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1. HME HA JEKAPCTBEHHA NIPOJYKT f

TAJAJTAOWI CTAJA 10 mg dunmupasu TabneTku
TAJAJIAGWII CTAIA 20 mg dunmupanu Tabiaerku ;Ji"”‘”*f”"‘ MP - 6 ("’z;"z"; ﬂ 3-01- 2024

ROBIe Ne
TADALAFIL STADA 10 mg film-coated tablets D /__ -

TADALAFIL STADA 20 mg film-coated tablets

2. KAYECTBEH H KOJIMYECTBEH CHCTAB

TAJAJTAOHII CTAJZIA 10 mg: Beaka punmupana Tabnerka cuabpka 10 mg Tananadun (tadalafil).
TAJZAJIAOHUII CTALA 20 mg: Beaka punmupana Tabnerka coabpxka 20 mg Tananadun (tadalafii).

[IoMOWHO BEIIECTRBO ¢ M3BECTHO ACHCTBHE:
TAJAJTA®WII CTAZIA 10 mg: Beaka prnmMupana Tabnerka ceabpka 114,600 mg 6essoana
nakto3a u 1,680 mg naxroza MoHoxHparT.

TAOAJIAOKII CTAIA 20 mg: Beaka punmupada Tabnetka chabpaxka 229,20 mg 6e3p0/1HA J1aKTO32
H 3,360 mg nakTo3a MOHOXWPAT 3a NBHJIHAA CNHCHK HA NOMOLIHHUTE BEIHECTBA BIKTE TOUKa 6.1.

3. JEKAPCTBEHA ©®OPMA

dunmupana radnerka.

TAJAJTAOHUII CTAILA 10 mg: XXBbATH, KpBIiid, ABOHHOHINBKHAIH PHIMUpAHU TaBNETKH ©
JHAMETBP OKOJI0 8 mm u AenuTENHa YepTa OT eAHaTa cTpaHa. TabnaeTkaTta Moxe a Obae pasaeicHa
Ha JIB€ PaBHH JIO3H.

TAJAJAOGHII CTAIA 20 mg: »BITH, KPBIIIH, ABOHHOWIMBKHANY GHIMHpPaHH TabNeTKH C

AHameTbp okono 10 mm u genuTenHyE YepTH Ha KPbCT OT JBETE cTpaHH. TabneTkute morar aa Obaar
pa3ZeNcHU Ha YETHPH PaBHH JIO3H. |

4. K/IMHHWYHH JAHHU

4.1 TepaneBTHYHH NOKAIAHHAS

JleueHHe Ha epekTHNHA JHChHYHKLA TIPY BH3PACTHH MBHKS.
3a na O0bae edekTHBEH Tananadua ce U3UCKBA CEKCYATHA CTUMYIALIUA.

TAJIAJIAOGHUII CTAZIA He € nmokazaH 3a ynoTpeda oT KeHH.

4.2 Io3HpOBKA H HAYHH HA NPHI0OKCHRE
Ho3upoBka

Bw3pacmnu mvonce
[IpenopbuBanara no3a € 10 mg, npueTa npeau oyakBaHaTa CEKCyajiHa aKTHBHO
[1py Te31 nauneHTH, npu kouro Tananadun 10 mg He BOAM 10 NOAXOAALY ede
20 mg. Tasn no3a Moxke na 6bae npueta noHe 30 MHHYTH NPe/IH CEKCyallHa a

MakcHMmanHaTa 4ecToTa Ha NPHUEM € BEAHDIK JHCBHO.



TAJAJIADHUII CTAA 10 u 20 mg e npefHa3zHadeH 3a ynoTpeda Mnpejid O4aKBaHa CEKCyallHa
aKTHBHOCT H HE C€ MPEnopbyBa 3a NPOALDKUTENHA €KEeIHEBHA ynoTpela.

ITpn natwenTy, kouro npeapwxaar yecra ynorpedba Ha TAJJAJTAGUIT CTAHA (nanp., noHe J1Ba
MbTH CEAMHYHO), MOXKE Ja ¢€ OOMHMCIH KAaTO NOAXOAALL PEXHUM €IHOKpaTeH AHEBCH NPHEM HA HaH-
HucknTe 1034 TAHAJIADHII CTAJIA, Bb3 ocHOBa Ha H360pa Ha NALMEHTA W PELIEHHETO HA NEKAPA.

I[IpM Te€3M NnaLMeHTH NpenopbrUBaHaTa 103a € 5 mg, NpyUeTa BeAHbXK JHEBHO NPUOIH3NTEIHO B €1HO H
CBLUO BpeMe Ha aeHA. JlozaTa Moxke Aa ce HaMalTu 10 2,5 mg eIHOKPaTHO JHEBHO Ha Dazata Ha
MHIMBHIYANHAaTa TOHOCHMOCT.

LienechoOpasHocTTa Ha MpOAB/DKMTENHATA ©XeAHEeRHA Yyrorpeba TpsAdBa NEpHOAMYHO Ja ce
IMpCOLICHABA,

CreudanHy nonynauuu
Muvoice 6 cmapuecka evzpacm

l'lpu MDBIKC B CTAPUYECKA BB3PACT HE C€ HIUCKBA ajalnTHpPaHe Ha J034aTa.

Muvoice ¢ bvbpevno yspescoarie

He ce Hanara HamanseaHe Ha 103aTa NpH NALMEHTH C JIEKO J0 yMepeHo O0n0peuno yepexaaHe, 3a
MAlHEHTH € TEXKO OBOpeYHO YBpekKAaHE MaKCHMaNHaTa npenopsusata Ao03a € 10 mg. Ilpu nannenty
C TEKKO OBbOPEUHO yBpeKAAHE 103MPAHETO Ha Taganathull eIdH BT JHSBHO HE CE NMPEenopbyBa (Bxk.
Touka 4.4 v Touka 5.2).

Mbuvaice ¢ ueprnoopobro yepescoane

I1penopbusanara no3za TAJAJTAGHUII CTAJIA e 10 mg, npuera npeay ouakBaHa CEKCYanHa
aKTHBHOCT H 0€e3 Bpb3Ka ¢ XpaHeHeTo. MMa orpaHuueHn KIIMHHYHH JaHHH 32 6€30MacHOCTTa Ha
TAIJAJIADQHUI CTAJIA npu nauneHTH ¢ Texka yepHoapoOHa HegocTarsuHocT (Child-Pugh kaac C):
aKo e MPEANHCBa, TO MpeANnHCBaLLHAT Jekap TpsOBa Aa HalpaBH BHUMAaTe1Ha HHAMBHAYaNHA
APCLICHKA HAa ChOTHOLIEHYETO No3a/puck. Hama HanHM4HU JaHHW OTHOCHO NPUINOKEHHETO Ha 03U
no-BHCOKH OT 10 mg Tapnanadun Ha NnaLMeHTH ¢ YepHOAPOOHO yBpekaaHe. Jlo3UpaHeTo €4MH NbT
AHEBHO HE € OLCHABAHO MPH MALMEHTH C 4EPHOAPOOHA HEAOCTATHYHOCT, C/IEAOBATENHO, aKO CC
NpeanUcBa, TO NpeaNHUCBaLLKAT ro Jiekap TpadBa 1a HaNpaBH BHAUMATEIHA HHAWBHAYAHA NpelLieHKa
Ha OTHOLLECHHETO Non3a/prck. (BkK. Touka 4.4 v Touka 5.2).

Muvoice ¢ ouabem
[Ipu MBKke ¢ nabeT He ce HIMCKBa NPOMAHA B J03aTa.

Heovampuuna nonyaayusa:
Hsama cvorBeTHO npunoxenue Ha TAJTAJTA®HWIT CTAJIA B neaHaTpUUHATA MOMYJAUUA OTHOCHO
NAEYSHUETO HA SPEKTUITHA ANCYHKLIHA.

HauuH Ha NpHITOXKEHHE

TAHAJIAOHUJI CTAJIA ce npennara kato dunmupany tadnetkn ot 10 u 20 mg 3a nepopanHo
[IPUITOKEHHE.

4.3 IIporuBonoxazaHns

CBPBXYYBCTBUTENIHOCT KbM aKTHBHOTO BELIECTBO HAH KBM HAKOE OT MOMOLHHTE BELLECTBA,
H30poeHH B Touka 6.1.

B KIHHHYHHK NpOY4BaHHS € YCTAHOBEHO, Y€ Tananaduil yCHIIBa XMITOTEH3UBHHTE eespls 0
HuTpatute. CMATa ce, Ye TOBA € pesyaraT OT KOMOMHHPaHKTE eeKTH HA HUTPATHTOM FdRLaadidl "'t%,
BbpPXY MbTA azoTeH okcua/ul M®. ITopaau Tosa, npunoxennero Ha TAJAJTADHY ‘ o\ A

NalKHCeHTH, KOUTO U3MNOI3BAT HAKAKBEH GOPMH H2 OPraHHYHH HUTPATH, € MPOTHBO it
4.5).
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TAHAJIA®UIT CTAJIA He TpsaOBa na ce npunara Ha MbKe ChC ChpAeUHH 3a00IABAHAS, fbilﬁl:c_g_,Tdé .
CEKCYaHaTa aKTHBHOCT HE € NpenopbyuTeNa. Jlekapure Tpadsa na 00CHLAAT MOTEHIRK wmm" /2
\"" n.. A e "*-""p.
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CbpAE€4E€H PHCK OT CEKCYaTHa aKTHBHOCT NPH NALMEHTH ¢ MPELIECTBALLO ChPACYHO-CbAOBO
3abonsBaxe.
CrieaAHNUTE rpyIv NalHEHTH Che ChPACYHO-CHAOBO 3a60sBaHe He ca OMITH BKIIOUEHH B KIIHHUYHH
MpOyYBaHHUA W 3aTOBa yi10Tpedara Ha Taaanadu rpy TIX ¢ NPOTUBONOKA3aHA:
— NaUHWEHTH ¢ MHOKapAEH HHOMAPKT B paMKUTE Ha nocneaHure 90 qHu;
— TAUHEHTH ¢ HeCTaDMIIHA aHFHHA NEKTOPHC KK AHTHHa NEKTOPHUC, NMPOSBABALIA CE 110 BpEME
Ha MOJIOB aKT;
— MaUHeHTH CbC ChpaeuHa HegocTaTbuHOCT Kiac no NYHA (New York Heart Association) 2
WJIKA NTO-BUCOK MNpe3 NOCAEIHUTE O Mecela;
—  TALMEHTH ¢ HEKOHTPOMHPAHU apuTMKH, XunoToHus (< 90/50 mm Hg), nnu HekoHTponHpaHa
XUIEPTOHUS;
— NAaLHeHTH ¢ HHCYJIT B pAMKUTE Ha rocieaHuTe 6 Mecela.

TATAJTAGHII CTAJIA e npoTHROIOKAa3aH ITPH NALHEHTH ChC 3ary0a Ha 3PEHUETO HA €JHOTO OKO B
pe3yJITaT Ha HEe-apTepHalHa aHTEPHOPHA HCXeMHYHa ouHa Hesponatha (NAION), rezaBucumo ot
TOBA, JAJTH TO3M €TIH30/1 € CBBP3aH WK HE ¢ rnpeauiuHa ynorpeda Ha PDES HHXHOHTOp (B TOUKa

4.4)

4.4 CrnendaJHA NpeaynpekIcHHs H NPpeANa3sHH MEPKH npH ynorpeda
[Ipeau neuenune ¢ TAAAJTADOHWUII CTAL
[Ipenu na 6bae obcbaeno dapmakonornyHo jedeHye, TpadBa Ja ce CHEMe aHAMHE3a U HarpaBH
QU3HKaNeH nperven, 3a Aa ¢¢ JHarHOCTHIMPA ePeKTHIHA AUCPYHKLNA U Aa Ce ONpeaensT
MOTEHUHATHHATE NOUIEXALH NIPHYHHH,

[Ipean na ce 3anoute KAKBOTO U J1a € JIeUeHHEe Ha ePeKTHITHA TUCYHKIMS, JeKapuTe TpsOBa Aa
NPEUCHAT ChbPACYHO-CHA0BHA CTATYC HA TEXHUTE MALMEHTH, T KATO KMa U3BECTHA CTENEH Ha
CBHPACUYEH PHCK, CBBP3aH ChC CEKCyaIHaTa aKTHBHOCT. Tajanadus UMa Ba30JUIATATHBHH CBOHCTBA,
BOJEIIH 0 JICKH W NPEXOAHHU MOHMKEHHA HA KPBBHOTO HaJlAraHe (BX. To4ka 5.1) M No TakbB HAUMH
MOTeHUMPA XHIOTEH3NBHUS €(PEKT Ha HUTpaTHTe (BXK. Touka 4.3).

OueHkarta Ha epexTiaHaTa AMcyYHKUMA TPIOBA /1 BKITIOUBA ONPEAE/ISHETO HA MOTEHLIHATIHATE
MOAJIEXKAIY NPHYHHHU U YCTAHOBABAHE HA TIOAXOAALLO JIEYSHHE CIie] MPaBHJIHA MEULIMHCKA OLICHKA.
He e n3sectno, nanu TAJJAJIA®HJII CTAJIA € edeKTHBEH NPH ALIHEHTH, NMPETHPIIENH Ta30BH
onepalHyd WIH paJIMKaiHa, HECHXPAHABALLA HEPBA MPOCTATEKTOMMAL.

CbpaevyHo-cbA0BH hakTOopH

Ilo BpeMe Ha NOCTMAPKETUHIOBH HAONIOAEHHS W/ HIH KIHHHYHH MPOYYBAHHS Ca JOK/1a/1BaHH
CEPHO3HH CBPASYHO-CbAOBH ChOHTHA, BKIIOYBALIH MHOKapAcH WHGapKT, BHE3aMNHa Cbp/IeYHa CMBPT,
HEeCTAOMJTHA AHI'MHA NEKTOPHUC, KAMEPHH APUTMHH, HHCYJIT, TPAH3UTOPHH HCXEMHUHH €MH30H,
rpbaHa OoNKa, NAINHTAUUK W Taxukapausd. [TopeyeTo nalMeHTH, NPH KOWTO Ca JOKIa1BaHH TE3H
CBOMTHA, Ca MMAJIH NIPEALIECTRALLH ChPAEUHO-CH0BH PHCKOBH dakTopH. Brrpeku ToBa, He €
BB3MONCHO a CC ONpeACaH KaTeropuyHO, JaH T€3H CbOUTHA ¢a CBBP3aHH MPAKO C TE3H PUCKOBH
daxropy, cee TAJATIA®UIT CTAJIA, ¢he ceKCyaTHATA AKTHBHOCT WM € KOMOMHALIMATA HA TE3H
WJIM APYTH GaKTOPH.

ITpu naunenTH, KouTo npuemar anda;. GIOKepH, €AHOBPEMEHHOTO pHiIokeHre Ha TAJJAJTTAOWII
CTAJJA mMoxe na oBede 10 CUMIITOMATHYHA XHITOTOHHSA [IpH HAKOM OT TAX (BXK. Touka 4.5).
KomMOnHHMpaHeTo Ha Taganaduil ¥ NOKCA3Z03HH HE Ce [IPENOPBUBA.

3peHHe
CpoblaBaHH ca 3pyuTeIHH HapylUIeHH, BKIOYHTEHO UEHTPAHA CEPO3Ha XOPHHPg

(CSCR) u cnyyau Ha NAION (HeaprepranHa anTepHOPHA HCXEMHUYHA OYHA HOP
npuema Ha TAJATTADOUII CTAA v apyru PDES vuxuburopu. [loseuero ¢
OTIIYMsABAT CMIOHTAHHO ¢hel ciupade Ha Tapanadgun, [o oTHomeHne Ha NA]
OT HeHHTEePBEHUUMOHAIHH MPOYHMBaHUA NPEAITONAraT MOBHIIEH PHCK OT OCTPA
AHTEPHOPHA HCXEMHYHA OUYHZ HEBPOMATHA ) NPH MbXKE C epEKTHITHA JHCHYHKLIMN,
Taganadpun wnn apyru OJIES naxubutopu. Toii kaTto ToBa Moske Aa ObaE OT npamntl W‘E e
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38 BCHYKH NaUHEHTH, U3JIOKEHH Ha Taanatdhun, nauueHTsT TpaOBa fa Obae npeaAynpeskaaBan, ue s
CJIy4aH Ha BHE3AMHO 3PUTENTHO HAPYHISHKE, HAPYIIIEHHE Ha 3PUTESIHATA OCTPOTA U/HIH 3PHTEAHO
W3KpHBABaHE, TpAGBa na cripe nprema Ha Tapanadun Craga U aa ce KOHCYITHpPA He3abaBHO C JieKap
(B TOUKa 4.3).

HamaJsieH cnyx uid BHe3anHa 3aryba na ciyxa

Cryyau Ha BHe3anHa 3ary0a Ha cJiyxa ca cbollieHH cnel ynotpebara Ha Taganaduia. Benpexu ue
APYTH PUCKOBH GaKTOPH Ca HANIMLE B HAKOH Clydad (KATO HaNpuMep, Bb3pacT, 1HA0eT, XHNEPTOHUS U
aHaMHe3a 3a npeJMIIHa 3aryda Ha ciyxa), nauMeHTHTe Tpa0Ba fa Obaar NocbLBETBaHM Aa Crpart
npHeMa Ha Tajanadui U Aa NOTHPCAT He3abaBHO MEAMUMHCKA [TOMOLLL B CJIYUAl HA BHE3AMHO
HamaJiiBaHe Ha ciiyxa Wi 3aryda Ha ciiyxa.

YepHoipobHO yBpeKaaHe

MMa orpanyueHn KIHHUYHM AasHH 3a OezonacHoctra Ha TAJJATTADUIT CTAJJA, npunoxed Karo
CIHHWYHA 1033, IPH MALMEHTH ¢ Texkka uepHoapodHa HeaocTaTbuHocT {Child-Pugh knac C). [pu
NMALMEHTH ¢ YePHOAPOOHA HEJOCTATHYHOCT HE € OLIEHABAHO €IHOKPATHOTO JHEBHO MIPUIIOKEHHE. AKO
TAIHAJIA®WUIT CTAJIA ce sa3HauaBa, TpabBa 1a ¢e HaNpaeH BHUMATEAHA HHAWBUWIYAJIHA PEUEHKa
Ha OTHOLLEHKETO MOM3a/PUCK OT NPEANUCBALLHA O JIEKap.

[Ipuanv3sM ¥ anaToMuvHa Aedopmaiug Ha NeHUCA

[aumenTHTe, KOMTO Ca UMAH epeKLMA, NPOAL/DKIIA 4 Yaca WM MoBeye, TpAOBa Ja 6baat
MOCHBETBAHH J1a NOTHPCAT HE3a0aBHO IEKAPCKA NMOMOLIL. AKO NIPUANIU3MBT HE OB/ IEKYBAH BETHAra,
ThKAHTA HA MNEHHCA CE YBPEXKAA U MOKE 1a C€ CTHTHE A0 MOCTOAHHA 3aryda Ha NOTEeHTHOCTTA.

TAHAJTAGHITI CTAZIA tpadea 1a ce M3NOI3BAT C BHUMAHHUE MPH NALHEHTH C AHATOMHYHA
IeOopMaLMs Ha TICHHCA (KATO HalIp. aHrynauus, kKapepHo3Ha Gubpo3a unu Gonect Ha Peyronie) wiu
NPH NALHEHTH CBC 3a00NABAHHA, KOMTO MOTAT Ja Cb3JalaT npeapasnoyioxkeHHe KbM MPpHant3bm
(KaTo ChbPNOBHAHO-KJIETBYHA AHEMHS, MYJITHIIIEH MHMENIOM UJTH JIEBKEMHH ).

Ynorpebda c CYP3A4 uHxuburopu

H3uckBa ce noruwieHo BHUMaHKe, ako ce npeanucea TAJAJIA®HUI CTAJIA Ha nalueHTH, KOUTO
n3non3eat MoLHU CY P3A4 vuxubutopu (pUTOHABHP, CAKBUHABHP, KETOKOHA30J, HTPAKOHA30I U
CPUTPOMHLIHH), Thii KaTO NpH KOMOMHMPAHETO Ha TE3M JIEKAPCTBEHH NMPOAYKTH ce 3a0enq3Ba
NOBHIIABaHE Ha ekcnosuumara Ha Taganadun (AUC) (Bxk. Touka 4.5).

TAIHATIAOHI] CTAIA 4 apyru fievedns 3a €pekTHIHA THCHYHKIS

He ca npoyuganu 6esonacHocTra U edprukacHocTTa Ha KoMOrHauunTe Ha TAJTTATTAOUII CTAJIA o
ApYT¥ HHXHOUTOpU Ha PDES HnM apyru neveHHs Ha epeKTHNHA AMCchYHKUUA. [TauneHTsT Tpabea fa
0bae Hnpopmupan na He npuema TAJJAJIA®UII CTAIA B noaoGHH KOMOMHALMH.

[ToMOIIIHK BelllecTRa
JlakTo3a

TAHAJTA®UII CTAJIA chabpska naxrosa. [TaiueHTH ¢ peaky HacneacTReHH npobieMH Ha
HENOHOCHMOCT KbM TafiakTo3a, MbJACH NAKTazeH NeULMT WIM IMIOKO30-TalakTo3Ha Manadbcopdbuus He
TpsAOBa 1a NpHeMaT TOBA JIEKAPCTBO.

Harpuii
To3u niekapcTBeH NMpOAYKT chabpxka No-Manko ot 1 mmol warpuit (23 mg) Ha Tabnerka, T.e. MOXKe Ja
CE€ K&XKe, Ue NMPAKTHYECKH HE ChAbPIKAa HATPHIA.

4.5 B3auMopeiicTBHE ¢ APYrH 1eKaAPCTBEHH NIPOAYKTH H ApYrH GOpMH Ha

[IpoyuBaHusaTa 3a B3auMoneicTEuA ca npoeeaeHy ¢ 10 mg w/umm 20 mg Tanan
mocoyeHo no-aoay. Lo ce oTHaca 1o Te3u npoyusaHus 3a B3aUMOACHCTBUA,
CaMo 103K Ha Tajanagun ot 10 mg, KIMHUYHO 3HAYUMH B3aHMOAEHCTBUS NpH .0
MOFaT W3LUAJIO 1A OBJAT H3KITIOUEHH. e -



EdexTy Ha Apyru BeniecTBa BbpXY Tananagu

Huxubumopu na yumoxpom P450

Tananapmn ce merabonuszupa miasuo upes CYP3 A4, Cenekrueuuat unxuburop Ha CYP3A4,
keTokoHasou (200 mg nueBHO), ypenuvaea 2 mbTH ekcnosuumsaTa {AUC) Ha Taganadun (10 mg) u
Cmax ¢ 15% cnpamo croitnoctute Ha AUC H Crrax NPH C2MOCTOATENHO NPUACKEH Tazanadu.
KeTtokonason (400 mg nueBHo), yeennuana 4 meTH ekcnosuumara (AUC) Ha tapanadun (20 mg) u
Cinax ¢ 22%. PutoHaBup, nporteasen nrxuburop (200 mg, 2 nbTd AHEBHO), KOWTO € UHXHOUTOP Ha
CYP3A4, CYP2CY, CYP2C19 u CYP2D6, yeenuuasa excrozuuusata (AUC) Ha tapnanadua (20 mg)
2-nbTH 0e3 aa npoMeHs Chrax. Bhnpeku de He ca nmpoyusanu cnelMduyHH B3aHMOACHCTRHS,
CAHOBPEMEHHATa ynoTpeba ¢ Apyru NpoTeasHd HHXHOUTOPH, KaTo CakBHHABHP, U ApyrH CYP3A4
MHXHOHTOPH, KaTO €PUTPOMHLIMH, KJIAPHTPOMHLIMH, HTPAKOHA30] H COK OT rpeiindpyT, u3nckea
BHHMAaHHE, ThH KaTO MOXE JIa C€ O4AKBa, TE /1a YBEIWYAT IJIA3MEHWTE KOHLIEHTpAaUXHHK Ha Tajanadun
(Bk. Touka 4.4).

CJlenoBaTelHO, YeCcTOTATA Ha HEXKEJIAHUTE JIEKAPCTBEHN PEAKLMH, IOCOMEHH B TOUKA 4.8 Moke 1a
ObAE YBENHYEHA,

Tpancnopmnu Geaxmvyu

He € u3BecTHa ponaTa Ha TpaHCTIOPTHHTE GENTHLH (HANPHMED, P-TJIHKOMPOTEHH) BHPXY
AUCNO3MLHATA Ha Taaanadwn. CrenoraTe/IHO € HANKLE NOTEHLMAN 34 JEKAPCTBEHH B3aHMOoaeHCTBUA,
MEIUHPAHH OT MOTUCKAHE HA TPACHOPTHHTE GEATHLH.

Huoykmopu na yumoxpoy P450

MuaykropsT Ha CYP3 A4, pudamnuuun, Hamanasa AUC sa taganadun go 88%, cnpsamo
cTOMHOCTHTE Ha AUC npu camocToaTeniHo nprnoxked tapanadun (10 mg). Tazw Hamanena
€KCMO3HLIMA MOXKE Aa ce OYaKBa Ja HaMalid e(pHKacCHOCTTa Ha Tajasla(Hil; CTENEHTA Ha HAMAJICHHE Ha
ehukacHOCTTa e Hen3BecTHa. J{pyru urayktopu Ha CYP3A4, kato denoBapOuTan, GeHUTOMH
kapbamasernnH, Morar Chbio a HAMAJIAT IUIA3MEHUTE KOHLEHTPALMM Ha Taganadu,

EdexkTy Ba Taganahun BbpX I'M JICKAPCTBEHU NPOJAVKTH

Humpamu

[Tpu KIUHHYHK npoyuBaHuA, Tapanadun (5, 10 1 20 mg) e noxasan, ue MOTEHUHPA XMITOTEHIHBHHUTE
eekTH Ha HuTparute. [lopaay Tosa, npunoxennero na TAJIAJIAG®HUII CTAIA npH nauxeHTH,
Mpyemalliv Hakos Gopma Ha OpraHMyYeH HUTPAT € MPOTHROIOKa3aHo (BXK. Touka 4.3). Bvs ocHoBaTa Ha
pe3ynTaTi OT KIIMHWYHO Npoy4YBaHe, B koeTo 150 nauneHTy ca nojyyaBainy JHEBHH 4034 ot 20 mg
Taganapun 3a 7 auu v 0,4 mg HUTPOrIMUEPHH CYSIMHIBAIHO B PasIMuHO BpEME, TOBA
B3aUMOJICHCTBHE € HabmonaBaHo 3a noreye or 24 yaca U He € HaboaaBaHo cned Wi3THuaHe Ha 48
4aca OT nocyieaHara o3a Taganadun. Taka, npy NaUMEHT, HA KOWTO € NpeandcaHa HIKakBa 1034
TAHAJIA®HII CTAJIA (2,5 mg-20 mg), 1 3a KOHTO NpHAOKEHHETO Ha HUTPATH CE CMSTA 3a
HEOOXOAMMO O MEAWLIWHCKH MOKA3aHKSA B XHMBOTOCNIACABALLH CHTYaLHUH, TPAOBA 1a uMa rote 48
4aca ot npHema Ha nocnegHara aosza TAHAJIAOHII CTAJA , npean NpHAOKEHHETO Ha HHTPATHTE.
[Ipu TakuBa ycnioBusa, HUTpaTHTe TpabBa Aa c& NPUAATAT MO/ CTPOT MEAHLIMHCKH KOHTPONA H CbC
CBOTBETHO MPOCCAABAHE Ha XeMOIHHAMHKATA.

Anmuxunepmen3ueHY 1eKAPCMBEHU CPEOCHBA (SKMOYUMETHO KANYUESH AHMALOHUCTIL)
EAHOBpEMEHHOTO Npunarane Ha J0okca3o3uH (4 M 8 mg nHeBHO) M Tazanadgun (AHEBHA 103a OT 5 mg H
20 mg KaTo e/IHOKpATHA [1032) 3aCHIIBA AHTHXMIIEPTEH3UBHUSA ePeKT Ha To3u atdha-Gaokep B 3HAUNMA
creneH. To3u edekt ce 3ana3ea noHe JBAHANECET 4aca U MOXKE 1A NIPEANU3BUKA CHMITTOMH,
BIUIIOYHTEJTHO CHHKOT. 3aTOBA Ta3H KOMOHHALMA HE Ce MpernopbyBa (BX. TOUKa 44

BHHMaHHE, KOrato tajanafun ce ynotpebaBa npH NnauHeHTH, NeKYBaH
OJsioKepH, 0COBEHO NP NaLMEeHTH B cTapdecKka Bb3pact. Jleuenuero Tp
MHHHMAJIHA 1033 H NPOrPECUBHO Aa Ce aAanTHpa.



[Ipyn KnUHHYHE dapMaKOJOrHUHH MPOYUBAHHS € U3CAEABAH MOTEHUMATHT Ha Tafganadun Aa yCHaBa
XHUMOTEHIUBHUTE ¢PEKTH HA AHTHUXHIIEPTEH3HBHHTE JIEKAPCTBeHH NpoAYKTU. [lpoyuBanm ca
OCHOBHHTE KIACOBE AHTUXHUMEPTEHIHBHH JEKAPCTBEHU MPOAYKTH, BIIIIOYHTETHO KaNLHEeBH
AHTArOHUCTH (AMIOANIIMH), HHXHOHTOPUTE HA AHTHOTEH3HH KoHBepTHpawus ¢H3HM (ACE)
(eHananpui), OJokepuTe Ha OeTa-aApeHEPrHYHHUTE PELEIITOPH (METOTIPOJION), THAZUAHUTE NHYPETULIH
(6benapodmyasna), u Gnokepure Ha aHrHoTeH3uH [ peuenTopure (pasnHUHH BUIOBE H 103H,
CaMOCTOSATETHO HIIY B KOMOMHALIMA € THA3HM, KAJIILIMEBUTE AaHTArOHUCTH, OeTa-Onokepu, w/nnu anda-
Onokepu). Tananacun (10 mg ocBeH B MPOYYBaHHATA ¢ AHTATOHUCTHTE HA aHTHOTEH3UH []
PEUECATOPHTE H AMJIOJUITHH, NIPH KOHUTO € Mpuiarada 403a oT 20 mg) HAMa KIIHHUYHO 3HAYNMH
B3aHMOJEHCTBHA, C KOITO M Aa € OT Te3M Kacose. B Apyro KAIMHUYHO (apMakoJIOri4HO NpoyuBaHe
taganagpun (20 mg) e H3NHUTRaH B KOMOHHALHS ¢ 10 4 Kiaca aHTHUXHITEPTEH3UBHU MpoaykTH. [lpu
NaLHEHTUTE, NPHEMANTH HAKOJIKO AHTHXHIEPTEH3UBHU NPOAYKTA, aMOYJJATOPHHTE TIPOMEHH B
apTePHATHOTO HANATI'AHE U3IJICKAAT CBbP3aHH ChC CTEMEHTA HA KOHTPOJ HA apTEPHATIHOTO HaNAraHe.
B Ta3u BpB3Ka, NpH NaLMeHTUTE OT KIIHHHYHOTO W3MHTBAHE, YHETO APTEPHANHOTO HandaraHe € Onno
N00pe KOHTPOJNIMPaHO, HAMANABAHETO € 5HN0 MHHUMATHO WM NoAo0HO Ha TORa, HabioNaBaHo NpH
3apaBu xopa. Ilpu yuactHunM B npoyyuBaHeTo, NPH KOMTO APTEPHATTHOTO HANATAHE HA NAUWEHTHTE HE
¢ OMJIO KOHTPOJIHpaHo, CAZIAHETO € OUJIO NO-rOMIAMO, BBIAPEKH U€ TO HE € DU CBBP3aHO C
XHMOTCH3WBHH CUMIITOMH IMPH NOBEYeTO OT narueHTHTe. [IpH nauyeHTH, nonyvasalld chbIbTCTBALLO
JICHCHHE C AaHTUXUIIEPTEH3IHBHU JIEKAPCTBEHH NPOAYKTY, Tananadgui 20 mg Moxe Ja vHAyuHpa
HaMaJICHHE HA apTepHANHOTO HAJIAraHe, KOeTOo (¢ H3IKITIOUEHHE Ha anda ONoKepH —BXK. no-rope), €
KaTO LAJIO MAJIKO H HE € BEPOSATHO Ja € KIMHHYHO 3HAYUMO. AHAIM3UTE Ha JAHHHTE OT KTHHHYHH
MpoyuBaHHA Pa3a 3 He ca MOKA3aNM Pa3/iMKa B HEXKEIAHUTE JIEKAPCTBEHH CHOMTUS NPU NaLIMEHTHTE,
npveMaliu Tajanadui, Cbe UK 6€3 aHTHXHNEPTEHIUBHU NEKAPCTBEHH NPOAYKTH. Beripexu ToBa Ha
nauueHTUTe TpAOBa 1a ce 1aBa NOAXOAALL KIMHHYEH CbBET 33 Bb3MOXKHO HAMAlIEHHE HA
apTepUaIHOTO HanAraHe, KOraTto ce JIeKYBaT ¢ aHTHXHUNICPTCH3UBHU JEKAPCTBEHH MTPOAYKTH.

Puouuryar

[TpenKMMHHYHH Npoy4BaHHA NOKA3BAT AOMBIHHTENEH €EeKT Ha MOHIKABAHE Ha CHCTEMHOTO KPbBHO
Handrane, koraro PDES unxuburopu ce koMOHHupar ¢ puouuryar. B KIHHHUHH NPOY4BaHHA €
NOKa3aHO, Y€ PHOLUIYAT MOTEHUMpa XHNOoTeH3WBHUTE edpekTH Ha PDES uHxubutopute. Hama nanuu
3a ONArONpHUATEH KiMHNYEH eeKT Ha KoMOMHAUMATA B NPOYYRaHaTa Nomyaauus. EaHoBpemeHHara

ynotpeba Ha puounryar ¢ PDES unxnGuropu, sunounTento Taganadui € npoTHBONOKA3aHa { BiK.
Touka 4.3).

Huxubumopu na 5-angpa peoyxmazama

B knuHHYHO NpoyuBaHue, KoeTo cpaBHsBa Taaanadui 5 mg, npunaraH eJHOBPEMEHHO ¢ (pUHacTepHA
> mg, ¢ nnauedo rutoc unacTepua 5 mg 3a obnekuaBaHe HA CUMIITOMUTE Ha A0DpOKauecTBeHa
xunepnnasms Ha npoctarara (J{XI]) He ca yCTaHOBEHH HOBH HEKENaHU peakuui. Bbopeku ToBa, ThH
KaTo OPHUMAIHO TIPOYUBAHE 32 JICKAPCTBEHH B3aUMOAEHCTBHA 3a OUCHKA HA eeKTuTe Ha Tajanadun
1 Ha UHXHOuTOpHUTE Ha S-anda peaykrasara (5-ARlIs) ne € nposexxaaHo, Tananadun Tpabea na ce
Ipunara BHUMaTeIHO €QHOBPEMEHHO ¢ HHXHOUTOPH Ha S-anga peaykrasata (5-ARls).

CYPIA2Z - cybecmpamu (nanp. meogpuaun)

Koraro Tapamadun 10 mg ce npunara ¢ reodpunun (Hecenektuped pocdhoanectepazeH HHXHONTOP)
BbB (DAPMAKOJIOrHYHO NpoyUBaHe, HE € UMaNo GapMaKOKHHETHYHH B3aUMONIEHCTBUA. EAUHCTBEHNAT
hapmakonuHamudeH edekr e Gun neko (3,5 yaapa/MHHyTa) YBEIMUEHHE Ha ChPACUHATA YeCTOTa.
Borpeku 4ye 1031 edekT € BTOpOCTENEHEH B He € OUN OT KNMHHYHO 3HAYCHHE TP TOBA NMPOyHBaHe,
TOl Tpabea na ce B3eMa 101 BHUMaHKE NPH eAHOBPEMEHHA YNOTpeba Ha Te3H JIEKAPCTBEHH IPOLYKTH.

Emunurecmpaouon u mepymanun
Tananadun € nokasan, ue MPeN3BHKBA YBEIUYEHHE HA GHOHATHUHOCTTA Ha €
MEPOPAITHO NPUNOKEHUE; TOAOOHO YBEAHUSHHE MOXKE A ObJe 04HaKBaHO N
NMPHUIOKEHHE Ha TepOyTalHH, BBAPEKH Y€ KITMHHUHHUTE MOCIEACTBHA OT TO

Aaxoxon
KoHueHTpalMuTe Ha ankoxon (CpeiHa MAKCMMAIIHA KOHLEHTPALMS B KPbB
OT CbBMECTHATA ynoTpeda ¢ Taxanadpun (10 mg uan 20 mg). B nonbnHeHwue,
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€AHOBPEMEHHOTO NPHIOXKEHHE ¢ ANKOXOJ1 HE ¢a Ha0M0 aBaHM MPOMEHH B KOHLICHTPALIMHTE Ha
Taganadui. AJKOXOMbT € NPHIOKEH IO HAYMH, YBETHYABALL, MAKCUMAJIHO CKOPOCTTa Ha abcopOLus
Ha anKkoXon (CYTpHH Ha riaaHo, 6e3 ga ce npuema xpaHda Jo 2 4yaca Cliell [IPHEMA Ha ANKOXoN).

Tapanadun (20 mg) He yBenuuara cpeaHOTO HAMAIABAHE HA KPHBHOTO HANAraHe, NPEAU3BUKAHO OT
ankoxona (0,7 g/kg unu okono 180 ml 40% ankoxon [Boaka] npu 80-KunorpaMoB Mb3K), HO IPH
HAKOH XOpa MOXe Jia ce HabNoJaBa MOCTypaeH CBETOBLPTEXK UM OPTOCTATHUHA XUNoToHus. Koraro
Tajanadui ce mpunara ¢ no-Majiku 103u ankoxosn (0,6 g/kg), XMnoTeH3us He ce Habmonasa, a
CBETOBBPTEABT C& HaOMONaBa ¢ HecToTa, MOAOOHA HA Ta3H NPH CAMOCTOSTENHOTO NMPHIIOKEHHE HA
anKkoxosl. E(exkTsT Ha ankoxona BbpXy KOrHUTHBHATA BYHKLHA HE ce 3acuapat oT Taaanadm: (10

mg).

Humoxpom P450 memabonuzupa rexapcmeenu npodyxmu
Taganagun He ce oyaksa na MpCAH3BHKBA KTHHHYHO 3HAYHMO NOTHCKAHE HIIH HHAYKLIHA HA
KJIHPBHCA HA JICKAPCTBEHH MPOAYKTH, MeTabonuzupand ot CYP450 uzodopmure. [1poyuBaHusaTa ca

NOTBBPAHIIH, ue Tajanaun He WHXHOUpa il HHIyUHpa n3odopmute Ha CYP450, srmountento
CYP3A4, CYPIAZ2, CYP2D6, CYP2E1, CYP2C9 u CYP2C19.

CYP2C9 - cybempamu (nanp., R-sappapun)

Tapanadun (10 mg u 20 mg) HIMa KNHHKUYHO 3Ha4YMM edekT BbpXy excnosuuuara (AUC) Ha S-
Bapdapux uiu R-sapdapun (cyberpar Ha CYP2C9), HMTO 3acATa NPOMEHUTE B NPOTPOMGUHOBOTO
BpeMe, NPEAH3BUKAHH OT BapdhapHH.

Ayemuncaruyunosa xuceauna
Tananadun (10 mg 1 20 mg) He NOTEHUMPaA YBEITHUEHHETO BbB BPEMETO HAa KbPBEHE, NPUUUHEHO OT
AUCTANICATHLIMIIOBA KHCE/THHA.,

lIpomusootabemnu rexapcmeenit npoOyKmu
He ca nposexranu cneunduutu npoyuBaHus 3a B3aUMOASHCTBHA ¢ NPOTHBOAHAGETHH 1eKapCTBEHH
NPOAYKTH.

4.6 DepTHIATET, GPEMEHHOCT H KbpPMeHe
TAJAJTADPHUII CTAJIA He € nokaszaH 3a ynotpeba oOT JKEHH.

bpemeHHOCT

Hima orpanmnueny aannu 3a ynorpebara Ha Taganadun npy 6pemeHHu xkenu, Ipoyusanugara npu
KUBOTHH HE TIOKA3BaT NIPAKO HJIH HENPAKO BPEHO BBL3AECHCTBHE BbPXY OPEMEHHOCTTA,
eMOPHOHATHOTO/GETATHOTO pa3BHTHE, PaXKIAHETO MITH MIOCTHATAIHOTO pasBUTHE (BXK. TOUKa 5.3).
Kato npeanasua msapka, 3a npeanounrane € ynorpebara Ha TAIJAJIA®UIT CTAIA no Bpeme Ha
OpeMeHHOCT fa ce n30area.

KtpMeHe

Hanvunure dapMakoIMHAMMYHH/TOKCUKONIOTHYHU JaHHK [IPM KHBOTHH NOKA3BAT €KCKpELMA HA
Taganagun B Maskoro. He Moke Ja ce u3kmouu pHek 3a KbpMageto. TAJTAJIAGHII CTAJIA we
TpsOBa Aa Ce W3M0N3BA 110 BPEME Ha KbPMEHE.

DepTunurer
Habnronasann ca edekTn nNpH KyueTa, KOMTO MOXKE Z1a COUaT YBpexkaaHe Ha deprunmrera. Jge
NOCNEABALH KIHHHYHH MTPOYYBAHHS NOKA3BAT, Y€ TO3H €heKT € MATIKO BEPOATEH IIPH X0

ye ¢ce HaDNMaapa HaMalleHHe Ha KOHLEHTpALMATa HA CrIepMa NPH HAKOH MBXKe (BK.
5.3).

4.7 Edexrn BLpXy cnocobHocTTa 32 modupane H paoTa ¢ MAIIAHA

TAHAJIAGUJI CTAJA noenusea npereGpexuMo cnocoGHOCTTA 3a wodupaH
MaLIHHKA,. Bbrpexky, Yye npy KIHHAYHH MMPOYYBAHHA Y€CTOTATa HA ChODLIEHHATA
rpynata ¢ njauedo v rpynara c Taganadun Ja ¢ 6uia cXo/Ha, NAaUMeHTHTE TpaOB
TOBa Kak uie pearupar Ha TAJAJIADPHII CTAJIA npeau wodupane unu pabora ¢
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4.8 Hexenanu JieKAPCTBEHH PeaAKUHH

PestoMe Ha npoduna Ha He30nMacHOCT

Haji-uecTo ch00LIABAHNTE HEXETAHU JIEKAPCTBEHH peaKLMU NIPYA MAaUMEHTH NPUEMALLH
TAJAJIAOUIT CTAJIA 3a jicucHHE Ha epeKkTHAHA AMCOYHKUMS WK A00poKaYecTBEHa XHITEpNaa3Hs
Ha 1pocTarTara ca riapobonue, JHCrencHs, 60Jka B repba W MUanrvs, Npy KOMTO YE€CTOTATa C€
yBe/IMyaBa ¢ nopvinaeaHe Ha aozara Ha TAJIAJTTADHITI CTANTA . JloknaaBaHUTE HEXKENAHH
NEKAPCTBEHM peaKilidu ca OWTH NPEXoaHH U B NOBEUETO Cy4Yad nekn 1o ymepeHH. Tlo-ronamara qact
OT ¢cJly4yauTe Ha rnaBodonue, crobuiasanu npu mpueM Ha TAJAJIAOWIT CTAJIA BeaHBXK JHCBHO Ca
HaOmoaasany npe3 nbpeute 10 10 30 AHK OT 3aN0YBAHE HA JICYEHHETO.

PesioMe Ha HEXKETAHUTE PeakiiHW B TabIHYEH BH

B Tabnuunara no-nosy ca n3dpoeHH HeXxeTaHWTE NIEKapCTREHH peakLyH, HabnoAaBaHH OT CNOHTAHHU
CbOOLIEHNA W NIPH T1aUe60 KOHTPOIHPpaHH KITHHUYAH nipoyusanus (obxpamamu odwo 7 116
nauMeHTH, dekysaHu ¢ TAITAJIAGUII CTAIA u 3 718 naliMeHTH nonyyasaiu ninauedo) 3a seueHue
Ha EPEKTU/IHA ANCPYHKLMS NIPH HYXKIA H BEIHBK JHEBHO M 3a JieyeHHE Ha A00POKAYECTBEHA
XHIIEPIJIA3HA HA& NPOCTATATA BEAHDLK JJHEBHO,

KonBeHuus 3a yectoTara: MHOIo yects (>1/10), yectu (>1/100 go <1/10), vevectn (=1/1 000 mo
<1/100), peaku (=>1/10 000 no <1/1 000), mHoro penkH (<1/10 000) 1 ¢ HeusBecTHa YyecTOTA (OT
HAJIHYHWTE JAHHH HE MOXeE J1a ObJie HarnpaBeHa OLEHKa).

.

Muoro gectn YecTH HeuecTH Peaxkn C
HEeH3BECTHA

qJe€CTOTAa

Hapyuwenusa na umynnama cucmema

Peakiuy Ha AHrHoeaeM >
CBPBXYYBCTBHTEIHOCT

Hapywenus na nepgnama cucmemd

[naeoGosnne 3amMasHOCT Hucynrt!
(BKJIFOUHTEITHO
XEMOpAruiHu
CBOMTHA ), CHHKOT,
TPaH3WTOPHHU
WCXEMHYHH
npUcTsim!,
Murpena?,
[IPHUNIAJBLH,
TPaH3UTOpPHA
AMHE3MS

Hapywenua na ouume

JambrieHo srxkaake, | Hapymenue nHa LienTpanna
YCCUWAHHS, OMACBAHH | 3PUTENHOTO NOJE, cepo3Ha
Kato DOnKa B OUUTE OTOK Ha KNenavyuTe, | XOpHOPETH-
XUNEpEMUs Ha HOTIATUA
KOHHOHKTHBATA,
Heaprepranna
aHTEepUOpHa
HCXEMUYHA OYHA
HEBpONaTH
(NAION)?,
3amyuiBaHe H

Hapywenua na yxomo u rabupunma

TuHuTyC




Copoeunu napyuenus

Taxukapaus, MuokapaeH

[lannuranyn HHAPKT,
HecTabuNHa
CTEHOKAPIUSAZ,
Kamepna apurMns’

Cv008U Hapywenua

3auepeaBane XHNMoTOHHMs °,
XHNEePTOHUA
Pecnupamopru, epeORu u MeOUACMURQINU HADYWMEHWL HADYUICHIA
Hazanna JucnHen
| KOHIecTUs Enucrakcuc
Cmomawino-upesnu napyienus
Hucnencus KopemHa b6oika,

floBpbilaHe, rajaene,
["acTpoesodareasiHa

pedaykcha donect
Hapywenun na xoocama u nooxoxcnama moxar

YpTHKapHs,
CHHAPOM Ha
Stevens-Johnson?,
ekconMaTHBEH
NepMaTUT
XHIIEPXHIPO3a
(noTeHe)

oOpuB

Hapywernus na mycxyano-cxkeremnama cucmema, CoeOuHUMeHama mvkam u
Kochiume

bonka B repda,
MHanNrus, 00/Ka B

KpanHHK
Hapywenus na bvbpeyume u nuxounume nomuya
XEMaTypHa
Hapyuwenus na 6b3npou3600umeIHama cucmemMa u 2xpoama
Y IbiKeHa epekiiis [Tpranu3sm
KpbsBOouznMe B
MEHUCA,
XEMATOCNIEpMHUs

Obwgu napywenusa u eexmu HQ MACMOMO KA RPULCIICEHUE

I'peana Gosika’
[lepudpepen oTok
YMopa

OTOK Ha AHLETO?,
BHe3anHa cbpacUyHa
cMbpT-?

(1) IoBeueTo oT nauneHTHTE HMAT NPeALIECTBALIH CBPACHHO-CHAOBH PUCKORH (PaKTOPH {BXK. TOUKA
4.4).

(2) CroblaBaHH NpyU NOCTMAPKETHHTOBOTO HAOMIOAEHHE HEXKENAHH pEaKLIMH, KOUTO HE ca
HAOIOAABAHH TIPH NMNauebo KOHTPOITHPAHU KIMHHYHK NpOy4YBaHHA

(3) Ho-uecto noknansana, koraro Tajana(un ce npuiara rpy NalHeHTH, KOWTO Beye Noayuasar
AHTHXHUINEPTEH3HUBHH JICKAPCTBEHH NMPOIYKTH. '

Onucanue Ha U30paHi HEKETAHH peaKkLHH

Hesnauutenno no-ronsima uectora Ha otknonenus 8 EKD, npeau BcHuko cu
AOKIIA/IBAHH NMPH MALKEHTH, JICKYBAHH ¢ Taaala(puil eAUH MbT JHEBHO B Cpas

Jpyru cneuyanyiy nonynauuu
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JlaHHMTE NPH NALMEHTH HA BB3PACT HaA 65 roguHH, KOMTO NpUeMaT Tafanadun B KIHHHYHK
NPOY4BaHHA UJTH 34 NeUeHHE Ha CPEKTHIHA JUC(PYHKLMS, WIIH 3a JICHEHHE Ha JoOpoKauecTBeHa
XHMEPILIA3MA Ha TIPOCTATaTa ca OrpaHHYeHH. B kTuHWYHYM npoyuBaHud ¢ Tananadun 5 mg, npuemMan
BEIHBIK AHEBHO 32 JleUeHMe Ha J0DOPOKaYeCTBEHA XUNEPia3ua Ha NPOCTATaTa, 3aMasHOCT U IHApUS
ca CLOOLABAHH MO-YECTO NIPH NMALMEHTH HAL 75-TOAMIIHA BL3pacT.

CpoOmapane Ha NOJO3UPAHH HEXKENAHW PeakilHiy

ChobuiazaneTo Ha NOAO3UPaHM HEXENAHM PeaKiliM Cle]| paspeliiaBaHe 3a ynoTpeba Ha NeKapcTBEHNS
MPOOYKT € BaXKHO. TOBa No3BoONsABA Aa NPOABLIKY HaGNFOACHUETO HAa CLOTHOLEHHETO NOJI3a/PHCK 34
JICKAPCTBEHHUSA NPOAYKT. OT MEIHUHMHCKHUTE CTICLIHANMCTH C& H3MCKBa Aa choOILABaT BCAKA
MOAO3MPAHA HEXKENaHa PEaKLMA Ypes.

H3nbIHATE/IHA are U M0 Je¢KAPCTBATA
yit. ,,Jdaman I'pyes™ No 8

1303 Codus

Ten.: +359 2 8903417

yebcalT: www.bda.bg

4.9 Ilpenozapane

[1pwn 3apaBu noGpoBonuM ca aaBaHKU eaHHHYHE A03H 1o 500 mg, a HA NALMEHTH ca NpUaraiu
MHOTOKpaTHH AHEBHHU 103M A0 100 mg. Hexenanure cbOuTId ca OUNHM HOAO00HU Ha OHE3H,
Ha0JII0IaBaHW IPH NO-HUCKH 2034, B ciiyuauTe Ha npeaosHpande, ako ce Hasiara, TpabBa ja ce
NPEATPUEMAT CTAHAAPTHHTE MOABPKALLH MEPKH, XE€MOAHaIH3aTa HE3HAYMTEIHO Cnomara 3a
€IIMMHHHPAHETO Ha Tajanadun,

5.  ®APMAKOJOI'NYHHA CBOUCTBA
5.1 PapMakoIAHAMHYHH CBOHCTBA

DapmaxkoTepaneBTHYHA rpyma; ypolOrHdHH Cpe/ICTRA, IEKapCTBEHH MPOAYKTH, NPHIaraHy npy
epekTunna aMcpyukuug ATC koa: GO4BEOS.

MexaHu3bLM Ha JeHcTBHE

Tapanagmun e cenekTHBeH, 0OpaTHM HHXHOUTOP Ha LMKITHYHHA ryano3uH motogocdar (nI'M®) -
crielpryna gochoaurectepasa Tan 5 (PDES). Korato cekcyanHoTo CTMyJIHpaHe Npean3BUKa
NOKaHO OCBOOOXKJaBaHe Ha A30TEH OKCUJ, HHXHOUpaHero Ha PDES oT Tananadun npenyszenksa
NMOBHLIEHH HUBA Ha Ul M® B kaBepHO3HUTE Tena. Tosa BOJAH A0 pejlaKCcallMA Ha rnajKara
MYCKyJaaTypa H IIPHTOK Ha KPpbB B TbKaHHTE Ha MEHHCA, BOACLIO Ja epekun. Tananapun e
Hee(PEKTHBEH TIpH JIMINCa HA CEKCYyalHa CTHUMY/aLm3.

DapmakonyHaMuuHHu edekTH
[TpoyuranusTa in vitro ca nokazaau, ye Tananadua e cenexkrueed MHxHouTop Ha PDES. PDES e
CH3MM, KOHTO CE€ OTKpHBA B r/1aJJKaTa MYCKYIaTypa Ha KABEPHO3ZHOTO TANO, ChAOBATA M BHCLEPATTHA
rJlalka MyCKyJlaTypa, CKENETHUTE MYCKYJIH, TpoMOounTHTE, OBOpeiinTe, Oennua apod, H Makus
MO3eK. JleficTBHeTo Ha Tananadui € no-cuiHo BepXy PDES, 0TKOIKOTO BLPXY ApYIU
pocoanecrepasu. Tananadusn e > 10 000 mbTH no-moien 3a PDES, 0TKONKOTO MO OTHOUIEHHE HA
PDEIL, PDE2 u PDE4 - en3uMu, KOMTO c€ OTKPHUBAT B CHPLIETO, MO3bKA, KDPBBOHOCHHTE ChAOBE,
qepHus Apod u apyru opranu. Taaanagun e >10 000 nuTH no-MomeH no orHoinenve Ha PDES,
OTKOJIKOTO no oTHOWEHHE Ha PDE3 — eH3uM, HaMupall] ¢ce B ChPUSTO ¥ KPLBOHOCHHUTE C’b,[I,OBE Tazu
CeNneKTUBHOCT KbM PDES, cpaBreHa ¢be cenekTHBROCTTA KM PDE3 € BaxHa, 3am0To L7 q.'ca
y4acTBall B MEXaHH3Ma Ha ChpaedHUTE ChKpaleHus. B nonmviHeHHE, Taganadgun ¢ g a

700-mbTH no-MolieH no otHouenne Ha PDES, orkonkoTto cnpamo PDE6 - en3um .,,,
pPETHHATA U € OTIOBOpeH 3a poToTpaHcaykuuaTa. Tananadun € copiro > 10 000 myj)
oTHolteHne Ha PDES, otkonkoro no otHowenue Ha PDE7, no PDE10.

KnvuHYHa ePHKacHOCT M §e30nacHOCT
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Tpu KnMHKYHK Npoy4BaHus ca nporeaeHu ¢ 1054 NaLMEHTH B JOMALIHK YCIOBUS 32 ONPEACIHAHE Ha
MPOABLIDKUTESIHOCT HA OTroBopa KbM taganadun. Tapanadun € nokazan CTaTHCTHYECKH 3HAYHMO
nofobpeHue B epekTUIHATA PYHKLMSA M CMOCOOHOCTTA Aa ¢ H3BLPILIM YCIEUWIEH OJI0B aKT A0 36 daca
CJI€] IpHEMA HA 103aTa, KAKTO U B CNOCOOHOCTTA HA MALMEHTUTE [1a NOAy4aT U NMOAABLPAKAT €PEKUHH
3a yCIIeIEeH TOJIOB aKT B CpaBHEHHME ¢ Tialebo owe Ha | 6-Ta MHHYTA Clieql mpHeMa Ha Jo3ara.

Tananadun, npunokeH Ha 3apaBH ML, NPeI1H3BHKBA HE3HAYMUMA PA3IHKa B CPABHEHHE C Itauedo B
CHUCTOJIHOTO H JIHACTONTHOTO KPBBHO HaJIAraHe B JIEFHAJIO MOJIOKEHHE {CpeHO MAaKCHMAIHO
Hamasienue ot 1,6/0,8 mm Hg, cboTreTHO), B CUCTONHOTO M AHACTOIHOTO KPBBHO HANATAHE B
H3IPaBEHO NONIOKEHHE (CPeaHO MakcuManHo HaManenue ot 0,2/4,6 mm Hg ¢choTBETHO) W HAMA
3HaYHMa NPOMsAHA B ChPJIEUHATA YECTOTA.

[1pu nmpoy4BaHe 3a oLieHKa Ha edeKTUTE Ha Taganadui BbPXy 3PSHHETO HE ¢a OTUETEHW HUKAKBY
HApPYLICHHUA B Pa3MO3HABAHETO HA LIBETOBETE { CHHBO/3EIEHO) NOCPEICTBOM M3MOJI3BAHE HA TECTA
Farnsworth-Munsell 100-hue. Tosun pesynrar kopecnoHaupa ¢ HUCkHs adhHHHTET Ha Tajatadun KbM
PDE®S, B cpaBHeHue ¢ PDES. BbB BCHUKH KITHHHYHH MpOYYBaHHA ¢HOOLLEHHMATA 3a IPOMEHH B
LIBETHOTO BHKAAHE ca peaku (<0,1%).

[lpoBenenn ca TpH NpoyuBaHHs MPHU MBKE 3a OLEHKA HA MOTEHUHAIHHSA €PEKT BHPXY
cnepmatoredesata Ha TAJAJTAOHII CTAJA 10 mg (eaHo 6-MeceuHo nmpoyuBaHe) M 20 mg (enno 6-
MECEYHO W €AHO 9-MECEUYHO MpOoYURaHe), NIpHiaraH ekeAHeBHO. B IBe 0T Te€3n NpoyuBanKs €
HaOMIOAaBAHO NTOHKEHHE HA KOJTHUYECTBOTO H KOHLUEHTPALIMSTA HA CIIEPMAaTa, CBLP3aHO C JIEYEHHETO
¢ Taaana@Hn ¢ MaJIKa BEPOATHOCT 3a KIIMHWYHA 3HAUUMOCT. Te3n edexT He ca GWIK CBBP3aHU ¢
MPOMEHH B APYTH MapaMeTpH, KaTo noaeuxHocT, Mopdonorvs u FSH.

Tananadun B no3u or 2 go 100 mg e uscnearan B 16 KIMHHYHH IPOYYBaHKA, BRIOYBAWM 3250
MALMEHTH, BKJIFKOUHTETHO NAUHEHTH ¢ ePEKTUIHA TUCPYHKLUHA OT pasauyHa TEXECT (JIEKa, yMEpeHa,
TEIKKA), €THONOTHA, Bb3pacT (Mexay 21-86 roguHK) v pacoea npuHanaexHocT. [ToBeueTo navueHTu
¢a ChOOIIMITY 33 NPOABIKUTENTHOCT Ha epeKTUNHaTa JHchYHKUMS oT none 1 roausa. Flpu
TEPBOHAYAIHUTE NPOYYBaHUS 33 edukacHocT, 1% OT nauueHTHTe ca noKIaaBaiy, e Tananadmn e
noaoOpH TAXHATa epeKuMs, B cpaBHeHHe ¢ 35% npH nnauebo. Chiuo Taka, NaLHEHTHTE ¢ ePEKTHIHA
AHCQYHKUMSA ¢ BCHYKH CTEMIEHH HA TEXKECT ¢a CHOBIIWIM 22 NOA0GPABAHE HA EPEKIUATA TIPH NIPHEM
Ha Taaanadun (86%, 83% u 72% cwoTBEHO 33 NeKa, yMepeHa H Texxka cnpamo 45%, 42% u 19% npu
rianedo). [ipu nepBoHavanHUTe NpoyyBaHug 3a epuKacHocT 75% OT OMUTUTE 3a TONOB aKT Ca OHIIH
YCIICLIHH, B cpaBHeHMe ¢ 32% npH rutauedo.

[1py eqno 12-ceamuuno npoyusane, nposeacHo npy 186 naunentu (142 Tananadun, 44 nnauedo) ¢
CPeKTUIIHA JHCHYHKIMA, BTOPHYHO Ha YBpexcaaHe Ha rpbOHaYHUA MO3BK, Tafanapun 3HaYHUMO
nofoOpsBa epeKTUIIHATA QYHKUMA, KOETO BOJH A0 CPEIHA Y€CTOTA HA YCMNEIWHHTE ONHTH 32 HHAUBHW]L
NpY NTAUMEHTHUTE, TpeTHpaHu ¢ Taganagun 10 wnun 20 mg (roekasa go3a npu nouckeaHe) 48% p
c¢paBHeHue ¢ 17% npu niauebo.

Ileamnarpruuna nonynaalms

Hpu neanatpuian nauMeHTH ¢ Myckyana auctpodus tan Jrowen (M), € npoBeieHO €1HO
MPOYHBaHE, B KOSTO He ca Habu10aaBaHu jaHHH 3a edukacHocT. [Tpu 331 momueTa Ha Bb3pact 7-14
roavtd ¢ MJ1J1, Ha kouTo ce npHuara e XHOBPEMEHHO JIEYEHHE ¢ KOPTHKOCTEPOH/IH, € MPOBEAEHO
PaHAOMH3HPAHO, ABOHHOCIANO, IH1aUe00-KOHTPOIUPAHO, APAIEIHO NPOYUYBaHE ¢ 3 paMeHa ¢
Taganadun. Ipoyusaneto BrmouBa 48-ceaAMHYEH ABOHHOCHAN REPHOS, B KOWTO NMALMEHTHTE ca
PaHAOMH3MpAHU Ja nony4dasat taganadun 0,3 mg/kg, Tananapun 0,6 mg/kg uny nnauedo BCEKU JeH.
Tananadun He nmokasea ehUKACHOCT MO OTHOIIEHHE 3a0aBAHE HA BJIOLIABAHETO Ha CIOCOOHOSITA 32
CaMOCTOATENHO XOAEHEe, H3MEPEHO ¢ NMOMOLITA HA NLPBUYHATA KpaitHa TO4YKa - 6-M W
XoAeHe (6 minute walk distance, 6MWD): cpeaHa npoMsaHa Ha HaH-MaNKUTE KBE -r.u’
LS) B tecta MWD Ha 48-1a ceamuua e -51,0 meTpa (m) B rpynara, nony4ana /A g _
cpaBHenue ¢ -64,7 m B rpynara, noayyaeatia Tafganacdun 0,3 mg/kg (p = 0,307) ) Q4]
nonyvasawa tTaganapun 0,6 mg/kg (p = 0,538). Oceen toBa, nunceaT AaHHH 33 edBIkacy
BCUYKW BTOPUYHH aHAJIM3H, HATIPABEHH B TOBA Npoy4BaHe. O0HuTe pe3ynTaTH X; OMHEARGET oT
TOBA NPOYYBAHC KaTO LKAIO €2 B CHOTBETCTBHE € H3BECTHHA Npodua Ha Ge3onacH mﬁia“*ra,u

¥
12 N




¢ Hexenaunre cvOUTHA (HC), ovakBaHy B neanarpuuHara nonynauus ¢ MJ{JI, nonyuagainia
KOPTHKOCTEPOH/IH.

EBponeiickata areHUHA NO EeKapeTBaTa 0cBOBOXKAABA OT 38AbIDKSHHETO 3a NPENOCTaBsAHE Ha
pesyiiTaTuTe OT NPOY4BaHKA BbB BCHUKH NOArPYNH Ha NeJHATPUYHATA TIOMyAlMA 32 JIe4eHHE Ha
epeKTUHaTa AMCQYHKUMA. BiokTe Touka 4.2 3a undopmauus oTHocHo yroTpeba B meadaTpusTa.

3.2 (dapMaKkoKHHETHUHH CBOJiCTBa

Abcopbuus

Tananadun ce abcopbupa necHo cnea nepopasHO NpHIOKEHHE H HabIFOMaBaHHTE CPEAHH
MAaKCHMAaNHH 1UJ1a3MEHH KOHUEHTPAUHH (Crax) CE MOCTUTAT 3a CPEOHO BpEME OT 2 4aca ciel
NPpHI0KEHHETO. ADComoTHaTa DHOHANMYHOCT Ha Tafajladui ¢liea NepopalHo MPUIIOKEHUE He € Oua
OTIpEAETcHa.

CkopocTtra ¥ cTeneHTa Ha abcopOums Ha Tapaanadui He ce NOBAMABAT OT XpaHa, Taka ue Tajatadu
MOXE N1a C€ MpUeMa He3aBHCHMO OT XpaHEeHEeTO. BpeMeTo Ha npHeM Ha f1o3ata (CYTPUH CIPAMO BEUED)
HAMA KIMHWYHO 3HAYHMH €EKTH BBPXY CKOPOCTTA H CTENEHTA Ha abcopOLuMs.

Pasnpenenenue

Cpeanusar obem Ha paznpenencHue Ha taganadun e npubauzurenHo 63 |, koeTo nokasea ue
Tananadmui ce pasnpeaens B Thkanuure. [IpH TepaneBTHYHM KOHLIEHTpauuH, 94% oT Taganadun B
IJj1a3MaTa Ce CBBP3BA C NPOTeHHUTE., CBBP3BAHETO C MPOTEHHHUTE HE CE 3acqra MpH HapylleHa
ObOpeuHa GpyHKLUMS.

[lo-manko ot 0,0005% ot npuetata n03a ce NosBABa B CNEPMATa Ha 3APaBH HHIMBHAMN.

Euorpaﬂcq;opmauuﬂ

Tapanadmn ce Merabonusupa npeaumuo nocpeacTeom uutoxpom P450 (CYP) 3A4 usodopmara.
OCHOBHHAT UMPKYJIHpalll MeTabONMT € METHAKATEXON riokoporna. To3u Metabonut e noune 13000
N'BTH No-¢1adoe akTHeeH oT Taganadgmn no otHowedue Ha PDES. CnenoBatenso, He ce oyakea Ja e
KIIHHWYHO aKTHBEH NpY HAOMIOJaBaHWTE KOHLEHTPAILIMH HA METa0OIHTA.

EnHMUHUpaHe

CpeanuaT nepopaneH KIMPHHC Ha Tafanabun € 2,5 uac, a cpeaHuaT noayxueoT e 17,5 yaca npu
3APABY WHIUBUIH.

Tananagun ce eKCKpeTHpa NPEAMMHO KaTO HEAKTUBHU METabOMTH, OCHOBHO ¢ (heKaNHHTE
(MpubausuTeiHo 61% oT n03aTa) 1 B fo-Majika CTeneH ¢ ypuHata (npubausutenno 36% ot no3ara).

JIMHEHHOCT/HETUHEMHOCT

{apMaKOKHHETHKATa Ha Taganadul MpH 3ApaBX MHAUBUIH € JIMHeHHa N0 OTHOLLEHHE HA BPEMETO H
ao3ara. [1pu nosu Han 2,5 no 20 mg ekcnozuuusata (AUC) ce yBennuapa nponopLUHOHATHO ¢ A03aTa.
CTallOHapHOTO ChCTOSHHE HA TUIA3MEHUTE KOHLIEHTPALIMH C€ TIOCTUTAT 3a 5 [IHH NIPH 103MpaHe
BEHBK JHEBHO,

DapMaKkOKHHETHKATA, ONPEAL/IeHa ¢ OMyNaLHOHHHS [TOAXO0A NP NALMEHTY C SPeKTHIIHA
JHCPyHKUMS € NofoOHa Ha (apMaKOKMHETHKATA NPU HHAUBHIN 5e3 epeKTHIHa AMC(YHKLHS.

Cneuuaniy nony/iauun

Hayuenmu e cmapuecka ev3pacm

3ApaBH NalMEHTH B CTapUecKa Bb3pacT (65 rofMHN W N0-Bb3PACTHH), UMAT N0-HHCHK NEPOpaIeH
KIMPBHC Ha Taganagui, Boaewo Ao 25% mno-Brucoka excnosuuus (AUC) B cpaBHEHHE CbC 3PaBH
HHAMBHAH Ha Bb3pacT oT 19 1o 45 roauHu. Tozu edekT Ha BB3IPACTTa HE € KIIMHHYHO 3HAYHM W HE
JAaBa OCHOBAHHE 3a [POMAHA Ha 103aTa.

y S" WA N0 e
vOPeyHa HeOOCMAMBbYHOC

IpH knMHKUYEK HapMaKONOTHYHKM IPOYYBAHHMS C €JHOKPATHA A03a Tajanabun (3 s, l :-*‘?w ¢
€KCNO3HLIMATA Ha Taaanaduit (AUC) e npubnusutento yagoeHa npy uHIMBHAM|F Sekai(ids 41’!!!11
KnUpbHC 51 1o 80 ml/min) unu yMepena (kpeatununos knupsHe 31 no 50 ml/niin? u-- 0¥ : s
HEJOCTATBYHOCT U MPH HHAMBKM C KpaeH cTanuii Ha OpOpeuHo 3abonsaBaHe Ha XyuRaeH. ﬁ"




MalMeHTH HA XeMOAHANN3a Cpax € 41% no-eucoxo oT HabMIOAAaBaHOTO NIPH 3APaBH XOPA.
XeMOAMANN3aTa HE3HAYHTENHO CIoMara 3a eJIMMUHUPAHETO Ha Tajanagul.

Yeproopobua nedocmamvunocm

Excrnosuuydara Ha Taganagun (AUC) npu vuaveuau ¢ jieka 10 yMepeHa yepHoApoOHa
HenocTaTbuHOCT (Child-Pugh xnac A u B) e cpaBHHMa ¢ ekcno3HUUATA NPH 34paBH UHAVBHAN,
KoraTo ce npuiara 103a ot 10 mg. Mima orpaHHyeHH KIIMHUYHM AaHHH 3a 6e30MnacHOCTTa Ha
Tajanapui npu NaLMEHTH ¢ TeXKKa YepHoapobHa HenoctaTbunocT (Child-Pugh xnac C). He ca
HATMYHH JaHHH 32 NPUIOKEHUE Ha J03H Taganadua eIuH nbT ZHEBHO MPU MALHEHTH ¢ YepPHOAPOOHa
HEAOCTATBEYHOCT. AKO Taganagui ce npeaAnycea eAHH bT AHEBHO, TO TpAOBa 1a HANpaBU
BHUMATE/IHA MHAWBHAYATHA NPELIEHKA HA OTHOUICHHETO 10N13a/PUCK OT MPEeANMUCRALLIHS 'O JeKap.

Hayuenmu c ouabem

Excriosuumsara Ha Taganadun (AUC) npu naumentu ¢ auaber e 6una npubauzurento 19% no-Hucka,
OTKONKOTO ¢cTOHHOCTUTE HA AUC 33 3apaBi MHAWBHAM. Tazu pa3muka B €KCNO3HLMATA HE JlaBa
OCHOBaHWE 3a NPOMsIHA Ha J103aTa.

5.3 IIpeakJHHHYHH JAHHH 32 0e30MaCHOCT

HeknuHuuHHTE NaHHKM He NOKa3BaT 0COOEH PUCK 3a XOpaTa Ha 6a3a Ha KOHBEHIIMOHATHUTE
(papMakonoruuHu H3NUTBaHKA 32 Ge30MaCHOCT, TOKCHYHOCT NPH MHOTOKPATHO NpHiaraHe,
F€HOTOKCUYHOCT, KaPIIHHOT€HEH NOTEHUMAT B PENPOIYKTUBHA TOKCHUYHOCT.

Hsama nokasatencrea 3a TepaTOreHHOCT, eMOPHOTOKCHYHOCT MITH (PETOTOKCHUYHOCT MPH ITbXOBE HITH
MHILIKH, KOWTC ca nonyunniy ao 1 000 mg/kg/nnesno Tananadun. [Ipu npoyuBaHe 3a NPEeHATATHO U
MOCTHATAJIHOTO Pa3BUTHE NMPH NIbXOBE, A03aTa, IIPH KOATO HE € HabnroaaeaH edekT € Ouna 30
mg/kg/nHesHo. [Tpu 6peMenen msx AUC 3a M34HCIEHOTO ¢BOGOIHO NEKapCTBO TPH Ta3H 1034 €
npuOusuTenHo 18 rpTh yoseuikata AUC npu go03a 20 mg.

Hsama yspexxaaHe Ha QepTHIHOCTTA MPH MBXKKH H XKEHCKHM TTbXoBe. [1pu Ky4eTa, Ha KOMTO €
npunarad Taganadun exeaHEBHO 3a 6 10 12 Mecena npy ao3u 25 mg/kg/mHeBno (BOACLIO 10 NOHE
TPHKPATHO NO-BUCOKA €KCNO3ULMA [Mexay 3,7 — 18,6] o HabnrogaBaHaTa nNpH Xopa, Ha KOUTO €
JaBaHa eAHUYHA 1034 OT 20 mg) W noBeuye e UMATO PErpecus Ha enuTeNa Ha CEMEHHUTE KaHaueTa,
KOETO € I0BEJIO A0 HAMAJICHUE Ha CnepMaToreHe3arTa Ha HAKOW KydeTa. BuxTe cbino Touka 5.1.

6. OPAPMAHEBTHMHHU JTAHHU

6.1 CnRcbk Ha TOMOWHHTE BEIECTBA
Aapo Ha tabnerkara

JlakTo3a, Ge3BogHa

Kpockapmenoza HaTpwid

Harpuer naypuncyndar
XHAPOKCHITPONUALIENYJI03a

[Monycopbat 80

MarHesuer cTeapar

Henynosa, MUKpOKpHCTATHA

DOUIMOBO NOKpHTHE
Xunpomenoza 2910 (E464)
JlakTo3a MOHOXMApAT
Turanos auokeua (E171)
Tpuauernn

Tank (E553b)

Kbnr kenezed okcug (E172)

6.2 HechBBMeCTHMOCTH

Henpunoxumo.
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6.3 Cpok na roguoct

2 TOAUHU.
Cpok Ha TOAHOCT cJien pasaensHe Ha TabneTkaTta: 4 ceAMHLIM.

6.4 Cnennajnu ycj10BHSA HA CLXpaHeHHE

To3u nexapcTBeH NPOAYKT He W3HCKBA CNEUMANHA TEMIIEPATYPHH YCIIOBHS HAa ChbXpaHEHHeE.
Ma ce cbXxpaHaBa B OpUrHHANHATA OMAKOBKA, 34 /1a C€ NMPEANAsy OT BJara.

6.5 Bnau ceanpkanne Ha 0NAKOBKATA
Brncrepu or PVC/PCTFE/PVC/ALl donwo.

TANAJIAGHUI CTAJIA 10 mg:
OnakoBkH oT 4 dunmupanu TabIeTKuU.

TATJATA®OHUI CTAJIA 20 mg:
OnakoBku oT 2, 4, 8, 12,24, 36 n 48 bunmMupaHu TabeTKH.

He BcHukK BUAOBE OMAKOBKH MoraT Aa 6baaT MycHATH Ha ras3apa.
6.6 ChnennanHn npeaAnasHH MepKH NpH H3XBLPJAHE H pabora

Hama cneumannu U3KMCcKBaHUA,

7. IHNPHTEXATEJI HA PARPEINIEHHUETO 3A YIIOTPEEA
STADA Arzneimittel AG

Stadastrasse 2-18
61118 Bad Vilbel

['epmanug

8. HOMEP(A) HA PASPEIIIEHHETO 3A YIIOTPEBA

Pernctpaumonen No: TATAJIADUI CTAJIA 10 mg: 20210033

Perncrpaunonen No: TAIAJIAGUIT CTAJIA 20 mg: 20210034

9. JATA HA ITBPBO PA3PEIIABAHE/TIOJHOBSBAHE HA PASPEIIEHHETO 3A

YIIOTPEBA

Hara Ha nepBO pazpelrasane: 05.02.2021

10. JATA HA AKTYAJIM3UPAHE HA TEKCTA

HexemBpu 2023
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