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KPATKA XAPAKTEPHCTHKA HA TTPOXYKTA



M3NLIHUTENHA ATEHLNA N0 NEKAPCTBATA
Kpémica X8paxmepuGTLNA Na MPOgYIma - I ipun
1. HMME HA JEKAPCTBEHHS IPOXYKT Kiw Poe. 1 el228
o RE// AT /7/ I
I'yanec S mg puamapann TabreTkn Paspewenue Ne ‘ CWT
Gudnes 5 mg film-coated tablets Ao ’ ’

2. KAYECTBEH B KOJTHYECTBEH CHhCTAB

Bcaka ¢punMupana tabnerxa cexbpxa 5 mg tananadun (tadalafil).
TToMOMHO BEINECTBO ¢ H3BECTHO AeficTRHE: )
Besxa punmupana tabnerka cpabpika 123,125 mg nakrosa MOHOXHZPpAT.

3a MBAHHA CNHCHK Ha IOMOLHHTE BeLECTEA BIKTE TO9Ka 6.1.
3 JIEKAPCTBEHA ©OPMA

Qunmupana rabnerxa

C'yanec 5 mg ¢punmApans TabneTk ca 6nexo opankepy, ABORHOHIMTBEKHANE GHAMHPaHH TabneTkH ¢
¢bopmMa Ha Kanka, ¢ penedro usobpakenue “5” OT enHara cTpaHa.

4, KJIUMHHYHHU JAHHH
4.1 TepaneBTHYBEH NOKA3aAAR
Jleuenne Ha epexTHiHa QHchYHKIHA NPH Bh3PACTHH MBXKE.

3a na Gbae edexTpeH TananadHi 3a NeUEHHe HA ePEKTHIHA THCOYHKIMA, C& H3HCKBA CEKCYATHA
CTEMY AN,

Jleyenne Ha NPH3HALA H CHMOTOMH Ha A00POKAYECTBEHA XHNEPIUIA3HA HA IPOCTATATA PH BL3PACTHH
MBXE.

T'yanec He e mokasaH 3a ynotpeda ot XeHH.
4.2 J030poBKa H HAYHH HA DPHJOKENAE

03HPOBKA
Epexmunna ducynxyus npu ew3pacmmu Mvoce

Ilpx nauuenTH, KOKTO MPEABHAXAAT YecTa ynoTpeGa Ha ['yaHec (Hamp., MOHe JBa MBTH CEAMHYHO), MOXeE
Aa ce OOMHCIH KaTO HOAXOAAL PeXXHM €AHOKpaTeH AHEBeH MpHeM Ha Hali-HHckara foia [ynsec,
Gasupaliku ce Ha H300pa Ha NAUMEHTA ¥ PEMNEHHETO Ha JeKaps.

I1p Te€3d MalKMEeHTH NPENOPbYBAHATA §03a € 5 mg, PUeTa BEAHDXK AHEBHO NPHOIHINTENHO B €IHO H CHIIO
BpeMe Ha acHA. JlozaTa Moxe Aa ce HaMany 10 2,5 mg eTHOKPATHO JHEBHO Ka Oa3aTa Ha HHAHBHYATHATA
HOHOCHMOCT.

LienecnobpasHocTTa Ha NPOABLIDKHTENHATA eXeAHeBHa yrorpeba Tpabea NepHoAHYHO A2 c& NPEONEHABA.

B cny4aute, B KOHTO eXelHeBeH NMpHEM He e 000CHOBaH, MPenopsYBaHaTa eHOKPaTHa no3a e 10 mg,
NpHETa Npell O4YAKBAHATA CEKCYANHA aKTHRHOCT cbc MM 6e3 XpaHa. [IpH Tesn maumeys
Taganadun 10 mg ve soan Ko noaxoaam epexr, Moxke aa ce onuTa 20 mg. Tasu no3a Mo;
nole 30 MHHYTH Mpey cexcyanua aKTUBHOCT.




MaxcHMaIHATa YeCTOTA HA IPAEM € BEAHLAK JHERHO.

Taganadnn 10 u 20 mg e npeanasHaqen 3a ynotpeGa MpelH OYaKBAHA CEKCYaJHA AKTHBHOCT H HE C€
NpenopbLYBa 3a MPOABL/DKHTENHA XCAHEBHA YNoTpeba.

Hobpoxauecmeena xunepniasun na npocmamama npu 6b3pacmuy Mvice

[IpenopbunTenHaTa n03a ¢ 5 mg, NpHeMaHa MPUGNH3HTENHO N0 EAHO M CHINO BPEME BCEKH JICH CBC HIH
Oe3 xpaHa. 3a Bb3PACTHH MBXKe, KOHTO Ce JIEKYBAT KaKTO 3a 06poKavecTBeHa XHIEPIUIA3AA Ha IIPOCTaTaTa,
TAKA H 32 EPEKTHIIHA FHCGYHKINA, NPEnOpPHYHTENHATA 4034 ChIO € 5 mg, npHeMaHa NPUOIM3HTENRO 110
€IIHO M CHIIO BpeMe BeekH fieH. Tlpu nanuenTHTe, KOMTO HE Ca B CHCTOAHHE Jia IOHACAT Tazaradmui 5 mg
3a neuenne Ha AoOpoKavecTBeHa XHIEPI/1a3Ha Ha IpocTaTara, TpaGBa Aa ce B3eMe MpeABH aNTEPHATHBHO
TneYeHHe, Thit KaTo eHKacHOCTTa Ha Tananadun 2,5 mg 3a nevenne Ha NOOPOKAYESCTBEHA XHIIEPIUIa3HA Ha
MPOCTATATa HE € 0KA3aHa,

Cneuranns nomyJalHl
Muvoice ¢ cmapuecka gvspacm

ﬂplf[ MBKE B CTApUY€CKa Bh3pacT HE C€ H3HCKBA aJallTHPAHE HA J034aTa.

Muvorce ¢ 6vOpeuno yspexncoane
He ce nanara samanspatie Ha f03aTa PH NALMEHTH C JIEKO A0 YMepeHo Op6pedHo yBpexaane. 3a nanuenT
¢ Texko OpOpedHO YBpekaHEe MAKCHMAJIHATA IPENOPBYATENHA 4032 € 10 mg 3a ieyeHHe NPH Hy KA.

Ipn nanuenTH ¢ Texxo GhOpedHo yBpeXkaaHe N03UPAHETO eMH ITBT AHEBHO Ha Tazganadun 2,5 mg wim 5
mg, KaKTO 33 JICUCHHE Ha epEeKTHIIHA NHCPYHKIIAA TaKa H 32 Z00poKadecTBeHa XHIIEPILIA3KHA Ha [IPOCTATATa
He ce MpenoppyBa (px. Touka 4.4 H Touka 5.2).

Muvorce ¢ weprodpobno yepexcoane

3a neyeHHE HA EPEKTHIIHA JUCHYHKILMA, ¢ ynoTpefa Ha ['yJHec NpH HyXIa, NpenoppuHTeNHATa 1033
C'yanec ¢ 10 mg, npreTa NpeH oYaKBaHa CEKCYalHa aKTHBHOCT ChC Wi Ges xpana. Hma orpaHHuesn
KIHHHYHH JaHHH 32 OesonmacHoctra Ha yjaHec npu nanHenTH ¢ TekKa 9epHOAPOOHA HETOCTATHUHOCT
(Child-Pugh xnac C); ake ce npeanucea, To npeANMCBAIIMAT ro JeKap TpafBa Na HanpapH BHHMATE/IHa
HHAHBHAYAHa MPELEHKa Ha ChOTHOMICHHETO NoJ3a/puck. HaMa HaATHYHY NaHHH OTHOCHO MPHAOKEHHETO
Ha JO3H MO-BHCOKH OT 10 mg Taganatun Ha nau#eHTH ¢ 4epHOAPOGHO yBpexiaHe.

JosnpaseTo Ha T'yAHEC €AHH NBT AHEBHO KAKTO 33 JIEYEHHE HA €PEeKTHIHA AMCYHKUHA, TAKa H HA
noGpoxayecTREHa XMNEpIUIasHs Ha NPOCTATATA HE € OLEHABAHO IPH MAUMEHTH ¢ 4YepHoApobHa
HEAOCTATBYHOCT, CIEOBATENHO, AKO Ce MPEaNicBa, TO MPeANHCBAMMAT ro Aekap TpAbsa fa Hanpasu
BHHMATe/IHa HHAHBHAYATHA NPELEHKA HA OTHOLUSHHETO NON3a/puck (BXk. Touka 4.4 H Touka 5.2).

Muvoice ¢ duabem
Tpu Mbxe ¢ AHabeT He ce H3HCKBA NPOMSAHA B J03aT4.

Heduampuuna nonynayus
HsaMa CBOTBETHO MpHIokeHHe Ha ['yHec B NegHaTpHYHATA HOMYJIAIMA OTHOCHO IEYEHHETO HA EPEKTHIIHA

JHACHYHKIHS.

HagnH Ha npHICKEHHe
l'yanec 5 mg ca ¢uaMHpaHH TaGNeTKH 3a IEPOPATHO NPHIOKEHHE.




4.3 IIpoTHBOMOKA3AHAS

CBpPBXIYBCTBHTSIHOCT KbM aKTHRHOTO BEMISCTBO MY KbM HAKOE OT MOMOIIHHTE BEmECTsa, nibpocun B
Touka 6.1.

B wIHHHYHH NPOYYBaHHA € YCTAHOBEHO, ve Taaanadun yCHIBA XHIOTEHSHBHHTE eeKTH Ha HHTpAaTHTE.
CwmsTa ce, 9e TOBA € pe3ysTar oT KoMOHHUpaHHTe edeKTH Ha HRUTpaTHTE H Tazaradun BHPXY Bpb3Kara
azoreH oxcua/ul' M®. [Topanu Toba, npunoxennero Ha ['yAHEC IPH NALMEHTH, KOHTO H3MION3BAT HAKAKBH
{hopmu Ha OPraHUYEA HUTPATH, € POTHBONOKA3AHO (BXK. TOUKA 4.5).

['yanec He Tpa6Ba Aa ce mpHNara Ha MbXe Ch¢ ChPAEUHH 3a00NABAHKA, IPH KOHTO CEKCYaNHaTa aAKTHBHOCT
He € npenopeynTenHa. JlexapHate TpaGBa ga oOCHAST MOTEHUHANHHA ChpPASYEH PHCK OT CeKCyanHa
aKTHBHOCT MPH NAUHEHTH C NpeNIIecTBAI0 CHPACIHO-CBAORO 3a00aBaHe.

CneaHdTe rpynH NALMEHTH ¢bC ChPAEYHO-CHAOBO 3aboNdgpaHe He ¢a OHIHM BIJHOYEHH B KNHHHYHH
NpoyYBaHHA H 3aT0Ba ynoTpe6Gara Ha TaxanadI IpH TAX € NPOTHBOMOKA3aHa:
- TNAllKeHTH C MHOKapAcH HH(APKT B paMKHTE Ha NocIeqHHTe 90 quu,
- TAUMEHTH ¢ HecTabHIHA AHTHHA HITH AHTHHA, IPOABSBALNA CE 10 BpeMe Ha MOJOB akKT,
- MalHEHTH Ch¢ ChpAevHa HepocTaThyHoCT Kiac 1o NYHA (New York Heart Association) 2 Hag no-
BHCOK IIpe3 nocneganre 6 Mecena,
- [AUHEHTH ¢ HEKOHTPOIHPAHH AapHTMHH, XHnoroHds (< 90/50 mm Hg), @i HEKOHTpoAHMpaHa
XHNEPTOHHA,
- DMALMEHTH C HHCYT B PAMKHTE Ha TOCNIEJHHTE 6 Mecena.

['yaHec e MpoTHMBONOKa3aH NMpH HAllHEHTH CBC 38ryba Ha 3peHHETO HA €NHOTO OKO, B PesyNTaT Ha
HeapTepHA/IHa aHTEPHOPHA HCXEMH'IHA OYHA HEBPONaThA (non-arteritic anterior ischemic optic neuropathy,
NAION), HesaBucHMO OT TOBa, JajJH TO3H €MH3OJ € CBBP3aH WIH He ¢ mpeammnHa ynorpeba na PDES
HuxubuTop (rx. Touxa 4.4).

EanoBpeMeHHOTO Npuiokenne Ha PDES uuxuburopu, BIOYHTENHO TaAanadmi, ¢ TyaHHIaT- [HKIa3HH
CTHUMYIIZTOPH, KATO PHOLAIYAT € MPOTHBONOKA3AHO, ThH KAaTO TOBA MOXKE Jia IPHYMHH CHMITTOMATH4HA
XHIMOTOHKA (BXK. To4Ka 4.5).

44 Chnennanan npeaynpeaaeHHs H NpeAns3nE MEPKH HpE ynoTpeba

Ipenu nevenne c I'vanec
IMpenu aa 6ae o6CHALHO hapMAaKONOrHYHO N€HeHHe, TPAGBA Aa Ce CHeMe aHAMHE3a W HaNpaBH Qu3MKkaeH

TIpernes, 3a Aa ¢ AHarHOCTHHHPa epeKTHAHa MAHCOHYHKUMA HMIH A0OpoKadecTBEHA XHNEpn/iasHi Ha
NpOCTAaTaTa H Ja ¢€ ONPCACHAT NOTEHIIHAIHHTE IMOISXALIH MPHIHHH.

Ipean aa ce 3ano4He KaKBOTO M J1a € JISUEHHE HA ePEKTHIHA AMchyHKuHA, NekapuTe TPA6Ba Ja npeueHar
CBpPNEYHO-CHAOBHA CTATYC Ha TEXHHTE HAUMEHTH, ThH KaTo HMa H3BEeCTHA CTEIEH HA CHPACYEH PHCK,
CBBP3aH ChC CEKCYANHaTa aKTHBHOCT. Taganadun uMa Ba3OAHNIATATHBHH CBOMCTBA, BOJAEIUIH A0 JEKH K
NpEXOAHH TOHHXKCHHS HAa KpPBBHOTO Hansrane (BX, Todka 5.1) m 0o Taxpe HAYHH TNOTEHUHpa
XHAOTEHIUBHUA eeKT Ha HUTpaTHTE (BX. TO4YKa 4.3).

lMpepu aa ce 3amouHe neveHHe ¢ Taganadun Ha ROGPOKAYECTBEHA XHNEPIUIa3uA Ha IMPOCTaTaTa,
nauuenTHTe TPAOBA A Ce HICAESHBAT, 33 3 Ce M3KI0YH HANHYHETO HA KapIMHOM HA MPOCTATATA H
BHHMATEJIHO Ja C€ OLIEHH HAJHYHETO Ha ChPASMHO-ChIO0BH 3a0onaBanud (Bx. TouKa 4.3). 2




Ouenkata Ha epekTHNHaTa nucyHKUMA TpaOBa Aa BKMOYBA ONPEACIAHETC HA NOTEHUHAIHHTE
MO/UTeXALIH TPHYHHU B YCTAHOBABAHE HA NOAXOAAMIO IeYeHAe Ciell IPaBKITHA MeAHITHHCKA olleHka. He e
H3BECTHO, nané ['yanec e edexrTuBeH mpH DailHeHTH, OPEThPUENH TA30BH ONEpalHB WM PanuKaiHa,
HEChXPaHABAINA HEPBA NPOCTATEKTOMMA.

Carpneuno-cenorn dakxropn

Ilo BpeMe Ha NOCTMaPKETHHIOBH HAOMIOLEHHA H/HIM KNHHHYHH MPOYYBAaHHA ca JOKNAABAHH CEPHOIHH
CHPAACYHO-CHOBH CHLOWTHSA, BKIIOMBALM MHOKApAECH MM(ApKT, BHE3ANHA CHPAEYHA CMBPT, HecTabHIHA
dHTHHA TIEKTOPHC, KAMEPHH APHTMHH, MHCYJIT, TPAH3HTOPHH HCXEMHYHM €NH30AM, TpbaHa Ooka,
NAJIMATAIMA H TaxAkapaas. [lopeyeTo NMAUHENTH, BPH KOMTO Ca OOKIAABAHH Te3W ¢HOMTHSA, ca HMANH
NPEALIECTBAIH ChPAEYHO-ChAOBH PHCKOBH (pakTopH. BBIpekH ToBa, HE € BE3MOXHO Ja C€ OmpeaenH
KaTerOPHIHO, JATH Te3H CHONTHA ca CRbP3aHH MPAKO ¢ TE3H PHCKOBR (akTopH, ¢ ['yAHEC, ChC CeKCyalHaTa
AKTHBHOCT WJIH ¢ KOMGHHAIMATA HA TE3H MK APYTH GaKTOpPH.

IIph manHeHTH CBC CHITHTCTBAINO JEYEHHE ¢ AHTHXHIIEPTEH3HBHH JIEKAPCTBEHH MPOAYKTH, Tajanadun
MOXE Ja HHAYLHpAa MOHHKEHHE HA KpbBHOTO HamAraHe. Koraro ce samodpa exefHEBHO NEYEHHE C
Taganadun, Tpabea Na ce OOMHCIM KIAHMYHATA PBBL3MOXKHOCT 33 aJanTHpaHe Ha A03aTa HA
AHTHXHOEPTEH3HBHOTO JICYCHHE.

IIpH nauMeHTH, XOHTO mpHeMaT andal GioKepH, eNHOBPEMEHHOTO MpHIOKeHHEe Ha I'yaHec MoXke fa
JIOBeJiE 10 CHMITTOMATHYHA XHIOTOHMA TIPH HAKOH OT TAX (BXk. TouKa 4.5). KoMGunHpaseTo Ha Tananadmn
H JIOKCA303HH HE CE MPENophYBa.

3peHne

Crobwasany ca 3pHTETHA HapyIneHnd H ciydan Ha NAION (HeaprepHaiHa aHTEpHODHa HCXeMUYHA OYHA
HEBpPONAaTHA), CBbp3aHd ¢ npueMa Ha 'yanec u Apyrd PDES-uaxubHropH. AHamH3n Ha JaHHH OT
HEHHTEPBEHIKOHAIHA MPOYYBAHHA NpeANONaraT MoBHUIeH pHcK OT octpa NAION (meaprepmanna
aHTEPHOPHA HCXEMHYHA OYHA HEBPOTATHA) NMPH MbXe C ePeKTHAHA AMCOYHKIMA cnell eKCNO3HUHS Ha
taganadun wim apyru OJAES uaxnburopu. Teil xaro Topa Moke Aa Gbje OT NpakTHYecKo 3HaYEHHE 32
BCHVKH NMALMEHTH, H3I0XKEHH Ha Taganadui, nanueHTsT Tpabea Aa Gpae NpemynpexnaBal, ue B Cayvad
Ha BHE3allHO 3PHTENHO HapylueHHe, TpsGBa Aa cnpe npHeMa Ha I'yHeC B Ja ce KOHCY/NTHpa He3abaBHO ©
nekap (B:k. Touka 4.3).

Hamazen ciyx WiIH BHe3alHa 3ary6a Ha ciyxa
Cnygan Ha BHe3amHa 3ary6a Ha ciyxa ca cvo0menn cief ynorpeGata Ha Tananadmn. Benpekn ye Apyrua

PHCKOBH ()aKTOpPH Ca HANHIE B HAKOH Cy4aH (KaTo HAalpHMeEp Bb3pacT, AHaleT, XHNepToHHA H aHaMHesa
3a mpeaumHa 3aryba Ha ciyxa), maumeHTHTe TpabBa Na ObJaT MOCHBETBAHH A2 COpPAT NpHEMa Ha
Taganagua U A3 OTBPCAT He3aGaBHO MEJMIMHCKA NOMOLI B CTy4all Ha BHE3AMHO HAMa/ABaHE Ha CyXa
WM 3ary6a Ha cimyxa.

brdpeyuno H yepHo, HO VB e

IMpu nauueHTH ¢ Texkka Gupbpeuna HegoCTATHUHOCT Jo3HpaHeTo HA ['yIHeC €AHOKPATHO AHEBHO HE CC
Npenopspypa, NOpanM NOBHUICHATA eKcrmosHieda (AUC), orpaHddcHHMS KIAHKYCH ONHT W JIMIICATA Ha
BB3IMOXHOCT 33 NOBJIHABAHEC HA K.TalbHC& DOCPEeACTBOM JOuanasa.

HMa orpaHHYeHH KIMHHYHH JaHHM 3a (6e30MacHOCTTa Ha I'yAHec, NpHIOkKeH KaTo eHHHYHA J03a, IIPH

NanyeHTH ¢ Texka YepHonpoGHa HepocrathunocT (Child-Pugh xnac C). Ilpu maunenTH ¢ 9epHOAPOGHa
HE0CTATBUHOCT HE € OLEHABAHO €JHOKPATHOTO AHEBHO MpPHAOKEHHE WIH 3a JICYCHHE HA epemnna

neKap.




Hpaanna'bm H aHaTOMH4Ha ECQOEMM HAa NCHHCA

TlaueHTHTE, KONTO cA HMAIH EpPeKIHA, NPOABDKKAA 4 yaca HiM noBeue, TpAGBa xa 6BAaT NOCHBETBAHK
Ja OTHPCAT He3abaBHO NeKapcKa NOMOI, AKO NpHANH3MBT He Gbae IeKyBaH BEIHAra, THKAHTA HA NEHHCA
C€ YBPEKNIA H MOXKE /1a ce CTHTHe 0 NIOCTOAHHA 3ary0a Ha MOTeHTHOCTTA.

I'ynnec Tpabsa aa ce H3noN3BaT ¢ BHHMaHHE NP NALMEHTH C AHATOMHYHA Ze(opManHa Ha MeHHCa (KaTo
Hanp., aHrynauus, kapepHosHa ¢ubGposa wm Gonect Ha Peyronie) Han npy NalHeHTH cbC 3abonaBaHms,
KOHMTO MOTaT fa CH3ZAJAT NpeApasmoNioXeHHe KbM NPHANH3BM (KaTo ChPIOBHAHO-KICTHUHA AHEMHA,
MYJITHAILUIEH MBEJIOM HIIH JIeBKEMMUS),

Ynorpeba ¢ CYP3A4 nuxuGuropy
Hsuckea ce mopMIeHO BEHMaHHe, ako ce mpeandcea I'yaHec Ha TMALHEHTH, KOHTO H3MON3BAT MOIIHH

CYP3A4 aaXHOHTOPH (PHTOHABHD, CAKBHHABHD, KETOKOHA30J1, HTPAKOHA30] H €PHTPOMHUHH), THH KaTo
ApA KOMOHHHDAHETO HA Te3H NEKAPCTBEHH NPOAYKTH ce 3afensspa NMOBHIDABAHE HA SKCMO3ZHIMATA HA
taganagun (AUC) (Bx. Touka 4.5).

I'yanec n TH JCYEHHS 32 CPeKTHIHA AUChHYH

He ca npoygynpanu 6e3onacHocTTa M epHKacHOCTTa HA KoMOuHaiHuTe Ha I'yAHec M Apyrd HHXHOWTODH Ha
PDES5 unu apyry jJeyeHns Ha epekTiHa aucdyrxkums. [TaunentsT Tpadea na 6pae nndopmupan aa ue
npreMa I'yaHec B nogo6un koMOKHaLwH.

Jlakro3a

I'yanec ceabpka nakroza. [annenTyTe ¢ peAKH HacheaCTBEHH MpobIEMH Ha FAIAKTO3HA HETIOHOCHMOCT,
Lapp naktaseH AemuUMT WIH [NMOKO3HO-ranakTo3Ha ManaGcopGuus He TpaGBa fa mpHeMaT TO3H
NexapCTBEH MPOJYKT.

4.5.  BaaumogeiicTeHE ¢ ADYTH JCKADCTBEHR NPOAYKTH H ApyrH ¢opMA Ha B3aEMoOAcHCTBHE

IpoyusannsTa 3a B3aHMOAEHCTRHA ca NpoBeneHH ¢ 10 mg u/unn 20 mg Tananadmi, KakTo € NoCo4eHo mo-
Zony. Illo ce oTHaca Ao Te3W NpOVUBaHUA 3a BIAMMOZEHCTBHS, KLASTO ¢4 MpPUAarany caMo 03 Ha
tananadun or 10 mg, KIMHAYHO 3HAYMMH B3aMMOACHCTBHA NPH TI0-BHCOKH AO3H HE MOTAT H3IIO Aa
OBAaT N3KMIOYCHH.

€KTH Ha I'd BEIICCTEA BBPX AnAQPHUNI

Huxubumopu na yumoxpom P450

Tapanadun ce merabonmzupa rnaeHo upes CYP3A4. CenexruBHuar uuxuGurop Ha CYP3A4,
KkeTokoHason (200 mg axeBHO), yBenu4ana 2 meTH excnosnnuata (AUC) Ha taganadnn (10 mg) 1 Cmax ¢
15% cnpamo crolisocTTe Ha AUC 1 Cmax npH caMOCTOATENHO NPHIOXKeH Tananadui.

Keroxonazon (400 mg aueBHO), yBenu4asa 4 bTH ekcnosamuara (AUC) Ha taganadnn (20 mg) 1 Cmax
¢ 22%. PutoHnaBup, nporeazen unxuburop (200 mg, 2 meTa AHEBRO), KoliTO ¢ nEXMOnTOP Ha CYP3A4,
CYP2C9, CYP2C19 u CYP2DS, yrennyasa excriosuuuara (AUC) ra tagamadun (20 mg) 2-mbta 6e3 na
npoMets Cmax. Brnpexw ue He ca npoy4Bany cnenuguynay B3anMoaeicTBHA, eJHOBpeMEHHaTa ynoTpeba
C JpYrH HPOTea3sHH HHXHOUTOPN, KaTo CakBRHaBup, H ApyrH CYP3 A4 nHXuOHTOpH, KaT0 CPHTPOMHLIHH,
KIapHTPOMHIHH, HTPAKOHA301 ¥ COK OT rpeiindpyT, H3uckpa BHUMaHue, THI KaTO MoXe Ja ¢e 0Yakea, Te
Ja yBelIHYaT IUNIa3MEHHMTE KOHLEHTpalMH Ha tagarabun (mk Touka 4.4). CremosaTesno, vecToTara Ha
HEXEJAHHTE JCKAPCTBEHH pedKLHH, fIGCOYeHH B Touka 4.8 Moxke Ja Oble yBelHueHa.




Tpancnopmnu beantvyu

He ¢ winecTHA ponATa HA TPAHCTIOPTHUTE GeNTHIlM (HAPHMED P-TAHKOTPOTENH) BBPXY AHCTIOZHIAATA HA
Taganadun. CneacBaTeNIHO € HANHLE NOTEHUMAN 3a NEKapCTBCHH B3aHMOJEHCTBMA, MEAHHDAHH OT
MOTHCKAHE HA TPACTOPTANTE OENTHLH.

Hndyxmopu na yumoxpom P450

Unaykropst Ha CYP3A4, pudamnuuun, namanasa AUC ua tananadun ao 88%, crnipamo croiiHocTHTE HA
AUC nipr caMOCTOATENHO NpUAMKeH Taganadun (10 mg). Tasy HamManeHa eKCIO3HIHA MOXe [ia Ce 0MaKBa
na Hamany eHKacHOCTTA Ha Tagaladur; CTeNeHTa Ha HaMaNeHHe Ha eiMKacHOCTTa e HeH3BecTHa. Jpyru
uHaykTopH Ha CYP3A4, xaro ¢enobapbutan, deHHTOHH ¥ KapGaMa3enuH, MOrar ChUIO 1@ HAMAJAT
MNasMeHHTe KOHUEHTpaLHH Ha Tananadm.

CKTH Ha HJI_Bb] JCKapCTBEHH I KTH

Humpamu

B xnunH4HM npoy4Banns, Taganagun (5, 10 u 20 mg) e mokasai, e NOTeHIHpPa XHIIOTEH3HBHATE edeKTH
Ha HuTpartHTe. [lopaaw ToBa, Npunoxennero Ha 'yaHec npw NauMeHTH, NpHeMaily HAKos Qopma Ha
OpTraHH4YeH HHTPAT € NPOTHBOMNOKA3aHO (BXK. Totuxa 4.3). Bp3 ocHoBaTa Ha pesyiaTATH OT KIHHHYHO
npoyusaHe, B xoeTo 150 matueHTH ca nosydasanu gHesHu Ao3d ot 20 mg taganadun 2a 7 aun 1 0,4 mg
HHTPOTIHIEPHH CYOIHHIBANHO B PA3IMYHO BPEME, TOBA B3aHMOJelCTBHE € Habntofasano 3a noBeve or 24
4aca U He ¢ HabmonaBaHo cnel H3THYaHe Ha 48 Yaca oT nocneanara fo3a taganadun. Taka, IPH NAlHEHT,
Ha KOHTO € npelHcana HAKaKBa Ko3a Taganadun (2,5 mg-20 mg), ¥ 3a KOHTO NPWIOKEHHETO HA HHTPATH
ce CMATA 33 HeoDXonuMO NO MEAMITHHECKH NOKA3AHNA B KPHTHIHHA CUTYaunH, Tpabea a2 nMa noxe 48 vaca
OT MpueMa Ha NocieqHara X034 I'yAHec, mpelin MpHIOkKEeHHETO HA HHUTPATHTE. IIpH TAKHBA YCJIOBHA,
HHTpAaTHTE TpAOBA Jla Ce OPUIATAT CaMo M10/] CTPOT MEJJHIHHCKH KOHTPOJ H CBC ChOTBETHO NPOCIENABAHE
Ha XeMOAHHaMHKaTa.

Aumuxunepmen3susnu rexapemeenu cpedcmea (BKNONUMERHO KARYUEEU AHMAZORUCTIU)

EnnoBpeMeHHOTO NpHIIOKEHHE Ha BOKCa303HH (4 1 8 mg aHeBHO) # Tananabui (IHeBHa 1038 OT SME A
20 mg kaTo eQHOKpPaTHa 03a) 3aCHJIBa AHTHXHNEPTSH3UBHHA edeKT Ha To3d anda-6nokep B 3HaUNMa
cteneH. To3n edekt ce 3ana3zsa MoHe ABaHAZESCET Yaca U MOJKe Ja IPEAU3BHKA CHMITTOMH, BKJIIOUHTEIHO
CHHKOIL 3aTOBA Ta3n koMOHHALNA HE ce Npenopb4Ba (BX, TOUKa 4.4).

B npoyqsaHus 38 B3aUMOJeHCTBHATA, H3BBPLUIEHHA IPH orpaHu4eH Gpoli 3apaen No6GPOBOIILH, TE3H eQeKTH
He ca cho0meHH NpH andy303HH WM TamMcyno3ud. Bee nak, e HeoGXoAAMO HOBHIIEHO BHHMAHKE, KOTATO
Taganadua ce ynorpebspa npH NalNMEHTH, NIEKYBAHH ¢ XKaKBUTO H Aa ¢ anda- GnokepH, 0cobeHo MpH
NIAHEHTH B CTApYECKa Bh3pacT. JledeHnero TpaOBa Aa 3anodHe PR MUHMMATHA 1033 H TPOTPECHBHO Jia
Ce afarrupa.

B xnunnyen QapMakonorHgHM NpOyYBaHHMA € M3CAeABaH TNOTEHUHATHT HA Tajanaua Ja YCHIBa
XHIOTEH3NBHUTE €eKTH HA AHTHXHNEPTEH3HBHUTE JIEKApCTBEHH NPOAYKTH. IIpoyyBaHH Ca OCHOBHHTE
KNacOBE AHTHXHIEPTCH3HBHH JIEKAPCTBEHH MPOAYKTH, BKIOWYHTENHO KANIMEBH AHTATOHHCTH
(amyoAunHH), HHXHOGHTOPHTE HA AHTHOTEH3HH KOHBEpTHpaina eHsuM (ACE) (erananpmn), 610xepure Ha
GeTa-anpenepra4HUTE PELIENTOPH (METONPONON), THASHAHATE AHY peTHUH (6enapodnyasna), n GrokepHTe
Ha aHruotexsuH 1l penenropute (paznuuun BUIOBE ¥ AO3H, CAMOCTOATENHO WM B KOMOHHAIHA ¢ THAINAY,
KaJlIHeBHTE aHTArOHMHCTH, Oera-Onokepu, Wi anda-6nokepd). Tamanadun (10 mg ocsen B
NPOYYBAHHATA ¢ AHTArOHHCTHTE Ha aATHOTeH3HH 1l penenTopuTe W aMIOAMIIHH, NPH KOHTO € MpHAaraxa
no3a ot 20 mg) HAMA KNHHHIHO 3HAYMMH B3auMoneicTeHa, ¢ KOATO U na € OT Te3H Kiacose. B apyro
KIMHHYHO {$apMaKkonorsdHo npoyusaHe tapnanadun (20 mg) e usnaTead B komOuHAnmMA ¢ g0 4 xiaca
AHTHXHIEPTEH3UBEK NpoAyKTH. IIpH ManmeHTHTe, NpHeMaiH HAKOIKO aHTHXHICPTCH3HBHR

ambynaTopHHTEe NPOMEHH B KPBBHOTO HANArAHE H3IICKAAT CBBP3aHH CBC CTENEHTA
KPBBHOTO HanaraKe. B Ta3u Bpb3Ka, IPH NALHEHTHTE OT KIIMHHYHOTO H3MHTBAHE, YHE




€ 610 100pe KOHTPONMPaHO, HAMAJABAHETO & 6110 MUHHMATHO KIH NoAe0HO Ha TOBE, HabKAABAHO NPH
3npas# xopa. [TpH YHaCTHHIH B NPOYYBAHETO, IPH KOHTO KPBBHOTO HANATaHe HA MALHEHTHTE He ¢ 610
KOHTPONHPAHO, CnafaHeTo € OWno Mo-roagMo, BEIPEKH 9€ TO He € OHIC CBBP3aHO C XHIOTCHIHBHH
CHMIITOMH NPH NOBEYETO OT MAnMeHTHTe. [IpH nalWenTH, MONyYaBaH CHIBTCTBAILG JCHCHHE C
AHTHXHIEPTCHIHBHH JNEeKapCTBEHH NpoxykTH, Taganadun 20 mg moxe Aa BEAYLHpa HAMAJICHHE Ha
KPBBHOTO Hajfrase, KOero (C H3KMOYeHHe Ha anda Gnoxepd —BXK MO-rope), € KATO LAI0 MANKO H HE €
BEPOATHO Nia € KIHHHYHO 3HA4MMO. AHANH3ATE HA JAHHHTE OT KIMHWYHHM MpoydBaHus ¢aza 3 He ca
MOKa3aJH Pa3NHKa B HEXEJTAHKTE NeKapPCTRCHH CHOMTHA PH NALMEHTHTE, TPHEMAIIH Tananadu, cuc KiH
0e3 aHTHXHIEpPTEH3HBHH NEKApPCTBEHH MPOOYKTH. Bhnpek TOBa Ha nauueHTHTE TpibBa Xa ce nasa
HOAXONAL| KAMHMYCH CHBET 334 PB3IMOXKHO HAMATIEHHe HA KPHBHOTO HANATaHe, KOTaTo ¢¢ JIEKYBAar ¢
AHTHXHIEPTCHINBHH JIEKapCTBEHA NPOAYKTH.

Puoyuzyam

[IpenknuMHMYHE NpoyYBaHHA MOKA3BAT AOMbIHHMTENEH e(eKT HAa IOHMXaBaHE Ha CHCTEMHOTO KPBBHO
HajArane, xorato PDE5S naxuGurops ce koMOHHMpar ¢ paouuryar. B KIWHHYHE NpOYYBAHNA € NOKA3aHO,
9e PHOUMryaT MNOTEHIHpa XHIOTeH3URHHTe edekTH Ha PDES wnnxmburopnre. HiMa nannm 3a
GnaronpusTen KIMHHYEH efekT HA KoMOWHaUHATA B NpoydBaHara mnomynauui. EnHoBpemeHHaTa

ynotpeda Ha promuryar ¢ PDES auxu6Gurop, BkniouHTeNHO Taganadun, ¢ NPOTHROIOKa3aHa (WK, TOUKa
4.3).

Huxubumopu na 5-angha pedyxmazama

B KIHHHYHO MpoyYBaHe, KOeTO CpaBHABA Taanadun 5 mg, NpuIaraH efHOBPEMEHHO ¢ PHHACTEPH 5 mg,
¢ nauebo nmoc puHAcTEpHA 5 mg 3a o6eKIaBaHE HA CAMOTOMHTE Ha A00POKAYECTREHA XHIIEPATIA3HA HA
npocratara (JIXT]), He ca YCTAaHOBEHH HOBHM HEXEJIaHM peakiudd. Bhnpeku ToBa, Thi xaTo ofpunuanio
HpOy4BaHe 3a JIEKAPCTBCHH B3a#MOZAENCTBHA 34 OLEHKA Ha edieKTHTe Ha Tapanadui H Ha HHXHOHTOPHTE
Ha 5-anfa pemyxrasata (5-ARIs) ue e nposexaano, Tazanagun TpaGea Aa ce TpHAAra BHHMATENHO
€HOBPEMEHHO ¢ HHXHOHTOPH Ha S-anda pemykrazata (5-ARIs).

CYPLA2 - cybecmpamu (nanp., meogunun)

Koraro taganagun 10 mg ce npunara ¢ Teopwnan (HecenekTHeer docdonuecrepaseH HHXHOHTOP) BBB
(apMakonoruuyso mnpoydpake, He € HMaN0 ¢$apMAKOKHHETHYHH B3aHMoOAeHCTBHA. EXMHCTBEHHAT
dapmakonuHamuden edext e 6un nexo (3,5 ynapa/MunyTa) ysenudeHue Ha ChPACYHATA JECTOTA.
BbrpexH qe To3n eeKT € BTopocTeNeHeH H He € 6un 0T KIHHHYHO 3HAYeHHe NPH TOBA MpOYvBaHe, Tol
TpAOBa Ja ce B3eMa TOJ BHHMAaHHE NPH eJHOBPEeMEeHHA ynoTpe6a Ha Te3H IeKapCTBEHH NPOIYKTH.

Emununecmpaduon u mepbymanun

Taganadun e nokasan, ue npeaN3BHKBA YBeNHMEHHE HAa OHOHATHYHOCTTA HA €THHHISCTPANMON Clex
NepopaIHo NpANoXeHue; NoA06HO yBenHyeHHe Moxe Aa Oble 04aKBaHO NPH MEPOPATHOTO NPHIIOKEHHE
Ha TepOYTaNHH, BbIPEKH Y€ KARHHIHHTE JIOCAEACTEHS OT TOBA €4 HEONPENEIEHH.

Anxoxon
Konuenrpannure Ha ankoxon (cpeana MakcHManHa KOHLeHTpauua B kpuTa 0,08%) ne ce nosnuasar ot
ChbBMecCTHata ynorpeba ¢ Taganadut (10 mg wam 20 mg). B nonbinenne, 3 4aca cnen €AHOBPEMEHHOTO
IPHIIOKEHHE ¢ ankoXon He ca HalMmoJaBaHK NPOMEHH B KOHIEHTpAaLKHTe HAa TaganadHi, AJKOXONBT &
IIPUJIOXkKER NO Ha4HH, YB&JIHYABalll MAKCHMANHO CKOpOCTTA Ha abcopOuHA Ha ankoxon (CYTPHH Ha rlajHo,
Ge3 na ce mpreMa xpaHa o 2 yaca cnej npueMa Ha ankoxon) Taganadun (20 mg) He yBenHIABA CPEAHOTO
HaMaJsBaHe Ha KPbBHOTO HAIATaHe, IpeM3BUKano oT ankoxoda (0,7 g/kg win okono 180 ml 40% anxoxon
{Boaxa] mpu 80-kunorpamos MBx), HO PH HAKOH X0pa MOXKeE Aa ce HabloaBa NocTypaieH CBETOBBPTEX
HAH oprocTaridHa XunoToHus. Korate tapanadgmn ce mpHnara ¢ no-Majkd A03H amco 6-g/k




CaMOCTOATENHOTO NPHIoXKEHHE Ha anKkoXol. EdekTsT Ha ankoxona BepXy KOTHHTHBHATA GyHKuas He ce
3acHnBar ot Tafanabpun (10 mg).

Lfumoxpom P450 memabonusupa rexapcmeeru npodyxmu

Tananadmn He ce ovaxea Ja NpeJH3BUKBA KIHHHYHO 3HAYHMO NOTHCKAHe AIH HHIYKUHS HA KIMPBHCA HA
JIeKapCTBEHH NpoAyKTH, Merabonusupann ot CYP450 usodopmure. [IpoyusaHnaTa ca NOTBLPAWIH, Ye
Taganadun e naxnOupa waM HHEyIHUpa H3odopmure Ha CYP450, sxmounrenno CYP3A4, CYP1A2,
CYP2D6, CYP2EIL, CYP2C9 u CYP2C19.

CYP2C9 - cybempamu (nanp., R-sapdapun)

Tamanadun (10 mg u 20 mg) HaMa KIHHAYHO 3HaYHM edeKT BbpXy ekcrozntmata (AUC) na 8-
BapapuH Wid R-aphapus (cyberpar Ha CYP2C9), HuTO 3acaTa MPOMEHHTE B NPOTPOMOHACBOTO
BpeMe, IPEAH3BHKAHH OT BapdapHH.

Acnupun
Tananadnn (10 mg u 20 mg) He NOTEHLMpPa YBEIVYEHAETO BBE BPEMETO Ha KbPBERE, NPHIWHEHO OT
ALIETHICATHIMIOBA KHCETHHA.

IIpomueoduabemuu sexapcmsenu npodyxmu
He ca nposexaann crienupuIHN NpoyYBaHHA 32 B3AHMOAEHCTBHA C NIPOTHBOAHAGETHH NIEKAPCTBEHH
MPOJYKTH.

4.6. @eprrauTeT, GpeMEHHOCT B KbPMEHE
I'yanec He e mokasan 3a ynorpeba ot xeHH.

BpemeHHOCT

Hma orpanHyeHH nanny 3a ynorpebara na tananadun npu Gpemennn xenu. [IpoydsannsTa npH
JKHBOTHH HE MOKA3BaT NPAKO WIH HENPAKO BpeHO B3aliMonelicTere BLpXY OpeMeHHOCTT],
eMOpHORATHOTO/PETANHOTO PasBHTHE, pAXKAAHETO WIH NOCTHATAIHOTO pa3BHTHE (BX Touka 5.3). Karo
npeAnasHa MAPKa, 3a MPeANOYHTaHE e ynoTpebara na ['yaHec no BpeMe Ha GPEMEHHOCT a ce H3Garsa.

KbpmeHe

Hanwunnre dapMakonnHaMidHH/TOKCHKONOIHYHH J4aHHM TIPH XHBOTHH [OKa3BaT EKCKPELMA Ha
Tajanadun B misakoTo. He MoXe Aa ce H3KIOYH PHCK 3a KbpMavero, ['yauec He Tpabba Ja ce H3M0N3Ba 1o
BpEMeE Ha KbpMEHE,

Depruaurer

Habmoznaeany ca edekTH mpH Kyuera, KOHTO MOXE Ja COYAT yBpexZiane Ha Geprunurera. [pe
nocnejBai(y KTHHAYAH [IPOYIBAHHS OKA3BAT, 4¢ TO3H ed)eKT € MANKO BEPOATEH IPH XOpa, BBIIPEKH Ye ce
Ha0monasa HaMaJicHHE Ha KOHIIEHTPAlNATA HA CIiepMa [IPH HAKOH Mbxe {BXK. To%ka 5.1 H To4ka 5.3).

4.7. EdexTn Bbpxy cnocofGHOCTTA 32 mobHpane H paGoTa ¢ MAINEBE
[yauec noenuaABa nMpeHeOpeXxxHMMO CiocoGHOCTTA 33 mwodMpaHe HnM palora ¢ MaUHK. BLIpeKH, Ye B
KIMHHYHH [IPOYYBAHHS YECTOTATA Ha ChOOIICHUATA 33 CBETOBBPTEX MPH IPyNaTa ¢ nianeto u rpynara ¢
Tananadun na e 6ura cXooHa, NAHEHTHTE Tpa0Ba Ja ca HAICHO 33 TOBA KaK INe pearupaT Ha ['yanec,
npeay mogHpaHe HAH paboTa ¢ MAIIHHH.

4.8. HekenaHH JeKAPCTBEHE PeaKuuu




Pestome Ha una ua 6e’0nacnocT

Haii-uecto chOOIIaBAHHTE HEXENAHH JNEKAPCTBEHM DEaKIMH NpH MauWeHTH, NpHemamu [yamec 3a
NeYeHHe Ha ePeKTH/IHa AucyHKUNA M JoOpoKadecTBeHA XHTIEpIIa3us Ha MPOCTaTaTa ca rnasobonse,
AHCIencus, 6onka B rbpba ¥ MHANIHA, NPH KOMTO YeCTOTATA C€ YBeJIHYaBa ¢ MOBHIIABAHE HA [03aTa Ha
l“ymiec. Joxnanpanure HexeTanH JIEKapCTBEHH pEaKIlHH ca OmwH NpeX0oJHHA H B HOBCUCTO CIIYyYaH JICKH
10 ymepen. TIo-roiaMata 4acT OT CIydanTe Ha rnasobonue, chobniarann npH TIpHeM Ha ['yHeC BBk
AHEBHO, ca Aabmoaabanu npe3s mepeHTe 10 10 30 1Hu OT 3aN0YBaHe Ha IEUESHHETO.

PestoMe Ha HeXenaHHTe peakivuy B Tabmyen BHA

B tabnuuara no-aomy ca H30poeHH HEKeJIAHHTE NEKAPCTBEHM PeakuuH, HabmojaBaHH OT CHOHTAHHH
cp00IeHHs ¥ NpH miaueGo KOHTPONHPAHH KIHHHYHHA NpoyuBaHus (o6xpamamm o6mo 8 022 nmanueHTH,
NeKyBaHH ¢ Tafanadrn, u 4 422 nanuenTH, Nonyyasand mianeto) 3a reyeHHe Ha EPEKTHIIHA AHCHYHKIHA
NpH HYKJA H BEINBK AHCBHO H 33 JieueHHe Ha AoOpoKauecTBeHAa XHMICPIUIa3sHA Ha MPOCTATATA BEAHBK
IHEBHO.

Heoscenanu nexapemeenu pearyuu
Konpenuns 3a 9ecTorara: MHOTO YecTH (>>1/10), yectn (=>1/100 go <1/10), Heuectn (=1/1 000 ao

<1/100), peaxn (=1/10 000 go <1/1 000), muoro peaxu (<1/10 000) u ¢ HeH3BeCTHa YecTOTA (OT HATHIHHTE
JIAHHH He Moxe Aa Ob/ie HaNpaBeHa OLEHKa),

JeCTOTA

Mpuoro 9ecTn YecTn Heuectd Peaxn C HeH3BECTHA

Hapywenua na umynnama cucmema

Peakiuy Ha AHrnoeaeM~
CBPBXUYBCTRHTE
JIHOCT
Hapywenua na nepenama cucmema
I'nasoGonue 3amasnocT

HHcynTl (BRITIOYHTENIHO
XeMoparu4ny cs0nTHA),

Cunxon, TpaH3uTOpPHH

HCXEMHYHH IPHCTHIN 1 N

Mm'penaz,
[MpunagbuH®,
TpaHinTopHa aMHE3HA

Hapywenun na ouume

3aMBracHO HapymeHp€ Ha 3pHTEIHOTO
BIDKJAaHe, none, OToK Ha KIENaMHTE,
Vcemanus, XunepeMus Ha

ONHCBAHH KaTo KOHKYHKTHBATA,

Donka B ouHTe Heaprepnanza aHTepHOPHR
HCXEMHYHA O4HA

HeBpONaTHA (NAION):‘!,
3anymeaHe Ha CBIO!

perm{a'ra:2

Hapywenua na yxomo u rabupunma




| | TunuTyc | Buesanna 3aryba Ha cyxa
Cvpeunu napywienus’
Taxuxapaus, MuoxkapacH uH(apKT,
Nammwramn HecraOmina '
creﬂoxapznmz, Kamepna
APHTMHA
Crvdosu napyuienun
3avepBaBaHe XunoTonns-,
Xuanepronus
Pecnupamopnu, 2pvnu u meduacmunaniu Hapyutenus
Hazanna JucnHes
KOBT€CTHA Enuxcrakcue
Cmomauno-ypesiu Hapyuwerun
Jucniencus Kopemna 6onxka,
[Mospruinasne,
I'apene, I'acTpo-
esodarean
eH peduiyke

Hapyuenus na xoxcama u nooxoicrama morkan

O6pus Yprukapusa, CHHAPOM Ha
Stevens-Johnson?2,
Exconuarusen
IepMaTHT-,
Xunepxugposa (merese)
Hapywenus na mycxynrno-cxeaemnama cucmemd, CoeOURUMETNAMA PIbKAH 1§ KOCmume
Bonka B rep0a,
Mnuanrng, Bonka
B KpalRHK
Hapywenua na Gvopeyume u nuxounume nemuya
I | Xemarypus |
Hapywenua na svanpoussodumennama cucmema u 2epdama
Vawmxena IMpuanu3sM,
epexumi KphBoH21HB B I¢HACA,
XeMarocnepMus
OO Hapyuenus u egexmu Ha MACMOMO HA RPUROICEHUE
Tpuawa Gonka', OTOK Ha HH1LY 2,
Meprpepen Buesanna cepaevHa
OTOK, ¥MOpa 1.2
CMBPT *

(1) IoBeueTo oT NalHEHTHTe HMAT NpeAMEcTBAlIH ChPACIHO-CAOBH PHCKOBH (aKkTopH (8. Touka 4.4).
(2) CpolmapaHd NPy NOCTMaPKETHHIOBOTO HAOMIOACHHE HeXeNlaHH PeaklliH, KOHTO He ¢a HabniogaBaHd

np# mianeto KOHTPONEPAHH KITHHUYHH NPOYYBaHHs
(3) Ho-uecto poknagBaHa, kOraTo Taganadgun ce MpHIAra NpH MAHSHTH, KOHTO BeYe MOMydaBaT
AHTHXHINIEPTCH3HBHH NIEKAPCTBEHH MPOAYKTH.

Onucanne Ha R30paHH HexelaHH PeaKIHH
HesHauHTeNHO No-roisma 4ecToTa Ha oTkiIoHeH#A B EKT, npenu BcHuko cHHycoa 6pa

AOKNaABAHH IPH MALHCHTH, JICKYBaHH C Ta.nana(bnn €IHH ITbT AHCBHO B CPABHCHHE C I




IToseuero ot Te3u oTknonenns e EKT He ca CBBP3aHH ¢ HCKCITAHATE ICKAPCTBCHH PCAKIIHH.

Jpyra cnenHanyu nonynamyuy

JlaHHWTE NpH NANHEHTH HAa BB3PacT Hall 65 roauHK, KOHTO NPHEMAT Taganadnn B KIHHHYHHE KPOyUBaHHA
HJIH 34 JICYEHHE HA epeKTHIHA AucdyHKUHSA, HIIH 3a JeYeHHe Ha JoDpokadecTreHa XHNepniasHg Ha
NpOCTaTara, ca OrpaHH4cHy. B KIHHWYIHY MpoyuBaHuA ¢ Taganadmi, NpHeMaH IPH HyXJa 33 JIeYeHHe Ha
epexTHIHA AuchYHKIHA, IHAPHA ce ChoblaBa No-4ecTo npH NAIHEHTH Ha Bh3pacT Hax 65 roaunn. B
KIMHHYHH MPOYYBaHHA ¢ Tagakaduin 5 mg, npHeMan BeAWEK JHEBHO 3a JieucHNE Ha ZoOpOKAIECTBCHA
XHNEPIUIA3Hs HA MPOCTATATA, 3AMAAHOCT M JHApHS ¢a ChOOIABAHA MO-4eCTO MpH NaluMeHTH Hax 75-
TOAMIIHA BB3pacT.

Cpobinapane Ha MONO3MPaHH HexeNaHH PEaKLHH
Cpo01IaBaHeTO Ha NOAOIHPAHH HEXENAHH PeaKliK clie] paspelgaBaHe 3a ynioTpeSa Ha TeKapcTBeHHS

NPOXYKT € BaxkHO. ToBa no3BonsBa Ja NPOALDKE HAGMI0AEHHETO HA CHOTHOMEHHETO NMOI3a/PHCK 38
NEKapCTBeHMA NpoAyKT. OT MENHIUMHCKHMTE CHELMATHCTH Ce H3HCKBA Ja choOmaBar BCAKa MOAO3MpaHa
HEXENaHa peaKiua ZHPEKTHO Ha M3nenHHTenna arenuus no nexapereara (MAJT):

yu. Jlamsn [pyes” Ne 8
1303Codmn,

Ten.: +359 2 8903 417
ein. noma: bda@bda.bg
yebcaifT: www.bda.bg

49, JIlpeaoznpane
CHMITOMH

Ilpu 3apaBn A0OpOBOMIIM €3 NaBaHM eOMHHYHHM A03H 70 500 mg, a Ha NalUWeHTH ca TpHJaraH|
MHOTOKPaTHH AHEBHH J1o3H A0 100 mg. HexenaHure cbOHTHA ca 6unH nogoGHK HAa OHe3H, HAOMoNaBaHK
NpH NO-BHCKE N03H. B cioyuanTe HA mpefosspaHe, ako ce Hajara, TpaGBa Ja ce NpeAnNpHEMar
CTAHAAPTHHTE MOANBPKALIA MEpKH. XeMoAHANH3aTa HE3HAYMTE/HO ClIoMara 3a €TMMHHHPAaHETO HA
TananapuL

5. ©®APMAKOJOIHYHHM CBOHCTBA
5.1 DapMakoaHAAMHYHH CBOiCTBS
(I)apmakorrepanen'rmma rpyna: ypo.lIOI‘H'[HH CpeacTBa, neKachneHn l'IpO,I[yR’I'H, nplmarama MnpH

epexTHAnRa OHChYHKIHA.
ATC xon: GO4BEOS

MexanauabM Ha AclCTBHE

Tananadpun e cenexruBed, oGpaTAM WHXHGHTOp HA LMKIMYHHA TyaHO3uH MoHodochar (WMD) -
cneungugHa pochoanecrepasa Tun 5 (PDES). Koraro cexcyamHOTO CTHMYJIHPAHE NPEJM3BHKA JJOKATHO
ocBo6OXKIABAHE Ha a30TEH OKCcHL, HHxnOuparero Ha PDES ot Tananadmn npeau3BHKBa NOBHINCHH HHBA -
Ha il M® B xasepHo3nnTe Tena. ToBa Boau Ao penakcauus Ha rIajKaTa MycKynatypa ‘/-- P

AHC(yHKIHA IPA TANCA HA CEKCYAIHA CTHMYNaiHs.



EdexrsT Ha uHxMOHpaneto Ha PDES BupXy KoHIeHTpaunsta Ha UM B Kopmyc KaBepHOyM ce
Ha0/oAaBa CHIO M B IIIAAKHTE MYCKY/H Ha MPOCTATATa, MUKOUNHS MEXyp H KphBOCHAOASBAINHTE TH
cbaoBe. B pesynTar Ha penakcauma Ha ChAOBETE C€ IIOBHINABA Nepdy3usTa ¢ KPBB, KOSTO MOXe na Obae
MEXaHH3MBT, Ype3 KOHTO Ce HaManaBaT CHMITOMHTE Ha JOOPOKAYeCTBEHA XHNepinasid Ha

npocTatara. Te3n ChAOBH edeKTH MOKe 2 Ce NOMBIBAT OT HHXHOHpAHETO HA aKTHBHOCTTA Ha a(epeHTHAS
HEPR HA MUKOYHHI MEXYDP W PeNakcalyaTa Ka rajgKkuTe MyCKylH Ha IPOCTATATa i Ha IIMKOMHHA MEXYD.

DapmakonHHAMAYHH edeKTH

[Ipoyusanunsra in vitro ca nokasans, de Taganadun e cenekrused naxuGHTop Ha PDES. PDES e ensum,
KOHTO ce OTKpHBA B ITaOKaTa MYCKYJaTypa Ha KABGPHOSHOTO TAJNO, ChAOBaTa M BHClEpanHa riaika
MYCKYNaTypa, CKEIeTHHTE MycKyiH, TpomOounture, OnOpeunte, Genmsa apod, M MankHd MO3ZBK.
He#icteuero Ha Tananapnn e mo-cunwo BbpXy PDES, oTkonkoTo BhpXy Apyrn docdonmecrepasn.
Tapanadmnn e sag 10 000 ma no-momen 3a PDES, otkonkoTo no oreomenue va PDE1, PDE2 n PDE4 -
€H3HUMH, KOHTO Ce OTKPHBAT B CHPLiETO, MO3bKa, KPBBOHOCHHTE CBIOBE, YepHus ApoS H APYr# OpraHm.
Taganagun e nag 10 000 nb1a mo-MoleH mo oTHoIeHHe Ha PDES, otkonkoTo no orHolnerue Ha PDE3 —
€H34M, HAMHApAI ¢€ B CHPLIETO H KPEBOHOCHHTE chIoBe. Tasu cenekTHEHOCT KbM PDES, cpaBHeHa ¢be

cenextHBHOCcTTa KbM PDE3 e Baxna, zamoro PDE3 e en3snM, y4YacTBall B MeX4aHH3MA HA CLPJCYHHTE
cbkpauenns. B nomsiuenue, Taganagun e npubausurento 700-nrH no-Moien no oraolneHxe Ha PDES,
oTkonkoTo cnpaMo PDEG - ensum koiiTo ce HaMupa B peTHHATA H € OTTOBOpPEH 3a (OTOTPAHCAYKLHATA.

Tananadun e cemo aax 10 000 meTH no-MomeH no oraouenue Ha PDES, oTkonkoTo MO OTHOIIEHHE HA
PDE7, a0 PDEI1O.

Knnnuyna edukacHocT o 6esomacHocT

Tananadun, npunoxeH Ha 3ApaBHM huua, NPEAH3BHKBA HE3HAYHMA PAa3HKA B CpPaBHCHHE ¢ Ianebo B
CHCTOIHOTO H AHACTONHOTO KPBEHO HANATAHE B JIETHANO TIONMKEHHE (CpeHO MAKCHMANHO HAMAICHHE OT
1,6/0,8 mm Hg, chOTBETHO), B CHCTONHOTO H AHACTONHOTO KPBBHO HANAraHe B M3MPaBEHO NOJICKEHHE

{cpenHo MaxciManno Hamanenue ot 0,2/4,6 mm Hg, cbOTBETHO) H HAMA 3HAYHMA POMSHA B ChpAeYHATa
JeCTOoTA.

B npoyusane 3a onexka Ha eexruTe Ha Tananadun BHPXY 3PEHHETO He ca OTYETEHH HapyIeHHA B
pa3sno3HaBaHeTO HA LBETOBETE (CHHBO/3ENEHO) MOCPEACTBOM H3NOM3Bane Ha Tecra Farnsworth- Munsell
100-hue. To3n pesyATaT kopecnonzupa ¢ HMCKHA aHHHTeT Ha Tajanadun xem PDES6, B cpaBHeHHe ¢

PDES. Bba BCHYKH KIHHHYHH NPOYHBaHHA CHOGIIEHHATA 3a NPOMEHH B IBETHOTO BIKJAHE Ca peakH (<
0,1%).

[IpoBenesy ca TpH MpOYHBaHKA NPH MbXKE 33 CLEHKA Ha NOTeRUHANHKA edeKT BhpXy CHepMaToreHesara
Ha Tananadpun 10 mg (emHo 6-meceuno npoydsane) H 20 mg (eaHo 6-Meceuno A €AHO 9-MeceuHo
npoyuBaHe), MpHJaraH eXelKeBHO. B JBe OT Te3d mnpoydyBaHHd € HAONIOAaBAHO HOHMHIKEHHE Ha
KOJIMHECTBOTO H KOHLEHTPAIHATA Ha CIIEPMATA, CEBP3AHO C IEUCHHETO ¢ Tananapun ¢ MaJIKa BEPOATHOCT
332 K/IMHMYHA 3Ha4YMMOCT. Tesn edexkTH He ca GHIHM CBBP3aHH ¢ NMPOMEHH B APYTH MapaMeTpH, KaTo
noaBHKHOCT, Mopdonorua H FSH,

Epexmunna oucgynxyus
3a tananadmn npH HykAa ca NPOBEAEHH TPH KIMHHYHM Upoy4uBaHudA ¢ 1 054 nauueHTH B AOMAINHH
YCROBHA 3a ONMpEJENsHEe HAa MPOLBIDKHTENHOCTTAa HA OTrosopa. Tamamadmuin ¢ moKasal CTATHCTHYECKH
3HaYHMO mozeOpeHHe B EPEKTHIHATA (YHKIMA H CNOCOOHOCTTA /g C€ H3BBPIIH yCHeleH NOJIOB aKT .uo 36
yaca cieji MpHeMa Ha J103ara, KakTo U B cNocoOHOCTTA Ha MAHEHTHTE Aa MONYYaT H NOATbpPKa

3a yChelleH NnoJioB akT, B CpaBHeHHe ¢ nauebo, ome Ha 16-Ta MHHYTA CNeA NpHEMa Ha Josh




B enno 12-cenmuymo npoyusane, npobeneHo npu 186 nauentn (142 Tananadun, 44 nnaneGo) ¢ BTopHyHa
€pexThNHa AkCYHKIMA BeASACTHE Ha YBpek/AaHe Ha rpbOHAUYHES MO3BK, Tajalad i 3HaYHMO NoAobpaBa
epeKTHIHAaTa GYHKIMA, KOeTO BOAH A0 CpEAHA YeCTOTa Ha YCNEHHHTe ONHTH 3a MHAMBHA 48% mipn
MalMeHTHTE, TPETHPaHH ¢ Tananadun 10 unn 20 mg (reBKaBa f03a, NpH HYX/a), B cpaBHeHne cbe 17%
npH miaue6o.

3a oneHka Ha IpHeMa Ha Tajanadgun BeXHeK JHEBHO B 403K 2,5, 5 1 10 mg, MEPBOHAYANHO ¢4 NIPOBEIEHH
3 WIMHHYHA NPOYYBaHHA, BKMIOYBAIIH 853 maUMeHTH HA Pa3MYHA Bh3pacT (MexAy 21-82 rogHHH) W
€THHYeCKa NPHHAAJIEKHOCT, ¢ EpeKTHIIHA AMCYHKIHA OT PazTHdHa TexecT (Nexa, yMepeHa, TEXKa) H
etHonorua. [Ipu ABere mbpBOHaYanHH npoyuBaHHs 3a edeKTHBHOCT Npd o0mMaTa MOMyNAUHi CpeAHATA
Y€CTOTa Ha YCHEIIHATE ONKTH 32 CEKCyaleH KOHTAKT 3a HHAMBHA € Guna 57 H 67% npH Taganadun S mg,
50% npu tananadgmn 2,5 mg B cpaBhende ¢ 31 u 37% npu mwianeo. B npoyYBaHeTo NpH NAllHEHTH C
€PEKTHIIHA ANChYHKIHA, B pe3ynTaT Ha auaber, cpeaHaTa 4eCTOTA Ha YCHEITHUTE OMMTH 34 HHAMBHJ €
Ouna 41 u 46% npu Tananadun 5 mg u 2,5 mg, croTBeTHO B CpaBHeHHe ¢ 28% npu nnauebo. IToseuero
NAIHEHTH B T€3X TPH NPOYIBAHUA ca Ce TIOBITHAJIN OT NIPeAUIIHO NedeHne ¢ nExubuTopu Ha PDES B pexkum
apu Hyxna. B nocnegsano mpoysusawe, 217 naumewTn, HeneKypaHdH ¢ uHXMOWTOopH Ha PDES, ca
PaHAOMM3HPAHM Ja MOXy4YaBaT Taganadun 5 mg eaHH MeT AHEBHO cnpaMo mauebo, CpepanaT NpoueHT
Ha yCHEUIHHTE ONHTH 33 OONOBO CHOLIEHHE 338 HHAHBH] ¢ 68% NpH MalHeHTHATE, IOTy4aBaiy Tananadui,
B CpaBHeHHe ¢ 52% NpH nanKeHTHTE, NOMYYABALTH Naneso.

Hobpoxauecmsena xunepnnasus ra npocmamama

Tapanadun ¢ nicneaBan B 4 KIMHHYHH OPOYYBAHHS C TPOLBKATENHOCT 12 CEAMHLIH, KOHTO BKIKOYBAT
noeeye ot 1 500 naunenTH ¢ IPU3RALE M CHMOTOMH Ba fofpoKadecTBeHa XHIEPIIA3HA Ha NpOCTaTaTa.
ITonofpennero Ha oOINHA CKOp [0 MeXAYHApPOAHATA CKala 3a OLEHKA Ha NPOCTATHHTE CHMITOMH
(international prostate symptom score) ¢ Tananaduni 5 mg p yeTHpUTe npoy4saHus e 4.8, - 5,6, -6,1 1 -6,3
B cpaBHeHHe € -2,2, -3,6, -3,8 B -4,2 ¢ nnaue6o. [logoGpeHuero Ha obwHs cKOP N0 MeXAYHApOJHATA CKajla
32 QLCHKa Ha MPOCTaTHHTE CHMITOMH (international prostate symptom score) ce Habmonasa ome Ha 1-ta
ceaMuna. B eIHO oT NpoyYBaHHATA, KOETO BKJIOYBA CHII0 TAMCYI03HH (,4 mg, KaTo AKTHBEH KOMNAPATOp,
noAoOpeHHeTo B OOMMAT CKOp HO MEXAYHAPOIHATA CKaNa 33 OHEHKa Ha TNPOCTATHHTE CHMITTOMH
(international prostate symptom score) ¢ Tananapun S mg, TAMCYJNO3HH M mauebo, croTeeTHo € -6,3, 5,7
n-4,2.

Enno oT Tean npoyusaHHA oueHABa nogoOpeHHeTo Ha epeKTHiHara AMCOYHKUHS H NpPH3HAIMTE H
CHMNITOMHTE Ha 100pOKauecTBEHA XMIEPIIA3ng Ha NPOCTATATa NPH NAuMedTH H ¢ ABeTe 3a0onsBanus.
[Moao6penneto Ha epeKTHIHATA GYHKUMA N0 MEIKAYHAPOAHHA HHAEKC 3a OLiEHKA Ha epeKTHNHATa (PyHKIHS
(erectile function domain of the international index) 1 na o6mua ckop mo MeXIYHapoIHATA cKana 3a
OLIEHKA Ha NIPOCTATHHTE CHMIITOMH B TOBA Npoyusade € 6,5 H -6,1 ¢ ragmanadun 5 mg B cpaBHEHHe,
croTBeTHO ¢ 1,8 M -3,8 ¢ nnane6o. Cpepuara yectoTa Ha yCNEIHHTE OMHTH 3a NONOBH CHOUICHHA 33
ueauen] e 71,9% ¢ rananadnn S mg B cpapsenue ¢ 48,3% ¢ nnane6o.

[ToanepxaneTo Ha edekTa € OLEHEH B OTBOPEHO NPOABIDKEHHE HA €QHO OT NPOYYBAHHATA, KOETO NOKA3BA,
4e noAoOpeHHeTo Ha o0HIHA CKOP MO MEX/YHAPOAHATA CKAJIA 34 OLIEHKA Ha IPOCTATHHTE CHAMNTOMH, KOHTO
ce Habmoaapa Ha 12-Ta ceAMMIua, ce 3agxbpXka 32 neproi A0 | AOMBIHHTENHAa rOAMHA HR JICYEHHE C
Tapanabpunr 5 mg.

{leauaTpryHa nonynanms

[Tpu neaHaTpHYHH NauHenTH ¢ MycKyiHa aAucTpodus tun Jromen (M), e NnpoBezeHO €AHO npoytmal{e
B KOETO He ca HabMionaBaHn JaHHK 3a eukacHoCT. [Ipn 331 MOMYeTa Ha RB3pacT e
7-14 ronuny ¢ MJIJ1, Ha KOMTO ce MpHAara eNHOBPEMEHHO JICYeHHE ¢ [copmxocrepo
PaHIOMH3HPAHO, NBOMHOC/AIO, MIaNe60-KOHTPONHPaHo, Iapane/iHo NPOoyUBAaHe ¢ 3 pa) &
[Ipoy4sanero BkmouBa 48-cenMHEHYEH ABOKHOCIAN NEPHOJ, B KOWTO NALWEHTATE Ca




nonyuasar tanatapun 0,3 mgke, Tananadun 0,6 mg/kg unu mnauebo scexu gen. Tananadmun He nokasea
e(HKacHOCT No oTHOMaHHe 3abapgHe Ha BNOMABAHETO Ha CMOCOOHOCTTA 3@ CAMOCTOATENHO XOJEHE,
H3MEPEHO C NIOMOIITa HA TBPBHYMHATA KpaliHa Touka - 6-MHHYTEH TecT 3a xonede (6 minute walk distance,
6MWD): cpeaHa npoMaHa Ha Hait-mankure kBazparH (least squares, LS) B recta 6M WD Ha 48-ta ceamuua
e -51,0 mMerpa (m) B rpynara, mony4aBama mnaneGo, B cpaBHeHde ¢ -64,7 m B rpynaTa, NoJydabama
tapanadin 0,3 mg/kg (p = 0,307), » -59,1 m B rpynara, monyyasama tazanagui 0,6 mg/kg (p = 0,538).
OcpeH TOBa, THICBAT AAHHH 33 ePHKACHOCT OT BCHUKH BTOPHYHH AHAJIM3H, H3BBPIICHH B TOBA NPOYYBaHe.
O6muTe pesysrraTh 3a 630NaCHOCT OT TOBA POYHBAHE KATO LANO C4 B CHOTBETCTEHE ¢ H3BECTHHS Mpodu
Ha Oe3omacHocT Ha Tajanadun W ¢ Hexenannte cr6uTHs (HC), ouakBaHH B MeAHATPHIHATA NOTYIAHS C
M1, nonysaBama KOPTHKOCTEPOHH.

Esponeiickara areHuns 10 JiekapeTBaTa 0CBOOOKAABA OT 3aMB/DKEHHETO 34 PeAOCTABSHE Ha PesyITaTHTe
OT NpPOY4YBAHHATA BB BCHYKH NOJATPYNH Ha NERMaTpHYHATA MONYIAOHA 33 NCYCHHE Ha epeKTHIHATa
Iucdynxums. Buxre Touka 4.2 3a uHGopMaLHa oTHOCHO ynoTpeda B nequaTpuara.

5.2, ®dapmakoxKHHETHYIHH CBOlicTBa

ABcopbuua

Tananadun ce abcopGupa necHo cieA NepopanHo NprICKEHHE H HaGMOJaBaHHTE CPEAHA MaKCHMAIHH
nnasMeHH KoHueHTpaurk (Cmax) ce MOCTHTaT 3a CpefJHO BpeMe OT 2 4aca CJEA NPHIOKEHHETO.
AbcomoTHaTa GHOHANAYHOCT Ha Tanatadi cliell EPOPAIHO MPHICKEHHE He € GHNa onpeneneHa.
CxopocTra H cTeneATa Ha abcopGLus Ha Taganadun He ce MOBIHABAT OT XpaHa, Taka ye I'yaHec Moxe na
Ce NMpHEMa HE3aBHCHMO OT XpaHeHero. Bpemero Ha mpueM Ha jo3ara (CyTpHH CIIPSMO Beuep) HAMa
KIHHHYHO 3HaYHMMH e()eKTH BEPXY CKOpPOCTTA M CTenenTa Ha aGcopOums.

Pasnpenenerue

Cpeaunat obeM Ha pasnpenencHde Ha Tananadun e npuéIu3HTenHo 631, KoeTo nokassa 4e Tazanadun ce
pasnpenens B TokaHuTE. [IpH TepaneBTHYHH KOHUEHTpaunH, 94% oT Taganadun B NnasMaTa ce CBbP3Ba C
nporednute, CBbP3BAHETO ¢ NPOTCHHHTE HE CE 3acATa PH HapylueHa GuGpeyna GyHKIHA.

[To-manxo ot 0,0005% OT npreTaTa n03a c¢ NOABABA B CIiepMaTa Ha 3APABH HHAWBHAH.

bn cthopm

Tananapun ce Merabonusmpa NpeAHMHO mocpeacTBoM ImToxpom P450 (CYP) 3A4 m3odopmara.
OCHOBHHAT HHPKY/THpAIl METAOONNT € METHIKATEX0N MwKopoHHz. To3n Merabonut e none 13 000 reTH
no-cnabo akTHBeH oT Tadanadun no otHomenue Ha PDES. Cneaosareiyo, He ¢ 09aKBa 13 € KIHHHYHO
AKTHBEH NPH HabJIOAaBAHUTE KOHLUESHTPAIWE Ha MeTalonuTA.

Ennmwnnpane

CpennusT nepopaieH KIMPLHC Ha Taganadun e 2,5 Vaac, a cpeannar nonyxupot ¢ 17,5 yaca npu 3npasu
HHIMBHAW.

Tapanadmn ce exckperHpa NPeAHMHO KATO MHEakTHBHH MeTalondTH, OCHOBHO ¢ dexanuure
(npubnusurenno 61% ot no3aTa) M B No-MaJIKa CTeneH ¢ ypunara (npubmusutento 36% ot ao3ara).

JInHeliHocT/HeNHHEiHOCT
DapMakOKHHETHKaTa Ha Tajanadmi NpH 3OpaBH HHAMBHAM € NHHeHHA MO OTHOLIEHHE Ha BPEMETO H
nosata. [pa mo3u Han 2,5 no 20 mg excnosuumata (AUC) ce yBennuasa NpoNopLHOHATHO ¢ A034TA.

CranuoHapHOTO CECTOSHHE HA IUIa3MEHUTE KOHUSHTPAUHH Ce IOCTHIAT 3a 5 IHM NPH AO3HpaHe BEHDBK
JIHEBHO.

PapMakOKHHETHKATa, ONPEAENIEHa ¢ NOMyIALHOHHHA TIOAXO0A, PH NAlHEHTH C epeKTHIIHA
noaobna Ha apMakOKHHETHKATA PH HHAMBHAHK 6e3 epekTHIHA AHCHYHKIHA.




Crenpannn nonyiauuu

Cmapvecra geapacm

3xpaBH MAaNMEHTH B CTapyecka Bb3pacT (65 rogMHM HIM MO-BE3PACTHH), HMAT NO-HHCHK MEpOpaneH
KIHPBHC Ha Tapanapun, Bogemo Ao 25% mo-BHcoka ekcnosuuusa (AUC), B cpaBHEHHE CBC 37IpaBH
HHMBAZH Ha BB3pacT oT 19 xo 45 rognxu. Tosn edexT Ha BB3pacTTa He € KIMHHYHO 3HAYHM H HE JlaBa
OCHOBAHME 32 NPOMAHA HA J03aTAa.

Brvopeuna nedocmamvunocm

B xiuHHYHH (apMakonoTHUYHH MpOyYBaHMA ¢ eAHOKpaTrHa nosza Tajanapun (5 mg go 20 mg),
excnosuuuaTa Ha tananapun (AUC) e npubnusuTtenHo yABOeHA NPH HHAHBHIH ¢ Jieka (KPEATHHHHOB
wmpbAc 51 no 80 mi/min) mnu ymepena {(kpeatuHuHoB knupsc 31 e 50 ml/min) Gwebpeuna
HEZOCTAaThbYHOCT H NPH HHAHBHNA ¢ KpacH CTafuH Ha 6u6peuno 3abonasane Ha aHanusa. I1pu

nanueHTH Ha Xemoauanusa Cmax e 41% no-eucoko or HabmoxasasoTo NpH 37paBH Xopa. XeMonuany3ara
HE3HAYHTEIHO CTIOMAra 3a eJHMHHHPAHETO Ha Tananagui.

Yepnoopobua nedocmamuvunocm

Excriosnuusara Ha Taganadnn (AUC) npu REAHBKAM ¢ AeKa A0 YMepeHa uepHOApoOHa HEAOCTATHYHOCT
(Child-Pugh xnac A n B) e cpaBHEMA ¢ €KCMIO3KUHATA NIPH 3APABH HHAHBHAY, KOraTo ce NpHjara fo3a ot
10 mg. Mima orpaHM4eHH KIHHMYHH JaHHH 3a Ge3omacHocTTa Ha TajanadHa NpH MAlHEHTH ¢ TexXKa
yeproapobHa HegocrarsyHocT (Child-Pugh xnac C). He ca Hanu4nM QaHHH 33 NPHIOKEHHE Ha J03H
TazanadHn eHH THT AHEBHO NPH NAHEHTH ¢ YeproApobHa HeaocTaTEYHOCT. Ako I'yaHec ce npeanucna
eN¥H IBT JHEBHO, TO Tp20Ba Ja HaNpaBH BHHMATENHA HHAMBHJYajHA NPECLHECHKA HA OTHOLICHHETO
MOM3a/PUCK OT MPEATTHCBALHA 'O JIEKap.

Hayuenmu ¢ duabem

Ekcnosnuusra Ba Taganadmn (AUC) npn nauuentn ¢ guaber e 6mna npubnusurenso 19% mo-HHcka,
oTkonkoro crofiHocTHTe Ha AUC 33 31paBu HEaueHau. TasH pasnuka B €KCNO3HIHATA HE 1aBa OCHOBAHHE
3a IIpOMAHA Ha 103aTa.

5.3. IpeaknnHKuER J3aAHE 33 GesonacHoCcT

HeknHHHYHHTE JAaHHH He T0OKa3BaT ocobeH pHck 3a Xopa Ha 0asara HAa KOHBEHUHOHANHWUTE
(apMakoNiorH9HH nNpoy4BaHHA 3a Oe30macHOCT, TOKCHYHOCT NpH MHOTOKPaTHO TpHNaraHe,
TEHOTOKCHYHOCT, KAPLMHOMCHEH NOTCHUHAN H PENPOXYKTHBHA TOKCHIHOCT.

HxaMa nokasarencTsa 3a TepaTOTEHHOCT, eMOPHOTOKCHYHOCT HWiH (ETOTOKCHYHOCT ApH MABXOBE HIH
MHIIKH, KOHTO ca momyunad ao 1 000 mg/kg/nuesso Tananadun. B npoyysane 3a npeHaTalHO U
NOCTHATANHOTO Pa3BHTHE TPH ILTBXOBE, 7I03aTa, TIPH KOATO He ¢ HabmonasaH edex, e 6uma

36 mg/kg/nneBro. Ilpn Gpemernen mmsx AUC 3a u3udcieHoTo cBOGOANO NEKAPCTBO MPH TA3H J03a €
npubnusurento 18 mpTu vopetkata AUC npu ao3a 20 mg.

Hsama yppescnase Ha GepTHAHOCTTA MPH MBXKKH H XKEHCKH MTbX0Be. [IpH KydeTa, Ha KOHTO € NpUJIaray
Tananaun exenneBHo 3a 6 go 12 Mecena npu 0034 25 mg/kg/MHeBHO (BOAEMIC A0 MOHE TPHKPATHO MO-
BHCOKa ekcrno3Huua [mexay 3,7 — 18,6] or Habnwoaapanata npu Xopa, Ha KOWTO € JaBaHa eIHHHYHA 1032
or 20 mg) u noeeve, € HMAIO PerpecHA Ha €MHTENA HAa CeMEHHHTe KaHal4eTa, KOETO € HOBeNO 0
HaMaJleHKe Ha CIEpMAaTOreHE3aTa Ha HAKOH Kydera, BHxkTe chIno Touka 5.1.

6.  ®APMAIEBTHYHH JAHHH

6.1. CoHCBK HA DTOMOIIANTE BELECTBA




Cuovporcanue na mabaemxama.
JlakTo3a MOHOXEApAT,
L-xuapoxcunponunuenynoza - LH 11,
L-xunpoxcunpomanuenyiosa — EF,
KpocrkapMenosa Hatpui,

Hatpuep naypuncyndar,
MHukpokprcTanAHHa nenynosa PH 102,
MarnesteB creapart.

Dunmoso noxpumue Onadpaii II TAN 85G27001 cvovporcaujo:
JleuuTnn,

JBIT Kene3eH OKCHE,

THT2aHOB AHOKCHA,

YepBeH xkene3eH OKCHA,

TMoNHBHHHIIOB ANKOXOJI, YACTHYHO XHAPOIH3IHPaH
Tank,

Yepen xene3eH OKCHA,

TTonueTHAEH rMHKON,

6.2. HecnBMECTHMOCTH

Henpunoxunmo.

6.3. Cpok Ha rogmoet

2 TomHHH

6.4. CoenHa/uH yc/JOBHS HA CLXPAHEHHE

Ja ce cexpansna noa 25°C B OpUIHHAIHATA OMAKOBKA.
Jla ce cpxpaHsBa Ha MACTC HELOCTHITHO 3 iela.

6.5. Bagms chAbpAxiaHHEE HA ONAKORKATS

[Mpo3spaunn PVC/PE/PVDC GmacTepH OKPATH C ATYMHHHEBO (HOIHO.

Enun 6aucrep coappxa 14 Gpos punMupann tabnerkn.

Pa3mep Ha onakoskata: 28 6poa ¢unmupanu Tabnerku (1 onakopka/ 2 6nncTepa).

6.6. Coennainn npeOa3HH MEPKHA HPH H3IXBLPJIRHE

HsAMa cnensanHy H3RCKBAHHAS.

HensnonapanaaT DpOAYKT HIH OTHANBYHHTE MaTEPHAIH OT Hero TpaGBa na ce H3XBBPIAT B
CBOTBETCTBHE ¢ MECTHHTE H3HCKBAHHS.

7. IMMPHTEXATEJI HA PASPEHIEHUETO 3A YIIOTPEBA

HOBEN ©®APMA EQOX
yiI. OKONOBPECTEH BT Ne 36




Codmnsa 1415, brarapus
8. HOMEP HA PASPEINIEHHETO 3A ¥YIIOTPEEBA
PerucrpanuoneH Ne

9. AATA HA TBPBO PASPENNIABAHE/TIOAHOBABAHE HA PASPEHIEHHETO 3A
YINOTPEBA

[tata Ha FLpBC paspeluapaHe;
10. JATA HA AKTYAJIH3HPAHE HA TEKCTA
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