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M3NLAHUTENHA ATEHUNSA N0 NEKAPCTBATA
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Besika punmupana tabnerka cpabpika 10 mg Tananadun (tadalafil)

[ToMOIHO BEINECTBO ¢ M3RECTHO ACHCTBHE

Begka ¢punmupana taGnerka cnanpxa 154 mg naxroza.

3a MBIHUA CITHCHK Ha ITOMOILHHTE BelleCTBa BHKTE Touka 6.1.

3. JIEKAPCTBEHA ®OPMA

duwiMepana Tabnerka

Taganapun KB 10 mg ca 61e10 oparkeBH, POABITOBATH, ABOHHO H3ITbKHAMM QHAMMpAHH TabIeTKH
C ACJIUTCIHA YepPTa OT eAHATa CTpaHa Ha TabneTkure. JlenurenHaTa YepTa € CaMo 3a yJleCHABaHe Ha
CUYMBAHETO C 11/l ITO-IECHO ITOTTBLIAHE, a He 33 pa3fc/IaHe HA PABHU AO3H.

4. K/IHHHYHHA JAHHH

4,1 TepameBTHYHH I0KA3AHNA
JleueHHe Ha ePEKTIUIHA JHCHYHKIIHMS TIPH BE3PACTHH MEXKE.

3a na Obne edexTUBeH Tamanadwl, ce U3HCKBA CeKCyanHa cTuMyaaums, Taganadmwi KB se e nokazan
3a yrotpefa ot KeHH.

4.2 [lo3upoBKa H HAYHH HA NPRJICKEHHE
O3HPOBKA

Buvapacmuu mvoice
IIpenoprusanara no3a € 10 mg, npvera npeay OUYaKBAHATA CEKCyaHa aKTHBHOCT, C WM 6e3 xpaHa.

IIpn naukenTH, npu xouTo Tapanadmwn 10 mg He BoAM A0 nogxoaa edexT, MOXKE Ja ce OIMHTA ¢ 4034
or 20 mg. Ta3n xo3a Moxe Aa Obae npHeTa none 30 MUHYTH NPeIH CEeKCYaHa AKTHBHOCT.

MakcHMaIHAaTa YeCTOTA Ha IIPHEM € BEOHBK JHEBHO.

- Tapanadun 10 mg u 20 mg e npeauasHadeH 3a yrorpeba Npeay ouaKBaHA CEKCYaIHA AKTHEHOCT M HE
Ce NpenophuBa 3a NPOAB/DKUTENHA eXeIHEBHA yroTpeba.

[Ips nanpeHTH, KOHTO NMPEABIKAAT YecTa yrnoTpeOa Ha Taganadun (Hamp., IOHE B METH CEHMHYHO),
MOXKe Aa ce OOMHMCIH KaTo MOAXOMANl PEeKHM eIHOKPATEH OHEBeH IPHEM HA Hali-HHCKHTE A03H
Taganapui, Oasupaiiku ce Ha H30opa Ha MALMEHTA H PELUEHHETO Ha JIEKAPS.

IIpy Te3M NalMeHTH NpPEeNOopPLYBAHATA 032 € 5 Mg, MPHETA BeAHNLXK JHEBHO
ChIIO BpeMe Ha ZeHs. [osata Moxke Ja ce HaMamM 10 2,5 mg egHOKpa
WHAWBANYAIIHATA IOHOCHMOCT.

IlenecsobpasHocTTa Ha TNPOXB/DKMTENHATA €XKeAHEBHAa yrorpeba TpaGhs
IpeorCHABA




Cnemmansu Nomyauuu

Muvaxce 8 cmapuecka sv3pacm
[Ipn MBXe B cTapyecka Bb3pacT He Ce H3MCKBA afaTHpPaHe Ha J103aTa.

Muvoce ¢ 6vbpevuno yepexcoane

He ce Hanara HamangBaHe Ha [03aTa NpH MAIMEHTH C JIEko 40 YMepeHo 6BOpedHO yBpexxaaHe. 3a
NALHEHTH ¢ TexXKO OB0pedHo yBpexaaHe MakCHMaTHaTa mpernopkusana 203a ¢ 10 mg. Ipu nanmenTy
¢ TexKko OB0peuHo yBpexmaHe AO3HPAHETO Ha Tajanadui efMH OBT AHEBHO He ce NpenophyuBa (BXK.
TOYka 4.4 ¥ TOYKA 5.2).

Mhuvaice ¢ weprodpobro yepexcoane

[Ipenoprusanara xo3a tajanadun e 10 mg, npHera npean o4YakBaHa CEKCyalHa aKTHBHOCT W 6e3
Bpb3Ka ¢ XpaHeHeTo. FiMa OrpaHHYeHM KIHHMYHH JaHHH 3a Oe30MacHOCTTa Ha TananaduI NpH
NanpeHTH ¢ Texka depHoapoOHa HemoctaThuHOcT (Child-Pugh knac C ); ako ce mpeanmcsa, TO
peANUCBALIMAT JieKap Tpa0Ba Aa HAMPABH BHUMATENHA HHAMBHAYAIHA [IPELEHKA HA CHOTHOLICHHETO
nosn3a/puck. HiMa HATHIHH NaHHKH OTHOCHO NPWIOKEHHUETO HA 034 NMO-BUCOKH OT 10 mg Tananadmn
Ha MAaLMEHTH ¢ 4epHOApPoOGHO yBpekpaHe. JlosupaHeTo e€JuH BT AHEBHO HE € OLCHABAHO IIPH
NalHeHTH ¢ YEPHOAPOOHA HEAOCTATEYHOCT, CJICOBATENHO, AKO CE NPEANMCEA, TO MPEAIHMCBAIIHAT 'O
nekap TpAGBa na HanpaBy BHHMATeNHa HHIMBMIYAJIHA NPELEHKA HA OTHOIIEHHUETO NON3a/PHCK (BXK.
TOuKa 4.4 ¥ TO4Ka 5.2).

Muvorce ¢ ouabem
Ilpy mexce ¢ Apabet He ce U3MCKBA NPOMAHA B JI03aTa.

Ileduampuyuna nonynayun
Hama cpoTBETHO NputoxeHHe HA Tadanadmi B NEAHATPHYHATA NOMYJALIAT 33 NOKA3aHHETO JICUECHHE

Ha epeKTHIHA JHCHYHKITHS .

HauuH Ha mpunoxeHne

Taganapun KB ce npeanara karo ¢unmupanu tabnerku ot 2,5 mg, 5 mg 10 mg v 20 mg 3a
NEepOPATHO MPHICKEHHE.

4.3 IIporuBOomOKaA3aHHS

CBpBEXYYBCTBHTEITHOCT KBM AaKTHBHOTO BELIECTBO MM KbM HAKOE OT IIOMOINHHTE BELICCTBA,
H30poeHU B TOUKA 6.1.

B xiIMHHYHH nNpoy4BaHHA € YCTAHOBEHO, 4Ye Tajanaduia YCHIBA XHIOTEH3HBHUTEe e(ekTH Ha
HuTpaTHTe. CMATA C€, YE TOBA € Pe3yNITaT OT KOMOUHHpaHHTe edeKTH HAa HUTpaTHTS M Tananadmur
BBPXY MbTA a30TeH okcua/ul M®. ITopagu ToBa, npunokeHHeTO Ha Tanana(I MPH NAUMEHTH, KOHTO
H3MO/I3BAT HAKAKBU (POpPMH HA OpraHHYHH HUTPATH, € NMPOTHBONOKA2aHo (BXK. TO4YKa 4.5).

Tananadgun He TpaOpa ma ce mpmaara Ha MBbXe ¢BC ChPAEYHO 3a60NABaHeE, IPH KOMTO CEKCYATHATA
aKTHBHOCT HE € MpenopeumrTenHa. Jlekapure Tpabea a2 oOCHAST MOTCHUMANIHHA CHPACUCH pHCK OT
CEKCyaJIHa AKTHBHOCT IPY NAIHEHTH C IPSALISCTRALIO CHPAEUYHO-CHIOBO 3ab0ngBane,

CliegHuTe rpyny MalMeHTH CBhC CHPAEYHOCHAOBO 3a00N4BaHe HE ca OWIH BKIIOYCHH B KITHHWIHW
Npoy4YBaHHA H 3aTORA ynorpedaTa Ha Tazanaduin OpH T4X € [IPOTHBOIIOKA3AHA!
- MAaLHSHTH ¢ MUOKapACH HH)APKT B paMKHTe Ha nocneaanre 90 auu, |
- MALUMEHTH ¢ HeCTAOKIHA aHTHHA AIIH AHTHHA, MPOSABABALIA CE IO BPEME Ha IOJIOB A

- MaHEHTH CBC ChPAeYHA HeaocTaThaHOCT Kiac o NYHA (New York Heart AgSQ!
Mo~ BUCOK MpE3 OCHeRHHTE 6 Mecela,

- NAMEHTH ¢ HeKOHTPONUPAHH apuTMHH, XUnoToHnd (< 90/50 mm Hg),

XHIISPTOHH, \
- NALHEHTH C HHCYJIT B PAMKITE Ha MOCIEARUTE 6 Mecela.
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Tazanagpun € NpoTHBONMOKA3aH MPH NALMEHTH CBC 3aryba Ha 3PEHHETO Ha EAHOTO OKO, B PE3YJITAT Ha
HeapTeépHallHa aHTCPHOPHA HCXeMMMHA ouHa HeBponatud (NAION), ue3aBHCHMO OT TOBA, JalH TO3H
eMH301 € CRBP3aH HIH He ¢ npeqHiiHa ynorpeba Ha PDES umxuburop (BK. Touka 4.4).

4.4 CnennajHH OpeAynpexxNeHHS H IPeANAIHA MEPKH NPH ynorpeda
Ilpenu nevenue ¢ Tananadun KB:

Ilpesn na 6bae ofcbaeHo (apMakONOrHYHO JeueHHe, TpAGBa Na ce CHEMe aHAMHe3a M HANpABM
¢usvKkaneH Tperned, 3a Ja ©6¢ AMACHOCTHUHMPA €PEKTHIHA AMCQYHKUMA H Jia C€ ONpPEeesNAT
NOTEHIMATHMTE NOIeXKALNH IPHYHHH.

lpeau na ce 3amoyHe KaKBOTO H Na € JICUCHHE HA €PEKTHIHA AMCHYHKIMA, JIEKapuTe TpabBa Aa
MPELEHAT CHPASYHOCHAOBHA CTATYC HA TeXHHTE MNMAUMEHTH, THH KaTo HMa H3BECTHAa CTElleH HA
CBPACYCH PHCK, CBEP32H CHC CEKCyallHaTa aKTHBHOCT. Tajanadun HMa BazogHNaTATHRHH CBOHCTBA,
BOACHIM NO JIEKH M MPEXOAHH NOHIKEHHUA HA KPBBHOTO HajAraHe (BX. TOYKA 5.1) ¥ no TaKeB HAYHH
NOTEHIYpa XHNOTEH3UBHMA edeKT HAa HUTpaTHTe (BXK. TouKa 4.3).

OneHkara Ha epeKTWiHATa AUCHYHKIMS TpaOBa Aa BKIIOYBA ONPEAENSHETO HA MOTEHUHAIHHTE
nOoA/IeKAIHM NPUIHHHA H YCTAHOBABAHE HAa MOAXOAAIO JIEYSHHE CJIE NPABITHA MEIMIHHCKA OLIEHKA.
He e H3BecTHO, Hame Tazaiadun e edeKTHBEH NpPH NALMEHTH, NPETHPICAH TA30BH OJEPALIMH HIH
paiHKaiHa, HECHXpaHABAIA HEPBA NMPOCTATEKTOMMA.

Cvpoeuno-cvoosu haxmopu
[Ilo BpeMe Ha OOCTMAPKSTHHIOBH HaGMIOAEHMA WHW/IH KIMHMYHH MpOydYBaHHMA ca JAOK/IARBaHM

CEPHO3HH CBPACYHO-CHAOBH CBHOMTHA, BKIOYBALIM MHOKapAEH HH(APKT, BHe3anya CbpASYHA
CMBPT,HECTAOMITHA aHI'MHA NEKTOPHC, KAMEPHH apUTMHUM, HHCYJIT, TPAH3UTOPHH MCXEMHYHH eITH30NH,
rphAHa ©0KA, DANNMTANMH M TaXukapaud. [loeeyero MmanMeHTH, NP KOHMTO c¢a AOKIANABAHH TE3M
CbOMTHA, ca MM&IH NpEJINCCTBAH ChPAEYHO-CHAOBH PHCKOBH (aKTOpH. BhIpeku ToBa, He €
BB3MOKHO Ja Ceé ONPEAENH KaTeropHdHO, JalH Te3H CBOUTHA ca CBBP33HH NPAKO ¢ Te3W PHCKOBH
(akTopH, ¢ TaZanadui, ChC CeKCyalHaTa AKTHRHOCT HIH ¢ KOMOHHALATA HAa Te3W HIH JPYTH
dakxTopH.

[Ips nanmeHTH, KOHTO NpHeMat andal GrokepH, eTHOBPEMEHHOTO NPHIOKEHHE Ha Tazanadbwr Moxe
Aa AoBeje N0 CHMNTOMATHYHA XHIIOTOHHS NMPH HAKOM OT Tax (BXK. Touka 4.5). KomOuHHpaneTo Ha
Taganapun ¥ JOKCA303HH HE C¢ NpENnophyEa.

3penue

CroluiaBanu ca 3pMTentHd HapymeHus u cimy4dad Ha NAION (HeapTepuanHa aHTepHOpHa HCXEMHIHA
OYHA HEBPONATHA) , CBBP3aHM ¢ NpHeMa Ha Tajana@un u gapyrd PDES uuxuGuropn. IlaumeHTHT
TpsiOBa fa Opae NPEAyTpesknaBaH, Ye B Cydaif HA BHE3AMHO 3PMTENHO HApyLIEHHE, ToM TpabBa na
cripe npuema Ha Taganadun KB 1 aa ce koncynTupa Hezabasuo ¢ yexap (Bx. Touka 4.3).

Hepnoopobro yspesicoane

MMa orpanndeHH KTUHHYHY JaHHH 32 6€30TacHOCTTAa Ha Tafanadwi, OPWIOKEH KaTO eAMHAYHA 034,
NpH NAalHeHTH ¢ TeXka depHoxpoOHa HeZoctaThYHOCT (Child-Pugh wiac C). Ilpu nammeHTH C
qyepHOoApoOHa HEAOCTATHYHOCT HE € OLECHABAHO €JHOKPATHOTO NHEBHO NpHioxkeHne. Axko Taganadm
KB ce nasHauaBa, TpaOBa Aa ce HanpaBu BHUMATENHA HHIMBHAYAIHA MPEIEHKA HA OTHOLICHHETO
[OJ13a/pUCK OT NMPEANUCBAILUR [0 JIeKap.

{Ipuanuzvm u anamomuuna dehopmayus Ha nenuca
[laniMeHTHTE, KOHTO Ca HMAalH €peKiyd, Nponbbkwia 4 Jaca WIH Mosevye, TpaOea bAAT
NOCHBETBAHH Aa MOTHPCAT He3a0aBHO JIeKapcKa MOMOLL. AKO NPHANH3MBT He ObIe JIek) ‘
THKAHTA HA TMIEHHCA Ce YBpexKa H MOJKe JIa ce CTHTHE A0 MOCTOAHHA 3ary0a Ha MOTeHT:

Tananadun Tpsabea ga ce M3MON3BAT ¢ BHHMAHHE NPH NALMEHTH ¢ AHATOMHY
nenMca (KaTo Hamp. aHTynauus, KaBepHosHa ¢uOpo3a wiH Gonecr Ha Peyronie)
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CBC 3a00/MIBaHAA, KOUTO MOTAT Ja Ch3AafaT NPpeApasnoNoKeHHe KbM NPHANMH3EM (KATO CHPIOBHAHO
KJIE€ThYHa aHEMHS, MYJITHILICH MHEIOM HIIH JIEBKeMHA)

Ynompeba ¢ CYP3A4 unxubumopu

H3ucKkBa ce MOBHINEHO BHHMAaHME, akO C& MPEANMCBA TajanadMi HA MALHEHTH, KOMTO M3IION3BAT
Mot  CYP3A4 wuHXuOHTOpH (pHTOHaBHMp, CaKBHHaBHP, KETOKOHA30M, HTPAKOHAION M
CPUTPOMHIIHH), THH Karo NpH KOMOMHHpAaHETO Ha Te3H JIEKapCTBEHM NPOAYKTH ce 3abenssea
NOBHILABAHE Ha eKeno3ulMAaTa Ha Taganadpuin (AUC) (Bxk. Touka 4.5).

Taoanaun u Opy2u reverus 3a epexmuing Oucyrxyun

He ca npoyusanu OesonacHocrra M eduxacHocrra Ha koMOMHAUMHTE Ha TajamtadHn H APYrH
uHxHOuTOpH Ha PDES wnm apyru neuenns Ha epextwina nuchyHkuus. [TaruenTst Tpabea aa 6s1e
uH(popmupaH na He npueMa Tananagun KB B nono6Hs KoMGHHALHK.

Jaxmosa

Tamanagun KB ceappika JIaKkTO3a. MALMEHTHTE ¢ PEAKH HACIEACTBEHM MPOOIEMHM HA TajaKTO3HA
HEMOHOCHMOCT, Lapp nmakTazeH peduMT WM [HOKO3HO-TanakToszHa manabcopOups ne Tpabma za
MPHEMAT TO3H IEKAPCTBEH MPOAYKT.

4.5 BsaamogeiiCTBHE ¢ APYIH JICKAPCTBEHH NPOAYKTH i Apyrn GdopMn na B3apMojeiicTBHe

IlpoyuBanusTa 3a B3aMMOZEHCTBMA ca TNPOBEAGHH CaMO MpH BB3pacTHH ¢ 10 mg wwm 20 mg
Tananadmi, KakTo € nocoueHo mo- gony. Lo ce oTHaca g0 Te3su mpoydBaHMA 3a B3aHMoICHCTBHMA,
KBJETO Ca NpHIaraHd Camo J03H Ha Tagadapun ot 10 mg, KIHHHYHO 3HAYMMH B3AMMONEHCTBHA NPH
TO-BHCOKH 1034 HE MOTaT H3LAN0 A2 ObAaT M3KIIOUCHH.

Edexry Ha Jpyry BelllecTBa BEPXY Taganada:

Huxubumopu na yumoxpom P450

Tananadun ce merabommzupa rmaBHo dpes CYP3A4. CenexkruBauar uHxuburop Ha CYP3A4,
kerokoHason (200 mg aHerHo), yBenuuasa 2 meTH ekcnozuumara (AUC) wa tananadun (10 mg) u
Cmax ¢ 15% copsmo croiihoctirre Ha AUC M Co OPH CAMOCTOATENHO TPHWIOKEH Taganadu.
Keroxonazon (400 mg nnesHo), yBemyasa 4 mbTH exkcriosuumata (AUC) wa taganadun (20 mg) u
Cimax ¢ 22%. PuroHaBup, nporeazen uuxuburop (200 mg, 2 neTH AHEBHO), KOMTO € HHXHOMTOP Ha
CYP3A4, CYP2C9, CYP2C19 u CYP2D6, yeenuuasa excnosuuusara (AUC) na Tananapun (20 mg)
2-meta Oe3 ma nmpoMmeHa Cp,,. Bbopeku de He ca npoyuBaHM cnelMdHYHH B3aMMOJEHCTBHS,
CHOBpEMEHHaTa ynoTpeba ¢ Apyru nmpoTeasHH WHXHOHTOPH, KATO CaKBMHaBHp, M ApyrH CYP3A4
HHXHOHTOPH, KATO E€PUTPOMHIMH, KJIAPHTPOMULHH, HTPAKOHA30d M COK OT rpeindpyr, H3HckBa
BHUMAHHE, ThH KATO MOXKE Ja Ce 04aKBa, Te Ja YBENHYAaT MUIa3sMESHHTE KOHLEHTpauMH Ha Tazanadn
(Bx. TOuKa 4.4). CIEAOBATEIHO, YECTOTATA HA HEXEIAHUTE JCKAPCTBEHH PEaKiMH, TTIOCOYEHH B TOYKA
4.8 Moxe ga Obae yBesHYEHA.

Tpancnopmru 6ennmvyu

He ¢ wM3BecTHa pojiiTa HA TpPaHCTIOPTHHTE OeNThuUM (HApPHMEP, p-TIIMKOMPOTEHH) BBHPXY
AUCITOSHIMATA Ha Tafanadmwi. CleqoBaTeNHO € HATHIIG ITOTEHIHAN 33 JISKAPCTBEHM B3aUMOAEHCTBHY,
MEIMMPaHH OT NOTHCKAHE HAa TPaCNOPTHHTE GENTHIIH.

Huoyxmopu na yumoxpom P450
Unnyktopsr Ha CYP3A4, pudamrmmH, Hamamssa AUC Ha Ttamamadmn no 88%, cnpamo
croHocTHTe Ha AUC npd caMOCTOATENHO MNPWIOKEH Taganadmi (10 mg). Tasn _HaMaeHa

e(puKacHOCTTa € HewspectHa. Jpyrn uHaykropu Ha CYP3A4, xaro ¢derobGapb
KapOaMa3senuH, MOraT Chilo Ja HAMAJIAT IUIa3MEHHTEe KOHLISHTPALIMH Ha Tapanagu/

Edexty na Taganadun BEpXY JPYrH AeKAPCTBECHH NPOAYKTH (

Humpamu




IIpu xnwHMYHY NpoyuBaHud, Tajganadmn (5, 10 1 20 mg) e nmokazal, ge NOTCHUMPA XUIOTEH3UBHHTE
ebexTH Ha HUTpaTHTe. [lopaau ToBa, MPHAGKEHHETO Ha Tagana(uwl NPy DAUMEHTH, NTPUEMAIH HAKOL
¢opMa Ha opraHMyYeH HMTPAT € MPOTHBOMOKA3aHO (BX. TO4Yka 4.3). B3 OCHOBATA Ha PE3YNTATH OT
KJIMHAYHO MpOYyYBaHe, B K0eTo 150 nauueHTH ca noxydasany JHeBHH 803 ot 20 mg rananadun 3a 7
mae M 0,4 mg HUTpOr/MUEpHH CYONMHTBATHO B paziIM4HO BPEME, TOBA B3AMMOJEHCTBHE €
HabmozaBaHo 3a NoBete oT 24 yaca H He ¢ Hab/mogapaHO cnejx B3THYaHe Ha 48 4aca OT mociieHaTa
nosa Tananadua. Taka, OpH nauMeHT, Ha koliro e npeamHcana Hakaksa fo3a Taganadun (2,5 mg-20
mg), H 3a KOHUTO IIPHIOKESHHETO HA HUTPATH C& CMATA 3a HEOOXOAHUMO 10 ME/MIHHCKH TTOKA3AHHA B
KMBOTOCTIACABAIM CHTYyallMHM, TpA0Ba Aa uma noHe 48 waca OT MpHeMa HA MOCASAHATA AO3a
Taganagui, npexd NPHIOKEHHETO Ha Hurparwre. [IpH Takvea ycloBMA, HMTpaTHTe TpabBa ma ce
APHNArar noy CTpor MENHIHHCKH KOHTPOJ H ChC CHOTBETHO NPOCHSAIBAHE HA XeMOOHHAMHKATA.

Anmuxunepmensusnu  rexapcmeenu  npooyKmu  (BKMIOUUMENHO — KAWYUESU — AHMAZOHUCMY)
EnHOBpeMeHHOTO TIpHNAraHe Ha noKkca3o3HH (4 1 8 mg AHeBHO) M Taganadi (QHEBHA J1034 OT 5 mg
20 mg xaTo eAHOKPATHA N03a) 3aCHIBA AHTHXHMIIEPTEH3HBHHA eheKT Ha To3H anda-0lokep B 3HaYHMA
crenmeH. To3W edekT ce¢ 3amasBa MOHE ABAHANECET Yaca M MOXKE Oa [NPEAU3BHKA CHMITTOMH,
BK/IIOYHTENHO CHHKON. 3aT0Ba Ta3H KOMOHHAIMA He ce npenopbupa (K. To4uka 4.4).

[Ipn mpoy4Banms 3a B3aHMOJCHCTBHATA, H3BLPIICHHA NPH OrpaHHYeH Opoii 3apaBH A0GPOBONIH, TE3H
¢(QeKkTH He ca chOOIEHH mpH andy303MH WIH TaMCylIo3HH., Bce mak, € HeoOXOAMMO IOBHINEHO
BHHMaHHe, Korato Tafanapun ce ynorpeOsBa MpH NMAHEHTH, JIEKYBAHH C KaKBHTO H 5a ¢ anda-
0i10KkepH, ocoOeHO NPpH MAalMEHTH B CTap4yecka Be3pacT. Jleyenwero TpaGBa [a 3amouHe npH
MHHHMAITHA 71033 H MPOrpecHBRHO A4 Ce afaNTHpa.

Ilpn wivHUYHE $HapMaKONOrHYHH NMPOYYBAHMA € H3C/ICABAH NOTEHUMATHT Ha Taganaduwi Ja YCWIBa
XHMNOTCH3UBHHTE €(QEKTH HA AHTHXMICPTEH3MBHHUTE JIEKAPCTBEHM MNPOAYKTH, IIpoydyBaHH ca
OCHOBHHTE KJIacOB€ AHTHXHMIEPTEH3HBHHM JICEKAPCTBEHH IPOAYKTH, BKTIOMHTENHO KaJIL[MEBH
aHTArOHHCTH (aMJTOJMITHH), HHXHOMTOpHTE Ha aHrMoTeH3MH xoHseprHpammi eHsHM (ACE)
(eHananpmn), 6nmoxepure Ha HeTa-afApPeHEprHdHATE peLlenTopy (METOMPOJION), THA3HAHHTE JHYPETHLH
(GennpodmyMernann), u Giokepure Ha anrHoreHsuH II peuenropure (pa3nTHYHH BHAOBE H JIO3M,
CaMOCTOSTE/THO WIIH B KOMOHHAIINA C THA3WIH, KAJIMHEBUTE AHTArOHHCTH, OeTa-6a0KepH, n/unm anda-
6nokepn). Tapanadun (10 mg ockeH B TMPOyYBAHHATA C AHTATOHMCTHTE Ha aHrHOTeH3nH Il
peuernTopure M aMJIOOHNHH, NPH KOHTO € npunaraHa go3a oT 20 mg) HgMa KIHHHYHO 3HAYKMH
B3aHMOACHCTBHA, C KOHTO H Jia € OT Te3H Kjacose. B Apyro KIMHHYHO (papMaKONOFHYHO MPOYYBaHE
Tafanadun (20 mg) € H3MHTBaH B KOMOHMHALMS ¢ A0 4 Kiaca aHTHXMITEPTEH3MBHH NPOXYKTH. Ilpn
NalMEeHTHTE, NPHEMANH HAKOJKO AHTHXHIICPTEH3HBHU TPOAYKTA, aMOymaTOpHHTEe IIPOMEHH B
APTCPHANHOT HANATaHE H3IVIEKIAT CBBP3aHH ChC CTENECHTA HAa KOHTPO HAa apTepHANHOTO HAJIATAHE.
B Ta3u BpB3Ka, NpH DALHMEHTHTE OT KIMHUYIHOTO MpOy4YBaHe, YHETO apTepHANHOTO Haldrase € Omio
Aobpe KOHTPONUPAHO, HAMANABAHETO € OHJI0 MHHHMAIHO HAH NOA0OHO HA TOBA, HAOMOOABAHO IMPH
3npasH xopa. IIpH yJacTHHIH B MPOYYBAHETO, [IPH KOKUTO aPTEPHANHOTO HAINTAHE HA NALMEHTHTE HE
¢ OMI0 KOHTPONMMpaHoO, crmajaHero € OWIO MO-rojJsMO, BEINPEKH Y€ TO He € OHIO CBLP3aHo ¢
XHIIOTEH3WBHH CHMIITOMH TNPH NMOBEYETO OT MalienTHTe. IIpH maluMeHTH, NOTy4YaBaild ChIIbTCTBALIO
JICYSHHE C AHTHXHIICPTEH3HBHH JIEKapCTBEHH MpOAYKTH, Tapamadpmn 10 mg Moxe na HHAYUMpa
HaMAaJICHHE Ha apTePHANHOTO HANAraHe, Koero (¢ H3KMovYeHHe Ha anda OnoxkepH — BXK. MO-rope) e
KaTO L0 ManKo M HE € BEepOATHO Aa € KIHHUYHO 3HAaYMMO. AHAJIH3UTE HAa JaHHHTE OT KIMHWYHH
MpOy4YBAHKA (a3a 3 HE Ca MOKA3aIH PA3JIAKA B HEXKENIAHHTE JISKAPCTBEHHM CHOHTHSA NPH MAaLHEHTHTE,
npHeManH Taganadui, ¢ HIH 6€3 aHTHXMIIEPTEH3UBHH JICKAPCTBEHH MIPOAYKTH. BBIpeKkd TORA HA
naudeHTure TpaOBa [a ce JaBa NOAXOAAL] KIHHHYEH CHBET 33 BB3MOXKHO HaMajleHHe Ha

apPTEPHAITHOTO HANIATAHE, KOTATO CE JICKYBAT ¢ AHTHXHIICPTCH3HBHH JISKAPCTBEHH MMPOAYKTH.

Huxubumopu na 5-angpa pedyxmazama e
B xi1MHHYHO Npoy4BaHKE, KOETO CPaBHABA Tafaladmi 5 mg, NpUIaraH eAHOBPEMEHHGE HMN
5 mg, ¢ miauebo WOC QpHHacTepua 5 mg 3a ofNekuapaHe HA CHMIITOMHTE Ha AQQPDIaTe

KaTo OpHIMAIHO MPOYYBAHE 34 JICKAPCTBEHH B3aUMOJEHCTBHS 3a OLUEHKa Ha edex aitag
M Ha MHXHGHTOpHTE Ha S-anda pemykrasara (5-ARIs) He e mpoBexAaHo, Tanals e TOROEA Ha
TIpKIIara BHUMATE/HO ETHOBPEMEHHO C MHXMOHTOPH Ha S-anda pexykrazara (5-ARIsi \ T R



CYPIA2 - cybcmpamu (nanp., meoghunun)

Koraro Tamanradun 10 mg ce npunara ¢ Teopunun (HecenektupeH (ochoanecrepaleH HHXHGHTOP)
BBB (hapMaKoJIOTHYHO MPOYYBaHe, He € HMaO GapMAKOKMHETHYHM B3auMonelicTBuA. EqHHCTBEHUAT
dapmaxoauHaMuueH edexT e 6un nexo (3,5 yaapa/MHHYTa) yBEIHYeHHE Ha CHPACYHATA YECTOTA,
Brnpekn ue T03M edexT € BTOpOCTENeHeH H He € OWI OT KIHHHYHO 3HAYEHHE TIPH TOBa Npoy4BaHe,
TOH TpAOBa Aa ce B3¢Ma [0/ BHHMAaHHE NPH €XHOBpeMEeHHA yrioTpeta Ha Te3H IeKapcTBEHH POXYKTH,

Emununecmpaouon u mepbymanun

Tananagun e nokasan, 4e NMpeAHIBHKBA YBeNHYEHHEe Ha CMOHAIMYHOCTTA HAa €THHHICCTPAAHOI CJIel
NEPOpanHe NPHIOKEHHE, NOAODHO YBENWYCHHE MOXe jga Oblle OYaKBaHO NpPH IIEPOPATTHOTO
MPHJIOKEHUE Ha TepOYTANNH, BBIIPEKH Y& KIMHHYHHTE NOCICACTBHA OT TOBA ¢4 HEONPEAEEHH!.

Anxoxon

KoHueHTpaumuiTe Ha ajJKoxol (CpeaHa MaKCHMAaTHA KOHIEHTpauus B kppeTa 0,08%) He ce nopnuaBa
OoT chBMecTHaTa ymotpeba ¢ Ttamanapun (10 mg wmm 20 mg). B jmombiamenuwe, 3 4aca ciuen
¢IHOBPEMCHHOTO MPHIOKCHHE ¢ ANKOXON He ca HabmonaBaHH MPOMEHH B KOHLICHTPALMHTE Ha
Tajanagui. AIKOXONBT € MPHJIOKEH 10 HAYMH, YBEIIHYABAIl MAKCHMAIHO CKOpOCTTa Ha abGcopOuma
Ha aIKOXOJ (CYTPHH Ha N1aaHo, 06e3 Ja ce npHeMa XpaHa Ao 2 9aca ciejl IPUeMa Ha aJKOXOJ),

Tapanadun (20 mg) He yBenHYaBa CPENHOTO HAMANARaHE HA KPHBHOTO HAJATaHE, HPSAM3BHKAHO OT
ankoxona (0,7 g /kg vmm oxono 180 ml 40% ankoxon [Boaka) mpH 80-kuiIorpaMoB MBXK), HO NPH
HAKOH XOpa MOXKe J1a c¢ HaOIoAaBa NOCTypalieH CBETOREPTEX HAH OPTOCTaTHYHA XunoToHud. Koraro
Tafanadua ce rpuwiara ¢ no-Manaku gosu amkoxon (0,6 g /kg), xumoteHsus He ce Habmonasa, a
CBETOBBPTEKET ¢e Habmogasa ¢ vecTora, noAaoOHA HA Ta3H HPH CAMOCTOSTENHOTO NPWIOKEHME HA
ankoxosi. EQeKThT Ha ankoxosia BBpXY KOrHHMTHBHATa ($yHKUMA He ce 3acuneaT or tamanadmn (10

mg).

Lumoxpom P450 memabonusupanu aexapecmsenu npooykmiu

Tapanadun He ce oyakBa Aa NpeNM3BHKBA KIHHHYHO 3HAYHMO ITOTHCKAHE HIH HMHIOYKIHA Ha
KIHPHHCA HA JEKAPCTBEHH NMPpOoAyKTH, metabonusupanu ot CYP450 usodopmure. [IpoyuBaHnaTa ca
NOTBBPAWM, ue Tajanapwl He HHXHOupa wm uHgynupa wiodopmure Ha CYP450, BKMIOYHTENHO
CYP3A4, CYP1A2, CYP2D6, CYP2EL, CYP2C9 u CYP2C19.

CYP2C9 - cybcmpamu (nanp., R-eapgapun)
Tapanagun (10 mg ¥ 20 mg) HaMa KauHHUHO 3HaYHUM edexr Bppxy ekcrnosdumara (AUC) na S-
Bapdapun wm R-Bapdpapun (cyberpar Ha CYP2C9), HUTO 3acira npoMEHHTE B NpOTPOMOMHOBOTO

BpeMe, NPEAHIBHKAHU OT BapghapHH.

Acnupun
Tapanagun (10 mg 1 20 mg) He moreHNHpa YBEHIEHHETO BHB BPEMETO HA KhPBEHE, IPUIHHEHO OT
ASTIWICANNIIOBA KHCE/IHHA.

Anmuouabemny rexapcmsenu npooykmu
He ca npopexxgaHy CNCUMUYMHH MNpOYYBAHMA 3a B3aHMOJCHCTBHA ¢ AHTHAHAOCSTHH JICKAPCTBEHH

NPOAYKTH.
4.6 PeprTuruTET, OPEMEHHOCT H KbpPMEHE

Tamanagun KB He e nokasan 3a ynorpe®a OT JeHH.
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Hma orpaHuuenu NaHHH 3a ymoTpebara Ha Tamanadun mpu Gpemennm scenH. IFsofapafigra “RpHg,
KHBOTHH He TIOKA3BaT MPAKO MIH HENPAKO BPeNHO BBaACHCTBHE BBPHYL FpeN 'f%e k
eMOPHOHATTHOTO/GeTATHOTO PA3BHTHE, PAKIAHETO WM NOCTHATATHOTO PasBHTH e:‘ﬁ REHTY uea 93)

Karo npeanasHa Mapka, 3a npeanounTaHe ¢ yrnorpebara sa Taganagun KB no B[.\r@ %E : I~y
na ce u3barea. \ NG = Qﬁ /
A s

T




KrpmeHe
Hannupure QapMakoaHHAMWYHI/TOKCHKONMOTHYEY JAHHW [PH JKWBOTHHM TOKAIBaT eKCKpeliHs Ha

Taganadun B mysixoro. He Moxe fa ce H3KIFOUM puck 3a KbpMaueto. Tananadun KB He Tpatsa na ce
M3II0J13BA [10 BpEME Ha KBPMEHE.

DEepPTHINTET

Habmonaeauu ca edexkTd npH Kyuera, KOMTC MOXE Ja coyar yBpexnaHe Ha deprwiurera. e
NOCIIeABAIH KIHHHYHH MPOYyYBaHHA MOKA3BaT, Y€ TO3H e(heKT € MAIKO BEpOATEH NIPH X0pa, BHIIPeKH
ye ce HabMoapa HaMalicHHe Ha KOHLICHTPALHATA Ha ClIepMa NPH HAKOH MbxKe (BXK. Touka 5.1 H Touka

3.3).
4.7 EdekTH BbpXy cnocoirocTTa 32 mIodHEpaHe B paboTa ¢ MANIAHA

Tapanapun KB He nopnuasa wix NOBMHABA NpeHeGpexuMo criocoOHOCTTa 3a modHpane U paboTa ¢
MaluMHM. BBrpeky, 4e IpH WIHHHYHM NPOYYBaHHA Y€CTOTaTa Ha CHOOIIEHHATA 32 CBETOBBPTENK NPH
rpynara ¢ miauebo M rpynara ¢ taganagui na ¢ Ouna cxonHa, NALMEHTHTE TPsAdBa Ja ca HajgCHO 32
TOBA, KaK IN¢ pearHpaT Ha taganadus, npeu modupane win paboTa ¢ MAIIAHH.

4.8 HexeJaHH JEKAPCTBEHH PeakIHH
Pesrome Ha npoduaa Ha 6e300acHOCT

Hait-yecto crobiapanuTe HexXenany 1EKAPCTBEHH PeaKLIMH MPH ITAUHESHTH, [IPHEMAIH Taganadui 3a
NeYeHHe HAa epeKTHIHA AUC)YHKUMAA WIH AOOpOKAuecTBEHa XMIIEPIUIA3HA Ha MpocTarara ca
rnapodoyde, mucrencus, Oonka B repba ¥ MHWATHA, MPH KOMTO YECTOTAT2 CE€ YBEIWYABA C
MOBMIUaBaHE Ha J03aTa Ha Tajgagadun. JloxknanBaHWTe HEXENaHH NEKAPCTBEHH peakLHH ca Ommu
NPEeXOAHH H B MMOBEYETO CAYYaH JieKH A0 yMmepeHH. [lo-ronamara 4acT OT CIy4auTe Ha rnaBobosue,
choflaBaHH MPH NMPHEM Ha Tapanadii BEIHEX AHEBHO, ¢a HaGmoaasaHu npes wepsure 10 a0 30 auu
OT 32[10¥BAHE HA JIEUCHHUETO.

PestoMe Ha HEKENTAHHTE peakiiiH B Tabnuued BuA

B maGnunara no-goiny ca u3bpoenn HeXeNnaHuTe JEKapCTBeHN peakiyiy, HabmomapaHu 0T CHOHTAHHH
ChOOIEHHA H NpH wiauebo KOHTPOIMPAaHH KIMHHYHH mpoyysanua (oOxeamamu obwo 7116
NalHeHTH, JeKyBaHH ¢ Taganapun ¥ 3718 mamueHTH, nomyyapanu mwianeto) 3a JeucHHE Ha epeKTUIHA
IMChYHKIHA TIPH HYXIA U BEOHBX JHEBHO H 32 JIeUeHHE Ha N0DpOKAYECTBEHA XHMEPIUTasHd Ha
MPOCTATATA BEAHBXK JHEBHO.

Konsenimia 3a yecrorarta: MHOro 4ectH (>=1/10), wectn (1/100 no <1/10), Heuect (>1/1 000 no
<1/100), peaxn (=1/10 000 mo <1/1 000), muoro peaxu (<1/10 000) u ¢ Heu3BecrHa yecrora (OT
HATHYHHTE JaHHH He Moske Aa 6bae HalpaBeHa OLEHKA).

Muoro | Yecrn Heuectn Peaxn
qecTH
\Hapywenun na Peaximu Ha AHTHOESIEM ‘
umyrnama cucmema CBPEXIYBCTBH-
TEIHOCT




Ovopeyume u nuxounume
nomulya

Hapywenus na vepgrnama ["napoGonue BamasaHOCT CYAT ! (BKI1.
cucmema eMOparuyHu
OHUTHA), CHHKOII,
TPaH3UTOPHH
CXEMHYHH NPUCTHIH |,
la"mrpeﬂa 2 mpunaabi,
TPAH3UTOPHA AMHE3HA
\Hapywenua na ovume 3aMBIIIEHO Hapynienue Ha
BIDKOAHE, 3PUTENHOTO NOJE,
Yceuanmg, OToK Ha KIenavyuTe,
OITHCBAHH KaTo XunepeMusa Ha
6onka B ounTe KOHIOHKTHBATA,
Heaprepuanna
AHTepropHa
HCXEMHYHA O4HA
HEBPOMATHS
(NAIONY,
3anymBaHe Ha
CBHAOBETE HA
perunara
Hapywenus na yxomo u Twururye Buesamnna rinyxora
aabupunma
Covpoeunu napywenus' Taxukapnmus, Hundapkr,
Tanmaranys Hecrabwina
CTEHOKapIMA °,
Kamepna
apuTMus °
Crvoosu napyuenus JauepBapaHe XHIIOTOHUS"
XHIepTOHHSA
Pecnupamopnu, zpvonu Hazanma BucnHes
U MeOUACTRURATHY KOHT€CTHA Ermcrakenc
HAPYULEHUA HADYUIEHUA
Cmomawuno-upesru Hucnencus Kopemna Oonka
HApYEeHUS Factpoesoda
reajiHa
peduIykcHa
Gonect
Hapyvuuenua na bonka B
MYCKYAHO-CKeAemHama rep0a,
cucmema u MHAJITHA,
CLeOUHUMERHAMA MbKAH fonka B
KpaHHUK
Hapywenun na Xemarypus

eghexmu na MaCmMoOmMo Ha
RPUNONCEHUE

Hapywenua na KpbBOH3IHB B
6Bb3NPOUIBOOUMENHAMA [ICHHCA,
cucmema u 2vpoama XeMarocnepMus
Obwyu napyuenun u I'prana 6omka




W [ToBeyeTro OT MAaUMEHTHUTE MMAT MPEIIEeCTBALM ChPACYHO-CHOOBH PHUCKOBH (akTopH (BiK.
Touka 4.4)

) CroO@aBaHd TNpPH MOCTMAPKETHHIOBOTO HAO/IOIEHHE HEXENaHM peakllMH, KOHWTO He ca
HaﬁJIIO,II;aBaHH npH 11auedo KOHTPOJMPAHU KJIMHHYHH NPOYYBAHUS,
® [To-yecTo noxnaasaHa, Koraro Taganadui ce npuiara rnpy rMalueHTH, KOUTO Beye Moy4aBaT

AHTUXMIECPTEH3UBHH JIEKAPCTBEHH IMPOIYKTH.

Onucanue Ha W30paHK HEXKETaHH PeaKliuK

HesnauurenHno no-ronsama yectora Ha otkinoHenus B EKI', npeau Bcuuko cuHycoBa Opaguxkapaus, ca
JOKJIaZIBAHA TPU MALMEHTH, JIEKYBaHH ¢ Tajganaduyi eIMH NMbT AHEBHO B CpaBHEHHe ¢ Iuianedo.
IToseuero ot Te3u oTkioHeHus B EKI' He ca cBBp3aHM ¢ HEXETaHUTE JIEKAPCTBEHH PeaKLIHH.

QEE! H CIICHHAIHH TIOITYJIallHH

JlaHHUTE NpPH MAUMEHTH Ha BB3pPacT Haa 65 roauHW, KOMTO npueMar Ttaganadun B KIMHUYHH
NpOy4YBaHUsA WJIM 3a JIeYEHHE Ha epeKTH/IHa AMCHYHKLMSA, WIM 3a JiedeHue Ha noOpokayecTBeHa
XUIepIula3yus Ha npocrarara, ca orpaHd4eHd. B KIMHWYHM npoyuBaHus ¢ Taganadun 5 mg, npuemas
BEJHEXK JHEBHO 3a JIeYeHHe Ha J0OpoKayecTBeHa XHUIIEepIUIa3us Ha MPOCTaTara, 3aMassHOCT M JUapus
ca cpO0LIaBaHU MO-YECTO MPHU MALMEHTH HaJl 75-rOAMIIHA BB3PacT.

Crobl1aBase Ha MOIO3UPAHU HEXKETAHH PEAKIIUH

Cho61IaBaHeTo Ha MOO3MPaHH HEXKEJIAaHH PeaKlMK CJIe/l paspellaBaHe 3a ynoTpe6a Ha JIeKapcCTBEHHS
NpoayKT € BaxkHo. ToBa Mo3Bo/ABa 1a MPOIB/LKM HAG/TIONEHHETO HA CHOTHOIIEHHETO MOJI3a/PHCK 3a
TeKapeTBeHMA  MPOAYKT. OT MEMUMHCKHTE CTICUMAIMCTH Ce M3MCKBA Ja cbobmaBaT BCAKa
MOJ03MPAHA HEXKEJTAHA PeaKLys Ype3 HALHOHANHA CF a cpobI

M3nbaHMTENHA areHLMs 110 JieKapcTBaTa
ya. ,,Jlamsn I'pyeB” Ne 8

1303 Codus

brvarapus

Ten.: +359 2 8903417

yebcaiiT: www.bda.bg

4.9 Ilpeno3upane

[Ipu 3apaBu noOpoBONUM ca JaBaHM eAMHMYHHM 1034 10 500 mg, a Ha MalUMEeHTH ca NpUIaraHu
MHOTOKpaTHH AHeBHM A03u a0 100 mg. Hexenanure cnOutua ca Ouwiv noaoOHM Ha OHeE3H,
HabNmogaBaHu NpU MO-HUCKM N03H. B ciyyaure Ha mnpenos3upaHe, ako ce Hanara, TpsaOBa na ce
MpeArpHeMaT CTaHZAPTHUTE MNOAABPXKALIM MEpKH. XeMoAualu3ara He3HAYMTeNIHO cromara 3a
eTAMHUHUPAHETO Ha Taganadu.

5. ®OAPMAKOJOI'MYHHU CBOMCTBA

5.1 dPapmakogHHAMHYHH CBOMCTBA

(dapMakoTepaneBTHYHA rpymna: YpPOJOrHYHUA NPOAYKTH, JICKAPCTBEHHM INMPOAYKTH, NMPUIAraHd IpU
epextriHa quchyukuus, ATC kon: GO4BEOS.

MexaHu3bM Ha JEHCTBUE

Tananadun e cenexTuBeH, obpaTiM HHXHOMTOP HAa LMKJIMYHUSA TYAaHO3MH MOHOQOCHAT

(ul'M®)-cneuupuuna ¢ochoauecrepaza tan S5 (PDES). Koraro cekcyaiHOTO /6
NpeaIu3BHKa JIOKATHO OCBOOOXKIaBaHe HAa a30TeH OKCHI, MHXMOMpaHEeTO Ha PDES/ cazv
npeau3BUKBa IMOBHIIEHM HMBA Ha Ul M® B kaBepHO3HUTE Tena. ToBa BOAM O/ p‘éqm‘:c
rinafgkata MycKyJjiaTypa ¥ MPUTOK Ha KPbB B TBKAHHTE Ha INEHHMCA, BOJAELIO 1A epﬂKJﬂLHnTaﬂaﬂh‘;bPﬂl‘ﬁ 2 |
Hee(DEKTHUBEH B JICUEHHUETO Ha ePEeKTHIIHA TUC(YHKLMS MPH JIUTICA HA CEKCyalHa CTHMwa,uHﬂ e qf: //
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dapMakoIHHAMHYHH edexTu

[IpoyusanusTa in vitro ca mokasanu, ue Tafanadun e cenekTHBeH WHxHOuTOop Ha PDES. PDES e
CH3HM, KOHTO C¢ OTKpHMBA B INIaIKaTa MYCKYJaTypa Ha KaBepHO3HOTO TSIO, CBAOBATA H BHCLEpaiua
[agKa MYCKYJaTypa, CKeJISTHHTE MYCKYJH, TpomOonutmre, 6nOpemmre, Oeymsa mpo0, M Mankus
MO3bK. JleficTBHeTo Ha Tapamadun e mno-cunHO BwpXy PDES, OTKONKOTC BLPXY APYTH
docdonuecrepazu. Taganadun e > 10 000 mpTH no-MomeH 3a PDES, 0TKOMKOTO 1O OTHOLIEHUE HA
PDE], PDE2 u PDE4 - en3uMH, KOMTO C& OTKPHBAT B CBHPHETO, MO3bKA, KPHBOHOCHHTE ChA Be,
yepHua Apob u gpyru opraHH. Tamanadun e > 10 000 meTH no- MomeH no orHomenue Ha PDES,
OTKOJIKOTO N0 oTHOmEHHe Ha PDE3 — en3uM, HaMHpall ¢¢ B ChPLIETO H KPEBOHOCHHTE ChOBE.

Ta3n cenektuBHOCT XM PDES, cpaBHeHa cbC cenekTBHOCTTA KM PDE3 e BaxkHa, 3amoto PDE3 ¢
CH3HM, Y4acTBaill B MEXaHH3Ma Ha CBpPACYHHTEe CbKpauleHusa. B aombnHeHHe, taganabun e
npubauzHTeNnHo 700- TETH MO-MOIIEH No OTHoWeHHe Ha PDES, oTkonkoro cnpamo PDE6 - exsum
KOHTO ce HAMHpa B peTHHaTa H € OTTOBOPEH 3a (oroTpaHcaykupaTa. Taganadun e cemo > 10 000
ITBTH MO MOLIEH N0 OTHOLUCHHE Ha PDES, oTtkonkxoro mo otHomeHue wa PDE7, no PDE10.

Knnanuna edrkacHOCT H 6€30I1aCHOCT

IIpoeeaeHH 6axa Tpu KITHHMYHH NpoyuBadus ¢ 1 054 manuenTH B JOMAIIHH YCIIOBHA 3a OINPEC/IAHE
Ha MPOABIDKHTEAHOCTTA Ha OTrOBOpa kKbM Taganadun. Tagamadmt e noxasan CTATHCTHYECKH 3HAYHMO
nogobpeHye B epexTIHATA QYHKIMA H CIIOCOOHOCTTA A2 Ce H3BBPLIH yCIeIeH NoJIOB aKT 40 36 Jyaca
CJiell NpHEeMa Ha Z103aTa, KAKTO U B CMOCOOHOCTTA HA MAIMEHTHTE 1A TONMYYAT W MONNBPIKAT epeKIHa
3a YCNEUICH I0JIOB aKT, B CpaBHEHHE ¢ Iu1auebo, ome Ha 16~Ta MHHYTa cell pHeMa Ha 103aTa.

Tapanagun, npunokeH Ha 34PABH JIMLA, IPSJH3BUKBA HE3HAYMMA PA3IHKa B CpaBHeHHE ¢ Iu1anebo B
CHCTOJJHOTO H JMAcCTOJIHOTO KPBBHO HAJAraHe B JIETHATO MOJIOKECHHE (CpeoHO MAakCHMAHO
HamaneHHe or 1,6/0,8 mm Hg, cboTBerHo), B CHCTONHOTO M AWACTOAHOTO KPLBHO HANSTaHE B
H3MPaBEHO MOJIOKEHHE (CpeAHO MakcumanHo HaManeHue ot 0,2/4,6 mm Hg, cvrorserno), H HaAMa
3HAYHMAa NPOMAHA B CEP/ICYHATA YECTOTA.

[Ipu npoyyrane 3a oLieHKa Ha eQEeKTUTE Ha Tajaiadun BEpXY 3pEHHETO HE Ca OTYETEHH HApYINEHHA B
Pa3lIO3HABAHETO HA LBETOBETE (CHHBO/3ENICHO) MOCPEACTBOM H3MON3BaHe Ha Tecra Farnsworth-
Munsell 100- hue. To3u pesynrar kopecnoHAHpa ¢ HHCKHA aduuHTeT HA Taganadun xsMm PDE6, B
cpaBHeHKe ¢ PDES. BbB BCHYKH KIMHHYHE NpPOY4YBaHHA CHOOINEHHATA 3a NPOMEHH B LIBETHOTO
BIKIaHe ca peakH (< 0,1%).

IlpoBenieHH ca TpH mpoyyYBaHHA IIPH MbBXkKe 33 OUCHKA Ha IMOTEHIHANHHA e(eKT BBpPXY
cnepmaroresesara Ha Tananadpun 10 mg (eaqHo 6-Meceuno npoyusane) U 20 mg (eAHO 6-MeceyHO H
€AHO 9-MECEYHO MpoyHBaHe), NPHAATaH ©KeAHEBHO. B ABe OT Te3u mpoyuBaHuA € Ha(uOAaBaHO
NOHIPKEHHE HA KOJIMYECTROTO M KOHLIEHTpaLMATA Ha CIIepMaTa, CBLP3aHo C JICUCHHEeTO ¢ TaganadpHn ¢
MaJIKa BEepOATHOCT 34 KJIMHHYHA 3HAYUMOCT. Te3u edekTH He ca OWIH CBEP3@HH ¢ NPOMEHH B APYTH
napaMeTpH, KaTo MOABMKHOCT, MOpgosiorna i FSH.,

Tapanagun B a034 ot 2 mg a0 100 mg e Gun H3cnenead B 16 KIHHHYHH TPOYIBAHHA, BIKIFOUBAILH 3
250 MauMeHTH, BRIIOYHTENHO NMALHEHTH ¢ CPEKTHIHA JUCHYHKIMS OT paziMidHa TEXeCT (JeKa,
YMEpeHa, TeXKa), €THOMOTHs, BB3pacT (Mexay 21-86 roaHMHH) M e€THHYECKA NPHHAJICKHOCT.
IloBedyero maupeHTH cHOOMABAT 3a epeKTIWIHA OUCHYHKIHA C MPONRIDKHTENIHOCT OT NOHEe eqHa
roguHa. IIpM nmepBOHaYANHUATE

npoyuBaHus 3a €(QEeKTHMBHOCT BEpXy obmara nomynauua 81% or maupeHTHTE ca CHOOLIMIH, ue
Taganadgun e nonoGpHI TAXHATA epeKUMs B cpaBHEeHME ¢ 35% npH rane6o. ChII0 Taka, MalHeHTHTe
C €PeKTHIHA QUCHYHUHA OT BCHYKH CTENEHH Ha TeXKeCT ChodInaBar 3a MoAoOpeHH epeKUHH, JOKATO
ca pseManM Taganagun (86%, 83%, u 72% 3a neka, ymepeHa, H TeKKa, ChOTBETHO B CpaBHeHue ¢
45%, 42%, u 19% c nnaue6o). IIpu MEpBOHAYANHHTE IPOYUBAHMS 34 eq;emaﬂoc'r 75"/
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uHAMBHI 48% NMpH nauueHTHTE, TPeTHPaHU C Taganadmwt 10 uny 20 mg (reBKaBa 1034, TPH HYKAA), B
cpaBueHHe cs¢ 17% npH wauebo.

[leamaTpHyHa MOIMynals

Epponeiickara areHuMs 0o JIeKapCTBATa OCBOOOXNABA OT 3AJBIDKCHHETO 3a NPEJOCTABSHE HA
pe3yATaTHTE OT MPOYYBAHHMA BBB BCHYKH MOArpYINM Ha [EeQHATPHYHATA MOMyJalys 34 JieYeHHE Ha
epekTWIHATA AHChyHKuuA. Bipkre Touka 4.2 3a HHpOpMalla OTHOCHO ynoTpe6a B NeAHaTpHATA.

5.2 @apMakOKHMHETHIHH CBOHCTBa

AOcopOuus

Tananadun ce abcopbupa OBp30 clea nepopanHO OpUIOKEHHE H HAOmOMaBaHHMTE CpPEIHM
MAaKCHMAITHH TUIa3MCHH KOHUEHTpAUMH (Cpyy) €€ mOcTHrar 3a CpeHO BpeMe OT 2 4yaca clef
NPHIIOKCHHETO.

AbconroTHaTa OMOHANWYHOCT Ha Tajanadwi ciefl NepopaiHO MPHIOKEHHe He € OHia onpenesieHa.
CkopocTTa M cTenedTa Ha abcopOups Ha Taganadui He ce MOBNMABAT OT XpaHa, Taka 4e Tamaiadmi
MO2Ke fIa C¢ IIPHEMa He3aBHCHMO OT XpaHeHeTo. BpeMero Ha npueM Ha fo3ata (CYTpHH CHpAMO Bedep)
HAMA KTHHHYHO 3HAYMMH e(QeKTH BBPXY CKOPOCTTA M CTereHTa Ha abcopOigus,

PaznpeneneHue
Cpennusar obeM Ha pasnpezeneHHe Ha Taganadun e npubnuzurenHo 63 1, xoero nokassa ve

Tazanaun ce paznpeaend B Thkauure. [IpH TepaneBTHYHH KOHLEHTpamHH, 94% ot Tajanadun B
nnasMata c€ CBbp3Ba ¢ NpoTcHHHTe. CBBHP3BaHECTO ¢ MPOTEHHHTE HE CE 3acAra NpH HapyIIcHA
Onbpeuna $yuxums. [To-manko ot 0,0005% or npueraTa nosa ce mosesBa B criepMaTa Ha 3paBH

HHAHBHIIH.

BHO_’rgaHgl:goQ MALHs

Taganadun ce merabomusupa mpeguMHO nocpeacTBoM wuToxpoM P450 (CYP) 3A4 uzodopmara.
OcHOBHHAT LHpKYNHpam MeTaboaHT e MeTHIKaTexon riokoponua. Tosw MeraGonur ¢ none 13 000
ETH no- cnabo akTHBeH oT Taganadun no otHomeHHe Ha PDES. CrnienoBateiiHo, He ce oYaksa Ja €

KJIMHWYHO AKTHUBEH MPH HaOMoAABaHWTE KOHLIEHTPALHH Ha MeTaO0IHTa.

EnnMuyupane
Cpegnusar nepopaneH xmpeHe Ha Tajanadun e 2,5 U/h, a cpegumar nomysamsor e 17,5 waca npu

3apaBH HHAMBHAK. Taganadun ce eKCKpeTHpa MPeAHUMHO KATO HEAKTHBHU META0OIHMTH, OCHOBHO C
dexamuure (npuOnuzuTenHo 61% oT N03aTa) H B IMO-MaJIKa CTeneH ¢ ypuHata (npubmusurenHo 36%
OT A03aTa).

JInneiiHocT/HenuHeHHOCT

QapMakOKHHETHKATA Ha Tafganaduii [Py 3ApaBH HHAHBHMIAM ¢ JIMHEHHA MO OTHOLIEHHE HA BPEMETO H
nosara. I1pu no3u Hap 2,5 no 20 mg excniosuuusta (AUC) ce ypenryaBa IMpONoOpLMOHAIHO € J034Ta,
CTauMoHapPHOTO CLCTOAHHE HA IUIA3MEHHTEe KOHLEHTpallMH C¢ MOCTHMraT 3a S5 NHH MpH AO3HPaHe
BEAHELXK JHEBHO.

QrapMakOKHHETHKATa, ONpeleieHa C MNOMYJAUMOHHMS ITOAXOH, IPH NAUHCHTH ¢ epeKTHIHA
auchyHKIEA ¢ nogoOHa Ha papMaKOKWHETHKATA NP HHANUBHAHK 0e3 epeKTIHA AUCPYHKUMS.

CnieLHanHH HOITYIALHH

Hayuenmu ¢ cmapuecka 8v3pacm
3OpaBH NALHEHTH B CTap4yecka BH3pacT (05 roJMHA WM NO-BH3PACTHH), MMAT NO-HUCHK MEPOpaIeH
KIMpBHC Ha Taganaguwi, sozewro Ao 25% no-eucoka excnosuims (AUC), B cpaBHeHHMe CBC :mpaBH
JaBa OCHOBaHHE 33 MIPOMAHA HA [103aTa,

bvbpevna nedocmamvurnocm
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[Ipy knHHHYHM GapMaKoOJOrHMHHM TPOYYBAHHA ¢ €AHOKpaTHa Zo3a Taaanadpun (5 mg a0 20 mg),
ekcrosHuuATa Ha Tananagpua (AUC) e npubaH3HTeNHO YABOCHA MPH HHAWBHIOH C JIeKa (KPCaTHHHHOB
ipehc 51 go 80 ml/min) wmm ymepena (xpearunumos knupeac 31 no 50 ml/min) 6:6peuna
HEAOCTAaTPYHOCT M NPH HHIMBHAH C KpaeH C¢Taguu Ha OnOpedno 3abonsBane na auammsa. [Ipu
naKeHTH Ha XemomHanusa Cmax e 41% no-Bucoko or HAOMOAABAaHOTO WpPH 3/PABH XOpa.
XeMonyanu3aTa He3HaYHTETHO CTIOMAra 3a eTHMHHHPAHETO Ha Tagaiadu.

Yepnoopobna nedocmanmoinocm

Excrnosuupara Ha Tajanadpun (AUC) npu HHAMBHAKM ¢ JleKa [0 YMepeHa YepHOZPOOHa
HegocraTb4HOCT (Child-Pugh xmac A u B) e cpaBHEMAa ¢ eKCIO3HUMATA IIPH 3ApaBH HHIMBHIH,
Kkoraro ce npunara aosa or 10 mg Vima orpannyeHH KIMHHYHH JaHHH 3a 0e30ImacHOCTTa HA
Tananadul NpH NAUHEHTH ¢ Texka depHoapobua mepmocrarpunocT (Child-Pugh xnac C). He ca
HAIWYHA ARHHH 32 MPHIIOKCHHE HA AO03H TaJaladHin eIHH T JHEBHO NPH NMAMEHTH ¢ YepHOApoGHA
HEAOCTATHYHOCT.AKO Tajanadii ce NpeNUcBa eAMH ITT JHEBHO, TO TpAGBa a HanpaBH BHHMATEHa
HHAMBHIyaIHA IIPEIeHKa Ha OTHOLICHHETO NMOM3a/pHCK OT NpeANMCBAIMA ro jekap. He ca HajvHH
DaHHH 33 NPUIOKCHHE Ha NO03H NO-BHCOKH oT 10 mg Taganadmn npH nauMeHTH ¢ wepHOAPOOHA
HEOCTATHYHOCT.

Hayuenmu ¢ ouabem

Excnozumata Ha Taganadu (AUC) npu narmenTs ¢ quaber e Ouna npuGausurenso 19% no-HUCKa,
oTkoskoTo crodHocrure HAa AUC 3a 3apaBu wmHauBuau. TasW pasfidKka B eKCHO3HLMATA HE JaBa
OCHOBaHME 32 MPOMAHA Ha A034aTa.

5.3 IlpeaxkNnAEYHH AaHHW 3a fezonacnoct

HexnuHuynMTe AaHHM He moka3saT ocobeH puck 32 Xopa Ha $asaTa Ha KOHBEHIAOHATHHTE
(hapMakoNOTHYHH NpOyYBaHHS 3a OE30MACHOCT, TOKCHYHOCT TIPH MHOrOKpaTHO IpHJarame,
F€HOTOKCHYHOCT, KapLMHOreHeH IOTeHIHAJI, PEeNpOAYKTHBHR TOKCHYHOCT H TOKCHYHOCT 3a
Pa3BHTHETO.

Hama pokasarenctsa 3a TepaTOreHHOCT, eMOPHOTOKCHYHOCT HIH (eTOTOKCHYHOCT MPH [UTHXOBE HIIH
MHINKH, KOMTO ca noayvsiH xo 1 000 mg/kg/nnerno raganagpun. Ipu npoyusane 3a mpeHaTarHO H
NOCTHATAIHOTO DPa3BHTUE [IPH IUTBXOBE, O03aTa, NpH KoATo He € HaOmoxaBaH edekrt, e Gmwia 30
mg/kg/nnesHo. Ilpa 6pemenen mrsx AUC 3a M3uHCIeHOTO cBOGOAHO JSKAPCTBO MPH TA3H K034 €
npubmusurenno 18 meTH yoBemkara AUC pu xosa 20 mg.

Hsama yBpexnaaHe Ha PepTWIHOCTTA NPH MBXKH H JKEHCKH ILTBXOBe. [IpM Kydera, HA XOHTO €
npunarad tajanabun exenHeBHo 3a 6 no 12 mecena npu no3u 25 mg/kg/mHeBrHo (BoAewIo A0 IOHE
TPHKPAaTHO MO- BHCOKa eKkcnosuimsa [Mexny 3,7-18,6] or HabmronaBaHaTta npH Xopa, HA KOHTO €
JaBaHa eMHNYHA fo3a oT 20 mg) u moBeYe, € UMAJIO perpecHs HA eNUTe/a Ha CEeMEHHHTe KAHATYeTa,
KO€TO € JOBE/IO O HAMAIICHHE Ha CIICPMATOTeHe3aTa Ha HAKOM Ky4eTa. BrKTe chio Touxa 5.1.

6. @®APMAIIEBTHYHU JAHHHA

6.1 CnHcbK HA DOMOHIHHTE BEIIECTBA

Anpo Ha Tabnerkara:

JlaxTo3a MOHOXHMApAT

MukpoxkpHcTanHa 1enyo3a
[Tonokcamep

[ToeunoH

Kpockapmenno3a HaTpui

Hatpues naypuicyngpar

CHuiHes THOKCH, KOJIOHAEH Oe3BOIcH
Marsesuen creapar
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OUIMOBO NOKPHTHE:
ITONMMBHHIIOB ANKOXON
Maxkporon

Tank

TwuranoB muokcua (E171)
Kenesen okcug ket (E172)
XKeneseH oxcup uepeeH (E172)

6.2 HechrBMECTHMOCTH

Henpuioxumo

6.3 Cpox na rogmocrt

2 TOAMHH

6.4 Coenuajaum ycI0BHS HA CbXPAHEHHE

To3u nexapcTBEH MPOAYKT HE U3HCKBA CIENMAIHH YCJIOBHS Ha ChXPaHEeHHe.

6.5 BuHa n chrALPKAHHE HA OIAKOBKATA

PVC/PVDC-AL 6nucrepu

Onaxoexu no 2 H 4 Tabnerkm.

He BcHUKM BHIOBE ONAKOBKH MOTaT Aa ObIAaT MycHATH B MpoJaxkba.
6.6 Crnennrannn npeANasHE MePKH NPH K3XBLPARHE A paboTa

HamMa crneipianum W3HCKBaHNS

7. HPHUTEXATEJ HA PA3PEINIEHHETO 3A YIIOTPEBA

KHBH DAPMA OO]]
yn. InaykopHna 2
1407 Codua
brirapus

8. HOMEP(A) HA PAPEINIEHHUETO 3A YIIOTPEEA

Per. No

9. JATA HA ITBPBO PA3PEIMIABAHE/MIOOHOBSBAHE HA PA3PEHIEHHETO 3A
YHHOTPEBA

10. JATA HA AKTYAJIN3UPAHE HA TEKCTA

Mapt 2017
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