHE HA BPEMETO H
ao3ara. [Ipn no3un Haa auanasona ot 2,5 no 20 mg, ekcnosnuuarta (AUC) ce yBenuuasa '
MPONOPLMOHATHO ¢ A03aTa. [Lna3MeHHTe KOHLUEHTPALMH B CTALMOHAPDHO CHCTOSAHHE CE I
OHH MPH €JHOKPATeH JHEBEH MPUEM.

MapMakOKHMHETHKATA, ONpEAENeHa C NOMyAALHMOHHHNA NOAX0, NPH NALHEHTH C epeKT
AUC(PYHKLMA ¢ nOA0OHa Ha (papMakOKHMHETHKAaTa NMPH UHAYBHAM Oe3 epekTHNHA Ancd




CrneunanHy nonyaaLuy

{layuenmu & cmapuecka gv3pacm

3apaBH MaUMEHTH B CTapuecka Bb3pacT (65 roaMHH WK NMO-Bb3PACcTHH), HMAT NO-HHUCHLK NEPOPANICH
KNUPBHC Ha Taganagun, soaemo 10 25% no-sucoka ekcnozvuma (AUC), B CpaBHEHHE CbC 30paBH
WHAWBHIH Ha Bb3pacT o1 19 10 45 rognuu. To3u edekr Ha BB3paCTTa HE € KJAMHHUYHO 3HAYUM W He
JaBa OCHOBAaHHE 3a NPOMAHA Ha Jo3aTa.

bwvbpeuna nedocmamuvunocm

[Ipn kNHHUYHK PapMaAKONOrHYHH NPOYYBAHKA ¢ €OHOKpaTHa no3a Taganadun (5 ao 20 mg),
ekcno3vuuaTa Ha Taganadun (AUC) e npubnH3UTETHO YABOCHA NPH HHAWBHAM C Jieka (KpeaTHHHHOB
kaupbHC 51 g0 80 ml/min) wau ymepena (kpeatnHrHOB KadpbHe 31 go 50 ml/min) 6b6peuna
HEJOCTATLYHOCT U NPH UHAWBUAM € KPaeH cTaauKu Ha Ob0peuno 3abonsasaHe Ha nuanuia, [py
nauMeHTH Ha xemoauanusa Cmax € 41% no-BHCOKO OT HAOHOAABAHOTO NPH 34paBH XOpa.
XeMoaHaIM3aTa HE3HAYMATEHO crloMara 3a €JIMMUHHAPAHETO Ha Tajanaguil.

Yeprodpobra HedocmamuvyHocn

Excnosuuuara Ha Taganagpun (AUC) npyM HHAKBHAM € ieKa 0 YMEPEHa YepHoapoOHa
HeaocTaTeuHOCT (Child-Pugh knac A u B) e cpaBHuMa ¢ ekcno3HUusATa NpH 3paBd MHAUBU/IH,
KOraTo ce¢ npuiara go3a ot 10 mg. Mma orpanuyeHd KnidHHYHH JaHHH 33 6e30nacHocTTa Ha
Taganadui rpH NaUUEHTH ¢ TexKKa YyepHoapoOHa HegocTtaTtb4HOCT (Child-Pugh knac C). Ako
Taganadun ce Npeanucea, BHUMATEIHA OLEHKA Ha CbOTHOLIEHHETO Nnon3a/puck TpadBa aa ce
H3BbLPLUBA OT JIEKYBaLIKA nekap. HamMa HanWyHKN JaHHU 32 NPHITOKEHHE HA NO-BUCOKH J03H OT 10 mg
Tajaladun rMpyv NaUMEHTH ¢ YEPHOAPOOHO yBpexaaHe.

Ilayuenmu ¢ ouabem

Excnosznuuara Ha taaanapui (AUC) npu nauveHTH ¢ aHadet e ouna npubnuzntento 19% no-Hucka,
oTkonkoto croitHocTHTe Ha AUC 32 3apaBu UHAMBKAK. Ta3u pa3nvka B eKCNO3HUMATA HE JaBa
OCHOBAHHE 3a NPOMAHA HA A03aTa.

5.3 IlpeaknuAnYHR JAHHH 33 6€30MACHOCT

HeknMHWYHHTE NaHHH HE NMoKa3BaT 0COOeH pHCK 3a Xopa Ha Oa3a HA KOHBEHUHOHAHHUTE
(dhapMakoJIOrHYHU NPOy4BaHH1A 3a 6€30MacHOCT, TOKCUUHOCT NMPU MHOIMOKPATHO NMPWaraHe,
MeHOTOKCHYHOCT, KAPLUHHOTEHEH NOTEHLIMAN, H PENPOAYKTHBHA TOKCHYHOCT.

Hsama gokazaTtencTsa 3a TEpaTOréHHOCT, EeMOPUOTOKCHYHOCT UMK (PETOTOKCHYHOCT NPH MIbXOBE HITH
MHMLUKH, KouTO ca noayunnau 10 1 000 mg/kg/aHesHo tananagun. [lpu npoyupane 3a npeHaTaIHO U
NOCTHATATHOTO Pa3BHUTHE MPH INTbXOBE, A03aTa, NPH KOATO HE € HabnrogapaH edekT, € Ouna

30 mg/kg/nuesHo. [1pn Opemenen mibx AUC 3a u3uncnenoto ¢cBoG0AHO NEKApCTBO NPH TasH 4034 €
npubnuaurento 18 nbTH woseuikara AUC npu no3a 20 mg.

Hama yBpexaaHe Ha GepTHNHOCTTA NPH MBKKH U XKEHCKH TuTbxoBe. [Ipu Kyyera, Ha KOUTO €
npunarad Taganadun exennesHo 3a 6 no 12 meceua npu 103M 25 meg/kg/nHeBHO (BOAELIO A0 NOHE
TPHKpPATHO MO-BUCOKa excno3uums [Mexay 3,7 — 18,6] ot HaOnionasaHaTa npy Xopa, Ha KOWTO €
NaBaHa efMHWYHa 03a oT 20 mg) ¥ Nopeye, € UMAITO perpecus Ha enuTena Ha CeMEHHHUTE KaHa/IYeTa,
KOETO € NOBENO A0 HAMAJICHUE HA CrepMaToOreHe3ara Ha HAKOM Kydera (BHXKTE Chluo Touka 5.1).

6. APMAIIEBTHYHHU NAHHH
6.1 CnHchbK HA DOMOINHHTE BeIeCTBA

Slapo Ha Tabnerkara:
XunpomenoseH ¢ranar
MaHuTON
Kpockapmenosa HaTpHit
Hatpues naypuncyndar




MarnesueB cteapart (E470b)

(DHIMOBO NOKPHTHE

JlakTo3a MOHOXHApAT
Xunpomenosa

Tank (ES53b))

Turanos anokcun (E171)
Kenesen okcua, xuiat (E172)
Tpuauerun (E1518)

6.2 HechbBMECTHMOCTH

Henpunoxumo.

6.3 Cpok Ha roanocr

3 roauHU

6.4 Coensa/iHs yc10BHSA HA CbXPAHEHHE

To3n nekapcTBeH NPOAYKT HE U3UCKBA CITELIHATTHH YCOBHA Ha ChbXPaHEHHE.

6.5 Baa s cpaAbpKaAHHE HA ONAKOBKATA

Onakosku (Oaucrep OPA/AI/PVC//Al gonno): 2, 4, 8, 12, 14, 28, 56 v 84 duamupanu Tabnerkw, B
KYTHS.

He BcHukH BMAOBE ONAaKOBKM MoOrat aa ObAaT MycHaTy Ha nasapa.
6.6 CnenHanRu npeanasn MepKH NPH H3XBbLPaAsAHE H paboTa
Hama cneunaniy U3UCKBAHHUA.

Heu3znon3paHuAT NEKAPCTBCH NPOAYKT UWIH OTHAOBYHUTC MATCPHUAIIH OT HETO T'pilﬁﬂa Ad CC U3XBBPIAT
B ChOTBCTCTBHE C MECTHHTC H3IHCKBaHHA.

7. INPUTEXATEJ HA PABPEHIEHHUETO 3A YIIOTPEBA

KRKA, d.d., Novo mesto, §marje§ka cesta 6, 8501 Novo mesto, CnoseHus

8. HOMEP(A) HA PAIPEINIEHHUETO 3A YIIOTPEBA

Per. Ne 20170149

9, JATA HA ITBPBO PAIPEINIABAHETIOMHOBABAHE HA PASPEIIEHHETO 3A
YIIOTPEBA

JlaTa Ha nvpeo pa3pewasane: 27.04.2017
JlaTa Ha nocneaHo nogHoBABaHe: 25.01.2022

10. JATA HA AKTYAJINBUPAHE HA TEKCTA

03 Hoemepu 2024




[TonpobHa uHdopMalMa 3a TO3M IEKApCTBEH NMPOAYKT € npeJocTaBeHa Ha yeOcaiTa Ha U3nbaHuTeNnHa
Arenuus no Jlekapcreara (MAJI) http://www.bda.bg.




