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2. KAYECTBEH U KOJTHYECTBEH ChbCTAB

TAJTAJTA®UII CTAZIA 10 mg: Beska gunmupana tadnetka cwabpxka 10 mg rananadun (tadalafil).
TAJAJIAOUIT CTAIIA 20 mg: Beska dunmupana tadbnetka cbaspxka 20 mg tananadun (fadalafil).

[ToMOLHO BeleCTBO ¢ H3BECTHO JICHCTBHE:
TAJAJIA®UIT CTAJIA 10 mg: Besika punmupana tadnerka esaspka 114,600 mg 6e3BoHa
nakto3a u 1,680 mg nakro3a MOHOXHIpaAT.

TAJIAJIAOUII CTAJIA 20 mg: Beska dunmupana tadnerka cbabpxa 229,20 mg 6e3Bo/iHa J1lakTo3a
1 3,360 mg nakTo3a MOHOXHWIpAT 3a MbJIHUS CITUCHK HA MOMOLIHWTE BelleCcTBa BIKTE TO4Ka 6. 1.

J. JIEKAPCTBEHA ®OPMA

dunMupana tadlieTka.

TAJHAJTAOUITI CTAZIA 10 mg: sKBATH, KPBIIIH, IBOHOU3ITBKHAIN PUIMUPAHH TAOJIETKH €
IMaMETHP OKOJIO 8 mm U JenuTenHa yepra OT ejiHara ctpana. Tabnerkara Moxke J1a Objie pasjiesieHa
Ha JIBE pPaBHHU JI03M.

TAJIAJTA®UIT CTAJIA 20 mg: »XBbATH, KPBIIIH, ABOHHOU3MBKHAIN (PUIIMHUPAHU TAOJIETKH C
nuaMeThbp okosio 10 mm v AeMTeNIHM YepTH Ha KPBCT OT JBETe cTpaHu. TabieTkure Morar ja objar

paszeieH! Ha YeTUPH paBHH JO3H.

4. KJIUHUYHHU JAHHH

4.1 TepaneBTHYHH IIOKA3AHHS

JleueHne Ha epeKTHIIHA AUCPYHKLUMS TIPU Bb3PACTHU MBIKE.
3a na Obje edexkTHBEH Taanadui ce U3MCKBA CEKCyallHa CTUMYJIalus.

TAJTAJTTA®UIT CTAJIA He e nmokazaH 3a yrnotpeda oT KeHH.
4.2 Jlo3MpOBKA M HAYHH HA NPUJI0KEHHE

Jlo3upoBka

Bv3pacmnu muouce
perlopbuBaHarta jio3a e 10 mg, npuera rnpeam oyakBaHaTta ceKcyaraHa akTHBHOCT, CbC MM 0e3 XpaHa.
[pu Te3u mauueHTH, npu kouto tananaduna 10 mg He BOAM J10 MOAXOASLL €(PEKT, MOKE J1a C ‘
20 mg. Ta3u go3a Moxe Ja Obje rnpuera rnoHe 30 MUHYTH Mpean CeKCyaliHa akTHBHOCT.

MakcumanHaTa 4ecToTa Ha rpueM € BEIHbXK JIHEBHO.



TAIJATTAGUI CTAJA 10 1 20 mg e mpegHa3HaueH 3a ynotpeda npeiu oYakBaHa CEKCyanHa
AKTURHOCT U HE C€ NPENOPbhYBA 3a NPOILIKHTENHA €XKEAHEBHA ynoTpeba.

[Tpu nauueHTH, KOUTO npeaBwxaat yecta ynotrpeda na TAIJAJTADWI CTAJIA (nanp., noHe npa
TBTH CEAMHUYHO), MOXKE J1a ce OOMUCITH KaTo MOAXOAALL PEXHUM €IHOKpPAaTEH KHEBEH IIPHEM Ha HaH-
uuckute 1031 TAJAJTADGHUIT CTAJIA, BB3 OCHOBA Ha H300pa Ha MaLMEHTA U pelIEeHHETO HA lekapd.

[Ipy Te3u maLHeHTH NpenopbyBaHaTa 103a € 5 mg, npueTa BeHbXK JHEBHO NPUOIH3UTENIHO B €HO H
ChINO BpeMe Ha aeHs. Jlo3aTta Moxe Aa ce HaManiM 110 2,5 mg eqHOKPaTHO JHEBHO Ha 0a3arTa Ha
WHAWBHIIyaTHAaTa MOHOCHMOCT.

Llenecrobpa3HocTTa Ha TNpOABINKUTENHATA EXeAHEBHa yRnoTpeba TpsbOBRa MNepHOAWYHO Ja ce
MpeoucHIRA.

CneuyanHyd nonynaim.
Mvorce 8 cmapuecka 8v3pacm
[Tpu MBxe B cTapuecka Bb3pacT He ce H3HCKBA afjallTHpaHe Ha A03aTa.

Muvorce ¢ bvbpeuno yapesicoaue

He ce Hanara HamMansBaHe Ha J103aTa NpU NalMeHTH ¢ exo 10 yMepeHo O0L0peuHo yBpexaaHe. 3a
MAUMEHTH ¢ TeXko OB0peUHo yBpexJaHe MakcHMallHata rnpenopbsysana fo3a e 10 mg. I'lpu nauneHTH
¢ Texko OBOpeuHo yBpeXkaHe NO3UpaHeTO Ha Tajanadua eAuH MbT JHEBHO HE CE MpENophYBa (BXK.
Toyka 4.4 u Touka 5.2).

Muvorce ¢ weprodpobuo yspesicoare

[Ipenopbubanata A03a TAITAJTAOWUJI CTAJIA e 10 mg, mpueTa npeiv 09akBaHa CeKCyaiHa
aKTUBHOCT U Oe3 Bpb3ka ¢ xpaHeHeTo. UMa orpaHnueHU KIMHUYHH AaHHM 3a 6ezonacHoCcTTa Ha
TAIAJTTA®UN CTAJIA npu nauueHTH ¢ Texka yepHospobHa HenocTtarbuHocT (Child-Pugh knac C);
aKo ce MpeAMUCBa, TO MPEeANUCBALIUAT JieKap TpA0OBa 1a HalpaBy BHHMAaTE/IHa HHANBHIYaNHa
MpeLeHka Ha CbOTHOLIEHNETO non3a/puck. HaMa HamHYHU JaHHH OTHOCHO RPUICKEHHETO Ha 103N
no-eucoky ot |0 mg Taganadun Ha naLNeHTH ¢ YepHOApOOHO yBpexaaHe. Jlo3upaHeTo eauH NbT
JHEBHO HE € OLEHABAHO MPH NMAaLMEHTH C HEPHOOPOOHA HEAOCTATHIHOCT, CIEAOBATENHO, AKO Ce
MpeATHCBa, TO MPeANUCBALLHAT o Jiekap TpAOBa Ja HarpaBy BHUMATEIHA WHAWBWYATHA NPELEHKA
Ha OTHOIIEHWeTO Mon3a/puck. (BX. Tovka 4.4 ¥ Touka 5.2). ’

Muvoce ¢ duabem
[Tpu Mbike ¢ QHabeT He ce M3INCKBa IMPOMSAHA B [j03aTa.

Heduampuuna nonyarayu:
Hsama crorsetHO npunokeHie Ha TAJIAJTAGUIT CTAJA B neguaTpHyHaTa nomyjgalusd OTHOCHO

IEHEHUETO Ha EPEKTHIHA JUCPYHKIIHS.

HayrH Ha NPUIOKEHUE
TAODATTA®UIT CTAJIA ce npennara kato ¢punmMupany tabaetky ot 10 v 20 mg 3a nepopanHo
MPpHUICKEHHE.,

4.3 IIpoTHBONOKa3aHHS

CHPBXQYBCTBHTEHHDCT KBEM aKTHBHOTO BCHIECTBO HJIH KbM HAKOE OT NOMOILIKHHTE BCLICCTBA,

u30poeHu B Touka 6.1.
B knMHWYHH MpoyyBaHUs € YCTAHOBEHO, e Tajanadun yCHiBa XUNOTEH3UBHUTE €(PEKTH Ha
HUTpaTHTe. CMATA Ce, Ue TOBA € Pe3yNTaT oT KOMOUHHPaHUTE eGEeKTH Ha HUTPATUTE U Tafanagu

4.5).

TAODAJTA®UII CTAJIA He TpadOBa na ce npuaara Ha MbXKe CbC CbpAcyHH 3abondBa
ceKcyanHara akKTHBHOCT HE € npenopbunTenHa. Jlexkapute TpadBa n1a 00CHAAT MNOTEH
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ChpAdeUCH pHCK OT CEKCyalTHa aKTHBHOCT NpH NMAaUMEHTH C TpEAMIECTBALO CBPACYHO-CBIOBO

3a00N9BaHeE. |
CnegHuTe rpynu falHesTH ¢he ChpAEYHO-CBAOBO 3ab0NsBaHe HE ca HWIIN BKIIOYEHH B KIIMHUYHH

npoyyBaHus W 3aToBa ynoTpebara Ha Taganadun NpH TIX € MPOTHBONOKAa3aHa:

—  malHeHTH ¢ MHOKapieH UHGAPKT B paMKUTE Ha nocneaHute 90 QHU;

—  MalueHTH ¢ HecTabniTHa aHTUHA NEeKTOPUC UK AHIMHA NEKTOPHUC, MPOIBABALLA CE [0 BpEME
Ha MONOB aKT,;

~ MallMeHTH cbC ChbpAeyHa HepocTaTeuHoCT xnac Mo NYHA (New York Heart Association) 2
MITH TTO-BUCOK TIpes MOoceAHUTE 6 MeceLa,;

—  [alMeHTH ¢ HEKOHTPONUPAHN apUTMUN, XHITOTOHNMA (< 90/50 mm Hg), nin HekoHTponupaHa
XHMEPTOHUA, | '

— MAaLWeHTH C HHCYJIT B paMKHTE Ha NMocleJHATE 6 Mecella,

TAJAJTTAOUII CTAIA e npoTHBONIOKA3aH MPH MALMEHTH Cbe 3aryba Ha 3peHyeTo Ha € JHOTO OKO B
pe3yNTaT Ha He-apTepHaliHa aHTepHOpHa UcXeMHUYHA o4Ha HesponaTus (NAION), nezasnucumo oT
TOBa, JAJIM TO3M €NH30] € CBbP3aH Wil He ¢ npeauiiHa ynotpeda Ha PDES nhxuburtop (Bx Touka

4.4).
4.4 CrnenuaJHH npexynpexkacHHs H Npeana3HH MepKH npH ynotpeba

[Tpenn nevenue ¢ TAHAJIAGUII CTAIA
[Tpenn na 6bnae obcbACHO papMaKONOrMYHO NeYeHUe, TPAORBA 1A ce CHEME aHaAMHE3a M HanpasH

¢u3ukaneHn nperie, 3a 1a ce JUarHOCTHLHpPA epeKTIIHA TUCHYHKLMA M [a Ce OnpenensT
MOTEHIIHAITHHTE NTONeXali TPUYHHH.

[Mpean 11a ce 3amovHe KAKBOTO U Jia € ieYeHHe Ha epeKTHIIHAa TUCYHKIIHA, TeKapuTe TpadBa Ja
NpEeLeHAT ChbPAeYHO-ChI0BHA CTATYC HA TEXHUTE MALMEHTH, Thil KaTO UMa U3BECTHA CTETIEH Ha
ChbpleyeH PUCK, CBBP3aH CbC CEKCyallHaTa akTHBHOCT. Tananagun uma Ba3oauIaTaTUBHU CBONCTBA,
BOJEIUM 1O NEKH U NPEXOAHU NMOHWXKEHN HAa KPLBHOTO Hanaraxe (Bk. Touka 5.1) ¥ N0 TaksB Ha4YHH
NOTEHLHPA XKITOTEH3UBHKA ePeKT HA HUTpaTUTE (BXK. TOUKa 4.3).

OueHkaTta Ha epeKTUNIHATA AMCPYHKLNA TpAOBa Aa BKIIOUBA ONPEACNISHETO Ha NMOTEHLKATHHTE
nojJiexaliy NPUYUHU U YCTAHOBABAHE Ha NOAXORALL0 NEUEHHE CIEA paBUIIHA MEAULMHCKA OLEHKA.
He e n3secTHo, Jamu TAJJAJTAGHUIT CTAJTA e edexTHBeH NpH NMauydeHTH, NpeThpHeTd Ta30BU
orepaLMy UM paaukanHa, HeChXpaHaBallla HepBa NPOCTATEKTOMHA.

ChbpaeyHo-cbA0BH (akTopu

Mo Bpeme Ha NOCTMAPKETHHTOBH HabMIoaeHNs W/ KNIHHUYHH MPOYYBAHNA Ca AOKJIaJBaHU
CEpHO3HH CHPJEYHO-CHIA0BH CHOUTHS, BKITFOYBALINA MUOKAPJCH WH(PAPKT, BHE3ANHA CbPACYHA CMBPT,
HecTaOunHa aHTHHA NMEKTOPHC, KAMEPHK apUTMUM, HHCYIIT, TPAH3UTOPHU UCXEMHUYHH €MH300H,
rpuaHa 6onka, NanmTHTaUuK U TaXUkapaud. ITopeueTo MauueHTH, MPH KOWUTO Ca JOKITaABaAHHU Te3W
CHLOUTHSA, ca UMaNH NpealiecTBally ChbpAeiHO-ChAOBH PUCKOBH (hakTopH. BBIpEeKkH TORA, HE €
Bh3MOXCHO J1a Ce OTIpee]IH KaTeropuYIHO, Janu Te3¥ CbONTHA ¢a CBbP3aHU NPFKO ¢ Te3U PUCKORU
daktopu, cbec TATAJIAOUII CTAIIA, che cekcyanHaTa akTHRHOCT MM C KOMONHAUMSATA HA TE3H

AITH JIpYTH (pakTOPH.

[Tpy nauueHTH, KOUTO NpUeMart anda,;. bnokepy, eaAnospeMeHHOTO npunoxeHne na TAJAJIADNUII
CTAJIA moxe aa IoBeje 10 CUMITOMATHYHA XHTOTOHNA NPU HAKOU OT TAX (BX. TOukKa 4.5).
KoMmbnhupaHeTo Ha Tananadun 1 0OKCa303WH He ¢e NpenopnyBa.

3peuue
CpofiiaBaHy ca 3pUTENHY HapYLUEHUA, BKIIFOUMTENHO LIEHTPAIHA CEPO3HA XOPHOPETUHONATHA .

(CSCR) n ciiyuan va NAION (HeapTepHanHa aHTepHOpHa HCXeMHWUYHA OYHa HEBpONATHA ), B
npueMa Ha TAJAJTAOUIT CTAJIA u apyru PDES unxnburtopn. TlosedeTo ciyqau Ha — h
OTILYMABAT CIOHTAHHO Clel cnupaHe Ha Taganadui. [1o otHomerne Ha NAION, anan
OT HEMHTEPBEHUHOHANMHY NPOYYBaHNA NpeaAnonarar NopuileH puck ot octpa NAION
aHTEPHOPpHA HCXEMHWYHA OYHA HEBPOMNATHA) MPU MBXE C epeKTHIIHA AUCHYHKLINS Creq
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raganadun wmu gpyru GIES nuxubutopu. Tt kaTto ToBa MoXe Ja OBJe OT APAKTUYECKO 3HAYEHHE
33 BCHYKW NALUEHTH, U3J0XEHH Ha Tananadun, NaudeHTsT Tpa0Ba 1a 6bJe npeaynpexnaBaH, Ye B
cnyyail Ha BHE3anHO 3PUTENHO HapylIeHHe, HapylIeHHe Ha 3pUTENHATA OCTPOTA W/WIU 3PUTENHO
n3KpHBsiBaHe, TpA6Ba na cripe nmpueMa Ha TAJIAJTADUIT CTAJTA w na ce KoHCynTHpa He3abaBHO C

nekap (Bx Touka 4.3).

Hamanes cinyx WM BHe3anHa 3ary6a na ciyxa

Cay4yau Ha BHe3arHa 3aryfa Ha ciyxa ca ¢choOueny cnep ynotpebara Ha Taganadun. Benpeku ue
APYTU pUCKOBH (PAKTOPHU ca HANWIE B HAKOHM CITy4YaH (KaTo HarnpUMeEp, Bb3pacT, JUadeT, XUIEPTOHHUA U
aHamMHes3a 3a npeanliHa 3aryba Ha ciyxa), naunenture Tpsopa aa 0LAaT MOCLBETBAHHM 1a Cnpar
npueMa Ha Taganadun 1 1a NoTepcAT He3abaBHO MEJWI[HHCKA TIOMOIL B CTyYal Ha BHE3AIMHO
HamansgBaHe Ha clTyxa WM 3aryba Ha cliyxa.

YeproApoOHO yBpEXIaHe |
WNma orpaHWueHH KIHHUYHY JaHHM 3a 6esonacHocTra Ha TAHAJIADUII CTAA, npunoxen kaTo

eAMHWYHA 033, NPH NaLHEHTH ¢ Texka YepHogpobHa HepoctarsuHocT (Child-Pugh knac C). Ilpn
NalHEeHTH ¢ YepHOAPOOHA HEAOCTATBYHOCT HE € OLIEHIBAHO €IHOKPATHOTO AHEBHO MPUIOXKEHHE. AKO
TAJAJTA®UIT CTAJIA ce Ha3HauaBa, TpaOBa fa ce HanpaBW BHUMATENIHA UHAWBHAYANHA NIpeLleHKa
Ha OTHOILUEHHUETO MO03a/PUCK OT NpEAMUCBALIUSA 'O IEKAP.

[Tpyanu3bM M aHAaTOMHYHA JedopMalivs Ha TEHUCA

[MauneHTHTE, KOUTO Ca HMaNH epekLys, MPOabKINA 4 Yaca Wi noseue, TpsbBa na 6naar
MOChBETBAHH Ja NOTbPCAT He3abaBHO JeKapcka MOMOLL. AKO NPUHANU3MbT HE OBAE NEKYBaH BeHAra,
TBKAHTA Ha TIEHICA CE YBPEXKIA ¥ MOXe Jla C¢ CTUTHE O MOCTOAHHA 3aryba Ha NOTeHTHOCTTA.

TAJAJTA®WNIT CTAJIA TpsfBa Aa ce M3non3BaT ¢ BHHMAHHE (IPH NauHeHTH ¢ aHaTOMHYHA
fgedopMalus Ha eHuca (KaTo Hanp. anrynatus, kasepHoiHa ¢pudpoza unu donect Ha Peyronie) unu
NPH MALHEHTH ChC 3aB0ngBaHUA, KOUTO MOTaT 1a Ch3ZafaT NpeApasnoidKeHUe KM NPpHanUu3tEM
(KaTo CbPNOBUIAHO-KNETbYHA aHEMUS, MYIITUTINEH MHEJIOM WJTH JIEBKEMUS).

Vrnorpeba ¢ CYP3A4 unxubutopu

Haucksa ce MoBuileHO BHUMaRKe, ako ce npeanucea TAITAJTADOWUIT CTAJIA Ha mMaHEHTH, KOUTO
ni3non3sat Moy CYP3A4 unxubutopu (pUTOHABUP, CAKBUHABUP, KETOKOHA30M, HTPAKOHA30I ¥
epUTPOMKHLIMH), Thil KaTO NpU KOMOMHHpaHETO Ha Te3M NEKApCTBEHH NPOAYKTH ce 3a0enA3Ba
TIOBHILIABAHE Ha eKCIo3HLMsTa Ha Taganapun (AUC) (px. Touka 4.5).

TAJAJTAOUIT CTAIA W ApYrY neueHns 3a epekTUNIHA AUCHYHKIIUS
He ca npoyuyBaHu Ge30onacHOCTTa U epukacHOCTTa Ha KoMONHauunTe Ha TAJAJIADUIT CTAJIA »

apyru naxudbutopu Ha PDES wnw apyry ieyeHUs Ha epekTHIIHA QUCPyHKUUS. [TallHeHTsT TpadbRa na
6®1e uudopmMupan ga He npuema TAHJAJTAGHUIT CTAIA B nogo0HU KOMOHHALWH.

[loMOLIHY BEeUIECTBA

JlakTo3a
TAJATTA®UIT CTAJIA cbabpxa nakrosa. [ laudeHTH ¢ peIKH HaclaeACTBEHH npoliieMH Ha

HENOHOCUMOCT KbM rallakTo3a, IbJIeH NakTaszeH AeHUUT HNY I'I0KO30-ranakTo3Ha Manabeopbuud He
TpsaOBa Aa NprUeMart TOBa NEKapCcTRO.

Hartpuii
To3u nekapcTBEH NPOAYKT Chibpxka Mo-manko ot 1 mmol Hatpuii (23 mg) Ha TabneTka, T.€. MOXE Ja

ce Kaxe, 4ye MpPaKTUYECKH HE ChAbpKa HaTpHH.

4.5 BianmoaelCTBHE ¢ JPYTH JeKAPCTBREHH NPOJYKTH H Apyrd ¢opMH Ha B3aUMoAeiHcTBHE

caMo JI03H Ha tajganadun ot 10 mg, KTMHUYHO 3HAYHMH B3aAUMOAEHCTBHS MPH MO-BUC
MOTAT K3URNT0 Ja 6B1aT “U3KIIOUEeHH.




EdekTn Ha Jpyry BeUlecTBa BLPXY Tagana@un

Huxubumopu na yumoxpom P450

Tananadun ce meTaGonusnpa rnasHo upe3 CYP3A4. Cenextusuuat nuxnbdutop Ha CYP3A4,
kerokoHason (200 mg AHeBHO), yBenuuapa 2 nbuTH excno3nuusata (AUC) Ha tananadun (10 mg) u
Cmax ¢ 15% capsaMo ctoiiHocTHTe Ha AUC H Crax TPH CAMOCTOATENHO NMPHJIOKEH Tafanagpui.
Kerokonason (400 mg nHeBHO), yBenuuaBa 4 mbTH excrniozuuusta (AUC) Ha tananadgun (20 mg) u
Cumax ¢ 22%. PuToHaBHp, mpoteaseH uuxubutop (200 mg, 2 mbTH IHEBHO), KOHTO € HHXHOUTOp Ha
CYP3A4, CYP2C9, CYP2C19 u CYP2D6, yenuuara ekcnosuunsata (AUC) Ha Tapanadun (20 mg)
2-rbTH Ge3 f1a npoMeHs Chpax. BEIpEKy Ye He ca Mpoy4YBaHu crieundpuIHN B3aWMOIEHCTRIS,

e JHOBpPEMEHHaTa ynorTpeba ¢ Lpyry nNpoTea3Hu MHXUOKWTOPH, KaTo cakBUHABUp, U Apyru CYP3 A4
HWHXMOUTOPH, KaTO EPUTPOMUILIMH, KIAPHTPOMHUIIHH, HTPAKOHA30M U COK OT rpefndpyT, H3INCKBa
BHUMAaHNe, Thil KaTO MOXKe J1a ce o4aKBsa, Te Ja YBENUYAT MNa3MEHUTE KOHUEHTpALUU Ha Tajanadun
(Bx. Touka 4.4).

CnenoBaTenHo, 4ECTOTATA HA HeXeNlaHHTe JIEKAPCTBEHH PEaKLHH, TTOCOYEHH B TOYka 4.8 MOXe a
ObIe yBenuyeHa.

Tpancnopmuu bermvyu

He e u3BecTHa ponsiTa Ha TPAHCTTOPTHUTE OenThH (HanpuMep, p-TTUKOTIPOTEHH) BBPXY
OUCTIO3MLMATA Ha Tafanadun. CredoBaTeTHO € HANKLE MOTEHIHAN 34 JIEKApCTBEHH B3aUMOJEHCTBHA,
MEIUHMPAHHU OT NOTUCKAHE HA TPACMOPTHUTE DENTHUM.

Huoyxmopu ua yumoxpom P450

NuaykropsT Ha CYP3A4, pudamnuunn, Hamansea AUC Ha raganagun no 88%, cnpsaMo
croiiHocTHTe Ha AUC npu caMocToaTenHo npunokeH Tananadun (10 mg). Tasn HamaneHa
eKCMO3HLIMA MOXe A C€ QUaKBa Ja HaManu epHKACHOCTTA Ha TaJanapun; CTENEHTa HA HaMAlTleHHeE Ha
edukacHoCTTa € HenaeecTHa. [Ipyru unaykropr Ha CYP3A4, kato ¢peHobapbuTan, GeHNTONH U
xapbamasenuH, MOraT ChbLIO Ja HaMansaT MIasMeHUTe KOHUEHTpaLUU Ha Taganadun.

Edekxty Ha Taganagun BePXY APYTH JIEKAPCTBEHU TTPOAYKTH

Humpamu

[Mpn xnuHKU4HM npoyuBaHusa, Tananadun (5, 10 n 20 mg) e nokasan, 4e MOTEHUHPa XHNOTEH3IUBHUTE
edexTH Ha HuTpaTHTe. [Topaau ToBa, npunoxenneTo Ha TAJTAJIAOKIT CTAJA npu namueHTH,
npHeMallld HAKOS (popMa Ha OpraHW4EeH HUTPAT € MPOTHRONOKa3aHo (Bxk. Touka 4.3). B3 ocHoBaTa Ha
PE3YITATH OT KJIMHUYHO NpoyuBaHe, B koeTo 150 nauueHTH ca noaydaBanyu AHEBHU 103M OT 20 mg
taganagun 3a 7 AHu ¥ 0,4 mg HUTPOTNMUEPUH CYONUHIBAIHO B pa3NHYHO BpeMe, TOBa
B3aUMoOAeiCTRHe & HAaOMmOdaBaHO 34 NoBeue oT 24 4yaca ¥ He e HabmogaBaHo crnejl U3THYAHe Ha 48
yaca OT nocneanara nola tananagun. Taka, npy NauueHT, Ha KOATO € MpenucaHa Hskakea no3a
TATATAOUII CTAHA (2,5 mg-20 mg), n 3a KORTO NPUNOKEHHETO Ha HUTPATH CE CMATA 3a
HeoOXoAMMO MO MEAULIMHCKN NMOKA3aHUsA B XXKHBOTOCMACABALIH CUTYALMU, TpsOBa na nma noxHe 48
Yyaca OT nmpyueMa Ha nocnegrara go3a TAHJAJIAOUII CTAJIA , npeay MpUIoXKEHNETO HA HUTPATHTE.
[1pn TakuBa ycIOBUSL, HUTpATUTE TpAOBA Aa ce nMpuiiaraT NoJ CTPOr MEAHULIMHCKH KOHTPOM U ChC
CBOTBETHO MPOCHEAABAHE HA XEMOAMHAMHUKATA.

Arnmuxunepmen3usHu 1eKapcmeenu Cpeocmea (GRIIOYUMENHO KATYUEGU ARMAZOHUCIU)

EnnoepeMeHHOTO NpHlaraHe Ha Aokca3o3uH (4 u 8 mg aueBHo) W Taganadui (QHeBHA 1033 OT 5 Mg U

20 mg kaTo eIHOKPATHA J032) 3aCUJIBa aHTUXUNEPTEH3INBHUS eeKT Ha To3uU anda-dOnokep B 3HAYMMa
creneH. To3u edeKT ce 3ana3Ba NOHE ABAHAAECET Yaca U MOXe 1a Mpeau3BUKa CUMITTOMM,

BKAIOYHTENHO CHHKOI. 3aToBa Ta3x koMOWHAIMA He ce npenopbuBa (BX. To49ka 4.4).

[Mpu npoyuBaHys 3a B3aUMOACHCTBUATA, U3BBPLIEHH APH OrpaHHyYeH Opolt 3xpaBH JOOPOBONIH, TE3H
ed)eKTH He ca chobLIeHU npu andy303UH WM TaMCyN03UH. Bee nak, € HeoOX0AUMO MOBHLIEHQ 2T
BHUMaHue, Korato raganagp#n ce ynorpedsipa rnpu MalMEHTH, IEKYBAHN C KAKBUTO U Ja €
OokepH, ocoGeHO NpH NMallMEHTH B cTapyecka Bbipact. Jleuenuero Tpsadea na 3anoyHe
MHWHHMAJIHa J03a U NPOrpecuBHO Ja Ce aaarnTHpa.




[Tpu KAUHKUYHU (apMaKOIOrHYHY NMPOYYBAHUA € H3CJIEIBAH NOTEHIHABT HA Tajanadun 1a ycHiBa
XUTIOTEH3UBHATE e)eKTH HAa AaHTUXUTIEPTEH3NBHUTE JIEKAPCTBEHH NpoAYKTH. [TpoyyBanH ca
OCHOBHUTE KJIaCOBE aHTHXHMITEPTEH3UBHHN NICKAPCTBEHU MTPOAYKTH, BKIIIOUUTENHO KanilHesy
AHTArOHUCTH (AMIIOJHNVH), KHXUOUTOpUTE HA ARTHOTEH3WH KOHBEpTHpalllMs eH3uM (ACE)
(eHamanpumn), 61OKepUTE Ha BeTa-alpeHEPrUYHUTE pelenTopy (METOMPOJTON), THAZUIHHTE THYPETHIH
(6ennpodnyazua), U 6nokepHTe Ha aHrMoTeH3WH Il peuentopuTe (pasnuyHl BUJIOBE U JIO3H,
CAMOCTOSATENHO UM B KOMOMHALIUA C THA3WIN, KaNUHWEeBUTE aHTarOHUCTH, 6eTa-010Kkepu, /WU anda-
6nokxepn). Tamanadun (10 mg ocBeH B NPOYYBAHUATA C AHTATOHHCTHTE Ha aHTHOTEH3WH ||
peHenToOpuTe U aMIOIUIINH, TPH KOUTO ¢ ipHaratda no3a ot 20 mg) HaMa KIWHHYHO 3HAYWMH
B3aUMOJIeACTBHA, ¢ KOWTO 1 Aia € OT Te3N knacoee. B Apyro KnMHNYHO QapMaKkOJIOTHYHO NPOyUYBaHe
tTaganadpun (20 mg) e U3NNTBAH B KOMOUHALIHA ¢ 110 4 KJlaca aHTUXHIIEPTEH3UBHHE NPOAYKTH. [IpH
MALUVEHTHTE, TPHEMAITH HAKOIKO aHTUXHIIEPTEH3HBHU MPOAYKTA, aMOyTaTOPHUTE MPOMEHH B
apTepHATHOTO HAATAHE H3TJIEXKAAT CBBP3aHH ChC CTENEHTA HA KOHTPOJT Ha apTEPHUANTHOTO HANATAHE.
B Ta3n Bpb3Ka, NpH NALMESHTUTE OT KIMHUYHOTO UIMUTBAHE, YHETO apTEPHATIHOTO HaNsAraHe € 6uno
no6pe KOHTPONMKHPAHO, HaMANISBAHETO ¢ 6HIT0 MHHUMAITHO HITH 110/100HO Ha TOBa, HabmoAasaHo pH
3ipaBy Xopa. [pH y9acTHUUM B IpoyYBAHETO, NNPH KOMTO apTEPHATHOTO HANAraHe Ha NMALHEHTHTE He
e GUJIO KOHTPOIHUPAHO, CTIaaHETO € OHO0 MO-roNAMO, BLIPEKHA Ye TO He € OHAO CBbpP3aHo ¢
XWINOTEH3UBHNA CUMITTOMY TIPH TIOBEUYETO OT NaLMeHTHUTe. [Ipy NauneHTH, noay4asalliy CbMbTCTRALIO
NneyeHue ¢ aHTHXUIIEPTEH3WBHMY JIEKAPCTBEHK APOAYKTH, Taganapua 20 mg Moxe Jia HHAYUHUpa
HaMaleHHe Ha apTEPHANTHOTO HamsfraHe, K0eTo (¢ W3KITYeHHe Ha anda bi1okepH —BXK. 110-Tope), €
KATO U0 MAMIKC H HE € BEPOATHO J1a € KIIWHHYHO 3HAYNMO. AHATH3XTE HA JAHHUTE OT KIIMHWYHH
npoyuBanns hasa 3 He ca NOKa3aly pa3nNkKa B HEXXENAHHTE NIEeKapCTBEHH CLOUTHS NPH NALIMEHTHTE,
npueMailtd taganagun, cb¢ Win 6e3 aHTUXUNEepTeHINBHU NEKAPCTBEHU MPOAYKTH. Bripek ToBa Ha
nayeHTHTe TpAOBRA Ja ce NaBa MOAXOAALL KIHHHYEH CHRET 3a BB3MOXHO HAMATIEHHE Ha
apTepHaATHOTO HAIATaHE, KOraTo ce NeKYBAT ¢ AHTHXUIIEPTER3UBHH JIEKAPCTBEHU NPOAYKTH.

Puoyuzyam

[TpeaxnWHAYHY MMPOYUYBAHUS MTOKA3BAT AOMBIHHTENEH €PEKT HA MOHWKABaHE HA CHCTEMHOTO KPBBHO
HansraHe, koraro PDES naxubutopu ce xoMbuHHUpAT ¢ puouuryar. B KkTHHWYHN Npoy9IBaHUd €
N0Ka3aHo, Y€ PUOLIUryat noTeHuHpa XunoteH3ansHuTe edextd Ha PDES nuxubutopure. Hima nannn
3a OnaronpugaTeH KIMHUYEH edeKT Ha KOMOMHALINATA B MpoyyBaHaTa nonynauud. EQHOBpeMeHHaTa
yriotpeba Ha prourryar ¢ PDES uHxuGuTOopH, BKIIOUHTENTHO Tajanadun € NpoTUBOTIOKa3aHa (BxK.

TOvKa 4.3).

Huxubumopu na 5-anghpa pedyxmazama

B xIMHWYHO MpOYYBaHHE, KOETO CpaBHARA Taaanaduil 5 mg, npuiarad eTHOBPEMEHHO ¢ (HUHACTEPHU/
5 mg, ¢ nnauebo mmoc puHacTepua 5 mg 3a obnekyapaHe Ha CHMIITOMUTE HA NOOpOKa4eCTBEHA
xunepnnasus #a npocratara ([1XI1) He ca yctaHOBEHN HOBH HeXelaHW peakuUun. Bsnpeky ToBa, Thil
KaTo oHUHANIHO IPOYYBaHe 3a NeKapcTBEHHW B3aUMOIcHCTRHA 3a OLCHKA Ha epeKTUTE HA Tajlanadun
¥ Ha MHXUOHUTOpHTE Ha 5-anda peaykralzata (5-ARIs) He e npoBexzaHo, Tananacpun Tpsbsa na ce
npunara BHHMAaTENHO €NHOBpEeMeHHO ¢ HHXUOUTOPU Ha S-anda pedykTasara (5-ARIs).

CYPIA2 - cybcmpamu (vanp. meogpunun)

Korato taganadgun 10 mg ce npunara ¢ TeopuIUH (HecenekTHBeH docdoanecTepaseH HHXHOUTOD)
BLB (hapMakoNOruyHoO NpoyyYBaKe, He € uMano papMakOKUHETHYHH B3auMOREHCTBHA. EANHCTBEHUAT
dapMakoHamMudeH edekT e 6un neko (3,5 yaapa/MUHYTa) yBENHYEHHE Ha ChplledHaTa YecToTa.
Brnpeku 4e To34 eeKT € BTOPOCTENEHEH U He € OUN OT KIIMHHYHO 3HAYEHHUE NIPH TOBA NMPOYUBAHE,
Toit TpaAGBa Aa Ce B3eMa NoJ BHUMAHUE MPH eIHOBPEMEHHA YIoTpe6a Ha Te3H JIeKapCTBEHH NPOLYKTH.

Emunwnecmpaduon u mepbymanun
Taganacuin e nokasarn, 4e NpeAr3BHKBA yBETHUEHUE Ha OHOHATMYHOCTTA HA ETHHWIIECTPAAKON Chel

MEPOPANHO TIPHIOXKEHHE; MOJOOHO YReTHYEHHE MOXKe J1a 6be 0HaKBaHO TPH NEPOPATTHOTO
NPUNOXKEHNHE HA TepOyTaNnNH, BbNPEKU Y€ KIMHUYHUTE NOCAEACTBUS OT TOBA ca HeonpeaeneH

Ankoxon
KoHueHTpaluuTe Ha ankoXon (CpelHa MakcUMallHa KOHLeHTpauus B KpheTa 0,08%) He
OT ¢ChBMecTHaTa ynotpeda ¢ tTananadpun (10 mg unu 20 mg). B nonwiHeHue, 3 yaca cne
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eJHOBPEMEHHOTO NPHIIOKEHHUE C ATKOXOJI HE ¢a HabMoJaBaHH IPOMEHH B KOHLIEHTPALIMUTE Ha
Tananagun. AIKOXOIBT € NPHIOKEH N0 HAYXH, YBENYaBatl MakKCHMATHO CKOpocTTa Ha abcopbuus
Ha ankoxon (CYTpHH Ha rnanHo, 6e3 fa ce nmpueMa XpaHa 1o 2 yaca ciell pUeMa Ha afkoXon).

Tananadgun (20 mg) He yBeNHYaBa CPEAHOTO HAMANTARAHE Ha KPLBHOTO HANATaHe, MpeAW3BHKaHO OT
ankoxona (0,7 g/kg unu oxono 180 ml 40% ankoxon [Boaka] npu 80-kunorpaMoB MBX), HO NPH
HAKOH XOpa MOXKe J1a ce HabJoaaBa noCTYpaJieH CBETORBPTEXK WM OpTOCTaTUYHA XHNOTOHUA. Korato
Tafgatapun ce npuaara ¢ no-Manku no3m ankoxon (0,6 g/kg), xunorteH3us He ce Habmoaga, a
CBETOBBPTEXDT Ce HabMOIaBsa ¢ 4ecToTa, [10400Ha Ha Ta3u NMPU CAMOCTOATETHOTO MTPUROKEHHE Ha
ankoxoi. EdexTsT Ha ankoxona BbPXy KOTHWTUBHATA (PYHKUHS He ce 3acuisar oT Taganadun (10

mg).

Iumoxpom P450 memabonusupa nexapcmeenu hpooyxmu
Tamanadun He Ce ouaksa Aa NPeIU3BHKBA KIMHUYHO 3HAYMMO MOTHCKAHE UM MHIOYKLUA HA
KJIMPBHCA Ha NNEKapCTBEHH NMpoaykTH, MeTabonusupanu ot CYP450 nizodopmure. IlpoyuBanuara ca

MIOTBRPANIIH, Ue Taaanadun He MHXUOWpa uin HHAYUUpa uzodopmute Ha CYP450, BriounTento
CYP3A4, CYPIAZ2, CYP2D6, CYP2EIL, CYP2C9 n CYP2CI19.

CYP2C9 - cybcmpamu (vanp., R-eapgapun)

Tapanadun (10 mg u 20 mg) HaMa KITWHHIHO 3HA4YUM edekT Bhpxy ekcnosuuugara (AUC) na S-
papdapun unu R-eapdapns (cybetpar Ha CYP2C9), HuTo 3acdara MmpoMeHUTE B IPOTPOMOKUHOBOTO
BpeMe, NpEAU3BUKAHNA OT Bap(apHH.

Ayemuncanuyunoga KuceauHa
Tananadut (10 mg 1 20 mg) He nMoTeHUNpa YBEIUYEHUETO BLB BPEMETO HA KbpBEHE, TPUUMHEHO OT
aleTUNCanuIoBa KHCENHHA. | |

IIpomusoouabemuu nexapcmaetiu npooyxmu
He ca nposexjlaiu cieUUPHUUYHH NPOYUYBAHUA 3a B3aWMOACHCTBUSA ¢ MTPOTHBOANAOETHU NeKapCTBEHH

MPOAYKTH.
4.6 @epTHINTET, (PEMEHHOCT H KhpMeEHe

TAJAJIAOUIT CTAZIA He e nokasaH 3a yrnotpeba oT XKEHH.

bBpeMeHHOCT

VIMa orpasuueHHd JaHHH 3a ynoTtpebarta Ha Tananadun npu bpeMeHHy xxeHn. IpoyusannsaTa npu
’>KHBOTHH HE NOKA3BAT NPSKO NI HEMPAKO BpeAHO Bb3AeHCTBHE BhpXY OpeMEHHOCTTA,
eMOPUOHATHOTO/DETATHOTO pPa3BUTHE, PAXKAAHETO WK MOCTHATAITHOTO pa3BUTHE (BX. ToUka 5.3).
Kato npeanasHa MApka, 3a npeanouyntade € ynorpedarta Ha TAJJAJIAGHUII CTA A no BpeMe Ha

OpeMeHHOCT Ja ce U3DsArea.

KbpMEHE

HanwuuuTte papMakogHHAMUYHHA/TOKCHKOIOTMYHI JAHHU TIPH XXWBOTHH NMOKa3BaT €KCKpeLUs Ha
Taganacdun B MIIAKOTO. He Moxe Nla ce u3kmouu puck 3a kbpMmaueto. TAJJAJTADHII CTA LA He
TpAOBa Na ce U3MOJ3Ba 0 BpEME Ha KbpMEHE.

QOepTUIHTET

HabmonaBann ca eekTH NpH KyyeTa, KOUTO MOXE Jla CoUaT YBPEeXkaHe Ha QepTUnuTeTa. [IBe
NocAeABaLUN KIIHHHYHH NIPOYUBAHHA NOKA3BAaT, Ye TO3U eeKT € MANKO BEPOATEH IPH XOpa, BbIPEKH
ge ce HaDmMOAaBa HAMAJICHHE HA KOHIIEHTPALIHATA Ha CliepMa 1IpH HAKOW Mbxe (RX. TOUka 5.1 ¥ Todka

5.3).

4.7 EdexkTH BLPXY C0COOHOCTTA 33 WIOQHPAHE H i)aﬁ{rra ¢ MALOHHAN
TAJAJIA®HIT CTATA nosnusBa npeHeGpekuMo cnocoGHOCTTA 3a 1WHogHpaHe Uy pab
MatluHH. BLIpeky, 1e npu KIWHAYHH NPOyYBaHHs YeCTOTaTa Ha ChOOLIEHHTA 34 CBETO




rpynara ¢ nnaneto u rpynara ¢ Taganahun aa e Ouna cxozHa, lauueHTUTe Tps6Ba Na ca HAsACHO 34
ToBa kak uie pearnpar Ha TAJAJIAOUI CTAJIA npeanu wodupaHe WK paboTa ¢ MalHHM,

4.8 HexelaHd J1eKAPCTBEHH PEAKLHH

PesoMe Ha npoguna Ha 6e3onacHocT

Haii-yecto chobLaBaHHTE HEXeNaHH NEeKAPCTBEHH PEakuHH MPpH NMAUMEHTH NpHEMALLH
TAJAJTADUI CTAJIA 3a nedyeHne Ha epeKTHITHA AMCPYHKUUA UnM ToOpokayecTBEHa XHUIEpIIa3ng
HA [poCTarara ca rinaBobonue, gucrencus, 6omnka B repda U MUAITHA, TPHU KOUTO YECTOTATA Ce
yBeJiMuaBa ¢ NoBulllaBake Ha ao3ata Ha TAJAJIAOWUII CTAIA. loknafBaHUTE HEXENAHH
JIEKapCTBEHHW peaklWn ca OUNH MPeXoaHH U B MOBEYETO CIYYau NEKY 10 yMepeHu. [lo-rongmaTa qacT
OT cay4YauTe Ha rinasodone, chobwananu npu npueM Ha TAJJAJIAOUITI CTAJIA BenHbx AHEBHO ca
HabmonasaHu npe3 mepsuTe 10 10 30 IHU OT 3anouBaHe Ha JIEUEHHETO.

Pe3loMe HA HEXENAHUTE PpeakliiK B TAOIHUEH BU
B Tabnuuara no-nomy ca H30poeHN HEXENTAHWTE NEKAPCTBEHH peakuyu, HabMaaBaHH OT CIIOHTaHHH

ChOOLIEHNS ¥ NTPH Malle60 KOHTPONUPAHH KIMHUYHY MpoyyBaHus (obxeawamu obuwo 7 116
nauneHTH, ekyBaud ¢ TAITAJIAQUIT CTAJIA u 3 718 nauuenTH nonydasanu nnauebo) 3a neueHue
Ha epeKTH/IHA AUCHYHKUHS HPU HYXK/A ¥ BEAHBXK JHEBHO W 3a Jle4eHue Ha N0OpoKaYeCTBEHA
XHITepIia3us Ha MPocTaTaTa BEIHBLXK JHEBHO.

KoxBeHius 3a yectoTara: MHoTo uecTH (= 1/10), vecty (=1/100 no <1/10), Hevectu (=1/1 000 no
<1/100), peaku (=1/10 000 no <1/1 000), muoro peaxu (<1/10 000) n c HEM3BECTHA YecTOTa (0T
HATWYHHUTE JaHHU HE MOXeE J1a ObJie HalpaBeHa OlIEHKA).

MHoro HectH HeuyecTH Peaku C Hew3BecTHA
YeCTH JecToTa
Hapywenus na uMynnama cucmema
Peakuuy Ha AHrvoegem *
CBPBXYYBCTBHTENTHOCT
Hapywuenus na nepgiama cucmemda
I'naBobonne 3aMasaHOCT Unucynr!
(BKITHOUHUTEITHO
XeMOparMyHm
ChOUTHS), CUHKOT,
TpaH3UTOPHH
BCXEMUYHH
NPUCTBIH,
Murpena’,
NMPUNagbLK,
TpaH3WTOpHA
aMHE3ns
Hapywenua na ouume
| 3aMbriedo Bixaane, | Hapywenue na LenTpansxa
ycelnaHus, ONMCBaHN | 3pUTENHOTO MoJie, | cepo3Ha
Kato DONKa B QYU TE OTOK Ha XOpHOPETHHOIIATHSA

KJIenayure,
XHTiepeMus Ha
KOHIOHKTHUBATA,
HeaptepuanHa
aHTEPUOPHA
HCXEMUYHA OYHA
HeBpONaTHs
(NAION)?,
3anyliBaHe Ha
CBJIOBETE HA
peTHHaTa’

Hapvuienus na yxomo u rabupurma




| TunuTyC BHesanHa rmyxora
Cuvpoeunu Hapyerus
Taxnkapand, MuokapaeH
[TannuTamuu HHpapKT,
HecTabunna
cTEHOKapAusa?,
Kamepha
APUTMUSA
Cv008u HapyuieHi
3ayepBaBaHe XUTTOTOHUA °,
| X UNepTOHHSA
Pecnupamopru, 2peORu U MEOUACURATHU HAPY e
Hazanna Jncnnes
KOHIeCTHA Enucrakcuc
CmoMauiHo-4pesHU HApYyuie U
Hucnencus KopemHa 60Jtka,
IloBpbinaHe, rajeHe,
["acTpoesodareanta
pednykcHa Honect

Hapywenua na koxcama u nookoxicHama meKan

obpun - YpTukapns,
CHHOPOM Ha
Stevens-Johnson?,
ekcoIHaTHBEH
JAepMaTHT?
XUITEPXHAPO3a
(MoTeHe)
Hapywenua Ha MyCKyTHO-CKeReMHAMa cucmema, CbeOUHUMeNHama movkan u
Kocmume
bonka B rupda,
MHUAITHSA, OONKa
B KpaHHHK
Hapywenus na bvbpeyume u nuxounume nomuya
| XEMaTypHus
Hapywenusa na 6b3npousgodumennama cucmema u 2xpoama
Y abpmKeHa epekyus Tlpuanuibm
KpbBOH3INUB B
NneHuca,
XeMaTocHepMHus
Obuu HapyuwteHua U ehexmu Ha MACMOMO RA NPUNOINCEHUE
I'pbana 6onka' OToK Ha THLETO?,
[lepngepeH oTOK BresanHa
Ymopa chplieuHa cMBpT '

(1) INMoeeyeTo OT NAUHEHTHTE UMAT MpEeALUSCTBALLM ChPACHHO-CHIOBH PUCKOBH (haKTOPH (BX. TOYKA
4.4},

(2) Cro01maBany MpH MOCTMAPKETUHTOBOTO HAOMIOACHUE HEXKETaH! PEAKLIHH, KOUTO HE ca
HaOJIoRaBaHH NpU nnauebo KOHTPONUPAHH KIUHWYHH TIPOYUBAHKS

(3) To-yecTO NOKNAABAaHA, KOrato Taganadun ce npunara npy MauueHT, KOUTO BeYe NONy4yasar
AHTUXUTIEPTEHIWBHH JICKAPCTREHH TIPOAYKTH.

OnucaHne Ha W3bpaHy HeXxeNaHH peakL Uy
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HesnauyuTenHo no-ronsMa dectoTta Ha oTiioHeHns B EKI, npean Bcuuko cHHycoBa Opaankapans, ca
NOKNaABaHW NpH MAUHEHTH, NTeKyBaHH ¢ Tananadun eAuH NbT AHEBHO B CpaBHEHHE ¢ niauebo.
lMoseueTo OT Te3u otisioHeHHs B EKI™ He ca cBbp3aHH ¢ HexeNnaHHuTe NeKapCTBCHH peakiUy.

Jlpyry criettanHu nomyialum

JlaHHuTe NpY NaUMEHTH Ha Bb3pacT Hal 65 rodWHHU, KOWTO NpueMaT Taganagui B KIMHHYHU
MpOYy4YBaHWUA MK 33 ICYEHHUE HA epeKTUITHA AUCPYHKLHA, WA 3a JIeHeHNe Ha 100pokayecTBeHa
XUTIEpJTa3ud Ha NMPOCTATaTa ¢a orpaHuyeHu. B KIWHUYHYW Mpoy4Banus ¢ Taganadun 5 mg, npuemasd
BeHWK JHEBHO 3a JieueHHe Ha JoOpokadecTBEHA XUNepraa3ns Ha MpocTaTara, 3aMasHOCT U TUapuA
ca chobliaBaHu no-yecTo NpyU NaUUEeHTH HAJ 75-rogMuiHa Bh3pacr.

CroblilaRaHe Ha MOJO3UPAHU HEeXEIaAHW PeaKkiUuu
CvofuasaneTo Ha MOJO3UPAHM HeXellaHW peakUUWH ciel pa3peliaBaHe 3a yrnotpeba Ha JeKkapcTBeHHA

MPOAYKT € BaXkHO. TOBa NMO3BOAsIRA J1a MPOALIXKH HabnOJeHNETO Ha CLOTHOLLIEHUETO M0713a/pUCK 34
eKapcTBEHUA MPOAYKT. OT METUUHHCKUTE CIIELIMAIUCTH CE U3KMCKBA J1a ChoOLaBarT Besika
MOA03UpaHa HeXeNaHa peaKlua 9pes:

H3nbLaAHHTEIHA areHUHs 1o JJEeKapCcTBaTa
yn. ,,Jlamsax ['pyer™ No 8

1303 Codus

Ten.: +359 2 8903417

yebcaiiT: www.bda.bg

4.9 IlpeaposupaHe

TIpu 31pasu J0OPOBOIILH ca AaBaHW €AMHUYHY 103K J0 S00 mg, a Ha NaLMeHTH ca TpUiaraHu
MHOroKpaTHH gHeBHHU Ao3u 1o 100 mg. Hexxenannte chOnTHA ca Uy nooOHU Ha OHE3N,
HabmroJaBaHN TIPH O-HUCKH J03W. B cnyyanTe Ha mpeno3npaHe, ako ce Hanara, TpabBa Ja ce
npeAnpreMarT CTaHJAPTHUTE NOAThPXKAIKM MEpKH. XeM0UaTn3aTa He3HAYWTEJTHO crioMara 3a
EMTMMHUHUPAHETO Ha Tajanadu.

5. @OAPMAKOJIOT'HUHU CBOUCTBA

5.1 dapmMakoAHHAMHYHM CBOIHCTBA

MdapmMakoTepaneBTHYHA IPyTia: YPONOTUYHH CpeACTBa, IKapCTBEHH MPOAYKTH, MpWIaraHu npu
epextuina gucpyukuus ATC kon: GO4BEOS.

MexaHU3bLM Ha NeHCTBHE

Tananadun e cenekTUBeH, 00paTHM HHXHOUTOP HA UIMKIHYHNAA I'YaHo3uH MoHodocdaT (Ul Md) -
crieynduuna dochonuecrepaza Tun 5 (PDES). KoraTto cekcyanHOTO cTMynypaHe npean3Buka
NOKanHO ocBOOOXKAaBaHe Ha a30TeH OKCHA, MHXHOKUpaHeTo Ha PDES ot taganadgun npenn3Bukea
noeulIeHW HHWRa Ha 1l M@ B kaBepHO3HUTE Tena. Tora BOOU A0 penakcaldsd Ha rmaakara
MYCKYJaTypa U NPHUTOK Ha KpbB B ThbKaHUTE Ha NeHHca, BOACLIO Aa epeKkuus. [aganadun e
HeedeKTUBEH MPH JIUICA HAa CEKCYAlTHA CTUMYNALIMA.

DapMakogHHAMHYHHU €PEKTH
[MpoyuyBanusATa in vitro ca nokasaiu, 4e vaganadua ¢ cenektired unxuburtop Ha PDES. PDES e

eH3UM, KOHTO ce OTKpMBA B rfajikaTa MyCKynaTypa Ha KaBepHO3HOTO TANO, CbA0BaTa ¥ BUCLIEpaNHa

rnajika MyCKynarypa, CKeJIIETHHTE MyCKYH, TpoMBouuTHTe, Ob0OpenuTe, Oenua gpod, u Mankus

M03BK. JleficTBHEeTO Ha Tafanadgun ¢ no-cunHo BepXy PDES, oTkonkoTO BHpXY ApyrH.

docdonnectepasu. Taganacun e > 10 000 nxTH no-MoueH 3a PDES, oTkonkoTo mo oTHOLIEH a EH{U,;T:-..J |
PDEI1, PDE2 u PDE4 - eH31MMH, KOUTO ce OTKPUBAT B CbPLETO, MO3bKa, KPBBOHOCHUTE ChJ {,5\ e 7 N
yepHus Apob n apyrn oprany. Tananadgun e 210 000 nbTH no-MouleH 0o OTHOLICHUE Ha P i
OTKOJKOTO No oTHOWEHNe Ka PDE3 — en3uM, HaMupall ce B CbpUETO U KPBBOHOCHHUTE CB
cenekTUBHOCT KbM PDES, cpasHena cbe cenexktuBHOCTTa kbM PDE3 € Baxkna, 3auioto PD
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y4dacTBall B MEXaHH3IMa Ha ChpJCHHHTE chkpalleHus. B ronbnHenue, Taganaus € npHOIU3UTEIIHO
700-mbTH No-MolleH no otHolenHe Ha PDES, otkonkoto cnpsamo PDE6 - en3uM koliTo ce HaMHpa B
peTHHATa U € OTrOBOPeH 3a poToTpancaykuusaTa. Taganagpun e coito 2 10 000 mbTH no-MolneH no
otHowenue Ha PDES, oTkonkoTo no otHowernye Ha PDE7, no PDEIQ.

Kiannuina edukacHocT U §e30nacHoCT

Tp# KIMHUYHYU NPOYUBaHHUA ca NpoReAcHHU ¢ 1054 mauyneHTH B JOMAIUHK YCIIOBHS 32 CNpeNeNsHe Ha
MPOIBKHTENIHOCT Ha OTrOBOpa KbM Taganadun. Taganadun e moxasain CTaTHCTHYECKH 3HAYUMO
nogobpeHue B epeKTUNIHATA (PYHKLMA U CIIOCOOHOCTTA ja C€ U3BhpIIM YCIELIEH [TON0B akT Ao 36 yaca
clie]] mpHeMa Ha 103aTa, KaKTo H B COCOOHOCTTA HA MALIMEHTHTE 2 NOJIyHaT U NOAABPKAT €PEKLUH
3a yCIelleH MOJIOB aKT B CpaBHEHHE ¢ Nuauedo oule Ha 16-ta MUHYTA cliel MpHeMa Ha Jo3arta.

Tananadun, NIPUIOKEH Ha 3MpaBH NHila, MPeJIH3BUKBA HE3HAYHMA palIiKa B CPaBHEHWE ¢ niauebo B
CUCTOJIHOTO W JUACTONIHOTO KPLBHO HanAraHe B JIErHaNo nonoxeHue (cpelHo MakCHMallHO
namanenwe ot 1,6/0,8 mm Hg, CLOTBETHO), B CHCTOTHOTO M AHACTOMHOTO KPBBHO HANSATAHE B
W3NpaBEHO MONMKeHNe (CpelHO MakcuManHo HaManleHue ot 0,2/4,6 mm Hg croTBeTHO) U HAMa
3HAYAMA MPOMSIHA B CLPICUHATA YECTOTA.

[pu npoyuBaHe 3a oueHKa Ha edekTUTe Ha Taganaun BbpXy 3pEHNETO HE €A OTUETEHH HUKAKBH
HAPYLICHHS B pa3lOo3HaBAHETO Ha LBETOBETE (CUHBLO/3ENEHO) MOCPEACTBOM H3ITOI3BAHE HA TECTA
Farnsworth-Munsell 100-hue. To3u pe3ayntar kopecnIOHAMpa ¢ HUCKHS AQUHHTET HA Taganaguil KbM
PDESG, B cpasHeHHe ¢ PDES. BnB BCHUKH KIHHNYHYA TIPOYYBaHHUS CHOOWEHHUATA 32 IPOMEHH B
IIBETHOTO BHAaHe ca pelkH (<0,1%).

[poBeneHu ca TpU NPOYYBaHUA NIPH MbXKE 3a OLEHKA HA TIOTEHLHAITHHS e(EKT BLPXY
cnepmaroreresata Ra TAJJAJIAOUII CTAIA 10 mg (eano 6-MeceuHo npoyusaHe) B 20 mg (eaHo 6-
MECEUHO ¥ €AHO 9-MeceuHO MpoydYBaHe), Tpuyiarad exXxeqHEeBHO, B IBe OT TE3M NpoyYBaHud €
HAOTIOAABAaHO TIOHIKEHUE HA KOJIWYECTBOTO M KOHLUEHTPALUMATA Ha CliepMaTa, CBBP3aHo C Je4eHUETO
¢ Taganaduni ¢ Manka BepOATHOCT 3a KJIMHUYHA 3HAUUMOCT. Te3n edexTh He ca OMNTH CBBP3aHU ¢
MpOMEHU B APYTH NapaMeTpH, Kato NOABHXHOCT, Mopdonorus u FSH.

Tananadui B o3 ot 2 1o 100 mg e u3cnensax B 16 KIMHUYHU NPOYYBAHHS, BIJFO9BALLM 3230
NamueHTH, BKIIOYHTENHO NALHEHTH ¢ epeKTHIIHA THCHYHKLMA OT paliHiyHa TeXeCT {Jieka, YMEPEHa,
TexXKa), ETUONOTNA, Bb3pacT (Mexay 21-86 roauHun) ¥ pacoBa npuHannexHocT. [loBeyeTo nanueHT!
ca CHOOLIMIH 32 MPOTLDKUTENHOCT Ha epeKTHIHATA ANChYHKUMSA OT NMoHe 1 roauHa. Ilpu
bpPBOHAYATHHTE MPOYYBaHHSA 33 ePpukacHOCT, 81% oT nauueHTHTE ca JOKJIafBalH, ue Taanadun e
MOAOOPHUN TAXHATA epexlus, B cpaBHeHHe ¢ 35% npy nnanedo. Cobllo Taka, MaLMEHTHTE ¢ EpeKTUIIHA
NUCYHKIMA C BCHYKH CTENesH Ha TeXecT ca ChobLunny 3a nofodpsaBaHe Ha epekLUATa IPU NMPHEM
Ha Taganadun (86%, 83% u 72% cwoTBeHO 3a neka, yMepeHa u Texka ciipamo 45%, 42% u 19% npu
rnane6o). TIpy mbpBOHaYanHyTE NpoyYBaHUS 33 eprKkacHOCT 75% OT ONUTHTE 3a MOJIOB akT ¢a OuiIH

ycrneulHi, B cpaBHeHHUeE ¢ 32% npu nnaebdo.

IMpu eqso 12-ceqMUyHO NpoyuBaHe, nposeneHo npy 186 nauuenTtu (142 Taganadui, 44 nnauebo) ¢
epekTUNHA AUCGYHKIHSA, BTOPUYHO HA YBPEXKAAHE HA TPHLOHAUYHNA MO3BK, Taganadui 3HaYHMO
noaobpsaBa epekTHAHATA PYHKLUHMA, KOETO ROAU A0 CPEAHA HECTOTA Ha YCTIEHIHHATE ONHTH 3a UHAUBHA,
Npy NalMeHTHTE, TpeTHpanu ¢ Taganadun 10 wnu 20 mg (reBKaBa Jo3a NpH TOUCKBaHe) 48% B
cpaBHenwue ¢ 1 7% npn nnauebo.

[MeanaTpuyHa NONyAaLNS
[pn negpaTpuyHU NauudeHTu ¢ MyckynHa auctpodna Tun Hwowen (M), e nposeaeHo eaxo
npoyyBaHe, R KOETO He ca HabmogaBann JanHu 3a egukacHocT. I1pu 331 MoM4era Ha Bb3pacT 7-14
roauHu ¢ MIJ, Ha KOWTO ce Npu/iara ¢JHOBPEMEHHO JIeHEHNE ¢ KOPTHKOCTEPOUIH, € TIPOBEACHO
paH0MU3HpPaHo, JBORHOCAANO, NAauebo-KOHTPONUpaHo, napaienio NpoyyraHe ¢ 3 paMeHa ¢

paHIoOMH3HpaHu aa nmomydaeat tajanadui 0,3 mg/kg, rananapun 0,6 mg/kg nn nnaued
Tananadun He nokasea eQPUKACHOCT Mo OTHoLIEHHKE 3abaBdHe Ha BIOLIABAHETO Ha CIOC
CAMOCTOATENIHO XOJIEHE, N3MEPEHO C NOMOLIITA Ha MbPBHYHATA KpaliHa TovKa - 6-MUHYT
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xojieHe (6 minute walk distance, 6SMWD): cpeiHa npoMaHa Ha Hali-MankuTe kBaapaTH (least squares,
LS) B Tecta 6MWD ua 48-ta ceamuua e -51,0 MeTpa (m) B rpynara, nonyuyasatua nnauebo, s
cpaBHeHHeE ¢ -64,7 m B rpynara, nonyuasaiwia taganadun 0,3 mg/kg (p = 0,307), u -59,1 m 8 rpynara,
nmonyuapaiia Taganapun 0,6 mg/kg (p = 0,538). OcBeH T0OBa, IUNCBAT JAHHH 32 eUKACHOCT OT
BCHYKH BTOPHYHH aHAMM3H, HATTPABEHH B TOBA Mpoydyeate. ObWKTE pe3ynTary 3a 6€30MacHOCT OT
TOBRA NMPOYYBAHE KATO LAJIO ¢a B CBOTBETCTBUE C W3BECTHUSA NpoGu Ha He30nacHOCT Ha Taganapun u
¢ Hexxenanute cbOuTua (HC), ouaksanu B neawarpuuHara nonynauus ¢ ML, nonyyasatna
KOPTUKOCTEPOHIH.

EBponeiickaTa areHUMs 110 IEKapCTBaTa 0CBOO0M(AaBa OT 3aABINKEHHETO 3a NMPEOCTABAHE Ha
pe3yJITATHTE OT NPOYUBaHHS BbB BCUYKK NOArPYTH Ha NeIUaTpUUHATa MONMYNAlHs 3a NeUCHHE Ha
epexTHIHATA AUCPyHKUNA. Brkre Touka 4.2 3a MH(POPMALIKA OTHOCHO yroTpeba B neMaTpHuaTa.

3.2 @PapMakoKHHETHYHH CBOHCTBA

Abcopbig
Tananadgwmn ce abcopbupa necHo cref MepopallHO NMPHITOXKEHUE K HabmogaBaHuTe CpeIHH

MaKCUMATHH TUTa3MeHH KOHIEHTPAUHH (Cmax) €€ MMOCTHIAT 3a CPeIHO BpPEeMeE OT 2 Yaca clej
npunoxeHneTo. A6ComoTHaTa GNOHANMYHOCT Ha Tafanadun ciell NepopanHo NPUIIOKEHHE He € bnna
onpeneneHa.

CKOpOCTTa U CTeNeHTa Ha abcopOiusg Ha Taganadun He ce TIOBINABAT OT XpaHa, Taka 4e Tajanapun
MOXe ZIa ce TipHeMa He3aBHCHMO OT XpaHeHeTo. BpeMeTo Ha npueM Ha fo3ata (CyTpHH CIIpIMO BEYep)
HAMA KJIWHWYHO 3HaYUMH edeKTH BhpXY CKOPOCTTa U cTeneHTa Ha abcopOuni.

PaznpenencHue

CpeaunaTt o6eM Ha pasnpeaeNieHue Ha Taganadun e npubnusuTenHo 63 |, koeTo nokasea ye
Tajganadui ce pasnpeaens B Thkauute. [Ipy TepaneBTU4HH KOHUEHTpauuu, 94% ot Tananapun 8
MjasMaTa ce CBbP3Ba C NPOTeHHHUTE. CBBP3IBAHETO ¢ MPOTEHHUTE HE Ce 3acAra NpH HapylIeHa
OBOpeuHa GyHKUMA.

INo-manxo ot 0,0005% oT npuerara 103a c€ NOABABA B CriepMara Ha 34pasi HHIUBUIH.

buoTpaHchopMallis

Tananadwun ce Metabonuanpa npeAUMHO nocpeacTsoM uutoxpom P450 (CYP) 3A4 usodopmara.
OCHOBHHUSAT LHUPKYIHpALL MeTaboTUT € MeTHIKaTeXo rrokoponna. Toau Metabonut € mone 13000
MBTH No-cnabo aKTUBEH OT Tananadun no oTHowexnue Ha PDES. Cnenoeatenso, He ce 04aKBa fa e
KJWHWUYHO aKTHBeH npy HabmoaaBaHUTe KOHLUEHTpaLKWH Ha MeTabonuTa.

EnuMuHUpaHe

CpenHusaT nepopaneH KIMpLHC Ha Taganadnn e 2,5 l/uac, a cpeAHUAT nonyxuBoT € 17,5 yaca npn
3ApaBu HHOIUBHIH.

Tanamadun ce ekcKpeTHpa MPeIUMHO KaTO HEAKTUBHH METa0ONUTH, OCHOBHO C (PEKATHHTE
(npubnuautenno 61% OT f03aTa) U B No-MaNKa cTeneH ¢ ypuHara (npubausurento 36% ot go3ara).

JIuneitHocT/HeIMHEHHOCT

dapMakoKkHHeTHKATa Ha Taganadun npu 3ApaBy WHIWBHIH € TUHEWHA 110 OTHOLIEHIE HA BPEMETO H
no3ata. [Tpu no3u Hag 2,5 no 20 mg ekcnosnuuata (AUC) ce yBennuasa nponopiLHOHaNHo ¢ Jo3aTa.
CTaiOHApHOTO CHCTOSSHYE HA NIA3MEHUTE KOHLEHTPAIHU C€ NMOCTUTAT 3a 5 IHH TIPH A03HpaHe
BEOHBX THEBHO. |

(dapMakOKHHETHKATA, ONpeiesieHa C NOMYyTaLMOHHMS NMOAX0] TIPH TTALIUEHTH ¢ EpEKTHITHA
AUCPYHKLNSA € ofo0Ha Ha (papMaKOKMHETHKATA NPU MHIWBUAM 0€3 epEKTUIHA TUCHYHKLIMS.

CrneunanaHy Nomnyaauuu

Hayuenmu 6 cmapuecka ev3ipacm
3apaBH NMalMEHTU B cTapyecka Bb3pacT (65 roguHH WIN No-Bb3PacTHH), UMAT NO-HUACHK
KIMpBHC Ha Tagatadui, sofewo 10 25% no-sucoka ekcrosulinsg (AUC) B cpaBHeHHe
WHIHWBHIH Ha Bb3pacT oT 19 1o 45 rognHn. To3u edekT Ha Bh3pacTTa HE € KITHHHUYHO
Jlasa OCHOBAHUE 3a [IPOMAHA Ha J03aTa.
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Bvbpeuna neoocmamuunocm

[Tpu xnMHKUYHK dapMaKONOrHYHU NPOYYBaHUA C eJHOKpaTHa Jo3a Taganagun (5 ao 20 mg),
exkcrospnuaTa Ha Taganadpun (AUC) e npubnn3uTeTHO yABOEHA TPH HHAWBUIH C jieKa (KpeaTHHHHOB
kKMpBHE 51 10 80 ml/min) win ymepena (kpeaTuHuHOR KUpBHC 31 go 50 mi/min) 666peyHa
HEAOCTATBEYHOCT M NPH HHINUBKHAHM ¢ KpaeH cranuii Ha 6b0peuHo 3abondasane Ha quanusa. [lpu
nagueHTH Ha XxeMoauanu3a Cuax € 41% no-BHCOKO OT HaONKAABAHOTO NPH 3APaBH Xopa.
XeMoauanusaTa He3HAYUTENTHO CrioMara 3a eTMMHHUPAHETO Ha Tafanadui.

Yeprodpobua Heoocmamuvynocm ’

Excnozummsata Ha tananadpun (AUC) npy HHANBUIU C JTeKa 10 yMepeHa YepHoApobHa
HegoctarbyHOCT (Child-Pugh kimac A u B) e cpaBHWMA ¢ eKcTo3HLMATA TIPH 3ApaBH WHIUBHIN,
KOraro ce npunara gosa ot 10 mg. UMa orpaHuueHy KIMHWYHH JaHHK 3a O€30MacHOCTTa Ha
Taganadun NpH NabUMeHTu ¢ Texka YepHoapobHa nHepocTarbyHocT (Child-Pugh knac C). He ca
HATHYHHY JaHHH 3a NTPUIoKEHHE Ha J03W Tafanaul eSHH IMhT AHEBHO NpPH MAIMEHTH ¢ YepHOApoOHa
HEJOCTATEYHOCT. AKO Taganadui ce mpeAMHcBa eIWH IBT JHEBHO, TO TpsAbBa Aa HarpasH
BHUMATEIHA UHIUBHAYANHA ITpelneHKa Ha OTHOUWEeHHETO MOoJ13a/pUCK OT NpeanivcBalums ro jekap.

Iayuenmu c ouabem
Excriosuumsata Ha taganadpun (AUC) npn nauuenTH ¢ guabet e 6una npubnusurento 19% no-Hucka,

oTKONKoTO cToiHocTuTe Ha AUC 3a 3apaBy HHIANBUIU. Ta3n paszniuka B €KCITO3ULMATa HE JaBa
OCHOBaHHUE 3a MPOMAHA HA fo3ara.

5.3 IlpeaxauHuYHH JaHHH 32 6€30MACHOCT

HexnuHnuHKUTE JaHHH HE TTOKa3BaT 0cobeH puck 3a xopaTa Ha 0a3a Ha KOHBEHLIMOHAITHUTE
dbapMaKoNOrMyHY U3MHTBAHNA 3a 6e30MacHOCT, TOKCHYHOCT NMPU MHOTOKPATHO MPpHUJTAraHe,
FEeHOTOKCHYHOCT, KAPLHHOTEHEH TNOTEHIIUAN ¥ PEMTPOAYKTUBHA TOKCHYHOCT.

HsMa gokasaTencTsa 3a TepaToreHHOCT, eMOPUOTOKCHYHOCT WK (PETOTOKCUYHOCT TIPH TTBXOBE HIH
MULIKHU, KouTo ca nonyyunn ao 1 000 mg/kg/nHeBHo Taganagun. [1pu npoyuyBane 3a NpeHaTaiHoO U
MOCTHATATHOTO pa3BHTHE TPH TLTBXOBE, 103aTa, MPH KOATO He € HabmoHaaBaH edekt € ouna 30
mg/kg/nHenro. [1pu 6pemenet mrsx AUC 3a u3vncieHoTo CBODOAHO TEKAPCTBO TIPH Ta3| 1034 €
npubnusutenso 18 muTH yoseurkara AUC npu no3a 20 mg.

Hsama yBpexnaHe Ha GepTUIHOCTTA NPU MBXKKU U KEHCKH MIbXxoBe. [1pyn Ky4eTa, Ha KOWTO €
npunaral Tafganadgun exgaHesHo 32 6 10 12 Meceua npy o3 25 mg/kg/nHeBHO (BOAEILO A0 NOHE
TPUKPATHO [MO-BACOKA eKCo3uLiMs [Mexay 3,7 — 18,6] oT HabmoJaBaHaTa NpH XOpa, Ha KOHTO €
IaBaHa equHWYHA no3a oT 20 mg) v noBeue € UMalo PErPECHs Ha EMUATENNA Ha CEMEHHUTE KaHANUETA,
KOETO € JOBeJIo 10 HaMaNeHHe Ha CiepMaToreHesarta Ha HAKOW kydyeTta. Buxre ¢biuo Touka 5.1.

6. ®APMAIIEBTUYHH JAHHH

6.1 CnuchbK Ha NOMOIIHUTE Bell[eCTRA

slapo Ha TabneTKara
JlakTo3a, 6e3BOHA

KpockapMenosa HaTpUil
Hatpuer naypuncyndgar
XHUAPOKCUTIPOITHITLIENY./103a
[Tonucopbat 80

Marue3uen creapar
Llenynoza, MUKpOKpHCTANIHA

DUIMOBO IOKPHTHE
Xunpomenosa 2910 (E464)

JlakTo3a MOHOXHApAT
Twutanos quokcua (E171)
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TpuaneTuH

Tank (E553b)

(et xkenesen okcng (E172)
6.2 HecrBMECTUMOCTH
HenpuioxHMO.

6.3 Cpoxk Ha rogHocT

2 TrOOMHHU.
Cpok Ha rOJHOCT Cnel pa3fensHe Ha tabieTkara: 4 CeAMULH.

6.4 CrHelMAIHH YCJIOBHS HA ChXpAHEHHE

To3H nekapcTBeH NPOAYKT HE H3UCKBA CNELIMATHH TEMITEPATYPHH YCIIOBUA HA CLXpaHEHHME.
Jla ce ¢bXpaHABa B OPUrMHAJIHATA OTIAKOBKA, 34 Aa ce Mpeamnasu oT Bnara.

6.5 BHAH chAbpPXkAHME HA ONAKOBKATA
Bauctepu ot PVC/PCTFE/PVC/AI dponuo.

TAJAJTAOWUIT CTAIOA 10 mg;
OnaxoBky 0T 4 puMHpaHH TabNETKHU.

TAJAJTTAOWUII CTAA 20 mg:
OnakoskH oT 4, 8, 12, 24, 36 u 48 dunmupanu TabneTku.

He BcHuKH BHAOBE OMAKOBKM MOTAT Ja OBAaT MyCHATH Ha rnasapa.
6.6 CrneuHaJBH OpeANa3HH MEPKH IPH H3XBbPJIAAHE H paboTa

HsaMa creliyanHyg H3UCKBAHHA.

7. IIPUTEXATEJLI HA PASPEHIEHHETO 3A YHOTPEBA

STADA Arzneimittel AG
Stadastrasse 2-18
61118 Bad Vilbel

['epmaHus

8. HOMEP(A) HA PASPEIHIEHHETO 3A YIIOTPEBA

Peructpaimoner Ne: TAJJAJIAOHUI CTAJIA 10 mg: 20210033
PeructpanuoneH Ne: TAZTAJTTAOUIT CTAJIA 20 mg: 20210034

9. NATA HA TBPBO PASPEHIABAHE/IIOAHOBABAHE HA PAPEIIEHHETO 3A
YIIOTPEBA

Itata Ha mppeo paspeinapane: 05.02.2021
Hata Ha nmocneAHo NOAHOBABAHE:

10. JATA HA AKTYAJIMZUPAHE HA TEKCTA
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