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1. HME HA JEKAPCTBEHHMA NPOAYKT

Ktum Poz. A ..
Tagunekro 20 mg ¢prnamupaHn TabIeTKH

Tadilecto 20 mg film-coated tablets

2. KAYECTBEH H KOJIMYECTBEH ChCTAB
Beaka gunmupana tabnetka cuanpxa 20 mg Tananadun Aadalafil/.

[TOMOIIIHO BelecTBO ¢ H3BECTHO ACHCTBUE:
Bcaka prnmupana tabneTka chanpyka 3 mg 1akTo3a MOHOXHPAT.

3a MbJIHHUA CITHCBK HA NOMOLIHHTE BEIIECTBA BIJKTe Touka 6.1.

3. JEKAPCTBEHA ©OPMA
Mdunmupana rabaetka (TabeTka)
20 mg ¢punmupanu tabnetku: Kadaro »xbATH, ABOHHOHIMLKHANH, IPOABITOBATH, (PHIMUPAHH

TabNeTku, ¢ AeTHTEIHA YepTa OT eqHaTa CTpaHa M 3Hak 20 or aApyrata cTtpada TaGneTkara Moxe Aa
ObAe pasaencHa Ha paBHH 103, Pasmepu Ha TabneTkara: FB/DKHHA OKOJIO 14 mm W IHAPHHA - 9,5 mm,

4, KJIHHHWYIHH JAHHU
4.1 TepaneBTHunH NOKAIAHHA

JICUEHHE HaA epeKTUIIHE TUCPYHKLUMA [TPH BE3PACTHH MBXKE.
- 3a 1a O6bae edeKTHBEH Taganadu, ce H3UCKBA CEKCYATHA CTUMY AL

Tagunexto 20 mg He € MOKa3aH 3a ynorpeda NMpu XKeHu.,
4.2 Jlo3HpoBKA M HAYHA HA NPHAGKEHHE

ﬂDBHpOBK&

Buv3pacmuu muoce

IlpenopbunTennara gosa ¢ 10 mg, npueTa npeaH 0UaKBaHATA CEKCYAIIHA AKTHBHOCT, CHC HIH 0e3
XpaHa.

[Ipy Te3u nanveHTH, NpH KOHTO Tapanagun 10 mg ve Bogu 10 noaxoaAil edekT, MOXKE 1a Ce OITHTa
20 mg. Tasu no3a Moxe aa 6bae npuerta noHe 30 MHHYTH MpeAH CEKCYaNHA aKTHBHOCT.

MakcrManHarta 4ecToTa Ha NPHEM € BeJHbXK JHEBHO.

Tananadun 10 1 20 mg e npeaHa3sHayeH 3a ynoTpe6a npean 0YakBaHa CEKCyallHa AaKTUBHOCT M He ce
NpEnopbYBa 3a NPOAB/DKHTEIHA €XXEAHERHA YNoTpeda. o T

[pu nanmenTH, KOHTO NpeJBIKAAT YecTa ynoTpeba Ha TagusieKTo (HanpumMmep, I
CeIMHYHO) MOXKE Aa ¢e 0OMHCIIN KaTO NOAXOAAL PEXUM eTHOKPATEH JHEBEH Mp
A03H Tanunekto Gasupaiiki ce Ha M360pa Ha IALMEHTA H PEIIIEHHETO HA TEKapS.



[Ipy Te3M NauHEeHTH NpenopLYHTENIHATA 032 € 5 mg, MpUeTa BeIHbX JHEBHO NPHOIH3UTENHO B €IHO
M CBUIO BpeMe Ha AeHs. Jlo3aTa MoxXe Aa ce HaManu Ao 2,5 mg eJHOKPATHO JHEBHO Ha fasarta Ha
MHAMBHAYATHATA NOHOCHMOCT.

LlenecbobpasHOCTTa Ha IPOABDKUTENHATA €XEeAHEBHa ynoTpeba TpaAOBa nepHoAH4HO Aa Ce
MpeOLICHABA.

CrenyanHy NomyJanyu

Muoice ¢ cmapuecka év3pacm
IIpy MBKe B cTapyecKa BB3pacT HE C€ M3HCKBA alalTHPAaHE Ha J103aTa.

Mhuoice ¢ 6vbpeuno yspencoane
He ce nanara HaManasaHe Ha A03aTa NPU NALMEHTH € JIEKO [0 yMepeHo OB0peyUHo yBpexnaHe. 3a
MALKUEHTH C TEKKO OROpeyHO YBpeXIaHe MaKCHMAIHATA NpenopsyBaHa 103a ¢ 10 mg.

Jlo3HpaHeTo BeHBK THEBHO Ha TaJanadun He ¢e MPenophusa MPH NALMEHTH ¢ TeXXKO OBOpeuHo
yBpexaaHe (BK. Touka 4.4 H To4Ka 5.2).

Muorce ¢ veprodpobro yapescoane

[IpenopruriTenuara noza Ha tananagwn € 10 mg npHera NpeaH OUAKBaHATA CEKCYalHA AKTHBHOCT, ¢
HM 6e3 xpaHa. MiMa orpaHHYeHH KIHHHYHH JaHHM 3a 6€30MacHOCTTA Ha Tananadui MpH NaUKEHTH ¢
TexKko HepHoApoGHO yepexaaHe (Child-Pugh Class C); ako e npeanucano, TpabBa 1a ce HanpasH
WHIOMBHIYalHa OLEHKA 33 CHOTHOLIEHHETO NMOM3a/PHCK OT JIeKyBaluua jekap. HaMa HanH4yHH 1aHHH 34
APUACKCHHE Ha ZO3H IO BHCOKH 0T 10 mg Ha Tananadun npy NaUMEHTH ¢ YepHOAPOOHO YBpEXKaaHe.

Jlo3upaHeTo BEAHEXK JHEBHO He & M3CIEeABAHO NPY NALIMEHTH ¢ YePHOAPOOHO yBpedkaaHe; €TO 3aill0,
aKko e NpeAnucaHo, TpaOBa 1a ce HaNpPaBH HHAMBHAYAIHA OUEHKA 33 CLOTHOLIEHHETO MOJI3A/PHCK OT
JIEKyBalM4 Jexkap (BHxK Touka 4.4 1 5.2),

Muaice ¢ duabem
[pu mBxke ¢ qualer He ce W3KWCKBA NPOMAHA B 103aTa.

lHeouampuuna nonynayus
Hama cweoTheTHO npunosxkenne Ha TaaunekTo B meanaTpuvHaTa MoMyJ1aldsa OTHOCHO JISUEHHETO HA
EPeKTHIHA JUCHYHKLHA.

Ha4yuH Ha MpUIOKEHHE:
Tanunekro ce npeanara xaro 2,5, 5, 10,1 20 mg dpuaMupann TableTKH 33 MepopaiHo MPHIOKEHHE.

4.3 IlporHBomoxazaHun

CBPBXYYBCTBHTENHOCT KbM AKTHBHOTO BELLECTBO MITH KBM HAKOE OT MOMOLIHWTE BELIECTRA,
H3DPOEHH B TOUKA 6.].

B KIMHHUYHH NPOYYBaHHA € YCTAHOBEHO, Ye Tafanadul yCHIBa XHIIOTEH3HBHUTE ePeKTH Ha
HuTpatute. CMATA CE, Y€ TOBA € PE3YATAT OT KOMOHHHPAHUTE ePEKTH HA HUTPATHTE K Taganadu
BbpXY MbTA a30TeH okcH/Il M®. [Topaau ToBa, npuioxeHueTo Ha TaAWICKTO NPU NALMEHTH, KOHTO
M3M0/13BAT HAKAKBH JOPMH HA OPTAHWYHH HMTPATH, € TIPOTHRCNIOKA3aHO (BXK. TOUKa 4.5).

ChneiHNTE rpynu NanUMesTH CBC CHPASUHOCHA0BO 3aboNsBaHe He ca GHAM BIUTIOYEHH
poy4BaHMA H 3aTOBA yNoTpeOaTa Ha TafanadHil NMPH TAX € POTHRONOKA3AHA:




- MALHEHTH ¢ MHOKapAeH HHDAPKT B paMKHTE Ha nocneauute 90 nny,

- MalMeHTH ¢ HeCcTAOHIHA AHI'YHA MIH aHTHHA, [IPOABABAINA C¢ 10 BPEME HA NOJIOB aKT,

- MauKHeHTH CbC ChPACYHA HeAOCTAThUHOCT Kiaac o New York Heart Association 2 MIIH MO-BUCOK
npe3 NoCnegHnTe 6 Mecera,

~ NANHEHTH C HEKOHTPOJIHPAHH apHTMKUH, XHotoHHA (< 90/50 mm Hg), HnH HEKOHTPOIHpPaHa
XHNEPTOHUA,

- MAIWEHTH C HHCYIT B PAMKHTE HA NOCHEAHHTE 6 MeceLa.

Tananadun e NpOTHRONOKa3aH MPH MALMEHTH Che 3ary0a Ha 3peHHETO Ha €AHOTO OKO, B PE3YJ/ITAT Ha
He-apTepHaHa aHTepHOpHA HeXeMUWuHa OvHa HesponaTud (NAION), He3aBHCHMO OT TOBa, JalH TO3H
€NH30]| € CBbP3aH WK He ¢ npeanuiHa ynotpeda Ha PDES unxnburop (Bx. Touxa 4.4).

EnHospemenHoro npunarase Ha PDES unxuburopu, BKmoYHTEHO TAAANAGHI, ¢ TYAHHAAT-HHIJIA3HH
CTUMYJIATOPH, KAaTO PHOUMIYAT, € NPOTHBOMOKA3aHO, Thil KATO TOBa MOXKE J1a TPHYHHH
CUMIITOMAaTHYHA XHNOTOHMA (B3K. To4uka 4.5).

44 Cneuranny npenyupem“m ¥ npeAna3HH MepPKH NpH ynorpeda

ITpenu neuenue ¢ Tapuaekro

Ilpenn na Obae oGcwvaeHo hapMaKkoNOrHuHO JeueHHe, TPAORA Na ce CHEMe aHAMHE?a M Harpasy
(UIMKaNEH Mperye], 3a Ja C& JHATHOCTHLIMPA epeKTHIHA THCDYHKIIA # 4 Ce ONpeJear
NOTEHUHMAIHHTE NOIIEHKAIM TPHIHHH.

[Ipean na ce 3anoyHe KakBOTO U Ja € JIeYeHHE Ha epekTHNHA AucdyHKLMs, Jekapute TpabBa Aa
NPELCHAT ChbPACHHOCHAOBNS CTATYC HA TEXHWTE NALIMEHTH, Thit KATO MMa M3BECTHA CTEIIeH HA
CbPACUEH PUCK, CBBP3aH ChC CEKCYATHATA aKTHBHOCT. Tazanadui HMa BazoAHWNATATMBHH CBOKCTSEA,
BOACILM IO JIEKH M MPEXOAHH NOHIKEHNA Ha KPLBHOTO HanArase (BX. Touka 5.1) n o Takbs HauWH
NOTEHIIMpA XHITOTEH3UBHHA eeKT Ha HuTpaTuTe (BX. Touka 4.3).

OueHkara Ha epeKTHITHATA ANCHYHKUUA TpaOBa Aa BKIOYBA OIPEACIAHETO HA NOTEHUWAIHATE
NOAJICKALIH TIPHYHHH U YCTAHOBABAHE Ha NOAXOAAO JIEYSHHE Cheli MPaBUnHa MeJULMHCKA OUEHKA.
He e u3BecTHo, nanu Tananadun e epeKTHBEH OPH MALMEHTH, NPETHPIICAK TA30BH ONEPALIMH HITH
PaMKaIHE, HECEXPAHABALLA HEPBA TIPOCTATEKTOMHS.

CrpreuHo-CbIOBH q;amop_ﬂ

CeprosBM ChPICUHO-CHA0BH HHLIMACHTH, KATO MHOKAPZECH HHGAPKT, BHE3aITHA ChPAeYHA CMBT,
HECTabHIHA aHIMHA MEKTOPUC, KAMEPHA APHTMHA, MHCYITT, TPAH3HTOPHH HCXEMHYHH €nk30aH, fonka
B TbPAKTE, ChpLIEOHEHE H TAXAKAPAMA, €A CHOOIIEHH K Chell MyCKAHETO HA Nas3apa v / WK B
KIHHWYHA npoy4sadus. [loBedeTo oT naumneHTHTE, MPH KOMTO ¢a O¥IM N0KIaABAHU Te3H CLOHWTHA ca
MUMaH NpeJuleCTBAUIM ChPASYHO-CHAOBH PUCKOBH GAKTOpH. Bunpexu TOBa, HE € BB3MOMXKHO Jia CE
OnpeNeny JANH TE3Y CHOMTHUS Ca CBBP3aHMU MPIKO ¢ TE3H PHCKOBH JakTopH, KbM Tapanagun,
CEKCYalHa aKTHBHOCT, HITH KOMOMHALNS OT Te3H WIH ApyrH HhakTopu.

Iipn nanpentn, koMo npuemar andal GnokepH, eAHOBPEMEHHOTO NPHIOKEHHE Ha Taganagun MOe
Aa A0BeAe 10 CHMITOMATHYHA XHNOTOHHA MPH HAKOH OT TAX (BXK. TouKa 4.5), KoMOuHUpaHeTO Ha
TAZaNaPHT ¥ JOKCA303UH HE CE NPENnopLYBa.

3peHue
Cnobuiapann ca sputesiny Hapylwenna u cayyan Ha NAION (He-aprepHasiHa aHTEPUOPHA HCXEMHYHA

O4Ha HEBPONATHA) , CBBP3aHH ¢ NpKeMa Ha Taganadun ¥ Apyru PDES unxuCGutopu. AHanmH3u Ha__

JAQHHH OT HEHHTEPBEHUMOHANHY [IPOy4BaHuS NPE/NOaraT NOBHILEH PHck oT ocTpa NAJD =
(Heaprepuaina aHTCPHOPHA HCXEMHYHA OYHA HEBPOTIATHA) IPH MBXKE ¢ epeKTHIHA );1;41’::
eXCnos3Huug Ha Taganadun win apyru OJIES uuxn6uropn. Thil KaTo TOBa MOKeE J; / 6@
NPAKTHNECKO 3HAUEHHE 32 BCHYKH MALNEHTH, H3TIOXKEHH HA Tananadmil, MaUHeHTH) : ,_ B,u_, -
npefynpexJiapan, 4e B cryuall Ha BHE3aIHO 3pUTENHO HApYIIeHNe, TOl Tpsabsa a) l:?é 'ﬁpneua H ;?"E
Taaunexto # 1a ce KoHCYNTHpPA He3abaBHO ¢ nexap (Bx. Touka 4.3). ‘\; N, JJ“;-E-‘“‘ s ..f‘ 3 /;'
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Hamanen cayx wiM BHe3anHa 3ary6a Ha cnyxa

Cniy4aH Ha BHe3anHKa 3ary0a Ha ciTyxa ca choOLIeHH ciied ynoTpebara Ha TaZaiagwi. Borpeky ue
APYTH PUCKOBH (PAKTOPH €A HANMLE B HAKOH cayyaH (KATO HalpHMeD, Bb3pacT, AHabeT, XHNepToHKu |
aHaMHe3a 3a TpeAdIlHa 3aryba Ha ¢i1yxa), nauHeHTHTe TpA6Ba A3 6BaaT MochbBETBAHH A2 CNIpAT
MpHeMa Ha Tajanagui ¥ 1a NoThPCAT He3abaBHO MEJHIMHCKA IOMOIIL B ClTyYail HA BHE3ANHO
HaMaJTaBaHe Ha CJIyXa HITH 3aryba Ha ciiyXa.

HepHoapobHo yBpexane
Hma orpaHyYeHn KAWHHYAN JaHHH 32 Ge30macHoCTTa Ha Tajanadmi, TIPHIoKeH KaTo €AMHUYHA R034

MPH NaUUEHTH C TEKKA yepHoApodHa HegocTaThurOCT (Child-Pugh xnac C). Axo Tananadui ce
HasHa4asa, TpaOBa Ja ce HANPABH BHUMATEIHA WHAMBHAYATHA NMPELIEHKA HA OTHOLISHHUETO
MoJ3a/PUCK OT BPEANMCBALLINA rO JIEKap.

[IpHanussm u gHATOMUYHA AcdopMalug Ha NEHKCa

HaupeHTiTe, KOMTO Ca KMAIH epeKuMs, MPOALDKHIA 4 Yaca WK noseye, Tpadea na 6baart
MOCHBETBAHM 1A NIOTHPCAT He3abaBHO JeKapeka oMo, AKO NPHANH3MBT HE ObJie NEKYyBaH BeJHara,
THKAHTA Ha MEHKHCA CE€ YBPEXIa ¥ MOXKE J1a ce CTHI'HE A0 MOCTOAHHa 3aryba Ha TOTeHTHOCTTA.

Tananagpun Tpabaa na ce HINOA3BAT C BHHMAaHHE NPH NMALMEHTH ¢ aHATOMMUHA AepopMalia Ha
MeHKCA (KaTO Hamp., aHryianHs, Kapepaosua ¢udposa unu Gonect Ha Peyronie) Wiy npy naLMeHTH
Cbe 3a00/9BaHNA, KOHTO MOFAT A3 CH3AAJAT (PEAPasNoNOKEHHE KbM [IPHAMHIBM (KATO CHPNOBHAHO-
K1€ThbYHA aHeMMS, MYNTHIIEH MUEJTOM WIH JIEBKEMHUS ),

Yuorpeoa ¢ CYP3A4 unxuburopn

HM3uckea ce noBMILIEHO BHUMAHKE, AKO Ce NPEANMHCBA Taianadun Ha MALUHEHTH, KOHTO H3NOI3BaT
MowHHE CYP3A4 yHXUOMTOPH (pUTOHABHD, CAKBUHABHP, KETOKOHA30J1, HTPaKOHa30J1 1
CPUTPOMHLHH), ThH KaTO NpH KOMOMHUPAHETO HA TE3M JIEKAPCTBEHH NPOAYKTH ce 3abed3ra
MOBYILABAHE Ha eKCTIOZMLIMATA Ha Tazanadun (AUC) (k. Touka 4.5).

Taganacun ¥ pyry NeYCHU 3a €PeKTUIHA ANCHYHKIHA

He ca npoy4sanu GezonacHocTTa M €pMKACHOCTTA HA KOMOHHALIHUTE HA Tananadun | IpYrH
HHXHOHTOpH Ha PDES unu fapyru nevenns Ha epextHina AUchyHKMA. [TanneHTsT Tpadea fa 6bae
HHOPMHUPAH Ja HE NpHeMa Tagaiadut B MOZ0OHH KOMOHHaLMY.

JlakToza

Tapunexro cvabpxka nakroza. [TauneHTH ¢ pekn HacneCTBEHH NPoGIIeMH HA HEIOHOCHMOCT KBM
ranaKTosa, MLNEH JaKTa3¢H JehUIUT WIH IMIOKO30-ranakTo3Ha manabcopbuna He Tpabea aa mpHemar
TORA JIEKAPCTRO.

Hatpwuii
Toga nexapeTBo chabpka no-manko or 1 mmol Hatpuii (23 mg) Ha TabneTka, T.€. MOXKE 1a Ce Kaxke,
Ye NpakTHYECKH He ChABPIKA HaTPHiA.

4.5 B3aumogelcTBHE ¢ IPYIA TeKaPCTBERH UPOAYKTH H APYTH (OPMH Ha BIANMONEHCTBHE

[TpoyusaHuaTa 3a B3aHMoaeHCcTBUS ca nmposeaeHH ¢ 10 mg wwiH 20 mg tapanagui, KakTo €
noco4eHo no-gony. llo ce otHaca no Te3n npoyusaHMs 3a B3aHMONEHCTBHA, KBASTO ¢a NPUIaraHH
caMo 103 Ha taganadua ot 10 mg, KIIHHHYHO 3HAMHMH B3aUMOZAEHCTBHA IPH NO-BHCOKH JO3M HE
MOTAT M3LJIO A3 OBAAT MIKITKOYEHH.

Edextu Ha JpYry BelllecTRa BLPXY Taxanahw

Hruxubumopu na yumoxpom P450

Tananagun ce metabonuzupa rnaeHo upes CYP3A4. CeneKTHBHHAT HHXMOHTOP




KeTokoHazon (200 mg aneBHO), yBennuasa 2 sTH ekenosuimata (AUC) Ha taganadun (10 mg) v
Cmax ¢ 15% cnpsamo croiiHocTuTe Ha AUC i Cmax npH caMocTOATENHO NPUIOKEH Tajaladu.
KeTokonaszon (400 mg nHeBHO), yBenuuapa 4 obTH ekcriozuuusaTa (AUC) Ha rapnanadun (20 mg) u
Cmax ¢ 22%.

Puronaenp, nporeaszen uaxuburop (200 mg, 2 neTi gHeBHO), K0HTO € MHXHOHTOP HA CYP3AA4,
CYP2C9, CYP2C19 u CYP2D6, yrenuuasa excriosuunsata (AUC) na Tananadma (20 mg) 2-nbTh Oe3
na npoMens Cmax.

Benpexu ye He ca MpoyyBaHH cnieUMHYRU B3aUMO/ICHCTBHA, €AHOBPEMEHHATA ynoTpeda ¢ APy
NpoTea3Hu UHXWOHWTOPH, KaTO cakBHHaBMP, U apyrd CYP3 A4 uHXHOUTOPH, KATO EPHTPOMMIIMH,
KJIAPUTPOMHLIHH, HTPAKOHA30/1 H COK OT rpedndpyT, H3HCKBa BHUMaHHE, ThH KaTO MOXKE Ja ce
OUaKBa, TE Ja YBEJMHAT IVIa3MEeHHTE KOHLIEHTPAlMH Ha Taaaaadua (ex. Touka 4.4). CrenopareliHo,
4eCTOTATa Ha HEJKEJTAHUTE IEKapCTBEHH PEaK1H, NOCOYSHHU B TOUKA 4.8 Moxke Ja Obae YBeIHUEHa.

Tpancnopmnu beamvyu

He e H3BecTHA pondTa Ha TPaHCHIOPTHHTE OeNThUM (HaPHMEp, P-TIHKONPOTEHH) BEPXY
AUCTIO3HLMATA Ha Tafanadui. CreaoRaTeNHO € HANTUIE TOTEHHAT 3a JIEKAPCTBEHH B3aUMOAEHCTBHA,
MEJHHMPaHU OT [TOTHCKAHE HA TPACOOPTHUTE (ENTHLM.

Huoyrmopu na yumoxpom P450

UnaykropsT Ha CYP3 A4, pubamnuunn, Hamanaea AUC Ha tapanadun 10 88% cnpamo croiiHocTHTe
Ha AUC npu camocrostenro npunoxen taganadun (10 mg). Tasn HaMaeHa eKCNO3ALHA MOXE Aa ce
O4aKBa Aa HaMaJiH e(PHKaCHOCTTa Ha Tananagui; CTENEHT2 Ha HaMAJICHHE HAa €(PHNKACHOCTTA €
HEU3BECTHA.

Hpyru nnayxropu Ha CYP3A4, kato dpenobapGutan, henuronH 1 kapbamasenuH, MOraT chbuo J1a
HaMaJIAT ru1a3MeH|Te KOHLICHTpaUYW Ha Taganadm.

EdekTH Ha Tanantadun pupx TH JeKAPCTBEHH MPOAYKTH

Humpamu

[Tpu knMHMYHY npoy4ranis, Tafganabun (5, 10 1 20 mg) € nokaza, ye NOTEHUHPa XMNOTEH3UBHHTE
eext Ha HuTpaTHTe. [Topanu ToBa, NpUNOKeHHETO HA TaaanadiI NPH MALKMEHTH, MPHEMALLH HAKOS
(hopMa Ha OpraHHYeH HUTPAT € NPOTHBOMOKA3aHO (BkK. ToUKa 4.3). B3 OCHOBATA Ha Pe3yATaTH OT
KJIMHHYHO MPOyuBaHe, B KoeTo 150 mauneHTH ca nojryyaBanu gHesHH Ao3u ot 20 mg Taganadnn 3a 7
aad 1 0,4 mg HUTPOrTHUEPHH CySIMHIBATHO B pa3iHYHG BpEME, TOBA B3aHMOACHCTBHE €
HaOAK1aBaHO 3a TToBeYe OT 24 yaca B He ¢ HabmoAaBaHOo Chel H3THYAHE Ha 48 yaca OT nocneaHaTa
nosza taganadun. Taka, npu nanuenT, Ha KOUTO € pennycaHa HAKaksa 1033 Taganadun (2,5 mg-

20 mg), ¥ 3a KOITO NPUIOKEHHETO HA HHTPATH CE CMATA 38 HEOOXOTUMO N0 MEHLIMHCKH NOKA3aHNS
B JXKMBOTOCNACABAIlH CHTYalMH, TpAOBa na MMa moHe 48 yaca oT mpHeMa Ha noc/AeAHaTa 1033
Taganadun, opeH NpHIoKeHueTo Ha uurpatute. Ipn TakuBa YCAOBHA, HHTpaTHTE TpabBa J1a ce
NpHIaraT noj CTpor MEAHLIMHCKH KOHTPOJI H ChC CHOTBETHO MPOCICAABAHE HA XEMOIUHAMKKATA.

AnmuxunepmensusHu 1eKapCmeeny Cpeocmea (6KTIOYUMERH0 KAIUesu QHmMAazoRuCmu)
EnnospemeHHOTO MpHilarane Ha fokca3o3uH (4 u 8 mg IHEBHO) 1 Taganadun (AHeBHA 1032 OT 5 mg U
200 mg xaTo eqHOKpaTHA J03a) 3aCHIIBa AHTHXHIIEPTEH3NBHKA e(EKT BA TO3H ala-6a0cKep B 3HAUHMA
creneH. To3u edekrT ce 3anma3pa MOHE JBaHAAECET Yaca ¥ MOXKE Ja NpeH3BHKa CHMITTOMM,
BIJIFOUHTEIHO CHHKOIL. 3aTOBA Ta3¥ KOMOMHALMA He ce npernopsyuea (K. Touka 4.4).

[1pn npoy4sanus 3a B3aMMOIEHCTBHATA, H3BBPILIEHH NPH OrpaHHUeH Gpoii 3apaBH J106pPOB ~TeH.,
e(bekTH He ca CHoOLIEHH NPR andy303HH WK TaMCyJI034H. Bee nak, € HeoGxoauMo nos/uéggﬁlfﬂ o ;\
BHUMAaHHE, KOraTo TaaaladHi ce ynotpeGaBa npy MaLMeHTH, AEKYBAHM ¢ KaKBHTO U
OtokepH, 0cobeHO NPH naleHTH B crapyecka Bu3pact. JleueHneTo Tpabpa 1a 3anoy
MHHHMAJIHA 034 U NPOTPEeCUBHO Ja ce afjanTHpa.




[Tpn knuHuyHK GapMaKOSOTHYHM MPOYUBAHHS € U3CIEABAH TOTCHUWANT Ha Tazanadun 1a yCunsa
XUNOTEH3UBHATE €()EKTH HA AHTUXHIIEPTEHIUBHUTE JIEKAPCTBEHH NPoAyKTH. [TpoyduBaHu ca
OCHOBHHUTE KJIACOBC AHTHXHMIIEPTEH3UBHH JIEKAPCTECHH NIPOAYKTH, BKJIIOYHTETHO KANLMEBH
AHTArOHHCTH (AMIIOMIKMH), HHXUOUTOPHTE Ha aHTHOTeH3WH KOHBepTHpainus eH3um (ACE)
(eHananpun), 6okepuTe Ha OeTa-aAPEHEPrHYHUTE PELENTOPH (METONPOION), THAZMIHHTE AHYPETHIIH
(OenapodaymeTHasnn), U 6mokepuTe Ha aHrMoTeH3uH 1 penenTopuTte (paznTHUYHK BUAOBE W I03H,
CAMOCTOATEJIHO MIH B kOMOUHAIMS ¢ THA3HIH, KAJILHEBUTE AHTATOHUCTH, Beta-0okepH, WHIH anga-
onokepy). Tamanagpun (10 mg ocBeH B NpOY4YBAHHATA ¢ AHTATOHHUCTHTE HA aHTHOTEH3HH |1
peLenToOpHTE H aMJIOAKITHMH, TIPH KOMUTO € NMpWIaraHa ao3a ot 2( mg) HAMA KIMHUYHO 3HAYMMH
B3aHMOZICHCTEHS, C KOUTO M Ja € OT Te3H KiiacoBe. B apyro kinMHHYHO apMakoJOrH4HO POyUBaHe
raganagun (20 mg) e u3nureaH B koMOUHALKS ¢ 40 4 Kiaaca aHTHXHIEPTEHIUBHU NPoAYKTH. Ilpw
MaLMEHTHTE, NMPHEMATH HAKOIIKO AHTHXHITICPTEH3MBHH NIPOIAYKTA, aMOYyNaTOPHHTE NPOMEHH B
apTePHAHOTO HANATAHE H3TTIEKAAT CBBP3aHM ChC CTENECHTa Ha KOHTPOJ Ha apTEpHATHOTO HANATaHe.
B Ta3u Bpb3Ka, NpU NaUMEHTHTE OT KITHHHYHOTO H3MHTBAHE, YMETO apTEPHANHOTO HandraHe € O1IIo
nobpe KOHTPOIHPAHO, HAMAIIBAHETO € OHIO MHHUMATHO WIH MOJ00HO Ha ToBa, HabIr0gaBaHO NMPH
3apasy xopa. [IpH yuacTHULIM B npoy4YBaHETO, TIPH KOKTO APTEPHATTHOTO HAJIATAHE HA MALIHCHTHTE HE
¢ OMJIO KOHTPOJIIHPAHO, CNIAJAHETO € OHITO NO-roMIsMO, BBIIPEKH Y€ TO He € OWI0 CBBP3aHO C
XUMNOTEH3UBHY CHMITTOMM MPH NOBEYETO OT nmauueHTure. [Ipy mauueHTy, Noyyasaiy ChbIIBTCTBALLO
NIEYCHHUE C AHTHXHIICPTEH3HBHH JIEKAPCTBEHH NMPOAYKTH, Tafanadun 20 mg Moxe Ja HHAyLMpa
HaMaJieHHWE Ha apPTEPUANHOTO HAJIATaHe, KOeTo (C M3KIIoueHHe Ha alda Ookepy,—BX. No-rope), €
KaTo LAJIO MANIKO H He ¢ BEPOATHO Ja € KIIMHAYHO 3HaYHMO. AHAJTH3HTE HAa JAHHHUTE OT KIIHHHYHHA
MpoyuBaHHd (pa3a 3 He ca NMoKa3anu pazliIHKA B HEXKEIAHHUTE JIeKapCTBERU CHbOMTHA NMPH NALIHEHTHTE,
MPUeMAaLy Tananadun, cbC Wik 6e3 aHTHXHICPTSH3UBHH NEKAPCTBEHH NMPOTYKTH.. BbnpexH ToBa Ha
NauMeHTHTE TpA0Ba Ja ce AaBa NOAXOAALI KIHHHYEH ChBET 34 BE3MOXKHO HaMaleHHE Ha
apTEPHANTHOTO HAJIATaHE, KOTATO CE NEKYBAT C AHTUXMITEPTEH3UBHH JEKaPCTBEHM NMPOAYKTH.

Puoyuzyam

[IpeaxIHHHYHH NpOYy4BaHHA NIOKA3BAT AOIBJIHHTENEH e(EKT HA MOHWKABAHE HA CHCTEMHOTO KPbBHO
Hansarahue, koraro PDES uHxuOHTOPH ce koMOWHupaT ¢ pHolnryar. B KiiHHHYHHM POYYBaHHA €
A0Ka3aHo, Y€ PUOLIUTYAT NOTEHUMpa XHIIOTeH3WBHUTE edextn Ha PDES unxuduropure. Hama naHHH
33 ON1aronpuaTeH KIHHUYEH edekT Ha KOMOHHALIMATA B MpoyYBaHaTa MoMynauus. ExHoBpeMeHHara
ynoTpeba na puouuryar ¢ PDES uHxuGHTOpH, BKIIOMHTENHO TaZanadul, € NPOTHBONOKA3AHA (BHXK
to4ka 4.3).

Unxubumopu na S-angha pedyxmazama

B xJIMHUYHO Npoy4BaHHe, KOETO CPaBHABA Tagaladua 5 mg, npuiarat €AHOBPEMEHHO ¢ QUHACTEPH)
> mg, ¢ ianebo rmoc duHacTepua 5 mg 3a o0neKyaBaHe Ha CHMIITOMHTE Ha ROOPOKAYECTBEHA
xunepanasna Ha npocrarata (JIXI1), He ca ycTaHOBeHH HOBH HEXEJIaHH peaKluH. Brnpexn T0Ba, Thii
K4aTO O(pHMUMANHO NTPOYYBAHE 33 JIEKAPCTBEHH B3aUMOEHCTBUA 32 OLleHKa Ha edekTHTE Ha Tapnanadun
M Ha uHXKHOWTOpHTE Ha S-anda peaykrasara (5-ARIs) ue e nporexnaHo, Taganapun Tpadea na ce
NpHjIara BHHMaTeIHO €JHOBPEMEHHO ¢ HHXHOUTOPH Ha S-anda peaykrasara (5-ARls).

CYPIA2 - cybcmpamu (nanp., meogpunun)

Korato Tanana¢un 10 mg ce npunara ¢ Teodunus (HecenekTusen GocoanecTepased HHXHOUTOP)
BbB (DAPMaKOIOIHYHO NIPOY4BaHe, He € HMano JapMaKOKHHETHYHH B3aMMOAEHCTBHA. EnHHCTBEHHAT
hapmakoaunamuuen edekT e Hin nexo (3,5 yaapa/MuHyTa) yBeHYEHHE Ha CHPAEYHATA YECTOTA.
BbNpeKkH ue To3H eeKT € BTOPOCTENEHEH H He € GHI OT KIMHHYHO 3HAYEHHE [IPH TOBA NPOYUBAHE,
TOH TPAORA 1a e B3eMa NnoJ BHHMaHHe NPK eIHOBPEMEHHA YNoTpe0a Ha Te3u IeKapCTBEHH NPOAYKTH.

Emununecmpaduon u mepbymanun
Jloxa3aHo ¢ e Tananadui NpeNu3BUKBA MOBHINABAHE HA GHOHATHYHOCTTA HA eTHHHIES
NEPOPaHO NPUAMKCHHE; TTOAODHO MOBHILIABAHE MOXKE [Ia C& OYaKBa MPH NEPOPATHO ]
TepOyTAIHH, BBIPEKH Ye KITHHHUUHHTE eeKTH OT TOBA ca HEACHH. /)

Anrxoxon 1_
KoHueHTpauHHTe Ha ankoxon (CpeaHa MaKCHMaTHa KOHLIEHTpaLMa B kpeBTa 0,08%



oT ¢hBMeCTHaTa ynotpeba ¢ Taganaduwt (10 mg unu 20 mg). B gonsnuenne, 3 yaca cnen
€THOBPEMEHHOTO NPHIOKEHHE C AJIKOX0N He ¢a HabmoaBaHM NMPOMEHH B KOHLICHTPALMUTE Ha
Tajanadui. AJKOXONBT € NPUIOKEH MO HAYMH, YBETHUABAL MAKCUMAITHO CKOPOCTTA Ha abcopbums
Ha ankoxos (CYTpHAH Ha [VIafHGo, 6e3 Aa ce mpHeMa XpaHa Jo 2 waca cjae IPUeMa Ha ANKOXon)
Tananagun (20 mg) He yeenuuyara CpeAHOTO HaMansBaHe Ha KPHBHOTO HANAraHe, NPEAW3BHKAHO OT
ankoxona (0,7 g/kg unu okono 180 mi 40% ankoxon [Bopxa] npu §0-kumorpaMos MbK), HO NMPH
HAKOM XOpa MOXe Aa ce HalMmogaBa nocTypajieH CBETORLPTEXK MITH OpTOCTaTHYHA XUNoTouHs. Koraro
Tananadun ce npunara ¢ mo-manku 103u ankoxon (0,6 g/kg), xurnorensua He ce HabOIaRa, a
CBETOBBPTEXBT ce HalMoAaBa ¢ YeCToTa, NOJAOOHa Ha Ta3H PH CAMOCTOATENHOTO NPHIOKEHHE Ha
ankoxos. EQexrsT Ha ankoxona BbpXY KOTHWTUBHATA QyHKLMS He Ce 3acCHIBaT OT Taganadun

(10 mg).

L{umoxpom P450 memaboausupa nexapcmeery RpcOyKmu

Tananadgmna ve ce ouakea aa NpeJU3BUKBA KITHHHYHO 3HAYHUMO TIOTHCKAHE HNH HHAYKUUS Ha
KIHPBHCA Ha IEKAPCTBEHHU NPOAYKTH, MeTabomuznpanH ot CYP450 nzogopmure. [Ipoyasanusta ca
NIOTBbPAUITH, He TaAaradu He HHxuOUpa Win uagyuupa usogopmure Ha CYP450, BrinouHTenso
CYP3A4, CYP1A2, CYP2D6, CYP2E1, CYP2C9 u CYP2C19.

CYP2C9 - cybcmpamu (nanp., R-eapghapun)

Tamanagmn (10 mg u 20 mg) HAMA KTHHHYHO 3HAYHM e(eKT BBpXy excnosuimsTa (AUC) Ha S-
sappapuH unu R-eapdapus (cyoctpar Ha CYP2C9), HuTO 3acara MpOMeHHUTE B NpOTpoMOHHOBOTO
BpEME, MPEeAN3BHKAHH OT BapdapHH.

Ayemurcanuyuiosa Kuceauna
Tananapun (10 mg 1 20 mg) He NOTEHLHpPa YBETHUEHHETO BBB BPEMETO HA KbPBEHE, NPHYHHEHO OT
AUCTHICANHUKUNIOBA KHCETUHA,

IIpomusoduabemnu nexapcmaenu npooykmu
He ca npoeexaaHH crieUMpHYHA MPOYYUBAHHUA 34 BIAHMOICHCTBHA C MpoTHBOAHADETHH NEKAPCTBEHY
IPONYKTH.

4.6 ®epTHaMTeT, DPeMEeHHOCT H KbpMeEHe
Taaunexro 20 mg He e MokasaH 3a ynotpeba mpH XKEHH.

bpemeHHoCT

ViMa orpanuueHH nasHH 3a ynotpebara Ha Taganatgun rps OpeMeHHH skeHH. [IpoyusanuarTa npu
*KHBOTHH HE INOKA3BAT NPAKO MIIH HENPAKO BPEAHO BB3ACHCTBHE REPXY OpEMEHHOCTTE,
eMOPHOHATHOTO/(DETANHOTO pa3BUTHE, PAKIAHETO HWIH NOCTHATANHOTO pa3BuTHE (BXK. TO4Ka 5.3).
Karo npeanasda mapka, 3a NpeanoynTale e ynoTpebara Ha Taganagua no BpeMe Ha OpeMeHHOCT Ja
ce u30Area.

Kupmene

Hanuunste dapmakogiHaAMMYHK/TOKCHKOIOMMYHHE JaHHH NPH KUBOTHH NIOKA3BAT EKCKpeLHs Ha
raganadun B MaIkoto. He Moxe 1a ce M3KTIOYH PHCK 3a KBPMaYeTO. Tagadadun He Tpabpa aa ce
H3MOJ3BA [I0 BpeMe Ha KbpPMEHe, |

DepTHIUTET
Habmonaeann ca edekTy IpH KyveTa, KOMTO MOXe [a COUAT yBpexnane Ha peprunurera. Jge
ROCNEABAIM KITHHHYHH NPOYYBaHNs MIOKA3BAT, ¥e TO3M edekT € MATKO BEPOATEH MPH XOpa, B

4e c¢ Habmofasa HamaleHHE Ha KOHLICHTPALMATA Ha CTIEPMa MPH HAKOH MBXKe (BX. TOY
5.3).

4.7 EdexTn BBpxy cnocoGHoCcTTA 32 Modupane # pabora ¢ MAIINAY
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Ye NIPY KIMHHYHKA NPOYYBAHHS YECTOTATA HA ChOOIIEHHATA 32 CBETORBPTEK NP rpynara ¢ naauedo #
rpynara ¢ razantapun na € 6una cxonHa, nayueHTHTe TPAOBA 12 ¢a HASCHO 3a TOBA Kak We pearupar
Ha Taaanadil, Npeay wodupaHe uan pabota ¢ MALHHH.

4.8 HexenaHn JeKapCTBEHH peaknuy

PeatoMe Ha npodrna Ha 5e3001acHOCT

Haji-uecTo coo01IaBAHNTE HEXXENAHN JIEKAPCTBEHK PEAKIIMM ITPH NALHEHTH, NpHeMalH Taganadun 3a
AiEYeHHE Ha SPeKTHINA QUCPYHKIHS WIN Z00pOKayecTBERa XUTISPIUIaTHA Ha NPoCTaraTa ¢a
rnasoQonme, qrenencus, 6onka B ropda ¥ MUAITHA, PH KOKTO YeCTOTATA C€ YBCIHWYABA C
nosHLIaBale HA Ao3ara Ha Taganadun. MoknaasaHuTe HeXKENAHM JIEKAPCTBEHY PEAKLIMHU ca DMK
FIPEXOAHY H B NIOBEYETO CAYYay Aexu 0 ymepeny. ITo-ronamara 4act ot ciyuaure Ha niasodosue,
crobuiasany npu npueM Ha Taganadun BeAHBXK AHEBHO, ca Habmogasany npes mepaure 10 1o 30 anu
OT 3a10UBaHE HAa JEYCHHUETO.

Pe3romMe Ha HeKESauNTe peakiiuy B TabauueH By

B Tabnunara no-aoiy ca #30pocHN HEKENBHMTE NEKAPCTREHY Peakuyy, HAOMIOAZRAHH OT CIIOHTAHHU
crob1ueHns b npu nalebo XOHTpoUpany KIMHMMHH NpoyuBatns (o0xsawaity obuo 8 022
NALMEHTH, IeKYBaHH ¢ Tananagun, v 4 422 nanuexTy, nonyqapany wanedo) 3a sevenue Ha
CPERTH/IHE AHCOYHKLMA [IPH HY’KIA 1 BeAHK JHEBHO H 34 IEYEHHE Ha A00pOKaueCTBeHa
XUMEPMIa3ys HA NPOCTATATA BEJHBX JHEBHO,

Konsenuns 3a yecrorara: MHoOro uectu (=1/10), uectn (= 1/100 no <1/10), nevecrn (=1/1 000 no
<1/100), peaxy (=1/10 000 a0 <1/1 000), Muoro peaxu (<1/10 000) 1 ¢ HewsBeCTHA HECTOTA (OT
HAtUMHHTE JAHHH He MOXKe 4a Oblie HAupaBeHa OLCHKA).

Mnoro {Yecru Heuectn Penxks |
1eCTH |

Hapywenua na umynnama cucmema

Peaximu Ha AMruoenem?

CBPBXUYBCYBHTCAHOCT
i

e e e " — . P —— mple i i

Hapywenun va nepsnama cucmema

HRcynT' (BKAOMUTENHO XEMOPArHYHH
cHOMTHA), CHHEKON, TPaH3UTOPHHM MCXEMHUHY
npucThin!, Murpeda’, Mpunagsuu?,
TpaHznwTopHa aMHE3Hs

["nasoBomue 3amMagHOCT

Hapywenua na ovume |

R —— JR——

3ameraeHo Brokgane, |Hapyuienue Ha 3putesnoto none, OTok Ha
Ycewmauud, onucpany  jKaenaudte, Xunepemus Ha KOHIOHKTHBATR,
karo Gonka 8 ounte  |Heaprepuanna aHTepuopHa UCXeMyuHa OUHa
nesponatua (NAIONY, 3anyiusave Ha

" CHAOBETE HA PETHHATA?

PR—— P —— J——

Hapywenus na yxomo u nabupunma

Tunuryc Buesanta rioyxora

e m—

Cepoeynu napywenus’

Taxukapams, MuokapzaeH usiapkr, Hem’i? i

11 Hasnwramau “c-'reﬂolcapﬂmﬁ, Kamepua ap
- {




Cvooeu napyuenun

3auepeapaHe XHIIoTOHHM:,
XHICPTOHUA
Pecnupamopru, 2pbOnu u MeQUGCMUHAINY HADYVIEHUA KADYUCHUN
HazanHa Jucnnes
KOHIeCTHA Enucrakcuc
Cmomarino-upeanu napyuienua
Hucnencus KopemHna 6onka,
Ilosprinane, ['anene,
I'actpoeszodarea
neH pedayke

Hapywenus na xosicama u nooxoxcama mokan

Obpue Xunepxuaposa (MIOTEHE), Y pTHKApPHA,
CungpoM Ha Stevens-Johnson?,
ExcdonuaTipen 1epMaTHT?,

Hapywenusn Ha Myckynno-creremruama cucmemd, CoeOURUMERHAMA MyKaH 1 Kocmume

bonka B repha,
Muanrug, boaka
B KpaHHHUK

Hapywenua na 6vbpeyume u nuxounume nomuya

Xemartypud

Hapyuenisl Ha 8b3npouzg00umennama cucmema u 2bpoama

[IpoabmxurenHa KpbBROUINHKE B NEeHHCA, XEMATOCIEPMHA,
epeKUUd [TpuannssM,

Obwu HapyuweHus u ehpexmu Ra MACMOMO HA NPWIOHCEHUE

['puana Gonka', YMopa, {OTok Ha nHueTo?, BHe3amnua cupaedHa
IMeprdepen oTok eMBpT'+2

' TloBe4eTO OT NAUMEHTUTE UMAT NPEALIECTRALM CBhPAEYHO-CHAOBH PHCKOBH (aKTopH (BXK. TOUKA
4.4)

¢ ChobwaraHH IpH MOCTMAPKETHHIOBOTO HAGMIONEHHE HEXENAHN PeakKLIHH, KOUTO He ¢a
HaOJIroNaBaHM NpK IIaLeto KOHTPONHPAHK KIHHHYHHE [IPOYYBAHHS

* Tlo-uecTo NOKNaNBaHa, KOFaTo Taganadui ce NpHIara nNpy NauUeHTH, KOHTO BeYe NoMy4asar
AHTUXHIEPTEH3INBHU JICKAPCTBEHH MPOLYKTH

Onucanue Ha W36paHy HeXenaHy peakHu

HeznauuTenHo no-ronama dectora Ha otknonenusa B EKI, npean Benuko cHHycoBa Gpaukapays, ca
AOKIIaABaAHH IPH NALKEHTH, JIEKYBaHH ¢ Taganagun eaHH BT JHEBHO B CPaBHEHHE C IL1aledo.
Hoseyero ot Tesu oTknonenns B EKT He ca cBBp3aHH ¢ HEKEaHHTE JIEKAPCTBEHH PEaKLIMH,

JPYry creuHaTHH NOMyIalMH

/laHHHTE NpPU MANMEHTH Ha BB3PACT Haj 65 TOMMHH, KOUTO npHeMaT Taganadu
APOY4YBaHHA HIIH 3a JICYCHHE Ha €PEKTHWIHA AMCPYHKUMSA, MIH 3a JeucHHe Ha 1
XHNICPILIA3Ms HAa MPOCTaTaTa, ca OTpaHHYEHU.B KIMHHYHK npoyueanus ¢ Taganad
HYXAa 3a JICUCHHE Ha epeKTHIHA ANCQYHKLHA, AHAapHa ¢ CbobllaBa Mo-YyecTo PHETRRIHC
BL3pacT HaA 65 roauHM. B knuHu4HM npoyusaHus ¢ Taganadun 5 mg, npueMaH Bel‘g.}rg?mx
NieyeHne Ha 100poKavYecTBEHa XUNepPIIasns Ha TIPOCTATATA, 3aMATHOCT H JHapua ca '\ '




YECTO IPU NALEHTH HaZ 73-roauuisa BB3pacT.

ChoOiiapane Ha NOA03MPAHH HEXETAHH PEaKI[HM

Ch0011araHeTo Ha NOAO3MPAHH HEXKeJIaHH PeakLHy clie]l paspeluarade 3a ynorpeda Ha JieKapCTBEHAS
MpoaykKT € BaxHO. Tosa NO3BONAABA Ja NPONBIKY HAOIIOIEHHETO HA CHOTHOMIEHUETO NOA3A/PUCK 32
JIEKAPCTBEHHA TIPOAYKT. OT MEIULMHCKUTE CISLHHATHMCTH Ce H3HCKRA 1a ChOOILaBAT BCAKA
NONO3HPaHa HEXeENaHa PEakLUHA Ype3

Manennurenna aresnys no nekapereara yi. Jdamau [pyes™ Ne 8

1303 Codun

Ten.: +35 928903417

yebGealim: www.bda.bg.

4.9 Ipeno3upane

Iipu 3apaBn Ro6poOBONUM Ca AaBaHW eAMHMYHR A03M 10 S00 mg, a Ha MauHeHTH ca NpUIaraHy
MHOTOKpaTHH nHeBHH No3u Ao 100 mg. Hexenanure cuOnTia ca OniH nogobHH Ha OHe3H,
HalAroAaBany TIPK NO-HHCKH 103K, B ciyyadre Ha npenoaupane, ako ce Hanara, Tpsbea Ja ce
[peanpueMar CTanjapTHUTe NOAIbPKAILY MEPKU. XeMOAHANKM3AaTA He3HAUHTEIHO CrioMara 3a
ETMMUHUPAHETO Ha Tajanadun.

5. ®APMAKOJIOITMYHH CBOHCTBA
5.1 @apMaxkoxuHAMHIAN CBONCTBA

QapmakoTepaneBTHYHA rpyna: YPonOrudHY CPeACTRA, ISKAPCTBEHH TIPOAYKTH, NPHIATAHH NPU
epextinna aucpynxuna ATC kox: GO4BEOS.

MexaHHn3bM Ha aelicTene

Tanamagun e cenexrusen, 06paTUM HHXHOUTOP Ha IMKITHYHHA FyanosuH Monodocdat (ul M),
crienuanno gocpoauecrepasa tun 5 (OIIES).

Korarto cexcyatHOTO CTMYJTHpPaHe NPEAN3BUKA IOKANHO 0cBOoS0kKaBaHe Ha a30TeH OKCH,
HHxnGupanero va PDES o1 Tananagwn npeaussuksa nosumen Hisa Ha ul M@ B KapepHO3HHTE
Tena. ToBa BOJH N0 penakcaums Ha riafkaTa MyCKyJIaTypa ¥ NIPHTOK HA KPBE B TBKGHUTE Ha NEHMCA,
BOACUIO A8 epekuMd. Taganadun ¢ HeedeKTHBEH NPy JIHICA HA CEKCYATHA CTHMYTALMA.

PapmaxoauHaMuans edexT
[lpoyusanudra in vifro ca nokasany, de Taganadun e cenexriser uaxubuTop na PDES. PDES e
€H3HM, KOHTO C€ OTKPHBA B IMAAKaTa MyCKYNaTypa Ha KABEPHOSHOTO TAIO, CHIOBATA W BHClepanHa
TAANKa MYCKYJaTypa, CKENCTHUTE MYCKYH, TpombowmTute, 6nbpeunre, 6eaus apob, U MaTKuUs
MO3bK. JleficTBreTo Ha Tananadun e no-cuito Bupxy PDES, 0TKONKOTO BBPXY ApYrH
docdonvectepasn. Taganadpma e > 10 000 meTH no-mowier 2a PDES, 0TKoAKOTO N0 OTHOMEHHE Ha
PDE1, PDE2 u PDE4 - eH31MH, KOHTO Ce OTKPHBAT B CHDLIETO, MO3bKE, KPHBOHOCHHUTE CHAOBE,
uepHus nped u apyru oprasy. Taganadmi e > 10 000 nuTH no-MolueH no oTHowenHe Ha PDES,
OTKOJIKOTO 110 0THOIIeHHE HAa PDE3 — eH3uM, Hamupani ce B CbpLETO H KPEBOHOCHHATE ChJ0BE. Ta3u
cenexruBHocT kbm PDES, cpaBhena cbe cenexrurnoctra xbm PDE3 e Baxna, 3amoro PDE3J € enzum,
y4acTBall B MCXaHW3IMA HA ChpACIHHTE CBKpalieHus. B nonwanesnue, Tananadun e npubnusurenHo
700-nsTH no-motwen no otxowene Ha PDES, oTkonkoto cipamo PDEG - ensum Koiito ce HaMupa B
peTHHaTa H € OTroBopeH 3a $oToTpancaykunaTa. Tananadun e cbwo > 10 000 by NO-MOLICH 1o
oTHOWICHHe Ha PDES, oTrkonkoto no orHotiienue va PDE7, no PDE1D..

Knuun4da eduxacHoeT M OesonacHocT

IPOABIKHTENHOCT HA OTrOBOPA CREA NPHM Ha Taganadpwi. Tananadun e nokazan i
3HAYMMO NOROOpeHH e B epeKTHIHATA ByHKUMA ¥ cOcoBHOCTTa Aa ce H3BBPLIN VI
1o 36 vaca cej| NpHeMa Ha J103aTa, KakTo M B CocoBHOCTTA Ha NANMEHTHTE A3 HOJT



NOJABPNKAT €PEKIHH 33 YCIICIIEH IOJI0B AKT, B CPABHEHHE C maiedo, olre Ha 16-Ta MHHYTa Cliek
ripMeMa Ha 103arTa.

Tananagun npynolkeH Ha 3ApaBH HLA, PEIUIBHKBA HE3HAYMMA Pa3/lMKa B CPaBHEHHE C M1auedo B
CUCTOJIHOTO H JHACTOJAHOTO KPBBHO HANIATAHE B JIETHAJIO MOJIOKEHUE (CPEAHO MAKCHMATHO
HamaneHue or 1,6/0,8 mm Hg, cbOTBeTHO), B CHCTONHOTO M AMACTOHOTO KPBBHO HANNATaHE B
H3NPaBeHO TIOJIOKEHHE (CPeIHO MAKCHMAaNHO Hamanenke ot 0,2/4,6 mm Hg, choTBeTHO), H HAMA
3HA4YHMAa TIPOMSHA B CHPIEUHATA YECTOTA.

Ipu npoyuBaHe 3a oLeHKa Ha eeKTHTE Ha Taganagui BbpXy 3peHHETO He Ca OTYETEHH HUKAKBH
HApYLICHHA B PA3M0O3HABAHETO HA LBETOBETE (CHHLO/3ENIEHO) MOCPEICTBOM H3NOI3BAHE HA TECTA
Farnsworth-Munsell 100-hue. Tozu pesynrar kopecnonaupa ¢ HUCKUsS aQMHHATET Ha Taganadun KoM
PDE®, B cpaBHenre ¢ PDES. BB BCHUKH KIMHHYHY NIPOYYBAHHUA CHOOIIEHHATA 33 IPOMEHH B
LBETHOTO BroKAAHe ca peakH (< 0,1%).

IIpoBenenu ca Tpu NpoOyYBaHHA NPH MBKE 33 OLEHKA HA [IOTEHUHANHNA eDeKT BBpXY
criepmaToreHesara Ha Taganagpun 10 mg (easo 6-meceuno npoy4usaHe) U 20 mg (e1HO 6-MECE4HO U
€HO 9-MEeCEUHO MPOyUBaHE), NpWIaraH e>keAHeBHO. B IBe oT Tean npoyuBanus e HabnoaaBaHo
MOHMKEHKWE HA KOJHYECTBOTO W KOHLIEHTPALMATA HA CIIEPMATA, CBBP3aHO ¢ JIEUeHHETO ¢ Tajanadun c
ManKa BEPOATHOCT 3@ KIIMHH4YHA 3HAYUMOCT. Te3u edekTH He ca OUIH CRBP3aHKU ¢ MPOMEHH B APYTH
napameTpu, KaTo MOoABHKHOCT, Mopdoorus u FSH.

Tapanadun & 1031 ot 2 10 100 mg e uscneasax B 16 KIMHHYHYM NpOYUBaHUA, BKIIOUBalL 3250
NAUMEHTH BKIFOYHTENIHO NALMEHTH ¢ epeKTHIIHA AMCYHKITHA OT pa3iIHUHA TEXECT (JleKa, yMepeHa,
TEXKKA}, CTHONOTUSA, BB3IpacT (MexIy 21-86 rogunu) U eTHocH. [loBeueTo nalMeHTH ¢a ChOOLIKAH 32
epekTriiHa AMCHYHKIHS 0T Hali-Manko 1 roguHa B cpok. [Tpu mepeoHauanHuTe MPOYHBaHUA 33
e(peKTHBHOCT BbpXY ofmara nomynauus $1% or nanueHTHTe CHOOILABAT, Ye Tananagu € MogodpuIo
TAXHATa epPEeKLMs, B cpasHeHre ¢ 35% npu nnanebo. Chilo Taka, MALHEHTHTE ¢ EPEKTHIIHA
IUC(YHKUHA NPH BCHYKH CTENIEHH HA TEXECT chob1aBaT noaobpeHa epexiud, JOKATO NpHeMaTe
rananadun (86%, 83% u 72% 3a neka, yMepeHa U Texka, CbOTBETHO, B CpaBHEHHE ¢ 45%, 42% u 19%
npu ruiauedo ). B mbpeoHavanHuTe npoyuBaHuA 3a eeKTHBHOCT, 75% OT ONMTHTE 34 NOJIOB aKT Ca
OHnu ycnemHy npH nauveHTH ¢ Taganaduwt B cpasueHue ¢ 32%, nonyuasamy raedo.

Hpu eano 12-ceamudHo npoyusane, npopeacHo npy 186 nauuentH (142 taganadun, 44 nrauebo) ¢
€PEKTHIIHA ZHCPYHKIMA, BTOPUYHO Ha YBPEX/JJaHe Ha rpbOHAYHHA MO3BK, TaJanadun 3HaYMMO
n0400pABa ePEKTHIHATA DYHKLMSA, KOETO BOJM JI0 CPEAHA YeCTOTA HA YCNEUIHUTE ONMTH 33 WHAWBMA
fTpU NAUMEHTHTE, TPETHPaHH ¢ Tagaitagun 10 unu 20 mg (reekasa 4032 npH noMcKeaHe) 48% B
cpaeHeHue ¢ 17% npu nnauebo.

[leauarpryya nomynauys
Hpu neamatpuyds nauMeHTH ¢ MyckynHa aucrpodns ten Jrowen (MJUT), e npoReeHO €IHO

poy4BaHe, B KOETO HE ca HabmonaBaHy JaHHY 3a edukacHocT. [Tpu 331 Momuera Ha Bp3pact 7-14
rojuHu ¢ MJJ1, Ha konto ce npuiara ¢AHOBPEMEHHO JIEYEHHE ¢ KOPTHKOCTCPONIH, € NPOBEACHO
PaHAOMH3HpaHO, ABOHHOCIANG, [L1ANE60-KOHTPOSIHpaHO, NAPAJISITHO NPOyYBaKe ¢ 3 paMeHa ¢
Tananagun. [poydsanero BKMOUBA 48-ceAMMUEH NBOHHOCAAN NEPHO, B KOHTO NALMCHTHTE €A
PannOMH3MpaHH aa nonyyasar tagxanagun 0,3 mg/kg, raganagiun 4,6 mg/kg dinu riauebo BecekH AeH.
Taganagun He noxkasea eUKACHOCT NO OTHOIIEHHE 3abaBsHe HA BIOWABAHETO HA CIIOCOOHOCTTA 3a
CaMOCTOATETHO XOACHE, H3MEPEHO ¢ NTIOMOLITA Ha ITBPBUYHATA KpaifHa TouKa - 6-MUHYTEH TECT 32
xonexe (6 minute walk distance, 6MWD): cpera npoMsHa Ha Haii-MankuTe kBagpaTH (least squares,
L) B Tecta 6MWD Ha 48-1a cenMuua e -51,0 MeTpa (m) B rpynara, nomyuasama nuane6o, B =S

BCHYKH BTOPHYHH aHANH3M, HANPABEHU B TOBa npoyqBaHe. Obwmre pe3ynrarth 3a O
TOBA MNPOYYBAHE KAaTO L0 €a B CHOTBETCTBHE ¢ M3BECTHUS NPOodu Ha GezonacHoCT

¢ Hexkenanute crouTHA (HC), ouaksanu B neauaTpuunaTa nomynaumsa ¢ MU, mo
KOPTUKOCTEPORIM.



Eppone#ickara areHUMA 10 JEKapCcTBAaTa OCBOOOKIABA OT 33Ab/DKEHHETO 3a NPeNOCTABAHE Ha
pe3yNTaTHTE OT MPOY4YBAHHA ¢ peEePEHTHHA JIeKapcTBEH NMPOIYKT BbB BCHUKH MOATPpYIH Ha
NeAHAaTPHYHATA [TOITYJIaLMA 3a JIEYEHHE HA €PeKTHIIHATA AHCYHKUMA (BHXKTe TOuKa 4.2 32
WH()OPMaLMA OTHOCHO YTIOTpeDa B meAHaTpHaTa).

52 ®apmMakoKHHETHYHH CBOficTBa

Abcopbuus

Tapanagpun ce abcopGupa NecHO ciiea NepopanHo NpUioKeHHe H HabMONaBaHHTE CPEAHH
MaKCHMAaHH M1a3MeHH KOHUEHTpauuK (Cmax) ce TOCTHraT 3a CPEAHO BpeMe OT 2 Haca ¢iel
NpUIoxkeHHETo. A6CoMOTHAaTa BHOHANHYHOCT Ha Taganadwui cJiel NEPOpaiHO NpUIoXKeHUe He e O1na
OnpeAe/cHa.

CxopocTra u creneHTa Ha aGcopOuus Ha Taganadun He ce NOBMMABAT OT XpaHa, TaKa ye Tajanadun
MOJKE N1a ce MPHEMa He3aBHCHMO OT XpaHeHeTo. BpemeTo Ha npueM Ha 1o3ara (CYTPHH CNpAMO Beuep)
HAMa KIHHHYHO 3HAYHMH €(PEKTH BEPXY CKOPOCTTA M CTeneHTa Ha aGcopOums.

Paznpenenenue

CpeannsT 00eM Ha pasnpeseneHde Ha Taganadii e npHOIH3UTENHO 63 1, KOETO NMoKa3Ba e
Tajanaguan ce pasnpenens B ThkaHuTe. [IpH TepaneBTHYHH KOHLIEHTPAailHy, 94% ot Taganadgun g,
M1a3Mara ¢¢ CBbP3Ba ¢ NMpoTeruHnTe, CBBP3BAHETO ¢ MPOTEHHHTE HE CE 3aCATa MPH HapylleHa
ObnOpeuHa dyHKIHA.

[To-manko ot 0,0005% ot npuerara mo3a ce nosBABa B CIEPMATA HA 3APABK MHAHBUIH.

buotpanchopmalms

Tananadun ce MetabomHzupa npeauMHO NocpeacTBoM LHTOXpoM P450 (CYP) 3A4 usodopmara.
OCHOBHMAT UMPKYJMpaL MeTabONHT € MeTHAKAaTeXON MOKOpoHUA. To3u meraGoaut e mode 13 000
NBLTH NMO-CJ1a00 aKTUBEH OT Taaanadun no orvowedune Ha PDES. CrenopatesiHo, HE ¢e OYaKBa J1a €
KTHHWUYHO aKTHBEH NpH HAO/IIOAaBaHHTE KOHLEHTpaLWHK Ha MeTabonuTa.

EnHMHBHMpane

CpenHusT nepopaneH KIMpBHC Ha Tananadun ¢ 2,5 /uac, a CpeIHUST TEPMHHAIIEH MOJYKHBOT € 17,5
4aca Npy 34paBH HHAHWBHIH.

Tapanacdun ce ekckpeTupa NnpeaUMHO KaTO HEAKTHBHU MeTabOIUTH, OCHOBHO ¢ PEKATMHTE
(npudnusurento 61% oT K03aTa) H B NO-MAJIKA CTETIEH ¢ YpHHATa (NpUOAH3HTETHO 36% OT ao3ara).

JIMHEMHOCT/HENHMHEMHOCT

DapMakOKHHETHKATa Ha Tazanadn MpH 3PaBH HHAHBHOHM € JMHEHHA [0 OTHOLICHHE Ha BPEMETO H
aozata. [lpu noam B quanasona ot 2,5 1o 20 mg Taganadun, ekcnosuuuara (AUC) ce yeennyasa
MPONOPLUHOHANIHO ¢ 103aTa. [lnaaMenuTe KOHUIEHTpalHH B CTAHHOHAPHO CHCTOSHHE C€ IOCTHraT 3a 5
JHH MPH €IHOKPATECH AHEBCH MPHEM.

(DapMakOKWHETHKATA, ONPEAENIeHa C MOITY/IALMOHHHAS MOAXO0, NPH MAUMEHTH ¢ EPEKTHIIHA
IUchYHKUMA € noxo6Ha Ha papMAKOKHHETHKATA NPH MHAHBHIKN 6€3 ePEKTHIIHA TUCPYHKIHA.

CneuManuu Nonyaaluy

Hayuenmu 8 cmapuecka ev3pacm -
3AapaBU MaLMEHTH B CTapUECcKa Bb3pacT (65 rONMHH MM NO-BB3PAcTHH), HMAT NO-HHCHK NepopasicH
KITHPBHC Ha Tajanagui, Bojewo 1o 25% no-pucoka excnoanuus (AUC), B cpaBHEHME ChC 3ApaBH

HHAUBKIK Ha BB3PACT OT 19 10 45 roxunn. To3H edeKT Ha BBIPACTTa HE € KIMHHYHO 3Hay
AaBa OCHOBAaHHE 3a MPOMAHA Ha J034Ta.

bvbpeuna nedocmamvunocm

€KCNO3HIMATA Ha Taganagin (AUC) e npubnusnTenHo yaBoeHa NpH HHAHBHIM C neK (xpeam#gmﬁp” ,
KnupbHC 51 a0 80 mi/min) 1in ymepena (kpeatunnHoB kinpsHe 31 a0 50 ml/min) 6Lﬁp&qha' o .{:



HENIOCTATHYHOCT W NIPY UHAUMBHAY ¢ KpaeH cTagun Ha 60peuno 3abongsane Ha ananusa. [1pu
nauueHTH Ha xeMoaHanusa Cmax ¢ 41% no-eucoxo oT HAOMOZABAHOTO NPK 3APARM X0Opa.
XeMoayanu3aTa HE3HAYHTE/THO CIIOMara 3a €IMMHHHUPAHETO Ha Tazanadul.

Heprodpobua nedocmamvynocm

Excniosnuunsara Ha Taganadun (AUC) npH HHAHBHIH C JIEKa O yMEpeHa YepHOApOoOHa
HenoctaTbuHOCT (Child-Pugh knac A u B) e cpaBHIMA ¢ eKCITOZHLIMATA NPH 34PaBH HHAHBH/IM,
Korato ce apunara go3a ot 10 mg. Mma orpanuuens knuEuHHYA NaHHK 33 6€30MACHOCTTA Ha
Tajanadun npH NALMEHTH ¢ Texka YepHoApoOHa HenoctaTbuHocT (Child-Pugh knac C). Ako
Tajlanadui ce NpeANnUCcBa, BHUMATEMHA OLIEHKA Ha ChOTHOLIEHUETO Non3a/puck TpAdBa 11a ce
W3BBPLIBA OT JICKYBalMa Jekap. HaMa Hanu4HM JaHHH 38 MPWIOKEHHE Ha MO-BHCOKH A03M oT 10 mg

Ta/Jlana(ui NpH MaLKUEHTH ¢ YepHOIPOoOHO YBpeKIaHe,

Hayuenmu ¢ ouabem

Excnosuuunara Ha Taganadun (AUC) npu naunenTH ¢ aAuabert e 61na npubnusHTenHo 19% no-HuckKa,
OTKONKOTO cTOHHOCTHTE HAa AUC 32 3apaRu HHauBHAH. Ta3H pasiHKa B €KCNO3HLHATA HE JaRa
OCHOBAHHE 3a MPOMAHA HAa A03aTa.

3.3 lipeaxk.HuM9HH JaHHH 3a Ge30macHOCT

HexnmuuunnTe JaHHM He MMOKas3BaT 0COGEH PHCK 3a Xopa Ha 6232 Ha KOHBEHLIMOHAIIHHTE
(rapMakoNOrH4YHH Npoy4RaHHUA 3a 5€30NacHOCT, TOKCHUYHOCT MPH MHOTOKpaTHO NIpHIaraHe,
reHOTOKCHYHOCT, KAPLIMHOTEHEH TIOTEHLMAN, ¥ PENIPOXYKTHBHA TOKCHYHOCT.

Hama noka3arencTea 3a TeparoreHHOCT, eMOPHOTOKCHYHOCT WIH (DETOTOKCHYHOCT NPH ITEXOBE MITH
MHLIKK, KoMTO ca nomydrsiy ao 1 000 mg/kg/naesno Tapanadun. [Ipu npoyuraHe 3a NPEHATATIHO H
NOCTHATATHOTO Pa3BHTHE TIPH ILTHXOBE, J03aTa, IIPH KOATO He € HabmogaBaH edekt, € Onna

30 mg/kg/nuepHo. [Ipu 6pemenen wibx AUC 3a W34HCIEROTO CBODOAHO JIEKAPCTBO NPH Ta3H 103a €
npudnusurenyo 18 myTu yoBewmxkara AUC npu posa 20 mg.

Hsma yBpexxaaHe Ha (pepTHIHOCTTA TIPH MBXKH M *KEHCKH TUTbXOBE. [IpH KydeTa, Ha KOUTO €
rnpunarad Taganadun exeaHeBHo 3a 6 Ao 12 Meceua npy 1034 25 mg/kg/nHeBHO (BOACLIO A0 NOHE
TPHKPATHO MO-BHCOKA €Kcnosuuus [Mexay 3,7 — 18,6] or HabmoaaBaHaTa rMpH Xopa, Ha KOHUTO €
[aBaHa eAUHHUHA 1033 OT 20 mg) U noBeYe, € MO PerpecHs Ha SNMTENAa Ha CEMEHHHTE KaHATIETa,
KOETO € JOBEJIO 10 HAMAJICHHE Ha CIIEPMATOTeHE3aTa Ha HAKOM Ky4eTa (BIKTe CBILO TOUKa 5.1).

6. PAPMAIEBTHYHHN JAHHH

6.1 Choucbk Ba NOMOIIEHTE BelIeCTBA

Anpo Ha Tabnerkara;
XunpomenoseH pranar

ManuTon

KpockapMenosa HaTpuii
Harpues naypuncyndar
Maruesues creapat (E470b)

OunmMoro NOKPUTUE
Jlakro3a MOHOXHApAT

Xurpomenosa

Tank (E553b))

Twranoe guokcun (E171)
Kenesen okcug, xount (E172)
Tpuauetux (E1518)

6.2 HecbBEMECTEMOCTH




Henpunoxumo.

6.3 Cpok na rognocr

3 rOAUHH

6.4 CrnenuaJiHH yCJIOBHS HA CbXpaHEHHE

To3u lekapcTBEH NMPOAYKT HE U3UCKBA CTIELIMATIHH YCJIOBUS HA CbXPaHEHHUE.

6.5 Buau cbabpkaHHe HA ONAKOBKATA

Onakoskwu (6aucrep OPA/AI/PVC//Al donwo): 2, 4, 8, 12, 14, 28, 56 u 84 punmupanu TabiieTky, B
KYTHA.

He BcHukKM BMIOBE ONMAaKOBKM MOraT Aa Ob/IaT MyCHATH Ha nasapa.
6.6 CpeunajHm npeanasH MEPKH NPH H3XBLPJ/IsHE H padoTa
Hsama cneumanHu U3MCKBaHuUs.

Heusznoa3panusar JICKAPCTBEH MNPOAYKT HJIH OTNAABYHUTEC MATCPHAJIH OT HETO TpFlﬁBﬂ Aa CC U3XBDBPJIAT
B CbOTBETCTBHEC C MCCTHHUTE U3UCKBAHHA.

7.  IPUTEXATEJI HA PABPEHIEHUETO 3A YIIOTPEBA

KRKA, d.d., Novo mesto, Smarjeska cesta 6, 8501 Novo mesto, CioBeHus

8. HOMEP(A) HA PAPEHIEHUETO 3A YIIOTPEBA

Per. Ne 20170149

9.  JATA HA II'bPBO PA3PEIIABAHE/TIOTHOBSIBAHE HA PA3SPEIIEHHUETO 3A
YIIOTPEBA

Jlata Ha nbpBO pa3peasaune: 27.04.2017
JlaTta Ha nocneaHoO NOAHOBSBAHE:

10. JATA HA AKTYAJIM3BUPAHE HA TEKCTA

19 JlexkemBpu 2021




