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N3NLAHUTERHA ATEHLIAR 110 NEKAPCTBATA
1. HME HA JEKAPCTBEHHA IPOAYKT | Kpamxa xapaxmepucmuxa #a npogykma - TIpUAOKeHUE 1

Kb Pez. Ne . ....................................

Tananadun KB 20 mg punmupanu rabnerku
Tadalafil KV 20 mg film-coated tablets

PaspewiBHUO No 1.5t heeeecvvrneorarissf siossssssnorsensensomsensnoes!

2. KAUECTBEH A KOMINMYECTBEH CBCTAB _QQPEEEL NP ............................ -/- ...............................

Bceska ¢punmupana tabnerka cpaspxka 20 mg taganagun (tadalafil)

1oMOIIIHO BEIIECTBO ¢ M3BECTHO NEHCTBHE
Bceaka ¢imupana Tabaerka cpabpka 308 mg nakrosa.

3a ITHJIHHA CHUCHK Ha MOMOIIHUTE BELICCTBA BIDKTE TOYMKA 6.1.

3. JIEKAPCTBEHA ®OPMA

Ounmupana Tabnerka

Tananagun KB 20 mg ca 61e0 po3oBH, NPOAKITOBAaTH, ABOHHO H3MBKHAIH PHIMHpPaHH TabJICTKH C
ACIAHTEHA YepTa OT eJHATA CTpaHa Ha Tabnerxure. [lenuTenHaTa YepTa € CaMo 3a YIECHABAHE Ha
CYYTIBAHETO € LIEIT ITO-JIECHO MOTTHHIARE, a He 33 pa3le/IgHe Ha PaBHH AO3H.,

4. KIHMHHYHHA JAHHH
4.1 TepaneBTHYHH NOKAIAHANA
JlegeHHe Ha epeKTWIHA NHCPYHKLHA [IPH BE3PACTHH MBXKE.

3a na 6uae edexTuBeH TanaTadI, Ce M3MCKBA ceKcyalHa cTuMynauud. Taganadpun KB He e nokasan
3a ynorpeba oT XKeHH.

4.2 Jlo3HpoBKA H HAYMH HA NPHI0KEHHE
O3HPOBKa

Bvapacmnu mworce

[IpenoppupanaTa Ao3a ¢ 10 mg, mpHeTa NMpean O4aKBAHATA CEKCYyalHa aKTHBHOCT, C WiH Oe3 XpaHa.
Ipu naunenty, npH xoHTO Taganadewt 10 mg He Boau o nojxomain edekr, MOXe Ja Ce ONMTa C A03a
or 20 mg. Tas3u no3a Moxke aa Obae npuera noHe 30 MHHYTH NPeaH CEKCyalHa aKTHBHOCT.

MakcumMaliHaTa YeCTOTa Ha [IPUEM € BEAHBK JHEBHO.

Tapanagun 20 mg e npenHasHadeH 3a ynorpeba NMpeAd O4YakBaHa CEKCyallHa aKTHBHOCT H He Ce
[Iperoph4Ba 3a NPOL/DKHUTEINHA €XKeHeBHa yroTpeba.

IIpy naLyeHTH, KOMTO MPEABIDKAAT YecTa ynoTpeba Ha raganadun (Hanp., NOHe ABa ITBTH CCAMEMHO),
MOXKE [a ce OOMHCHM KaTo MOAXOAALl PEeXKUM eJHOKPaTeH NHEBEH MPHEM HA HAH-HUCKHTE JO3H
Taganagpmi, SazHpaiky ¢ Ha H300pa Ha MALMEHTa H PellIeHHeTO Ha JISKap4.

-

chIIO BpeMme Ha nieHd. JlozaTa Moxe Ja ce HaManu A0 2,5 mg eTHOKpAaTHO HASEE
HHIHBHOYAIHATA TOHOCHMOCT.
HenecsobpasHocTTa Ha OPOOWDKHTEHHATA exXeAHeBHa ymotpefa TpaOB:

[NpCOLCHABA




CrieHHaTHH ITOMmyJ1allHA

Muoice 6 cmapuecka ev3pacm
[Ipu MBbKe B CTapyecka BE3IPACT He ce H3HCKBa aJalTHpaHe Ha A03aTa.

Muvoce ¢ 6vbpeuno yepesicoane

He ce Banara HaMAndBaHE Ha A0338Ta NPH NALHEHTH ¢ JIEKO A0 yMepeHo OBOpeqHO yBpeskaaHe. 3a
MALHEHTH ¢ TeXKO OB0pedHo yBpesKaaHe MaKCHMANIHATa NpenopbyBana Jo3a € 10 mg, IIpH natpeHTH
¢ Texko 6u6peyHo yBpexaaHe AO3HPAHETO Ha Taganadui eOH BT JHEBHO HE ce Npenopbysa (BiXK.
TouKa 4.4 H TouKa 5.2).

Muvoice ¢ veprodpobro yepexcoane

ITpenoprusanaTa gosa Tajamadpmn e 10 mg, nprera npeau ovakBaHa CEKCyaNHA aKTHBHOCT H Ge3
BpB3Ka ¢ XpaHeHeTo. FIMa orpaHHyYeHH KIMHHYHH AaHHH 3a 0€30NacHOCTTa Ha Tajanadui Mpd
MAalHeHTH ¢ Texkka 4depHoupoOHa HepocraTsdHOCT (Child-Pugh kmac C ); ako ce npenmicea, To
MpeNUCBAIIKAT Jiexap TpAOBa Aa HATIPABH BHHMATEIHA HHAMBUYATHA [IPELIEHKA HA CHOTHOILIEHHETO
non3a/puck. HaMa HATMYHH JaHHH OTHOCHO MPHIIOKEHHETO Ha A03H no-Bucoku oT 10 mg Tanamadun
Ha TMALUHEHTH ¢ YepHOApoOHO ympexnane. JlozupaHero eNHH NMBT JHEBHO HE € OLICHABAHO NpH
MALMEHTH ¢ YepHOAPOOHA HENOCTATHYHOCT, CHEHOBATENHO, aKO C€ MPEANHCEA, TO MPSNMHCBAIUAT IO
nexap TpaGBa fa HANPAaBH BHHMATeNHa MHAMBUAYATHA NPELICHKA HAa OTHOMEHHETO IMOJ3a/PHCK (BXK.
Touka 4.4 ¥ TOUKa 5.2).

Muvowce ¢ ouabem
IIpu MExe ¢ nuabeT He ce H3HCKBA IPOMAHA B HO3aTA.

Heouampuuna nonyaayun
Hama ¢HOTBETHO NPWIOKEHHE HA TajalaQHiI B EAMATPHYHATA NONMY/IALHA 34 MOKA3aAHHETO JICUCHHE

HA ePEKTWIHA NHCQYHKIIHS .

HavyuH Ha IpHAOKCHAS

Tapanadun KB ce npepnara karo ¢uiMupand Tabnerkum or 2,5 mg, 5 mg 10 mg u 20 mg 3a
IepOopaHO MPHIOKEHHE.

4.3 IlporaBomoxka3zanud

CBpBXUYYBCTBHTEAHOCT KBM AKTHBHOTO BEIIECTBO WIH KBM HAKOE OT TOMOINHHTE BELISCTBA,
H30poeHH B Touka 6.1.

B WIHHMYHH OpPOYYBAHMA € YCTAHOBEHO, 4e Tajanaun yCUNBa XWIIOTCH3HUBHMTE e()eKTH Ha
nutpatute. CMATA ce, Y€ TOBA € pe3yirar oT KoMOuHupaHHTe edeKTH Ha HHTpATHTE H Tanamadun
BBPXY MBTA asoreH okeH/ul MO, ITopanu ToBa, NPHAOKEHHETO Ha Tajanaui npH HaUMeHTH, KOHTO
H3MONI3BAT HAKAKBH (POPMH Ha OpTaHMYHH HUTPATH, € IIPOTHBONOKA3aHO (BK. TO4Ka 4.5).

Taganadgun He Tpabsa fa ce TpHIara Ha MbXKe ChC CHPJiedHO 3a00/ABaHe, MPH KOHTO CEKCyallHaTa
aKTHBHOCT He e mperopburTeliHa. Jlekapute TpaOBa Aa o6CHAAT NOTCHUMANHHA CHPACYEH PHCK OT
CeKCYaTHa aKTHBHOCT MPH NMALMEHTH ¢ NpeecTBalio ChPACYHO-CHA0BO 3afonaBaHe.

CheaHuTe TPYNHA NALMEHTH CBC ChPACYHOCBACBO 3abongBane He ¢a OWIM BIJIOUCHH B KIHHHYHH
NpOy4BaHKA ¥ 3aT0Ba yriorpedara Ha TafasadHi OPH TAX € MPOTHBOINOKa3aHa.
- MAlHeHTH ¢ MHOKAp/ieH HHQAapKT B pAMKHTE Ha nocjaeqHure 90 nHHu,

- NalHeHTH ¢ HecTaOiHA aHrHHA HJIH aHI'MHA, IPOsSBABAlLA CE€ 110 BpeMe Ha [I0N0B
- NaUMEHTH ChC ChpAedHa HepocTaThMHOCT Kiac no NYHA (New York Heart A
110- BHCOK Ipe3 nocjieAHHTe 6 Meceua,

- [ALHEHTH ¢ HEKOHTPOIMPAHH APHTMHH, XHroTouus (< 90/50 mm Hg), wn
XHUIIEPTOHHS,

- MAUMEHTH ¢ HHCY/IT B paMKHTe Ha MOCHEAHUTE 6 MeceLa.
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Taganadun e npOTHBONOKAa3aH NPY NAUKMEHTH CBC 3ary0a Ha 3peHHETO Ha €QHOTO OKO, B Pe3ysITaT Ha
HeapTepHaiHa aHTEpHOPHA HCXeMHYHA ouHa HepponaTusa (NAION), He3aBHCHMO OT TOBA, JAIH TO3H
€MU30] € CBbP3aH WIH HE ¢ npeauiiHa ynorpeba Ha PDES uaxuburop (BxK. TO4YKa 4.4).

4.4 Coenganny npeaynpekieHus # NpeiIa3sHA MEPKH NpH ynorpeda
ITpenu neueHue ¢ Tananadun KB:

[Tpenu na 6pne obchaeHo (apMaKOIOrHUYHO JieveHue, Tpabsa Oa ce CHEMEe aHAMHE3a H HaIpaBH
¢uskKaneH mnperjen, 3a Ja ¢é AHATHOCTHUMpPA €peKTWIHA AHCYHKIMA M Ja Ce OMNpenesar
NOTEHLIHATHHTE NOAJIeKALIH TIPHYHHH.

Ilpemu na ce 3amoyHe KaKBOTO H A4 € JIeMeHHe Ha epeKTWwiHa JucyHKUH, nekapure TpsaOsa na
NPEHEHAT CHPACYHOCHAOBHA CTATYC Ha TEXHUTEC MNALMCHTH, ThH KaTo HMa H3BECTHA CTCIICH Ha
CHpJICUEH PHCK, CBBP3aH ChC CeKCyaJlHaTa aKTMBHOCT. Tamanagpmn uMa Ba3ONHIaTaTHEHH CBOHMCTRA,
BOJEUTH /0 JIEKH H MPEXOIHH NOHIKEHHA Ha KPHBHOTO HamiraHe (B, To4Ka J.1) H 110 TaKeB Ha4HH
NOTEHLHPA XHIIOTEeHIUBHHUA edeKT Ha HUTpaTHTe (BXK. To4Ka 4.3).

Ouenkata Ha epekTunHata AucHyHKUEA TpabGBa ga BIIOuBa ONPEACHAHETO HA NOTCHLUHANIHHTE
MOJIEKAIY NPHYHHE H YCTAHOBABAHE HA MOAXOAAIIC JEYESHHE Ciel NPABHIHA MEAHLMHCKA OLCHKA,
He e u3pecTHO, Jaud Tagaiapmi € e(eKTHBEH IIPH [MAlLIHEHTH, NPETHPIEIH Ta30BH ONCpalHH WIH
PaMMKATTHA, HeChXpaHABAINA HepBa [IPOCTATCKTOMES.

Cuvpoeyno-cvoosu haxmopu
Ilo BpeMe Ha MOCTMAPDKETHHIOBH HaOMIOZCHMA WHWIHM KIMHMYHHA NPOYYBaHUA Ca JOKIANBAHH

CEPHO3HH CBPACYHO-CBAOBH CHOMTHSA, BKIIOYBAUIM MHOKapAeH HHGApKT, BHE3aMHA ChpAEYHA
CMBPT,HecTabWIHA aHIHHA [IEKTOPHC, KAMEPHH apHTMMM, MHCYJIT, TPAH3HTOPHH HCXCMUWYHH EITH30H,
rpraHa 0oNKa, MannUTAIMH H TaXxukapaud. [Ioseyero manMeHTH, MpH KOHTO Cca NOKIAABAHH TC3H
ChOMTHA, ca MManH IpeIIecTBAllH CBPACYHO-CHAOBH PHCKOBH (pakTOpH. Bbhmpeku ToBa, HE €
BE3MOMKHO [Ia C€ ONpeNesH KATEerOpUYHO, JATH Te3H ChOMTHA ca CBBP3aHH MNPAKO ¢ TE3H PHCKOBH
daxropH, ¢ Tananadmi, ¢HC CEKCYAIHATA AKTHBHOCT WIM ¢ KOMOHHAUMATE Ha Te3H HWIH JpYTH
(aKTOpH.

[IpH maupesTH, KouTo npuemar aidal GnokepH, eAHOBPEMEHHOTO NPHIOKEHHES HA Tajanadui Moxe
fia JOBee AC CHMITOMATHYHA XAMOTOHMSA MpPH HAKOH OT TAX (Bxk. Touka 4.5). KomOGuHHpaHeTo Ha
Taganagun H AOKCa303HH HE Ce NpenopbyuBa.

3penue

CrpoblnasaHy ca 3pMTENIHH HapymeHus u cirydad Ha NAION (HeaprepHanHa aHTepHOPHAa HCXCMHYHA
OYHA HEBPONATHA) , CBbP3aHH ¢ NpHema Ha Tajana¢un u apyrd PDES uuxuGuropm. IlaumeHTHT
Tpa6Ba Ja Gbje IpeaynpexIaBaH, 4é B CIyYall Ha BHE3allHO 3PUTENHO HapylleHue, Toi Tpiabsa fa
cnpe npdeMa Ha Tananagun KB u a ce XOHCYynTHpa He3abaBHO ¢ Jiekap (BX. TOUKa 4.3).

UeprodpobHo yepexcoane

HMa orpaHudeHH KIMHWYHM AaHHA 32 6e30MacHOCTTa Ha TaJana(ui, MPHIOKEH KaTo eNHHHYHA 034,
NpU TALHEHTH ¢ Texkka uepHoapoOHa HepoctarbyHocT (Child-Pugh kmac C). Ilpm maumentH ¢
4epHOAPOOHA HEMOCTATEMHOCT HE € OLICHABAHO AHOKPATHOTO JHEBHO NpHIoxKeHHe. Ako Tamanagun
KB ce nazHauaBa, TpaOBa Oa ce HanpaBH BHUMATE/IHA HHAYBMIYA/IHA NPELHEHKa HA OTHOLICHHWETO
MON3a/pPUCK OT NMPEANIHCEAIIMA 'O JIeKap.

TIpuanusvm u anamomuuna Oepopmayus Ha nexuca
[TaneHTHTE, KOHTO ca MManH epeKiud, NMpONB/DKWIA 4 vaca MIH ITOBEUE, Tpﬂﬁ HEBBAT
NOCHBETBAHM 1a MOTHPCAT He3abaBHO JieKapcka oMo, AKO NPHAIMH3MET He Oble JMgKYRaBERHApS
THKAHTA Ha [IEHKCA Ce YBPEXaa H MOXe 1 Ce CTHTHE JIO IOCTOsHHa 3aryba Ha noTe} g

Taganadun Tpabsa pa ce W3NOM3BAT ¢ BHHMAaHWE NPH NMALACHTH C AHATOMHYNE e ffé HY
neHuca (KaTo HaIp. aHTyanud, KaBepHo3Ha ¢ubposa wm Gonect Ha Peyronie) 1
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Cbe 3a001ABaHUA, KOHTO MOTAT Jia Ch3AajaT NPeApasoNoKeHHE KbM NPHAIH3BM (KaT0 CBPIOBHAHO
KJIEThYHA aHEMHS, MyNTHILIEH MHEJIOM HITH JIEBKEMUA }

Ynompeba c CYP3A4 unxubumopu

M3uckpa ce MOBHILEHO BHHMAHHE, aKO C€ NpEeNNucBa Tajanadun HA TALMEHTH, KONTO H3MOJI3BAT
MomHH CYP3A4 wHxuOHTOpH (PHUTOHAaBHp, CaKBHHABHD, KETOKOHA30Jl, MTPaKOHa30n H
EpPUTPOMHIIMH), Thil KATO NpH KOMOMHHDAHETO Ha Te3H JCKAPCTBEHH NpPONYKTH ce 3abest3pa
NMOBHIIABAHE Ha eKcno3uiuaTa Ha Taganadui (AUC) (Bxk. Touka 4.5).

Tadanagun u Opyzu nevenun 3a epexmunna OUCHYHKYuUR

He ca npoyusanH 6e30MacHOCTTa M €(PHKACHOCTTA HA KOMOHHAIMMTE Ha Tamanmadunm u JApyTH
uHxu6uTOopH Ha PDES mnM Apyru nevenus Ha epextiwnHa auchynxuws. [TanpenteT Tpabea na Onae
uHpopMupad sa He npueMa Tananadun KB B monobHu koMOHHAIME.,

Jlaxmosa

Tapanadun KB cuObpXa NaKkTO3a. NANMEHTHTE C PEAKH HACHEACTBEHH INMpOOJIEMH HA Ta/laKTO3HA
HENOHOCHMOCT, Lapp nakTaseH AehUUMAT WIH DIOKO3HO-rajiakTo3Ha Manabcopbuma He Tpabpa na
NPHAEMAT TO3H JIEKAPCTBEH NMPOJYKT.

4.5 BiauMopelicTBHE ¢ APYIH JIEKAPCTBEHH NPOAYKTH B ApYrd GOpMHE HA B3auMoAehcTBHE

[IpoyuBaHHMATA 33 B3aHMOAGHCTBHS ca MpPOBEAEHH CaMo IpH BB3pacTHH ¢ 10 mg w/wm 20 mg
TananadHi, KakTo € nocodeHo nmo- aony. ll[o ce oTHacs 10 Te3H MpOyYBaHHA 34 B3aHMONEHCTBHA,
KbACTO Ca MpUIATAHM CaMO Ho3H Ha Taganadmi ot 10 mg, KIMHNYHO 3HAYHMH B3AHMOACHCTBHA TIPH
[IO-BHCOKH JO3H HE MOraT 31010 Aa 6paaT H3KITIOYeHH.

EdekTH Ha ApYrH BeLIECTBa BHPXY Tagaxadmun:

Huxubumopu na yumoxpom P450

Tamanabun ce meraBomusupa rnasuo upes CYP3A4. CenextuBHuAT MHXHMOHTOPp Ha CYP3A4,
ketokoHason (200 mg areBHO), yBenuyasa 2 neTH excnosuuwsta (AUC) Ha Tanamadun (10 mg) u
Cmex © 15% cnpamo croiinocture Ha AUC H Cpax MPH CAMOCTOSTENHO NPHIOXKEH Tananadu.
Kerokonason (400 mg axeBHO), yBennuasa 4 mbTH ekcnosuumara (AUC) na raganadun (20 mg) u
Cuax © 22%. Putonapup, npoteased naxuburop (200 mg, 2 METH AHEBHO), KOKTO € HHXHOMTOpD Ha
CYP3A4, CYP2C9, CYP2C19 u CYP2D6, yeennuaa ekcrosunpara (AUC) Ha Taganadun (20 mg)
2-mbTH 6e3 na npomeHs Cpax. BBIpekH Ye He ca NpOYYBAHH CHELM(UYHH B3AMMOACHCTBHA,
¢/IHOBPEMEHHATA YNOTpeda ¢ Apyrd MpoTea3HM WHXHOWTODH, KaTto caksHHaBup, H ApyrH CYP3A4
YHXHOMTOPH, KATO CPHUTPOMMIMH, KIADHTPOMMIIMH, HTPAKOHA30M M COK OT rpedndpyT, HM3HCKBa
BHMMAHMe, ThH KaTo MOXe Ja ce OuaKBa, Te A2 YBeJHMYAT Ma3MeHUTe KOHLEHTPALMHA Ha Tajanadui
(8. Touka 4.4). CnegoBate/lHo, YECTOTATA HA HEXKEIAHUTE JIGKapPCTBEHH PeakiliH, OCOYCHH B TOYKA
4.8 moxe na Opa€ yBEIHUCHA.

Tpancnopmnu beamovyu

He e wu3BeCTHAa poNATA HA TPAHCMOPTHUTEe OenrblUM (HaNMpUMEp, PpP-TIHKONPOTEHH) BBPXY
AMCTIOSHIMATA Ha Taaatadun. CneAoBaTeHO € HanKle NOTCHIMAN 32 JIEKapCTBEHH B3aHMONCHCTBHA,
MEJHHpPaHH OT TIOTHCKAHE HA TPaclOPTHATE OENTHIM.

Huoyxmopu na yumoxpom P450

Unnyxroper Ha CYP3A4, pudbammuumn, wamanssa AUC wa Ttajanadun xo 88%, cmpsmo
croiiHocTure Ha AUC npH camoctostenrno npwioked Taganagun (10 mg). Tasu namanena
eKCIO3HIMA MOKE [a ¢ OYaKBa a HaMallH e(pMKAacHOCTTa Ha Tajanadui; CTeNeHTa HA HaMall Ha

edukacHocTTa e HemspecTHa. Jlpyrw mugykropu Ha CYP3A4, xaro denobGaplOuran,
kapfama3eniH, MOraT ChILO Ja HAMANAT IUIA3MEHHTe KOHLSHTpalMH Ha Tananagu.

Q
EdekT Ha Taganadun BLpXY APYTH JEKapCTBEHH MPONYKTH X
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IIpH KIHMHHYHHE Npoyusauus, Taganadun (5, 10 1 20 mg) e mokasan, ye MOTCHIMPA XHIIOTEH3UBHHTE
edexTi Ha HUTpaTHTE. [TopamM TOBa, NPHNOKEHHETO Ha TaJwiaQil NPH NallHeHTH, TPHEMaH HAKOA
dopma Ha opraHHyeH HMTPAT € MPOTHBOMOKa3zaHO (Bxk. Touka 4.3). B»3 OoCHOBara Ha pe3yATaTH OT
KITHHWYHO POyYBaHe, B KoeTo 150 naueHTH ca noiyJaBami JHeBHH 034 oT 20 mg Taganadun 3a 7
o ¥ 0,4 mg suTpornmMHepuH CYONHHTBATHO B pPa3IM4HO BpeMe, TOBA B3aUMOACHCTBHE e
HaOIo1aBaHo 3a MoBede OT 24 yaca H He ¢ HabmoJaBaHO ciej H3THYaHe HA 48 Yaca oT mocneaHara
mo3a Tananadwr. Taka, OpH MALMEHT, HA KOHTO e MpeamucaHa HAkakea xo3a taganadun (2,5 mg-20
mg), ¥ 33 KOMTO MPIIOKEHHETO HA HATPATH C& CMATA 33 HEOOXOMUMO IO MEAHLIMHCKH TOKA3aHHA B
’KMBOTOCNACABAILM CHTyauud, Tpabea ma uma noHe 48 vaca OT mpHeMa Ha MOCaeQHATa A03a
Tagaiadmy, NpeaM NPWIOKEHHEeTO Ha HuTparHre. IIpH TakHBa YCNOBHA, HHTpaTHTe Tpabma aa ce
MPHIATAT MO CTPOr MEAHIIMHCKH KOHTPOJ H CBC CROTBETHO MPOCE/iBaHe HA XCMOAHHAMHKATA.

Aumuxunepmensuenu  1eKapcmeenu  NPpoOyKmu  (BKAIONUMERHO — KGRYUESU  AHMAZOHUCMU)
EAHOBPEMEHHOTO NpHJiaraHe Ha A0Kca303uH (4 1 8 mg nHeBHO) M Tafanadui (JHEBHA 1032 OT 5 Mg H
20 mg KaTo eAHOKpaTHa J03a) 3aCHIBa aHTHXUIICPTCH3HBHAA e(eKT Ha To3H alda-Omokep B 3HAYHMA
crenieH. To3uw edexkT ce 3ama3Ba MNOHE ABAHAJECET 4aca M MOXE A MNpeau3BHKa CHMITTOMH,
BKJIFOMMTEJIHO CHHKOII. 3aT0Ba TasH KOMOHHALMA HE C& Mpenopbisa (Bxk. To4ka 4.4).

IIpu nipoy4BaHHA 3a B3aBMONEHCTEHATA, M3BEPLICHK PY orpaHiyeH Gpoif 3apaBy KoOpoBONLM, TE3H
edexTH He ca choOmeHH npy andy3o3MH WIM TaMcylnosHH. Bece mak, € HeoO0XOAMMO MOBHINEHO
BHMManHe, Korato TajanmadHi ce ynoTpe(sABa OpH NMALUMEHTH, JIEKYBaHH ¢ KAKBHTO H Ja € aida-
6nokepH, ocofeHO NpH MALMeHTH B CTapyecka BbapacT. JleueHuero TpaOBa 1a 3arovyHe IpH
MHHHMAIHA 1033 H IPOrPeCHBHO 1@ ¢ afaNTHpa.

ITpu kimHHaHY GapMaKONOTHYHH NPOYYBaHHA € M3CNeBaH MOTEHLUMANET Ha Tajanadgun Aa ycwisa
XHNOTEH3HBHATE ©QeKTH Ha AHTHXHIICPTCH3HBHHMTE JIeKapcTBeHH npoAykTH. IlpoyusaHu ca
OCHOBHHTE KJIACOBE AHTHXHMIEPTCH3MBHH JICKAPCTBEHH MPOAYKTH, BKIIOYHTENHO KaJLHCBH
AHTAFOHMCTH (AMJIOAMNHH), HMHXMOHTOpHTE HA AHTHOTEH3HWH KoHBepTHpaimua eH3uM (ACE)
(eHananpun), 6nokepure Ha OeTa-afpeHeprHYHHTE PELICIITOPH (METOMPOJION), THASHAHUTE AHYPETHI
(6ennpodnymernazun), ¥ Gnoxepure Ha anruoreHsud Il penernrropure (pa3siHYHH BHAOBE H JO3H,
CAMOCTOSTEJTHO MM B KOMOMHALIMA ¢ THASHIH, KAIMEBHTE AHTAroHKCTH, GeTa-6nokepy, Winu anda-
6nokepn). Tamamadun (10 mg OCBeH B MpPOYYBAHMATA C AHTarOHACTHTE HAa aHruoTeHsdH I
pEeLENITOPHUTE H AM/IOJHIIHH, NPH KOWTO € NpuiaraHa jposa or 20 mg) HAMA KIMHHYHO 3HAYHMH
B3AMMOJICHCTBUSA, ¢ KOHTO M Ja € OT Te3H KiacoBe. B sipyro KimHuIHO $apMaKoJIOrHYHO MpOYYBaHe
tananadun (20 mg) e M3NMTEAH B KOMOHHALHA ¢ 10 4 Kiaca aHTHXHNepTeH3HBHU npoaykrH. [pu
NanpeHTATe, IIPHEMANH HAKONKO AHTHXHIICPTEH3MBHH IpOAYKTa, amMOynaTopHMTe NPOMEHH B
aApTEPHANIHOT HAJIATaHe M3rAEKAAT CBHP3aHH CHC CTENEHTA HA KOHTPON Ha aPTEPHANHOTO HaNATaHe.
B Ta3H BpE3KA, NIPH MANMEHTHTE OT KIHAMYHOTO MPOYYBaHE, YHETO apTepHAIHOTO HajAraHe e Ouio
f06pe KOHTPOJIHPAHO, HAMANSBAHETO € GH/I0 MHHMMANIHO WM Nofo6HO Ha TOBa, HabmoAaBaHO NpH
3apasH xopa. ITpy yYacTHHLH B [IPOYYBAHETO, NIPH KOHTO APTEPHATHOTO HAJLTAHE Ha MALHCHTHTE HE
e 6WIO KOHTPONMpPAHO, CHAJAHeTO € GHIO NO-rOMMMO, BHIpeKH 4e¢ To He € OWNI0 CBBP3aHO C
XHMIIOTEH3HBHH CHMITTOMH [TPY IOBEYeTO OT NMauMeHTHTe, IIpH manpedTH, rofy4aBalid ChIbTCTBALLO
NeYeHHe ¢ aHTHXHIEPTCH3WBHH JIEKapcTBEHH NPOAYKTH, Tajatapun 20 mg Moxke Aa HHAyHEpa
HAMANIEHHE HA SPTEPHATHOTO HANMAraHe, KOeTo (¢ M3KIIOYEeHHE Ha anda OIOKEpH — BXK. no-rope) €
KATO LAJIO MATKO M He € BepOATHO [a ¢ KIHHMYHO 3Ha4AMO. AHATH3WTE Ha NAHHHTE OT KIHHHYHH
npoyuBanus (aza 3 He ca NOKa3ajM pa3fiMka B HEKEJIAHHTE JIeKapCTBEHHW CHOUTHA MpPH MALMEHTHTE,
npueMaiy Taganagui, ¢ WM Ge3 aHTHXUMEPTeH3HBHH JIGKAPCTBEHH NMPOAYKTH. BBnpekH ToBa Ha
naupeHtTHTe TpAbBa Ja ce JaBa INOAXOAAN[ KAMHHYEH CBBET 3a BE3MOXHO HAMAJIICHHC Ha
APTEPHAIIHOTO HAIATAHE, KOTATO C€ JIEKYBAT C AHTHXHMITCPTCH3MBHH JIEKAPCTBCHH MPOXYKTH.

Huxubumopu na 5S-angpa pedykmaszama e
B KIMHHYHO NPOYYBAHHE, KOETO CPABHABA Tajanadui 5 mg, NpHIaraH ¢AHOBPEMEHHO C QyF rACTERS g “"*---\\
5 mg, ¢ mianebo mwmoc ¢uHacTepua 5 mg 3a obackyapaHe HA CHMITTOMHTS HA ,.r_loﬁ (P -w-_-:_ : /@%O

Kunepnnasua Ha mpocrarara (JIXIT), He ca yCTaHOBEHM HOBH HEXKENTAHH PeaKIMH. B'b Pk
KATO OHLHATHO MPOYBAHE 34 JIEKAPCTBEHH BIAMMONEHCTBHA 38 OLCHKA HA e(PEeKTHTE
M HAa MEXHGHTOpHTE Ha S-anda pemykrasara (5-ARIs) we e nposexxnano, Taganaduil “2paoOB;
PUJIATA BHUMATETHO eJHOBPEMEHHO ¢ MHXMOHTOpH Ha 5-anda pexykrasata (5-ARIs). 1\ 5\
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CYP1A2 - cybecmpamu (nanp., meogunur)

Koraro raganadun 10 mg ce npunara ¢ Teopunmn (necenextuse QochonuecTepaseH HHXHOHUTOD)
BEB (HJAPMAKOJIOTHYHO NPOy4BaHe, HE € UMAIO (HAPMAKOKMHETHIHH B3auMoaelcTarA. EnyHCTBCHMAT
dbapmarkoaunamuaeH edext € O6mn neko (3,5 yaapa/MuHyTa) yBeNnMuYeHHe Ha ChpIACYHATa YECTOTA.
BoipekH 4e To3H edeKT € BTOPOCTENCHEH B He ¢ 0wl OT KIMHWYHO 3HaYCHHE NPH TOBA MPOYYBAHE,
TOH TpsAGBa fa ce B3eMa I10]l BHUMaHHe NPH eAHOBPEMEHHA yroTpeba Ha Te3H JISKapCTBCHH NPOAYKTH.

Emununecmpaouon u mepbymanun

Taganadun € Aokajan, de MpeAH3BHKEA YBEIHYCHHe Ha OHOHANMYHOCTTA HA STHHHIICCTPAAHON Clen
MEPOPATHO TIPHIOKEHHE; MOAOOHO YBENMYCHHE MOXe Ja OblJe OYAKBAHO TPH MNEPOPATHOTO
NPHUIOKEHHE Ha TepOyTAIHH, BRIPEKH Y€ KIHHHYHHTE [OCE/ICTBHA OT TOBA Ca HEOIIPEAC/ICHH.

Anxoxon

KoHLCHTpau#uTe Ha alkoXo) (CpefHa MakCHMalHa KOHLEHTpauHa B KpBBTa 0,08%) He ce nopHABa
or chBMecTHara ymorpe6a ¢ Ttaganadun (10 mg wm 20 mg). B nombiaHenue, 3 Haca cnel
e[JHOBPEMEHHOTO MNPHIOKEHHE C AIKOXOA He ca HaOmonaBaHH MPOMEHH B KOHUEHTPAUHHTE Ha
Tapanadun. ATKOXOINBT € IPHIOKEH N0 HAYHH, YBEIHYABAI MAKCHMANIHO CKOPOCTTA Ha abcopOims
Ha AJIKOXOJ (CYTPHH Ha T1aaHo, 6e3 a ce mprema XxpaHa JI0 2 uaca CJIel pHeMa Ha aJIKOXOM).

Tananapun (20 mg) He ypeNd4aBa CpeIHOTO HaMallsBaHe Ha KPHBHOTO HAJIraHE, NIPEAM3BHKAHO OT
ankoxona (0,7 g /kg wnn oxono 180 ml 40% ankoxon [Boaka] mpu 80-xunoOrpaMoB MbK), HO NpH
HAKOH XOpa MOJKe ia ce HabloaaBa MOCTYPAIEH CBETORBPTEN HIH OPTOCTATHYIHA XHIIOTOHHUA. KoraTo
Taganagun ce npmmara ¢ no-Manke aosu ankoxon (0,6 g /kg), xunoreHsus He ce Habmonaea, a
CBETORBPTEXHT ce HabmogaBa ¢ 4ecTOTa, MOAOOHA HA Ta3H MPH CAMOCTOATE/IHOTO NPHUAOKEHHE Ha
ankoxon. EeKTsT Ha aNkoXoNa BEPXY KOTHMTHBHATA (QYHKIMA He ce 3acHiBaT OT Tajanadun (10

mg).

Lfumoxpom P450 memabonuszupariu rexapcmeer npooyKnit

Tapanagun He ce OuaKkBa Aa NPEAH3BHKBA KIMHHYHO 3HAYHMO NOTHCKAHE HIH HHAYKIHA Ha
KIMMphHCA HA JIEKAPCTBEHM MpOoxykTH, MeraGomsupann ot CYP450 usodopmure. Ilpoyusanndra ca
NOTBLPAKIH, Ye Tazanadun He MHxuGHpa Hin uHAyLHpa m3odopmure Ha CYP450, BrmouHTeNHO
CYP3A4, CYP1A2, CYP2D6, CYP2E1, CYP2C9 u CYP2CI9.

CYP2C9 - cybecmpamu (nanp., R-eapapur)

Taganabwi (10 mg u 20 mg) HAMAa KIMHMYIHO 3HauuM edekT BBpXy ekcriosumara (AUC) Ha S-
papdapun wi R-apdapud (cyScrpar Ha CYP2C9), HUTO 3acsra MPOMEHMTE B NIPOTPOMOHHOBOTO
BpeMe, IPeAU3BHKAHU 0T BapdapuH.

Acnupun
Tapanadun (10 mg 1 20 mg) He NOTCHUMpPa YBETHYCHHETO BHB BPEMETO HA KbPBEHS, MPHIHHCHO OT
ALECTWICATHIIAIOBA KUCEIMHA.

Anmuduabemnu nexapemeenu npooyxmu
He ca npomexaaHy cnemmHYHA NPOYYBAHHA 32 B3aHMMOACHCTBHA C aHTHAHA0CTHH JIEKAPCTBEHH

[POAYKTH.
4.6 DepraanTeT, OpeMeHBOCT H KbPMEHE

Tananadgun KB e e mokasas 3a ynorpeda oT JKEHH.

bpeMmenHocT =
Hma orpanuuenn nanmu 3a ynorpeGara Ha Tamanadun npd OpemenHH xeHH. IIpoyypagywrrd Jiy

JKMBOTHH HE [OKasBaT NpPAKO HIM HENpAKO BpeJHO Bb3JCHCTBHE BBPXY . PREMCHERSTIA

eMOPHOHANKOTO/HETANHOTO PAa3BHTHE, PAKAAHETO WIH MOCTHATAJIHOTO Pa3BHTHC g ’ [1Q
- 2t FE

Karo npezmnasHa MApKa, 3a IpeanounTane e ynorpebara sa Taganadun KB no Bpemg Ha Ope METDRIES

"
-
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KnpMene
Hamuunure dapMaKoAHHAMHYHH/TOKCHKONOrHYHH AAHHH NpPY XMBOTHH NOKA3BAT €KCKPEeLHA Ha

raganadgui B MIAKoTo. He MOke na ce W3KMIOUH pHCK 32 KppMadeto. Taxanadun KB ne TpadBa aa ce
H3MOJI3BA IO BPEME Ha KbPMEHE.

QepTUauTer

HabmonasaHu ca e(exTH NMpH KydeTa, KOMTO MOXe Ja COYAT yBpekAaHe Ha (eprunurera. e
nocJcABallK KIHHHYHK MPOYYBAHHA [10KA3BAT, Y€ TO3H €(eKT € MAJIKO BEPOATEH IPH XOpa, BBIIPCKH
ye ce HabIoJaBa HaMaleHHe HAa KOHLIEHTPAUMATA Ha CTIepMa TIPH HAKOH MBXe (BXK. TOYKa 5.1 H TOuKa
5.3).

4.7 Edexra Bbpxy cnocobHOCTTA 32 MIopHPAHE B paboTa ¢ MATURHHE
Taganapun KB He noBausABa WIK NOBIHSBA MpeHeOpeXUMO criocoGHOCTTa 3a othupane 1 pabora ¢
MallMHA. BErpekH, ue MpH KIMHAYHH NPOYYBAHHA MeCTOTaTa Ha cHOOIEHHATA 34 CBETOBBPTEXK IPH

rpynara ¢ rnnane6o H rpynara ¢ tajanahun ga € 6wia cxofHa, NALMEHTHTE TPAOBA Aa ca HAACHO 3a
TOBA, KaK LI¢ pearHpar sHa tajanadnui, npeau wodupaHe Wid pabora ¢ MalHHH.

48 Hexenann JeKAPCTBEHH peaKHAH

Pesiome Ha Hia Ha 0e30I1acHOCT

Haii-4ecTo cHOOIMABAHNTE HEXKENMaHH JIeKapCTBEHH PeaKiyH pH NAaLHeHTH, NpHeMaly Tananapun 3a
JeYeHNe HAa epPEeKTWIHA AUCOYHKUHA mid Ao0poKadecTBeHAa XMNEPIUIasHd Ha IpocTarara ca
rnasobonue, auciencHd, Gonka B repfa M MHANTHE, NMPH KOHTO YECTOTAaTa C¢ yBEAM4aBa ¢
MOBMIIABAHE Ha 103ara Ha Tamanabun. Jlokianeauvre He)KelaHW EKapCTBEHHM peaxumu ca O
MPeXOAHH H B MOBEYETO CIYYaH JIEKH KO yMepeHH. [1o-roJiMaTa YacT OT Ciy4auTe Ha IjiaBobonne,
cpOBIABAHH MPH TIpHEM Ha Tafanadi BeHBX AHEBHO, ca HabmonaBanu npes mepeuTe 10 1o 30 naw
OT 3an0YyBaHe Ha JIEYCHHUETO.

PesioMe Ha HOKEJAHUTES PeakKiK B TabIHyeH BN

B Tabnuuara no-aony ¢a M36poeHH HEXKEeTAHUTe JICKAPCTBEHH PeaKuHH, HaOM0NaBaHH OT CTIOHTaHHH
chOOLIeHHs M NpU TUIANe60 KOMTPONHPAHH KIMHAYHM npoydsaHHA (ob6xpamamu ofmo 7116
NALMEHTH, JIEKYBaHH ¢ Taganadun v 3718 nausenTy, nomyyaBamm raiefo) 3a iedeHHe Ha epeKTHIHA
MHchYHKLUMA NpH HY)KAA H BEAHDXK JHEBHO M 3a JIEUCHHE Ha A0OpOKaveCTBEHa XWNEPIUIA3HA Ha
[pOCTATaTa BEXHEK JHEBHO.

KoHBEeHIMA 34 YecToTaTa: MHOro dectd (>1/10), vectn (>1/100 po <1/10), mewectu (1/1 000 mo
<1/100), pemxu (=1/10 000 po <1/1 000), muoro peaxu (<1/10 000) u ¢ HenspecTHa uectToTa (OT
HA/IHYHHTE AaHHH He MOXe Ja Obie HampaseHa OLIEHKa).

Mnoro | Yecrn Heuecrn Penxu
9€CTH
Hapywenus na Peakipii Ha AHTHOEHEM *
wmynHama cucmema CBPBXYYBCTBH-
TeTHOCT




bvbpeyume u nukouRumMe
nemuwya

Hapyuienus #a Hepgrnama ["nagobonue 3aMasHOCT cynrt = (BXL
cucmemMda EMOP&I‘H‘IHH
HOHTHS), CHHKOTI,
TPaH3HTOPHH
HCXEMUYHH PHCTHIH ',
MHI'PEHA 2 OpHNAXBLH,
TPaH3HTOPHA AMHE3HA
\Hapyuenuwn na okume 3aMBIJICHO HapymeHHe Ha
BYDKAAHE, 3PUTEJIHOTO TIOJIE,
YcemaHus, OToKk Ha KJeNavuTe,
OMMCBaHHU KaTO XunepeMus Ha
0oska B OUMTE KOHIOHKTHBATA,
Heaprepnanua
AHTEpHOpHa
HCXEMHYHA O4Ha
HeBponaTHs
(NAIONY’,
3armymeaHe Ha
CBAOBETE HA
peTHHaTA °
Hapywenus na yxomo u TrauTyC BresanHa NTyXoTa
aabupunma
Copdeunu Hapywenus' Taxukapaus, Hundapkr,
[Mannurauuu Hectabwina ,
CTCHOKapIHA ~ ,
Iv.'.ar«ﬁz-']:nm2
apPHTMHA
Cv006u napyuenus 3auepBsiBaHe XUIOTOHUS.
XHUnepToHHd
Pecnupamopru, 2peoHu Hazanna JucnHed
U MEOUACMURANHY KOHTeCTHA EnmxcTakcHc
HAPYWEHUS HAPYUeHUA
Cmomauino-ypesnu Hucnencus Kopemua bonka
RAPYUIeHUA ["acTpoesoda
reajiHa
pedurykcHa
GoJtect
Hapywenua na bonka B
MYCKYIHO-CKEAemHama rep0a,
cucmema u MHAJITH,
CHEQUHUMETHAMA MBKAN fonka B
KpalHHK
Hapywenun na XemaTtypus

Hapywenus na KpreOM3nuB B
grn3npouzsooUmMmesHama MCHKCA,
cucmema u 2upoama XeMaTocriepMHA
Otwyu napywienua u I'prana Gomea’
echexmu Ha MACMOMO HA

nRpUnoJiCeH e




&, [ToBeyeTo OT MALMEHTHTE MMAT MPEIIIECTBAIH ChPACYHO-CHAOBH PHCKOBH (pakTopu (BK.
Touka 4.4)

) CpobmaBaHyd NpU MOCTMAPKETHHIOBOTO HAOMIONEHHE HEXKEJaHH peaklMM, KOMTO He ca
HabJIrofaBaHy NpH ruiauedo KOHTPOJIUPAHH KIMHUYHH MPOYYBaHUS.
¢) [To-yecTO AOKIAABAaHA, KOraTo Tajganadui ce npuiara rnpy nauyMeHTH, KOUTO BeYe MOydaBaT

AHTHXHUIECPTECH3UBHHU JICKAPCTBCHHU MNPOAYKTH.

OrnucaHue Ha U30paHU HEXKEJIaHH PeaKIHH

He3sHauuTenHO Mo-rojiiMa uectora Ha oTkioHeHus B EKI, mpeau BcHuko cuHycoBa Opanukapaus, ca
JOKJIABAHM TIPH MNAlMEHTH, JIeKyBaHH ¢ Tajganadui eJuH IbT JHEBHO B CPaBHeHHE C muiauedo.
[Toseuero ot Te3u oTkiioHeHHs B EKI' He ca cBbp3aHu ¢ HEXKETaHUTE JIEKAPCTBEHU PEAKLIHH.

pyru cneuuyanHy nomyJjaauuy

JlaHHMTE TpH MAalMEeHTH Ha BB3pacT Haa 65 roAMHHM, KOWUTO mpuemar Tajanapuin B KIHHHYHHM
MPOyYBaHHA WM 32 JIeYeHHE HA EpPeKTWIHA JUCQYHKLMS, WM 3a JieYeHHe Ha J00poKa4ecTBeHa
XMIEepIUIa3ys Ha MpOCTaTaTa, ca OrpaHuYeHH. B KIMHUYHM NpoyYBaHuA ¢ Tafanaduil 5 mg, npuemMaH
BEJIHBK [JHEBHO 34 JieueHHe Ha no0pokayecTBEHa XHUIEepIUIa3Hs Ha Mmpocrarara, 3aMasHOCT H JHapHs
ca chOOIaBaHu MO-4€CTO MPH NALMEHTH HaJ /5-roAMIlHA BB3PacT.

Cno6i1aBane Ha MOI03UPAHN HEXKEIAHH PeaKLMK
Cpo6IIaBaHETO HA MONO3MPAHH HEKENIAHM PEaKIMK Cliefl pa3peluaBaHe 3a ynorpeba Ha JjieKapCTBeHUS
NPOAYKT € BaxkHO. ToBa Mo3BoisiBa @ NPOABIDKH HAOIIONCHHETO Ha CHOTHOLICHHETO I0JI3a/PHCK 3a
feKapcTBeHHs MPOAYKT. OT MEMUMHCKWTE CrEUMANMCTH Ce H3WCKBA 2 chobIaBar BCsKa
MOJ03MpaHa HeJKelaHa Peakiys Ype3 HAUHOHANIHA CHETEMA 38 ChobLIaBaH!

H3nbHUTEHA areHLMs 1o JieKapcTBara
yi. ,.JlamsH I'pyes” Ne 8

1303 Codus

bearapus

Ten.: +359 2 8903417
yeOcaiiT: www.bda.bg

4.9 Ilpemozmpane

[Ipu 3apaBu noGpoBONMUM ca AaBaHH €AWHMYHHM J03H 10 500 mg, a Ha MalMEeHTH ca MpHiaraH
MHOTOKpAaTHH JHeBHH n03u a0 100 mg. Hexenanure crbutus ca OGuiv nMogoOHM Ha OHE3H,
HAOMIONABAHH TNIPH TO-HMCKM 103HM. B ciyyauTe Ha Npelo3HpaHe, ako Ce Hajara, TpsOBa gaa ce
NpeAnpueMaT CTAHAAPTHUTE MOANBPXKALIM MEPKH. XeMOauanu3aTa HE3Ha4YWTeJIHO crnomara 3a
eTMMHHHPAHETO Ha Tajanapuil.

5. ®APMAKOJOI'MYHH CBOUCTBA

5.1 dPapmakoAHHAMHYHH CBOHCTBA

dapmakoTepaneBTHYHA rpyna: YPOJOrHYHH MNpPOMYKTH, JIEKAPDCTBEHH NPOMAYKTH, NpPWIaraHd MpH
epextiiiHa mucynkuus, ATC xon: GO4BEOS.

MexaHu3bM Ha JeHCTBUE
Tapanabun e cenekTHBeH, 06paTUM HHXMOUTOP HA LMKJIMYHHUA TyaHO3MH MOHO(ochaT -~

(UM®)-cneunduuna docpoauecrepaza tan S5 (PDES). Koraro cemcyammo@é%ﬁ
Npe3BHKa JIOKATHO OCBOOOMJaBaHe HAa a30TE€H OKCHJ, MHXMOMpaHETO Ha PDES ~OTATAnaN
npeAu3BUKBa NoBuiieHd HuBa Ha Ul M@ B kaBepHO3HMTE Tena. ToBa BOJH ‘1o’ pena;mauﬁﬁ
rMaKaTa MyCKYJIaTypa M MPUTOK Ha KPbB B ThKAHHTE HA TNIEHHCA, BOJELIO /a ePeKUHs. T 1agy
Hee(hEeKTHBEH B JICYUEHHETO HA ePEKTHITHA NUCOYHKLIMS [PH JIMIICA HA CEKCyalHa cmmyﬂangﬁ 7
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dapMakoqHHAMHYHA eg]gem

ITpoyueanmaTa in vitro ca nokasanu, de Taganadun e cenexrusen muxuburop Ha PDES. PDES e
EH3UM, KOMTO Ce OTKPHBA B INAAKATa MYCKYJIATYpa Ha KaBepHO3HOTO TAJI0, CHACBATA H BHCLEpaATHa
rIamKka MyCKYJaTypa, CKCJIETHHTE MyCKyiH, TpomGormrure, Oulpeumre, Genna apob, H Mamkud
mMo3tK. JlelicteHero Ha Taganapun e no-ciwsHo BBpXY PDE), oTkonkoro BBEpPXY APYTH
docdomuectepasu. Tananadun e > 10 ¢00 neTu mo-momex 3a PDES, 0TKOIKOTO MO OTHOMEHHE Ha
PDE1, PDE2 u PDE4 - eH3MMH, KOHTO C& OTKPHMBAT B CBPLETO, MO3bKAa, KPbBOHOCHHTE CBJI BE,
yepaua Apo6 u apyru opraxu. Taganadun e > 10 000 woTH Mo- MomieH no oTHowenue Ha PDES,
OTKOJIKOTO 110 oTHOIeHHe Ha PDE3 — en3uM, HaMHpal ce B CbPLETO H KPHLBOHOCHHTE CHAOBE.

Tasu cenexkrtusHocT KbM PDES, cpasHeHa cbe cenektuBHocTTa kbM PDE3 e BaxkHa, samoro PDE3 e
eH3WM, YYaCTBAIl B MEXAaHH3IMAa HA CHPACYHHTS CBKpalleHus. B JomwiHeHue, Taganagun e
npubnu3rTenno 700- meTH no-Moied no orHomenne Ha PDES, orkonkoro cnpsmo PDE6 - emum
KOWTO C& HAMHpa B PETHHATA W € OTrOBOpeH 3a dororpaHcaykimaTa. Taganapun e cemo > 10 000
ITHTH (10 MOMEH 110 otHoweHKe Ha PDES, otkonkoto no orHowmenue Ha PDE7, no PDE10,

Kiniuayyna epUKacHOCT U Oe30nacHOCT
ITpopeaeHn OAxa TPH KIMHMYHM npoy4ysaHua ¢ 1 054 nauydeHTH B JOMAWHH YCIOBHS 33 ONMPEACNAHE
Ha MPOABJOKUTETHOCTTAa Ha OTroBOpa KbM Tafganadgmi. Tananahun e nokasan CTATHCTHYSCKH 3HAYMMO
noxoSpeHue B epeKTIIHATA GYHKIMA M cocOGHOCTTA Aa Ce M3BBPLIH YCIeIeH NONOoB akT no 36 yaca
cJiel MpHeMa Ha [03aTa, KAKTO U B CIIOCOOHOCTTA HA NMAIMEHTHTE Ja TOMYHAT H MOANBPKAT ePEKLKA
3a ycHellleH ITOJIOB akT, B cpaBHEHHE ¢ IU1auecdo, omme Ha 16-Ta MAHYTA Cliell NpHeMa Ha J034Ta.

Tapanadwl, MPHWIOKEH HA 3APABH JHLA, IPEAM3BUKBA HE3HAYHMA PANIHKA B CPaBHEHHE C maaneto B
CHCTOJHOTO H JAMacTOJIHOTO KPBBHO Ha/iraHe B JICTHAIO TOJIOKEHHS (CPeAHO MaKCHMAJHO
namanedne or 1,6/0,8 mm Hg, cHOTBETHO), B CHCTONHOTO H AHACTOJHOTO KPBBHO HA/IATaHE B
M3MPABESHO MONOXKeHHe (CpenHO MakcHManHo HamaneHwe ot 0,2/4,6 mm Hg, CBOTBETHO), H HAMA
3HAYMMA MPOMAHA B CHPACYHATA YECTOTA.

IIpn npoyuBaHe 3a OLESHKa Ha e€()eKTHTE Ha TajanaQui BbPXy 3pEHHETO HE Ca OTUETeHH HApYLICHHA B
Pa3sno3HABAHETO HA IBETOBETE (CHHBO/3EJIEHO) MOCPEACTBOM H3MOJ3BAHE HA TeCTa Farnsworth-
Munsell 100- hue. To3H pesyaTaT KopecnoHAHpa ¢ HHCKHA aduuuTeT Ha Tajanadmn kem PDE6, B
cpasHende ¢ PDES. BpB BCHYKH KIMHUYHHM NMPOYYBaHHA CHOOLICHMATA 3@ NPOMEHH B I[(BETHOTO

BroKiaHe ca peakH (< 0,1%).

TlpoBeneHM ca TPH NPOYYBAHMA OPH MEXKE 32 OLEHKA Ha MNOTCHUMANHHA e(QeKT BBPXY
criepMaToreHesata Ha tajanadun 10 mg (eaHo 6-Meceuno mpoyusane) v 20 mg (eaHO 6-MeCceUHO H
eqHO 9-MeceuHo NpoyuBaHe), MPHIATaH SKeJHEBHO. B ABe OT Te3w MpoydBaHHMA e HalyoaaBaHO
NOHKBKEHHE HA KONMYECTROTO M KOHLISHTPALMATA HA CIIEPMATa, CBBP3aHO C NeYEeHHETO ¢ Taganadui ¢
MaJIKa BEPOSTHOCT 34 KJIMHMYHA 3HaYMMOCT. Te3n epeKTH He ca OWIH CBBp3aHH C MPOMEHH B JPYTH
napaMeTpH, KaTo NoAemKkHocT, Mopdonorus 1 FSH.

Tananadgmn B 1031 oT 2 mg o 100 mg e Oun uscneapad B 16 KIMHHYHA NpOYYBaHHA, BIIKTIOUBALIH 3
250 malMeHTH, BKIIOUMTETHO IAIMEHTH ¢ €PeKTWIHA AMChYHKLHA OT PaifIMdHa TEKeCT (MeKa,
yMEpeHa, TeXKa), ETHOJAOIHMA, Bh3pacT (mMexay 21-86 roguHH) H ETHHYECKA MPHHAUIEKHOCT.
[ToBeueTo TALMEHTH CHOOIABAT 33 epPeKTHIHA AUCOYHKIHA ¢ NPOAB/DKHTENHOCT OT MOHE €/(HA
roausa. [Ipy mepBOHAYATIHMTE

npoyusanus 3a edeKTHBHOCT BBpXy ofwara nomynauus 81% or nanMeHTHTe Ca CHOOIMMIIH, Y&
Tananadun e noAcGPHN TAXHATA epeKLHA B cpaBHeHHe © 35% npu wianeto. CHINO Taka, NAHEHTHTE
C epexTWIHA JUCGYHIMA OT BCHYKH CTENEHM Ha TEeKeCT Cho0aBaT 3a noaoOpeHH epeKilH, A0KATO
ca B3eMand Taganadun (86%, 83%, m 72% 3a sexa, ymepeHa, H T¢KKa, CHOTBETHO B CPABHCHHC C
45%, 42%, u 19% ¢ mnaue6o). IIpu repBoHaYANTHNHTE NMpOy4BaHHA 32 e(eKTHBHOCT 75% OF
33 [IOJIOB AKT ¢ Tajanadui ca Gunn ycrnesy B cpaBHeHue ¢ 32% mpH miane6o.

[pu egso 12-ceaAMMYHO MpOyYBaHe, nposeaeHo npd 186 mauumentn (142 Tananadh
BTOpUYHA EPEKTWIHA JMUCYHKLHMA B CHEACTHE HAa YBpeXAaHe Ha rppOHAvHEs|
3HAYKMO MOAOCOPABA EPEKTHIIHATA (PYHKIIHA, KOETO BOAM JIO CpeHA YeCTOTa Ha Y«
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uHauBUA 48% NpH NauMeHTHTe, TPeTHpaHH ¢ Tananadun 10 ik 20 mg (reBKasa 103a, IpH HY>K[a), B
cpasHesne cb¢ 17% npu mnauebo.

[NenmaTpyyHa OOMYAALHS
EBponeiickara arcHuMa IO JICKapCTBAaTa ocBOOOXKIaBa OT 3aJB/DKEHKETO 3a MNPEAOCTABAHC HA

Pe3yNTAaTHTE OT IPOYYBAHHA BBB BCHUKM MOATPYNH HA NEAMATPUYHATA IOINYJALMA 38 JiEUCHHe Ha
epeKTHAHATa ApchyHKIma. Biokte Touka 4.2 38 HROOPMAIAK OTHOCHO YIIOTpeOa B NICAHATPUATA.

52 @OapMakOKHHETHYHH CBOHCTBA

Abcopbrius
Tapanadun ce abcopbupa OBP30 ClEX NEPOPANHO NpPHIOKEHHEe H HAOMOZABAHWTE CPEAHH

MAKCHMLIHM rUiasMend kouueHTpauuM (Cnax) €€ NOCTHTAaT 3a Cpe/IHO Bpeme OT 2 waca clell
NPHIOAKCHHUETO.

A6comoTHaTa GHOHAMHMYHOCT Ha Tasanaduil clies nepopaaHo NMpIWIOKeHHEe He ¢ OHa ompejenesa.
CkopocrTa H cTeneHTa Ha abcopOuma Ha Tananadui He ce MOBIMABAT OT XPaHa, Taka qe rananadpun
MOKE Jia ce IPHEMa HE3aBHCHMO OT XpaHeHeTo. BpemeTo Ha npueM Ha A03aTa (CYTPHH CIpAMO Bedep)
HAMA KIHHAYHO 3HAUMMH e()eKTH BEPXY CKOPOCTTa H CTENCHTa Ha abeopOipis.

Pasnpenenexnue

Cpepumar obeM Ha pasnpepeneHHe Ha Tanamadwin e mpuGmusurenHo 63 I, koero moxasea 4e
TajanaQI ce pasmpenens B ThkaHWTe. [Ipy TepaneBTHUHM KoHUeHTpalHH, 94% ot taganapun B
Ia3MaTa ce CBHp3Ba ¢ nporeHHuTe. CBBP3BAHETO C NPOTEHHHTE HE C€ 3acira NpH HapYLIICHA
6u6peuna ¢yuxuusi. I[To-manko ot 0,0005% or npuerata no3a c¢ mosdBABa B cnepMara Ha 3/paBH

HHIHNBHUIH.

buorpancdhopMaLys

Tananagun ce meraBonmusupa mpemauMuo mocpenctsoM muroxpom P450 (CYP) 3A4 msodopmara.
OCHOBHHAT LMPKY/IHpan] MeTabOIHT ¢ MeTHIKATeXo TIokopoHHa. To3u Merabonut e noHe 13 000
meTH Mo- cnabo akrueeH or Tajanadun mo oraomenre Ha PDES. CrepoBatenHo, HE ¢e O4aksa Ja ©

KIMHHYHO aKTHBEH MpH HaOMoAaBaHHTe KOHLIEHTPALKH Ha MeTabOoHTA.

EnviMuHupane
CpemHuaT nepopaieH KIMphHC Ha Taganagua e 2,5 I/h, a cpefHMAT MONYKHBOT € 17,5 waca opu

sapaBu meauBUAn. Taganadun ce eKCKpeTHpa NpPeAMMHO KaTO HEAKTHBHM METabOIMTH, OCHOBHO C
dexanuure (MpubmusurenHo 61% ot A03aTa) H B MO-MalKa CTENEH ¢ ypUHATa (npubnuzurento 36%
OT 103aTa).

JiuHeHHOCT/HeNMHeHHOCT

(DapMaKOKMHETHKATA Ha Tajganadwi MPH 30paBH MHAMBHIH € JTHHEHHA N0 OTHOLICHHE HA BPCMCTO U
nosara. [1pm nosu Hag 2,5 no 20 mg exkcnosuipsra (AUC) ce yeenudapa NPONIOPLHOHATHO C NO3ATA.
CTalHOHAPHOTO CBCTOSHWE Ha IVIA3MEHHTE KOHUCHTpaUWH €€ MOCTHraT 3a 5 JIHH NpH JO3HpaHe
BEAHBX JJHEBHO.

dapMakOKHHETHKATA, oOnpelefieHa C IONyNalMOHHMA TOAXOH, IpH TNalHeHTH C CPOKTHIHA
auchyHKIMA e nogebHa Ha GapMaKOKHHETHKATA IPH HHAMBHAHM 0e3 epeKTHIHA aAChYHKIpHA.

CriellHaJIHH MOy 1alHK

Hayuenmu 6 cmapuecka gvapacm
3npaBH MALMEHTH B CTapuecka BB3pacT (65 roAMHH HIM MO-Bb3PacTHHM), HMAT MO-HUCHK NEPOpaNcH
KIMPBHC Ha Tajanadii, Boaemo 10 25% no-BHCOKAa €KCIO3HIMA (AUC), B CPaBHCHHE ChC-3

WHAHBUAM Ha BE3pacT oT 19 ao 45 rogunu. To3d edekr Ha BE3pacTTa HE € K
JiaBa OCHOBaHME 3a MPOMAHA Ha [[03aTa,

Byvbpeuna nedocmamuvynocm i
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Ilp¥ XIMHHYHH (hapMakKOIOrd4YHM MPOYYBAHHMA ¢ €JHOKpaTHa R03a Taganadua (5 mg ac 20 mg),
excrosulHATa Ha Taganadua (AUC) e npubnusurenso yaBoeHa NPH HHAMBHAM C JieKa (KpeaTHHHHOB
wmpbac 51 go 80 ml/min) wiu ymepeHa (kpeaTHHHHOB KiuphHC 31 7m0 50 ml/min) 6n6peuna
HEJJOCTATHEYHOCT M TIPH WHIAWBHAM ¢ KpaeH craguu Ha Gpbpeuno s3alonspane na anamwza. Ilpu
NamMeHTH Ha XemomHammsa Cmax e 41% no-BHCOKO OT Ha0m0AaBaHOTO MpPH 3ApaBH Xopa.
XeMOOMaIA3aTa HE3HAUHTEHO CIIOMara 3a eTMMHHHpaHeTo Ha Tafanadun.

Yeprnodpobra nedocmamuvynocm

Excnosummara Ha Ttajamadmn (AUC) npu MHAMBMAM C Jieka A0 YMEPeHa 4epHOApoOHa
negoctarsunocT (Child-Pugh xiac A u B) e cpaBHMMAa ¢ €KCMO3MUMATA IIPH 3ApAaBH HHIHBUIH,
Koraro ce mpuiara mo3a or 10 mg. Mma orpanMueHH KIHMHHYHM JAHHM 3a 0e30macHOCTTa Ha
taganabun npu TaumpeHTH ¢ Texka wepuoapobua megocrathuHocT (Child-Pugh kmac C). He ca
HATHIHH JAHHK 33 TPWIOKEHHE Ha JIO3H Tazanadii eXHH ITT JHEBHO NPH MAUMEHTH C YepHOAPOGHaA
HEAOCTATHUHOCT.AKO Tafanadu ce Npe/NKcBa eMH ITbT JHEBHO, TO TPAOBa /12 HANPABH BHAMATE/HA
MHAMBMAYATHA TIPeLEeHKa HA OTHOLIEHHETO MOJ3a/PHCK OT npeAmucBauius ro nekap. He ca HamaiHH
NAHHH 3a TPWICKEHHE Ha A03H mo-Bucokd oT 10 mg Tapamadmn npH NALMECHTH C gepHOapoOHa
HEeXOCTATHYHOCT.

ITayuenmu ¢ ouabem

ExcrosuupaTa Ha Tanaiadun (AUC) npu nammenTu ¢ auaber e 6uia npubnusurenHo 19% mo-Hucka,
oTtkonkoTo croiiHocture Ha AUC 3a 3npaBu uHRuBHMAM. Tasd pa3iHKa B €KCNO3HMLMATa HE JaBa
OCHOBAHHE 38 MPOMAHA Ha 03aTa.

53 IlpeaxnHAn9YHA ARHHH 33 6€300aCHOCT

HexMHHHYHMTE OaHHH He MOKassar oco0eH pPHCK 3a Xopa Ha Oasara Ha KOHBCHI[HOHAITHHTE
dapMaKoJIOTHYHM NpOoy4BaHW 32 O6€30MacHOCT, TOKCHYHOCT MNPH MHOIOKPATHO TIpHJIAraHe,
reHOTOKCHYHOCT, KapUMHOTEHEH MOTeHLHak, PENpOJYKTHBHa TOKCHYHOCT H TOKCHYHOCT 34
Pa3sBUTHETO.

Hsama JOKa3aTENCTBA 33 TEPATOTEHHOCT, eMOPHOTOKCHYHOCT Wi (PeTOTOKCHYHOCT MpPH IUTBX0BE MIIH
MHLIKH, KOHTO ca nomyuws a0 1 000 mg/kg/nuenno Tapanadun. [Ipu npoyysane 3a NpeHATAHO H
NOCTHATANIHOTO Pa3sBHTHE NPH ILTEXOBE, [03aTa, MPH KOATO He ¢ HaGmonasaH edexr, € Cuna 30
mg/kg/nuepno. TIpu 6pemeren wrsx AUC 3a u3uucieHoTo ¢BoOOAHO JEKAPCTBO NPH Ta3H A03a &
npubnusuTenHEo 18 et yosemkara AUC npu noza 20 mg.

Hama yBpexkiaHe Ha (EPTHIHOCTTA MPH MBXKKH H JKSHCKH mibxoee. IIpH Kydera, HA KOMTO ¢
mpriaral Taganagui exeaHeBHo 3a 6 1o 12 mMecena npH Ko3H 25 mg/kg/AHeBHO (BOACIIO AO IIOHE
TPHKpPATHO 1O- BHCOKA excmosHumsa [mexay 3,7-18,6] or HabG/moAaBaHATA TIPH XOpa, HA KOHUTO €
AaBaHa eqHHHYHA 1032 oT 20 mg) H MmoBeye, € MMAaJIo perpecud Ha enuTe/Ia Ha CCMCHHHTE KaHaT4CTa,
KOETO € JIOBEJIO A0 HaMalleHHe Ha CIICPMATOTEHE3aTa Ha HAKOH Kyuera. BHKTe CBIO TOUKa 5.1,

6. ®APMAUEBTHYHHU JAHHHU

6.1 CnHcbK HAa NOMOIMHHATE BEIECTBA

Anpo Ha TafaeTkaTa:

JlakTo3a MOHOXHAPAT

MukpoxpucTanHa Lemyio3a
ITonokcamep

[ToBraoH

Kpockapmeno3a HaTpHi

Harpues naypricyndar

CunuLieB AHOKCHI, KOJIOHACH O0e3BONeH
Marnesues cTeapar
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QUAMOBO ITOKPUTHE:
I[TOMUBHHUIIOB aIKOXOJ

Makporon

Tank

Turanos auoxcun (E171)
Kenesen oxkcup xuat (E172)
XKenesen okcuy uepseH (E172)
6.2 HecbBMecTHMOCTH

HenpHiokxuMo

6.3 Cpoxk Ha rogHoCT

2 roavHH

64 Croenuajnn ycJIOBHA HA CHXpaHEHHE

To31 nekapcTeeH MpOLyKT He H3UCKBA CIICIHANHH YCAOBHA HA ChXPAHCHHE.
6.5 Bumjan chappaanne HA ONAKOBKATA

PVC/PVDC-AL GmuctepH

Onakosku no 2, 4, 8 u 12 Tabneru.

He BCHYKM BHAOBE ONMAKOBKM MOraT Ja ObAAT IMyCHATH B Mpoaaxda.

6.6 Crenmangu NpeAnAZHA MEPKH NPH HIXBLpAsHE U padoTa

HaMma cunenuaIng H3UCKBAHMA

7. TNPHUATEXATEJ HA PASPEHIEHHETO 3A YIIOTPEBA

KHBH ®APMA 00/
yi1. [Inauxosuia 2
1407 Codusn

bvnrapua

8. HOMEP(A) HA PASPEINEHHETO 3A YHHOTPEBA

Per. Ne

9. JATA HA IIBPBO PA3PEINIABAHE/MOAHOBSIBAHE HA PA3PEIIEHUETO 3A
YIIOTPEBA

10. JATA HA AKTYAJIM3UPAHE HA TEKCTA

Mapt 2017
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