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['epouunad 5 mg punMupany Tabnetin E £gospgHue i S T———— Soeoreinreisnirnsaneraissiranas

Gerocilan S mg film-coated tablets

2, KAYECTBEH H KOJIHYECTBEH ChCTAB

I'epounnan 5 mg: Besika unMupana Tabnetka cuaepxa 5 mg Taganadun (tadalafil)

TloMOmHO BEIECTRO ¢ M3BECTHO NeliCTBHE;

Besaka punmupana tabnetka lepouunan 5 mg coabpxa 78,125 mg naxrosa u 0,7 mg nakrosa
MOHOXHZPAT.

3a ITBJIHHA CTHCHK HA TOMOIMHKTE BElIeCTBA BHIKTE TOUKa 6.1,

3. JEKAPCTBEHA ®OPMA
QunMupana TabneTka

Fepolpiad 5 mg: xbiITa, NpoaBiIrosata, ABOWHORTHKHANA dunMupaHa TabneTka, ¢ penedHo
obo3naueHne "T 5" oT eHara cTpaHa W 6e3 RagNHC OT ApyraTa CTpaHa, ¢ HOMMHAIHH pa3MepH 8,2
mm X 4,1 mm.

4. KIMHHUYHA JAHHHA

4.1 TepanerTHYHN Noka3aHUA

JleveHne Ha epexTHnHA ANCHYHKINS TPH BL3PACTHH MbKe.

3a na Obfie edexTHBEH Taganadwi, ce RINCKBA CEKCYATHA CTHMYTALHA.

JleueHne Ha IPH3HAIM ¥ CHMITOMH Ha I0GPOKaYeCTBEHA XUIEPTINa3KA HA IPOCTATATA IPH BE3PACTHH
MBIXKE.

I'epoumnan He e nokazaH 3a ynorpeda OT KeHH,
4.2  J{o3HpPOBKA M HAYMMH HA IPAJIOKEHHNE

o3uporKa
Epexmunna oucehynxyun npu evspacmun mvxce
Ilpenopsusanata 1o3a e 10 mg, npueTa npeay oyakpaHaTa ceKcyanHa aKkTHRHOCT,

[1pn Te3u naiwmenTn, npu konro Taganadun 10 mg He BoaM 40 noaxonsin edexr, !
nosa 20 mg.




Fa3u no3a Moxe na 6bae nprera node 30 MEHYTH IpenH CeKCyallHa akTUBHOCT.

MakcumanHaTa 4ecToTa Ha IPUEM € BeJHbK THEBHO.

Tapanagun 10 u 20 mg e npeiHazHaven 3a ynoTpe6a NMpey 04aKBaHa ceKCyaTHa aKTHBHOCT ¥ HE Ce
NPENoprYBa 33 MPOJBIDKHTENHA eKeAHEBHA YIIoTpeba.

[Ipu mawmenTn, KouTO NpeaBHX AT YecTa yrnorpeda na I'epournan (Hanp., ToHe aBa ITETH CEIMHYHO),
MO3KE a c€ 0OMHCIIM KATO MOAXOAAL] PEXHM CAHOKPAaTeH AHEBEH MPHEM HA Hal-HUCKHTE AO3H
I'epounnan, 6asupaiixn ce Ha n36opa Ha naiyenTa pELICHHETO HA NEKAPA.

| Ipy Te3w malwedTy npenopLYBaKarTa o3a e 5 m g, TTPHETA BEIHBX JHEBHO TPHOMHU3UTEITHO B €THO H

CBIIC BpeMe Ha fieHd. Jlo3aTa moske Aa ce Hamanu 1o 2,5 mg eIHOKpaTHO HeBHO Ha Bazarta Ha
WHANBWAYANHATA MOHOCHMOCT.

He BCWYKH MpenopsYBaH A03M Ca B3MOXKHH NPH MPHIAraHeTO Ha TO3M MPOLYKT, RBITPEKH Ue
Tajanagpui € HaTH4eH B 1034, MO-HUCKH OT 5 mg.

Llesrecbo0pasHocTTa Ha IPOABIKUTENIHATA €3KeJHEeBHA ynoTpeda TpAbra nepucIHYHO Ja ce
[MPEOLECHARA.

Hobpokavecmeena xunepnnazua na npocmamama npu 8b3pacn MbIice

llpenopbuntennaTa fo3a ¢ 5 mg, MPAEMana NMpHOIU3NTENHO TIO eJJHO M ChINO BPEMe BCEKH [IEH ChC
HIIK O3 XpaHa.

3a BB3PaCTHH MBKE, KOWTO €€ NEKYBAaT KaKTo 3a A00poKayecTBEHA XMNEepIIa3Hd Ha TIpOCTaTaTa, Taka
H 32 epEKTUIIHA JHCYHKLNSA, TTPerophYMTENHATA J103a ChINO € 5 mg, IpHemMana PpUDIIU3UTETHO TI0
CHO M CBLIC BpeMe BCCKM JAeH. [1pu nalineHTHTe, KOMTO HE Ca B ChCTONHKE JIa MOHACHT [epoLan 5
Mg 3a ICYCHUE Ha OOpOKaYeCTBEHA XUNEPIUIA3NA Ha IIpOCTATaTa, TPAOBA Ja ce B3eMe MpPeIBH
ATTCPHATHBHO JICYEHHE, ThH KaTO €(PHKACHOCTTa Ha [ epounnan 2,5 mg 3a NeyeHHE Ha
A00POKaYECTBEHA XHIEPNIA3UA Ha MPOCTATATA He e JOKa3zaHa.

Cneunantu nonynanmu

Muvace 6 cmapuecka ev3pacm
IIpw MBbXke B cTapuecka Bb3pacT He ce H3INCKBa alanTUPaHe Ha Jo3aTa.

Muvoice ¢ 6vbpevno yepexcoane
He ce nanara namangeane Ha go3ata IIpH NaMEHTH ¢ JIEKO J0 yMepeHo 0B0peuHo yepexnaHe. 3a
TIAIIMEHTH ¢ TEXKO OBOpedHo yBpeknale MakcHMATHATA npenopruBaHa go3a e 10 mg.

I'lpn naumnenti ¢ Texko 6u6peyHo YBpEXKAAHE OO3UPAHETO HA Tajganagpun € NbT AHEBHO HE e
NPEnoppuBa (BXK. Touka 4.4 u Touka 5.2).

Muvoice ¢ ueprnodpobro yepexcdane

3a NeYeHHe Ha epeKTHITHA MCYHKIMA TIpeNopbaRaHaTa npu Hy)aa go3a I'epounnan € 10 mg,

MPpUCTA NPEY OYaKBaHa CEKCYaNlHa akTHBHOCT, ChC WA Oe3 Xpana. MIMa orpaRMuyeHd KITHHUYIHA
OaHHM 3a 0e30i1acHOCTTa Ha Tajanadui fMpH NAUHEHTH ¢ TeXKKa YepHOApOOHA HEloCTa
Pugh knac C ); ako ce npeanucea, npenucRaInusT Nekap Tps0Ba a HanparH B
MHAHBHAYalHA IPCUEHKA Ha ChOTHOLWIEHHETO TIOJI3a/pHck. HaMa HanuuH naHu




JlosupaHeTo Ha Taganadun eanH kT AHEBHO KAKTO 3a EUEHHE Ha epeKTHIHA AUChYHKLMS, Taka H Ha
NoOpOKaYecTBEHA XUINepTUTa3us Ha IIPOCTATATA, HE € OLEHABAHO TIpH MalMEHTH ¢ YepHOLpOOHa
HEAOCTATBUHOCT, CACIOBATENHO, 8KO C¢ TIPEANNCER, PEANUCRAMMAT Fo Jiekap Tpa0sa 1a HanpasH
BHHMATC]IHA HHIWBUTyanna IpeteHKa Ha OTHOWEHHWETo noza/puck. (Bk. Touka 4.4 u Touxa 5.2).

Muvowce c duabem
Ipyu MBxe ¢ aAnaber He ce W3KMckBa NPOMAHA B 103aTA.

Ieduampuuna nonyrayus

HsMa croTBeTHO NpuAcKeHHe Ha Tananadun B neJRaTpiYHATa HOTYAlVA OTHOCHO NEYEHHETO Ha
€EpeKTHIHA JUCYHKLHA,

Haunu Ha npunoxeHue
llepopanHo npunoxeHue.
I'epoumnaH ce npeanara kato gunmupann Tabnetkn ot 2,5, 5, 10, n 20 m g.

4.3 IlpoTuBONOKAZAHNS

CBPBXYYBCTBMTETHOCT KBM aKTHBHOTO BEIIECTRBO WIIH KM HIKOE OT TOMOILHITE BELIECTRA,
H30pOeHH B TOYKa 6. 1.

B KNHHHYHE NPOYYBAHWS € YCTAHOBEHO, ue TaRanadHI yCHIIBA XUIMOTEH3ZUBHUTE e(peKTH Ha
HATpaTuTe. CMATa Ce, Ue TOBA € Pe3yIITaT OT koMOUHWpaunTe eheKTH HAa HUTpaTUTe B Tapanadun
BBDXY ITbTSH a30TeH okcua/ul M@

Hopamu ToBa, npunoxenHeTo wa epounan Py NaUMEHTH, KOHTO HAMON3BAT HIKAKEY dpopmH Ha
OpraHWYHH HUTPATH, € IPOTHBOINOKA3aHO (BX. Touka 4.5).

I'epournan He TpabBa na ce [pHUliara npu MBEXKE CbC ChpAEUHM 3a00ABaHNS, NPY KOUTO CEKCYalHaTa
AKTHBHOCT HE € TIpenopbUYHTENHA,

Jtekapure TpsabGBa na 06cHAST IOTEHLMATHAY CbhPILUCH PHCK OT CEKCyallHa AKTHBHOCT NPH NMallHeHTH
C MpEAMICCTRALIO CHPASYHO-CHIORO 3a00BaHE.

CneguuTe rpynd MagHenTd Che CBPICYHO-CHA0BO 3a00/IBaHEe He ca OMIIH RKIIOYEHH B KJIWHUIHY

MpoyHBaHUA ¥ 3aT0Ba YNIOTpeOaTa HA Taganadu Mpy TIX € NPOTHBONOKA3aHA:

- MaLURCHTH ¢ MHOKapAeH HHQAPKT B paMKUTe Ha nocneanure 90 anu,

- NAUHEHTH ¢ HECTaOUNHA aHI'HHA WU aHTHHA, [pOABABalLA c€ MO BpEME Ha NOJIOB aKT,

- TIAIIMEHTH ChC ChbpAeYHa HelocTaThuHoCT Kiiac 1o NYHA (New York Heart Association) 2 WK
IMO-BHCOK MIpe3 NMoCNeAHnTE 6 Mecela,

- TMALUCHTH C HEKOHTPOJIMPAHN apuTMHH, XUTTOTOHUSA (< 90/50 mm Hg), unu HekoHTpoMpana
XHNEPTOHHA,

- HAllHCHTH ¢ HRCYNIT B pPAMKHTE Ha MOCIEIHUTE 6 Mecela.

['epounnan e npoTuBonokasan TPH MALHEHTH CBC 3aryda Ha 3peHHETo Ha €IHOTO OKO, B PE3YNITAT HA
HeapTepralina aHTEpHOpHA MCXCMHYHA o4Ha HeBponatus (HAAUOH), HeszaBHCHMO OT TOBa, JAlTH
TO3N €IIH30]1 € CBbP3aH WM He ¢ Npeaniuya ynotpeba ha gocdoguecrepaza-5 (OJE-Syft vhip %

Gl
(BXK. TOuKka 4.4), W 0




EnnospemennoTo npunarare Ha ®JE-5 unXxuBUTOPH, BINGYHTENHO Tajanagun, ¢ ryaHniar-
LUHKIIa3Hu CTHMYJIATOPH, KaTO pHOLNIYAT, € TIPOTHBONOKA3AHO, Thit KATO TOBa MOXKE JIa MPHYWHK
CUMNTOMATHYHA XUNOTOHMS (BK. Touka 4.5).

4.4  Crneunalinu npeayNpexIeHHs H NPeNA3HE MEPKH NpPH yNoTpeda

Hpeam neuenue ¢ leponmnan

[Tpean na 6bae obcbaeHo hapMakororHYHO JcueH e, TpsAOBa Jja ce CHEME aHamHes3a M Jla ¢ Hanpaen
(prznkanen npernel, 3a ja ce QUArHOCTHIMPA EPEKTHITHA JUCHYHKUAS W 1A ce ONpeaeiaT
[TOTCHIIHATHUTE ITOANEXKALEH NPHYWHH.

IMpenn aa ce 3anoyHe KaKBOTO W Jia € NeYeHWe Ha epeKTHITHA AUCPYHKIMA, TekapuTe TpAdBa Ja
JIPEUCHAT CHPACHHOCHAOBHA CTATYC HA TEXHUTE NAUAEHTH, ThH KATO HMa H3BECTHA CTENEH Ha
CbPAEHCH PUCK, CBbP3aH CbC CEKCYATHATA akTHBHOCT. Tananaua ¥Ma Ba3oauIaTaTHBHH CBOKHCTEA,
BOACILH 10 J€KH W PECXOIHH TMOHMXEHHA Ha KPBbBHOTO HanAraHe (BXK. To9ka 5.1) ¥ 1o TaKkbB HAYNH
[MOTCHLMPA XUNOTEH3UBHHA eeKT Ha HUTpaTuTe (BX. Touka 4.3).

Ilpean na ce 3anoune ledyeHHe ¢ Taganadun Ha J00poKaYeCTBEHA XUIEPILIAa3HA Ha TIPOCTATATa,
MAUHEHTHTE TPAOBA A Ce M3CIEABAT, 3a A Ce W3KIIOUH HATHYHETO Ha KapLuyuHOM Ha mpocTartara 1
BHHMATC/IHO J1a CE€ OLICHH HANTHYNETO Ha CHPACYHO-CHA0BH 3a00onABaHuA (BXK. Touka 4.3).

Ouerkara Ha epeKTHIHATA NuchyHKIHUA TPA6BA 12 BKIIOYBA ONIPENENAHETO Ha MOTCHIHATHHTE
MoAAEXKal(W NPHYHHY ¥ YCTAHOBABAHE HA NOAXOAALIO JISYEHHE Clie/l MPAaBHIHA MEANLIMHCKA OLEHKA.
He ¢ n3sectHo, nanu l'epounnal e edekTBen Npu NaumMeHTH, MPETHPIENH TA30BH ONEPALIMH UK
paaMKanHa, HeChbXpaHARALLA HEPBA NPOCTATEKTOMMNSL.

CbpAeYHO-CHA0BU (BaKTOPH

I1o Bpeme Ha NOCTMAPKETHHTOBH HAGTIOAEHHS W/HIIH KITHHHYHY NMPOYYBAHNA ca JOKIAJBAHY
CEPHO3HH CHPACHHO-CHLAOBH CHONTHA, BKIIKOYBALIM MUOKAP/ICH MHGAPKT, BHE3AIMHA CHPAESYHA CMbPT,
HECTabHNHa aHrHHA NEKTOPHE, KAMEPHW apHTMUN, HHCYAT, TPAH3UTOPHH UCXEMHYHH €ITU30H,
rpbaHa 0oMKa, MaanHTauny U Taxukapans. [loeueTo nayuenTy, TPH KOHTO Ca JOKNABaHH TE3H
CHOUTHS, Ca HMATH TIPE/LIECTRAINH ChPAEYHO-CHIOBH PHCKORH ¢axkTopn. BerpekH ToBa, He €
BB3IMOAKHO Jla CC ONPENCTH KATEIOPUYHO, Jalk TE3H CbOUTHA ca CBLP3aHHU NMPSAKO ¢ TE3U PHCKOBH
(akTopn, ¢ Tananadun, cbe ceKcyaiHaTa akTHBHOCT MM ¢ KOMOKHHALMSATA Ha Te3H WIN NpYrH
dakTopn.

[TpH nmatineHTM CBC CHITLTCTBALIQ NIEUEHHE C AHTHXUNEPTEH3IUBHM ICKAPCTBEHU MIPOAYKTH, Taganagui
MOXE ta HHAYLMpa NOHH&KeHHEe Ha KPbBHOTO Hansrade. Koraro ce 3amnousa exeJJHEBHO JICYCHHE C
Tajganaguin, Tpabea na ce 0OMUCNIN KIMHHTHATA Bb3MOKHOCT 3a ajanTpaHe Ha Jo3aTa Ha
AHTUXHIIEPTEH3HBHOTO JIeUSHHE.

[pw mauweHTH, KOWTO NpreMaT anda; GrokepH, eqHOBPEMEHHOTO NPHIIOKEHHE Ha 'epotiuian Moxe
Aa ROBEAE N0 CHMNITOMATHYHA XWITOTOHHS MPH HAKOH OT TAX (BXK. Touka 4.5). KomOuHupaseTO Ha
TaganahuT ¥ JOKCa303HH He ce NPenophYBa.

3peunne

CBoOWABAHM ca 3PUTETHH HAPYLIEHHS, BKIIOYUTENHO LEHTPATHA CEPO3Ha }mpno _
(LLCXP) n cnyuan na HAAWOH (HeaprepnanHa aHTepHOPHA HCXeMUYHA OYHA B :; «'

CBBP3AHY ¢ MpHeMa Ha Tafanadpun i gpyru OJE-5 naxubutopw. Tlobevueto crgfipl! fa L




OTIIYMABAT CNIOHTAHHO ClieJ cupaHe Ha tafganagun. [lo otHouienne na HAAMOH, ananuiu Ha
HaHHW OT HEWHTEPBEHIKOHAIIHY NPpOYYBAHUA NpeAnoarat nopuiireH puck ot octpa HAAKWOH nipu
MBIKE C EPEKTHITHA JHCPYHKINS clied eKCITO3HIAA Ha Tagamadmi win apyru ®JE-5 nnxudnropw.
T'sit kaTo TOBa MOXe Ha ObAe OT MPaKTHYECKO 3HAYCHHE 32 BCHYKH TTALIMCHTH, W30KEHH HA
Taganapun, nauKenTLT Tpabea a 6be NpeaynpexaasaH, e B cayyail Ha BHE3aMHO 3PHTEHO
HapyIIEHHWE, HApYIICHHE Ha 3pUTENHATA OCTPOTA W/HIH 3pUTENHO H3KPHBABaHe, TOH TpsaOBa Ia cnpe
npyuema Ha l'epouunan 1 1a ce KoHCyNTHpa He3adaBHo ¢ nekap (Bxk. Touka 4.3).

Hamasien ciyx wiiH BHe3anHa 3ary0a Ha ciyxa
(Cnyvan Ha BHe3anHa 3aryfa Ha cnyxa ca choOulenn cien ynorpedata Ha Tananadut. Borpekn ue

APYTH PHCKOBH (DAKTOPH Ca HaNKIIE B HAKOM CITydal (KaTo HanpuMep, Bb3PacT, Anabet, XHNEPTOHUS U
aHaMHe3a 3a IPCANIITHA 3aryda Ha ciTyxa), nauveHTnTe TpAOBa fa OpJaT IOCHBETBAHHA [a cIiipar
NpHeMa Ha Taganadil U Ja IOThPCAT He3a6aRHO MEIMILIHHCKA TIOMOLL B cyydaii Ha BHE3aITHo
HaMajlsiBaHe Ha cityxa uiH 3aryba Ha ciyxa.

bbOpeyHo ¥ YepHOAPOOHO YRpEKAAHE

[1pu nauvenTH ¢ Texkka 6B0peuna HEJOCTATEUHOCT NO3HpaneTo Ha | epouunaH eJHOKPATHO JIHEBHO
HE C€ NTPENOPBYBA, MOopaau nosuilieHara ekcrnoznuua (AUC), orpanvdenns KIIHHWYEH OITUT M JTHTICATa
Ha Bb3MOXKHOCT 33 MOBNHABAHE Ha KJTUPBLHCA TIOCPEIICTROM AHalIM3a.

ViMa orpanuyeHy KITMHHYHK AaHHH 3a 0e30MacHoCTTa Ha Taganadun, MpUIokKeH KaTo eANHAYHA 1033,
Npy NaUHEHTH € Texka JepHoapobHa HepoctaTbuHocT (Child-Pugh witac C). Tpu natpeHTH C
YepHOAPOOHA HEJOCTATEYHOCT HE € OLIEHABAHO €JHOKPATHOTO AHEBHO NpUnoxkerne. Axo I'epouunas

Ce Ha3Ha4aBa, TPAOBA [a ce HanpaBy BHWMaTeIHa HHAVBMAYAIHA NTPELEHKA HAa ChOTHOWEHHUETO
110,138/ pUCK OT NIpeNHCBAIIHSA IO JIeKap.

| [ppany3tM ¥ anaToMW9Ha AedopMaLys HA MeHHCa
ITaLeHTHTE, KOUTO ca UMaJTH epeKIINA, NPOAbIDKHIA 4 yaca WM NoBeue, TpaGpa na oLaar
NOCHBCTBAHH Aa NOTLPCAT He3adaBHO Nekapcka NoMoLl, AKO NPHANU3MbT He Objle TIeKyBaH BeHara,

TbKaHTa HA MEHWCA CE€ YBPEXKA M MOXKe JIa ¢ CTUTHE A0 MOCTOAHHA 3aryba Ha IOTEHTHOCTTA.

I'epounnan TpsidBa ia ce U3NON3BA ¢ BHHMAHHUE NPY NAMEHTH C AHATOMHYHA JedopMalLiMs Ha eHKca
(kaTo Hanp., aHrynauwvs, kaBepHosHa Gpubposa unm Gonect Ha Peyronie) UM [IpH NAUMEHTH ChC
3a00NABAHAA, KOUTO MOTAT Jia Ch3AAAAT IPEIPasNoNoKeHHEe KbM TPHATINIEM (KaTo
ChPNOBHIHOKIEThTHA aHEMUSA, MYJITUIUICH MHCITIOM VUTH JIEBKEMHS).

Ynorpeda ¢ CYP3A4 unxuGuropu

H3uckBa ce nosuUIEHO BHEMaHKE, aKO ce Npeanucea I'epolunan Ha NaHEHTH, KOMTO HW3TI0/I3BaT
MOUIHKH CYP3A4 maxuOuTopy (pHTOHABHUD, CAKBMHABHP, KETOKOHA30M, UTPaKOHA30N U
EPHTPOMHLHH), Tl KaTO TIpH KOMOWHHPAHETO HA TE3H JIEKAPCTBEHU MPOAYKTH ce 3abei3Ba
NMOBHIUARAHE HAa €KCTTO3UIHATA Ha Taganadus (AUC) (Bxk. Touka 4.5).

['epounniad M APYTY JIEHEHUA 32 epeKTHAHA IUC@YHKIMS
He ca npoy4yrann 6e3onacHocTTa 1 ehHKACHOCTTA Ha KOMOMHANWATE Ha Taganadwn U Apyru

HHXMONTOPH Ha DJIE-5 unn apyrn nevenns na epektunna gucdyHnkuus. IanueHTsT TpAbRa Na Huae
MH(OpMHpaH fa He nipuema [epoumian B noNoOHN KOMOUHALMH.




JlakTO3a

I"'epounnan cuabpxka nakro3a. [TaurentnTe ¢ peakn HaclencTBEHU MpobieMH Ha ranaxkTo3Ha
HETTOHOCHMOCT, ITbJIER JIaKTa3cH JeHIHMT UTH TIOKO3HO-TaNnakTo3Ha Maabcopbuus He TpsabBa 1a
[[PHMEMAT TO3H JIEKapCTBEH MPOAYKT.

4.5 BsanmojeficTBHe ¢ APYrH JeKapCTBEeHHA NPORVKTH H APYTH GOpPMH Ha B3aHMOEiiCTBHE

[lpoyuBanusiTa 3a B3anMoeicTaia ca npoeefeHu ¢ 10 mg u/nnu 20 mg tTaganadnn, Kakto e
noco4eHo mo-aony. o ce oTHacA 4o Te3u NpoyyBaHWA 3a B3aUMOJAEHCTBHA, KbJETO Ca NpUNarany
caMo0 J1o3d Ha Taganadun oT 10 mg, KTHHAYHO 3HAYHMH B3aHMMOAEHCTBHA TIPH ITO-BUCOKH I03W HE
MOTAT W3LAIO J1a OBJaT HIKTIOUEHH.

EdexTH Ha Ipyru BeliecTBa BBPXY Taianadmi

Huxubumopu na yumoxposm P450

Tananadwn ce Metabosmmzupa rnasuo upe3 CYP3A4, CenextupHusaTt naxubutop Ha CYP3AA4,
keTokoHazon (200 mg AHeBHO), yBeanuaBa 2 meTn ekcriosuinaTa (AUC) Ha taganadmn (10 mg) v
Crax ¢ 15% cripsMo croiiroctiTe Ha AUC ¥ Croax TIPH CaMOCTOATEITHO TIPUNIOKEH Tamanadw.
Keroxowason (400 mg nuesno), yeenndyasa 4 meTH excnosnuuaTa (AUC) na taganadmn (20 mg) u
Cmax ¢ 22%. PuToHaBHp, npoTeaseH uuxubdbutop (200 mg, 2 mbTH IHEBHO), KOHTO € HHXHOUTOP Ha
CYP3A4, CYP2C9, CYP2C19 u CYP2D6, yBennuaea excnoznumsata (AUC) Ha Tapanadun (20 mg)
2-ITeTH 6e3 1a TpoMeHs Cmax. BBIIPEKH e He ca MPoydBaHH CHELUQIYHH B3aUMO/ICHCTBHA,
eAHOBPEMEHHATA YNOTpeda ¢ APYTy NPOTEea3sHH NHXHONTOPH, KaTo cakBHHABHUP, W ApyTH CYP3A4
HHXHOUTOPH, KAaTO EPUTPOMULIMH, KIAPUTPOMHLMH, HTPAKOHA30N M COK OT rpeiingpyT, U3HCKBa
BHUMaHHe, ThH KaTOo MOXE [a C€ O4aKBa, T€ 4a yBeNryaT Ila3MeHHTe KOHLUEHTpaUH Ha Taganagun
(BX. TOuka 4.4).

CrnenosaTtenyo, YecToTaTa Ha HexXeMaHWTe eKapcTBEHH peakliK, TocodeHH B Toyka 4.8 Moxke ma
ObJie yBeNHycHa.

Tpancnopmuu beamviyu

He ¢ m3BecTHa ponsTa HA TPAHCHOPTHATE GENThIHM (HANPUMEp, P-FIHKONPOTEHH) BbPXY
JUCTIONIIMATA Ha Taganadun. CieqoraTeIHO € HANHMLE MOTEHIHAN 32 JIEKAPCTBCHN B3aUMOACHCTBIA,
MEINHPAHY OT MOTHCKAHE HA TPACTIOPTHHTE OENTHIA.

Huodyxmopu na yumoxpom P450

WugyxropsT Ha CYP3A4, pudamnmuus, HaMansea AUC wa taganadun 10 88%, cripamo
cTolHOCTHTE Ha AUC npn caMocTosTenHo npunoxkeH Taganadun (10 mg). Tazn namaneHna
CKCMO3HLHUA MOKE Ja C€ O4aKBa Jda HaMA/IM e(pMKACHOCTTA Ha TaJaltaduil;, CTETICHTa Ha HaMaJIeHHE Ha
eprkacHocTTa e HeH3BecTHa. [Ipyru wngykropu Ha CYP3A4, xato dpeHobapOuTan, GeHHTOMH H
kapOaMa3eTKH, MOTaT ChUIO Ja HaMaJIST MiIasMeHnTe KOHIEHTPAIMY Ha Tagamadi.

LdexTH Ha Tananadmn BupXY ApYri NTekapCTBEHH MIPOAYKTH

Humpamu

[Tpn knunawyEn nipoyusBanud, Tananadua (5, 10 1 20 mg) e nmokazan, e NOTEHUHpa XUMOTEHINBHATE
epexTy Ha HuTpaTuTe. [Topanu ToBa, MPUNCKEHHETO Ha 'epOLMIIAH TIPH NALIHEHTH, TIPHCTERT,
HAKOA (popMa Ha OpraHMIeH HUTPaT e NPOTHBOTIOKA3aHo (Bik. Touka 4.3). Bb3 oche#a
pe3yNTaTH OT KIIMHWYHO Npoy4BaHe, B koeTo 150 nauxeHT! ca nomydaBany JHEHSIs

P
taganadpun 3a 7 guv 1 0,4 mg HATPOrTMUEPHH CYOITHATBANHO B PA3IMUHO BPEWE I




B3aHMOJCHCTBHE € HabmoaaBano 3a roseye oT 24 4aca u He € HabnwaaRaHo cnel H3THYaHe Ha 48
Haca OT NocJieIHaTa o3a Taganadui. Taka, Ipy nauMeHT, Ha KOHTO € MpeTucana HIKaKBa J03a
I'epouunan (2,5 mg-20 mg), v 3a KoliTo NPHIIOKEHHETO Ha HUTPATH CE CMATA 33 HEOOXOTUMO TIO
MCHMIMHCKHA TTOKA3aHHA B )KHBOTOCTIACABALOM CUTYAllHK, TpA0OBaA Na nMa none 48 4aca oT npHeMa Ha
nocnenHara fo3a | epolinnasn, npeay NPUNOKEeHHETO Ha HUTpaTHTE. IIpH TaKHBa YCNOBUA, HATPATHTE
TpsAOBa a CE IPUAAraT noJ CTPOr MeUIIMHCKH KOHTPOI M ChC CHOTBETHO npocneagBaHe Ha
XeMOIWHaMUKAaTA.

Anmuxunepmen3usHY 1eKaPCMEeHy CPeOCmea (BKIOHUMENHO KATYUeEU aHMASOHUCIY)

EAHOBPEMEHHOTO NpHUiiarale Ha Aokcasos3uH (4 m 8 mg qHeBHO) ¥ Taganadvn (IHEBHA 1033 0T S mg u
20 mg xaTo e/IHOKpATHA 7103a) 3aCUNBA AHTUXMIIEPTEH3UBHUS edeKT Ha To3H anda-6IoKep B 3HAYMMA
CTeneH.

To3u edeKT ce 3ana3Ba NoHe ABaHAIECET Yaca M MOXKE 1a IPeJU3BAKA CHMIITOMHY, BKITIOYHTEITHO
CHHKOIT. 3aTOBa Ta3W KOMOWHALIHA He Ce NpenopbuBka (BxK. ToYka 4.4).

I Ipn nmpoyuBanud 3a B2anMOnEACTBUATA, N3BBPIICHH MpH orpaHuyeH Opoii 3aApaBH J0OPOBOINIIH, TSI
eekTn He ca cbobuIeHH Npu ady303HH WK TAMCYJIO3MH. Bee nak, € HeoOX0JUMO NOBULLIEHO
BHUMaHHE, KOraTo Tajlanapun ce ynoTpedsaBa py nalieHTH, N1eKyBaH! ¢ KAKBUTO U 1A €
anabiokepH, ocobGeHo NpH NALMEHTH B cTapyecka Bb3pact. Jleyennero Tps6Ba Ja 3anoune MpH
MHUHWMAJTHA 032 W [TPOTPECHBHO /1A CE ANaTTHPA.

[1py KITHHHYHA (APMAKONOTHYHH TTPOYUBAHHS € H3CJIEIBAH IOTEHLUHATHT Ha Tafanadun Ja YCHITBA
XUNOTEH3HBHUTE €PEKTH HA BHTHXUTICPTEH3UBHUTE NEKapCcTBEHH NpoykTH. Flpoyusany ca
OCHOBHHTE KNaCOBE AHTUXHIIEPTEH3MBHHU JIEKAPCTBEHHU MPOAYKTH, BKIIOYUTEITHO KAJI[ACBH
AHTarOHHCTH (AMIIOAMITHH ), HHXHOUTOPHTE Ha aHTHOTEH3HH KoHBepTHpaLiHs ensum (ACE)
(eHananpwn), boxepuTe Ha feTa-aApeHEprUYHHTE PELIENTOPH (METOTIPONION), THAZHIHHTE ANy PETHLH
(OeHapoduyasun), u 61okepuTe Ha aurnoTensus Il peuentopure (pasznyuuHm BHIOBE B 03H,
CaMOCTOATENHO WITH B KOMOWHALIWA C THA3MIH, KANI[UEBHATE aHTArOHKUCTH, DeTa-0nokepy, UMM anda-
Onoxepwn). Taganadui (10 mg ockeH B Ipoy4YBaHUsTa ¢ aHTAFOHNCTUTE Ha aAHrHOTeH3WH [1

PEHENTOPHTE H aMJIOJHUNUH, ITPH KOUTO € MpuiIaraHa gosa ot 20 mg) HAMA KITWHHYHO 3HAYHMH
B3aMMOACHCTBHS, ¢ KOHTO U 1a € OT Te3H KilacoBe, B ipyro KnnHu4HO GapMakoJOrHyHo Npoy4ysaHe
Tafganadui (20 mg) e U3NMTBAH B XOMOHHAIMA ¢ 10 4 KNaca aHTUXHATIEPTEH3ABHN NpoayKTy. [Tpn
[JAUCHTHUTE, MPUEMAITH HAKOJIKO AHTHXHIEPTCH3UBHY MIPOAYKTA, aMOyIIaTOPHHTE IIPOMEHH B
APTCPUATTHOTO HAIATAHE M3TTISKJAT CBBP3AHU ChC CTENEHTA HA KOHTPOI HA apTepHaTHOTO HAJIAraHe,
B Ta31 Bpb3ka, NPH NALHEHTHTE OT KNMHNYHOTO HU3NUTBAHE, YMETO aPTEPHATIHOTO HanAraHe e Ouo
no06pe KOHTPOJIHPAHO, HaMATSIBAHETO € GUIT0 MIHHMAJIHO WIW NOA00HO Ha TOBA, HAOMIOaBaHO TIPH
3apasy xopa. lIpH ywacTHHIM B IpOYUBAHETO, MPH KOUTO apTEPHAITHOTO HANArade Ha IAlMEeHTHTE He
¢ OWI0 KOHTPOAMPaHO, CIAJAHETO € OHIT0 MO-T'0/IIMO, BBIIPEKH Ye TO He € GHII0 CBBP3aHo ¢
XMIIOTEH3HBHY CUMITTOMU MPH NoBeueTo 0T NnauuenTuTe. [py nalHeHTH, NMOMYyYaBally ChIIbTCTBALIO
JICYEHNE ¢ aHTHXHUTICPTEH3WBHH JIEKAPCTBEHH NPOavKTH, Tafaradnum 20 mg Moxe Aa UHAYLUPa
HaMallCHHC Ha apTCPHAITHOTO HaJIATaHeE, KOETO (€ M3KIIOYEHUE Ha alida 6okepH —BX. TIO-TOpe), €
KaTO 111710 MANKO X HE € BEPOATHO Jia € KIMHUUHO 3HAYXUMO. AHANN3UTE Ha JaHHUTE OT KIMHUYHK
Npoy4Banya (asa 3 He ca NOKa3asn pazjiiKka B HEXCNAHNTE IEKapCTBEHN CLONTHA NIPY NallHeHTHTE,
PHEMALH Tafganadu, CsC WM (e3 AHTHXHIIEPTEH3NBHH TeKapCTBEHH NPOAYKTH.. Bernipexu Tosa Ha
MalHeHTHTE TPAOBaA [1a ce 1aBa MOAXOAAIE KITHHHYEH CLBET 33 Bh3MOXHO HAMAICHHE Ha
apTEPHAJIHOTO HANAraHe, KOraTo Ce NeKyBaT ¢ aHTUXUREPTEH3UBHH JICKAPCTBCHU NPOAYKTH.

Puoyuzyam
ITpe AKTHHHYHK NPOYYBAHNS MTOKA3BAT JOITLIAHUTENEH e)eKT Ha MOHWKABAHE HA
HanAraxe, korato OWJIE-5 uRXUOUTOpY ce kKOMOUHMPAT ¢ proUKTYaT. B xaHHHY



AOKa3aHo, 4¢ PHOLIMTyaT NOTEHMpa XANMOTEH3IUBHUTE edpekTh Ha OJIE-5 nuxuburopure. Hama nanuu
3a ONaroupuATeH KiIWHUYEH edeXT Ha KOMOUHALUNATA B MPOYYBaHATa nonynauus. EJHoBpeMeHHAaTa

ynotpeba Ha pronuryat ¢ ®J[E-5 wHXHOHTOPU, BKITIOYHUTEITHO Tagaradw, € TPOTHBOMOKAa3aHa {BK.
Touka 4.3).

Huxubumopu na 5-arga pedyxmazama

B KNTHMHHYHO Npoy4YBaHHe, KOETO cpaBHABA Tajanadun 5 mg, npunarad eJHOBPEMEHHO ¢ HACTEPH]
> mg, ¢ nanebo mmoc grHAcTepu 5 mg 3a obnexuaBane Ha CHMITTOMMTE Ha J100poKauecTBeHa
Xunepinazna Ha npoctatata (JIXI]), He ca yCTaHOBEHK HOBH HEXENIAHM peaKUHH. BBNIpeKkH TOBA, ThH
KaTO OQHUUNATHO IIpoyYBaHe 3a JIeKapcTBEHU B3aUMOIEHCTBIA 3a OLleHKa Ha eexTuTe Ha Taganadun
W Ha MHXHUOWTOPHTE Ha S5-anda penykrazara (5-AP) ne e nposexaano, l'epounnan TpaOBa Aa ce
npAaJiara BHRMATETHO CHOBPEMEHHO ¢ HHXAOUTOPY HA >-anga peaykrazata (5-AP).

CYPIA2 - cybempamu (Hanp., meochunun)

Korato taganapun 10 mg ce npunara ¢ Teodunun (HecenektnaeH gocdonectepazeH UHXHOUTOP)
BbB (hapMaKoIOrnuHo Npoy4BaHe, He € AMano GapMakOKHHETHUHH B3auMoieicTersa. EnuHCTBEHUAT
papMakorHamuteH edekT e 6un nexo (3,5 ynapa/MHHYTa) YBEINYEHHE Ha ChpAEYHATA YeCToTa,

Bbrpekn qe To3M epekT € BTOpOCTENEHeH U HE € OMIT OT KIIMHWYHO 3HAYEHNE TIPW TOBA TIPOYTBaHe,
TO¥ TpsibBa J1a ce B3eMa 1o BHUMaHWe TIpH eJHOBpeMEHHA ynioTpeda Ha Te3n NeKapcTBeHH NPOIYKTH.

Emununecmpaouon u mepoymanun

Tananadun e nokasan, 4e NpeIM3BHKBA YBEIHYEHHE HA UOHATMYHOCTTA Ha €THHUIIECTPAINON cliejll
EPOPanHO NPUIMKCHHE; TIOA00HO YBENUUEHKE MOXKE [a Oble 0YaKBaHO [PH NEPOPATIHOTO
IPUIIOKEHHUE Ha TePOYTANHH, BEIIPEKH Ye KAWHUIHITE MOCAEACTBHA OT TOBA ca HeonpeacaeHu.

Aaxoxon

KoHueHTpaLmMHTe Ha a/IKOXON (Cpena MakCHMalTHa KOHLeHTpalus B kpbBTa 0,08%) He ce moBNMsBa
OT CBBMECTHATA yoTpeda ¢ Taganadun (10 mg umm 20 mg). B gomeaHenne, 3 yaca cnen
CAHOBPEMEHHOTO [IPHIOKECHYE C ANTKOX0J He ¢a HAOmoJaBaHH NPOMEHH B KOHUEHTPALHHTE Ha
Taganagun. AjTKOXONIbT € NPHJIOXKEH O HAYHMH, YBEINHABAIll MAKCHMAJIHO CKOPOCTTa Ka abcopoiims
Ha aJTKOXOI {CYTPHH Ha riajgno, 6e3 ja ce nmpHeMa XpaHa A0 2 yaca ciej IpHeMa Ha aJTkoxoi).

Tanarnadgmun (20 mg) He yBenuyara cpeAHOTO HAMAIIABAHE Ha KPHBHOTO HANATAHE, TIPEAH3BAKAHO OT
ankoxona (0,7 g/kg nnu okono 180 ml 40% ankoxon [Bozka] npy 80-kuNorpaMos MbK), HO TpH
HAKOH XOpa MOXKe€ J1a c¢ HadlioAaBa MoCTypalieH CBETOBbPTEX WM OPTOCTATHYHA XHTTOTOHHKA. KoraTto
Tajanadpuil Ce npuiara ¢ no-Mankn fosu amxoxon (0,6 g/kg), xunoreHs3ns He ce HabnoIaBa, a
CBCTOBBLPTEXEBT C¢ HAO/IIONaBa ¢ 4ecTOTa, 1000Ha Ha Ta3H [IPH CAMOCTOATENHOTO MPHIOKEHHE Ha
ankoxon. EdexTsT Ha akoxona BLpXy KOTHUTHBHATA GYHKUMS HE C€ 3aCHNBaT oT Taganadun (10

mg}.

Humoxpom P450 memabomusupa nexapemeenu npodykmu
['epounnaH He ce 0YaKBa Ja fpeR3BUKBA KNIMHMYHO 3HAYMMO MOTHCKAHE WIH HHOYKUMSA HA KJIHPLHCA

Ha JICKApCTBCHU NpoAYKTH, MeTabonusupann ot CYP450 nzodopmuTte. ITpoyupanusra ca

NOTBBPANNH, Y¢ Taganapun He HHXUOWpa Wi HHAyLHpa Hiodopmute Ha CYP450, BKITIOUHTENHO
CYP3A4, CYP1A2, CYP2D6, CYP2EIL, CYP2C9 u CYP2C19.

CYP2C9 - cybempamu (wanp., R-sapgapuin)




Tananadmn (10 mg n 20 mg) Hama xIHHNYHO 3HaunM edeKT BbpXy excnoznnuaTa (AUC) Ha
SBapapuH wiH R-apdapuu (cyberpar va CYP2C9), HATO 3acAra NPOMEHHUTE B POTPOMOUHOBOTO
BpeMe, MPETH3BHKAHH OT BapdapHH.

Ayemuwicanuyunosa KuceIuHa

Tananagun (10 mg 1 20 mg) He IOTEHUMpPa YBEAHYEHHETO BBE BPEMETO Ha KbPBEHE, TIPHIHHEHO OT
alleTHNCAITMIIAIIOBA KHCEIIMAA.

{Ipomueoduabemnu nexapcmeenu npodyxmu

He ca npoBexann cienH4HA NPOY UBAHKS 32 B3aUMOEHCTBHA C MPOTHBOMAOCTHH JTeKAPCTBEHN
TIPOAYKTH.
4.6  @epTHAHTET, GPEMEHHOCT H KEPMeHe

['epolnnaH He € MOKa3aH 3a ynorpeda oT keHu.

bpeMenHoCT

FiMa orpannuerin paHHy 3a ynorpe6ara Ha Taganadwnn npu Gpemennn skenu. [TpoyusannsTa ripu
KWBOTHH HE NOKA3BAT NPAKO HITH HEMPAKO BPEIHO Bb3eHCTBHE BEPXY OpeMEHHOCTTA,
EMOPHOHAITHOTO/ETANHOTO PA3BHTHE, PAXKAAHETO WITH TIOCTHATAIHOTO Pa3BATHE (BXK. TOUKa 5.3).

Karo npennasna mapka, 3a npeanounrane e ynotpedara Ha [ 'epounnan no BpeMe Ha OpeMEHHOCT Ja
ce u304rea.

KBpMEHe

Hammunnte hapmakouHaMHYHI/ TOKCUKONIOTHTHY TAHEY [IPH KUBOTHH MOKA3BAT EKCKPELHA Ha
Taganadpun B MISKOTO.

He moxe na ce n3kmoun prck 3a xepMaveto. lepounnad He TpAGRa Ja ce H3NOA3Ra MO BpeMe Ha
KbpMEHE.

MepTHUTET

HabmonaBanu ca edexTr 1pyu Kyyeta, KOHTO MOXKe J1a cOYaT yBpexaane Ha eprunntera. JBe
nocneaBaniy KITHHHUYHY TIPOYYBAHUA 1TOKa3BaT, e TO3M e(PeKT € MATKO BEPOATEH NPH XOpa, BbIIpekH

Je ce Habumo1aBa HaMasleHHe Ha KOHLIEHTPALMATa Ha CNepMa TPH HAKOM MBXKe (BX. Togka 5.1 i Touka
5.3).

4.7 EdexTH BHpXy crioco0HOCTTA 332 mIodApanHe H patoTa ¢ MADIHAM

Fepounnan nosmussa npeHedpexxumMo cnocoGHocTTa 3a mwodupate Wi paboTa ¢ MaMUAA. BbrpekH,
1€ TIPH KITHHHYHY TIPOYYBAHMSA YECTOTATA Ha ChODILIEHUATA 32 CBETORBPTENK TIPH IrpynaTa ¢ miaigdo n
rpywara ¢ Tajanadui e 6una cXo[Ha, NAUMEHTHTE TpAOBA /12 ca HASCHO 32 TOBa KAk LIE pearnparT Ha
I"'epounnan, npeau wodupane Wiy padbota c MallMHA.

4.8 HexelaHH JeKAPCTBEHH peaKIHH

PestoMe Ha npodnna Ha BesonacHocT

Haii-qecTo chobIaBannTe HeskenaH TEKAPCTBEHH PeakLiy TIPH MALHEHTH, npuema*"— TN
JICYEHHE Ha EpeKTHIHA JHCPYHKLUMS WIn Ao0poKayecTBeHa XHNEPIINa3Hg Ha IIpOCTy -.; ¥ o
rnaBo0osiMe, TUcnencus, 6onka B rbpba 1 MHAITHA, TPH KOWTO YECTOTATa ce VBEfaR '
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MOBMIIABAHE Ha A03aTa Ha Taganadun. JloknaasaHuTe HeXXENAHN NeKapcTBEHH peakiyii ca Ounn
TIPEXOAHU M B ITOBEYETO CITyYaH JIEKU 10 YMepeHH. [lo-rofisiMarta JacT OT CIyqanTe Ha ramasoborue,
ChOONIABAHHM TIpH TIPHEM Ha Tafanaduil BeJHBX JHEBHO, ca HabmonasaHy npes wepeate 10 1o 30 anw
QT 3aIMOYBAHE Ha JIEIEHHETO.

Pe3loOMe Ha He)keNaHUTe peaki[iy B TabDJMYEH BH/

B Tabnuiata no-nony ca u30poeHM HeXENAHUTE ICKAPCTBEHH PeakUny, HabNoNaBaHH OT CIIOHTAHHH
ChOOILEHHS W TIpH INaLe6o KOHTPONHPAHH KIMHHYHI NTpoyYBaHya (o0xsamamm oompo 8 022
[IAIHEeHTH, NIEKYBAHH ¢ Taganagui, u 4 422 naydeHTn, nonydyarany miauebo) 3a jedeHHUe Ha

CPEKTHIHA TUCOYHKIIMA TPH HYXK/JIa M BEIHBX AHEBHO M 3a NleucHye Ha 106pokayecTReHA
XWIEPIUTa3uA Ha NMPOCTaTaTa BEIHLK JHEBHO.

KoHBeHIHS 3a yecToTara: MHOTO YecTH (>1/10), wectu (>1/100 po <1/10), mewectw (>1/1 000 10
<1/100}, peaxn (=1/10 000 po <1/1 000), Maroro peaku (<1/10 000) u ¢ HeusBecTHA YecToTa (OT
HATHYHHUTE JaHHHW He MOXKe a ObIe HanpaBeHa OlUgHKa).

MHuoro Yeernt Heudectn Peakn C nen3BecTHA
YeCTH JecToTa

Hapyrwenua na umynnama cucmema

Peakiyn na AHrnoeem’
CBPBXTYBCTBUTENIHOCT

Hapyvuenua na nepsriama cucmema

I'maBoGonwue 3amasoct Mucynt!
(BKITFOYHTENTHO
XEeMOparuiHu
cuOuTHA), CHHKOT,
TpansntopHu
NCXEMHUYHU
NIPUCTBIH .,
Mnrpena?,
[TpunaabLum?,
TpauzutopHa
aMHe3nd

Hapywenus na owume

3ambrneno BMkaaHe, | HapylueHue Ha Lienrpanua

VeelllaHua, ONUACBAHN | 3PHTENIHOTO 1oNe, cepo3Ha
KaTO 60NKA B OYUTe OTOK Ha KJIENa4YnTe, | XOpHUOpEeTUHOMNATHA

XHnepeMius Ha
KOHIOHKTHBATA,
HeaprepuanHa
AHTEpPHOpHA
UCXEMHUYHA OYHA
HEBpOIIATHA
(HAAHMOH)?,

Janymeane Ha




ChIAOBETE Ha
peTHHATZ’
Hapywenun na yxomo u nabupunma
TunuTyC Bresanna riayxora
Covpoeunu napyuernus’
Taxukapans, Mwokapaen
IMTannurauun NH(papPKT,
Hectabnnna
CTEHOKapaNs?,
Kamepra apurmus®
Cvoosu napywenus
3auepsaBane | XHNOTOHHS',
XHIepTOHHA
Pecnupamopnu, spvOnu u meduacmunaninu Hapyuienus
Hazannua JncnHes
KOHIeCTHA Enwncrakcuc
CmomMauino-upesHu HapyueHus
Hucnencud KopeMHa Bosxa,
[lospbinane,
["agene,
["acTpoesodareancH
pepaykc
Hapyuwenus #a xoxucama u NOOKOHCHAmd muKan
Obpus Yprukapua,
CWHIOpOM Ha
Stevens-Johnson?,
ExcionnatueeH
NEePMAaTHT.,
XHnepxXuapoia
(noTeHe)
Hapywenua na myckynno-ckeremuama cucmema, cbeOUHUMEIHAMA MbKaH U
Kocmume
bolka B
epoa,
Mmnanrus,
bonka B
KpaHHHK
Hapywenun na 6vopeyume u nuxounume nemuya
XeMmarypus
Hapywenus na evanpouseodumennama cucmema u 2opoama
Y IBInKeHa epekIns TTpHaTHIbLM,
KpbBOW3INHEA




MeHuca,
XeMaToCTICpMuUA
Obwu napywenus u eghexmu Ha MACMOMO HA NPUNOICEHUE

I'pbaHa oomka', | OTok Ha nMULeTo,

Ilepugepen  otok, | BHesanha cepredHa

VMmopa cMupT!:?
(1) [loBeueTo OT MaMEeHTHTE MMAT MpeIleCTBAINY ChPACYHO-ChAOBH PHCKOBH (HaKTOPH (BXK.
TOUka 4.4).
(2) CH00IIABAHM [IPH NOCTMAPKETHHATOBOTO HaOMIONEHHE HEXKENAHN PEaKHi, KOUTO HE ¢a
HabJlofaBany Npy Nnane6o KOHTPOIWPaHH KITHHHYAW [IPOYIBAHHA
(3) Ho-yecTo qoknansana, koraro Tagamadi ce TpHUiara Npy NAKASHTH, KOUTO Bede NOMy4aBat

AHTUXMIIEPTEH3NBHY JICKAPCTBCHH IIPOJYKTH.

OmucaHue Ha M30paHy HexeTaHu peaKIAN

He3naunTenHo mo-roisMa 4ectora Ha oTkioHeHus B EKT, npeay BCHUKO CHHYCOBa Opaauxapand, ca
AOKNAABaHM MPYU NALMEHTH, TIEKYBaHM ¢ Taganadguia ¢ AWH NbT AHEBHO B CpaBHEHHE ¢ niaLedo.
IToBeueTo oT Te3n oTknonenus B EKT we ca CBbP3aHH C HEXKENAaHHUTE JIEKapCTBEHK peaKLii,

pyru cnenyaniu gonyanguu

JlaHHUTE NpH NTaUKMEeHTH Ha Bh3pacT HAJ 65 roOANHN, KOUTO npueMar Tajaatadun B KITHHUYHHA
NPOYYBaHHUA WITH 32 ICYEHHUC Ha EPEKTUIIHA TUCPYHKINA, KU 32 JICUCHIE Ha JOOpOoKayeCTBEHa
XHIICPIIA34A Ha NpocTaraTa, ca OrpaHn4yeHd. B xnMruyHn npoyusaHug ¢ Taganadu, npueMaH npy
HYXKJa 33 NCICHHE Ha ePeKTHITHA AUChYHKINS, IHapHs ce ChoOIIaBa No-4ecTo MpH TALHEHTH Ha
BB3pacT Hajl 65 roanuy. B wivHNYHE NpoyusaHus ¢ Tagalagpui 5 mg, IPUEMaH BEJIHbXK JHEBHO 33

NeYeHHe Ha foOpokavecTseHa XuNepriasis Ha MPOCTaTaTa, 3aMagHOCT M IMapus ¢a chobuapaHy
NOYECTO NMpY NAIIMENTH HAA 75-TOAMIIHA BB3pacT.

Cbo011aBaHEe HA NON03NPaHN HEXKENAHN PEAKLMH

CpO0IIABAHETO Ha TIOIO3APAHH HeXeNaHu peakii Ciie/l pa3pellaBase 3a yroTpeda Ha NeKapCTBEHHUA
MPOAYKT € BaxkHO. ToBa no3BoisBa Aa NPoABIKHA HAOIIOAEHHETO HA ChOTHOLIEHWETO NION3a/PUCK 34
JICKApCTBEHHA HPOAYKT. Ot MEAHUMHCKNATE CNELMAIUCTH Ce H3IUCKBA JIa ChOOINABAT BCAKA
NOAO3WpaHA HEXENaHa peakiius apes M3meTHuTenHaTa areHuys 1o iekapeTiara, ya. ,,JlaMaH

"pyer™ Ne 8, 1303 Codma, Ten.: +359 2 8903417, yebeaiiT: www.bda.bg.

4.9 Ilpeaosupane

lIpu 31pan noOpoBonum ca NaBanu €AUHUYHM A031 10 S00 m g, a Ha NIAUMEHTH ca IpuiIaranu

MHOTOKpaTHH AHEBHA 11034 10 100 mg, Hexxenaunre chOHTHA ca Omiu noao6HN Ha OHERN,
Ha0JIIOaBaHH TIPH ITO-HUCKH JO3H.

B ciy4anTe Ha npeio3HpaHe, ako ce Hamara, TpAOBA 1A ce TIpeINPHEMAT CTAHAAPTHUTE NMOTHKAITH
MEPKH. XE€MOIHANN3aTa He3HAYUTETHO CrIOMara 3a EMUMHHWPAHETO Ha Taaanadgun.

5. PAPMAKOJIOI'HTYUHU CBONCTBA

5.1 dapmakogHHAMMYHH CEOICTRA




dapmakoTepalcBTHYHA IPyNa: YPOJIOTHUHH CPe/icTBa, IEKAPCTBEHU IPOIAYKTH, IPUNIATAHH TIPH
epexTHiaHa guchyHkimsa ATC xon: GO4BEOS.

MexaHuuisM HA AelicTBHE

Tananagwui e cenexTaBes, o0paTHM HEXMOUTOP Ha HKJIMYHHA I'YaHo3HH moHodocdat (ul MdD) -
cnennduyna dpochoamectepasa tun 5 (OGJIE-5). Korato cexcyanHoTo CTHMYTHPAHE TIPEIN3BHKA
NOKAJIHO OCBOOOXK/JABAHE HA a30TeH OKCHA, MHxnOHupaHeTo Ha ®JIE-5 ot Taganadmn npeaH3BUKBa
IOBHINCHYN HMBA Ha 1]l MO B kaBepHo3nnTe Tena. Tosa BOAM N0 penakcalls Ha rmaakarta
MYCKYNaTypa ¥ IPUTOK Ha KPHB B TBKAHWTE HA NMEeHHca, BOAEIO Aa epekiiuia. Taganagus ¢
HeeheKTHREH B JIEYEHHETO HA ePEKTHIIHA IUChYHKUHS NIPH ITHIICA HA CEKCYATHA CTHMYTALIHA.

EdexkTbT na nHxubnpaneto Ha OIIE-5 supXy koruerTpauuara Ha il M@ B kOpnyc KasepHO3YM ce
Ha0JIr0JaBa CHII0 W B IMAJKHTE MYCKY/H Ha TPOCTaTaTa, MMKOYHHA MEXYP M KPHBOCHAOAABAILUTE TH
cbAoBe. B pesynTar Ha penakcanws Ha CHAOBETE C€ NOBWINABRA TEpdy3uATA ¢ KPBB, KOETO MOXe Ja
Oble MEXaHU3MBT, Ype3 KOHTO Ce HAMANABAT CHMIITOMUTE Ha JOoOpoKaveCTReHa XUNEepnia3us Ha
pocTataTta. Te3H ChA0BH eeKTU MOXKE Ja ce AOMBABAT OT HHXHOMPAHETO HA aKTHBHOCTTA Ha

B,Cbﬁ PCHTHHA HCPB Ha ITHKOYHHUA MEXYP H pCIIAKCAllHATA Ha INTAJAKHTE MYCKYIIA Ha ITPOCTATATA H HA
MAKOTHNA MEXYP.

QDapMakoAMHAMUIHY edeKTH

[Ipoy4BaHUATA in Vifro ca OKa3any, ue Taganadun e cenekTHeeH nHxuoutop Ha ®JIE-5. ®JIE-5 ¢
€H3HM, KOHTO C€ OTKPHBA B rNajkata MyCKynaTypa Ha KaBepHO3HOTO TAJIO, ChAOBATA H BUCLEpATHA
riiagKka MyCcKynaTtypa, CKENETHHTE MYCKYNH, TPOMOOLMTHTE, OhOpelinTe, Oenus apod, # Malkus
Mo3kk. HelicTBrueTo Ha Tananadun e no-cuirao Bupxy OJIE-5, OTKONKOTO BBPXY APYFH
dochoanectepazn. Taganadun e > 10 000 meti ro-momen 3a GJIE-5, 0TKOIKOTO 110 OTHOIWLIEHHE HA
DJE-1, DAE-2 n OJE-4 - en3uMR, KOATO ¢e OTKPHUBAT B ChPLETO, MO3bKa, KPLBOHOCHUTE ChI0BE,
yepHus 1pod u Apyry opranu. Taganadun ¢ > 10 000 nuTi no-mMoies no otHowenne Ha @JIE-5,
OTKOJIKOTO 1O OTHoweHue Ha MJ1E-3 — en3uM, HaMHpaill ce B ChPHETO M KPHBOHOCHHTE CHIORE. Tasu
CCJIEKTHRHOCT KbM M/IE-5, cpaBHeHa cbe cenekTurHocTTa KBM MJIE-3 € Baxkna, samoto ®JIE-3 e
€H3UM, Y4acTBalll B MEXaHH3Ma Ha CBbpP/ICUHUTE ChKpalleHus. B nonbnHeHMe, taaanagun e
npubnu3HTenHo 700-mbTH no-mMouieH no otHowenwe Ha GJE-5, otkonkoTto cnpsamo OJIE-6 - enzum
KOHTO Ce HaMHUPa B PETHHATA U € OTrOBOpeH 3a QoToTpaHcaAykiuaTa. Taganadun e ¢simo > 10 000
MBTH T10-MOLLEH NO oTHoWeHHne Ha (DJIE-5, oTkonkoTto no orHoweHue Ha DJE-7, no GJE-10.

KnvHngHa edrkacHOCT ¥ De300acHOCT

Tananagun, npunoxeH Ha 3apaBH NH1a, NTPeU3BUKBA HE3HAUMMA pa3liuKa B CpaBHEHME ¢ 1aaieho B
CUCTOJIHOTO U AHACTOMHOTO KPhBHO HASITAHE B ICTHANO TIONOMKEHHE (CPEAHO MAKCHMAJIHO
HaManerue ot 1,6/0,8 mm Hg, cx0TBeTHO), B CUCTONHOTO U JHACTONHOTO KPBBHO HAISITAHE B
H3MPABEHO TIONIOXEHHE (CPEAHO MaKCcHMATHO HaMmaneHue ot 0,2/4,6 mm Hg, choTBeTHO), W HAMA
3HAUMMa NPOMsiHA B ChPJeUHaTa YECTOTA.

ITpu npoyuBaHe 3a oueHka Ha eekTUTE Ha Taganadun BLpXy 3peHHETO HE ca OTYETEHH HapYiICHUS B
pa3no3HaBaHCTO Ha LIBETOBETE (CHHBLO/3EIEHO) MOCPEICTBOM W3TON3Bakle Ha TecTa FarnsworthMunsell
100-hue. To3u pesyntat kopecnioHaupa ¢ HUCKUS apUHUTET Ha Tajganadun xsm GJ[E-6, B cpaBHEHNE

¢ ®JIE-5. BuB BcU4KH KNMHAYHE TTPOYYBAHHS CHOOILEHHATA 33 NPOMEHH B LIBETHOTO BHYXK/IAHE ca
peaky (< 0,1%).




criepMaroreHesarta Ha Tajanagun 10 mg (eano 6-Meceuno npoyusane) U 20 mg (eAHO 6-MeceuHO U
eHO Y-MECEYHO NpOoyUuBane), NPHUJIaran exxeJHeRHo. B aBe 0T Te3u npoyysanus e HaOMOIaRaHO
MOHMXKEHHE Ha KONTMYECTBOTO U KOHLUEHTpALMATA Ha CITEpMaTa, CRBP3aHO C JJeYeHHETO ¢ Tajanapun ¢
Marka BEPOATHOCT 32 KTHHUYIHA 3HAYUMOCT. Te3n edekT He ca OMITH cBbLP3aHK ¢ MPOMEHH B IPYFH
napaMeTpH, KaTo NoABMKHOCT, Mopgoiorus n FSH.

Epexmuina ouchynryus

3a Tajganadmn npH HykKJa ca NPOBEACHH TPH KJIIHHWYHH MPoy4YBaHuA ¢ 1 054-naLHeHTH B JOMalIH
YCHOBHA 32 OTPEAENTAHE HA NMPOABLDKHTENHOCTTA HA OTTOBOpa. Tagana@Hil € HOKa3al CTaTHCTHYECKH
IHAYAMO TTOOOpEHNE B EPEKTHIIHATA PYHKLMSA U CITOCOOHOCTTA [a C€ H3BBLPILUH YCTIEWEH TIONOB aKT
Ao 36 yaca cnes IpHEMa Ha 03aTa, KaKTO M B CMOCOOHOCTTA HAa HALMEHTHTE A NOTY4aT U
NOIbPHKAT EPEKIN 3a YCNCLIEH MOJIOB aKkT, B CpaBHEHKWE ¢ TUaledo, oule Ha 16-T1a MUHYTA criel]
TpHEMa Ha J103aTa.

ITpw eano 12-ceamuino npoyuBaHe, nposeaeHo npu 186 nauwenTtn (142 Taganadwin, 44 nnaueo) ¢
BTOPUYHA €PCKTHITHA MMCHYHKIMA BCIEACTHE Ha YRpEXKIaHe HA IPEOHAYHMA MO3BK, Tananadun
3HAYHMO NOL0OPABA epeKTHAHATA (YHKIINA, KOSTO BOAM 0 CPe/IHA HECTOTA HA YCIEUIHUTE ONUTH 32

HHAMBYU A 48% nipy NaLHeHTHTE, TpeTupann ¢ taganadgun 10 vnn 20 mg (reBkaBa 103a, NpH HYK44), B
cpaBHeHHE Che 17% npw nnanedo.

3a OLieHKa Ha NpUeMa Ha Tazganadun BeIHBA JHEBHO B 1031 2.5, S 1 10 mg, IrbPBOHAYAITHO Ca
TPOBEJCHN 3 KNMHAYHH [TPOYYBAHHKS, BKAKOYBAILHK 853 nauyeHTH Ha pa3inuHa Bh3pacT {Mexay 21-82
FOAHHY) ¥ €THHMECKA IPUHAANEKHOCT, ¢ €peKTHIHA TUCHYHKIMSA OT pas/inyHa TEXKeCT (IeKa,
yMepena, Texka) H eTHosrorud. [IpH gBeTe MhpBOHAYATHH MPOYYBAHAA 3a eeKTHBHOCT NpH 001aTa
nomyJlalyd CpeiHATa HECTOTA Ha YCIIEIHUTE ONATH 3a CeKCyalieH KOHTAKT 3a HHAWBHUZ ¢ Onna 57 v
67% nipn Tananadun 5 mg, 50% npn tananadun 2,5 mg B cpasnenre c 31 u 37% npu naauebo. B
TPOYYBAHETO NPH TTAIIMEHTH C SPEKTHIHA AWCYHKIHNSA, B pe3VIITAT Ha NHA0eT, CpeJHaTa YecToTa Ha
YCTICIHATE OTINTH 332 HHAMBUJ ¢ Oviia 41 w1 46% nipu taganadmi 5 mg n 2,5 mg, CHOTBETHO B
CpaBHeHHE ¢ 28% npw nnaneto. [ToseueTo MAUMEHTH B TE3HW TPH NPOYYBAHHS €A CE TTOBJIHAIH OT
NpeARLIHO NeueHue ¢ HHXuOUuTopH Ha OIE- B pexxuM npu nykaa. B nocnempano npoyuBane, 217
TTAHEHTH, HCNEKYBAHM ¢ HHXHOuTOPH Ha DJIE-5, ca paHIOMU3HpaHH Ja TollyyasaT Taganadur 5 mg
€IWH MBT AHECBHO CIIPsAMO Tnalie®o. CpeAHUAT MPOTIEHT Ha YCIIENTHATE OMHTH 3a MOJIOBO CHOLIIEHHE 32

AHIHBH ¢ 68% NpH nauneHTHTe, TTOTyYaBamy Taganadu, B cpasHeHre ¢ 52% MpH NAIHEHTHTE,
nonyuasain nnayedo.

Lobpoxavecmeena xunepraazus Ha npocmamama

Tapanadwn € nacneaBaH B 4 KITAHHYHY POYYBAHHUS C IIPOSLIDKUTENHOCT 12 CeAMHUIIM, KOUTO
BKITOUBAT fioaeYe OT 1 500 nmauuenT™ ¢ NpU3HALM ¥ CUMITTOMH Ha JOOpOKauecTBeHa XHTiepiiazus Ha
npoctarara. [logobpennero Ha o6inus ckop Mo MeXKIYHAPOAHATA CKAJTA 33 OLIEHKA HA NIPOCTATHUTE
CHMNTOMH (international prostate symptom score) ¢ Taganagun 5 mg B YeTHPKTE IPOYUYBaHHUS ¢ -4,8, -
3,6, -0,1 n -6,3 B cpaBHenue ¢ -2,2, -3.6, -3,8 1 -4,2 ¢ nnaueGo. [Nogobpennero na o61Ms CKOP NO
MEXKIYHApOAHATa CKala 3a OLCHKa Ha NpocTaTHuTe CHMNTOMH (international prostate symptom score)
ce HaOMmogaga oule Ha 1-Ta cenmuna. B eAno oT NpoyyBanWsTa, KOETO BKIIIOTBA CHLIO TAMCYIO3HH
0.4 mg, KaTo akKTHBEH KOMITapaTop, NoA0OPEHNETO B OOMIMAT CKOp MO MeXIYHAPOAHATA CKaNa 3a

OLIEHKA Ha IIPOCTATHUTE CUMIITOMU (1nternational prostate symptom score) ¢ Taganadun 5 mg,
TaMCyTO3WH ¥ naanedo, ChbOTBETHO € -6,3, -5,7 u -4,2.




3abonssanns. [lonoGpeHyero Ha epekTHARaTa PYHKUNS O MEXKAYHAPOAHHS MH/EKC 3a OLlEHKA Ha
€peKTHIIHATA (yHKI{MA (erectile function domain of the international index) n na o6mus cxop no
MEXAYHapoAHaTa ckaja 3a OLCHKA Ha TMTPOCTATHUTE CUMNITOMH B TOBa NpoyuBaHe € 6,5 n -6,1 c
Taganaui 5 mg B cpaBHeHue, choTheTHO ¢ 1,8 1 -3,8 ¢ nnanedo. CpeaHara uecToTa HA YCHEHNTE
OIIMTA 3a TIONOBH CHOLWICHNUA 3a MHIUBUA € 71,9% ¢ Tananadmn 5 mg B cpaBaenue ¢ 48,3% ¢ mianedo.

HomaspxaHeTo Ha edekTa € OlieHeH B 0TBOPEHO MPOABIHKEHHE Ha €HO OT NPOYYBAHUATA, KOETO
NOK&3Ba, 4e NOA0OPEHHETO Ha OBILINA CKOP II0 MEX/IYHAPOIHATA CKAJIa 33 OLICHKA HA MPOCTATHHTE
CHMITOMH, KOHTO ce HabymoRaBa va 12-Ta cenmmua, ce 3aabpska 3a neprol Ao | JOTbIHMTENHA
FOJIMHA Ha JICYEHHE ¢ Taganagun S mg.

[ legnaTpUyHa IOy Tauus

[Tpu neguaTpuuHy MALMERTH ¢ MycKyTHA aucTpodus tun Jromed (MJLJ]), € npoBeeHo eHO
NpOy4BaHE, B KOETO He ca Habionasauy fandn 3a epukactocT. [Tpu 331 MoMuera Ha p3pact 7-14
roquan ¢ MJIJI, Ha xoHTO ce npuiara eHORpeMEHHO NICUEHHE ¢ KOPTUKOCTEPOUAH, € MPOBEICHO
paHIOMH3HPaHO, ABOHHOCANO, TIaLeHO-KOHTPONHPAHO, ITapaliesIHo Ipoy4YBaHe ¢ 3 paMeHa ¢
Tazanapun. I'TpoyusaHeTo BknouBa 48-ceIMHUEH ABOHHOCIAT NepHol, B KOUTO NaUMEHTHTE ca
paHa0oMH3HpaHy fa nonyuaBat Taganadun 0,3 mg/kg, tananadpun 0,6 mg/kg iy nnauecbo Bceku eH.
Tananadun He nokassa eUKaCHOCT MO OTHOMIAHKE 3a0aBAHe Ha BIOMABAHETO HA CTIOCOOHOCTTA 34
CAMOCTOATECIIHO XOACHE, M3MEPCHO ¢ TIOMOIITA HA ITBPRHUHATA KpaliHa ToUKa - O-MHHYTEH TeCT 3a
xozieHe (6 minute walk distance, 6SMWD): cpeama npomsina Ha naii-mankute xsanparu (least squares,
LS) B recta 6MWD Ha 48-1a ceamunia e -51,0 MeTpa (m) B rpymnara, nojiyuaBatia nuauebo, b
cpaBHeHMe ¢ -64,7 m B rpynara, nosty4asaiia tajanadun 0,3 mg/ke (p = 0,307), 1 -59,1 m B rpymnaTta,
nonyvaBaiia raganagun 0,6 mg/kg (p = 0,538). OcBeH ToBa, NUNICBAT AaHHW 334 eUKACHOCT OT
BCHYKH BTOPHYHH @HAJIN3K, U3BbPLICHH B TORA NpoyueraHe. Ob61mMTe pe3ynTari 3a 6e300acHoCT OT
TOB2 NIPOYYBaHE KaTo LAJIO Ca B ChOTBETCTBHE C H3BECTHHA NpoduT Ha 6€30MacHOCT Ha Tajjanadgua U

¢ Hexeslannte ¢rOnTHA (HC), ouakranu B neauaTpuynarta nonynamus ¢ MJUL IoJTyyaraula
KOPTHROCTEPOHIN.

EBponeiickara areHuus no siekapcreara 0CBoG0XKJaBa OT 3abIHKEHHETO 3a NPEOCTaBAHE Ha
PE3YNTATHTC OT NPOYYBAHKWA BLB BCHUIKH MOArDYIIH HA e JHATPUUHATA MOy alUs 3a JICUCHUE Ha
epeKTHIIHATA AnCyHKkums. Bixre Touka 4.2 3a wHpOpMawa OTHOCHO yrioTpeba B TEAHATPHATA.
5.2 (DapMaKoKHHETHYHHK CBOiiCTRA

Abcopoius

Tananagun ce abcopbupa necHo clie| riepopaliHO NpHNOKEHNE I HAGMIOAABAHATE CPEIHN
MaKCHMAITHH NAa3MCHH KORUEATPALUHH {Cmax ) C€ TIOCTHTAT 3a CPEIHO BPEME OT 2 Haca Cle/]
[TPHITOKEHUETO. ADCOMOTHATA OUOHANTHYHOCT Ha Tananadun cnejl NepopalHo NPUIoKEHNE He e Oula
OnpeaclieHa.

CKopoCTTa K cTenenTa Ha abcopOuns Ha Tafanadmi He ce OBAMABAT OT XpaHa, Taka ue 'eponunan
MOXK€E 1a C€ NPpHEMa HE3aBHCHMO OT XpaHeHeTo. BpeMmeTo Ha npueM Ha Jo3ata (CYTpHH CIPsSMO BeYep)
HAMA KITHHAWYHO 3HAYHMH e(PpeKTH BBPXY CKOpPOCTTa W CTENEHTa Ha abcopOuws.

Paznpenenenue

CpenHusT 00eM Ha pasnpeneneHue Ha Taganadun e npubnnsurento 63 |, koeTo Mokase
Tajanagun ce pasnpenens B Tbkauute. [Ipy TepaneBTHYHN KOHLEHTpALWHM, 94% oT

niaMara c€ CBbpP3Ba C NpoTeHHHTe. CBLP3BAHETO C IPOTEHHHUTE He Ce 3acara IpH
OBOpedHa PyHKINSL.

[o-manko ot 0,0005% oT npueTara Ko3a ce NOABSABA B CIepMAaTa Ha 3/JpaBH UHIAU



buoTpaHncdopMaliis
Tananagun ce Metabonuzupa npeaumuo nocpeacTeoM uuroxpom P450 (CYP) 3A4 uzodopmara.
OCHOBHHAT LIMPKYNHpall MeTaboJIMT € METHIKATEXON IIOKOPoHUA. To3H MeTabomut e rone 13 000

ITbTH T0-CJIa00 akTWBEH OT Taganadui no otHoweHne Ha GJIIE-5. CnegoBaTeNHo, HE ¢e 0YaKBa /1a €
KITMHHYHO aKTHBEH NP HA0MOaBaHUTE KOHIEHTPALUH Ha MeTabonTa.

EnvMMHBEHpane

CpeaHnaT nepopaneH KIMpLHC Ha Taganagun e 2,5 l/uac, a cpeaHuaT noayxueor e 17,5 yaca npu
34paBH HHIHBHIH.

Tananagni ce ekckpeTHpa NpeIUMHO KaTo HEAKTHBHH MeTaboJTNTH, OCHOBHO ¢ (heKaInuTe
(npubnuskTenHo 61% oT Ho3aTa) ¥ B NO-Malika CTENEH ¢ ypuHaTa (npuénusuTenno 36% ot Ao3ara).

JIMHEHHOCT/HETMHEHHOCT

DapMakOKHHETHKATA Ha Tafanadun mpH 3pasH HHIMBHIH € NTHHEIHA MO OTHOIICHHE HA BPEMETO M
no3ata. [1pu nosu nan 2,5 go 20 mg excnosuimsta (AUC) ce yBennuaga NporopLiMoOHANHO ¢ 403aTa.

CTHHHDHHPHGTD CBCTOAHRC Ha NNTAa3MEHNUTE KOHLUCHTPAUHH C¢ MOCTUTAT 3a 5 nHU npyu 4031patHc
BCAHBX AHEBHO.

DapMakoKHHETHKATa, ONpeAeNeHa ¢ TIONYIANMOHHNS TIOAXO0/, IPH MALHMEHTH ¢ epeKTHTHA
NUCYHKLMA € TToo0Ha Ha hapMakOKPHETHKATa IpH HHAWRKHAN 6e3 epekTHIHA THC(HYHKIHSL.

CHennaniy nonynanuy

Ilayuenmu 6 cmapuecka ew3pacm

3/1paBit NALMEHTH B CTapuyecka Bb3pacT (65 ro\MHKA WIH 0-BB3PACTHH), HMAT NO-HHCHK NMEpopaneH
KJTMPBHC Ha Taganagun, Bozeuo ao 25% no-erucoka excnosunns (AUC), B cpaBHEHHE ChC 3IPaBH

WHONBHAN Ha Bb3pacT 0T 19 1o 45 ropunu. Tosn edekT Ha BB3pacTTa He € KIWHAYHO 3HAYHM U HE
JaBa OCHOBAHME 32 TIPOMSIHA HA JIO3ATA.

bvbpeuna nedocmamuvunocm

Ipy KIIMHHYHK BapMaKONIOFUYHI MPOYYBAHWS ¢ eJHOKpATHA A03a Taganabnun (5 no 20 mg),
€KCno3numsaTa Ha Taganadui (AUC) e npubnnzntento yaBoeHa Npy HHAVUBUIH C JieKa {KPEaTHHUHOB
KIHpBHC 51 0o 80 ml/min) unu ymepena (xpeatnannoB kmupsHC 31 10 50 mi/min) 6n6peuna
HEROCTATHYHOCT U MPH WHAHBUIH C KpacH cTaJuM Ha OB0pedno 3abonsaprane Ha quannia. [ IpH
MalHEHTH HA XemoARann3a Cnax € 41% mo-BHCOKO OT HADTIOIABaHOTO TIPH 3APaBH XOpa.
XeMoauanu3aTa He3HaATUTENHO CTIoMara 3a eTMMHUHNMPAHETO Ha Tajanadw.

Heproopobra nedocmamovunocm
ExcnosunmaTa Ha Taganagun (AUC) npy MEIAUBHIH C Jeka 10 yMepeHa qepHoApobHa
HegoctathyHOCT (Child-Pugh knac A v B) e cpaBHiMa ¢ eKCNO3HLUATA TIPW 3APABH WHIWBWIIH,
KoraTto ce npuiara ao3a or 10 mg. Mma orpavndeny KTMHWYHKA JaHHN 3a 6€3011aCHOCTTA Ha
Taganagun npy NauMeHTH ¢ TeXkka yepHoapobHa negocTaThuHocT (Child-Pugh knac C). He ca
HaJTHYHH JaHHH 32 IIPUIOKERHE Ha NO3H Taanagwun eHMH MbT JHEBHO NMPR NalUeHTH
HEJ0CTaThYHOCT. AKO ['eporuna ce peANMUCBA eAHHE ITHT JHEBHO, TO TPA6Ba Ja ce
BHHMATE/THA HHAUBHAYATIHA NPELEHKA HA OTHOWICHHETO NOJI3a/pUCK OT TIpeXnucBa




Hayuvenmu ¢ ouabem

Excnosuiusata Ha Tatanadpun (AUC) npu naumenty ¢ quaber ¢ 6una npubmazurento 19% no-Hucka,

OTKOJIKOTO CTOHHOCTHTEe Ha AUC 3a 31paBn MHAMBUAK. Ta3u pa3iivka B CKCNO3WIMATA HE AaBa
OCHOBaHHE 3a TIPOMAHA Ha J03aTa.

5.3 HpeakIHHHUHU JaHHM 3a GelonacHOCT

HexTMHHYHWTE JaHHH He MOKa3BaT O0COOEH PrcK 3a Xopa Ha 0a3a Ha KOHBEHIIHOHATHHTE
¢apMakoniormHN NpoyYBaHHUA 33 G€30TIaCHOCT, TOKCHYHOCT IPH MHOFOKPATHO NpHJIATaHe,
F€HOTOKCHYHOCT, KApPIHHOTEHEH MOTEHUHAI, H PENTPOAYKTHRHA TOKCHYHOCT,

HsMa 1iokazaTencrsa 3a TepaTOreHHOCT, eMOPHOTOKCHYHOCT WK (PETOTOKCHUHOCT NPH ILThXOBE HIIH
MHULIKHK, KOUTO Ca nonyuuny go 1 000 mg/kg/anesno Taganadun. [lpn npoydsaHe 3a npeHaTaNHO |
MOCTHATATHOTO Pa3BHTHE TIPH TLTLXOBE, 103aTa, NPH KosATo He € Habmaiogasan edekT, ¢ 6una 30
mg/kg/aHerno. Tpu 6pemeren nrex AUC 3a W3UHCIIEHOTO ¢BOGOIHO JIEKAPCTBO NIPH Ta3H 034 e
npronusnTenHo 18 meT yosewkata AUC npn no3a 20 mg.

HsimMa yBspexxnane Ha QepTHIIHOCTTA NMPH MBXKKM H XKEHCKH Mbxose, IIpH KyueTa, Ha KOUTO e
Nnpunarad Taganagun exxeJHEBHO 32 6 1o 12 Meceua npy no3u 25 mg/kg/nHeBHo (BOEUIO A0 TIOHE
TPHKPaTHO 10-BACOKA EKCTIO3HIIKA [Mexay 3,7 — 18,6] ot HabmoaasanaTa Ipu Xopa, Ha KOUTO ¢
JaBaHa eJIHHUYHA J103a OT 20 mg) W noBeuye, € UMAJIO PETPECHS Ha eNHTeNa HAa CEMEHHNTE KaHATYETA,
KOETO € OBEIO 0 HAMAJICHUE Ha CIIepMaToreHe3ara Ha HAKOM KyveTa. Buxre cblio Touka J. 1.

6. DPAPMALIEBTHYHHU JAHHHU
6.1 ChouchLk HA DOMOLHHATE BeHIeCTBA

Japo na TabneTkara:
NIAKTO34,

KpocCKapMeno3a HaTpHif,
HaTpHeB naypwicyndar,
XHAPOKCHIIPONHUJITHETTY T03a
(E463),

nonucopodar 80,

MalrHe3Ues cTeapar.

DHIMOBO MIOKPHTHE:
xunpomenosa 2910 (E464),
JIAKTO3a8 MOHOXWIpAT,
TATAaHOB AHokcug (E171),
TPHUALETHH,

tank (E553b),

kenesen oxcua xuat (E172),

6.2 HechBMecTHMOCTH
Henpunoxumo,

6.3 Cpok ua roguocrt




36 Mecena.

6.4 Cheunain# yoIoBHs HA ChbXpaHEeHHE

To3u nekapcTBeH MPOAYKT HEe H3ACKBA CMICHHAIHM YCIIOBHS HAa ChXpaHeHue,

6.5 BHIH chaBPKAHHE HA ONAKOBKATA

PVC/PVDC/ anymuHueBw Omctepu
Omakosxw ¢ 1, 2, 4, 8, 10, [2, 14, 20, 28, 30, 40, 50, 56, 60, 84, 90, 98, 100 dbunmupanu tabmeTKH.

He BCHYKY BHJOBE ONMaKkoBKW MOTAT qa ObAAT MycHATH B TIpodaxk6a

6.6 CnennaJHH OpeANAZHN MEPKH NPH HIXBEDIASHE

Hama cneuyanHil W3MCKBAHUY.

7. NPHUTEXATE HA PAJPEINIEHHETO 3A YIIOTPEEA

G. L. Pharma GmbH, Schlossplatz 1, 8502 Lannach, Asctpus

8. HOMEP(A) HA PASPEHIEHHETO 3A YIIOTPEBA

Per. Ne 20170019

9. JATA HA I'BPBO PAPEHIABAHE/IIOTHOBSABAHE HA PAZPEHIEHUETO 3A
YIIOTPEBA

Hara Ha mepBo paspemasane: 23.01.2017
Hara Ha nocnegHo nogHoessBade: 18.11.2021

10. JATA HA AKTYAJIM3BUPAHE HA TEKCTA

10/2023




