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Tapanadun CTAIA 5 mg duamMupanu TabnaeTku Ko Poc. Ne ,ZDﬁ\bo(gé ereteeraeraneens
Tadalafil STADA 5 mg film-coated tablets

2. KAYECTBEH H KOJIMYECTBEH CbCTAB

Beaka puimupana tabnetka ceabpska S mg Tananadun (tadalafil).

I loMOIIIHH BE1ECTBA C U3BECTHO ASHCTBHE:

Besaka gunmupana tadbnetka oT S mg chabpxka 58,1 mg naxro3a (iakro3a MoHOXHapar) v 0,6 mg
HATPHHA.

3a bJIHKMA CITUCBK HA NOMOIIHUTE BELIECTRA BUXKTE TOYKA 6.1.

3. JIEKAPCTBEHA ®OPMA
dunMupana TabneTKa.

CBeT/IOKDBATH, KPBIJIH, JBOHHOM3ITBKHAIM, (UnMupann Tabietkd ¢ avameTsp 6,1 £ 0,2 mm.
4, K/IMHUYHMU JAHHH

4.1 TepaneBTHYHH NMOKA3ZAHHA

Jleyenue Ha epeKkTHIHA AMCPYHKLUHA MPH Bh3PACTHH MbXKE.

3a na Obae edekTHBeH Tagagadmil, Ce H3HCKBA CEKCYATHA CTUMYITALIUA.

JleuenHe Ha NpU3HALM ¥ CHMITTOMH Ha JTOOPOKAYECTBEHA XUNIEPIJIA3HA HA NPOCTATATA NPH Bb3PAacTHH
MBIKE.

Tananapun CTAJIA He e nokasaH 3a ynotpeba OT JKEHH.

4.2 JIo3npoBKa H HAYMHH HA NPHJIOKEHHE

HozupoBka

Epexmunna oucghynxyus npu eu3pacmnu Muoxce

[Ipertopbueanata nosa € 10 mg, npuera npeay ovyakpaHaTa CeKCyajiHa AKTHBHOCT, ChC MW De3 XpaHa.
[1pwu Te3m nauveHnTH, npyu kouto Taganadun 10 mg He BOAH N0 NOAXOAAIL eEKT, MOKE Ja € ONUTa C
20 mg. Tasu no3a moxe na 6bae npueta noHe 30 MUHYTH Npeir CEKCyaiHa AKTUBHOCT.

MakcHmanHaTa 4ecToTa Ha NpHEM € BCIHBAK JHCBHO.

Tapanagpun CTAIIA 10 u 20 mg e npeanasnagex 3a ynorpeba npeam 04aKBaHa CEKCYaTHA AKTUBHOCT
v HE C€ MPENOPBUBA 3a NPOABIKHTENHA SKeNHeBHA yIoTpeda.

[Mpu nmaumenTy, KOUTO npeapuaar yecta ynorpeba Ha Tananadun CTAJIA (Hanp., noHe GBa NbTH
CCAMMYHO), MOXKE 1a C& OOMHCIH KaTO MOAXOAALL PEKHAM €JHOKPATeH AHCBCH MPHEM HA Hal-HHCKUTE

no3v Tamanapun CTAJIA, Bb3 ocHOBa Ha W360pa Ha NALMEHTA M PELLSHHETO Ha JIEKaps.

CBILO BpEME Ha JicHA. Jlo3aTa Moke 1a ce HaMalu A0 2,5 mg eAHOKpaTHO JHEBHO Ha 6
HHAUBHAYATHATA MOHOCHMOCT.

LlenecwobpasHocTTa Ha MpOAB/DKMTENHATA €XEJHERHa yroTpeba Tpsabea
NpPeoLeHARA.




Hobpoxauecmeena xunepnaazus Ha RPOCMAmMama RPU 8b3PACMHU MBIICE

Ipenopbrurrennara no3a € 5 mg, npHeMaHa NMPHOIM3UTENIHO NO €JHO H ChLUO BPEME BCEKH JIEH CbC
UM Oe3 xpaHa.

3a BL3PACTHH MBIKE, KOHTO C€ JIEKYBAT KaKTO 3a JOOPOKAYECTBCHA XHIIEPIJIA3Hs Ha NpocTarara, Taka
U 3a €PEKTUNHA AUCQYHKIIHS, NPENOpbYHTETHATA 1032 ChUIC € 5 mg, NpUeMaHa NPUONH3HTENTHO M0
€JIHO W CBIIO BpeMe BcekH aeH. [IpH nmalyeHTHTe, KOUTO HE ca B ChCTOSHHUE A2 NMOHACAT Tajanadui
mg 3a Je4YeHHe Ha JoOpoKauecTBEHA XUMEPNIA3Ms Ha Mpocrarara, TpAOBa a ce B3eMe MpejBHA
aJITCPHATUBHO JICYeHMe, TbH kKaTOo edMKacHOCTTa Ha Tajganagun 2.5 mg 3a JieYeHWe Ha
A0OpOKAYECTBEHA XHNIEPILIA3KA HA NIPOCTATATA HE € JOKA3aHa.

CrneunanHu nonyjiauuM
Muoice 6 cmapuecka ev3pacm
[Ipy MBXKE B CTapuecka Bb3pacT He Ce M3HCKBA ajflali THPaHe Ha A03aTa.

Muoice ¢ bvbpeuno yepeacoane
He ce Hanara HamMansBaHe Ha J03aTa MpH NaLHEHTH ¢ JIEKO 10 YMepeHo ObOpedHo yBpesKkaaHe. 3a
MaLHeHTH C TEXKO OBbOpEeUHO yBpeKaaHe MaKkCUMaliHaTa npenopbusana ao3a ¢ 10 mg.

[pn nauneHTH ¢ Texko OpOpeYHO YBpeKaaHe NO3HPAHeTO eHWH ITLT JHEBHO HA Tajanagwun 2,5 mg
HJIHM 5 mg, KaKTO 3a ieUeHHUe HA ePeKTHIHA THCHYHKIMA TaKa M 3a J0OPOKavYEeCTBEHa XHMIIEPIIA3Ua Ha
npocTaTara He ¢ npenopbysa (. To4ka 4.4 ¥ Touxa 5.2).

Muoice ¢ weproOpobro yepescoare

[Ipenopbusanata no3a Tananadun CTAJTA e 10 mg, npueTa npeay o4akBaHa CEKCyanHa aKTHBHOCT H
0€3 Bpb3Ka ¢ XpaHeHeTo. MiMa orpaHuyeHd KIMHHYHHK JaHHU 3a Oe3onacHocTTa Ha Taganadmn
CTAJIA npu nauMeHTH ¢ TeXKa 4epHOApoGHa HETOCTATBYHOCT

(Child-Pugh knac C ), ako ce npeanucsa, To NpegnUcBaILUAT jieKap TpAOBa Aa HaNpaBW BHUMATEHA
HHAWBUIYaJIHA IPEUEHKA HA CLOTHOLIEHUETO noa3a/puck. HaMa HaTH4HKA JaHHH OTHOCHO
MPHUJIOKEHHETO HA J03U NO-BUCOKM OT 10 mg Taganagui Ha NaUUEHTH ¢ YEPHOAPOOHO YBPEKIAHE.

JlozupaHeTo Ha Taaanadun eyt 0BT JHEBHO KaKTO 32 JISYEHHE Ha €PeKTHIHA AUC(YHKLMS, TaKa U Ha
A0OPOKAYECTBEHA XUMNIEPIIa3Ha Ha TIPOCTATATA HE € OLEHABAHO MPH MALKEHTH ¢ YepHoApoOHa
HEAOCTATBYHOCT, CREAOBATENIHO, aKO Ce MPeAIUCRa, TO NpeANUCBALUUAT FO neKap TpaOBa aa HanpaeH
BHHMATE/IHA HHAWBU/IYa/IHA NPeUeHKa Ha OTHOLIEHHEeTO MoJi3a/prucK (BK. Touka 4.4 u Touka 5.2).

Muvowce ¢ ouabem
[Tpu Mbxe ¢ aHader He ce u3nckera NpoMsHa B 103arTa.

Heouwampuvwna nonmyaayus.
Hsama cwoTBeTHO npunoxenue Ha Taaanadun CTAJIA B neauaTpHuHaTa NOMYAALMA OTHOCHO
JEYEHHETO Ha epeKTHITHA AHCHYHKLMA.

Ha4yrH Ha npuIoKeHHe

3a NepopasiHO NPUNIOKEHHE.

He BCHYKH Hpenopbku 3a A03HpaHE ¢4 BB3MOXKHM MPH H3MON3BaHe HAa TabAeTKH OT 5 mg; Taganadun
MO2K€e N1a ¢e npejiara v noj (popmara Ha tadnetku ot 2,5, 10 1 20 mg.

He BcHYkH 103MPOBKH Morart aa ObAAT IyCHATH HA Nasapa.

4.3 IlporuBonokazanus

CBpPBXUYYBCTBHTEIHOCT KbM GKTHBHOTO BEILECTBO U/IH KbM HAKOE OT MOMOIIHHTE BELLECTRA,
U30pOEHH B TOUKA 6.1.

B KIHHHMYHY NpoyuBaHHA € yCTaHOBEHO, Ye Tadanadhu yCHIBa XUNIOTEHIUBHUTE €
HATpaTHTE. CMATA ce, Ye TOBA € PE3YATAT OT KOMOUHUpaHUTE eheKTH Ha HUTpaT
BbpPXY IMbTA a30T¢H okcun/ul M®. ITopaau Tora, npunoxenuero Ha Taganadpu
NaLHEHTH, KOHTO H3ITOJI3BAT HAKAKBH (GOPMH Ha OPraHUYHH HUTPATH, € MPOTH

4.5).




Taganapun CTAJIA He TpaGBa aa ce npuiiara Ha MbXe CbC ChPACHHH 3a00IABAHMSA, TIPH KOUTO
CEKCYATHATA aKTHUBHOCT HE € NPeHophUHTENHA.
Hel{apHTe TpﬂﬁBa Aa obchaaT MOTSHUHATHHA CHPACHCH PHCK OT CEKCYalHA aKTHBHOCT NPH MAUHEHTH
CbC CBIIECTBYBALLO CHPACUYHO-CHAOBO 3a00JIIBaHeE.
CneaHuTe rpyny MalUEHTH Cb¢ CHPICYHO-CHIOBO 3300/9BaHE HE ¢a OWUNH BIJIIOHYEHH B KIIHHUYHH
MPOYy4YBaHHA H 3aTOBa ynoTpebata Ha Tananaduu npH TAX € NPOTHBONOKA3aHa:
— TAaUMEeHTH C MHOKapJAeH UH(APKT B paMKUTE Ha nocnegHure 90 qHu;
— IIAHMEHTH ¢ HecTabunHa aHrMHA MEKTOPHC MITH aHTHHA MIEKTOPHC, NPOABABALLIA CE N0 BpEeMe
HAa TOJIOB aKT;
— MalKeHTH CBC ChbpAcuHa HeaocTaTbuHOCT Kiac no NYHA (New York Heart Assoctation) 2
WJIH MO-BUCOK IIPE3 NOCNEeTHUTE 6 Mecela;
— TALMEHTH ¢ HEKOHTpONWpaHd apuTMuK, xunotorud (< 90/50 mm Hg), vin sexoHTponupana
XHIEPTOHHA;
— TNALMEeHTH ¢ MHCYIT B PAMKUATE HA MOCIEAHATE 6 MeceLa.

Tananadun CTAJIA e nporueonokasaH MpH NALMEHTH CBC 3aryda Ha 3PEHUETO HA €HOTO OKO, B
pe3yNTaT Ha He-apTepUaliHa aHTepuopHa ucxeMuyHa ouna Hesponatud (NAION), He3aBHCHMO OT

TOBA, JIaJIK TO3H €MH30/ € CBbP3aH UH HE ¢ npeaniHa ynotpedba Ha PDES uHxubutop (B TOUKA
4.4}.

4.4 CrnenHa/mH DpPeIYNPEXKIACHUSA H NPEIIA3HA MEPKH NPH YnoTpeba

[1penu neuenune ¢ Tapanadwmn CTAJIA

[Ipenn na 0bae 0OCLACHO hapMaKOAOrUUHO JIeYeHHE, TPIOBA 1a CE CHEME aHAMHE3a U HATPARM
(H3MKaJIEH TIpETJIE, 3a Ja ce JUArHOCTHIIHPa EPEKTHIHA THCOYHKIHA B Aa ce ONPeaesT
MOTEHLHATHUTE MO/JIEXKALUM MPHUHHH,

[Ipean na ce 3amoyHe KAKBOTO H Aa € JIeYEHHE HA ePEKTHIHA JTUCHYHKIMSA, TeKapuTe TpadBa aa
NPEUCHAT CHPACYHO-CHAOBUA CTATYC HA TEXHHUTE TTALMEHTH, Thi KaTO M3 H3BECTHA CTCNEH HA
ChpACYEH PHUCK, CBbP3aH ChC CeKeyallHaTa akTUBHOCT. Taganadun vMa BazoaMnaTaTHBHA CBOWCTBA,
BOACILUM N0 JICKH U MPEXOAHH NOHHKEHUA Ha KPbBHOTO HasiAraHe (Bx. Touka 5.1) ¥ MO TaKbB HAUUH
MOTCHUHUPA XHNOTCH3HBHHA €(eKT Ha HUTpaTHTE (BK. Touka 4.3).

Ilpeau na ce 3ano4ne nedenue ¢ Taganadu Ha 10OpoOKaUECTBEHA XHAEPIIA3HA Ha NPOCTATaTa,
MAUUEHTHTE TPAOBA 1a CE U3CJICABAT, 32 12 ¢€ U3K/IIOUM HATTHYHETO Ha KaPUHMHOM HA MPOCTaTAaTa H
BHHUMATE/IHO Ja €€ OUCHH HAIHYMETO Ha ChPACYHO-CHAOBH 3a00saBaHusA (BK. Touka 4.3).

OueHkaTta Ha €peKTHIHATA THCHYHKUNA TPAOBA [1a BKJTIOUBA ONPEAENAHETO Ha MTOTEHUHAHUTE
MOAJICHKALH APUYMHH H YCTAHOBSBAHE HA MMOAXO/AIIN0 IeYeHHE e MPABMHIHA MEIUIMHCKA OLCHKA.
He e n3sectno, nanu Tananadun CTAHA e edexrHBed [1pU NaLUMEHTH, TPETHPIENM Ta30BH ONEPALHU
WM palMKaJiHa, HEChXPaHABALIA HEPBA MPOCTATEKTOMMS.

ChpAeuHo-cb0BU dHaKkTOpH
[lIo BpemMe Ha NOCTMAPKETHHIOBH HAOMHOAEHHS W/HIH KIHHAYHH NPOY4BAHUA €A JOKIaABaHH
CEPUO3HH CHbPACHHO-CHIOBH CHOMTHA, BKIIIOUBALIIM MHOKAPAEH HHPAPKT, BHE3ANHA ChPJI€YHA CMbPT,
HECTAOMNHA aHFMHA NIEKTOPUC, KAMEPHH aPUTMHH, HHCYJIT, TPAH3UTOPHH HCXEMHUHHU EMH30/IH,
FpbAHa 00JIKa, ANMUTALMK | TaxukapAvd. [loBe4eTo nauMeHTH, MTPH KOHTO ca JOKIAABAHH TE3H
CHOMTHS, Ca HMaNH TIpe/IeCTBAIIMY CLPASHHO-ChA0BH PUCKOBH (DaKTOPH. Bbnpeku ToBa, He €
Bb3MOMKHO Ad CE€ ONPEACAN KATENOPHYHO, JAJIM T€3H CHOUTUSA Ca CBBP3aHH NPAKO € T€3U PUCKOBH
¢axtop, ¢ Tananagun CTAJIA, cbC CEKCYANHATA AKTUBHOCT HiIH ¢ KOMOGHHaLMATA H

APYrH QaKToOpH.

[fpy MalHEHTH ChC CHIBTCTBALIO JICUSCHHE ¢ @RHTHXMITEPTEH3HBHHU JEKAPCTREH
MOX€ 1a MHAYHIMPa MOHIKEHHe Ha KppBHOTO Hanarane. Korarto ce 3anousa effed
Tapanadun, TpaOBa 1a ce OOMHUCIM KIMHMYHATA BE3MOKHOCT 34 aJaTlITHPaHe
aHTUXUIIEPTEHIUBHOTO JICYESHHE.




tIpn nauneHTH, kouTo Tipuemar anda; GIoKepH, HOBPEMEeHHOTO npuiioxeHue Ha Tananadun
CTAIA Moxe ga noeese 40 CHMOTOMATUYHA XUIIOTOHHUS NMPH HAKOHM OT TAX (BxkK. ToUuka 4.5).
KomGHnHMpaHeTo Ha Taganagui U JOKCa303HH HE C€ MPENOpPbYBa.

3peHue
CroOuaBaHu ca 3pyTeNnHH HapyIIeH:Hs, BKIIOYUTEHO UEHTPANTHA CePO3HA XOPUOPETHHOMNATHS

(CSCR) # cnyuan Ha NAION (HeaprepuanHa aHTepuOpHA HCXEMHUHA OYHA HEBPOMATHS ), CBbP3aHH C
npuema Ha TAILAJIADOUII CTAIA w apyru PDES uuxubutopu. TMosedero ciy4an Ha CSCR
OTIIYMSABAT CMOHTAHHO CAeA criupade Ha Tafganadgun. Ilo orHomeHne Ha NAION, ananusu Ha naHHH
OT HEMHTEPBCHIIMOHAIHY NPOYUBAHHA npeanonarar nopuuweH puck ot ocrpa NAION (HeaprepuaiHa
AHTEPUOPHA HCXEMHYHA OYHA HEBPOIATHA ) MPH MBXKE C EPEKTHIIHA JUCYHKLMS ClIE €KCNO3HLIMA HA
Taganagun Wik apyru GIAES naxuburopu. Tl kaTo ToBa MOXke a ObJE OT MPAKTHYECKO 3HAUEHHE
3a BCUHKH MALHEHTH, W3JIOXEHH Ha TaJanadun, NauHeHTsT Tpadea fa Obae npeaynpexaaBaH, ue B
CJlyYaH Ha BHERAMHO 3PHTESTHO HaPYLUICHHE, HApYLIEHHE Ha 3pUTETHATA OCTPOTA U/ MITH 3PUTENHO
U3KPUBABaHE, Tpa0Ba 4a crpe fpHeMa Ha Tajanadhin v Ja ce KOHCYNTHpa HezabaBHO ¢ iekap (BxK
TO4Ka 4.3).

HamasieH ciiyX win BHe3anHa 3aryba Ha ciayxa

Cnyuau Ha BHe3anHa 3aryba Ha ciyxa ca chobiienu e ynorpebara Ha Taganadui. Benpekn ue
APYIH PHCKOBM (PAKTOPH Ca HaJIMUE B HAKOM C1ydad {(KaTo HanpuMep, Bb3pacT, AMadeT, XUunepToHus 1
aHaMHe3a 3a NpearuIHa 3aryda Ha ciyxa), NaLHeHTHTE Tpa0Ba na 6bAaT NOCHLBETBAHM [1a CIIpaT
NpyeMa Ha TafanagHil u 1a NOTBPCAT He3a0aBHO MeUIIMHCKA TIOMOLI B C/y4aii Ha BHE3aIHo
HaMaJIIBAHE Ha CliyXa WiH 3aryba Ha ciiyxa.

brOpeuHo K uepHOaPOOHO YBpEkKAaHE

ITpn mautHeHTH ¢ Texkka ObOpeUHa HEAOCTATHYHOCT JO3HPAHETO Ha Taganadun e IHOKPAaTHO THEBHO HeE
Ce MpenopPbUYBA, NMOpaan NosHILeHAaTa eKcno3uLmMg (AUC), orpaHHueHHst KIIHHUYEH OIUT M JIMNICATa Ha
BBL3MOXKHOCT 34 MOBIUABAHE HA KIMPBHCA NOCPEACTROM AHAJTH3A.

HMma orpaHn4eHn KITHHHYHH JaHHH 33 6e3011aCHOCTTA Ha Tananadui, NPHIOKEH KaTo e AHHHYHA /1034,
Npy NALKEHTH ¢ TexKa YepHoapobHa HenocTaThuHOCT (Child-Pugh knac C). [1pu nauueHTH ¢
YepHOAPOOHA HEAOCTATHUHOCT HE € OLEHABAHO €IHOKPATHOTO AHEBHO MPHAOKEHHE WK 33 JICUCHHE
Ha ePEeKTHIHA JUCHYHKLMA, WK 32 10OpoKauecTBeHA XUMEPIUIa3Us Ha npocTaTaTa. Ako Taganagun
ce Ha3Havaea, TpAOBa Ja ce HANPaBW BHUMATEHA HHAMBUAYAIHA NPELUEHKa HA OTHOLUEHUETO
MOJI33/PUCK OT MpeIIMCBaiiHs IO jieKap.

[IpHanu3sM H aHaTOMHYHA JedopMallMa Ha TTeHHCa

[launeHTHTE, KOWTO Ca UMAJIH €PEKLIUs, MIPOIB/DKUNIA 4 Yaca Wid noBede, TpsAOBa aa 6baar
NMOCBLBETBAHH J1a MOTLPCAT HEe3a0aBHO JIeKapcKa NOMOoLL. AKO MpHaNHU3MBT He Ob/ie JIEKYBaH BeHAra,
THKAHTA Ha NMCHHCA CC YBPEXAa M MOXKE Aa C€ CTHIrHE 0 HOCTOSHHA 3ary0a Ha NOTEHTHOCTTA.

Tananadun TpaOsa Aa ce H3NOA3BAT ¢ MOBUILIEHO BHUMAHME MPH MALMEHTH ¢ AaHATOMHYHA
aedopMaumns Ha neHuica (KaTo Hamnp., aHryJjalus, KaBepHo3sa ¢pubpo3a uau 6onect Ha Peyronie) nin
NpH NMALHEeHTH CbC 3a0019BaHUA, KOMTO MOTAT Jia Ch3AaJiaT MpeApasnoioKeHHe KbM ITPHAMUIBM
(KaTo ChPIOBHAHO-KNETbYHA AHEMHUSA, MYJITHIIJIEH MHEJIOM MU IEBKEMUSA ).

Ynorpeba ¢ CYP3A4 uAxuOuTOpH
HM31CKBa ce fIOBUMIIEHO BHUMaHKe, aKo ce MpeanucBa taaanagui Ha MauHeHTH, KOUTO H3NoI3Bar
MOLIHHA CY P3A4 WHXWOHTOPH (PUTOHABHP, CAKBHHABHP, KETOKOHA30/, HTPAKOHA30JT W
CPUTPOMMLIHH), ThH KaTO NPH KOMOHHUPAHETO HA TE3M NIEKAPCTBEHH MPOIYKTH ce 3ale
MOBUILIABAHE Ha eKcno3uMumaTa Ha Tajanadun (AUC) (Bxk. Touka 4.5).

Tafana®un ¥ Apyrd neveHus Ha ePeKTUIHA AHCPYHKIIUA

He ca npoyusanu Ge3onacHocTTa U ehHKaCHOCTTa Ha KOMOMHAaMUTE Ha Tajanadui
HHXubuTOpH Ha PDES mau npyru nevenus Ha epekTHiHa AMChyHKuu. [JauMeHTbT
HH(OOPMHUPAH ja He npreMa Tajanadun B no00HH KOMOHHALIMH.
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[ToMOLTHH BeLeCTBA

JlakTOo3a

Tananadun CTAJIA cbawspxa 1akroza.

ITatineHTH C peaxH HacaeACTBEHK NMPoOIEMH Ha HEMOHOCHMOCT KbM rafiakTo3a, MbJCH JaKTa3eH
AeQULMT MM TI0KO30-TaNakTo3Ha ManabeopbLma He TpaGBa 13 NPHEMAT TOBA JIEKAPCTRO.

Harpu#
To3u siekapcTBEH NPOAYKT ChABPAKA No-Manko oT 1 mmel Hatpwii (23 mg) na TabneTka 1.€. MOXKe Ja
CE KaxXKe€, Y€ NpaKkTUYECKH HC CbABPIKAa HATPHHA.

4.5 BaaumoneiicTBHe ¢ IPYTH JeKAPCTBEHH NPOXYKTH H APYIrH GOPMH HA B3IAHMOAEHCTBHE

HpoyuBanuara 3a B3anmoaeicTsug ca nposejaeny ¢ 10 mg u/wim 20 mg tananagui, KakTo e
MOCOYUYCHO no-A0Jy. ]_l_l() C€ OTHACH 0O Te3H MpOYYBaHHA 3a BB&HMDE&FICTBHH, KbIACTO Ca NMPpHUIaraHu
CaMo A03H Ha Taganadui oT 10 mg, KIHHUYHO 3HAYMMH B3AUMOAEHCTEBUA NPH NO-BUCOKH A03H HE
MOraT M3usi0 jJa ObaaT H3KIIOYEHH,

Edextn Ha apyru Bewecrea Bupxy Taganabun

Huxubumopu na yumoxpom P450

Tananadun ce metaGonusupa rnaeHo upes CYP3 A4, CenexrrsHusT uaxuoutop Ha CYP3 A4,
keTokoHa30J (200 mg aHeBHO), yBeanuasa 2 bt excrnozuumara (AUC) Ha taganadun (10 mg) u
Crmax € 15% cnipamo cTofiHocThTe Ha AUC M Crogx TIPH CAMOCTOSATENHO MPHIOKEH Taganadul,
KerokoHason (400 mg aneBHO), yBenuuara 4 meTH excnosuumata (AUC) va Tapanadun (20 mg) m
Cmax € 22%. Putonasup, nporeazeH unxuGurtop (200 mg, 2 MbTH AHEBHO), KOWTO € HHXMOMUTOP Ha
CYP3A4, CYP2C9, CYP2C19 u CYP2D6, yeennuara ckcnosuumsta (AUC) Ha tananadun (20 mg)
2-ei 6e3 1a ipoMeHs Crax. Bunpeku ue ve ca npoyusanu cneudu4HY B3aMMOAEHCTEHA,
€MHOBPEMEHHATA YNoTpeda ¢ APYrU NpoTeasHH HHXHOHTOPH, KaTo cakBHHABHD, U apyTu CYP3A4
WHXHOHTOPH, KATO EPUTPOMHLIMH, KIIAPHTPOMHIIHH, HTPAKOHA30N H COK OT rpeindpyT, M3HCKBa
BHUMAHHKE, TbH KaTO MOXKE Ja C€ OYAKBA, TE Aa YBEJIMYAT MJIa3MEHHTE KOHLEHTPALIMH Ha Taaanadui
(B>x. TOuKka 4.4).

CnenoBaTeNHo, YeCTOTAaTa Ha HEXKENAHKTE JIEKApCTBEHH PEAKLIMH, NIOCOUEHH B Touka 4.8 Moxe na
Ob1e YBEHUEHA.

I pancnopmuu besmvyu

He € u3BecTHa posisiTa Ha TPaHCIOPTHHTE GENThLUY (HANPHUMED, P-ITMKONPOTEHH) BbPXY
JHUCTIO3UIHATA Ha Taganagun. CriefoBaTeNHO € HATHUIE MOTEHIMA 34 JIEKAPCTBEHH B3alMOIeHCTBHA,
MEAMHMPAHH OT NOTHUCKAHE HA TPACTIOPTHHTE OENTBHIH,

Huoyxmopu ua yumoxpom P450

Hunykropbt Ha CYP3 A4, pudamnuiun, Hamanasa AUC na taganadgmn 1o 88%, cripsamo
cronnoctrTe Ha AUC npu camocTostenHo npustoxked Taganadur (10 mg). Taszu HamaneHa
CKCIIO3HLIMA MOXE J1a C€ OMaKBa Jla HaMalu €(UKAaCHOCTTA Ha Taaanadwi; CTeneHTa Ha HaMajleHUe Ha
e(prikacHocTTa € HenssecTHa. JIpyrv mnaykropu Ha CYP3A4, kato denobapburan, GeHHTOUH U
kapbamasenun, MOTaT ChILO JJa HAMANAT ILIa3MEHHUTE KOHLICHTPALIMH Ha Tagatadu.

EQeKTi Ha Taganahun BbPXY APYTH NeKapCTBEHH MPOAYKTH

Humpamu

[1pn knuAaMunK npoyuBanus, Tananadua (5, 10 1 20 mg) € nokaza, 4e NOTCHLUPA XHIOTEH3UBHUTE
edpexTH Ha HUTpaTHTe. [lopasu TOBA, NPUIOKEHHETO HA Tagaladui NPH NALKUEHTH, NP Haph
(bopma Ha OpraHMYEH HUTPAT € NIPOTUBOIIOKA3aHO (BK. TOUKA 4.3). Bb3 ocHOBaTa Ha pR%)
KIHHUYHO Mpoy4BaHe, B KoeTo 150 naumeHTH ca nonyyasany AHeBHH 103H OT 20 mf 'u 4
AHH ¥ 0,4 mg HUTPOrTHUEPHH CYONMHIBAIHO B Pa3/IM4HO BPEME, TOBa B3aUMOJE( e e
HaO/IloAaBaHo 3a HOBeYe OT 24 4aca W He ¢ HaGIIOaBaHo CleA M3THYaHE Ha 48 yad B [NBes
n03a Tananagun. Taka, npy NAUMEHT, HA KOMTO € NPEANNCaHa HAKAKBA 4033 Tagan? 1- T
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mg), 1 32 KOHTO IIPUITOKEHHETO HA HUTPATH CE€ CMATA 3@ HEOOXOAMMO 110 MEAMLIMHCKH MOKA3aHHUA B
AHBOTOCMACABALH CHTYALIHH, TPAOBA Aa MMa rMoHe 48 4aca OT NpHeMa Ha NOCJeAHaTa 1033
Taganadun, Npeay NpUAoKEHHETO Ha HUTpaTHTE. [1pH TaKHBa YCIOBUS, HUTpaTUTE TPIOBa 1a ce
npuiarar moJx Crpor MEAHUHHCKYA KOHTPON H CbC ChOTBETHO MPOCAEAABAHE HA XEMOIHHAMMKATA.

Anmuxunepmen3uay 1exapCmeenu Cpecmea (GKIOUUMENHO KATYHESU QHMAZOHUCINUY)
EnHospemenHOTO npunarate Ha n0kca3o3uH (4 W 8 mg nHeRHO) ¥ Tananadui (IHEBHA 1033 OT 5 mg M
20 mg KaTO eAHOKPATHA 103a) 3aCHJIBA AaHTHXMNEPTEH3NBHUA eeKT Ha T03H anda-6loKep B 3HAYNMA
CTEMNEH.

To3su edexT ce 3ana3pa noHe ABaHaMECET Yaca B MOXKE Ja IPEIU3BUKA CHMNTOMH, BKJIIOYHTENHO
CHHKON. 3aT0Ba Ta3H KOMOWHALMS He Ce Mpenopbusa (Bx. Touka 4.4).

[lpn npoyyBaHKa 3a B3aMMOJCHCTBUATA, U3BLPLISHH NMPH OrpaHHYeH 6poit 3ApaBH DODPOBONLIA, TE3H
ethexTH He ca CLOOUIeHH npy andy3031uH KK TamMcyno3HH. Bee nak, e HeoGX0AUMO MOBHLIEHO
BHUMAHHE, KOTaTo Tajanadui ce ynoTpebsBa Npu NALMEHTH, JJEKYBaHH ¢ KAKBHTO M Ja ¢ anda-
OJ10KepH, 0COGEHO NPH NalMEHTH B CTApYECcKa Bb3pacT. Jleuenueto TpabBa J1a 3arouHe npH
MMHWMaJIHa 1032 U [IPOrpecHBHO Aa ¢€ aJanTHpa.

[ Ipy KITMHHYHK papMaKoTOrHYHY (IPOYHBAHMA € HICAEABAH IOTCHUMATHT Ha TafanadHi 12 YCHIIBA
XMIOTEH3UBHUTE €IeKTH Ha aHTHXHITEPTEH3IHBHHTE JIEKAPCTBEHH NpoAykTH. [TpoyuBaHu ca
OCHOBHHTC KNACOBE AHTUXHINIEPTCHIMBHH IEKAPCTBEHH NMPOAYKTH, BKIIOUMTENHO KALIMEBU
AHTarOHUCTH (aMIOTUNMH), HHXHOWTOPUTE HA AHFMOTEH3HH KOHBepTHpallus ersuM (ACE)
(eHananpun), Osokepure Ha GeTa-aipeHEPrHYHMTE PELENTOPH (METONPONON), THAZHIHUTE JHYPETHLM
(Oenapognyasun), 4 6okepuTe Ha aHrHOTEH3MH 11 peuenTopuTe (pazIMUHK BHAOBE H 103H,
CaMOCTOATETHO WAH B KOMOMHALIMA C THA3WM, KANLIHEBHTE aHTarOHUCTH, GeTa-0nokepu, u/munu anda-
Onokepn). Tananadun (10 mg ocBeH B NPOYYBAHMATA C AHTATOHMCTHTE HA AHTHOTEH3MH (1
PELICTITOPUTE H AaMNOAMIIHH, MPH KOUTO € Npuiarada ao3a ot 20 mg) HAMa KIHHWYHO 3HAYHMH
B3aHMOACHCTBHA, C KOWTO W 3 € OT Te3H Kiiacose. B Apyro KIHHHUYHO hapMaKOIOrH4HO MPOyUBaHe
rapanadui (20 mg) e usnuTean B koMOGUHaLMA ¢ 10 4 K1aca aHTMXHAEPTEH3HBHH npoaykTy. [1pu
NAIMEHTHTE, NPHEMANH HAKOJIKO aHTHXHIIEPTEH3MBHH MPOJAYKTa, aMOYJIaTOPHHUTE MPOMEHH B
APTCPHANHOTO HAAraHE U3rNeX/aT CBbP3aHH ChC CTENEHTA Ha KOHTPOJ Ha apTeEpPHaTHOTO HaJsraHe.
B Ta3u Bpb3ka, Npyu nauMeHTHTE OT KIMHMYHOTO H3MMTBAHE, YHETO apTEPHATIHOTO HaJlAraHe e BUiIo
A00pe KOHTPONHPAHO, HAMANSBAHETO € G0 MUHUMAJTHO WIIH NONOOHO HA TORA, HABTIOAABAHO npu
3apaeH xopa. Ilpy yuacTHHUM B Npoy4BaHETO, MPU KOWTO apTEPHAITHOTO HAIATAHE HA NALMEHTHTE HE
e OUNI0 KOHTPONMPAHO, CNAAHETO € GWII0 MO-TONAMO, BBIPEKH Ue TO He € OUII0 CBBP3aHO C
XHNOTEH3HBHH CHMATOMHM INPH NOBEYETO OT nauuerTure. IIpy naupeHTH, Nony4asaiiy CbhirbTCTBAIO
NICYCHHE C AHTHXHNEPTECHIUBHM JICKAPCTBEHH MPOAYKTH, Taganadgui 20 mg Moxe aa HHAyUHpa
HaMAICHKE Ha apTepUaNHOTO HajaraHe, KOeTo (¢ H3KJIioueHue Ha ajia OJIOKepH —B3K. No-TOpe), €
KaToO LAN0 MATIKO ¥ HE € BEPOATHO [1a € KIIMHUYHO 3HAYUMO. AHAIU3UTE Ha JaHHHUTE OT KIMHUYHMH
npoyusaHus (as3a 3 He ca MOKA3A/K PA3TUKA B HEXETAHUTE JIEKAPCTBEHH CHOMTHS MPH NMaLMEHTHTe,
TMPUEMALLH TaaaNladul, CbC MK 6€3 AHTHXMNIEPTEHIUBHH JIEKAPCTBEHH NPOAYKTH. BhIpeku TOBa Ha
MaLHEHTHTE TPSIOBa aa ce 1aBa NOAXOAALL KIMHUYEH CHBET 32 Bb3MOMXKHO HAMAJICHHE Ha
apTCPHATHOTO HallAraHe, KoraTo € NeKyBaT ¢ aHTUXUIIEPTEHIHEHH JIEKAPCTBEHH NMPOIYKTH.

Puoumryar

[penmHu4HK NpoyuBaHns NoKa3BaT JOMBAHKUTENEH e(eKT Ha IOHHXKABAHE HA CHCTEMHOTO KPbBHO
Hanarake, korato PDES uHxubutopu ce kombuHMpar ¢ puouunryar. B KIIMHHYHH npoy4BaHHs e
[OKa3aHo, Y€ PHOLMIYaT NOTEHUHpa XHITOTEH3UBHUTE epekTH Ha PDES uuxubutopure. Hama aaHuu
32 DNaronpuATeH KIMHHYEH ebekT Ha KOMOHHALMATA B NpOyuBaHaTa momynauus. ExHoBpeMeHHaTa
ynoTpeba Ha puoumryat ¢ PDES nnxubutopu, BKIIOUMTENHO Taanahu, € NPOTHBONOKA3aHa (BK.
Touka 4.3).

Huxubumopu na 5-argha pedyxmaszama
B wiiHHYHO NpoyyBaHue, KOETO cpaBHsBa TananadGun 5 mg, npunarad eIHOBPEM
> mg, ¢ nnauedo mmoc d)HHaCTepH,H 5 mg 3a odnexvyaBaHe Ha CUMIITOMMTE Ha [0



¥ Ha HHXHOUTOpHTE Ha 5-anda peaykraszara (5-ARIs) He e nposexaano, Taganadun Tpadea na ce
NPUIIAra BHUMATEHO €HOBPEMEHHO ¢ HHXMOUTOpU Ha S-anda penykraszara (5-ARlIs).

CYP1A2 - cybecmpamu (nanp. meoghunun)

Korato Tapanadun 10 mg ce npunara ¢ Teodbunnd (HecenektuseH GocdoanectepaseH HHXHOHTOD)
BLB (PApMaKoNIOTHUHO MPOYUBAHE, He € HMAT0 (apMAaKOKHHETUUHH B3aMMOAEHCTBHA. EAMHCTBEHUAT
dapmakognHamuieH edexT e 6K neko (3,5 yaapa/MHHyTa) YBEIHYEHHE HA ChpAEYHATA YECTOTA.
Brnpeku ye T03H e€eKT € BTOPOCTENEHEH M HE € OHJT OT KIIMHMYHO 3HAYE€HHE NPy TOBA NPOYUBaHE,
TOH TpAOBa Aa ce B3eMa Mog BHHMAHHE NPH SHOBPSMEHHA YNOTpeda Ha Te3H JIEKaPCTBEHH TMPOLYKTH.

Emununecmpaouon u mepoymanun

Tapnanadun e nokasan, ye NnpeaM3BUKBA YBEJIMYEHUE Ha OHOHATMYHOCTTA HA €THHHICCTPAANOI CIICA
NEPOPATHO TPHIIOKEHHE; NOAOOHO YBETUUEHUE MOsKe Aa Obae ouaksaHo NpH NepopalHoOTO
NIPHIIOKEHHME HA TepOYTANHH, BLITPEKH Y€ KIMHHYHUTE NOCIEACTBHA OT TOBA Ca HEONPEICICHH.

Aaxoxon

KoHueHTpauuuTe Ha ankoxon {cpeana MakcuMalnHa KoHueHTpauus B kpbBTa 0,08%) He ce nosnusea
OT ¢bBMecTHaTa ynorpeda ¢ tananadwi (10 mg winu 20 mg). B nonsaHeHue, 3 yaca cnea
€AHOBPEMEHHOTO MPHIOKEHHE € aNKOXON HE ca Ha0NKAABaHH MPOMEHH B KOHLICHTPALMUTE Ha
Tananadui. ATKOXONBT € NPUACKEH 110 HAYMH, YBEIH4ABALL MAKCUMAITHO CKOpocTTa Ha abcopdums
HA AAKOXO0N (CYTPUH Ha rNafHo, 0e3 Ja ce npueMa XpaHa /10 2 yaca cliek IpHeMa Ha AJIKOXO0J1).

Tapnanadun (20 mg) He yBenuyasa CpeiHOTO HaMaNABaHE HA KPBBHOTO HAJIATaHe, NPCAN3BHKAHO OT
ankoxona (0,7 g/kg wnu okono 180 ml 40% ankoxon [Boaka] npu 80-kunorpaMoB MbXK), HO TIpH
HAKOM XOpa MOsKe N1a ce HabIIoiaBa rocTypaieH CBETOBBPTEXK HIH OPTOCTaTHYHA XUMNOTOHHUA. Koraro
Taganadun ce npunara ¢ no-Manku no3u ankoxon (0,6 g/kg), xunoronus He ce HaO01aBa, a
CBETORBPTESKET CE Ha0MOAARA ¢ 4ecTOTa, NOAOOHA HA Ta3d NPH CAMOCTOATENIHOTO IPUTOJKEHHE Ha
ankoxon. EdexTsT Ha aIkoX01a BrpXy KOrHHTHBHATA (BDyHKUMA HE ce 3acuaBar oT Taganadun (10

mg).

Lumoxpom P450 memabonruzupanu nexapcmeeri RpooyKmu
Tananagun He ce O4aKBa Jia NPEAH3IBHKBA KIIMHUYHO 3HAYMMO NIOTHCKAHE WK MHAYKLHS Ha
KJIMPBHCA Ha TEKAPCTBEHH NPOAYKTH, MeTabosnzdpanu ot CYP450 uzodopmure. I1poyusanHnaTa ca

MOTBBPAWIY, Ye Taganapun He UHXUOHUpa nnu uHAYLUMPpa uzopopmure Ha CYP450, Bkno4nTeHO
CYP3A4, CYPLAZ, CYP2D6, CYP2EI1, CYP2C9 u CYP2CI19.

CYP2C9 - cybcmpamu (nanp., R-eapghapun)

Tamanadun (10 mg n 20 mg) HIMa KIHHHYHO 3HAYHM edekT Bbpxy ekcnosnuuata (AUC) Ha S-
sapdapuH uiu R-eapdapun (cyGerpar Ha CYP2C9), HMTO 3acara NpOMEHUTE B POTPOMOHHOBOTO
BpeMe, NPeAH3BHKAHU OT BapapHH.

Ayemurcaruyuioea Kuceauna
Tananadmn (10 mg 1 20 mg) Ke MOTEHLUHPAa YBETHYEHHETO BHB BPEMETO HAa KbPBEHE, NPHYMHEHO OT
AUCTHJICATHLHI0BA KUCETTHHA.

[Ipomusoduabemuy 1exapcmeeny npooyxXmis
He ca npoeexaaHy CriellH(pHYHM NPOYyUBAHHA 32 B3aumoz{eﬁcmuﬂ C NMPOTHBOAHA0ETHH ICKAPCTBEHHU
IPOAYKTH.

4.6 DeprTuanTeT, OPEMEHHOCT H KhPMEHE
Tananadun CTAJIA He e nokasaH 3a ynorpeda oT XKEHH.

bpemeHHsoCT

Hma orpanunueny ganHH 3a ynorpebara Ha taganadun npu OpeMeHHH xeHu. [1
KUBOTHH HE TIOKA3BAT NMPAKO KK HENMPAKO BPEAHO Bb3/ICHCTBUE BbPXY Opeme
eMOPHOHATHOTO/(PEeTANHOTO pa3BUTHE, PAXKAAHETO WM MOCTHATATHOTO pa3BUTH
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Kato npeanasHa msapka, 3a npeanoumTane € ynotpebara Ha tajganapun no speMe Ha OpeMEHHOCT Aa
Cce H30srea.

KbpMmene

Hannynure papmakonMHaMHUUHH/TOKCHKOIOrHYHHE JaHHH MPH XKHBOTHH MOKA3BAT €KCKPELIMA Ha
Tazanagui B MasakoTo. He Moxke na ce U3kmoun puck 3a kbpmaueto. Taganagun He TpsaOea aa ce
H3MO/I3BA N0 BpeMe HAa KbPMEHE.,

DOepTHANTET
Habnionapanu ca edektu npu Ky4eTa, KOMTO MOXKE 1a couaTt yspexaaHe Ha gpeprunurera. e
NOCN¢ABAlHH KIIHHWYHH NPOYYBAHHA IOKAZBAT, Y€ TO3U eeKT € MAJIKO BEPOATEH [IPU XOpa, BLIIPEKU

ye ¢ce Haon Hi1dBd HAMANICHHE Ha KOHUCHTPALIHATA Ha CNIcpMa IMPH HAKOH MBbKC (B}H. TOoYKa 3.1 U TOUuKa
5.3).

4.7 EdexTn BLpXy cnocobHocTTA 32 modupane u padora ¢ MAINIHHH

Tananagun nosansasa npeHeGpeXx Mo criocoGHOCTTA 3a WodHpaHe WK paboTa ¢ MalKMHU. Bhnpek#,
Y€ fpH KIMHHYHH MTPOYYBAHHSA YECTOTATa HA CHOOIUEHHATA 38 CBETOBLPTEX NpPH rpynarta ¢ miauedo u
rpynara ¢ Taganadun ja e 6una cxoaHa, naLMeHTUTe TPAOBa a ca HasCHO 3a TOBA KAK 1L pearnpar
Ha Tananadun CTAJIA, npean mobupane wiy pabora ¢ MalvHH.

4.8 Hexenanu JeKkapcTBeHH peakKuHy

Pe3toMe Ha npodua Ha 6e30macHOCT

Haii-uecTo cpobiuaBaHnTe HeXxenaHH JTeKapCTBEHY peakliyy MPH NalHeHTH, npuemaiuy Tananadun
CTAJIA 3a neueHue Ha epexTUiHa ARCHYHKUMA WK J0OPOKAYECTBEHA XMIEPNIA3Ua HA MIPOCTATATA
ca rnaBodonue, AHcnencHs, 6oka B repba 1 MHAJITHSA, ITPH KOUTO YECTOTATA CE€ YBEJHYARA C
NnopvilapaHe Ha no3ata Ha Taganadgun CTAJIA. JloknaaBaHHATE HEXKENAHHM JEKAaPCTBEHN peaKLU ca
OWTM NpexoaHU U B NOBEYETO CY4au JIeKH 10 yMepeHH. [To-roasmara 4acrt OT C/y4auTe Ha
rnaeofosne, croduiasany npu npuem Ha Tananapun CTAJTA seaHbK AHEBHO, ca HaOMIONaBaHH NIpe3
mbpBuTe 10 10 30 AHM OT 3aN0YBAHE HA JIEYEHHETO.

PesiomMe Ha HexkenaHuTe peakiyy B TablIHYeH BUA

B rabnuuara no-nomy ca H3bpoeH:n HeXKENAHHTE NEKAPCTBEHH PEAKLMH, HAO/IIOAaBaHH OT CHOHTAHHH
CLOOILEHHS H NPH Niialebo KOHTPOIHPAaHH KIIMHHYHH npoy4saHys (oOxsauwiaiim oo 7 116
[MALMEHTH, NEeKYBaHH ¢ Tananadun, u 3 718 naumeHTH, NnosiyyaBasH rnJjauedo) 3a jieyeHue Ha
CPEKTHIIHA JMCOYHKIIMA NPY HYXKAA K BEIHLK AHEBHO H 34 JiedeHHe Ha 100poKayecTBeHa
XHIEPIUIa3HA Ha NPOCTATaTa BEAHDLX JHEBHO.

KoueeHuMa 3a yecToTara: Maoro Yectv (>1/10), uectu (>1/100 no <1/10), neyectu (>1/1 000 ao
<1/100), peaxn (=1/10 000 no <1/1 000), muoro peaxH (<1/10 000) 1 ¢ HeH3BecTHA YecTOTa (OT
HaJIMYHUTE JaHHWU HE MOXe Ja Ob/ie HanpaBeHa OLieHKa).

Mmuoro YecTH Heuecrn Peakn C HeH3BeCTHA YeCcTOTA
YeCTH
Hapywenust Ha umynnama cucmema
Peaxunu Ha AHruoezem °
CBPBXHYBCTBHTEIHOCT
Hapywenua na nepsnama cucmema
I'naroGonue 3aMasHOCT Hucynr!
( BKIIIOUHUTENHO
XE€MOpParH4HH
cpOHUTHA),
CHHKOM,
TPAH3UTOPHH
HCXEMHYHH
IPHCTBITH',




MHIrpeHa’,
NpHNagbLUH,
TPaH3HTOPHA
aMHE3Hs

Hapywernua na ovume

3aMbIJICHO BIDKOAHE,
yCeILlaHHs, ONHCBAHH
KaTo OOJIKA B ouunTe

Hapywienue Ha
3PUTEITHOTO
none,

OTOK Ha
KJIETtauMTE,
XMIIepEeMUs Ha
KOHIOHKTHEATA,
HeaprepunanHa
aHTEPUOpPHaA
MCXEMHYHA OYHA
HEBpONATHA
(NAIONY,
3anyimBaHe Ha
CBLAOBETE Ha
peTHHaTa?

LleHTpasina cepo3Ha
XOPHOPETUHONATHA

Hapywenusa na yxomo u rabupunma

TunuTyC

BHezanHa
rIyXoTa

Copoeunu napywenus’

Taxukapaus,
annmvranuu

Muokapnes
UHPAPKT,
HecTabHIIHA
CTEHOKApANI®,
KaMepHa

aApUTMHS®

Cwdoeu napyuierus

3aycpBaBaHe

XHNoToHUS °,
XUNEPTOHMS

Pecnupamopuu, 2po0RU U MEOUQCMUHATHY HADYICHUA HAPYIHEHUS

Hazanna
KOHIeCTHS

Jucnnes
Enucraxcuc

CmoMauHo-4ypeenU HapyuieH s

Jucnencus Kopemna 6onka,
[NospbluaHe, ragexe,
["acTpoezodareanHa
pedaykcHa Sonect
Hapyuernus na Koxcama u noOKONCHAMA MuKaH
oOpHB YpTukapus,
CHHAPOM Ha
Stevens-
JohnsonZ?,
eKkcOIHaTHBEH
AEPMATUT
XHMEPXHAPO3a
(noTene)

Hapyuenusa na Mycxyano-cxeremnama CuCmema, CoeOUHUMEIHAma

MeKAar U Kocmume

Bosnka B rep0a,
MHAJIHA,
fonka B




KpaHHUK
Hapywenua na 6vbpeyume u nuxounume nomuna
XeMaTypus
Hapywernua Ha 6b3npousseoumeanama cucmema u 2opoama
Y abInKeHa epexkums ITpranuibm
KpBbBOM3IHE B
MeHHUCa,
XeMaTOCNepMHMsl
Obwu napywenus u echexmu Ha MACMOMO HA RPUAONCEHYE
[pbana Gonka' OTOK Ha MMLUETO?,
[lepudepen oTok BHesanHa
VmMopa ChpAgUHa CMBPT
2

(1) IloBeueTo OT MALIMEHTUTE UMAT NPEALIESCTRALIH CHPACUHO-CHACEBY PUCKOBH (hakTop {BXK. TOUKA
4.4).

(2) CpobluasaHu NpH NOCTMAPKETHHIOBOTO HAOMIOAEHHE HEXKENAHH PEAKLIHH, KOHTO He Ca
Ha0Awo1aBaHyM NPH NNaLEOo KOHTPOSHPaHH KIHHUYHH [POYUYBAHHS

(3) Tlo-yecTo JOKNaABaHA, KOraToO Tananathua CE NPUIATA IIPU NALMEHTH, KOMTO BeU¢ MOJIy4aBaT
AHTHXHINICPTEH3UBHH JIEKAPCTBEHH NPOAYKTH.

Onucanne Ha W30PaHH HEXKENIAHU PEaKLIMH

HesHauuTe1HO no-ronsama yectota Ha oTkiioseHHs B EKT, npenn Bcudko cHHycoBa GpaaMKapaus, ca
AROKJIa[BaHH NIPH NALKHEHTH, IEKYBaHH ¢ TagaradnI eanH MTbT RHEBHO B CpaBHEHHE ¢ rauedo.
[Toseueto oT Te3u oTkoneHus B EKI™ He ca CBBp3aHH ¢ HeXKelaHUTE JeKapCTBEHH PeaKkuHH.

Hpyrd cneuyaniHy nonyJjaaiuu

JanauTe NpH NALKMEHTH HA BB3PACT HaA 65 roIHHH, KOMTO NpHeMaT Taganadui B KITHHHYHH
IPOYYBAHNA WU 38 JICHEHHUE HA EPEKTUIHA AMC(PYHKLIHS, WIH 3a JIeYeHUe Ha A0OpoKayeCTBEHA
XHMEPNNa3usA Ha NPOCTATATa, Ca OrpaHUUYEHH. B KIMHHYHM NPOYUBAHKWA ¢ Taaanadun 5 mg, NpUeMaH
BEIHBX JHERHO 34 JICUCHHE Ha NOOPOKAYECTBEHA XUNEPINa3ua Ha MPOCTATATA, 3aMAgHOCT H JIHAPUS
ca cboSIaBaHH MO-4EeCTO MPH NALMEHTH Hag 75-roAMLIHA BL3PAcT.

CboOilaBale Ha [10A03UPAHU HEXKEIAHH PeaKItHH

CboDIlaBaHeTO Ha NMOAO3MPAHH HEeXETaHH PeakUMH ClIe/l pa3pellaBaHe 3a ynorpeba Ha 1IEKapCTBEHHUS
NMPOAYKT € BaXHO. Topa nozsosiAea 1a Npoab/KKH HAOIOJIEHHETO Ha CHOTHOLIEHHETO MOJ13a/pPHCK 32
JICKAPCTBEHUA NPOAYKT. UT MEAULMHCKHTE CTICIIMATIMCTH CE M3HCKBA Ja ChOOILABAT BCAKA
MOLO3HpaHa HEXKENAHA PeaKLHd Yypes:

HM3nbiHdTenHa areHuMs No nekapcTpara

vi. ,,Jlamsu I'pye®™ Ne §

1303 Codus

Ten.: +359 2 8903417

yebcalt: www.bda bg

4.9 Ilpexosupane
[Tpu 3apaBy 100POBOILM Ca FaBaHH CAMHHYHH J03H H0 500 mg, a Ha MALUWEeHTH Ca NPUIaraHH
MHOTOKpaTHU AHEeBHH 103K A0 100 mg. Hexenanure cvOuTHs ca OHIKM NoaoOHM HA OHE3M,
Ha0/IF01aBaHH NPH NO-HHCKH A03H. B ciiyuauTe Ha npeao3upaHe, ako ce Hanara, TpsaGpa aa ce
NpeAnpyueMar CTaHJapTHATE NOJXbPKALIM MEPKU. XEMOAWATH3ATa HE3HAYMTEITHO CroMara 3a
€NMMHHHUPAHETO Ha Taganadul.

5. ®APMAKOJOI'MYHHU CBOUCTRA

3.1 DapmMakOIHHAMHYHH CBOHCTBA
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(DapmakoTeparneBTHYHA IPYNa: YPOJIOrHYHH CPEeACTEA, JICKAPCTRECHH NPOAYKTH, TIPHIATaHH NpH
epekTinHa anchyHkuua ATC koa: GO4BEOS.

MexaHH3bM Ha AeHCTBUE

Tananadun e cenekTHBeH, 06pATHM UHXHOUTOP HA LIMKITHYHHS MyaHO3MH MoHodocdaT (Ul MD) -
crienMduyna pocdonuecrepaza v 5 (PDES). Korato cekcyanHoTo CrumysiupaHe npean3BUKa
NOKAJTHO OCBOOOKIaBaHe Ha a30TeH OkcUl, MHxUOHpaHeTo Ha PDES oT Taganadui npeay3suksa
nosuiueHu Huea Ha Ul M® B kapepHo3HuTE Tena. ToBa BoaM A0 penakcaums Ha riajakaTa
MYCKYJIaTypa W IPUTOK HAa KPbB B TBKAHWTE Ha MEHUCA, BOJELLO fla epekuma. Taaanadun e
HEe(EKTHBEH MPH JIHNCE HA CEKCYANIHA CTHMYNALHA.

EdexrsT oT HHXMOMpaneTo Ha PDES Bbpxy koHuenTpanmaTa ua ul' M® B xaBepHOZHWTE Te€j1a CHLUO €
nadJioiaBa M B rnajakara MycKyJaTypa Ha MpocTaTaTa, MHKOYHHA MEXYP U TAXHOTO
KpbBoCcHabAsABane. [lonyuenara chioBa penlakcalus yBeIruaBpa KprBooOpalleHHETO, KOETO MOKE /13 €
MEXaHH3MBT YPE3 KOUTO CHMITTOMUTE Ha A0OpOoKavYecTBEHa XHUIIEPIUIa3Hs HA NIpocTaTaTa HaMangsar.
Tezn cbaosy edexTn Morat ga 6bIaT ZOITLAHEHH OT HHXHOMpaHe Ha adepeHTHATA HEPBHA aKTUBHOCT
Ha MIMKOYHWA MEXYD H peflaKCcalldd Ha rf1ajkara MyCKy1aTypa Ha [pocTarara U NUKOUYHHS MEXYP.

PapMakoAHHAMHYHHU eGeKTH

[1poyuBanusTa in vilro ca nokasanu, 4ye taganadun e celekrdseH HHXHGHTOp Ha PDES. PDES e
€H3MM, KOMTO C€ OTKPHBA B INa/JKaTa MYCKYJIATYPA HA KABEPHO3ZHOTO TAJIO, ChAOBATA M BUCLEPATIHA
rnagka MycKynaTtypa, CKeJISTHUTE MYCKyNH, TpoMOoLUMTHTE, OBOpeunTe, Oemusa apod, 1 Manku4
MO3bK. deficTeneTo Ha Tananagun e no-cuiHo Bupxy PDES, OTKOIKOTO BLPXY APYrH
dochoanectepazu. Tananadun e > 10 000 nbTH no-MoweH 32 PDES, 0TKOAKOTO A0 OTHOLIEHHME Ha
PDE], PDE2 u PDE4 - eH3umu, KOUTO ¢e OTKPHBAT B CHPLIETO, MO3bKA, KPbBOHOCHHTE ChHIOBE,
depHus Apod v apyru opranu. Taganadui e > 10 000 nbTH no-MoiueH no orHowenue Ha PDES,
OTKOJIKOTO IO OTHOLWIEHHE Ha PDE3 — eH3um, Hamupall ce B ChpLETO H KPbBOHOCHUTE CHAORE.
Ta3u cenextBHOCT kbM PDES, cpaBHeHa cbe cenextuBHocTTa kbM PDE3 e BaxkHa, 3amoro PDE3 ¢
CH3UM, Y4acTBall B MCXaHH3Ma Ha CHpPAEYHHTE ChkpalleHus. B nombaHenme, Taganadun €
npubausuTenno 700-bTH No-MoleH no oraowenke Ha PDES, otkonkoto cnipamo PDE6 - eHzuM
KOHUTO C€ HAMHPA B PETUHATA U € OTFOROPEH 3a doTtoTpaHcaykuuara. Taganadun e cuino > 10 000
TBTH MO-MOUIEH MO OTHOLWeRUe Ha PDES, otkoakoTo no otHouwenue ga PDE7 no PDE10.

Knunnuna edukacHocT M 6e30nacHocy

Tapanagun, npuioxeH Ha 3ApaBH JKLA, NMPEAH3IBUKBA HE3HAYMMA Pa3/IMKA B CPaBHEHHE ¢ M1alebo B
CUCTOJIHOTO H AHACTOTHOTO KPBBHO HAIATAHE B JIETHANO NONOXKEHHE (CPEAHO MAKCHMANHO
HaMmanenue ot 1,6/0,8 mm Hg, cLoTBeTHO), B CHCTOMHOTO H AMACTONHOTO KPBLBHO HANAraHe B
M3NPABEHO TMOJIOKEHHE (CPEAHO MaKCHMaTHO HamaneHue oT 0,2/4,6 mm Hg, choTEETHO), U HAMA
3HAYHMa MPOMAHA B CbpPAEYHATA YECTOTA.

[lpy mpoy4BaHe 3a oLueHKa Ha edeKTUTE Ha Taaaladui BhPXY 3PEHHETO HE €& OTYCTEHH HHKAKBH
HapyLICHHUS B pa3no3HaBaHETO Ha LIBETOBETE (CUHBO/3E/ICHO) MOCPSACTEOM H3MOA3BAHE HA TECTA
Farnsworth-Munseil 100-hue. Tozu pesynrar kopecnionanpa ¢ Huckus abuHuTeT Ha Taganaduil KbM
PDEO, B cpaBHenne ¢ PDES. BbB BCHUYKH KNHHHYHH NPOY4BAHHA CHOOLIEHHATA 38 IPOMEHH B
LIBETHOTO BHxIaHe ca peakH {< 0,1%).

[TposeneH# ca Tpy NpoyusaHUs NPH MbXKeE 3a OLIEHKA Ha MOTEHIHAIHNA e(DeKT BBPXY
criepMaroreHe3ata Ha Taganaguia 10 mg (eaHo 6-Meceuno npoyueane) u 20 mg (eAHO 6-MeCceuHo U
€IHO 9-MeCEUHO NPOYYBAHE), IPUAraH eKeJHEBHO. B 1Be OT Te3u npoyuyBaHus € HabJI0aBaHO
MOHMKEHHE HA KOIMYECTBOTO H KOHLEHTPALIMATA HA CNIEPMAaTa, CBLP3aHO C ASYEHHETO ¢ Tajanadui ¢
MaJjIka BEPOATHOCT 3a KJTHHHYHA 3HAYHUMOCT. Te3u edekTH He ca GHIM CBBP3aHH C N
MapaMeTpH, KaTo NOABHXKHOCT, Mopdonorus u FSH.

Epexmunna ouchyuxyus

Tpu KNMHHYHKU NpoyYBaHus ca nposeaeHH ¢ 1054 nauMeHTH B JOMALIHH YCII
NPOABDKHATETHOCT Ha OTFOBOPa KbM Taaanapusl ¢ NperuM npu Hyxna. Tanan
CTATUCTHYECKH 3HAYMMO NMOAOOPEHHE B epPEKTHIHATA PYHKLMA U CIIOCOOHOCTT;
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YCTIELIEH 100B aKT A0 36 uaca cJiel npueMa Ha J103aTta, KakTo H 8 CMOCODHOCTTA Ha NALMEHTHTE /12
MOIY4aT ¥ MOJUIbPIKAT epeKiiHa 3a YCNeELleH MoJioB akT, B cpaBHeHHe ¢ malebo, oule Ha | 6-TtaTa
MUHYTA CJIel MPHEMa Ha N03aTa.

[Tpu enno 12-ceaMHuHO npoyusane, npoBeaeHo npu 186 naunenty (142 rapanadun, 44 nnauedo) ¢
CPEeKTHIHA AHCHYHKLMS, BTOPUUYHO Ha YBPEXKIAaHE Ha rPBLOHAYHUA MO3BK, TaAaIapHil 3HAYHMO
noaodpasa epekTHAHAaTa (PYHKLMA, KOETO BOAU 4O CPEAHA YECTOTA HA YCMEIIHUTE ONKTH 3a HHAMBU]L
MPH NAUHEeHTHTE, TPETUPAHH ¢ Tapaanadun 10 unu 20 mg (reBkasa 103a npH nNoHcksaHe) 48% B
cpasHeHue ¢ 17% npu mnane6o.

Tananacun 8 1034 0T 2,5 mg, S mg u 10 mg, B3eMaH €IHH NBT JAHEBHO, ITbPBOHAYAIHO € H3C/ICBaH B
3 KIMHWYHH NPOYYBaHHs, BIKITIOUBALIM 853 nauHeHTH, pa3iHyaBally ce no Bb3pact (Mexay 21-82
rOJAHHU) H ETHUYECKA NMPHHALNCAKHOCT, C €PEKTHIIHA AUCYHKUHMS OT Pa3/IMIHA TEXKECT (JIEKa,
yMepeHa, Texka) ¥ etuoniorus. [Ipy aBeTe muprOHaYAIHM NPOYUBAHKA 32 €EKTHBHOCT NpU obaTa
nonyJjauus CpeAHATa YeCTOTA Ha YCMENTHUTE ONKMTH 33 CEKCYalleH KOHTAKT 3a KHAUBHA € O1i1a 57 v
67% npu Taganadun 5 mg, 50% raganagun 2,5 mg B cpasHeHue ¢ 31 U 37% npu nnauedo. B
NpYYBaHETO NPU NMALMEHTH € SPEeKTWIHA AUCPYHKUHA, B PEIYATAT HA AHA0ET, CpEAHATA HECTOTA HA
YCIIEUTHHTE ONHTH 32 NHANBUA € Ouna 41 n 46% npu Taganadun 5 mg ¥ 2,5 mg CLOTBETHO, B
cpaBHeHue ¢ 28% npu nnauedo, [loreyeTo NauMeHTH B T€3W TPH MPOYUBAHHA Ca CE MOABUIIH OT
MpeAHLIHO NeueHHe ¢ nHxuburopu Ha PDES, ca panaoMu3HpaHy Aa nojlyyaBaT Taganaduii 5 mg ¢auH
BT ZHEBHO CNPAMO ntalebo. CpeaHHAT NMPOUCHT Ha YCMELHHUTE OMUTH 32 NOJNIOBO CHOLLIEHHE 3a
WHMBHM] € 68% NpU nauuenTUTE, NONyYaBarou Taganadui, B cpapHeHHe ¢ 52% npu nauMeHTHTE,
nosy4asaiy nianeéo.

Hobpokauecmeena xunepniazua Ha npocmama

Tananagun e uzcneasan B 4 KIHHHYHK NPOYUBAHUS C MPOABMKHTENHOCT 12 CEAMHLIU, KOMTO
BKJIIOUBAT ItoBeve oT 1500 nauydeHTH ¢ NpyU3HaLM 4 CUMITOMH Ha 10OPOKaYeCTBEHA XHITEPITNA3HS Ha
npocrata. [lIono0peHneTo Ha 0b1HA CKOp MO MeKIYHAPOAHATA CKAJIa 32 OUCHKA HA NPOCTATHHTE
cumMnToMu (international prostate symptom score) ¢ Taganagui 5 mg B UeTHpUTE Npoy4Banus ¢ — 4.8,
-5,6, -6,1 1 -6,3 B cpaBHeHue ¢ -2,2, -3,6, -3,8 u 4,2 ¢ nauebo. [MonobpeHnero Ha oOmIKMA CKOp MO
MEXIYHAPOAHATA CKana 3a 0)KEHKa Ha NPOCTaTHUTE CHMNTOMH (international prostate symptom
score) ce Habmoaaga oule Ha 1-ata ceamMuua. B ea1HO oT npoyuBaHHATA, KOETO BKJI UB& CBILIO
Tamcyn03uH 0,4 mg, KaTo akTHBEH KOMNAapaTop, NoAcOPEHHETO B 001K CKOP MO MEXAYHAPOAHATA
CKaJla 3a OLIEHKa Ha MpocTaTHHTE CUMNTOMH (irternational prostate symptom score) ¢ Tananaduin 5
mg, TAMCYJIO3HWH U 11auedo, ChOTBETHO € -6.3, -5,7 u -4,2.

Enro OT Te3n mpoyuBaHHs OLEHABA NIOJOOPEHHETO HA EPEKTWIHA JUCTYMKLMS H MPU3HALMTE U
CHMNTOMMTE HA JOOPOKAUECTREHA XMNEPILIA3HA HA NPOCTATATA NPH NALHEHTH H C ABETE
3abonapanud. Ilonobpennero ra epekrunnata GyHKUMA MO MEXKIYHAPOAHUI HHIIEKC 3a OLIEHKA Ha
epekTHIHaTa JMCOYHKUMA (erectile function domain of the international index) v Ha o01IMA CKOP 1O
MEKyHapOAHaTa CKaa 3a OMeHKa Ha NMPOCTAaTHUTE CUMITTOMM B TOBA Npoy4uBaHe € 6,5 1 -6,1 ¢
Tagasiadpun Smg B cpaBHeHMe, cboTBeTHO ¢ 1,8 1 -3,8 ¢ nnauebo. CpenHaTa yecToTa Ha YCIIEUIHHTE
OMMTH 32 IOJIOBH CHOWIEHUS 3a MHAUBHA e 71,9% ¢ Taganadmn 5 mg B cpaBHeHue ¢ 48,3% ¢ nnauedo.

ITopaspxaneTo Ha eekTa € OLEHEHO B OTBOPEHO NPOILIKEHHE HA €JHO OT NPOYUBAHUATA, KOETO
0Ka3Bd, 4€ NoA00peHHeTo Ha 00K CKOP IO MEX/TYHAPOIHATA CKasla 33 OLEHKA Ha NPOCTATHHTE
CHMNTOMH, KOUTO ce HabnroaBa Ha 12-ta ceqMuLa, ce 3aabpaka 3a MepHoa A0 | JOIBIHHTENHA
roavHa Ha jevyeHue ¢ Taganadun 5 mg.

[leanarpuyna nonynanus
[Ipn neanaTpruHK nauueHTy ¢ Myckyiaaa auctpodus tTun Jowen (MJJ]), e npo
poy4BaHe, B KOETO He ¢a HaboJapaHyu JaHHU 3a epuxacHocT. [Ipu 331 MoM
roaund ¢ M/IJT, Ha koHTO ce npHJiara €THOBPEMEHHO JIEYEHHE € KOPTHKOCTE
paHIOMU3HPaHO, ABOHHOCIANO, MRauedbo-KOHTPONTHPAHO, NapasIeHO NpoyH
tafanagpun. IpoyusaneTo Brurousa 48-ceMHUUEH ABOMHOCASI NEPHOI, B KO
pPaHIOMH3UPaHH Aa nony4aeat Tananadua 0,3 mg/kg, rapanadun 0,6 mg/kg
Tananadun \e nokassa eHUKACHOCT MO OTHOLIEHHE 3a0aBAHE HA BJIOLUABAHET

12

o 3
.......




CAMOCTOATEIIHO XOASHE, H3MEPEHO ¢ MOMOLUTA HA [TbPBMYHATA KpaiHa TO4Ka - 6-MHHYTEH TeCT 3a
xoneHe (6 minute walk distance, 6MWD): cpesina npoMsiHa Ha Hall-mankuTe keazaparu (least squares,
LS) B Tecta 6MWD Ha 48-ta ceamuua e -51,0 meTpa (m) B rpynara, nojay4asama nnaiie6o, B
cpashenue ¢ -64,7 m B rpynara, nosyvaeamia taganacdua 0,3 mg/kg (p = 0,307), u -59,1 m B rpynara,
nony4asawa taganadun 0,6 mg/kg (p = 0,538). OceeH ToBa, MMNACBAT JaHHH 33 ePUKACHOCT OT
BCHYKM BTOPUYHM aHATN3H, HANPABEHH B TOBA NpoyuBaHe. OOLMTe pe3yaTaTH 3a 0€30NacHOCT OT
TOBA NMPOY4YBAHE KATO LAN0 €4 B CHOTBETCTBHE C H3BECTHHA Npodrn Ha H6e30MacHOCT Ha Taganadui
¢ Hexcenanure ceOuTus (HC), oyaksanu B neauaTpyuHaTa nomynauua ¢ MJIJI, nonyuyasaiia
KOPTHKOCTEPOHIH.

Esporielckara areHLHs 110 JIeKapcTRaTa 0CBOOOXKAABA OT 3a/Ib/DKEHHETO 3a NPeAOCTaBIHE Ha
pe3yATaTHTE OT NpOY4YBaHMA BB BCHYKU MOArPYITH Ha NMEAHATPHYHATA [TOMYJIalHA 32 1EYEHHE Ha
epeKTHAHATa AMChyHKUKA. BuoxTte Touka 4.2 3a wHpOPMAaLIMA OTHOCHO yNOTpeOa B MEANATPHATA.

5.2 @PapMakoKHHETHYHH CBOHCTBA

ABcopbiius

Tapanagun ce abcopOHpa JlecHO crigl NEpoOpaTHO MPHIOKEHHE W HADNIOIaBAHHTE CPEIHH
MaKCHMAJTHH MNa3MeHH KOHUEHTPAUMH {Cuax) C€ NOCTUTAT 3a CPEAHO BpeMe OT 2 yaca Clie]]
MPUIMKEHHETO. ADCoNoTHATa OHOHANTHYHOCT Ha Taganadui ciies nepopaiHo NPHIOKEHHE He € Outa
oTipeaeNeHa.

CKOpOCTTa U CTENEHTA Ha abcopOuus Ha Tajanadyut He ¢e NOBJIXABAT OT XpaHa, Taka e Tazanadun
MOXKE Aa €€ NNPHEeMa HE3aBUCHMO OT XpaHEHETO. BpemeTo Ha nmpuem Ha ao3arta (CYTPHH CnpsaMo Bedep)
HSIME@ KIIMHUYHO 3Ha4YH¥MH €(PEKTH BbPXY CKOPOCTTA M CTENEHTa Ha abcopOuus.

PasnpenencHue

CpeannsaT obeM Ha pasnpenenenre Ha Tajanadui e npubiusurenno 63 |, koeTo nokasea ye
Tapanadun ce pasnpenens B TbkaHute. [Ipn TepaneBTHYHH KOHIIEHTpalUMH, 94% OT Taganadmui B
1a3Mara ce€ CBbp3Ba C NMpoTeHHuTe. CBLPIBAHETO C MPOTEMHUTE HE CE€ 3acAra NPU HapyLIeHa
Obbpeuna gpyHKums.

Flo-manko or 0,0005% or npuerara no3a ce NOABABA B CnepMaTa Ha 3APABH HHAMBHIH.

buorpanchopmanug

Tananapun ce metabonuszupa npeaHMHO NocpeacTsoM uuToxpoM P450 (CYP) 3A4 usodopmara.
OCHOBHHAT UMPKyNHpall MeTabONNT ¢ METHIKATEXON MOKopoHua. To3u MetabonuT e node 13 000
MbTH N0-¢ado akTuBeH ot Taganadui no orHowenue Ha PDES. CnenosaTtenHo, He ce 04aKkBa 1a e
KJIMHAYHO aKTHBEH TIPH HADMIOJaBaHKTE KOHLUEHTPALMH HA MeTAabONHTA.

EnuMHHHUpaHe

CpeaHMAT NepopasicH KIMPLHC Ha Tafanadua ¢ 2,5 l/uac, a cpeaHusT nosykuBot ¢ 17,5 uaca npu
3/ipaBH MHAUBHIN.

Tapanagun ce eKCKperupa NpeiMMHO KaTo HeaKTHBHKM MeTabONINTH, OCHOBHO ¢ (heKasiumTe
(npubnusuTenno 61% ot ao3aTa) M B No-Maska crened ¢ ypunara (npubnuzurenno 36% ot nozata).

JIMHEHHOCT/HENUHE HHOCT
(bapmakoKHHETHKaTa Ha Taaanadun Npu 34paBH HHAWBHIH € JTHHEHHA [0 OTHOLIEHHE Ha BPEMETO H
nosata. Ilpu no3u naz 2,5 no 20 mg excnosuuusara (AUC) ce yBenuuasa NPoAOPLHOHATHO ¢ J103aTa.
CTAUMOHAPHOTO ChCTOSHHE HA MJTA3MEHHUTE KOHLIEHTPALMH C€ MOCTUrAT 3a 5 IHH NpPH J103MpaHe
BE€IHDBK AHERHO. :
DapMaKOKHHETHKATA, ONPEAeNeHa ¢ MOMYTAIlIMOHHHS NIOAX0A, [IPH MTALIUEHTH C €
AMCHYHKUKA € NoJo0Ha Ha dapMaKOKHHETHKATA TIPH HHAUBUON 0e3 epeKTHIIH

Crneuuaiiy nonynauuH

Hayuenmu 6 cmapyecka evipacm
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3/1paBu NALMEHTH B CTap4ecKa BB3pacT (65 rogKHH WIH MO-Bb3PACTHH), UMAT NMO-HUCHK NEPOpaieH
IJIMPBHC HA Tananadun, sogewo A0 25% no-pucoka ekcnozvuusa (AUC), B cpasBHeHHE ChC 3paBu
WHIUBHIHK Ha BB3pacT OT 19 10 45 rogunu. To3u edeKkT Ha PB3IPACTTA HE € KIIMHHYHO 3HaYHM H HE
JaBa OCHOBAHHE 332 NPOMAHA Ha J103aTa.

bvopeuna Hedocmamvynocm

{Ipn KnuHUMYHY GapMaKOIOTHYHH NMPOYUBAHUS C eIHOKpaTHA 03a Tananadun (5 ao 20 mg),
ekcrno3uumnaTa Ha taganapun (AUC) e npHONH3HTENTHO YABOSHA NPU MHAUBUAM C JIeKa (KPEaTHHHHOB
KiupbHC 51 10 80 ml/min) unu ymepena (kpeatninHop KAMpBHC 31 a0 50 ml/min) 6v0peuna
HEAOCTATHHHOCT W NNPY UBAUBHIU ¢ KpaeH ctaauid Ha 6s6peuHo 3abonseane Ha aAuanu3a. [lpu
NMaMeHTH Ha xemoauanusa Chax € 41% Mo-BHCOKO 0T HadMOAABAHOTO NPH 34PaBH X0pa.
XeMoauanusara He3HaYMTENHO CnoMara 3a eIMMHHHPAHeTO Ha Tagatadmun.

Yeprodpobua neoocmamvunocm

ExcnosnuusTa Ha taganagun (AUC) npu HHAMBHIM C JIeKa A0 yMepeHa YepHoapobHa
HexocrareuHocT (Child-Pugh xnac A u B) € cpaBHMMa ¢ €KCIO3ZHMUMATA NPH 34PaBH HHANBHH,
Korato ce npunara ao3a ot 10 mg. Hma orpaHi4eHd KIMHUYHK JaHHH 3a 0e30nacHOCTTa Ha
Taganadui NpH NaUUeHTH ¢ TexkKa uepnoapodbua nenocraTbuHocT (Child-Pugh knac C). He ca
HaJIHUHH JaHHU 32 NIPHJIOKEHUE HA JI03U Tananadusi €/IMH T JHEBHO NPH NALMEHTH ¢ YE€PHOIpOOHa
HEAOCTATHYHOCT. AKO TafaIa(vn e MpearUCEa ¢AHH BT JHEBHO, TO TPAOBA 1a Ce HANPABH
BHWMAaTEIHA MHAUBHYAJTHA MPeLeHKa Ha OTHOIIEHHETO MOJ3a/PUCK OT NPEANHCBALLUAS IO NeKap.

Hayuenmu c ouabem

Excnosuumara Ha taganadpun (AUC) npu naurenTn ¢ AuadeT € Ouna npubnusutento 19% no-Hucka,
OTKOJIKOTO cTOHMHOCTHTE HA AUC 3a 3apasu vHaAMBHAN. Ta3u pazNvKa B €KCIO3MLMITA HE JaBa
OCHOBAaHME 3a NMPOMSHA Ha J03aTa.

5.3 IlpeaknHHMYHH AAHHH 34 0€30NACHOCT

Hexnuuuunnute nanHM He noxkaseaT ocobeH pHCK 3a XopaTa Ha 0asza Ha KOHBEHLIHOHAJTHHTE
(apMaKonorduH1 U3NUTBaHHA 32 0e30NACHOCT, TOKCUYHOCT MPH MHOTOKPaTHO MpHJIAraHe,
reHOTOKCHYHOCT, KapLIMHOIEHEH MOTEHUHAI, H PerpOIyKTHBHA TOKCHYHOCT.

Hsama noxazarencrsa 3a TeparoreHHOCT, eMOPHOTOKCHYHOCT WM (PETOTOKCHYHOCT TIPY NUIBXOBE HITH
MULIKH, KOUTO ca nonyuunu 2o 1 000 mg/kg/nreBro taaanadgun. [lpu npoyysaHe 3a NpCHATANHO H

IOCTHATAIHOTO Pa3BHTHE NPH MNAbLXOBE, A03aT4, NPH KOATO He e HaOntoaasaH edekT, € 6wia 30
mg/kg/nHeBHo. Hpy Opemenen nirbx AUC 3a w3uKcneHoTo ¢BoOOIHO NeKapeTBO MPH TasH 103a €
npubausutenHo 18 neru uoseuikara AUC nipu noza 20 mg.

Hawma yBpexcnane Ha (epTIIHOCTTA NIPH MBIKKH H KEHCKH MrbXoBe. [pu kydyeTa, Ha KOUTO €
nprnarad Taganaduia exxegHeBHo 3a 6 g0 12 meceua npH 1034 25 mg/kg/nHeBHo (BOAELLO 10 NOHE
TPHKPATHO TO-BUCOKE eKcrnozuumsg [Mexay 3,7 — 18,6] ot HabmonagaHaTta APH X0pa, HA KOWTO €
NaBaHa €JHHHYHA 1032 0T 20 mg) ¥ NOBeUe, € UMAJIO PErPECHA HA EMUTENA HA CEMEHHHTE KaHAIYeTa,
KOETO € IOBEJIO 10 HAMAICHHE Ha CTIepMATOTr€He3aTa Ha HAKOHU Kyveta. Brokre cblio Touka 5.1.

6. ©®APMALEBTHYHH TAHHU

6.1 CnoHcbk Ha POMONIHHTE BEIIECTBA
Aapo Ha Tabnerkara

JlakT03a MOHOXHOPAT

Kpockapmenosa HaTprid

Harpuer naypuncyngar
XHAPOKCHIPONMILIENY03a

[Monucopdar 80

MHKpPOKpHCTAIHa LIENY03a

Marnesues cTeapar

(DUIMOBO HOKPUTHE
XHIpoMeno3a
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Jlakto3a MOHOXHApAT
Turanoe auoxena (E171)
Tprauetun

Tank

Kbat xkeneszeH okeua (E172)
6.2 HecnBMecTHMOCTH

Henpunoxumo.

6.3 Cpok na rogaoct

3 roJIHHK

6.4 Chnennainn ycIoBHS HA CHXpaHEHHE

To3K1 AekapcTBEH NMPOAYKT HE H3HCKBA CHELMANHHN YCIOBHA HA ChXPAHEHHE.

6.5 Buau cbhIbpKanHe HA ONAKOBKATA

PVC/PCTFE/PVC/Anymunuesn Gnuctepu
Onakosku ot 14x1, 28x1, 30x1, 56x1 1 84x1 dunmupany TabneTKm.

He BCHUKHM BH/I0BE ONaKoOBKH MOTraT fa 6bJaT NYCHATH Ha naszapa.

6.6 Cnenmannu npeanasHu MepKH NPH H3XBHPAAHE H paboTa

Hama cneuranHy H3UCKBAHWA.

7. IIPHTEXKATEJI HA PABPEIHEHHUETO 3A YIIOTPEBA

STADA Arzneimitttel AG
Stadastrasse 2-18

61118 Bad Vilbel
['epManus

8. HOMEP(A) HA PASPEINIEHHUETO 3A YIIOTPEBA

Perucrpauuonen Ne: 20230156

9. JATA HA ITbPBO PA3PEIIABAHE/MOJHOBSIBAHE HA PASPEHIEHHUETO 3A
YIIOTPEBA

Jara Ha nepBO paszpemabane: 27.07.2023
JlaTa Ha nocAeAHO NMOJHORABAHE:

10. JATA HA AKTYAJIMBHPAHE HA TEKCTA
Hexemepu 2023

15




