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TAJATIADHIN CTAIA 10mg $rwiMupanu TabneTku : IR Ao
TAIAJIAOWI CTAJIA 20 mg drMupann Tabnerku

TADALAFIL STADA 10 mg film-coated tablets
TADALAFIL STADA 20 mg film-coated tablets

2. KAYECTBEH H KOJIHYECTBEH CHLCTARB

TAJAJIAGHI CTAJIA 10 mg: Besxa thrMHpana Tabnetka chabpika 10 mg Taxanadun (tadalafil).
TAJIATIA®HIT CTAJIA 20 mg: Besika ¢umHpana Tabnerka cohabpka 20 mg Tananadun (tadalafil).

IlomommHo BeIecTrO ¢ W3BECTHO AchcTBHE;

TAJATIA®WI CTAIA 10 mg: Beska (uMHpana TabneTka chaspxka 114,600 mg Hessonna
nakrosa H 1,680 mg nakrosa MmonoXxuaparT.

TAJAJTADHII CTAJTA 20 mg: Beska dunmupana tabnerka chaspia 229,20 mg 6espona nakrosa
# 3,360 mg naxTo3a MOHOXHApAT 32 ITH/IHKA CIIHCHK Ha OMOIIHHTE BElSCTBA BEDKTE TOYKa 6. 1.

3. JIEKAPCTBEHA ®OPMA
dunMupaHa Tabnerxa.

TAJAJIA®HII CTAJTA 10 mg: xpiTw, KPBITH, NBOHHOMIMBEKHANH GHIMHpaHH TableTkd ¢
AMAMETED OKOJIO 8 mm M JeNUTeENHA YepTa OT efHaTa cTpaHa. Taberkara Moxe a Ge pa3neneHa
Ha B¢ PAEHH JO3H.

TAJATIA®UI CTAZIA 20 mg: sxeiTH, KpPBITH, ABORHOMIMEKHANY DrNIMupann TabneTky ¢
AMAMETEP 0K010 10 mm | Je/MTeNHN YepTH Ha KPBCT OT ABETE crpans. Tabnerxurre Morar ga 6naar
Pa3fieNieHd Ha YETHPH PABHM JI03H.

4. K/MHWYHHA JAHHHA
4.1 TepanepTH9HE nokazanAS

Jleverne Ha ePEKTHIIHA AMCHYHKIMA TIPH BE3PACTHH MBXE,
3a na 6bpe edexTHBEH Tananaduy ce H3HCKBA CeKCyallHa CTHMYNAl(HA.

TATAJIAOHI CTAJIA e € nokasaH 3a yrnorpeba oT xeHu.

4.2 [l03upoBKA H RAYHE HA NPHIOKeHHE

ﬂoaupgmca

Buspacmuu mvorce
IIpenopwusanara noza e 10 mg, NPHETA MIPEAH 04AaKBAHATA CEKCYAIHA AKTHBHOCT,
Tipn Te3n naunenT, mpu kouro Tananadun 10 mg He Boau mo noaxoasm eexT,
20 mg. Ta3su go3a Mosxke aa Geae npreTa noHe 30 MHHYTH NpeaH cexkcyaiHa

Maxkcumannara HYCCTOTa Ha NPHEM € BEOHBK JHEBHO.



TATAJTIA®WN CTAJIA 10 u 20 mg e npeaHasnayen 3a ynotpe6a npeny ovakpaHa cekcyanHa
AKTUBHOCT H He C& NPENophaBa 3a NPOADKHTENHA ©XENHEBHA YTIOTpeba.

TIpn namMenTH, KOHTO NPEABMKIAT YecTa ynotpeba #a TAJAJIAOHI CTAIA (Hanp., nose npa
OBTH CCIMUMHO), MOMKE Aa & OOMHCIH KATO NOIXOIAII PEXHM eAHOKPATEH JHEBECH NPHEM HA Haii-
HHCKHTE nozH TAJTAJIA®HII CTAJTA, BB3 0CHOBa Ha m0opa Ha NAUMEHTA M PELIEHHETO Ha Jexaps.

Tipn Te3n naupenTH Npenopbusanata o3a e 5 mg, [pHETA BEANBAK JHCBHO NPHONMH3HTENHO B €1HO H
CBILO BpeMe Ha fiena. JlozaTa MOxKe /1a ce HAMANH JI0 2,5 Mg eHOKPATHO AHEBHO Ha 633aTa Ha
UHZHBHIYa/IHAT2 IOHOCHMOCT.

HenecrobpasHocTra Ha mpoawDKMTENHATA eXeIHEBHA ynotpeba TpaGBa NepHOmHYHO Ja ce
TIpeolieHABa.

Crienmanuy nonynanuu

Muvowce 6 cmapuecka ev3pacm
IIpu MBXe B cTapuyecka BB3PACT HE Ce M3UCKBA ananTHpaHe Ha A03aTa.

Muvoce ¢ 6vbpeuno yepexcoane

He ce nanara namanspane na nozara TIpH TIALMEHTH C TIeKo A0 yMepeHo OROpedHO yBpekaane. 3a
NanMeHTH ¢ TexKo 6E6peuHo yBpekaaHe MAKCHMaIHATA npenopeyBaHa ao3a € 10 mg. [Ipu naients
¢ Texko 6u0peuno yspexnane gosupaneTo Ha Tazanapun eHH T JHEBHO He Ce Mpenopbypa (BK.
To4ka 4.4 H Touka 5.2).

Mhrorce ¢ ueprodpobro yepexcoane

IIpenoprusanata noza TAJATIAGUI CTAJIA ¢ 10 mg, npueTa npean ovYaKeana cexcyarHa
AKTHBHOCT H Ge3 Bpb3Ka ¢ XpaHereTo, FiMa orpaHudeHH KIHHMYHH TaHHH 3a GE30NacHOCTTa HA
TAJIAJTA®WT CTAJTA 1IpH naumeHTH ¢ TexKa 4epHoapobHa Henoctarbunoct (Child-Pugh knac C);
ako c¢ NMPeANICEa, TO NPEMTHCBALIKAT JJeKap TpA6Ba fa HANPABH BHHMATE/THA HHIHBHIYANHA
TipelieHKa Ha CLOTHOMEHHMETO noNsa/puck. HAMa HATHYRYN JaHHH OTHOCHO IIPHIICKEHHETO HA JO3H
No-BHCOKH oT 10 mg Tafanadun Ha MaLMEHTH ¢ YeprOAPOGHO YBpekaHe. Jlo3HpaHeTo euH BT
AHEBHO HC € OLICHABAHO NPH NMALHEHTH ¢ YEPHOAPOGHA HEIOCTATEIHOCT, CEAOBATENHO, AKO CE
TNpEAMCER, TO NPEAMHCBAILHAAT IO Jiekap TPs6Ba 1a HANpaBH BHHMATe/THA MHAMBH/YATHA [IPEIICHKA
Ha OTHOLICHHETO MoJ3a/PHCK. (BX. Touka 4.4 ¥ TouKa 5.2).

Muvarce ¢ ouabem
IIpu mMBxe ¢ nuaber He ce M3HCKBa npoMsHA B 03aTa.

Tieduampuvna nonyrayua:
Hama croTBeTHO MpHIoKkenue Ha TA JAJIAGHI CTAJIA B neauMaTpuHaTa MOMYALHA OTHOCHO
IEIEHHETO Ha €PEKTHITHA THCPYHKIHA.

Hauwn Ha nprnoxexie
TAJAJIA®HN CTAJIA ce npeyiara kato (unmupann TabneTin ot 10 1 20 mg 3a nepopanHo
TIpYNOYKEHHE,

4.3 IIpormBonoxazapnu

CBpBXYYBCTBUTENHOCT KBM AKTHBHOTO BELLECTBO HIH KBM HAKOE OT MOMOILHATE BEINECTRA,
H30poeHH B Touka 6.1,

B kMUHMYHK npoyUBaNMS € YCTAHOBERO, Y& Tafanadun ycuisa XHnoTeH3HBHHUTE edhe
HHTparHTe. CMATa Ce, Ye TOBA € PesylITaT OT KOMGHHHpaHHTe eeKTH Ha HUTpaTHTE %
BBpXY TbTA a30TeH okcua/ul M. Iopamu ToBa, npunoxkennero Ha TAJJATIADHY
TIAIHEHTH, KOHTO H3MON3BAT HAKAKBY GOpMH HA OPraHMIHN HHTPATH, € IPOTHRONY
4.5).

TAJAJIA®UI CTAJIA re TpaGea nia ce fipunara Ha MBXE CbC CBPACYHH 3a00ABRER
CEKCyajHATa aKTHBHOCT He € NpenopeyMTe/Ha. Jlekapure TpaGra aa o6cnasT nore



CBPACHEH PHCK OT CekCyaHa aKTHBHOCT P NaLMEHTH ¢ NPeJIIeCTBAO ChPAEYHO-CHAOBO
3a0onseane.
CrenuuTe rpymi NAUMEHTH ChC CHPAEYHO-CHAOBO 3a60NBaHe He ca GHIH BKIIOYEHH B KTHHMYHH
HpOyYBAHUS ¥ 3aTOBa ynoTpebara Ha Taganadun NpH TAX € MPOTHBONIOKAZAHA:
— DNalKeHTH ¢ MEOKapACH HH(APKT B paMKHTE Ha mocaeaHATe 90 JHI;
— MNAlHEHTH C HeCTAGH/IHA 2HIHHA TIEKTOPHC MM AHTMHA IEKTOPHC, POABABALIA CE 110 BPEME
HA [10JI0B 4KT;
~ HAUMEHTH ChC ChpAEHA HEAOCTATEYHOCT knac no NYHA (New York Heart Association) 2
HITA TI0-BHCOK Mpe3 NocneAHATE 6 Mecera;
~  TNat¥CHTH ¢ HEKOHTPONHPAHH APHTMHH, XMNIOTOHHA (< 90/50 mm Hg), i HekoHTponupana
XMIIEPTOHHMS;
— MAUHEHTH ¢ HHCYNIT B PAMKHTE Ha TOC/IEIHHTE 6 Mecewa.

TAJIATIA®UII CTAJIA e npoTHBONOKA3aH NIPY NALHEHTH ChC 3aryba Ha 3peHHETO Ha eHOTO OKO B
PE3YITTAT Ha He-apTepPHANHA AHTEPHOpPHA HCXeMHYHa ouHa Hebponata (NAION), HesasucHMO OT
TOBA, IANH TO3H €NH30 € CBbP3aH HIIH He ¢ Npe/THINHA yriotpeGa Ha PDES uHxubHTOp (B TouKa
4.4).

44 Coenmanus npegynpexneHus u HpeANa3nd MEPKH NpH ynoTpe6a
Ilpean neuenne ¢ TATATJADHII CTAIA
Hpenn na 6xe 06cBRENO GapMaKONOTUMHO JTeUeHHUE, TpAOBA Ja ce CHEME AHAMHE3a M HAIPABH

t])mmcanen Tperixemn, 3a aa ce AHArHOCTHIIHPA ePEKTHIHA miccbymcmm H J1a ¢& OTIpeneIaT
NOTCHUMANHHUTE IMOATICKALITH OPHYHHH.

Ilpenn aa ce 3anouHe KakBOTO H 71a € leueHHe Ha €PeKTHIIHA AuchYHKIMA, TekapuTe TpsaOea na
TPELCHAT CBPACYHO-ChAOBHA CTATYC HA TEXHUTE MALMCHTH, Thif KATO HMA H3BECTHA CTEHEH Ha
CBPACYCH PHCK, CEBP3AH CBC CEKCYANHATA AKTHBHOCT. Tananadmn uma BasoguIaTaTHEHH CBOMCTRA,
BOZCILH 210 JIEKH H TIPEXO/THH NOHIDKEHHS Ha KPBEHOTO HasraHe (BX. TOUKa 5.1) H 0 TaKsB HAUMH
TIOTEHIHPA XHIIOTEH3HBHUA e)eKT Ha HUTpaTHTe (B3, TouKa 4.3).

OueHkara Ha epekTiiHaTa mHChYHKINS Tp2OBa 3 BKITIOYBA ONpeAeNsHeTO Ha NOTeHIHANHHTE
Hone all NPHYMHHA H YCTAHOBABAEE HA NOAXOAIIO ICYEHHE ¢JIe]] MPABIHITHA MEIHLMHCKA OlEHKA.
He e n3sectro, namn TAZTAJIA®HII CTAJIA e eeKTHBEH PH NALMEHTH, OPETHPIIENH TA30BH
OnepanHyi WiH paHKaiHa, HEChXPaHABalIA HEPBa MPOCTATEKTOMHS.

CrpaeuHo-cEa0BH tbakropu

To Bpeme Ha NOCTMApKETHHIOBH HAGIIONEHHA /MM FUTHHMTHHU MPOYYBAHHA Ca JOK/I3ABaHH
CEPUOSHH CHPACTHO-CHIOBH CHOMTHS, BKIIOYBAINA MHOKAPAICH MH(APKT, BHE3AIHA ChpAeHA CMBPT,
HecTaGHHa aHriH2 EKTOPHC, KAMEPHH APHTMUH, HHCYJNT, TPAH3HTOPHH HCXEMHYHH €ITH300H,
rpeaHa Gonka, nanmiTamey 1 taxuxapaus. [loseuero MALIHEHTH, IPH KOHTO Ca JOKIABAHH Te3M
CHOMTHSI, Ca MMANTH NIPEAIIECTBAITH ChPACTHO-CHAOBH pHCKXOBH QakTOpH. Benpeks Topa, He €
BEIMOXKHO J1a €€ OTIPEIEIIH KATErOPHYHO, JATTH Te3H CHOMTHA ca CBEP3aHH PAKO C TE3H PHCKOBH
pakropy, cue TATATIAGWI CTAJIA, cbe CCKCyaIHATa aKTUBHOCT HIM ¢ KOMOHMHALIMATA Ha TE3H
WM ApYTH (akTopH.

Hpw naupenTy, kouto npuemar aiga;. Gnokepu, ennoBpeMerHOTO MpHIoKenue Ha TAJIAJIADWIT
CTAJTA moxe Ra noBeae A0 CHMITOMATHYHA XHIOTOHHSA IPH HAKOH OT TAX (BXK. TouXa 4.5).
KomGunnapaneto Ha Taganagun 1 noKcasosuH He ce NpenophYBa.

3peHne
Cro61uaBany ca 3pHTeNHN HapyIICHHS H ciy4au Ha NAION (reaprepuanna aHTeps
0Ha HEBPOIIATHA), CBBP3aHH C npHeMa Ha TAJIAJTA®H]I CTAJIA u npyru PDES p
AHAIH3H Ha JaHHH OT HEHHTEPBEHLHOHAHA NPOYYBAHHS [PEATONATAT [IOBHIICH §
NAION (Heaprepnamna AHTEPHOPHA HCXEMHYHA OYHA HEBPOIIATHS ) FIPH MBXE C EJjf
AUCGYHKIHA Crien eKCNo3HUMs Ha Tazanadun win apyru DJIES uaxuburopu. Tn

Aa 6bJie OT NPaKTHYECKO 3HAYEHHE 32 BCHUKH TIAHEHTH, H3MOXKEHH Ha Taganadu,
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Aa Gbne npeAynpexaasan, 4e B ciy4aii Ha BHE3AMHO 3PUTENHO HAPYIICHHE, TpA6Ra fa cripe nMpHeMa
Ha TAJTAJIAOWI CTAJIA u aa ce KOHCYNITHpa He3a6aBHO ¢ fieKap (Bx. Touka 4.3).

HawmasieH cliyx Wi BHe3anna 3aryba Ha ciyxa

Ciyqau na BHe3anHa 3ary6a Ha ciyXa ca cho0IEenH cnen ynorpeGara Ha Tananadgun. Boipeky ue
APYTH PHCKOBH (haKTOPH Ca HATULE B HAKOH CIIyad (KaTo HanpHMep, BB3pact, ZHaleT, XMIepToHHs |
aHaMHesa 3a MpeNHINHA 3ary6a Ha ciryxa), HauueHTHTe TpAtBa Na 6bIaT MOCHBETBAHH Na copat
TpueMa Ha Tananadii u 1a NOTLPCAT He3abaBHO MEMLHHCKA MOMOII B CITyu4aii Ha BHE3AMHO
HaMAndBaHe Ha CIYXa KM 3ary6a Ha cnyxa.

Yepronpobuo yepexnaue

HMMa orpaHHYeHH KITHHIMHY NaHHM 33 6e30MAacCHOCTTa HA TAJAJTAD®WI CTANTA, npuioxkeH KaTo
CAHMHIIHA 11034, NPH MMALEHTH ¢ TeXKa YepHOApoGHa HeaocTaTsunoet (Child-Pugh knac C). [pu
MaIlHEeHTH C '{epHO.I[pDGHa HEAOCTATHLYHOCT HE € OLUECHARAHO €IHOKPATHOTO AHEBHO OPHNOKEHHUE. Axo
TANAJIAQ®UII CTAZIA ce HazHavasa, TpA0Ba Jja Ce HampaBH BHAMATETHA HHAWBH/yaNHa NpereHKa
Ha OTHOMICHHETO MOJ34/PHCK OT NPEANTUCBALINA IO JIEKAp.

pranuisM ¥ araTOMMuYHA nedopManns Ha meHKca

NaumenTirre, kouTo ca MMaTH epekims, NPOABILKHAA 4 Yaca WIH noBeye, TpAOBa fa 6baaT
NIOCHBETBAHY A NOTHPCAT HezabapHo Nekapcka noMom. AKO TPHANHAMET He OBJe JIeKyBaH Be/lHara,
ThKaHTa HA MICHHCA Ce YBPEXKIA H MOXKE /1 Ce CTHTHE JI0 IOCTOAHHA 3ary6a Ha TOTeHTHOCTTA.

TAIDAJTAGHII CTAJIA 1pa6Ba a ce M3MON3BAT ¢ BHUMAHKE NIPH TMANHEHTH ¢ AHATOMHYHA
Aetopmaris Ha HEHHCA (KATO HAMPD. AHTY 1AM, kaBepHo3Ha ¢pubposa wid Gonect Ha Peyronie) wim
NPH NALMEHTH ChC 3a00/AB2HNA, KOUTO MOTAT Jia Ch3AANAT MPEAPA3NIONONKEHHE KbM [IPHANHIEM
(kaTo cHPIOBMAHO-KIIETEYHE AHEMHS, MyJITHILIEH MHEJIOM HTH NeBKEMHA).

¥Ynorpeba c CYP3A4 HHXHOHTOpH

H3uckpa ce noBHIIeHo BHAMAHKe, aKo ce npeanucea TANAJIAOWI CTAJA Ha nanueHTH, KOHTO
snossar MoltHu CYP3A4 mHXuGHTOPH (PHTOHABHP, CAKEHHABHP, KETOKOHASOJ, HIPAKOHA30T 1
CPHTPOMHLMH), THi KaTO IPH KOMOMIMPAHETO Ha Te3n JIEKapCTBEHH NPONYKTH ce 3a6ensspa
NOBHIIZBAHE HA EKCTIO3HLMATA Ha Tananadun (AUC) (ex. Touxa 4.5).

T OUJI CT. H JICYCHHS 32 EPEKTHIIHA JIHC

He ca npoyusanu 6esonacHocrTa 1 eduxacHocTTa Ha koMGHHauuTe Ha TAJJAJIAGHJI CTAJIA u
ApYTH HHXHOHTOpH Ha PDES i Apyru nevenis Ha epexriina aucohyrkema. IaupenTsT Tpatea na
Gbae uadopMHpan Aa He mpuema TAJATIAGHII CTAJTA B noao6Hu koMOuHaIMH,

Homomuw pemectra
JlakToza

TADANTA®HII CTAJA ChbIbpAKa JlakTo3a. [lanuenTH ¢ peIkH HacleACTBEHH npobieMH Ha
HETIOHOCHMOCT KBM FaNaKTo3a, ThICH NAKTA3eH AeHIMT WA TIFOKO30-raldKTo3Ha Manabcoplumua He
TpaGBa 1a IPHEMAT TOBA NEKAPCTBO.

Harpuii
To3n nexapctren npogykr CbhABpXka no-Manko or 1 mmol Harpuit (23 mg) Ha Tabnerxa, T.e. MOke aa
C& KaKe, Je NPAKTHYECKH HE CHALPXKA HATpHiL.

4.5 BsammoneiictBae ¢ Apyru JekapeTBenn OPOAYKTH H APYrA opMH HA B3anmoaelicTBRe

€KTH Ha BEICCTEA BE: anapnui




Huxubumopu na yumoxpom P450

Tananacn ce meraGonusupa rnasro upez CYP3A4. CenexrusrusT vwHxuburop Ha CYP3 A4,
KeTOKOHa3014 (200 mg qHeBHO), yBenuyasa 2 METH excnozdupATa (AUC) Ha Taganadun (10 mg) u
Crax € 15% cnipamo crofinoctire Ha AUC 1 Cpgy [IPH CaMOCTOSTENHO NPHIOXKeH Taganadun.
Kerokonason (400 mg aneBrO), yBeHtaBa 4 METH eKCNOZHIHATA (AUC) ra Taganatmn (20 mg) u
Cuax ¢ 22%. PHTOHBHD, MpoTeazeH HHXHOHTOp (200 mg, 2 eTH AHEBHO), KOHTO & HHXHOUTOP Ha
CYP3A4, CYP2C9, CYP2C19 u CYP2DS, yBesiHuaBa ekcnosuimara (AUC) Ha tapanadmn (20 mg)
2-1b1H Ge3 pa npomena Coyx. Bonpekn e He ca Npoy4YBaHK ceUHGHIHH B3aHMONCHCTBHSA,
CAHOBPEMEHHATA YTIOTpeDa ¢ APYTH MPOTEa3sHN MHXHGHUTODH, KATO cakeuHaBMp, U npyru CYP3A4
HHXHOUTOPH, KATO EPHTPOMULIH, KI2PHTPOMHLIMH, HTPAaKOHA30Jl H COK OT IpeiindpyT, H3uCKBa
BHUMAHKE, THH KATO MOXE /]2 Ce 0YaKBa, Te 12 YBEIHYAT [UIa3MEHUTe KOHLICHTPalMK Ha Tafnanagun
(Bx. Touka 4.4),

CreoBatenno, 4eCTOTATa Ha HeKeIaHHTe JICKapCTBEHH PEaKIHH, IOCOYEHH B TOUKa 4.8 Moske Ja
611e yBenMueHa.

Tpancnopmnu beamvyu

He e u3BectHa ponsara Ha TPaHCMOPTHATE GenThIM (HanpuMep, P-TIIHKONPOTEHH) PEPXY
ANCHO3HIMATA Ha Taganadun. CreAoBaTENHO € HATHIE IOTEHIHAN 32 JIEKAPCTBEHH B3aHMOeHCTRHS,
MCIHUPaHH OT MOTHCKAHE Ha TPACNOPTHUTE GeIThUH.

Hudyxmopu na yumoxpom P450

Hunyxropst Ha CYP3 A4, padavmaums, Hamansea AUC Ha Tananapun ao 88%, cnpamo
croiiHocTrTe Ha AUC npx camocrosTensio npunokex Tananadun (10 mg). Tasn samanena
CKCOIO3MLIHA MOXE J1a C& 0YaKBA Jia HAMATH e(PHKACHOCTTA Ha TARANAQH; CTENIEHTA HA HaMalleHHe Ha
epHKACHOCTTa € HeHsBecTHa. Jipyri HHAYKTOPH Ha CYP3 A4, xato deHoGap6uran, heHHTOHH H
KapbaMasenuH, MOrar ChIlo J1a HAMANAT IUTA3MEHHTE KOHLIEHTpallHH Ha Tajanadiin.

EKTH Ha ANAPHT BEPX JICKAPCTBEHH I

Humpamu

IIpn KMHHEMYEM poyaBanus, Taganadm (5, 10 u 20 mg) e NoKa3al, Ye NOTEHILMPA XHNOTEH3HBHHTE
edexTH Ha HUTpaTHTe. [Topany ToBa, npunoxennero Ha TAHAJIAPWI CTAJIA npu naumesTy,
NpueMalld HAKOA (hOpMa Ha OpraHHHYeH HUTPAT € NPOTHBONOKA3aHO (B. Touka 4.3). Bra ocxopara Ha
PEIYNTATH OT KIHHHYHO TIPOy4BaHe, B koeTo 150 naumeHTH ca nojy<aBaid NHEBHM 103 oT 20 mg
Taganadun 3a 7 quu w 0,4 mg HUTPOTJINIEPHH CYOITHHIBATHO B pA3IHUHO BpEMe, TOBA
B3aUMOJICHCTBHE € HabmonapaHo 3a IOBeYe OT 24 ¥aca | He e HabmopasaHo cnen w3THUake Ha 48
‘1aca OT nocnenHaTa nosa tananagun. Taka, NpH NAlMENT, Ha KOHTO € NpeNHcaHa HIAKAKBA 1034
TAJAJIAGHI CTAJIA (2,5 mg-20 mg), ¥ 34 KOHTO NPHJICAKEHHETO Ha HHTPATH CE CMATA 32
HeOOXOMHMO MO MENMIMHCKM TOKAZAHUS B XHMBOTOCTIACSBALIM CHTYALMH, TPAOBa a HMa NoHe 48
"1aca oT NpHeMa Ha nocneaHaTa fo3a TATAJTA®HUII CTAJIA , npean NpuiioKeHHETO Ha HHTpPAaTUTE.
Ilpn TakuBa ycnosus, Hutpatite TpabBa na ce MPHNAraT Mo CTPor MEAHITHHCKH KOHTPOJ H CBLC
CHOTBETHO NPOCTIENABAHE HA XEMOJAHAMHKATA.

Auntixunepmensuenu nexapcmeenu CPeOCmsa (BRIOYUMENHO Kanuest aHmazonucy)
EnHOBpEeMEHHOTO NpHilarane Ha foxcazosuH (4 u § g ZHEBHO) M Talanaun (JHeBHA 4033 OT S mg H
20 mg xaTo enHOKpaTHa J03a) 2acKiIBa AHTHXHTICPTEH3HBHUA €()SKT Ha TO3M ana-Gokep B 3HAYHMA
crened. Tosu edekr ce 3anazea noHe ABaHazeceT yaca 1 MOke Ja MPpeaH3BAKA CHMITTOMH,
BKITIOYHTENHO CHHKOI. 3aTOBa Ta3¥ KOMOHHALINS HE ce npenopeuea (Bxk. Todka 4.4).

Ilpu npoy4sanms 3a p3anMonelicTeusTa, H3BBPLICHH NPH OrpaHH4eH O6poii 3ApaBH K106poBoNIH, TE3H
edexTH He Ca ChOOIIeHH NPH angy3031uH Wi TaMcCyJ103HH. Bee nak, € HeoOxoaumMo nopu :
BHHMaHHE, KOraTo Tafianam ce ynotpe6aea py NALMEHTH, IEKYBAHH ¢ KAKBUTO H
briokepH, ocobeHo Py nalweHTH B CTapuecKa Br3pact. Jleuennero Tpa6sa aa 3amo,
MHHHMAJTHA /1032 U FPOTPECHBHO Ja C€ aJANTHpa.
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AHTarOHHCTH (AMJIONHITHH), HHXHOHTOPHTE HA aHTHOTEHIHH xoHBepTHpamus ¢83uM (ACE)
(enananpun), 6nokepure Ha Oeta-aapeHeprHuHMTE PelleNTOPH (METONPO/I0N), THASHAHKTE JUypeTHLIA
(Genapoduryasun), u 6nokepure Ha anruotensun II penenTopuTe (pa3InyHH BHAOBE H JO3H,
CAMOCTOATENIHO MITH B KOMOHHALHA C THA3H/M, KaTI[MEBHTE AHTArOHHCTH, Gera-Onokepn, wunm anda-
Gnokepu). Tananadmn (10 mg ocsen B NpOYYBAHMATA ¢ AHTATOHHCTHTE Ha aHrHOTeH3MH 11
PELCHTOPHTE H AMIIOQHIIMH, IPH KOUTO ¢ PHIArasa 1033 oT 20 mg) HAMA KIHHIMHO SHAYHMU
B3aUMOJIEHCTBHA, ¢ KOHTO H JIa € OT Te3H Knacose. B ApYTo KIHHMYHO GapMaKoJOrHHO NpOydBaHe
Tananadun (20 mg) e vanuTBan B koMOHHALEA ¢ N0 4 KIaca AHTHXHIICPTEH3HBHH MPOAyKTH. [Tpu
MALHMEHTHTE, IPHEMATH RAKONKO AHTHXHIIEPTEHIHBHH IPOAYKTa, aMGyNaTOpHHTE MPOMEHH B
APTEPHATHOTO HaNATAHE WIIMEKAAT CBBP3AHH ChC CTENEHTa Ha KOHTPOJ Ha ApTePHANTHOTO HANATAHE.
B Tasu Bpb3ka, IpH NalpeHTHTE OT KITHHEIHOTO W3NWTBAKE, MHETO APTEPUATTHOTO HANAraHe € Huio
A06pe KOHTPOJIHPaHO, HAMAIABAHETO € GHIC MEEMMARHO HIH noac6HO Ha ToBa, HaOMIOAABAHO TIpH
37paBH xopa. IIpH yuacTHHIM B Npoy4BaHETO, NIPH KOHTO APTEPHATHOTO HANATAHE HA MALHEHTHTE HE
€ GAJIO KOHTPOJIHPAHO, CIANAHETO € GHITO NI0-TOAMO, BBIIPEKH Y€ TO He € GHIo CBBp3aHo ¢
XHIOTEH3HBHH CHMITTOMH TIPH TIOBEYETO OT MauueHTuTe. IIpy MalHenTH, NOTy4aBali ChILTCTRAIO
JICHEHUE C AHTHXWACPTEH3UBHY NeKapCTBERH NPONYKTH, Tananadun 20 mg Moxe Aa HHIYLHpa
HAMAICHHE Ha APTEPHANHOTO HALATAHE, KOETO (C H3KMOMCHHE Ha anda GNokepH —Bx. Mo-Tope), e
KaTO A0 MaNKO K HE € BEPOATHO 12 € KIIHHHIHO 3HAYHMO, AHATHIATE HA JAHHHTE OT KIMHHIHH
NpoyuBaHHa $asa 3 He ca NOKA3AIM PaziIMKa B HeKe/TaHHTeE JICKAPCTBEHH CLOMTHA NPH NALHMEHTHTE,
NPUEMAIIH Tananadhi, cbe Wik 663 AHTHXMIIEPTEH3HBHH JIEKAPCTECHH npoaykTH. Benpexu Tosa Ha
MAUKERTHTE TPIOBA A2 C¢ NaBa NOAXOANI KIMHIUYEH CHBET 32 BPEIMOKHO HaMaleH e Ha
8PTEPUATHOTO HANATAHE, KOTATO Ce JIEKYBaT C AHTHXHNEPTEH3HEHH NIEKAPCTBEHM TIPOIYKTH.

Puonpryar

IpenxnuuyunA Npoy9BanKs NOKA3BAT AOIKIHHTENCH ©()eKT Ha NOHIKABAHE HA CHCTEMHOTO KPhBHO
Hanaraue, korato PDES mixuGuropn ce komburmpar ¢ prormryar. B knaHAuHH NpoyYBaHusA ¢
AOKa3aHo, ‘e pHOLWMTYaT NOTEHIHPA XUNOTeH3HBHUTE ekt Ha PDES muxu6aroprre. Hama gamum
3a GIIArONPHATEH KIMHHYEH ehekT Ha KOMOHHAIMATA B poyYBaHaTa nomynarms. EqHoBpeMeHHaTa
ynotpe6a Ha ppoumryar ¢ PDES HHXMOHTODH, BKIOYHTENHO Tananadgni € IPOTHBOMOKA3aHA (Bx.
TO49Ka 4.3),

Huxubumopu na 5-angha pedykmazama

B xmHHAYHO npoyyBaHue, KOETO CpaBHsBa Tajianiadun 5 mg, Npriara eAHOBPEMEHHO ¢ (BHHACTEPHA
3 mg, ¢ mnaue6o mmoc puracTepun 5 mg 3a 06neKUABAHE HA CHMITTOMHTE Ha JobpokaviecTBeHa
XHIEpANasug Ha npoctatara (JIXII) He ca ycTaHOBEHH HOBH HEXETaHH peakumn. Benpexu ToBa, Thit
KATO OQMIHATHO IPOYUBAHE 32 NEKAPCTBEHH B3AHMONEHCTBHA 32 OLICHKA Ha edexrure Ha Taganagun
¥ Ha MBXHOHTOpHTE Ha 5-anda pexykrasara (5-ARIs) e e NIpOBEXIaHO, Tananadun Tpabea 1a ce
TIpHjIara BHHMATENHO €AHOBPEMCHHO C MHXMOUTOPH Ha 5-anda peaykrasata (5-ARIs).

CYPIA2 - cybcmpamu (nanp. meoghumum)

Koraro taganapun 10 mg ce npunara ¢ TeodrHH (HecenekTuBeH GochoauecTepasel HEXHOHTOP)
BEB (apMaKoIOTHYHO NpOyHBaHe, He € UMATO (apMaxoKHHETHIHH B3aHMozelicTBUA. EnuucTReHMaT
dapmakomuHamMuen edekT e 61 Teko (3,5 yhapa/MuHyTa) YBeHYCHUE HA CHPACIHATA 9ECTOTA,
Bripeku e To3u edex e BTopocTenenen u He e 61N OT KIMHHIHO SHAYCHHe NPH TOBA NPOYUBAHeE,
Tol TPAGEa na ce B3EMa N0 BHHMAHHE ITPH €AHOBpEMEHHA YNoTpeGa Ha Te3H JIKAPCTBEHH [IPOXYKTH.

Emununecmpaouon u mepGymanun

Taganadw e nokasan, 4e npeAN3BHKBA yBeNHYeHNE HA GHOHATHIHOCTTA Ha E€THHHNECTPAIHON ClIe])
[I€pOpANTHO NPHAOKEHHE; MONCOHO yBenHueHHE MOXKe aa Oblie ouaKBaHO MpU NePOpayHOTO
TIPHIIOKEHHE Ha TePOYTaNHH, BHIPEKH Ye KIHHHYHHTE NoC/IeACTBHS OT TOBA C4 HeonpeeneHn.

Anxoxon

CAHOBPEMEHHOTO NPWIOKEHHE C A/TKOXO/ HE €A HabMOJABAHY TPOMEHH B KOHIE
Tafanadun. AIKOXOITET & MpHACKeH o HauHH, YBEHYABal MAKCHMAIHO CKODO
Ha aIK0Xon {CYTPHH Ha rinaaHo, 6e3 aa ce NpHEMa XpaHa A0 2 4Yaca CJiefl IpHema
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Tananadun (20 mg) re ysenuuasa cpeanoTo namanasaHe Ha KPBBHOTO HANATAHE, NPEAH3BHKAHO OT
ankoxona (0,7 g/kg wmm okono 180 ml 40% amkoxon [Boska) npH 80-kunorpaMoB MBXK), HO IpH
HAKOH XOpa MO /a Ce Hab/IOAABA NOCTYpaieH CRETOBBPTER MITH OPTOCTATHYHA XHNIOTOHHA. Korato
Tafanadhmi ce MPHIAra ¢ NO-MaJKH A03H aKOXOM (0,6 g/kg), xunorensns He ce Habmoaasa, a
CBETOBBPTEXET C& HAOMOAARA ¢ YecTOTa, TOAOGHA Ha Ta3H IIPH CAMOCTOSTETHOTO NPHUIOKEHHE Ha
ankoxon. EGexTbT Ha ankoxona BepXy KOTHHTHBHATA yHKIES HE C& 3ACHITRAT OT Tananagmn (10
mg).

Lumoxpom P450 memabomsupa nexapcmaenu npodyxmu

Tapanagun ne ce ouaxea Aa NpeH3BHKBA KIHHMYHO 3HAYHMO MOTHCKAHE WK HHIYKLMA Ha
KIHPBHCA Ha JICKApCTBEHH NPOXYKTH, MeTabonusnpanu ot CYP450 uzodopmure. ITpoyusanmsara ca
NOTBBPAMNK, Y€ Tananapu He HHXHGHpa WiH HHAYLHpa H30gopMuTe Ha CYP450, BRIOUHTENHO
CYP3A4, CYP1A2, CYP2D6, CYP2E], CYP2C9 u CYP2C19.

CYP2C9 - cybcmpamu (uanp., R-sappapun)

Tananagun (10 mg 1 20 mg) uama KIHEMYHO 3HAYHM edexr BBpXy ekcnosuumara (AUC) Ha S-
Bapdapun wmm R-papdapun (cyGerpar Ha CYP2C9), ruTo 3acara npoMeHHTe B IIPOTPOMGHHOBOTO
BpeMe, TIPEAN3BHKAHH OT BapdapHH,

Ayemuncaruyunosa xucenuna
Tananadun (10 mg 1 20 mg) ue NOTEHUMPA YBCIIHYEHHETO BbE BPEMETO Ha KbPBEHE, IPHUMHEHO OT
ALETHICATHLIWIOBA KHCETHHA.

IIpomusoouatbemnu nexapcmeenu npooyKmu
He ca nposexxaany cneupduasm mpoy4saHns 3a B3aMMOIEHCTRHS ¢ APOTHBOAHAGETHH IEKaPCTBEHH
OpPOIYKTH.

4.6 @epraauTer, GpeMeHHOCT B KbpMeHe
TAOATIAD®HUI CTAJIA He e nokasas 3a ynorpe0a oT JKSHH.

Bpemennocr

Hma orpanwvenn naunm 3a ynotpeGara na Tananadun npu 6pemeHnn xeru. [Ipoyasanusta npu
KMBOTHH HE IOKA3BAT NMPAKO HIH HETIPAKO BPEHO Bb3ACHCTEHE BBPXY GpeMeHHOCTTa,
eMOpHOHATHOTO/deTamHoTo paserTHe, PAXAIHETO WIH NOCTHATATIHOTO Pa3BHTHE (BK. To4ka 5.3),
Kato npenasna mspka, 3a npeanouurane ¢ ynotpeGara va TAJJAJIAGHII CTAJIA no BpeMe Ha
6pemenHocT na ce H3GATBA.

Kepmene

Hamranure dapMakoHEaMIMHI/TOKCHKOMOTHYHY NaHHH TIPH JKHBOTHH IOKA3BaT eKCKpPELHA HA
Tajanagpun s Miakoro. He Moxe aa ce H3kmoun puck 3a kbpMavero. TAJJAJIA®WUI CTANTA we
TpabBa na ce W3MON3BA 110 BpeMe Ha KbpMeEHe.

Deprunurer
Habmonapanu ca eextn npu Kysera, kouTo Moske 1a couar yBpexaane Ha eprnurera. Jge
TI0CTEABAIIH KTHHIYHH NPOY4BAHHA TI0KA3BAT, Y€ TO3H e(PEKT € MATKO BEPOATEH NPH XODA, BHIPEKH

1€ Ce HabJIoABa HAMAJICHHE Ha KOHLCHTPALIAATA Ha CrepMa MpH HAKCH MEXKe (BK. To4Ka 5.1 H Touka
5.3).

4.8 Hexeaans ekApcTBEHH peaKNBHE

Pestome Ha npodmna Ha Gesonacnoct




Hali-4ecTo chobmapannTe HexXeNaHH IEKAPCTBEHH peakiMH 1pH DAHEeHTH MPHEMAllH
TAJAJIAOHUI CTAJTA 3a neuense na €PEKTHIHA NHCPYHKIHA WK H0GPOKAYECTBEHA XHIIEpPILIA3Hs
Ha NpocTarata ca riasobomme, aucnencis, 60ka B repba 1 MuanTug, [pH KOHTO 9€CTOTATA ce
yBEIH4aBa ¢ NOBHIuaBaHe Ha fo3aTa Ha TATTAJIA®HII CTAJIA . JloknanBaHHTe HEXeNaHH
JICKAPCTBEHH PEAKLMH ca GHIH NPEXO/HH M B IOBEYETO CITyHaH JiekH IO yMepeHH. [1o-ronsmara sact
OT Clly4auTe Ha r1aBobonne, chobiasans npH npuem Ha TAJTAJIAGMII CTAJIA Beanss JHEBHO ca
Habmonasany mpes mepeute 10 10 30 1y 0T 3anouBaNe Ha TeYeHUETO.

Pe3sloMe Ha HesxenaHuTe Peaklyy B TaGnu4eH BUN

B Tabnunara no-nony ca u3bpoenn HexenanuTe TEKapCTBEHH PeakiiHH, HAbMoAaBAHH OT CIIOHTAHHA
CHOOIMEHNSA H TIPH TTaUe6o KORTPOTHPaHH KIMHAYHH npoyusanus (0bxmamamm obuo 7 116
TalmeHTy, nexysaiy ¢ TATIATIAGOWIT CTAJIA u 3 718 nampenTn nonyuasany miauebo) 3a neveHue
Ha EPEKTHIHA NHCOYHKUMSA MPH HyXKNa i BEJHEK JHEBHO H 3a JICHCHHE HA nobpokadecTseHa
XHOEPTIUIa3Hs HA MPOCTATATA BEAHBK JHEBHO.

KoHBeHuus 3a uectorara: MHoro uectu (>1/10), vectn (217100 ao <1/10), neuecru (>1/1 000 go
<1/100), peaxu (>1/10 000 g0 <1/1 000), MHoro penxs (<1/10 000) u ¢ HeHsBecTHA UecTOTA (OT
HATTMYHHTE IAHHH He MOXe /1a Ob/ie HanpaBeHa OLEHKa).

MHuoro yecTn | Yecrn | Hewectn | Peaxn
Hapywenus na umynnama cucmema
Peakimm ua Anrnoezem 2
CBPBXYYBCTBHTEIHOCT
Hapyuwenus na nepenama cucmema
I'naBoGonue 3amasnoct Hucyar!
(BomIOUHTENTHO
XEMOPATHYHH
cBOMTHA), cHHKOM,
TPaH3UTOPHH

HCXeMHUHH NPHCTHIT!,
Murpena?, npunagsu,
TPAH3HTOPHA aMHE3HA

Hapywenus na owume

3aMBIIIeHO BIDKAAHE,
YCeIRaHHA, ONMCEAHH
Kato Ooska B ounte

HapyinenHe Ha
3PHTEITHOTO NOJE,
OTOK Ha KJIeNa4uTe,
XHMIIepeMus Ha
KOHIOHKTHBATA,
Heaprepuanna
aHTEepHOpHA
HCXEeMMYHA 0YHA
"esponatig (NAION)?,
3anmymeaHe Ha
CBROBETE HA peTHHATA®

Hapywenus na yxomo u nabupunma

| | THaTye | Buezanua riyxora
Copoeunu napyuenun
Taxuxapmus, MuoxaprieH uadapkT,
IManmaraipm HecTaGHIHa
CTEHOKA, -
Cvdosu Hapyuienua
3auepnarane XumoTonus 3,
Xunepronus

Pecnupamopuu, 2pvonu u meduacmunannu HAPYILEHUR HaADYIERUS

| Hasanua xonrectus

[ Hucnnes
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| | Enmcrakcuc |

Cmomawno-vupesnu napywenus

Jucnencus Kopemna Gosnka,
Iosprinane, ranexe,
l'actpoesodareanna
pedurykcHa Gonect
Hapywenun na xoycama u nodxoxcriama muran
0o0puB YpTHKapHA, CHHIPOM
Ha Stevens-Johnson?,
ekcthonaaTHEEH
aepMatur’
XHIIEPXHAPO3a
(noTeHe)
Hapywienua na MyckyIHO-CKeremuama cucmema, CoeQunIanen ama mokar i KoCmume
boinxa B repba,
MHANTHA, HONIKa B
KpaiHHK
Hapyuenun na 6vbpeyume u nuxounume nomuG
| xemarypns |
Hapywenun na evanpoussodumennama cucmema u Zupoama
Y Ib/DKeHa epeKuHs ITpranu3zem
KpPBBOH3IHB B [IEHHCA,
XEeMaTOCTICpMMS
Obwyu napyuienus u ehexmu Ha MACMOMO HQ NPUNOICENUE
I'pbana Gonka' Otok Ha JHueTo?,
Ilepudepen oTox Bnesanna crpneyna
VYMopa cMBpt!?

(1) IToeeueTo OT nalMEHTHTE BMaT NpeaecTBAMM ChPACYHO-CEIOBH PHCKOBH (JAKTOPH (BXK. TOUKA
4.4),

(2) CrofmaBaHu npe HOCTMAPKETHHIOBOTO HAGHIONEHUE HEXETAHH peakLMy, KOHTO He ca
HaGmonaBany MpH aueto KOHTPOTHPaHH KIHHWIHH Npoy4BaHHA

(3) Io-wecto nowansana, korato Taganadun ce [pHiIara NpH NAUHEHTH, KOUTO Beye MONydaBaT
AHTHXHIIEPTCH3HBHM JIEKAPCTBEHH MPOAYKTH.

Onucauue Ha H30pany HEXKENAHM PEaKITHH

Hesunawirenno no-ronsama uectora Ha otiiionenus s EKT, TpeH BCHYKO CHHYCOBa Opajakapans, ca
AOKNANBAHH NIPH MALIMEHTH, JIEKYBaHH ¢ Tajanadui eAUH ITHT JHEBHO B CPaBHEHHE ¢ UIane6o.
INoeuero or Te3n orknonenus B EKT He ca CBBP3aHH C HEKENAHHTE JICKAPCTBCHH PEaKIIHH.

J\pyry crieimanyy nooynanmn

AaHHHTE IPH NalMEHTH HA BE3PACT Hajl 65 COTHHH, KOWTO IOpHeMaT Tadanaduwi B KIHHAYHHA
NpoyuBaHHd HIH 32 JIEICHHE Ha €PEKTUIIHA AHCHYHKIMA, HIIH 33 Ie4eHHe Ha JOOpoKauecTBeHa
XHIICPINA3Hi Ha NPOCTATATA €4 OrpaHHYeHu. B KnHHHYHYM npoyusanna ¢ Tananadun S mg, npueman
BEZIHLK JHCBHO 32 JIEYEHHE Ha 100pokauecTBeHA XHIIEPIUTa3HA Ha NPOCTATATA, 3AMasHOCT H HAPHS
ca ch00InaBanM Mo-uecTo MPH NAIUEeHTH Haz 75-romHIHA BH3pAcT,

NMOOO3IHpaHa HEXKENIaHa PEaKHs Ypes:

H3rb/HMTe,THA areHUAS NO AEKAPCTBATA
yn. Jdaman I'pyes™ Ne 8
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1303 Cotpus
Ten.: +359 2 8903417
yeGcaitt: www . bdabg

4.9 Hpenosupane

IpH 3apasu no6poBOMIH ca AaBAKH e AHHAYHH AozH 10 500 mg, a Ha NALKMEHTH Ca NPWIAraHH
MHOrOKpaTHH JHEBHH 1034 N0 100 mg. Hexenanure cubumis ca 6w moAoGHH Ha oHesH,
HabmozaBaHu IpH 10-AMcKu no3n. B CIyYJanTe Ha NpeJ03HpaHe, ako ce Hamara, TpAdBa na ce
NpCATpHEMAT CTAHRAPTHATE MOATEPKALIM MEPKH. XeMOAMATH3ATA HE3HAUMTEIIHO CIIOMAra 33
CIMMUHAPAHETO Ha Tafanadmn,

5. ®APMAKOJIOTMYHH CBOMCTBA
5.1 ®apmakoaHHEaMAYRE cBoKicTRA

DapMakoTepaneBTHYHA IPyTIa; YPONOTHIHH CPE/ICTBA, IEKAPCTBCHU NPOAYKTH, IPHIATraHH ipH
epexTHiHa muchynxus ATC kox: GO4BEOS.

Mexanu3tm Ha fieficTbue

Tazanagun ¢ cenexrupen, oGparum MHXHOMTOP Ha IMKIHYHHA ['YaHO3HH MOHO(OChAT u'M®) -
cremupuina pocdoanecrepasa Tun 5 (PDES). Korato CEKCYATHOTO CTMYJTHpaHe peM3BHKA
JIOKAHO OCBOGOXIABAHE HA A30TEH OKCHA, HHXHGMpaneTo Ha PDES ot Tafanadui npequsBHKBa
NOBHIICHA HHBA Ha HI'M® B kaBepHo3HUTE Tea. Tora BOmM 10 penaKcaluMs Ha rjiafikaTa
MyCIKyNaTypa i OPHTOK Ha KPBB B THKAHHTE Ha ICHHCa, BOZELO Ja epexipa. Taganadun e
HEe(EKTUBER IIPH JINIICA HA CEKCYaTHa CTHMYNALHs.

®apMakoaHHAMEYHK edexTn

Ipoyasarmsra in vitro ca noxasanu, e Tafanadun e cenexTHBeH uuxubuTop Ha PDES. PDES e
CH3MM, KOHTO Ce OTKPHBA B IJlafKaTa MyCKyIaTypa Ha KaBEPHO3ZHOTO TANIO, CHAOBATA H BHCLEPATIHA
TIazKa MyCKynaTypa, CKEJIETHUTE MyCKyJTH, TpomBoiiTuTe, Gu6petnire, Gems apob, 1 MankHa
MO3EK. JleficTerero Ha Tananagmm e no-cuwmHo BEpXY PDES5, 0OTKONKOTO BBLPXY ApYrH
dpocdoauectepasn. Tananacmn e > 10 000 mbpTH no-Momen 3a PDES, oTkonkoTo 1o oTHoIeHHe Ha
PDE1, PDE2 u PDEA - CH3UMH, KOHTO C¢ OTKPHBAT B CHPLIETO, MO3EKA, KPHBOHOCHHTE CHAOBE,
YEPHHA Apo H APYTH OPTaHH. Tapanadwn e >10 000 TeTH MO-MOIIEH IO OTHOMIEHKE Ha PDES3,
OTKONKOTO No OTHOMEHHe Ha PDE3 — ensuM, Hamupam ce B chpueTo 1 KPBBOHOCHMTE ChAOBE. Tazu
ceaekTHeHOCT kbM PDES, cpaBnena che cenexrurnoctta kM PDE3 e BakHa, 3amoTo PDE3 e enzum,
YYACTBAI B MEXAHH3MA HA ChpJCUHHTE ChKpaliennd, B JAOITBETHEHWe, Tafanagpmui ¢ NpHONUIHTENHO
700-mr:TH TI0-MOmEH 110 oTHOMIeHHe Ha PDES, oTkonkoro cnpamo PDES - emznm Koitro ce namupa B
PeTHHATa i € OTrOBOPeH 3a doToTpancaykumaTa. Taganadmmr € cbmo > 10 000 IsTH No-MoIIeH 1o
otHomeHHe HA PDES, 0TKONKOTO IO OTHOWIEHHE Ha PDE?, no PDEI10.

Kavingsa edukacrocT u GezonacuocT

Tpn xmwany npoyusanms ca nposenenn ¢ 1054 MALMEHTH B JOMALIHH YCIIOBHS 33 ONpee/iHe Ha
IPOABDKHTENHOCT Ha OTTOROPa KBM Taganagir., Tamanagn € nokaszan cTaTHCTHYECKH 3HAYHMO
noAoOpeHKe B epeKTHITHATA tyHxms u ciocobrocTTA MA Ce H3BBPUIH yCIEeH NOJIOB AKT A0 36 uaca
CIIeA npreMa Ha 1034Ta, KAKTO H B CIOCOGHOCTTA Ha natMenTHTe 1 NOMYYaT H NOATBPIKAT CPeKIHH
3a yCIICIUCH NONOB aKT B CpaBHEHHE ¢ miale6o ome Ha 16-Ta MHHYTA CJIe] ipAeMa Ha J1o3ara.




Farnsworth-Munsell 100-hue. Tosu pesynTat KopecnoHampa ¢ HUCKHS adHHUTET Ha Tananapui KeM
PDES, B cpasHenne ¢ PDES. BbE BcHuKH KITMHHYHM Npoy9IBaHHA CHOOLICHHATa 33 IPOMEHH B
IBETHOTO BIXKAAHE ca peakd (<0,1%).

ITpoeenens ca Tpu NpoyvBaHHA pH MB3Ke 32 OLIEHKA HA NOTEHIHATHHASA edexT BRpXy
cnepMaroresesata Ha TAJIAJIA®HJI CTAJIA 10 mg (exso 6-Meceuro npoyysaue) u 20 mg (eauo 6-
MECEHHO H EIHO 9-MecedHO NPOYYBAHE), MPHIAraH exkeHesHo. B mBe 0T Tesn MPOYYBaHHA €
HabonaBaHO TIOHIDKEHHE HA KONHYECTBOTO H KOHILIEHTpAIHATA Ha CIIEPMATa, CBBP3aHO C JICYEHHETO
¢ Tazanagun ¢ MaIKa BepOSTHOCT 3a KITHHHYAA 3HauuMocT. Tean edieKTH He ca OHIK crbp3anu C
NPOMCHH B IPYTH NAPaMETPH, KaTo TI0OABHXHOCT, Moponorus u FSH.

Tapanadmun B nosu ot 2 5o 100 mg ¢ U3cNeAsad & 16 KNMHHYHY NpoyyBaHuA, BRMICUBamy 3250
NatHEHTH, BRIIOYHTE/IHO MALMEHTH ¢ €PeKTHIHA ANChYHKIHA OT paziidHa TeXecT (Jeka, yMepeHa,
TeXKKa), €THONIOrHA, Bh3pact (Mexnay 21-86 romunn) H pacosa npaHagIeKHocr. IloBeyero nanHeHTH
¢a CHOGIIITH 3a NPOABIKHTENHOCT Ha €PEKTHIIHATA ANCAYHKIWSA oT rote | roaunsa. Iipn
THPBOHAYATHHTE NpOYUBaHHA 3a eduxackoct, 81% oT maumenTHTe ca foKIanBaNK, Ye Tananapun e
NOZIOOPHN TAXHATA ePEKLHA, B CPaBHEHHE ¢ 35% npH miafe6o. Crino Taka, MAMEHTHTE ¢ EPEKTHIIHA
ARCOHYHKIUHA ¢ BCHIKH CTENEHH HA TEXKECT ¢a ChOGIMIM 33 nonoGpaBale Ha €PEKIMATA NIPH IIPHEM
Ha Tananadmn (86%, 83% u 72% choTeeHo 3a eka, yMepeHa M TexkKka crpamo 45%, 42% u 19% npu
n1ane6o). Ipu mepeoHauanHuTe Npoy4BaHHA 3a eHKACHOCT 75% OT OIHTHTE 38 OJIOB AKT ¢a GEIH
YCIHEIIHH, B cpaBreHue ¢ 32% upu nnaneSo.

Ipn easo 12-ceqmuuno npoydsane, nposeseHo npy 186 namueHTH (142 Tapanadun, 44 nnane6o) ¢
€PEKTHIIHA MCYHKIMA, BTOPHIHO B2 YBpEXK/aHe Ha rpEOHaYHHA MO3BK, Tazanapul 3HaYMMO
No05psBa epEKTIIHATA (JyHKIMA, KOCTO BOAH O CPeHA HECTOTA HA YCIEIIHHTE OIHTH 33 HHAMBH]
TIpH NAHEHTATE, TpETHPaHH ¢ Tananadmun 10 wiu 20 mg (reexasa 103a npH noucksase) 48% e
cpasHenue ¢ 17% npu nnane6o.

Nexnatpuuna nonynanus

Tlpy nemmaTpuHM NaMMeHTH © MYCKyIHa aucTpodms T omen (MJJT), e nporeneno eaxo
TpOY9BaHe, B KOETO He ca HabmonapaHn AaHEM 3a epukacnoct. IIpu 331 Momuera Ha B3pact 7-14
romutn ¢ MU, Ha kouTo ce npunara eAHOBPEMEHHO Ji€YEHHE C KOPTHKOCTEPOHH, € TIPOBSIEHO
PAHAOMUINPAHO, NBOHHOCIANO, IIALE60-KOHTPOIHPAHO, NApaneIHo Mpoy4BaHe ¢ 3 paMeHa ¢
tananatpun. [poyusaHero prmousa 48-ceamuuen qBOHHOCTAN NepHoOL, B KOHTO MAUMEHTHTE ca
PaHIOMH3HpaHH fa nony4apar Taganadui 0,3 mg/kg, Tananadun 0,6 mg/kg wid nnane6o BCEKH AeH.
Tananatun e noxasea edukacrocT o oTHOWEHMe 326285 He Ha BIOMABAHETO HA CIOCOGHOCTTA 32
CaMOCTOATE/IHO XOZIeHe, H3MEePECHO C NOMONITA Ha ITPBUIHATA KPaiiHa TOYKA - 6-MHMHYTEH TecT 3a
xofiene (6 minute walk distance, SMWD): cpessia ipoMAHa Ha Hati-ManKuTe KBaspaTu (Jeast squares,
LS) » recra 6MWD Ha 48-1a cepmuua e -51,0 MeTpa (m) B rpynara, noAy4asama Ivtanefo, B
CpaBHeHue ¢ -64,7 m B rpynara, nojy4asawma Taganagun 0,3 mg/kg (p = 0,307), n -59,1 m B rpynara,
nomyvasama taganagpun 0,6 mg/kg (p = 0,538). OcBeH TOBa, JIKTICBAT AAHHH 33 eHKacHOCT OT
BCHUKR BTOPHYHH aHAJIH3H, HATIDABEHH B TOBa IIpoyuBaHe. O6muTe pesyaTaTh 3a GesonacHocT o1
TOBa NIpOyHBAHE KATO LAKO Ca B CHOTBETCTBHE C M3BECTHHA MPOPHA Ha 6e30MacHOCT Ha Taganadmul 1
¢ Hexenanure cx0uTHA (HC), ouaksanu B neAnaTpuYHaTa nomynaiaa ¢ ML, nonyvuasama
KOPTHKOCTEPOH/IH.

Erponeiickata arenuns no NeKapcTBaTa OCBOOOXKABA OT 3aTKDKEHHETO 32 NPEIOCTABAHE Ha
Pe3y/ITaTHTE OT NPOYYBAHMA BbB BCHYKH NIOATPYTH HA MEHATPHYHATA NOMY/IalHA 32 IEHEHHS HA
epekTHAHaTa AHChYHKUHA. Bikte Touka 4.2 3a HH(OpMAaLHA 0THOCHO YIoTpe6a B NeAHaTpHATA.

5.2 @apMaAKOKHHETHYHH cBOHCTBA
Abcopbuma

Tapnanadnn ce abcopGupa secHo cnex nepopanto NPHIOKEHNE H HaOMoAaBaHHTE ¢
MAaKCHMAITHH NJIa3MEHH KOHUEHTPAUHH (Crmax) CE OCTHTAT 33 CPE/IHO BPEME OT 2
MPUIOKEHHETO. AGCOMOTHaT2 GHOHATMYHOCT Ha Taganadun criex MIEPOPAITHO M,
onpenesieHa.
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CropocTTa ¥ cTenenTa Ha abcopbuus Ha Tapanadun He ce NOBIHABAT OT XpaHa, Taka e taganagun
MOXE /14 CE NpHEMa HE3ABUCHMO OT xpahieHeTo. BpemeTo Ha npuem Ha fosaTa (cyrpun CIPAMO Bevep)
HAMA KITHHHIHO 3HAYHMH e(eKTH BEpXY CKOPOCTTA H CTeneHTa Ha abcopOims.

Pasnpenenenue
Cpeannar oGem Ha pasnpeaeneHue na Tajanadun e npuGnusurenno 63 1, koero nokassa ue

TaganaQui ce pasnpenena B TokaHuTe. IIpH TepaneBTHIHH KOHUeHTpaImH, 94% or Tananadun B
[UIA3MaTa Ce CBLP3Ba C NpoTeHHHTe. CBBP3BAHETO ¢ MPOTEHHHUTE HE CE 3ACHTA IIPH HAPYIICHA

6u6peuna pymamsa.
ITo-manko ot 0,0005% ot NIpHETATa 1034 Ce NOAESBA B CTICPMATA HA 3APARH MHIHBHIH.

Enotpancoopmanus

Taganadun ce Merabonusupa npeapmuo nocpeacTeoM LHToXpom P450 (CYP) 3A4 msodopmara.
OCHOBHHAT LHPKYRUpaI MeTaboNuT ¢ MeTHIKaTEXO riokopoHuA. Tosu merabomut e noue 13000
ITETH N0-C1abo aKTHBEH OT Taganadgun no oTHomenue Ha PDES. CnefoBaTellHO, HE CE OYAKEA /14 €
KJIMHHYHO aKTHBEH NPH HalmoAaBaHKTE KOHLICHTPalHH Ha MeTabonUTa.

EnnMunupane

Cpennuar nepopasien KIHpBHC Ha Tajanadmn e 2,5 l/aac, a cpefuMaT NOMyxuBoT € 17,5 1aca npn
3ApaBH HHAMBH/IN,

Tananadmun ce ekckpeTHpa NpeAMMHO KATO HEAKTHBHH MeTabonHTH, 0CHOBHO ¢ dekanuuTe
(pubnuzuTenHo 61% ot no3ata) M B M0-MaNKA CTEIEH © ypuHara (npubmuzurenmto 36% or gosara).

JluneinoCT/HeHHBelROCT

dapMaKOKHHETHKaTa Ha Taganahun NIPH 31paBH HHANBHIH € THHEHHA [0 OTHOUICHHE HA BPEMETO H
Aozara. Ilpu nosu Han 2,5 ao 20 mg excnosuumara (AUC) ce yBenw4asa fpolopLHOHAIIHO ¢ 1034Ta.
CTaumoHapHOTO CHCTOAHHE HA MUIAZMEHITE KOHIEHTpALHK Ce TIOCTHTAT 3a 5 JHH NpH Jo3HpaHe
Be/IHBK THEEHO.

DapMakOKHHETHKATA, ONPEAENEHA ¢ IONYIALOHHHA TIOAXON [pH MAITHEHTH C ePeKTHIHA
AnchHyHKIHA € NoNo6Ha Ha PapMaKOKUHETHKATA Tp1 HHAHBHAHM 6e3 epeKkTH/IHA AUChYHKIHS.

Crenpanau NOnYIALHH

Ilayuenmu 6 cmapuecxa evspacm

3ApaBH DAUMEHTH B CTapaecka BE3pacT (65 roxuny win 10-Bb3PACTHH), HMAT NO-HHCEK lepopaieH
K/HMpPBHC Ha Tananadmi, soaemo A0 25% no-BACOKA eKCIO3HITHA (AUC) B cpaBHeHHE Che 3paBH
HHAHBHIM Ha BB3pacT ot 19 10 45 rogunm, Tosu e(eKT Ha BB3PACTTa HE € KIIHHHYHO 3HAYHM H He
JaBa OCHOBaHHE 3a NPOMSAHA HA NO3aTa.

bvbpeuna nedocmamvunocm

IIpy knurvaMM dapmakosorHumE npoyyBasus ¢ €IHOKpaTHa A03a Tapanadmn (5 xo 20 mg),
CKCTIOSHIMATA Ha Tanana¢mn (AUC) e npubnusuTenno yapoena MpH HHIHBMIH ¢ JleKa (kpeaTHHMHOB
WHMPEHE 51 1o 80 ml/min) win ymepena (kpeaTHHHHOB KIHpBHC 31 a0 50 ml/min) 686petna
HEI0CTATEHHOCT H NPH HHAHBM/IM C KpaeH cTazuii Ha 6u6peuno 3a6o/aBane Ha AMATH3A. Mpu
NAlHEeHTH Ha XeMOAHANH3a Cungx € 41% M0-BHCOKO OT HaGIIOIABAHOTO NIDH 37(PaBH XOpa.
XemonHanH3aTa HESHAYHTEIIHO CIIOMAra 3a SJIHMHHIPAHETO HA TananadmIl.

Yeproopobra nedocmanmvunocm
Excriozuipsra na Tananadun (AUC) NpH MHAMBHIH C JIEKa 10 YMepeHa YepHoApoGHa

HenocTareyHocT (Child-Pugh kiac A u B) e cparHuMa ¢ excriosuImsTa 1pH 3ApaBH HHAWBHIH,
kOraTo ce npunara fo3a ot 10 mg. ViMa orpanmueny xiHHIYHE 4aHHH 32 630MACHOC

Tajanadbun npu nalMenRTy ¢ TexKa YepHOAPOGHA HEMOCTATHYHOCT (Child-Pugh xnac €. % %,
L2903

HAIHYHHA NaHHH 33 NPUNOKEHHe HA A03H Tajanadui eANH BT JHEBHO MU THALHE
HEJIOCTATEYHOCT. AKO TajanadiI ce NPEANHCEa €IHH T AHEBHO, TO Tpabea aa H

Hayuenmuy ¢ ouabem
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Excnosnumara na Taganagun (AUC) npu nausenTy ¢ auaber e 6una npubnu3HTenHo 19% no-Hucka,
OTKOJIKOTO cToHHOCTHTE Ha AUC 34 3npasn mumueuau. Tasu pasnHk4 B eKCIIOZMITHATA HE NaBa
OCHOBAHHE 33 NIPOMAHA Ha 7103aT4.

5.3 Tlpeaxanuugns NaHEH 33 Ge30macHOCT

HewunminyTe nannu He nokassat ocofen pHCK 3a XOpaTa HA 6233 Ha KOHBEHLMOHATIHHTE
¢bapmakonoruyHu U3NUTBaHNA 33 Ge30NACHOCT, TOKCHIHOCT NPH MHOTOKPATHO NPHJIaraHe,
TEHOTOKCHYHOCT, KAPLIMHOTE€HEH NOTEHIHAT H PETPOAYKTHBHA TOKCHIHOCT.

Hama noxasatenctsa 3a TepaTOTeHHOCT, eMGPHOTOKCHYHOCT HITH (PETOTOKCHYHOCT NPH IUTBXOBE Wi
MHIIIKH, KOHTO ca noay4rns Ao 1 000 mg/kg/mueBHo Tananagun. IIpH npoyupaHe 3a NpeHATANHO H
NOCTHATATHOTO PAa3BUTHE NPH ILTEXOBE, 1034Ta, IIPH KOATO He ¢ HaGmonasan edexr e 6mna 30
mg/kg/nuesno. Iipn GpeMenen wisx AUC 3a mzuucneHoTo cBoGORHO JIEKAPCTBO TPH Ta3M 034 €
npuGamu3uTento 18 wbi yosemkara AUC npu noza 20 m g.

Hsima yBpesxaate Ha GepTHAHOCTTA MIPH MBKKH H XKEHCKH ILTEXOBE. IIpn xyd4era, Ha KOHTO €
Tipunaran Tafanaun exeaHEBHO 3a 6 1o 12 Mecena npu Ao3u 25 mg/kg/nHeBHO (BOMEIO N0 MOHE
TPHKPATHO NO-BHCOKA ekcnosuums [Mexxny 3,7 — 18,6] ot HabmoaaeaHaTa npr Xopa, Ha KOHTO €
AaBaHa eAnHHYHa 1032 OT 20 mg) ¥ noBedYe ¢ HMANO PETPECHR HA ETHTENA HA CEMEHHUTE KaHAIYETA,
KOETO € N0Beno A0 HAMANCHHE Ha CriepMaToreHe3aTa Ha HAKOH Kydera. Bukre chllo Touka 5.1.

6. ®APMAIEBTHYHH JAHHH

6.1 CoEcbk Ha NOMOMIHETE BEMECTRA
Crpuernna Ha TabneTkara

JlakTo3a, Ge3rogHa

Kpockapmenoza warpwii

Hartpuep naypwicyngar
XHApOKCHNPONHILETY. 1038

HomucopGar 80

MarHesHes creapar

Lenmyo3a, MUKpOKpHCTAIHA

O6puBKa Ha TabneTkaTa
Xunpomenosa 2910 (E464)
JlakTo3a Monoxuapar
Turanos auoxcug (E171)
Tpuauerns

Tank (E553b)

Kuor xenesen okcun (E172)

6.2 HecupmecTEMOCTR
Henprioxumo.
6.3 Cpok na roanecr

2 ronuum,
Cpok Ha rogaOCT crex paszendse Ha TabneTkara; 4 cepMHIm.

6.4 CoennaInH yci0BHS Ha ChXpaHenHe

Tozu JlexkapcTBEH NPOYKT He H3MCKBA CIIELHANHH TeMIIEPaTypPHH YCIOBHA HA CB.
Ha ce chxpansBa B OPHIMHATHATA ONIAKOBKA, 33 Iia C& NPEATIazH OT BJIara,

6.5 BuguchIbpkaHHe HY OUAKOBKATA
Brucrepu o1 PVC/PCTFE/PVC/AL onno.
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TAJATIA®HUI CTAJA 10 mg:

Onaxosk# ot 4 GunMupany TaGneTky.

TAJAJIAOUII CTAJA 20 mg:
OnakoBkH ot 2, 4, 8, 12, 24, 36 u 48 dIMEpanH TabneTKy.

He scuuku BunoBe onaxoBk# Morat 1a 6s4aT MycHaTH Ha mazapa.
6.6 Crennainn NPeADRILA MEPKH NPH RIXBLPARHE B paboTa

Hsama coeimansn ua3nckBanus.

7. IIPUTEXATEJ HA PAZPEIIEAHETO 3A YIIOTPEBA

STADA Arzneimitte]l AG

Stadastrasse 2-18

61118 Bad Vilbel

I'epManus

8. HOMEP(A) HA PASPEIIEHUETO 3A YIIOTPEEA

Perucrpanuonen Ne: TAJJAJIAGHI CTAJA 10 mg: 20210033

Peructpamonen Ne: TATATIAGUN CTAJA 20 mg: 20210034

9. AATA HA TBPBO PASPENIABAHE/MOAHOBSIBAHE HA PASPEINEHHETO 3A
YIOTPEBA

Hara na mupeo paspemasane: 05.02.2021

10. NATA HA AKTYAJIMBUPAHE HA TEKCTA

Mapr 2021
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