KPATKA XAPAKTEPHUCTHKA HA ITPOAYKTA




1. HMME HA JJEKAPCTBEHMS ITIPOYKT K3 XaparmepucmuKa h

Tanunekro 10 mg puamupanm TadieTKH TV ————

Tadilecto 10 mg film-coated tablets

2. KAYECTBEH A KOJIMYECTBEH CbCTAB
Bceska punamupana tabnerka cvabpka 10 mg rananadun /tadalafil/.

[ loMOLIHO BeLECTBO C H3BECTHO /IEHCTBHE:
Bcesika punmupana Tabnerka cbabpxka 1,5 mg nakro3a MOHOXHApAT

3a MbJIHUA CMUCHK HA NMOMOLIHUTE BELLIECTBA BHKTE TOYKa 6.1.
3, JIJEKAPCTBEHA ©®OPMA
OuamupaHa tadseTka (Tabnerka)

10 mg punmupanu Tadnetku: XbaTH, ABOHHOU3ITbKHAIH, MPOABLJIrOBaTH, (PHIIMHPaHHU TabJIETKH, CbC
3Hak 10 ot eqHaTa crpaHa. Pa3mepu Ha tabseTkara: Ab/AKHHA OKOJ10 |2 mm ¥ wupUHa - 7,5 mm.

4. KIUMHHUYHHU JAHHHA

4.1 TepaneBTHYHH MOKA3AHHA

JleueHune Ha epeKTHIHA AUCHYHKUHUSA NTPH Bb3PACTHH MbIXKE.

3a na Obae edexkTUBEH Taaanadui, ce H3MCKBA CEKCyaJlHa CTUMYJIALUA.
Tanunekro 10 mg He € nokasaH 3a ynorpeda rnpH »xeHH.

4.2 Jlo3HpOBKA H HAYHH HA NPHJIOKEHHE

Jlo3upoBKa

Bw3pacmnu mvoice

[IpenopbumnTennara no3a e 10 mg, npyera npeau o4yakBaHaTa CeKCyaiHa akTUBHOCT, CbC HJTH 0€3
XpaHa.

[Ipu Te3mn naumeHTH, npu kouto taganadun 10 mg He BoaM A0 noaxoasul ePekT, MOxkKe aa ce onura
20 mg. Ta3u no3a moxke na Obae npuera noHe 30 MUHYTH NMpPeAX CEKCYaslHAa aKTHBHOCT.

MakcumasiHaTa 4yecTtora Ha [MPHUEM € BCIAHDBXK JHCBHO.

Tananadun 10 u 20 mg e npeaHa3zHayeH 3a ynotpeda npeayd 04akBaHa CeKCya/lHa aKkTUBHOCT M HeE ce
npenopbuBa 3a NpoAb/HKUTEHA eXeaHeBHa ynoTpeoda.

[Ipy naumeHTH, KOUTO NpeaABUKAAT YyecTa ynorpeda Ha Taaunekro (Hanpumep, rNoHe a8
CEeIMMYHO) MOKE J1a C€ OOMMCIIH KaTO NOAXOASALL PEKHUM €1HOKPATEH JHEBEH NpHe
no3u TaaunekTo Oa3zupaiku ce Ha H300pa Ha MaLMEHTa W PELLIEHHUETO Ha JIeKaps.

U CbLLO BpeMe Ha AeHs. [lo3aTa moxe aa ce Hamanu 10 2,5 mg €1HOKPATHO AHEB
WHMBHYyalHaTa NOHOCUMOCT.
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[lenectobpazHocTTa Ha NpoAbAXKUTENHATA eXKeJHEBHA ynoTpeba Tpabsa nepuoaHyYHO 1a ce
NPEOLICHABA.

CneunanHy rnonynauuu

Muvorce 6 cmap4ecKkd sov3pacm
an MDBKEC B CTAPUCCKA Bb3pacT HE C€ U3HCKBA aAallTHPAHE HA A03aTa.

Muvoice ¢ 6v0peuno ygpescoane

He ce Hanara HamansaBaHe Ha [103aTa NPY NALMEHTH C JIEKO A0 YmMepeHo ObOpeyuHo yBpexaane. 3a
MaLMEHTH C TexKko OBOpEeYHO yBpEKAaHe MAKCUMANTHATA MpernopbuBaHa 103a e 10 mg.
Jlo3MpaHeTO BEAHBXK AHEBHO Ha Tajanadui He Ce NpenopbyBa NpH NaLKEeHTH ¢ TeXKOo OLOpeyuHo
yBpexcaaHe (Bx. Touka 4.4 u Touka 3.2).

Mhuvorce ¢ uepnoOdpobro yapedicoane

[IpenopbunTenHaTa 403a Ha Taaanadgun € 10 mg npuera npear O4AKBAHATA CEKCYANHA aKTHBHOCT, C
uiu 6e3 xpana. UMa orpaHHyedn KNHHUMHHY JaHHU 3a Oe30macHOCTTa Ha Tajanadui Npy NauMeHTH ¢
Texko yepdoapodHo yspexaane (Child-Pugh Class C); ako € npeanucano, Tpadsa ga ce Hanpasu
HHAWBHAYAJTHA OLEHKA 34 ChOTHOLICHHETO NMON3a/PUCK OT NeKkyBallys nekap. Hima Hanu4Hu JaHHU 3a
NMPUIOKEHHE Ha A03HW No BUCOKY OT 10 mg Ha Taganagun NpH NauHEHTH C 4epHOOPOOHO YBpeXXaaHe.
Ho3upaHeTo BEAHDBK JHEBHO HE € M3C/IeiBAHO NPH MALMEHTH C YepHOOPOOHO yBpeKAaHE; €TO 3aLl0,
aKo € npeanucaHo, TpadBa Aa ce HaNpaBW HHAUMBUAYANHA OLUEHKA 32 CBOTHOLUEHHETO NOA3a/PUCK OT
NEKyBauna nekap (Bx. Touka 4.4 u 5.2).

Mmwoice ¢ duabem
[Tpn MBbike ¢ AHabeT He e U3HCKBA NpOMAHA B A03aTAa.

lleouampuuna nonynayus
Hsama cbOTBETHO NpHiIOKEHHE Ha Taaunaekro B neauaTpHyHaTa NonyJjanda OTHOCHO JIGYUEHHETO Ha

epeKTHUIHA AUChyHKUHA.

HayuH Ha NpUAOKEHHE:!
TagunexTo ce npepnara kato 2,5, 5, 10,1 20 mg dunmHpanHy TabneTkH 3a NEPOPATHO NPHIOKEHHE.

4.3 IlpoTHBONOKA3AHHSA

CBpbXUYBCTBHTENHOCT KBM aKTHBHOTO BELIECTBO HJIH KbM HAKOE OT NOMOLUHUTE BELLECTBA,
“30poeHH B To4Ka 6.1.

B KIMHUYHHK NPOYUBAHHA € YCTAHOBEHO, Ye Taganaduit YCUIBa XHMOTEH3UBHUTE eeKTH Ha
HUTpaTuTe. CMATA ce, Y€ TOBA € Pe3yNTaT OT KOMOHHUpAHUTE ePeKTH Ha HUTpATUTE U Taaanadun
BbpXY NbTd a30TeH okcua/ul M. Ilopaau Tora, npunoxeHueTo Ha Tanunekro npy NaLUEHTH, KOUTO
M3NOA3BAT HAKAKBH POPMH HA OPraHHYHH HUTPATH, € NPOTHBONOKA3aHO (BX. ToukKa 4.5).

Tananagun He TpadBa Aa ce npuaara Ha MbXe CbC ChpACYHH 3a00I9BaAHHA, NIPH KOHTO CEKCYaHATa
AKTMBHOCT HE € npernopbudTenHa. Jlekapure Tpadbsa aa oOCHAAT NOTEHUHANHHA CHPAEHEH PUCK OT
CEeKCya/lHa aKTUBHOCT MPH NAUMEHTH C MPEaIIECTBaLLO ChPACUYHO-CBAOBO 3abonssaHe.

CneaHuTe rpynd NaUKEHTH CbC CHPASHHOCHAORO 3abonsBaHe He ca OMIY BKNIOYEHH B KN
NPOy4BaHHA H 3aTOBa ynorpebara Ha Tananadun Npu TAX € NPOTHBOMOKA3aHa:

- natHeHTH C MMOKapASH MH(pAPKT B paMKUTE Ha NocieaHUTE 90 qHMm,

- NAUMEHTH C HECTaOWIHA AHMMHA WK aHTMHA , POABABALUA Ce M0 BPEME Ha noiqy
- NaUMEHTH ChC ChpAeUHa HEAOCTATHYHOCT Knac no New York Heart Association Y fg

npe3 nocieaHuTe 6 Mecela, _,% S
_ r gt :
- NaLMEHTH C HEKOHTPOIHPAHH apHTMHUH, XUNIOTOHHA (< 90/50 mm Hg), win Heko m;?gua--.- : b‘f’&} /
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XUNEPTOHHUA,
- NalHEHTH C HHCYT B PAMKHTE HA nocneaHuTte 6 Meceua.

Tapanagun e npoTHBONOKA3aH MPH NAaLMEHTH CbC 3aryda Ha 3PEHHETO HAa €AHOTO OKO, B PE3YJITAT Ha
He-apTepHaHa aHTEPHOPHA UcxemuHHa ouHa HeBponaTHa (NAION), HezaBHCHMO OT TOBA, JalH TO3H
enu30A € CBbLP3aH WM He ¢ npeanwHa ynorpedba Ha PDES nuxuburop (Bxk. Touka 4.4).

Eanospemennoto npunarade Ha PDES nHXUOWTOPH, BKIIOYHTENHO Taaanadun, ¢ ryaHunar-uuKiasHu
CTUMYNATOPH, KaTO PHOLUIYAT, € NPOTHBONOKA3aHO, Thi KATO TOBA MOXE A NMPHUHHU
CHMMTOMATHYHA XUNOTOHHUA (BX. ToUKa 4.5).

44 ChoenHEAaJHH NpelynpexieHHs H NpeANa3HH MEPKH npH ynorpeda

[Tpeau neuenue ¢ Taannexro

[Ipenn na 6bae 0OCHLACHO PapMaKOIOrH4HO neveHue, TpabBa Ja ce CHeMe aHaMHe3a M HANPaBH
hu3nKaneH npernen, 3a 1a ce AUarHOCTHLMPA epeKTHIHA ANCPYHKLHUS H 1A Ce ONpEeAEnaT
MNOTECHUHATHHTE NOANEKALUINA NPHYHHH.

[lpenu na ce 3anoyHe KAKROTO M 1A € JIEYEHHUE Ha epeKTHIHa ANC(YHKLUHUS, N1eKkapuTe TpabBa na
APELEHAT ChPASHHOCBHAOBKHA CTATYC Ha TEXHHTE NALMEHTH, Thit KATO HMA U3BECTHA CTENEH Ha
CBhPACUYEH PHCK, CBBP3aH CbC CEKCYANIHATA aKTHBHOCT. Tananagun UMa Ba3OAWIATATHBHH CBOMCTRA,
BOACLIUH 10 JIEKH H NPEXOAHH NMOHHKEHHUA Ha KPBBHOTO HanAraHe (BX. TOYKa 5.1) U NO TakbB HAYHH
NOTEHUMPA XMNOTEH3UBHUA e()eKT Ha HUTpATHUTE (BXK. TOMKA 4.3).

OueHnkaTa Ha epeKTUIHATA AUCPYHKLIUA TpsOBa Aa BKNIOUYBA ONPEACNTHETO HA NOTEHLUHANTHUTE
NOJICHKALUN NPHYMHHU U YCTAHOBSBAHE HA NOAXOAALLO ACUEHHE CNEA NMPABUIHA MEAWLIMHCKA OLUCHKA.
He e u3BecTHO, nanu tananadun € epeKruBeH NpU NaLHEHTH, NPETHPNEIH TA30BH ONEPALMH HITH
paJuKalHa, HEChXPaHABALLA HEPBA MPOCTATEKTOMMUA.

ChpaeyHO-CbA0BH (PaKTOPH

CepHo3HH CHpACYHO-ChA0BH HHLIMAEHTH, KATO MUOKApAEH HH(APKT, BHE3ANHA ChpPAE4Ha CMBPT,
HeCcTaOM/IHA aHrMHA NEKTOPUC, KAMEPHA apUTMHA, HHCYNIT, TPAH3UTOPHH HCXEMHYHH €NU3oaH, Oonka
B MbpAHWTE, ChpLEOMECHE U TAXMKAPANSA, Ca CHOOLUEHH WIH C€A NYCKAHETO Ha na3apa U/ HIIH B
KNHHHUYHHA npoy4BaHua. [IoBeyeTo OT nauueHTHTE, NpH KOUTO ¢a 6unu JoKnaaBaHH Te3H CHONTHA ca
HMAaly NpPEeALIECTBALLH CbpACYHO-CHAOBH PHCKOBH (akTOpH. Bbnpekun ToBa, He € BL3MOXKHO J1a C€
OMpeAenH AAnNU Te3H CbOHTHUA Ca CBLP3aHH NPAKO C TE3N PUCKOBH (PAKTOpH, KbM Taaanadgun,
CEKCYaJTHa aKTHBHOCT, WU KOMOHHALUA OT TE3M WM ApYry dakTopu.

[Ipu nauueHTH, KOUTO NpUemart andal 6nokepH, eAHOBPEMEHHOTO NMPUNOKEHKE HA TadanapHT MOXKE
Aa AOBEAE 4O CHMITTOMaTHYHA XMMTOTOHHUA NPH HAKOMW OT TAX (BxX. Touka 4.5). KomOnnupanero Ha
Tapanadul U JOKCA303WH He Ce MPenopbUBa.

3peHHE
Cprob11aBaHM ca 3PUTENHH HAPYLLUEHHA, BKHOYHTENHO LUEHTPAIHA CepO3HAa XOPUOPETHHONATHSA

(CSCR) u cayuan Ha NAION (He-aprepraiia aHTepHOPHA UCXEMHUYHA O4HA HEBPOMATHA), CBbP3aHH ¢
npueMa Ha taaanagun v apyru PDES unxuduropu. Hoeeuero cnyuan Ha CSCR oTwaymsasar
CAOHTAHHO cneld cnupaHe Ha Tananadun. [1o otHoweHne Ha NAION, aHanu3v Ha JaHHU OT
HEHHTEPBEHLUMOHATHH NPOYYBAHUA npeanonarat nosuileH puck ot octpa NAION (Heaprepnanna
AHTEpHOPHA UCXEMHYHA OYHA HEBPOMATHA) NPH MbXKE C epeKTHIHA AUCPYHKLUA CNel eKCNO3UIUMA Ha
Taganadun win apyru OAES nuxuburopu. Toi kato TOBa MOXKE na Obae OT NpaKTHYECKO |
33 BCUUKH NALHEHTH, H3IOXKEHH Ha Taganadwi, naunedTsT TpadBa na Ovae npenynpe
ciy4yail Ha BHe3almHO 3PUTEAHO HapylUleHHe, HapyllieHWe Ha 3pUTeNHaTa OCTpOTa H/H
HU3KpPHBABaHE, TOH TPAORa na crnpe npHeMa Ha TagWaeKkTo M Aa ¢€ KOHCYJATHpa He3al
TouKka 4.3).

HamaneH ciayx wnW BHe3zanHa 3aryba Ha ciyxa




Cayuau Ha BHe3anHa 3aryba Ha cnyxa ca cboOuleHu cien ynorpebara Ha Taganadun. Bonpeku ue
APYTH PHCKOBH (PAKTOPH €a Hanvue B HAKOH Cnydau (KaTo HanpyUMep, Bb3pacT, AuabeT, XMNepToHUS H
aHaMHe3a 3a npeaniuHa 3aryba Ha ciyxa), nauMeHTHTe Tpadea ga 6baaT NocbLBETBAHMW Aa CNpaT
npuemMa Ha Taaanadui ¥ Aa NOTHLPCAT He3abaBHO MEAULIMHCKA NOMOLL B CJIyYad HA BHE3ANHO
HaMa/ABaHe Ha ClyXa WM 3aryba Ha ciyxa.

YepHoapobHo yBpexkaaHe

Mma orpaHnueHH KITHHUYHH JaHHM 33 Oe30nacHOCTTa Ha Taganadui, MPUIOKEH KaTO EAWHUYHA 1034,
NpH NaLHEHTH ¢ TexkKa yepHoapoOHa HenocraTbuHOCT (Child-Pugh knac C). Ako Tananadun ce
Ha3Ha4aBa, TpAOBa Ja ce HanpaBH BHUMAaTENHA HHAWBHIYAIHA MPELIEHKAa HA OTHOLUIEHHUETO

Mon3a/pUck OT NPEATIMCBALLMA IO NEKap.

[lppanu3bM ¥ aHATOMUYHA AedopMaiivsg Ha NEHUCa

[lauueHTHTE, KOUTO Ca HMAIK epeKUHs, TPOABKUIA 4 Yaca UK noseue, TpaOBa na Ovaar
MOCHLBETBAHHU A4 NOTLPCAT HE3abaBHO Jiekapcka nomoll. AKO NpUanu3MbT He 6be TeKyBaH BeAHara,
TBHKAHTa Ha MEeHHCA CE YBPEXKIa 1 MOXKE Aa C€ CTHIHE A0 NOCTOSHHA 3aryfda Ha MOTEHTHOCTTA.

Tapanagun Tpadea na ce H3NON38aT C BHUMAHHWE NTPU NMALUMEHTH C AaHATOMUYHA NedopMaLusa Ha
neHuca (KaTo Hanp., aHryialus, kagepHo3da ¢puoposa win donect Ha Peyronie) wnu npu nauneHTH
cbe 3abongBaHUA, KOMTO MOFaT Aa Cb34aaT NPeapa3noNOoKEeHHE KbM NPHANNA3BM (KATO ChPNIOBHAHO-
KN€TbYHA aHEMUA, MYJITHIJIEH MHEIOM HIH JIEBKEMHA).

Ynotpeba ¢ CYP3A4 unxuburopu
H3uckBa ce NOBHLIEHO BHHMAaHHUE, aKO C€ NpeAnHucBa Taganadun Ha MalMeHTH, KOUTO H3NO/3BaT

MOLGHHA CYP3 A4 uHXUOHUTOPH (pHTOHABUD, CAKBUHABHP, KETOKOHA30J1, HTPAKOHA301 U
EPHUTPOMHLHMH), TbH KATO MpH KOMOMHUPAHETO HA TE3H JIEKAPCTBEHH NPOAYKTH ce 3abensaszsa
noBULIABAHE HA ekcno3uumaTa Ha Taaanadun (AUC) (Bx. Touka 4.5).

Tapanadun W Apyru ne4YeHUA 3a €peKTHIHA AHCHYHKLIHNA

He ca npoyuBanu besonacHocTra W epukacHocTTa Ha KOMOMHALMKTE Ha Taganadun U Apyru
uHxubuTOpH Ha PDES unu apyru neuenus Ha epexrunHa auchyHxums. [lauuenTsT Tpabsa na Ovae
WHPOpMHUpaH Aa He npyeMa Taaanadun B NogodHH KOMOHHALIMM.

JlakTo3a

TaauwnekTo cvabpka naxkTo3a. [launeHTH ¢ peaky HacleACTBEHH NpodieMH HA HENOHOCHMOCT KBM
ralaKTo3a, MbJIEH NaKTa3eH ACPULUKMT KM rOKO30-rajlakTozHa Manabcopbuna He Tpabea aa npuemar
TOBA JICKAPCTBO.

Hatpuii
Tora nekapcreo cbabpxa no-Manko ot | mmol Hatpui (23 mg) Ha TabneTka, T.e. MOXe 21a Ce Kaxe,
ye NPaAKTUUECKU HE ChAbPXKA HATPHA.

4.5 BiammoaeidicTBHE ¢ APYIH JEKAPCTBEHH NPOAYKTH H APYrH OpPMH HA B3IaHMOACHCTBHE

[IpoyuBaHusTa 3a B3aumoaeicTeus ca nposeaecHu ¢ 10 mg u/unu 20 mg rananadun, xKakro €
noco4veHo no-gony. Lo ce oTHaca A0 Te3u npoyuBaHuUs 3a B3aUMOAECHCTBUA, KbASTO ¢a NMpUIaraHy
caMo 2034 Ha Tapanapun ot 10 mg, KAIMHHYHO 3HAYUMH B3aAUMOAESHCTBUS NPH TO-BUCOKH JO3H He
MOTaT H3LU10 A2 ObAAT U3KIIOUEHH.

EdexTh Ha Apyry BelliecTBa BbpPXY Taganadpun

Huxubumopu na yumoxpom P450 _
Tapnanadgun ce Mmerabonuzupa rnasHo 4pe3 CYP3A4. CenckTHBHHAT HHXHOHUTOp Ha C X§7 4 RS

kerokoHa3on (200 mg anesHo), yBeanuasa 2 nbTH ekcnoznumaTa {AUC) Ha Tapnanag %1 AR
Cmax ¢ 15% cnpamo croitHocTuTe HAa AUC 1 Cmax npy caMOCTOSTENIHO NPUNOKEH l A “’, ¥ 3
KetokoHazon (400 mg aHesHO), yBenuuasa 4 nbTH ekcno3uuuaTa (AUC) Ha Tanaﬂa(b - %’ W’*




Cmax ¢ 22%. PuTonasup, nporeasen uHxubdburop (200 mg, 2 nbTH AHEBHO), KOHTO € MHXHOHTOP Ha
CYP3A4, CYP2C9, CYP2C19 n CYP2D6, ysenuuasa ekcnozuumata (AUC) Ha taganadun (20 mg)
2-nbTH 6e3 na npomeda Cmax. Bunpeku Ye He ca npoy4BaHHW cneUH(pUYHH B3aUMOACHCTBHA,
eIHOBpPEMEHHATA ynotpeba ¢ Apyry npoTeasHH HHXHOWTOPH, KaTo cakBuHasHup, n apyrd CYP3A4
UHXHOUTOPH, KaTO EPUTPOMHLIMH, KTAPUTPOMHUUUH, UTPAKOHA30A H COK OT rpeindpyT, U3UcKBa
BHHMAaHHE, Thil KATO MOXKE 1a C€ 0UYaKBa, TE€ 1a YBENWYAT NJa3MEHUTE KOHUECHTpaLWKU Ha Taaanadun
(Bx. Touka 4.4). Cnesopare/lHO, M€CTOTATA HA HEXENAHHUTE NEKAPCTBEHY peakUHH, MOCOYEHH B TOUKA
4.8 Moxe na Obae yBenuueHa.

Tpancnopmnuu beamvyu

He e u3BecTHa poJiATa Ha TPAHCNIOPTHUTE OENTHUM (HANPHMEP, P-TTHKONPOTEHH) BLPXY
AMCNO3ULUMATA Ha Taaanadun. CneaoBaTeHO € HATMLE NOTEHLUA 32 JIEKapCTBEHH B3aUMOAESHCTBUS,
MeIMKPAHH OT NOTHCKAHE HA TPACTNOPTHHUTE OENTBHLUM.

Huoyxmopu na yumoxpom P450

HuagyxropuT Ha CYP3 A4, pudamnuuuy, Hamanasa AUC Ha Taganagun ao 88% cnpsamo cToiHOCTHTE
Ha AUC npu camocToaTenHo npunoxeH taganagun (10 mg). Tazu HamaneHa ekcno3uLMg MOXe Aa ce
OYaKBa Aa HaManu €(PHKACHOCTTA Ha TaganadMi; CTENEHTA HA HAMAJIEHHE Ha €PUKACHOCTTA €
Hen3secTHa. Jpyru unaykropu Ha CYP3 A4, kato ¢penobapburan, peHHTOHH 1 KapbamaszenuH, Morar
ChLLO A2 HAMANAT NJIA3MEHHTE KOHUEHTPAUMK Ha Taganagu.

Edekru Ha Tananadun BLPXY APYIH JIEKADCTBEHH NIPOAYKTH

Humpamu

[lpn kIWHUYHH NpoyyBaHus, Taganadun (5, 10 1 20 mg) e nokasan, 4e NOTEHUUPA XUITOTEH3UBHUTE
eexTH Ha HUTpaTHTe. [fopaau ToBa, MPpHNOKEHHETO HA Taaanadun NPH NAUMEHTH, MPHEMALILH HAKOS
¢opMa Ha OpraHHieH HUTPAT € NMPOTUBOIOKAa3aHO (BAk. To4Ka 4.3). B3 0CHOBATA Ha pe3yaTaTH OT
KJIHHHYHO Mpoy4BaHe, B koeTo 150 naumeHT# ca nony4yasanu AHeBHM 1034 oT 20 mg Taganadwi 3a 7
AHU ¥ 0,4 mg HUTPOrNKLUEPHUH CYOTMHIBATHO B PA3IHYHO BPEME, TOBA B3aUMOIAEHCTBHE €
HabaonasaHo 3a noBeye oT 24 yaca v He € HabnlogaBaHo cien H3THYaHe Ha 48 yaca oT nocineaHara
no3a Taganadui. Taka, Npy NalMeHT, Ha KOUTO € NpeanucaHa HAKakBa o3a taganagun (2,5 mg-

20 mg), ¥ 3a KOUTO NPHUIAOKEHHUETO HA HUTPATH CE CMATA 32 HEOOXOAUMO MO MEIHUMHCKH MOKa3aHHA
B ’KHBOTOCMACABALIH CHTYaUHH, TpAOBa Aa uMa noHe 48 yaca OT NpUEMa Ha MoCc/eaHATa 4032
Tapanagun, npeaq NpHIOKeHHETo Ha HUTpaTuTe. [IpH TakMBa ycnoBus, HUTpaTHTe TPaOBa na ce
NPUIAraT Noja CTPor MeAULUHCKH KOHTPO/ H ChC CHOTBETHO NPOCeAsBaHe HA XEMOIHHAMHUKATA.

Anmuxunepmen3usHY 1eKapPCMEeHu CPeOCmea (GKAOYUMERHO KATYUeaU anmazoHucmu)
EnnoBpeMeHHOTO Npuaraie Ha Aokca303uH (4 1 8 mg nHeBHO) ¥ Taganadun (aHeBHAa 4033 OT 5 mg H
20 mg kaTo €AHOKpaTHa 103a) 3aCHJIBA AHTHXHUINEPTEH3UBHHA e(eKT Ha TO3M anda-6nokep B 3Ha4YUMa
creneH. To3u edexT ce 3ana3pa NnoHe ABAHAAESCET Yaca U MOXKE Aa NPEAU3BHKA CUMIITOMM,
BIJTIOYHMTETHO CHHKOI. 3aT08a Ta3H KOMOHHAUNA He ce mpenopbyBa (BxK. Touka 4.4).

[1py mpoyuBaHuKA 3a B3aUMOACHCTBHUATA, H3BbPLUEHH NPH OrpaHUyYEH Opoii 3apaBH A0OPOBOILIM, TE3H
edekTH He ca croblneHH nMpH andy303uH WIH TaMCYN03HH. Bee nak, € HeobxoaAUMO NOBHILEHO
BHHUMaHHE, Korato tananadui ce ynotpebiasa npy NauHEHTH, IEKYBaHH C KAKBHUTO U Ja € anda-
6nokepH, 0coOEHO NpY NaUMEHTH B cTap4ecka Bb3pacT. Jleuenuero Tpabea na 3anouxe npu
MHUHHUMAJTHA J03a K NMPOrPECHBHO Aa C€ aanTHUpa.

ITpy KnuHKUYUHY HapMAKOIOTHYHY NPOYYBAHHUA € H3CIEABaH NOTEHUHANLT Ha Taaanadun Aa yeunBa
XUNOTEH3HBHHUTE €(PeKTH HA AHTHXHMNEPTEHIUBHUTE NeKAPCTBEHHU npoaykTu. [Ipoyusanm ca

OCHOBHHTE KJIAaCOBE AHTHXMMNEPTEH3IMBHH JICKAPCTBEHH MPOAYKTH, BKIIOUUTENHO KAILUUER
AHTArOHUCTH (aMAOAUNHH), HHXHOHTOPUTE HA AHTHOTEH3UWH KOHBEPTHPALLHA €H3HM (
(eHananpum), 610kepHTE HA DeTa-aIpeHepruyHUTE peuenTopH (METONpoIO), THA3H
(Oenapodnymernasna), n Gnokepure Ha aHruoreHsuH [l peuenrropure (pasnutHN B
CaMOCTOATENIHO HJIH B KOMOMHaUHA C THA3WAY, KAJILMEBHUTE aHTaroHUCTH, Oera-6no
onokepu). Taganapun (10 mg ocreH B MPOYYBAHHATA C AHTATOHUCTHTE HA AHTUOTE
PELENTOPUTE K AMJIOJHIHH, NPH KOKUTO € npunaraHa go3a ot 20 mg) HaMa KIHHHUYH




B3aUMOAeHCTBHA, C KOHTO 1 Aa € OT Te3n Knacose. B aApyro kiMHu4HO papmMakoaOrHiHO Npoy4yBaHe
Taganacdun (20 mg) e u3nuTBaH B KOMOUHALMA € A0 4 K/1aCa AHTHXHIIEPTEH3UBHH NMPOoayKTH. [1py
NaLMEHTHTE, NPUEMANH HAKOJIKO AHTHXHWAEPTEH3UBHH NPOAYKTa, aMOYNaTOPHHTE NPOMEHH B
apTEPUATHOTO HANATAHE H3INEKIAT CBbP3aHH CbC CTENEHTA HAa KOHTPOI Ha apPTEPHAIHOTO HAJIATAHE.
B Ta3zu Bpb3Ka, NpH NALUEHTHTE OT KIMHHYHOTO H3NMUTBAHE, YHETO apTEPHAIHOTO HaIAraHe € Ouno
n006pe KOHTPOJIUPAHO, HAMAIABAHETO € OWI0 MUHUMANHO WK NoJA00HO Ha TOBA, HAONKOAaBaHO NPH
3apaBy Xopa. [1pM y4acTHULH B MPOYUYBAHETO, NPH KOKUTO aPTEPHATHOTO HANATAHE HA NALMEHTHTE HE
e OUI0 KOHTPONUPAHO, CNagaHeTo € OHTIO NO-rOAAMO, BLIIPEKH Ye TO He € OMII0 CBLP3aHO C
XHIMOTEH3UBHH CUMNTOMH NPH MOBEYETO OT nauneHTuTe. [1pyM nauneHTy, nonyvasaiu CbNbTCTBALLO
JIEYEHHE C AHTHXHNEPTEH3UBHH JIEKAPCTBEHH NPOAYKTH, Taaanadpun 20 mg Moxe aa MHAYUMpA
HaMaJIeHWe HA apTEPUATTHOTO HAJIATAHE, KOETO (C H3KJIIoUeHHe Ha anda Onokepu—BiK. N0-Trope), € KaTto
LAJIO MAJIKO U HE € BEPOATHO Na € KIMHHYHO 3HAYHUMO. AHANU3UTE HA NAHHUTE OT KIIMHHYHH
Mpoy4BaHus (haza 3 He ca NOKa3alIM pa3iMKa B HEOXKETAHUTE JIeKapCTBEHU ChOUTHUA [IPHU NMALIMEHTHTE,
MpUeMallM Taaanagpun, cbe HIHM Oe3 aHTUXHNEPTEHIUBHH JIEKAPCTBEHH NPOAYKTH.. Bbnpeku ToBa Ha
nauyMeHTHTE TpAOBA Na ce JaBa NOoAXOIALI KIHHHYEH ChBET 32 Bb3IMOXKHO HAMAICHHE HA
apTEPUATHOTO HANATAHE, KOMATO CE IEKYBAT ¢ aHTHXHNEPTEH3HBHH JIEKAPCTBEHH MPOAYKTH.

Puoyuzyam

[IpeaxnnunyHM NpOoy4BaHUA NOKA3BAT AOMBAHHUTENEH €EKT Ha NOHWKABAHE HA CHCTEMHOTO KPbBHO
HanaraHe, korato PDES uixuburopu ce komOMHHpaT ¢ puourryar. B KNTHHUUHK NPOYUBAHHUS €
OOKa3aHO, Y€ pUOLIMIYaT NOoTeHUMpa XHNoTeH2uBHUTE edekTH Ha PDES nHxubutopure. Hama aaHHu
3a OnaronpUATeH KNIHHKWYEH eeKT Ha KOMOHHaLMATa B NpoyuBaHaTa nonynauus. EnHoBpemMeHHaTa
ynorpeba va puouuryar ¢ PDES unxuburopu, skntounTenHo taganadui, € NpoTHRONOKAa3aHa (BUX
TO4YKa 4.3).

Huxubumopu na 5-angha peoyxmasama

B KNMHUYHO MpOYUYBaHUe, KOETO CpaBHABA Taaanadun S mg, NnpuiaraH €IHOBPEMEHHO ¢ pUHacTepUa
5 mg, ¢ nnauebo naroc puHacTepua 5 mg 3a obaexuaBaHe Ha CUMNTOMMTE Ha JOOpPOKAaYeCTBEHA
xunepnanasusa Ha npoctartara (JIXI1), He ca ycTaHOBEHH HOBH HEXKENAHH peaklUUH. BbrpekH ToBa, Thil
KaTo OQHLMATHO NPOYYBAHE 3a NEKAPCTBEHH B3aMMOJECHCTBHUA 3a OLUECHKA Ha ¢PEeKTUTE Ha Tajanadun
1 Ha MHXUOUTOpUTE Ha S-anda penykrasata (5-ARIs) He e npoBexaaHo, Taaanapuia Tpsadea aa ce
npuiara BHUMaTeJHO €IHOBPEMEHHO ¢ HHXHOMTOPH Ha S-anda penykrasara (S-ARIs).

CYPlA2 - cybcmpamu (nanp. meoghunun)
KoraTto tananagpun 10 mg ce npunara ¢ reopunut (Hecenekrtusen docdoauecrepas’eH HHXHOHTOP)
BbB (apMaKOJOTHYHO NPOYUBAHE, HE € UMAJIO (PapMAKOKMHETHYHH B3auMoaekcTBUA. EAHHCTBEHHST

dapmakoarHaAMHUeH edhexT € Onn eko (3,5 yaapa/MHHYTa) YBETHYEHHE HA ChpACYHATA YECTOTA.
BbnpekH ye To34 eeKT € BTOPOCTENEHEH H HE € OHN OT KAMHUAYHO 3HAYEHHE MPH TOBA NPOYYBAHE,
TOW TpAOBAa 1a ce B3eMa Mo BHUMAHHUE NMPH CAHOBPEMEHHA yNoTpeOa Ha T€3H IEKAPCTBEHH NPOAYKTH.

Emununecmpaouoa u mepbymanun

Joka3zano e 4e Tajanagun npeanM3ByuKsa NopvilaBaHe Ha SHOHBATUYHOCTTA HA €THHUAECTPAAHO NPH
MEPOPATHO NPUACKEHHE; NOA0OHO MOBHILABAHE MOMKE [a CE€ OYAKBa NPH NEPOPATIHO NPUIOKEHHE HA
TepOyTaINH, BbNpPEeKH Ye KIMHHYHHATE e)eKTH OT TOBA Ca HEACHH.

Ankoxon
KoHueHTpauMHTe Ha ankoXon (CpenHa MakCHMallHa KOHUEeHTpauus B KpbeTa (,08%) He ce noenuaea
OT ¢hbBMecTHaTa ynoTpeba ¢ Tananapun (10 mg wnn 20 mg). B nonwaunesue, 3 vaca cnep
€HOBPEMEHHOTO NPHIOKEHHUE € aJIKOXOJ HE ¢a HabmoaaBaHU MPOMEHH B KOHLICHTPALIMMTE Ha
tTaganagui. ANKOX0oabT € MPHIIOKEH MO HAYHH, YBeIHYaBalll MAKCHMATHO CKOPOCTTA Ha 32cop
Ha ankoxon (CyTPHH Ha riaaHo, 6e3 na ce npvema xpaHa 4o 2 yaca ciel NpHeMa Ha & /{; 1)
Tananadun (20 mg) He yBennuaBa cpeqHOTO HAMANABAHE HA KPbBHOTO HanAraHe, Npossmiz
ankoxona (0,7 g/kg unu okono 180 ml 40% ankoxon [Boaka] npu 80-kunorpamos )ﬁ »H

HAKOW XOpa MOXK€e Aa ce HabmoaaBa NoCTypaieH CBETOBBLPTEK HAH OPTOCTATHUYHA '
Taganaun ce npuaara ¢ no-Maiku ao3u ankoxon (0,6 g’kg), xunoreHzua He ce Ha
CBETOBBLPTEXbT e HabMoAaBa ¢ 4ecToTa, Nog00Ha Ha Ta3H NPH CAMOCTOATENHOTO M




ankoxoJi. EbexTsT Ha ankoxona BbpXy KOTHUTHBHATA (PYHKLIMS HE Ce 3aCWIBAT OT Taganaduil
(10 mg).

Humoxpom P450 memabonusupa sexapcmeeru npooyxmu
Tapganacun He ce ouakBa Aa NpeaAU3BUKBA KITHHHYHO 3HAYMMO MOTHCKAHE WIH HHAYKLKA Ha
KIMPbHCA HA IEKAPCTBEHH NpOAYKTH, MeTabonuiupanu ot CYP450 uzodopmure. [lpoyusaunsra ca

MOTBbPAUIIH, Y€ Taganadua He HHXHOUpa UK HHOyuupa u3odopmure Ha CYP450, BKIOUHTENHO
CYP3A4, CYP1A2, CYP2D6, CYP2EIL, CYP2C9 u CYP2CI9.

CYP2C9 - cybcmpamu (nanp., R-eapghapun)

Tapanadpun (10 mg v 20 mg) HAMa KIMHUMYHO 3Ha4YUM edeKT BbpXy ekcno3uuuara (AUC) Ha S-
BapapuH unu R-sapdapuH (cybeTpat Ha CYP2C9), HUTO 3acsra npoMeHUTE B MPOTPOMOMHOBOTO
BpeMe, NPEAU3BUKAaHH OT Bap(apuH.

Ayemuncaruyunosa KUcCeauna
Tananadun (10 mg 1 20 mg) He NOTEHUMpa YBETHUYEHHUETO BB BPEMETO Ha KbPBEHE, NPHUUHEHO OT
aLeTHICATHLIUIIOBA KHCENHHA.

Ipomusoouabemnu nexapcmeseru npoOykmu
He ca npoBexxaanu cneuy(puyHy NpoyyYBaHUA 32 B3aHMOACHCTBHS C NPOTHBOAHADETHH JIEKapCTBEHH

MPOIYKTH.
4.6 PeprTRIAHTET, OpEeMERHOCT H KbpMeRe

Tanunekro He € mMokaszaH 3a ynorpeda npH keHHu.

bpeMmeHHocT

HMMa orpaHuueHy gaHHM 3a ynotpebata Ha Taganadpun npu OpeMesHu xedu. [IpoyyusaHusra npu
YKMBOTHH HE MOKA3BAT NPAKO HJIM HEMPAKO BPEAHO BL3ACHCTBHE BbPXY OpPEMEHHOCTTA,
eMOpHOHATHOTO/(PETATHOTO PA3BUTHE, PAXIAHETO HIIM NOCTHATAIHOTO pa3BUTHE (BXK. TOUKA 5.3).
Karo npeana3zHa mapka, 3a rpeanoudrtaHe e ynorpebara Ha Taaanadun no BpeMe Ha OpeMeHHOCT aa
ce n30Area.

Kipmene

Hanuunure papMakoAHHAMUYHU/TOKCHKOJIOTHYHHY JAHHH NPU JKHBOTHH NOKAa3BaT €KCKPELIUA Ha
Taganagui B MIAKOTO. He MOXKe Ja ce H3KIIIOYH PUCK 3a KbpMaveTo. Taganadun He TpadBa fa ce
M3M103Ba 110 BPpEME HA KbPMEHE.

depTanmuTeT

HabnogaBaHu ca edekTH NIpU Ky4deTa, KOUTO MOXKE /1a coUaT yBpexxkaaHe Ha ¢pepTtunutera. [(se
nocjieBalld KIIHHUYHU NPOYYBAHUA MOKA3BAT, Y€ TO3H €(PEKT € MAIKO BEPOATEH MPH X0Pa, BLAPEKH
4ye ce HabnoaaBa HAMaJICHHE HA KOHLICHTPALIMATA HA CIrIEpMa TIPU HAKOM MBxKe (BXK. TOUKa 5.1 ¥ Touka

5.3).

4.7 EdexTH BLpXY cnocobnocTTa 3a IodapaHe H padora ¢ MAINHAH
Tananagun noBnMaBa npeHeOpeKUMO cnOcoODHOCTTA 32 odHpane win padbora ¢ MawMHU. Bonpexkn
ye MPY KJIMHWYHHA NPOYUYBAHHA YECTOTAaTa Ha CbOOLLIEHUATA 3a CBETOBBPTEX MNPH rpynara ¢ nnauedo u
rpynara ¢ taganagui aa € Ouna cxoaHa, nauMeHTHTE TPAOBA Aa Ca HASCHO 3a TOBA Kak LUEe pearupar
Ha Taaanadun, npeau wodupaHe nid paborta ¢ MalLIMHHK.

4.8 HexenaHn JJeKapCTBeHH PeaKNHH

Pestlome Ha npodmia Ha GezonacHOCT

Hakl-yecTo choO1IaBAHUTE HEXKENAHH JICKApPCTBCHH pCaKIHH IPpHA NAUHCHTH, ITpHCMa



JieyeHHE HA epeKTUAHa OUChYHKUHKSA WK 10OpokavecTBeHa XHNEPIIa3nua Ha NpocTaTara ca
rnasobonue, aucnencud, 6onka B ropdba 1 MHaNrKa, NPpU KOMTO YECTOTATA CE yBE/HYaBa C
MOBHLIABAHE HA J03aTa Ha Taganadun. JokiagBaHUTe HEXKETaHH JIEKAPCTBEHH peaKLUUH ca OniH
MPEXOAHH H B MIOBEYETO Cy4an Jiekd 10 ymepeHnH. [lo-ronamara yacTt ot ciyyanTte Ha rnascbonue,
chOOLLABaHX NPH NPHEM Ha Tagaadun BEAHBXK AHEBHO, ca HabmoaaBaHu rpe3 nupBuTe 10 20 30 aun
OT 3aMnoY4YBaHe Ha ACUYCHHETO.

Pe3ioMe Ha HeXeNAHUTE peaKLMKU B TaOIHUEH BU

B TaGnuuata no-aony ca H3OPOCHH HEXEAHUTE JIEKAPCTBEHH peakUHH, HaDNt0oJaBaHW OT CNIOHTaHHH
CBHOOLIEHHA H NpY Naauebo KOHTPOIMpaHU KIHHHYHH npoyuBanus (o0xeawawu oduo 8 022
falHeHTH, N1eKyBaHH ¢ Tananadun, u 4 422 nauyeHTH, noayvyasaiu nnauedo) 3a JeveHHe Ha
epeKTH/IHA AUCHYHKLHA NMPH HYKAA W BEAHDBK JHEBHO U 3a JIEYeHHUE Ha AobpoKkayecTBeHa
XUMEpIUIa3Ha Ha MPOCTaTaTa BEAHBK AHEBHO.

KoupeHLUHs 3a yecTtoTaTa: MHOro uectH (>1/10), yectn (=1/100 no <1/10), Heuectu (=1/1 000 no
<1/100), peaku (=1/10 000 no <1/1 000), mHoro peaku (<1/10 000) u c HenzpecTHa yecroTa (OT

HAJIMYHHUTE JJaHHH He MOXe Ja Obae HanpaBeHa OLIEHKA).
Penxn | C Hen3BeCcTHA MeCcTOTA

PeaxklLivy Ha IAHrHoeneMZ
CBPbXUYYBCTBUTEJI-
HOCT

M#uoro uectH I Yecrn HeuecTn [

1
Hapywenua na umMynnama cucmema

Hapywenus na nepgiama cucmema |

'naBoGonue 3amMasHoCT Uucynt!
(BKJIIOMHTEAHO ,
XeMOparuyHH
cbOuTHR),
CuHkon,
TpausuTopHK
MCXEMHYHH
MPUCTLIH',
Murpena’,
[Ipunagbum?,
TpausuTopHa
aMHE3HUS

ik

Hapywenun na ouume

3aMBriieHO Hapywenne Ha  |LlenTpanHa cepo3Ha
BH)KIAHE, 3PUTETTHOTO NONE, |XOPHOPETHHONMATHA
Ycewanus, Otok Ha
OMUCBAHH KaTO KJIETIAYHUTE,
Oonka B ouMTE XHIepeMHs Ha
KOHIOHKTHBATA,
Heaprepuranina
aHTEpHOpHa
HCXEMHYHA OYHA
HEeBPONaTHA
(NAION)?,
3any1iuBaHe Ha
CbAOBETE HA
peTHHaTa’

Hapywenus na yxomo u aabupunma

il . S —




THHHTYC BHezanHa
ryxoTa
Cwvpoeuru HHPWEHHHI
Taxukapaus, Muokapaex
[lannuTaumy HHDApPKT,
HecrabunHa
CTEHOKapaHA?®,
KamepHa
apUTMHs’
Cvoo6u nHapyuieHus \
3aueppapaHe X HNOTOHHS?,
| XHNEepTOHHA
Pecnupamopnu, epwnu U MEQUACMUNATHU HAPYUIEHUR HADYULEHUA
HazanHa I[chﬂeﬂ
KOHIeCTHSA Enucrakcuc

Cmomawrno-ypesnu Hapyuenus

Jlucnencusd

Kopemua 6onka,
[ToBpbLiaHe,
['anexe,
["acTpoezodareca

NeH pedyke

d

Hapywenun na xooxama u nOOKOICHama mvxan

Obpus

Xunepxuaposa

(morexe), Y pTHka-
pus, CHHIpOM Ha

Stevens-Johnson’,

ExcdonuaruseH

AEPMATHT

bonka B ropba,
Muanrusa, bonka
B KpPAWHHUK

Hapywuenua na Myckxyano-cxkeaemnama cucmema, CbeOuHUmMERHama muvKan u kocmume

i

Hapywenun na 6vbpeyume u nuxovunume nomuiuia

XemaTypus

Hapyuwenua na eb3npouzeodumennama cucmema u 2ypoamd

[IpoabvmxurenHa
epexumrs

KpbBOH3IHMB B
neHuca,
XeMaTocnepMHma,

[Tpranu3ibm

:

pvana Gonka',

OTOK

Ymopa, Ilepudepen

Obwu napyuienus u epexmu Ha MACMOMO HA NPUNOICEHUE

OTOK Ha JIMLIETO?,

Bue3anHa
CbpleuHa

CMBPT'~

' NoBeueTo OT NauMEHTHTE MMAT npeumecmamu CHPIACYHO-CBHAOBH pucmau daxkTop

4.4)

? CpobLUaBaHy MPH NOCTMAPKETHHIOBOTO HAOMOAEHHE HEXKER@HH PEaKLMH, KOUT

Ha0aronaBaHKU NpH rniauedo KOHTPONAUPAHH KIIMHUYHH NPOYYBaHHSA

* [Mo-yecTo NOKIAABAHA, KOraTo Taganagun ce npuiara NpH NalHeHTH, KOHTO Be
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AHTHXHUIICPTCH3IWBHH JICKAPCTBCHH NPOAYKTH

OnucaHue Ha H3OpaHY HEXENaHH PeaKUHK

He3nauuTenHo no-ronsama vectota Ha otkinoHeHus B EKI', npenn Bcuuko cuHycoBa Opaankapaus, ca
NOKNaABAHU NMPH NAUKEHTH, NEKYBAHH ¢ Taaanadun €JydH MbT AHEBHO B CPaBHEHHE C i1auebo.
[MoreueTo ot Te3n oTknoHeHus B EKI He ca cBbp3aHu ¢ HExENaHUTE NEKAPCTBEHH peakilMH.

Zpyru cneuyanyy nonyJjaaluy

JlaHHHTE nNpH NAaUHEeHTH Ha Bb3pacT Haa 65 roguHW, KOWTO MpHEMAT TaAaNapHi B KIHHHYHH
MpOyYBaHHA WM 32 JiIeYeHHE Ha epeKTWIHa RUCHYHKUHMA, WIH 3a JIEYEHHE Ha A0DpOKayecTBEHA
XHIEPIUIa3da Ha NpocTarara, ca orpaHH4YeHd.B kiIMHMUHHM MpoyuvBaHud ¢ Tajanagun, NpUeMaH MpH
HYXKJa 33 JICUEeHHE HAa €PEeKTHIHA AUCPYHKUUA, JAapUs ¢ CbOOWABA MO-4eCTO NPH MALMEHTH Ha
BB3PAcT HaA 65 roavHu. B KAMHHYHM NpoyuBaHus ¢ Taganadun 5 mg, NpHEMaH BEAHBLK AHEBHO 3a
neyeHHe Ha noOpoOKavecTBEHA XUNEpIUIa3ysa Ha MpOCTATATa, 3aMasHOCT M JUApHA ca ChOOLIABAHH NO-
4eCcTO NPH NALMEHTH HaA 75-roauuiHa Bb3pacT.

CbobluaBaHe HA NOA03UPAHN HEKENAHU PEAKLIMH
CohobluapaHeTo Ha NOAO3HPAHH HEXKEAHH PEaKLIMK CNe[ paspeluaBaHe 3a ynotpeda Ha NeKapCTBEHUS

NPOAYKT € BaxxHO. TOBa AO3BONABA Aa NPOABL/HKH HAOMOAEHHETO HA CbOTHOLIEHHETO NON3a/PUCK 3a
NEKApCTBEHUs NPOoAYKT. OT MEAMLIMHCKHTE CNELHATIUCTH CE U3HCKBA Aa ChoOLIaBaT BCAKa
NoAo3upaHa HeKeNnaHa peaKLiua upes

M3nbnHuTenHa areHums no nexapcreara ya. , Jlamsx Fpyes” Ne 8

1303 Codusa
Ten.: +359 2 8903417

yeGcalT: www.bda.bg.

4.9 Ilpenozupane

[1pn 3apapu 10OpoBOALM ca naBaHU eAMHWYHHU A03K 10 500 mg, a Ha NALKUEHTH ca NpUNAaraLy
MHOTOKpaTHH AHeBHHU A03u 10 100 mg. Hexenanure cuburuns ca Gunu nonodHKU Ha OHE3H,
HabnoaaBaHM NpU NO-HACKK A034. B cniyuauTe Ha npeaosupane, ako ce Hanara, Tpabsa na ce
npeanpyueMar CTaHAAPTHUTE NOTbPKALLUH MEPKH. XEMOAHANHK3ATA HE3HAUMTEIHO CIOMAara 3a
€1TMMHHUAPAHETO Ha Tajanagu.

5., ®APMAKOJIOTHYHHU CBOHCTBA
5.1 dapmakoNAHAMHYHH CBOHCTBA

(dapMakoTepaneBTHYHa rpyna: ypoJOrdyHH CpeACTBa, IEKapCTBEHH NPOAYKTH, NpUnaraHy npH
epekTunHa aucpyHkuma ATC koa: GO4BEOS.

MexaHH3bM Ha JEHCTBHE

Tananagun e cenekTUBeH, 0OpaTHM KHHXUOUTOP HA LMKNHYHHA I'YaHO3HH MOoHOogocdaT (Ul MD),
cneunatto pocoaunecrepasa tun 5 (OUES).

KoraTto cekcyanHOTO CTMYJIMPAHE NPEAK3BUKA JJOKAIHO OCBOOOKAaBAHE HA A30TEH OKCUA,
nHxubupanero Ha PDES ot tananadun npean3pukea noBvuleH HUBa Ha 1l MQ B KaBepHO3HHUTE
Tena. ToBa BOAW N0 penakcauxs Ha rinaaKata MycKylaTypa U NPUTOK Ha KPbB B TbKaHHUTE HA fieHUCA,
BOAELLO Aa epexuma. Taganapun € HeedeKTHBEH NPH JIMNICA HA CeKCYATHA CTHMYTaLMS.

dapMakoIHHAMHYHH edexTu
[IpoyuBaHusTa in vifro ca nokazaiu, 4ye taaanagun € CENeKTHBEH HHXHUOUTOp Ha P
€H3UM, KOHTO Ce OTKPHBA B 1agKaTa MYCKYJlaTypa Ha KaBEPHO3ZHOTO TAJO, CbAO
rinaaka MycKynaTypa, CKEJIETHHTE MYCKYH, TpoMbountHTe, 0u6peunTe, 6enna o
mMo3bK. JleHicTBHeTo Ha Taganagun € no-cuiHo Bupxy PDES, oTkonkoto supxy n
docdoauectepasn. Taganadpun e > 10 000 nbTu no-mowsen 3a PDES, otkonkoro




PDEI, PDE2 n PDE4 - eH3uMH, KOUTO C€ OTKPHUBAT B CbPLETO, MO3bKA, KPHBOHOCHHTE Ch0BE,
yepHua apod v apyry oprauy. Taganagun € > 10 000 mbyTi no-molueH no orHouweHHe Ha PDES,
OTKOJIKOTO 110 oOTHOowEHHe Ha PDE3 — eH3uM, Hamupall ce B CbpLETO H KPBBOHOCHHTE CbAOBE, Tazu
cenekTuBHOCT KbM PDES, cpaBHena cne cenekrusHoctTa KbM PDE3 e paxHa, 3awmoto PDE3 e enzum,
y4acTBalll B MEXaHH3MAa Ha CbpACYHHUTE CbKpalieHHa. B nonbinueHue, Tananadun € npuOIU3IUTENHO
700-nvTH no-motueH no orHoweHue Ha PDES, otkoakoTto cnpamo PDE6 - en3um koiTo ce HaMHpa B
peTuHaTa W € OTroBopeH 3a dotorpaHcaykuumara. Taganagun e cbuwio > 10 000 nbTH no-mMoweH no
oTHowieHHe Ha PDES, oTkonkoTo no otHoweHKe Ha PDE7, no PDE1O.

KnununuHa edurkacHocT u 6e30nacHOCT
TpH KNIMHWYHHK Npoy4YBaHuA ca nposedeHH ¢ | 054 nauneHTH B AOMAWHY YCAOBHA 3a ONPEIEIINHE HA

MPOAB/IKHTEIHOCT HAa OTIOBOpA ciea NpUM Ha Taganadui. Tananagun € nokasan CTaTHCTHYECKH
3HAUUMO NogoOpeHHE B epeKTHIIHATA QYHKLMKA U CNOCOOHOCTTA Aa C€ H3BbPLUM YCHELLEH MO/0B aKT
10 36 yaca cnea npuema Ha 403aTa, KakTo H B CnOCOOHOCTTa Ha MauMEHTHTE [a MoJIyvar U
MOAXbPXKAT €PEKLIMH 32 YCMNELIEH NOJOB aKT, B cpaBHEHHE ¢ nnauedo, owe Ha 16-Ta MuHyTa Crel
MpYema Ha 1o3ara.

Taganadun MPpUNOXKEH HA 3ApaBU JIMLIA, NPEAU3IBHKBA HE3HAYKMa Pa3/IHKa B CPaBHEHHE C Mauebo B
CHCTOJIHOTO ¥ JHACTOMHOTO KPbBHO HAISATaAHE B JIErHANO NOJOXEHHE (CPpEIHO MaKCHMAITHO
HamaneHue ot 1,6/0,8 mm Hg, ¢boTBEeTHO), B CUCTOJNIHOTO W IHACTOJHOTO KPBBHO HallAraHe B
H3MPaBEeHO NojokeHHe (CpeaHO MakCHMaNHO HamaneHue ot 0,2/4,6 mm Hg, cbOTBETHO), M HAMA
3HA4YHMa MPOMAHA B ChPACHHATA HEeCTOTA.

[Ipu npoyuBaHe 3a OLEHKA HA €PEKTHTE HA TaAANapUN BLPXY 3pEHHUETO HE Ca OTYETEHH HHKAKBH
HapYLIEHHUA B PA3NO3HABAHETO Ha LIBETOBETE (CUHbLO/3€/1EHO) MOCPEACTBOM H3MON3BAHE HA TECTA
Farmsworth-Munsell 100-hue. To3u pesyarat kopecnoHaupa ¢ HUCKHA aduHHUTET HA Taganaduil KbM
PDE6, B cparHeHHne ¢ PDES. BB BCHUKH KIMHUYHHK NPOYYBAHUA CHODILUCHUATA 32 IPOMEHH B
LIBETHOTO BHXAaHe ca peakH (< 0,1%).

[lpoBeaeHH ca TPH MPOYHBAHHUSA MPH MBAKE 32 OLICHKA HAa MOTEHUHKANHHUSA ePEKT BbpPXY
cnepmartoreHesara Ha tTaganadwn 10 mg (egHo 6-meceuno npoyuade) v 20 mg (eaHo 6-MeCeyHo H
€QHO 9-MeCeyHO MpOyUBaHe), NpuaaraH exeaHesHo. B aABe OT Te3u npoyuBaHua € HabnioaaeaHo
MOHHKEHHE HA KOTHYECTBOTO H KOHLEHTPAUKMATA HA CNEPMAaTa, CBBP3AHO ¢ JIEUEHHETO ¢ Taganadun ¢
MaJIKa BEpPOATHOCT 32 KJIMHH4YHA 3HAYHUMOCT. Te3mn edekTH He ca OUNH CBbP3AHH C NIPOMEHH B APYrH
napaMmeTpH, KaTo NOABHAKHOCT, Mopdonorusa 1 FSH.

Tananagun B go3u ot 2 no 100 mg e uscnearad B 16 KTMHUYHH NpOyUBaHUA, BKIOUBaLl 3250
NALMEHTH, BKIIKOMHTETHO MALIMEHTH C €PEKTHIHA AUChYHKUMA OT pa3/IH4HA TEXECT (JIeKa, YMEpPEHa,
TEXKa), eTHONOrHA, Bb3pacT (Mexay 2 1-86 roauHHn) 1 eTHOCH. IloBeueTO nauneHTy ca cboOLLIMIM 32
ePEKTHIHA AUCOYHKLUMUA OT Hai-Mako | roanHa B Cpok. [1pyu nbpBOHayanHUTE NpOYyYBaHHA 3a
eekTUBHOCT BBpXY o0taTa nonynauus 81% or nauMeHTuTe cbrodbiaear, Ye Tananagui € nogodpuno
TAXHATA €pPEKLHA, B cpaBHeHHeE ¢ 35% npw ruiauebdo. Coilo Taka, NAUHEHTHUTE C ePEeKTHIIHA
NMCPYHKLHA NPH BCHYKHU CTENEHU HA TEKECT cholLapar nogodpeHa epekums, 10KaTo fnpuemare
Taganapun (86%, 83% u 72% 3a neka, yMepeHa u TeKKa, CbOTBETHO, B cpaBHeHHe ¢ 45%, 42% u 19%
npu nnauebo ). B nbpBoOHaYanHUTE NPOYUBAHUA 338 €(PEKTHBHOCT, 75% OT ONKTHTE 3a NOJMOB aKT ca
OWnM yeneLHW NPY NauKEHTH ¢ Taganagun B cpaBHEeHHE ¢ 32%, noayyasamy nnauedo.

I[1pu eaHo 12-ceamMuuHO npoyyBaHe, npoeeacHo npH 186 naunenry (142 rananadwi, 44 nmnauedo) ¢
epeKkTHIHA AMC(YHKLHSA, BTOPHYHO Ha YBPEXAaHE HA rPbOHAYHHMA MO3BK, Taaanadun 3HaAYUMO
nonodpsipa epeKkTunHaTa PyHKUKA, KOSTO BOAU A0 CpeAHa YECTOTA Ha YCNELIHHTE ONHTH 3a HHAHBH

cpaBHeHHe ¢ 1 7% npu naauebo.
[TennwaTpuyHa nomynauus

[Tpyu neavaTpuyHKN NaUKEHTH ¢ MycKyaHa gucTtpodusa Tun Jiowen (M), e
npoy4saHe, B KOeTo He ca HabnaaBaHy 4aHHM 3a epuxacHocT. [1pu 331 Momy




roguuu ¢ ML, Ka KOMTO C€ Mpunara ¢IHOBPEMEHHO JICYCHHE ¢ KOPTHKOCTEPOHAH, € NNPOBEIEHO
paHIOMH3HUPaHO, ABOHHOCHAMNO, ITaned0-KOHTPONHPAHO, NAPANIESTHO MPOYUBaHe ¢ 3 paMeHa C
taaanadmwi. [IpoyuBaHeTo BIUIIOYBA 48-CeIMMUEH ABOHHOCTAI NEPHO, B KOHTO MalMEHTHTE Ca
paHIOMH3HpaHH Aa nonydasat Taganadun 0,3 mg/kg, Tananadun 0,6 mg/kg win rutanebo BCEKH JICH.
Tananadgun He Noka3sa eHKACHOCT MO OTHOMICHHE 3a0aBAHe Ha BIOLIABAHETO HA CMOCOOHOCTTA 32
CAMOCTOSTE/THO XOJIEHE, H3MEPEHO ¢ MOMOLITA Ha IMbPBHYHATA kpaiiHa TOYKa - 6-MHHYTEH TECT 3a
xozeHe (6 minute walk distance, 6MWD): cpeana npoMsHa Ha Hali-MankuTe kBaapaTH (least squares,
LS) B Tecta MWD Ha 48-Ta ceamuna e -51,0 MeTpa (m) B rpynara, nosy4asaisa riane6o,
cpaBHeHHe ¢ -64,7 m B rpymnara, nomy4asawa Taganagun 0,3 mg/kg (p =0,307), u -39,1 m B rpynara,
nonyuasaua taganadun 0,6 mg/kg (p = 0,538). OceeH TOBa, IMNCBAT NAHHH 32 €PUKACHOCT OT
BCHYKH BTOPHYHH aHAJN3H, HAPABEHK B TOBa npoy4paHe. O6LIMTe pe3ynTaTH 3a 6€30NacHOCT OT
TOBA NPOYYBAHE KATO IO ¢4 B CHOTBETCTBHE C H3BECTHHA Npoduut Ha Ge30n1acHOCT Ha Tananadun u
¢ Hexenanure cpouTus (HC), ouaksanu B neaaTpu4HaTa nomynads ¢ MU, nomyyasaina
KOPTHKOCTEPOUIH. -

EBporneiickaTa areHLMA 110 JIEKApCTBaTa 0CBOOOKIAB2 OT 3aJB/DKEHHETO 32 NPEAOCTABAHE Ha
PE3YITATHTE OT NPOYUBAHHA C pePepPEHTHHS JICKaPCTBEH NMPOIYKT BbB BCHUKH MOATPYNH Ha
neMaTPHYHATA MOMy/IAlKA 32 NeYCHHE HA EPEKTIIIHATA AUCOYHKUMS (BIDKTE TOUKA 4.2 3a

MH(OPMALIMA OTHOCHO YNOTpeda B ITeTHATPHATA).

5.2 dapmakoKHHeTHYHH CBOHCTBA

Abcopbuus
Tananadun ce abcopSupa necHo clel NepopasHo MPUIoKEHHe U HAOMOIaBaARUTE CPEAHH

MAKCHMATHHM IU1a3MeHH KoHLeHTpaumu (Cmax) ce IOCTHraT 3a CPEAHO BpeMe OT 2 Haca Cllell
npHiokeHHeTo. AGconoTHaTa GHOHAHUHOCT Ha Tafianadwil CJied NEPOPANHO MPHIOKEHHE HE ¢ Ouna
onpeaeneHa. -

CkopocTTa ¥ cTeneHTa Ha abcopOuua Ha TapanadHi HE CE MOBIHABAT OT XpaHa, TaKa He Taganagpun
MOKe Aa ce MpHeMa HE3aBUCHMO OT XpaHeHeTo. Bpemero Ha IpHEM Ha 1o3aTa (CYTpHH CrIpsMO Beuep)
HAMa KITMHHYHO 3HAYMMH eeKTH BhPXY CKOPOCTTA H cTeneHTa Ha abcopOums.

PasnpenencHue

Cpeanmnar o6eM Ha pa3npeiesneH’e Ha Tafanadu ¢ NpHOIH3HTENHO 63 |, koeTo noka3sa ye
Taganapmi ce pasnpeses B ThbKkaHuTe. [Ipu TepaneBTHYHE KOHUCHTPALMH, 94% ot Taganadui B
[1a3MaTa ce CBbP3Ba ¢ NpoTeHHHTe. CBBP3BaHETO C MPOTEHHHTE HE C€ 3acdAra fpH HapyllieHa

6b0peuHa yHKLHA.
[To-manko ot 0,0005% oT npHeTraTa A034a ce NIOIBABA B CrieépMaTta Ha 3/IpaBH HHAHBHAH.

buorpancdopmauHs

Tananadmn ce MeTaGonu3upa NPEAUMHO NOCPEACTBOM UMTOXpoM P450) (CYP) 3A4 w3odopmara.
OCHOBHHAT LIUPKYTHPALL MeTabOoIMT € METIIKATEXO0N MOKOPOHHA. To3u MeTaboNHT € NoHe 13 000
TETH No-cnabo akTHBeH ot Taaanadun no otHowenue Ha PDES. CnexgoparesiHo, HE C€ O4aKkBa Ja €

THHMYHO aKTHBEH MPH HaGMIOIaBaHUTe KOHLEHTpaUuK Ha MeTabonuTa.

EnuMuHHpaHe
CpeaHHAT NepopaneH KIMPBHC Ha Tajanadun e 2,5 l/uac, a CpeAHUAT NONYKHBOT © 17,5 yaca npu

37 paBH HHAUBHIH. |
Tananadun ce eKCKpeTHpa NpeAHMHO KaTO HCAKTHBHH MeTabO0IUTH, OCHOBHO ¢ (peKamHUTe
(npubausurento 61% ot no3ara) U B 0-MaKa CTENEH C ypHHATA (npubnuzurento 36% ot pozara).

uneliHocT/HEMHHEHHOCT
dapMaKOKMHETHKATa Ha TaJanadun NpH 30GpasH HHAHUBHH € JTHHEHHA N0 OTHOIUCHWS-H3. E
poszara. ITp 1034 HaA AWana3oHa oT 2,5 no 20 mg, eKCIIo3ULMATA (AUC) ce yB o7 >
MPONOPLIMOHAIHO C A034aTA. IIna3MeHUTE KOHLCHTPALMH B CTALIHOHAPHO CHCTOJAKS

JHH NPH €THOKPATHA JHEBHA 103a.
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d>apMaKOKHHETHKATA, ONIPEAEC/eHa C MOMyIallHOHHHS OAXOA, NPH NAINEHTH QE



AUchYHKLHKA € noaodHa Ha (PapMaKOKMHETHKATa NPH HHAUMBUAU Oe3 epekTHIIHa AHCPYHKLMA.

Cneuraniu nomyjatny

ITayuenmu 6 cmapuecka év3pacm

3ApaBH NALIMEHTH B CTApPYECKa BL3pacT (63 roAMHHU UM NO-Bb3PACTHH), UMAT NO-HHUCHK NEPOpaneH
KJIMPBHC Ha Taaanagui, soaeulo a0 25% no-sucoka excnosuung (AUC), B cpaBHeHHE CBC 31paBy
MHAHWBHIM HA BB3pAcT OT 19 00 45 roanHHn To3H ePeKT Ha BB3PACTTa HE € KJAMHHYHO 3HAYNUM H HE
JaBa OCHOBAHHE 3a NPOMAHA Ha 103aTAa.

bvbpeuna nedocmamvunocm

[Ipy KNHHUYHH PapMaKONOrHHHM NPOYYBAHUA C €HOKPATHA 032 Tajanadu (5 no 20 mg),
ekcno3uuuara Ha Taganagun (AUC) € npuOIU3UTENHO YABOCHA NPH HHOWBHUAM C JieKa (KPEaTUHHHOB
kanpbHe S1 no 80 ml/min) unu ymepena (kpeaTUHHMHOB KIHpbHC 31 Ao 50 ml/min) 6u6peuHa
HeAOCTAaTbYHOCT H NMPH HHAYMBKIM ¢ KpacH cTtaauu Ha 6b0peuHo 3abonasade Ha awanuza. [pu
naLHeHTH Ha xemoauanuia Cmax e 41% no-sucoko oT HabI0AaBAHOTO NPH 3ApaBH XOpa.
XeMoaAHaIu3aTa He3HAYHUTENHO CroMara 3a eJIMMHHHUPAHETO Ha Taganadu.

Yeproopobua neoocmanrvunocm

Excnosuuuara Ha tTananadun (AUC) npu MHOUBHAHM ¢ 1eka 0 yMepeHa yepHoapodHa
HepocTaTbyHOCT (Child-Pugh knac A u B) e cpaBHUMa ¢ eKCno3uuUMATA NpU 3ApaBH HHIHBHIH,
Koraro ¢¢ npwnara ao3a ot 10 mg. Mma orpaHM4eH KIMHUYHH JaHHH 3a De30nacHOCTTa Ha
Taaanaun NpH NauMeHTY ¢ Texka yepHoapodbna HeaocrarbuHocT (Child-Pugh xnac C). Ako
Taaanagui ce nNpeanucBa, BHHMATE/IHA OLIEHKA Ha ChOTHOLLEHHETO NoJI3a/prcK TpaOBa Aa ce
H3BBPLLBA OT JIEKYBALUA Jiekap. HAMa HANWYHY JaHHH 32 NPUNOKEHUE HA NO-BUCOKH 403U OT 10 mg
Tagana@un Npy NaLMEeHTH C 4EPHOAPOOHO YBPEXKIAHE.

ITayuenmu c duabem
Excnoanuuara Ha taaanadun (AUC) npu naumenTn ¢ auader e 6una npubaunsurenno 19% no-Hucka,

oTKoNKkoTO cToHHOCTHTE HAa AUC 3a 3apaBH HHAMBHAHK. Ta3sH paziudka B €KCMO3HLMATA HE 1aBa
OCHOBAHHE 3a NMPOMAHA Ha [03aTa.

5.3 IlpeaAKNHHHYHH JAHHH 32 D€30MACHOCT

HeknuuuuHuTEe JAHHU HE MOKA3BaT 0CO0EH pUCK 3a Xopa Ha 0a3a Ha KOHBEHLIHOHAIHHUTE
(dhapMaKOJIOrHYHHU NPOYyYBaHus 33 6€30NaCHOCT, TOKCHYHOCT MPH MHOTOKPATHO NpHIaraHe,
reHOTOKCHUYHOCT, KAPLUMHOTEHEH NOTEHUHAN, U peNPOAYKTHBRHA TOKCHYHOCT.

Hsma pokazaTesicTBa 3a TEPATOr€HHOCT, EMOPHOTOKCHYHOCT MK PETOTOKCHYHOCT NMPH NJIHXOBE HIIH
MHILKHY, KOMTO ca noayuuau 1o 1 000 mg/kg/auesno Taganadun. [Ipu npoyuBaHe 3a npeHaTanHo 4
MOCTHATANHOTO Pa3BHTHE NMPU MJIBXOBE, 003aTa, NpK KOATO He ¢ HabmonasaH edekr, ¢ Ouna

30 mg/kg/nHeBno. [1pu 6pemenen nnbx AUC 3a U3ynucneHoTo ¢BOOOAHO NEKAPCTBO MPH TAa3H 1034 €
npubansuTtento 18 nuTH woBewkara AUC npu ao3za 20 mg.

Hsama yspexxaaHe Ha PEPTHIHOCTTA MPHU MBXXKH U XKEHCKH NIbXOBE. [1pH KyveTa, Ha KOUTO €
npunarad Taganadun exeaHeBHo 3a 6 10 12 meceua npu 1034 25 mg/kg/aHeBHO (BoaewWwo A0 noHe
TPUKPATHO NO-BHCOKA eXCcNO3HLUUsA [Mexay 3,7 — 18,6] or nabnronasaHara npu xopa, Ha KOMTO €
AaBaHa enMHHYHA 1032 oT 20 mg) ¥ NoBeYe, € UMAJIO PErpecHus Ha €NUTENa HA CEMEHHHUTE KaHaN4eTa,
KOETO € J0BEJIO 10 HAaMAJIEHHE Ha CIIEPMATOreHe3aTa Ha HAKOH KyyeTa (BIKTe ChbIUO Touka S.1).

6. PAPMAINIEBTHYHH JAHHHU

6.1 CnuchbK HR IOMOIMHATE BeIeCTBA

Aapo na Tabperkara:
XHUnpomenoseH ¢granart

MaHuTON




Kpockapmenosa HaTpui
Harpner naypuncyngar
Maruesues creapart (E470b)

PDUHIMOBO NOKPUTHE

JlakTOo3a MOHOXHApAT
XunpoMenosa

Tank (E553b))

Turanos auoxkcua (E171)
XKeneszeH okena, xbat (E172)
Tpnauerus (E1518)

6.2 HecnBMECTHMOCTH

HenpHioXHUMO.

6.3 Cpoxk na rognoct

3 roadHn

6.4 ChnenHanHH yC/10BHS HA CBXPAHCHHE

To3u nexapcTBeH NPOAYKT HE U3HUCKBA CMeLHAIHK YCIIOBHA HA CbXpaHEHHE.

6.5 Bua# cbLALPXKAHAE HA ONNAKOBKATA

Onakosku (Onuctep OPA/AI/PVC/Al dponuo): 2, 4, 8, 12, 14, 28, 56 u 84 punmupaHH Tabnetkn, B
KYTHS.

He scyukn BUAOBE ONaxoOBKH MOrart aa 6baaT nycHaTH Ha nasapa.
6.6 CoenuHanHe nNpeanazHH MepKH NPH HIXBLPJsHe H paboTa
Hama cneumaiHv U3UCKBaHUA.

Hewn3nonspaHuAT JiekapcTBeH NPOAYKT WIH OTNaAbYHKTE MaTepHalIH OT HEro TpAbBa J1a ce U3XBbPJIAT
B CbOTBETCTBHE C MECTHHTE H3UCKBAHMUA,

7. NIPHTEXATEJI HA PAZPEINEHHETO 3A YIIOTPEBA

KRKA, d.d., Novo mesto, gmarjeéka cesta 6, 8501 Novo mesto, CnoseHus

8. HOMEP(A) HA PASPEHIEHHUETO 3A YIIOTPEBA

Per. Ne 20170148

9. JATA HA ITHPBO PAZPEHIABAHE/TMMOAHOBABAHE HA PA3ZPEINEHHETO 3A
YIIOTPEBA

Hara Ha nmupso paspewasane: 27.04.2017
JlaTa Ha nocnenHo nogHosaBaHe: 25.01.2022

10. JATA HA AKTYAJIN3BUPAHE HA TEKCTA
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[Moapo6Ha uHgopMaLKs 3a TO3M JIeKapCTBEH MPOAYKT € npeaocTaBeHa Ha yeOcaiTa Ha U3nbanuTenna
Arenuus no Jlekapcreara (MAJI) http://www.bda.bg.




