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Gerocilan 20 mg film-coated tablets

2, KAYECTBEH H KOJHYECTBEH ChCTAB

I'epornnan 20 mg: Besika unmupana tabneTtka chanpxka 20 mg tananadmn (tadalafil)

[ToMOLIHO BELIECTBO C M3BECTHO JICHCTBHE:

Beska punmupana tabnetka I'epormnan 20 mg coaspka 312,5 mg nakrosza ¥ 2,8 mg nakTo3a
MOHOXHJIpAT.

3a ITBJIHHY CIIHCHK Ha TIOMOLUIHWTE BEIeCTBa BYXTE TOUKa 6.1.

3. JIEKAPCTBEHA ®OPMA
dunMHpaHa TabneTka

I'epornan 20 mg: #birTa, NpoABLATOBATA, JBOMHONIIIEKHANA PUIMHUpPaHa TabneTka, ¢ peaedHo
obo3navenue "T 20" or eqnara cTpana u 6e3 waanKc OT ApyraTa cTpaHa, ¢ HOMMHANHK pasMepH 13,5
mm X 6,6 mm.

4. -K.IIHHH'-II-IH HJAHHH

4.1 TepaneBTHYHH NOKAIAHNASA

Jlevenue Ha epeKTUITHA AHCGYHKINA NIPH BB3PACTHH MbKE,

3a na 6bae epexTHBEH Tananadu, ce M3NCKBA CEKCYaNTHA CTUMYTIALML.
["epouunaH He e NokasaH 3a yrotpeda oT JKeHH,

4.2 J{0o3ApPOBK2 H HAYHH HA NPHJIOKEHHE

O3UPOBKA
Bw3pacmuu meoce

[Ipenopbusanata n03a ¢ 10 mg, npueTa Npey OYaKBaHATa CeKCyanHa aKTHBHOCT, ChC WM Be3 XpaHa.
[1pw Te3n mamuenTH, npu xouTo Tananadun 10 mg He Bozu o Homxoms edekT, MOKe fa ce OfuTa
no3a 20 me,

Tasu noza moxe ga Obae npHeta none 30 MHHYTH Hpeayu ceKcyanHa akTUBHOCT.

MakcHMaitHaTa YecToTa Ha NIPHEM € BeHBK JHEBHO.,



Taganapun 10 mg 1 20 mg e npepnasHaued 3a ynorpeda npeaH 04akBaHa CeKCyaliHa aKTHBHOCT H He
Ce TperopbiBa 3a MPOAL/HKHUTENIHA €XKeJIHEBHA yIoTpeda.

[Ipu naumenTH, KOWTO MpeIBHXKAAT YecTa yroTpeda Ha ['epouninaH (Hanp., NMoHe JBa TETH CEAMHYHO),
MOXe 2 ¢c€ OOMMCITU KaTo MOAXO0IAN] PeXKWM eIHOKPATECH THEBEH MPHEM Ha HaH-HUCKHUTE J03H
['epouunan, ba3upaiiki ce Ha n36opa Ha NalMUEHTA H PEeLICHHETO Ha Jiekaps.

lIpu Te3n nalueHTH npenoprwYBaHaTa n03a € 5 mg, NpyUeTa BeAHbX JHERHO NPHOIU3NUTENHO B €HO H
ChILO BpeMe Ha JeHd. Jlo3aTa Moke Jla ce Hamanw 7o 2,5 mg eJHOKpaTHO JHeBHO Ha fa3ara Ha
MHAVMBUAYaJIHATA MOHOCHMOCT.

He BcHuky NpenopbyBaHU 103K Ca Bb3MOXKHH TIPH U3NOM3BAHETO HA TO3H NPOAYKT, BBIIPEKH He
TaJjanalpus e HanudeH B 03|, IMo-HUCckn ot 20 mg.

Lienecr0bpa3HocTTa Ha NPOABIDKATENHATA CKESAHEBHA YioTpeba TpaOBa Nepuogu4HO Jia ce
[IPEOLEHARA.

CrieUHaIHU TTONYJIAlHAA

Muoiwce 8 cmapuecka ev3pacm
[Tpw MBike B cTapuecka Rb3pacT He ce M3MCKBA aJanTHpaHe Ha J034Ta.

Muoice ¢ bvbpeuno yapescoane

He ce Hanara HaMa/sBaHe Ha Jio3aTa NpH MalEEHTH ¢ ieKo A0 yMepero 660peuHo yBpeskaane. 3a
MalMenTH ¢ TeXKO OBOpeYHo yBpexaaHe MakcHManHaTa nIpenopkuBana aosa € 10 mg. Tpy nauueHTH
C Texko ObOpeUHO yBpeXk/IaHe NOMPAHETO Ha Taganadpui eVH LT JHEBHO HE ce NPenophysa (BXK.
Touka 4.4 ¥ Touka 5.2).

Muvorce ¢ weproopobno yepesroane

llpenopbusanara nosa 'eponunas e 10 mg, npveTa npeAn 0YakBaHa CEKCYANHA aKTHBHOCT, CbC HIIH
6e3 xpana. Mma orpaHiueHH KIMHAYHU JaHHM 3a Ge30macHOCTTa Ha Tananadu Npy MAUNEHTH ¢
TexKa yepHOoApoOHa HeaocTaThuHocT (Child-Pugh knac C); ako ce npeanucea, To npeaNHCBALUAT
jiekap TpAOBa Jla HanpaRy BHUMAaTENIHa HHAWBHAYAIHA NIpeleHKa Ha ChOTHOLIEHNETO ToJ3a/pHCK.
HaMa HanvyH| NanHH OTHOCHO RPUJIOKEHNETO Ha O3H [10-BHCOKH oT 10 mg Taganadmn Ha naumeHTH
¢ 4epHOApOOHO yBpexaane. JlozupaHeTo eANH NbT JHEBHO HE € OLICHABAHO NPH NALMEHTY C
YepHOAPOOHA HEJOCTATHYHOCT, CIIEJIOBATEIHO, KO Ce MPEANUCRA, TO IPEINHCBAIMAT IO Aekap
TpAOBA fa HANpaBH BHAMATETHAa HHHBHTYaAIHA [IPEUEHKA HA OTHOILICHHETO Mon3a/puck. (BXK. ToUKa
4.4 u Touka 5.2).

Mbuvoice ¢ duabem
[1pn MBbxke ¢ quabeT He ce M3NCKBA MPOMSHA B J1034Ta.

Heoduampuyuna nonyvrayus

HaMa chOTBETHO npunoxenne Ha Taganadui B neAHaTpUYHATA TIOTYITALHA OTHOCHO JIEYEHHETO Ha
epekTHIIHA AMChYHKIAA.

Ha4yuH Ha npunoxeHue
NepopanHo npunoxeuue.

I'epounnan ce npeanara karo ¢unmupanu tTabneTku ot 2,5, 5, 10, 1 20 mg .




4.3 IIpoTuBOonoKa3zaNNyd

CBpBXYYBCTBHTEIHOCT KbM aKTHBHOTO BEIECTBO HITH KbM HAKOE OT MOMOLHHTE BEUIECTBA,
H30pOEcHHK B TO9Ka 6. 1.

B xIHHHYHH NTPOYYRAHNA € YCTAHOBEHO, Ye Tajganadun YCHIBa XHIOTEH3NBHATE e(peKTH Ha
HHTpaTuTe. CMATA Ce, Ye TOBA € Pe3yJITAT OT KOMOWHHpaHUTe edeKTH Ha HUTpaTHTE W Taganadm
BbPXY IIbTA a30TeH OKCHI/ LI M®D. Tlopanu Toea, npunoxkenneto Ha [epoliiiiad NpH NALHEHTH, KOUTO
H3TIONI3BAT HAKAKBH (POPMH Ha OPTraHWYHH HUTPATH, € NPOTHBOMOXA3aHO (BXK. Touka 4.5).

['epousian He TpsabBa Aa ce MpuUnara NpH MBXKE ChC ChPACUHH 3a00NIIBAHNA, IPH KOUTO CeKCyanHaTa
AKTUBHOCT HE € [IPenopBLUYNTENHA.

Jlekapyte TpsGBa na oO0CHIAT HOTEHUHATIHAA ChpAeYeH PHCK OT CEKCYaHA aKTHBHOCT NPH NALUEHTH
C IpeIieCTBAIIO ChPAEYHO-CHA0BO 3a00I9BaHE.

CreaHuTe rpyny NaUHEHTH CbC ChPACTHO-CBIOBO 3a00MABaHe He ca OUMH BIIIIOYECHW B KIIVHHYHH

MpOYYBaHWs H 3aTOBA ynoTpebara Ha Tajanadui NpH TAX € TPOTHBONOKA3aHA:

- MalKEeHTH ¢ MHOKapAeH HHDAPKT B paMKHTE Ha nocaeanwre 90 qnu,

. MTaliHEHTH C HECTAOHITHA aHTVHA WIIH aHTFHHaA, IPOABABAIIA Ce TIO BPEME Ha TIOJNIOB aKT,

- MAONEHTH CBC ChpileyuHa HegocTaTbuHoCT Knac no NYHA (New York Heart Association) 2 unn
NO-BHCOK IPE3 IIOCNeHNTE 6 Mecela,

- MallHCHTH C HCKROHTPOJTMPAHU apUTMIH, XHAOTOHKA (< 90/50 mm Hg), vin HekoHTpoXIHpaHa
XHNEPTOHMA,

- NAMHEHTH € HHCYJIT B pAMKHTE Ha TIOCICAHHNTE 6 Mecella.

I"'epouunan ¢ MPOTHBONOKA3aH IIPY NALMEHTH ChC 3aryda Ha 3pEHHETO Ha EJHOTO OKO, B PE3YITaT Ha
HCAPTCPHAIIHA aHTCPHOPHA UCXeMPYHA o4HA HepponaTtust (HA AMOH), HezaBHcUMO OT TOBa, Aay
TO3HW CITH30]] € CBBP3aH UM He ¢ MpeninHa ynorpeda Ha dochoauectepaza-5 (O E-5) unxudéurop
(BXK. TOYKa 4.4).

ENHOBpeMeHHOTO npunarae Ha MJJE-5 HHXMOHTOPH, BKIIOYHTEITHO Tajanadui, c TyaHuat-
HMKJIa3HH CTUMYJIATOPH, KaTO PUOLIMTYAT, € NMPOTHRONOKa3aHo, Thit KATO TOBA MOXKE JIa TPHUMHU
CAMIITOMATHYHA XHITOTOHUA (BK. Touka 4.5).

4.4 Cnennajnn npeaynpexienus U NPeANa3sHH MEPKH NPH yrnorpeda

[lpenyu neqeHye ¢ I"epounnan

Hpenn na 6uae o6chreno dpapMakoIorHuHo JeYeHNe, TpaOBa Ja ce CHEME aHaMHe3a 1 J1a & HaTIpaBy
(dpusnkanen npernem, 3a ga ce AMArHOCTHIHPA EPEKTHIIHA JUCHYHKIHA U A Ce OTIpeAeNIT
MOTEHLUHANTHATE TTOANEXKALUM TPHYHHA.

ITpeawn na ce 3ano4He KaKBOTO M Ja € JieYeHHE HA ePEKTHITHA AMC(YHKLNA, IeKapuTe TpAOBa na
MpEUCHAT CPACTIHOCBAOBHS CTATYC HA TEXHUTE NMALMEHTH, Thil KaTO HMA U3BECTHA CTETIEH Ha
ChPACUCH PUCK, CBBbP3aH ChC CEKCyanHaTa akTUBHOCT. Taganadun wMa BasoAMNaTaTHB

NOTECHLUHPA XUIIOTEHIWBHHA e()EKT Ha HUTpaTUTE (BX. Touka 4.3).



OueHkarta Ha epexTHITHaTa AuchyHKLKS TPAOBa Ja BKII0UBA OIPEAeINHETO Ha NOTEHI[HATHHTE
TTOJINERKAIA MPUYHHHA M YCTRHOBABAKE Ha NMOAXOAAUIO0 ICUEHUE CJIeK MPpaBUIHA MEMITUHCKA OLIEHKA.
He e u3BectHo, nanu I'epownnan e edexTHREH NPW NALMEHTH, MPETHPIEIH TA30BH OIEPALAN HITH
paaHKaTHa, HeChbXPaHIBALA HEPBA NPOCTATEK TOMHA.

ChpIedyHOo-ChA0BHN (haKTopH

[To BpeMe Ha NOCTMApPKETUHTOBH HaOIOAEHUA WY KIWHUYHH TPOYYBAHHS €A AOKNABAHH
CEPHO3HY ChPACYHO-CHAOBH CHOUTHA, BIITIOUBALIY MHOKapAcH HH(APKT, BHE3aNHa ChPACYHA CMBPT,
HecTabMNHA aHTHHA NEKTOPUC, KAMEPHH APUTMHH, HHCYNT, TPAH3UTOPHH UCXEMHUHH EMHU301H,
rpbana 60/1Kka, NaNNUTaUMn ¥ Taxukapaua. [loseyeTo nauuenTH, NPH KOUTO ca JOKJIafBaHH TE3N
ChOWTHA, ca UMaIH NMpeAmecTRAIM ChPACUHO-CHIOBH PUCKOBH daxkTopH. BBNPEeKH TOBA, HE €
Bb3MOXKHO J1a C€ ONIpENe/Ii KATCTOPUYHO, JANTH T¢3U CHONTHSA Ca CBbP3aHH MPAKO C TE3H PUCKOBH

akTopw, ¢ Taganadun, cbc ceKCyanHaTa akTHBHOCT MITH ¢ KOMOWHALIMATA Ha TE3M MITH [Py rH
daxkTopu.

[pn nausenTu, kouTo npuemar anda; 610KEpH, €AHOBPEMEHHOTO NPUIIOKeHHe Ha [epoLunan Mosxe
Aa I0BEAC N0 CHMNTOMAaTHYHA XHITOTOHHSA TIPH HsiKOH OT TaX (BXK. Touka 4.5). KoMOuHWpaHeTo Ha
Tajanagun ¥ JOKCa303nH HE Ce NpefopbYBa.

3penue

CodIaBany ca 3pHTENTHH HAaPYINEHHS, BKIIOUNTETHO LIEHTPATHA CEPO3HA XOPHOPETHHOTIATHS
(LLCXP) u cyvan Ha HAAWOH (HeapTepuanHa aHTepHOpHA UCXEMHAYHA OUHA HEBPONATHS),
CBbp3ati ¢ npuema Ha Taganagy v 1pyru ®E-5 unxnduropu. Iloeedero cnyuan Ha LICXP
OTWYMABAT CIIOHTAHHO C/ICT criMpade Ha Taganadpun. [Mo orwoweune va HAAHWMOH, aganniv Ha
JAABHH OT HCMHTEPBCHUNOHAIHW NPpOYyYBaHWs IIpeanonarat nosuer puck ot octpa HAAMOH npn
MBIKE C €PEKTHIHA AUCHYHKIHA Clell eKCNo3HUUKA Ha Tananadgun unu npyru OJE-5 nHxuGHTOpH,
Tbi kaTo ToBa MOXe 12 Oblle OT NPAKTHYECKO 3HAUCHKE 3a BCHUKH NAalMEHTH, H3T0MKEHH Ha
Tajalapnn, NaHeHTsT TPAOBa 1a 6'b e MpeayNnpeXxJaBaH, ue B CIydail Ha BHe3anmHoO 3PHUTETHO
HAPYIICHHC, HADYLIEHHE HA 3pHTENTHATA OCTPOTa W/IIH 3PHTE/THO W3KpHBABaHe, TOH TpsGBa Ja cripe
[pHeMa Ha I'eponnnan v na ce KOHCYITHpa He3abaBHO ¢© nexkap (Bx. Touxka 4.3).

HamaJlieH cyx uny BHe3anHa 3ary0a Ha cIvxa

CryuaH Ha BHe3allHa 3ary0a Ha ciIyXa ca ChoOIeny cies yrnoTpebara Ha Taganadwn. Bonpeku ve
APYTH PHCKOBH (JaKTOPW Ca HAMWLIE B HAKOH C/TyYad (KaTo HAllpUMED, Bb3pacT, AHabeT, XUIEePTOHHS 1
aHaMHE3a 3a NIPC/IAILTHA 3ary0a Ha ciiyxa), NauMeATHTe TpAGBa ja 6b1aT NOCHBETBAHM /1A CIIPAT

NpHEMa Ha Taganaduil M 1a NOTHPCAT He3a0aBHO MEAMLIMHCKA MOMOLL B CIIY4Yail Ha BHE3AIHO
HaMalsiBaHe Ha CJIyXa WK 3aryda Ha cIiyxa.

HepronapobHo yBpexkaasHe

VimMa orpaHHYeHN KIMHHYHY JaHHH 3a Ge30nacHocTTa Ha Tananadu, TIPFUTOXKEH KATO eAMHHYHA 033,
[IpH NALMEHTH € TeXKa YyepHoapoOHa Heaoctarb4HocT (Child-Pugh knac C). Ipu maimenTy ¢
YepHOHPOOHA HeJJOCTATHYHOCT HE € OIIEHIBAHO CAHOKPATHOTO JIHEBHO IPHAOXKEHHUE. AKO | epolnian

Ce€ HasHavaBa, TPAOBa J1a C¢ HANPABH BHUMATEHA WHANBHIYANHA IPEUEHKA Ha ChOTHOMIEHHETO
MONI3a/PUCK OT NpeNHCBALIHA IO eKap.

| I[pHann3sM 1 aHaToMAYHA JedopMaliusg Ha MeHyca
[TauHeHTHTe, KOUTO ca UMaTH ePeKLNs, RPOALIKMNIA 4 Yaca WiN NOBeYe, TPIG
TOCHBETBAHM 1a IOTBPCAT He3abaBHO Nekapcka moMoll. AKO TIPHAITH3MET Hef
TBKaHTa Ha NEHHCA CE YEPEX /A ¥ MOXE JJa ce CTHTHE JI0 IOCTOAHHA 3aryba




Iepoumnak Tpa6Ba Aa ce M3NON3BA ¢ BHUMAHHE NP TTALMEHTH ¢ AHATOMUYHA ZedopMalMA Ha TIeHHCa
(kxaTo Hanp., aHTynaluus, Kapepro3na Gpubposa witn GomecT Ha Peyronie) WM IIPH MALHEHTH ChC
3a00NsBaHKA, KOMTO MOraT a Ch3IaAaT NpeapasnoioxkeHe KbM MPHANAIBM (KaTo
CbpHOBUAHOKJICTBYHA aHCMHA, MYJITHILTIEH MHEJIOM HITH JICBKEMHS ).

Ynorpeda ¢ CYP3A4 unxnburtopu

W3nckea ce NoBrIlieHO BHUMAHUE, 2KO Ce Mpeanucea I epoiiinan Ha TALHEHTH, KOUTO U3ITOI3BaT
MomuH CYP3A4 wnxubutopu (puTOHABHP, CAKBMHABHP, KETOKOHA30J, HTPAKOHA30IT B
EPUTPOMHULINH), THH KATO NPU KOMOMHHMPAHETO HA TE3W NEKAPCTBEHH NIPOAYKTH ce 3abenna3sa
NoBHUIABAHE Ha eKcnosuumATa Ha taganagun (AUC) (sx. Touka 4.5).

I'epoumnan » Npyru NeYeHHd 3a epekTHIiNa JUChYHKLHA

He ca npoyusann GesonacHocTTa 1 edkacHoCTTa Ha KOMOMHALMKTE Ha Taganadun U Opyry
HHxuOHTOpH Ha OJIE-5 wimn apyry nedenns Ha epextina qucdynknms. [lanwenTsT TpadBa na Goae
HH(pOpMHpaH Jia He npuema Iepolunan B Nogo6HH KOMOHHAIHY.

JlakTo3a

Peporunan cbAbpika NakTosa. [ameHTnTe ¢ penxy HaCIEACTBEHH NPOGIEMH Ha rAIAKTO3HA

HEIIOHOCHMOCT, MhJIEH JIakTaszeH ACGHUHUT WK TIOKO3HO-raNaKTo3Ha ManadcopOLus e Tpadea na
TIPHEMAT TO3H JIEKapCTBEH NPOLYKT.

4.5 BzaumoneiicTBHe ¢ IPYTH JleKapeTBeHH NPOAYKTH W APYTH popMu Ha B3aHMOAEHCTBHE

ITpoyvBanuaATa 3a B3anMoIEHCTBHS ca rIpoBeaeH: ¢ 10 mg u/uny 20 mg tapanadun, KakTo e
nocouecHo no-noiny. lljo ce otHaca 10 Te3n npoyuBanua 3a B3anMoIeHCTBHA, KbAETO ca NpUIaraHu

CaMo 03H Ha Tajanaui ot 10 mg, KIMHAYHO 3HAYMMH B3AUMOISHCTBUS NIPH NO-BUCOKH 11031 He
MOTaT HU3LANO Jia ObOAT HIKTIOUEHH.

EdexTH Ha I'H BELISCTRA BEDXY Taaanadun

Huxubumopu na yumoxpom P450

Tananagpun ce metaGonuznpa rnaeuo upes CYP3A4. CenexTHBHHAT HHxuOnTOp Ha CYP3A4,
keTokoHa30 (200 mg nHeBHO), yBeIMUaBa 2 ITRTH eKCOZNIIHATA (AUC) na taganadun (10 mg) u
Cmax ¢ 15% cnipamo croiinoctire Ha AUC 1 C oy MIpH CaMOCTOATENTHO TIPHJIOXCH TaJanadmi.
Kertokouazon (400 mg pHeBHO), yBenMuaBa 4 ThTH eKCIO3HIHATA (AUC) na raganadun (20 mg) #
Cmax € 22%. Putonasup, npoteaszen uaxnbutop (200 mg, 2 MHTH AHEBHO), KOHTO ¢ HHXHOUTOP Ha
CYP3A4, CYP2C9, CYP2C19 u CYP2De, yBenuuaga ekcnosunnara {AUC) va tapanadgun (20 mg)
2-nbTH Ge3 Aa npoMens Cmaw. Boiipeky ue He ca mpoyysanu CeUHPHUIHH BIaUMOACHCTBIA,
CIHOBpEMEHHATA YNIOTPeDa ¢ Apyru NpoTeasHi HHXHOHTOPH, KaTo cakBHHABUp, 0 apyrd CYP3A4
HHXHOWTOPH, KaTO epUTPOMHLIMH, KITAPRTPOMHLIHH, WTPAKOHA30J ¥ COK OT TpeHndpyT, H3UCKBa

BHIMaHHE, Thit KATO MOXKE 1a C€ OYaKBa, Te Aa YBEIWYAT MIa3MEHHTE KOHLIEHTpALUNA Ha Tajanagun
(BX. TOouKa 4.4).

CrnenoBarenHo, 4ecTOTaTA Ha HEXKENAHHUTE JIEKAPCTBEHHA peaKkiinH, NTOCOYEHH B Touka 4.8 Moxe 1a
OBJle YBENUYEHa.

Tpancnopmuu 6ermuyu




He e u3pecTHa pondra Ha TpaHCMOPTHHTE GeNTLUM (HaNpUMEp, P-TIHKOIIPOTEHH) BbPXY
ARCIO3NUMATA Ha Taganadmi. CleZoBaTelTHO € HATHIIE ITOTEHIMAN 34 ICKAPCTREHH B3aUMO/ICHCTBAS,
MEAWKPAaHH OT IOTHCKAHE HA TPACTIOPTHHTE GenThI.

Huoyxkmopu na yumoxpom P450

Nugykropet a CYP3A4, pudammrums, namanasa AUC wa Taganadun go 88%, cnpamMo
croiinocTHTe Ha AUC nipu caMocTosTes o mprnoxker taganadun (10 mg). Tasu HamaneHa
CKCTTIO3MLHA MOXE J1a C€ OYaKea J]a HaMa d e(UKACHOCTTA Ha Taganadun; cTeneHTa Ha HaMaleHHe Ha
e(hUKaCHOCTTA ¢ HensBecTHA. Jpyru unayktopu na CYP3A4, kato denoGapburan, deHUTOMH 1
kapbama3zenyH, Morar ChILO J1a HAMAJIAT MTA3MEHNTE KOHLEHTPALHK Ha Tafganadma.

Edekri Ha Taganagwi BbpXY OPYTH NEKapCTBEHH MPOIYKTH

Humpamu

I1p¥ KIHHWYHA TIpOyYBaHWA, Tafanapui (5, 10 u 20 mg) € nokasan, ge MOTEHIIHPA XHIIOTEHIHBHHTE
edexTH Ha HuTpatuTe. [Topaau ToBa, npunoxeHueTo Ha epolunan pH NauMeHTH, NpHEMALIH
HAKOA JOpMa Ha OpraHNYCH HATPAT € IPOTHBONIOKA3aHO (BXK. TOUKA 4.3). Bb3 ocHOBaTa Ha
PE3YJITaTH OT KIIHHUYHO NIPOYy9IBaHe, B KoeTo 150 nanueHTd ca nolydasaliH JHEBHH A03H oT 20 mg
Tajanadur sa 7 qun v 0,4 mg HATPOrULEPHH CYOIHHTBANTHO B paaﬂmm'apeme, TOBA
B3aMMO/ICHCTBHE € HabmMONaBaAHO 3a OBeue 0T 24 yaca H He € HabNIoJaBaHo Ciiex U3THYaHe Ha 48
Yaca OT nocyenHata Ao3a taganagui. Taka, MpH NMalMeHT, HA KOATO € TIpeliNucana HAKaKBa 1034
['eponunan (2,5 mg-20 mg), u 3a koiito APHIIOKEHUETO HA HUTPATH €€ CMATA 3a HEODXOIUMO TIO
MCANLHHCKH TIOKA3AHWA B XXWBOTOCTIACABAILH CHTYallHU, TpgOBa a uMa noHe 48 yaca oT npHema Ha
nocnenHara nosa I'epounnat, npean npuackewneTo Ha HATpatuTe. TIpy TakKsa YCIORHMS, HUTpaTHTE

Tpﬂﬁﬂﬂ Ad CC Mpuiarar 1oj CTpor MeJHIIHHCKH KOHTPOM H CbC ChOTBCTHO MMPOCHENsIBAHE Ha
XCMOOVMHAMHKATA,

AnmuxunepmensueHu 1exapcmeenu cpeocmeq (SKOYHMERHO KATYUCEU AHMACOH ucmu)
EHOBpeMEHHOTO NpUNaraHe Ha JOKca3o3uH (4 1 8 mg JTHCBHO) U Tajanadun (IHEeBHA 1034 OT S mg W
20 mg karo eaHoKpaTHA 103a) 3aCHIIBA AHTHXHIIEPTEHIUBHHS epekT Ha To3H anda-Oiokep B 3HAUHMa
CTEMNEH.

To3n edexT ce 3ana3sa MoHe JBaHaJeceT Yaca H MOXKE 12 [IpeIU3BHKA CHMIITOMH, BKTIOUHTEITHO
CHHKOIT. 3aTOBa Ta3u KOMOHHALMS He ce NTpenopbyBa (Bk. Touka 4.4),

Ilpu npoy4uBauns 3a B3AHMOIEHCTBHATA, N3BBPIICHH [IPH OTpaHndeH Opoit 3ApaBy 0OPOBOILH, TE3H
c¢(eKTH He ca choOLIeHH IPY andy3031MH WIM TaMCYJI03HH. Bee nak, e HeoOX01uMo MOBHILIEHO
BHUMaHUE, XOraTo taganapun ce ynorpebasa npu NalMeHTH, NEKYBAHH ¢ KAKBHTO H /1A €

anabnokepH, ocobeHo NpH NAIMEHTH B CTAPYECKA Bb3pacT. JIeHeHHeTo TpsOBa Ja 3a[109HE TIPH
MHWHHAMATHA 103a M NPOTPECHBHO JIa ce afalTHpa.

[Tps KnnunaHH GapMaKkoIOrnyHY NpOyUBAHUA € W3C/IeIBaH NMOTCHUHATET Ha Tajanadwi 1a ycunpa
XUMOTEH3UBHHTE €EKTH HA AHTHXHNEPTEH3UBHUTE JIEKAPCTBEHH NPoAyKTH. [Tpoyusanu ca
OCHOBHUTC KAaCOBC aHTHXUIICPTEH3UBHH JIEKAPCTBCHH TIPOAYKTH, BKIIOUHTETHO KANLINERH
AHTATOHMCTH (AMTORHWIIHH), HAXVOHTOPHTE HA AHMHOTEH3WH KoHBepTHpatLns enzuM (ACE)
(enanmanpni), GiiokepuTe Ha GeTa-aipeHEPrITHITE peuenTopH (METOIIPONON), THAIHAHHUTE JAYPETHIH
(Oenapoduiyasun), 1 G6aoxepuTe Ha aHrMOTEH3HH 1] peuentopyre (pazNHYHH BH,E[
CaMOCTOATENHO MW B KOMOHHALINS C THA3WUIY, KATLWEBUTE aHTAFOHHCTH, Gepad LQWRIN. IR andpa-
6noxepn). Taganagun (10 mg ocBen B IPOYYBAHUSATA ¢ AHTATOHHCTHTE Ha '/ W]
PCLICNITOPUTE W AMITOANTINH, TIPY KOUTO € NpHNTarada jo3a ot 20 mg) HHM L3
B3aMMOJECHCTBHA, C KOMTO M 14 € OT Te3k inacope. B APYIro KNHHAYHO (e




raganadpun (20 mg) e u3nurean B koMbunaums ¢ ao 4 knaca aHTHXUIEPTEH3NBHHN NMPpoAyKTH. [pH
MAMEHTHTE, MPUEMATH HAKOJIKO AHTUXMNEPTEH3UBHH NMPOAYKTa, aMOYIIATOPHHTE TIPOMEHH B
apTCPHATIHOTO HAIATAHE H3TTICXKIAT CEBP3aHW ChC CTEMEHTA Ha KOHTPOI HA apTepUHANIHOTO HANTATAHE,
B Ta3y BpB3Ka, NIPH MALMEHTHTE OT KJIMHAYHOTO W3ITHTBAHE, YHETO apTepHATHOTO HansraHe e 610
100pe KOHTPONMPaHO, HAMANISIBAHETO € GUI0 MUHUMAHO WIH I0A06HO Ha TOBa, HabI0aBaHO TIPH
37paBn xopa. [ Ipy yuacTHMIM B IPOYYRAHETO, TIPH KOWTO APTEPHAITHOTO HANAraHE HA MALUEHTHTE He
e brno KoHTponupaHo, cnagaseTo € GHII0 TO-TONIMO, BBIIPEKH e TO He € G0 CEBP3aHo C
XHWNOTCH3HNBHU CUMIITOMH TPH NOBEYETO OT naunenTure. [py naupeHTy, nolyyaBaliyd CbITBTCTBALIO
JIEYCHHAC € aHTHXHIIEPTCH3UBHM JIEKAPCTBERU NPOAYKTH, Tajanadun 20 mg Moke J1la HHAyLUMpa
HaMaJiCHHE Ha apTEpPHATIHOTO HallsraHe, KOeTo (¢ M3KMOUeHHe Ha anda O1okepH —BXK. 0-rope), €
KaTo LAI0 MAJIKO W HE € BEPOATHO Jia € KIIMHUYHO 3HAYMMO. AHAIN3UTE Ha JAaHHHTE OT KIIHHWYHW
npoy4BaHug (paza 3 He ca NOKa3any pa3nMKa B HEKENAHHTE JICKAPCTBEHH CHOUTHS NP NALMEHTHTE,
NpUEMAILH Tananadun, che K Oe3 aHTUXUNEPTEHIUBHM JICKapCTBEHH TIPOAYKTH.. BBIpekn ToBa Ha
MalUeHTUTE TPAOBA /la Ce NaBa NOAXOAALI KIHHIYEH CBBET 32 Bb3MOXKHO HAMA/ICHHE Ha
ApTEPHATTHOTO HANIATAHE, KOTaTo Ce JIEKYBAT ¢ aHTHXUIIEPTEHINBHW NEKapCTBEHN NPOXYKTH.

Puoyueyam

I IpeaxnMUHUYHN NPOyYUBaHUS MOKa3BaT NOILIHHTENEH eleKT Ha NOHNKABAHE HA CHCTEMHOTO KPBBHO
Hanarane, koraro OJIE-5 uHxubuTOpH ce KOMOMHHPAT ¢ pHOLIMrYaT. B KIMHMYHA HPOYYBAHHA €
AOKA3aHO, 9C PHOLMTYAT NMOTeHIHpa XHNIOTEH3UBHHTE epekTd Ha DJIE-5 unxuburopure. Hima naHnau
3a OnaronpuaTen KIMHNYEH eekT Ha KOMOMRALIMATA B POy YBaHaTa nonynaums. EaHoBpemMeHHaTa

ynorpeba Ha prounryar ¢ GJIE-5 uHXUOUTOPH, BKIIOUNTENHO Tananad, € TPOTHBONOKA3aHa (BXK.
Touka 4.3).

Huxubumopu na 5-angha pedyxmazama

B KIIMHHYHO IPOYYBaHHe, KOETO CPaBHABA Tafanadun 5 mg, MPHIAraH e4HOBPEMEHHO ¢ (GHHACTEPH]
5> mg, ¢ mnauebo nmoc $huHacTepu/ 5 mg 3a obexuaBaHe Ha CAMITOMHTE Ha A00pOKaYeCTBEHA
Xunepimasua Ha npocTatara (JIXII), He ca ycTaHOBEHH HOBM HeXENlaHH peakuuu. Bhpexu ToBa, Thil
KaTo opHIMATHO NpoyYBaHe 3a JIeKapcTBERH B3aWMOJISHCTBHS 3a OLCHKA Ha eekTHTE Ha Taganadum
W Ha HHXHOWTOpUTE Ha S-anfa pexykraszata (5-AP) He e npoeexaano, I'eponunan TpAOBa N4 ce
nprjiara BHUMaTEIIHO €HOBPEMEHHO ¢ HHXMONUTOPH Ha S-anda peaykrazara (5-AP).

CYPIA2 - cybecmpamu (nanp., meoduiu)

Korarto Taganadmn 10 mg ce npunara ¢ Teoduiinn (HeceneKTHREH ¢ocdoanecTepazeH HHXHOUTOD)
BBE (JapMaKoJOTHYHO IIPOYYBAHE, HE € HMAITO papMakoKHETHUHY B3auMOAeHCTBHS. EQNHCTBEHUSAT
(apmakonuHamMuyeH edekt e Gni neko (3,5 yapa/MUHYTa) yBelHUSHHE Ha ChPACYHATA YECTOTa.
Bbnpekn 4e To3u ediekT e BropocTeneHeH M He € GHIT OT KITMHHYHO 3HAYCHHE IPH TOBa NpPOYyYBaHe,
TOH TpAOBa Jia ce B3eMa NMoJl BHHMAHKE TIPH € JHOBPeMeHHA yoTpe6a Ha Te3n NEeKapCTBEHH MPOAYKTH,

Emununecmpaouon u mepbymanun

Tananadun e noxazan, 4e npeansruxsa yBeITHYCHUE Ha OWOHANMIHOCTTA HA ETHHHIIECTPAIHON Cllel
IEPOpATHe MPATNOXEHNE; TOA00HO yBEMHYCHHE MOKe Aa 6bJIe 04aKBAHO NIPH NEPOPATHOTO
NPHI0XKEHHE HA TepOYTAIUH, BBIIPEKH Ye KIIMHHYHATE NOC/IeNCTBHS OT TOBA €A HEONpeACTIEHH.

Ararvoxon

o7 aerron

KoHUeHTpalKKTE Ha amKoXon (Cpenha MakcHMalTHA KOHLIEHTPALA B KphBTa (0%
OT CbBMECTHaTA yrioTpeda ¢ Tagamadun (10 mg unu 20 mg). B nombnxicHined
CAHOBPEMEHHOTO INPHIIOKEHHE C ANIKOXON HE ca HaOMOoJaBaH! ITPOMEHH B



Tananagun. AJKOXONIbT € [IPUIOKEH N0 HAYWH, yBeMn4asalll MaKCHMAIHO CKOpOCTTa Ha abcopOL s
Ha aJIKOXON (CYTPHH Ha IlanHo, H6€3 1a ce TIpHeMa XpaHa Ao 2 1aca cle]| I[pHeMa Ha ankoxolr).

Taganadwn (20 mg) He yBenMYaBa cpeJHOTO HAMAIABAHE HA KPBBHOTO HAJIAFAHE, MPESAUIBHKAHO OT
ankoxona (0,7 g/lkg uiu okono 180 ml 40% ankoxon [Bogka] npu 80-KMAOrpaMoB MBXK), HO HPH
HAKOHW XOpa MOKE Jia ce Habmoaasa NOCTypaleH CBETORLPTEK HITH OpTOCTaTAYHa XrHnoTonus. Koraro
Tafanaduil ¢¢ Npunara ¢ no-Manku gosu ankoxon (0,6 g/kg), XHIoTeH3ns He ce HabnogaBa, a
CBETOBBPTEXKEBT Ce HadMOZaBa ¢ 4ecToTa, MONOOHA Ha Ta3H TIPU CAMOCTOATETHOTO MPHITOKEHHE HA
ankoxon. EQekTsT Ha ankoxona BbpXY KOTHUTHBHATA GYHKHHA He ce 3acuneaT oT rajanadun (10

mg).

Lumoxpom P450 memaboauzupanu nexapcmeenu npodykmu
I"epoumnaH He ce 09akBa ja NPeIH3BHKBE KITHANTHO 3HAYAMO NTOTHCKAHE W WHAYKLHA Ha KIMPBHCA

Ha NEKAPCTBEHN NIPOLYKTH, MeTtabonusnpanu oT CYP450 nzogopmure. IpoyusaunsTta ca
NOTBbPAWIIH, Ye TaAanafun He WHXHOMpa UM HHAYLMpa n3odopMute Ha CYP450, BKIIOYNTENHO
CYP3A4, CYP1A2, CYP2DS, CYP2E!L, CYP2C9 u CYP2C19.

CYP2C9 - cybempamu (nanp., R-eapghapun)

Tapanagun (10 mg n 20 mg) Hsima kAMEUYHO 3HAUMM edekT BBPXY excnosuunsta (AUC) Ha
Seapdapun uam R-sapdapun (cyberpar Ha CYP2C9), HuTo 3acara NPOMEHUTE B IPOTPOMOUHOBOTO
BpEME, NpPeIN3BUKaHU 0T Bapdaphu.

Ayemuncanuywiosa cucearuna

Tapanagun (10 mg w20 m g) He TIOTEHI[NPA YBEMTHUYEHUETO BhE BpPEMETO Ha KBPBCHE, IPHYKRHCHO OT
aneTHNCaNMIIUI0Ba KHCENTHHA.

IIpomusoouabemnu nexapcmeenu npodyxkmu

He ca nposexnann cneundmyHn npoyyrannd 3a B3anMoIeHCTRHS ¢ NTPOTHBOAHADETHH TeKapCTBEHH
NPOIXYKTH,

4.6 DepTHANTET, GPEMEHHOCT B KhPMeHe

I'epoumnan He e nokasan 3a ynorpe6a oT xeHH.

bpeMeHHOCT

HMMa orpaHuYeHH JaHHH 32 yoTpeHaTa Ha Tajanapun mpu 6pemeHny xenu. [Tpoyysauusita py
KUBOTHH HC NTOKa3Bat TIPAKO WKW HEPAKO BPEAHO BB3ICHCTRIE BEPXY OPEMEHHOCTTA,
eMOPHOHATHOTO/(PeTANHOTO pasBHTHE, PKIAHETO WIAH NIOCTHATATHOTO pa3BuTHE (BX. TOYka 5.3).

Karo npeanasHa Msapka, 3a npeanoduTane e ynorpedara Ha ['epoliunan 1o BpemMe Ha OpeMeHHOCT A
ce U30ATRA.

KnpMeHe

HanmauuTe dapMakoAHHaMHYHI/TOKCHKOJOIHYHN TaHHH MIPH JKUBOTHH MOKa3BaT eKCKPeinA Ha
Taganagun B Maskato. He Moxe 51a ce H3KITIOUN pHUCK 3a KbpMayeTo. I'epolHian He
H3M0J13Ba IO BpeMe Ha KbpMeEHe.

MepTunuTer

Habnronasanu ca edextn npu kyyerta, KOUTO MoXKe 12 cogaT yBpexJlaHe Ha
OCJICABAIIH KIIHHUTHH IPOYYRAHUS ITOKA3BaT, Ye TO3H eeKT e MaJIKo Bepo



4e ce Habo/1aBa HamaneHWe Ha KOHLICHTPAUUSATA Ha cTiepMa TIPH HAKOH MbXke (BX. Touka 5.1 i Touka
5.3).

4.7 EQexkTH BLPXY cnocofHOCTTA 32 miodupane U paboTa ¢ MAIDHHAK

I'epounnan noenvsea npeHebpexxnMo criocoGHOCTTa 3a modupade WK paboTta ¢ MammHN. Bripeky,
4€ IIPU KITHHIYHH NPOYYBAHHA YeCTOTaTa Ha ChOOLIEHUATA 3a CBETOBBPTEXK IIPH rpynaTta ¢ rnnanedo n
rpynara c Taganapun na e 6uia cxoaHa, nayueHTHTe TpA6Ba a ca HAACHO 3a TOBA Kak LIe pearupar
Ha I"'epounnan, mpean wodvpane win paboTa ¢ MALIWHY.

4.8 HexeJann NekapcTBeHH peaKiuuy

Pe3toMe Ha npodina Ha 6e3onacHoCT

Hafi-yecTo chobinaBaniTe HexellaHH IEKAPCTBEHH PEAKIMH NPH DAUHEHTH, [IpHEMaLIH Tafanagu 3a
JICHCHNE Ha EPEKTHITHA QUCPYHKLNA WK 100poKkavecTBEHA XHIEPIUIA3Hg Ha [IpOCTATATA ca
rnasobonne, mucnerncus, 6oska B repia 1 MU, TIPH KONTO YECTOTATA CE YBEJIHYABA C
MoBUWIaBaHe Ha no3ara Ha Taxanadun. JfoxnaaannTe HeskelaHW NEKapCTBEHH peakiiy ca bunu
NPCXOJHH U B TIOBCYETO Clyyay Jieku Ao yMmepeHu. Tlo-roasimMara yacT OT cliydauTe Ha rjiasoGonue,
CHOOUIaBaHM NpH MpYeM Ha TaganadHil BeJHBX JHSBHO, €A HAGMIOaBaHN npe3 mepBuTe 10 go 30 qau
OT 3aM0YBaHe Ha JTEUSHHETO.

PesioMe na HexxenanyTe peakiivy B TabauyeH BUI

B Tabnvuara no-gony ca u30poeHu HexeNaHUTE NIEKAPCTBEHH peakLuH, HaGiIoqaBasy OT CIIOHTAHHH
ChOOWIEHHS H IIPH NITANE60 KOHTPOMPAHH KITHHEIHH npoydeanus (oOxpawamy odmo 8§ 022
MALUEHTH, JIEKYBaHH ¢ Tananadun, 1 4 422 nauueHTy, Nonyuasany rwiauebo) 3a neueHne Ha
€PEKTHIIHA TUCHYHKINSA MPH Hy:KJIA ¥ BeIHBK IHEBHO W 3a IeYeHHE Ha JoOpoKaYecTEeHa
XHIIEPTIJIA3HS Ha ITPOCTATATA BEJAHEK JHEBHO.

KOHBEHIHS 3a YecToTaTa: MHOTO YECTH (=>1/10), yectn (=1/100 g0 <1/10), Heuectn (>1/1 000 0o
<1/100), pegrs (=1/10 000 no <1/1 000), mHoro peaku (<1/10 000) u ¢ HeM3BECTHA YecToOTa (oT
HAITHTHHTE IAHHH He MOKe 1a ObJe HalipaBeHa OLCHKa).

Muoro YecTH HegecTH Peaxkn C HeH3BeCTHA
I€CTH YyecToTA

Hapywenus na umynnama cucmema

Peakiium Ha AHrmoeaem:
CBPBXYYBCTBHTCIHOCT

Hapywenus na nepenama cucmema




I'marobomnme 3aMasTHOCT

Wucynr!

( BKJIFOYMTENHO
XEMOparunyHu
crouTNg), CuHkom,
Tpan3uTopHH
HCXEMUYHU
NPHCTHIIN,
Murpena?,
[Tpunagbig’,
'pan3uTOopHa
AMHE3NA

Hapyvuenua na ovume

3aMDbITIEHO BUXKIAHE,
Ycelanus, omicBaHN
KaTo O00JIKa B OUHTE

Hapyuienue Ha
3PUTENHGTO ITOJIE,
OToOK Ha KJernaJyyrTe,
XHnepeMHs Ha
KOHIOHKTHBATA,
Heaprepuanna

AHTEPHOPHA
HCXEMHAYHE OYHA
HEBPONATHUA
(HAAUOH),
3anymeaHe Ha
CbAOBETE Ha

LlenTpansa
C&po3Ha
KOPHOPETHHOTIATHS

PETHHATA’
Hapywenua na yxomo u nabuptunma
TwanTyC Buesanna rioyxorta
Cepoeynu napyuerus’
Taxukapaus, MuokapaeH
Hannurauyu MH(papKT,
Hecrabunna
cTEHOKapaua’,

KamepHa apuTMHASR’

Cw008u HaOpYUieH 1A

JaueprsaBane | XWUNOTOHHA,

XUnepToHus
Pechupamopru, 2peOnu 1 MeOUACIUHAIHIL HAPYWEeHUSA
Hazanna JucnHes
KOHTECTHS Enucrakcuc
Cmomawno-upeenu napyuienus
Hucnencus Kopemna 601ka,
I loBpe1aHe,
IN'anene,
["'acTpoesodareancH
peduiykc
Hapywenua na xoocama u nooxoxcnama mvxan
Obpne Yprukapusa,
CHHApOM Ha

Stevens-Johnson?,




ExcdonuaTuBeH
NEPMATHT?,
XUnepxuaposa
(I1I0TEHE)
Hapywienuss Ha MycKyIBO-CKeNemHama CUCMEMA, CoeOUHUMENHAMA MbKaH U
Kocmume
bonka B
repba,
Muanrus,
boika
KpalHMK
Hapywenus na 6v6peyume u nuxounume nomuuya
XeMartypus
Hapywenus na svsnpoussodumennama cucmema u 2vpoama
Y IbiKeHa epeKIig [Ipnanu3em,
KpbBOW3IHE B
MTEHHCA,
XeMartocuepMus
Obwu napyuenua u ehexmu na MACMOMo Ha NPUROICEHUE
['pB/HA ponka', | Orok Ha nuUETO?,
Ilepugeper  otokx, | BuezanHa cepacuHa
YMopa cMBPT' -2
(1) [Tosedero oT nauneHTHTE UMAT OPEALIECTRAIIN ChPACUHO-ChIOBH PUCKOBH (akTopH (BXK.
Touka 4.4).
(2) CtoOIIaBany npu NOCTMapKETHHIOBOTO HaGI0AeHHE HEXETAHY peakiluy, KOUTO HE ca
Ha0MonaBaHw 0py Nane6o KOHTPONMPEHH KIHHHYHH NPOYYBAHAS
(3) [lo-gecTo moknaneana, korato Taganadwi ce NpHIara Npy MANHEHTH, KOUTO BEYe [I0MyYaBaT

AHTHXHUIIEPTCH3UBHU JICKAPCTBEHU MPOAYKTH.

Onvcanne va U3bpany HeXXEaHW peakIuy

HesnaunTtemH0 NO-ronsgMa 4ecToTa Ha OTKJIIOHEHUS B EKT', npeau Bcuuko cHKlycoea Opagukapans, ca
AOKJIA/IBAHY MTPHW TIALHEHTH, JIEKYBaHH ¢ TajanadHil eMUH MHT JHEBHO B CpaBHEHHE ¢ nuane6o.
[ToeeueTo or Te3u orkiionenna B EKT He ca CRBP3aHH ¢ HEXKENAHUTE JIEKAPCTBEHN PEaKI(HH,

EEEFH CHCHHAJIHY ITONYyJIaii

JlaHHHTE TIpU NALMEHTH Ha Bb3PACT Hajl 65 FORHHU, KOUTO NIPHEMAT Taganadyi B KNAHAYHHU
NPOY4BAHHA WAW 33 IEYEHHE HA epCKTHUIIHA NMCPYHKLKA, UK 3a IeYeHHe Ha Ao0poKaYeCTBCHA
XHMCPIIA3HA Ha NpoCTaTaTta, ca OrpaHuder. B KINHWYHY npoyuBaHus ¢ Taganadwi, npueMaH TpH
HyXa 3a JIeUCHWE Ha epeKTUITHa TUCHYHKINA, JHaphs ce ChOOIIABA O-UeCTOo NPH TTAUMEHTH Ha
Bb3pacT Had 65 roavyu. B xiIMHHYKK NpoyyBanus ¢ Tajanadusi 5 mg, MPpHeMaH BeIHBLK AHEBHO 33

NeUCHNE Ha J1o00poKaYecTBEHa XMIICPINA3KHA HA TIPOCTATATA, 3aMagHOCT M Hapvs ca CHLOOLaBaHN
[IOYeCTO NMPH MALHECHTH HaX 75-TOQHLIHA Bh3pacT.

Chobuiapane Ha MONO3MPAHH HEXKENAHN peaKlnu
ChobuiaBaHeTO Ha MOIO3MPAHN HEXeJIAHN PeakLUH ClIe)] pa3peliapaHe 3a
NMPOAYKT € BakHO. ToBa 1103BoNIABA J1a TPOIBIKYA HAOMIOAEHUETO HA ChOTH




JICKADCTBCHHUA NIPOAYKT. Or MCIVUIHHCKHTE CIIEHANTUCTH CE HINCKEBa 1A C'bﬂﬁlllﬂBaT BCHKa

NMOJ03HPaHA HeKestaHa peakiiug upes MansaauTenHaTa areHiusa no nekapereara, yi. . JlaMax
['pyer™ Ne 8, 1303 Codus, Ten.: +359 2 8903417, yebeaiiT: www.bda.bg.

4.9 Hpenposupane

[Ipn 3apaBu qoOpOBOILHK ca JaBaHH eAUHIYHA 03 0 500 mg, a Ha NAUMEeHTH ca MpKUjaraHy
MHOTOKPaTHH JHEeBHH 103W 10 100 mg. Hesxkenauute ¢uOHUTHA ca OuH MOJZ0OHH HA OHE3H,
HabIodaBaHy IIPH NO-HHUCKHA J103H.

B cnywanTe Ha npeno3upaHe, ako ce Hanara, TpA6Ba fa ce npealnpuemMar CTaHAAPTHHTE MOATbpKaLIU
MEPKH. XeMOJIHANIM3aTa HE3HAUHUTETHO CTIOMara 3a eTMMHHUPAHETO Ha TaJanadurn.

5. @APMAKOJIOTrHUHHU CBOUCTBA

5.1 PapMaKoIHHAMHYHH CBOICTBA

dapmaxoTepaleBTHIHA TPyNa: YPOIOTHYHH CPEACTBA, JIEKAPCTBEHH NIPOAYKTH, NPHUIIATaHH TIPH
epekTinna qucdynkima ATC koxg: GO4BEQS.

MexaHH3bM HA JelicTBHE

Tananagmn e cenekTuBeH, 06paTHM HHXHOUTOP HA UKRKAHYHKA TyaHosnH MoHodocdaT (UTMD) -
cneppuyna dbochoauecrepasa tun 5 (OJIE-5). Korato cekcyanHoTo CTMYAHpaHe Ipean3BhKa
JNiokaTHO 0CBOOOXKJaBaHE HAa a30TeH OKCcH/l, HHXROMpaHeTo Ha M]JIE-5 ot Taganadun npeU3BHKBA
NMOBHILECHU HHBa Ha Ul MO B kaBepHO3HUTE TeNa. ToBa BOAW [0 peakcallis Ha rnajgkara

MYCKYJarypa M IPUTOK H& KPbB B THbKAHMTE Ha NCHHCA, BOACLIO Na epekina. Taganadusn e
Hee(PEKTHREH NPU JINNCA HA CeKCyalHa CTUMYJIAL#A.

DapMakoaHAMHAYHU edekTH

[NpoyusanusTa in vitro ca nokaszany, ye Taganadun € cenckruped naxuburop Ha ®JIE-5. ®JIE-5 e
€H3HM, KOHTO C¢ OTKPHBA B I'JIaJKaTa MycKyJIaTypa Ha KaBepHO3HOTO TA10, ChAOBATA H BHCIUCpaliHa
riagka MycKynatypa, CKeIETHHTE MYCKYIIH, TpoMOouuThTe, 060penwTe, Oenus gpod, U Malkud
MO3bK. JleHcTBHETO Ha Tananadun e no-camHo BhpXy DJIE-5, OTKOIKOTO BbpXY ApPYrH
¢ochoaunectepazu. Taganadmn e > 10 000 meTH no-motueH 3a ®JE-5, 0TKONKOTO 10 OTHOWICHWE Ha
OHE-1, OJE-2 n OJIE-4 - eH3uMH, KOUTO ce OTKPHRAT B CHPLETO, MO3BKA, KPBBOHOCHUTE CHIOBE,
JepHus gpod u ApyTH opraan. Taganadwn ¢ > 10 000 meTH To-MomeH o oTHowenHe Ha OJIE-5,
OTKOJIKOTO N0 OTHOWIEHNE HA DJIE-3 — eH3uM, HaMupalll ¢€ B CbPUETO ¥ KPbBOHOCHHUTE CLIOBE.
Tasn cenextnerocT kM GIE-5, cpaBiena cbe cenekTuBHOCTTAa KbM DJIE-3 e BaxcHa, 3awjoto ®JIE-3
¢ CH3HUM, yJacTBall B MEXaHW3Ma HA ChpIeYHHTE ChkpallcHud. B fonmenHesne, Taganadun e
npubinsutenno 700-mbTH Ho-MoweH o otHotuenwe Ha ®JIE-5, otkonkoTo cnpamo GJIE-6 - eHzuM
KOHTO c€ HaMHMpa B peTHHATa U € OTrOROPeH 3a doToTpaHcaykuuaTa. Tananadsn e cbio > 10 000
NBTH MO-MOUIEH MO OTHOWEHHE Ha PJIE-5, orkonkoTo no otHoleHHe Ha DJIE-7, no OJE-10,

Kinnanybga epukacHoCT ¥ Oe30MacHOCT

TpH KNIHHMYHE NpOyYBaHHUA ca nposeliesd ¢ | 054-manUenTy B JOMaliHU }’CJI
NPOIBRBKHTENHOCT Ha OTroBOpa KbM Taaanadua. Taganadgwn ¢ mokasan ¢ta / PICeRT 3D
MOIO0PEHHE B EPEKTHITHATA PYHKIUA 1 CTOCOOHOCTTA J]a CE H3RBPIIN YCNIE A0 paaghenid

r
-
»
"y

[
. ’

(/’Tl_""\‘ .
L )

R

oy

-



cJiel Npuema Ha J03aTa, KakTo H B cl1IocOOHOCTTA Ha NAlMeHTUTe Aa MOoAyYaT U NoJAbpikKaT epeKini
33 YCTICIICH ITOJIOB aKT, B CPaBHEHWE ¢ nanebo, oile Ha 16-Ta MHHYTA ClIEe[ IpHEMa Ha JT03aTa.

Tananadgmn, npuoxkex Ha 3paBy JIMLA, IpeAN3BHKBA HE3HATNMa pa3lIKa B CpaBHEHHME ¢ naauedo B
CHCTOITHOTO H AHACTOJIHOTO KPBEBHO HANSATaHE B ICTHANQ NOJIOKECHWE (CPETHO MaKCHMaHO
Hamanenue or 1,6/0,8 mm Hg, cboTBETHO), B CHCTONTHOTO U AHACTOITHOTO KPBBHO HAJIATAHE B
M3MpaBEHO MOJIOKEHUE (CpeIHO MakcMMaliHO HaMasieHHe oT 0,2/4,6 mm Hg, cxOoTBETHO), 11 HIMA
3HaUMMa NPOMsIHA B ChpicuHaTa YeCcTOTa.

Ip# npoyusaHe 3a oleHKa Ha edeKTHTe HA Taganadiil BbPXY 3PEHHETO HE €A OTYCTEHHU HHKAKBH
HapylI€eHNA B pa3[103HABAHETO Ha LBETOBETE (CHHBO/3€/ICHO ) MOCPEACTBOM H3NOJI3BaHE HA TECTa
Farnsworth-Munsell 100-hue. To3u pe3ysrar kopecnorupa ¢ HUCKUA apUHATET HA TaaNlapHIl KbM
OIE-6, B cpagHenne ¢ OJIE-5. Bbb BCHUKH KTWHWYHH [TPOYYBAHNIS ChOOILEHHUATA 33 NIPOMEHH B
LIBETHOTO BHXKJaHe ca peaky (< (,1%).

Hporeaenn ca TpH NpoyduBalus NPH MBXKe 3a OLEHKA Ha MOTEHI[RATHUA e(eKT BhPXY
criepMarorcHeszara Ha taganadun 10 mg (equo 6-Meceuro npoyusane) U 20 mg (eqHo 6-MeceyHO H
€IHO 9-MeceuHo NMpoyvyBaHe), MPHIATaH exkeqHeBH0. B aBe oT Te3n npoyqsanus € HabmoaaBaHo
MOHM)KEHHE HA KONHYECTBOTO M KOHIICHTpAIMATA Ha CIIEPMAaTa, CBbP3aHO C IEUCHUETO C Tajanagui ¢
MaJlka BCPOATHOCT 3a KJIMHMYHA 3HAYUMOCT. Te3u edicktn He ca O CBbp3aHy ¢ IPOMEHH B JIPYTH
mapaMeTpH, KaTo NOABHXHOCT, Mopdonorus u FSH.

Tananadnn B 1031 oT 2 mg no 100 mg e 6un uscnessad B 16 KIMHUYHH TPOYYBAHHA, BIKIIOYBALIHN 3
250 nauueHTH, BKIIOYHTEIHO NAAEHTH ¢ €PEeKTHITHA IHCGYHKIHA OT PasIH9Ha TeXecT (feka,
YMEpEHa, TexkKKa), €THOJIOTHA, Bb3pacT (Mexny 21-86 roAWHN) H eTHHYECKA TIPHHAIEKHOCT.
[loBeueTo MAUHEHTH CHOGNIABAT 3a €PEKTHIHA AMCPYHKIAA C NMPOXBIKATENHOCT OT NOHE €HA
roanHa. [1py nbpEoRaYanHNTE NpoyuBaHuA 3a ePeKTHBHOCT BbPXY 00uaTa nonynaiys 81% or
MAMEHTHTE ca CHobIIMNY, e Tananadun ¢ mogo0pHI TAXHATA epeKLHd B cpaBHeHHe ¢ 35% nipn
nnanedo. Coino Taka, MAHEHRTHTE C epeKTHIHA JHC(YHINS OT BCHUKH CTETIEHHN Ha TEKECT
ChOOILABAT 3a NoAobpeHn epekiinn, KOKATO ca B3emanH Tananadui (86%, 83%, n 72% 3a nexa,
yMCPCHA, H TCXKKa, ChOTBETHO B cpaBHeHUE ¢ 45%, 42%, n 19% ¢ naauedo). [pu nbpBOHavYaIHUTE
NPpOYYBaHUs 32 eeKTMBHOCT 75% OT OMUTHTE 33 MOJIOB aKT ¢ Tagana(gun ca 6w yCNelHN B
cpasHenme ¢ 32% npwm tnanedo.

Ipy enHo 12-ceamuuno npoyypawe, niposeaeHo npyu 186 naumenty (142 Tananadm, 44 nnane6o) c
€PEKTIITHA ARCRYHKINSA, BTOPHYHO Ha YBPEXXIAHE HAa rPpLOAaIHAA MO3BK, Taaanadui 3Ha9AMO
nopobpABa epekTHIHATA DYHKINA, KOETO BOAM A0 CPEIHA 9€CTOTA Ha YCHEMIHHTE OMWTH 3a MHANBH

MpH NALHCHTUTE, TpeTUPaHK ¢ Taganadgun 10 wix 20 mg (reBKaea qo3a npH noucksaHe) 48% B
cpaBHeHME ¢ 17% npu nnauebo.

e anaTpuuna monysanus

[Ipn neanaTpuyHu NaLyeHTH ¢ Myckyana auctpodus twn Hrowen (MJIJT), e npoBeieHO eNHO
pOYHBaHe, B KOETO He ca HabmogaBany JaHHM 3a epukacHocT, [Tpy 331 MoMueTa Ha BB3pacT 7-14
roguuy ¢ ML, Ha koHTO ce pHmara eTHOBPEMEHHO JICYEeHHE ¢ KOPTHKOCTEPORIN, € ITPOBEICHO
PaHAOMH3HPAHO, ABOHHOCHATO, INTAUcO0-KOHTPONUPAHO, TApaIEHO MPOYUABRAHE ¢ 3 paMeHa ¢
rananadu. ITpoyuysadeTo BknouRa 48-cegMuaen TBOHHOCIIAN HEPHOJL, B KOHTO TAlRENTTITE
paHioMu3Hpany fa nonyvasar taganagui 0,3 mg/kg, Tananadun 0,6 mg/kg unu .-/

..i'..ii B K
Y SieConey

Tananaguir He Nokassa ePUKACHOCT TIO OTHOLICHHE 3a0aBsiHe Ha BOINABaHeTO A3
CaAMOCTOATENIHO XOAEHE, H3MEPEHO ¢ TIOMOITA Ha IMbPBHYHATA KpaliHa TouKa -{H-W



xoneHe (6 minute walk distance, SMWD): cpenna npoMsina Ha nafi-manknte keaapaty (least squares,
LS) B Tecta 6MWD Ha 48-1a cepmuia e -51,0 MeTpa (m) B rpynarta, nonydasama nnaiebo, B
cpaBHeHue ¢ -64,7 m B rpynara, norygasaiia taganadmn 0,3 mg/kg (p = 0,307), n -59,1 m B rpynara,
noay4daesama taganagpun 0,6 mg/kg (p = 0,538). Ocsen ToBa, IANCBAT JaHAH 34 eHKACHOCT OT
BCHYKH BTOPHUHH aHAIIN3HM, U3BRbPLIEHH B TOBA MpoyuBaHe. O0LKUTE pe3yATaTH 3a 0€300acHOCT OT
TOBa NPOYYBaHE KATO LSO Ca B ChOTBETCTBUE C U3BSCTHHA Npodun Ha He30NacHOCT Ha Tajganagun 1
¢ Hexenanute cuOUTHA (HC), ouaksanu B neguaTpuanara nonynaiua ¢ M1, nonyuagania
KOPTHKOCTEPOMIM.

EBponefickara areHuus no JekapcTraTa 0cBOOOXIABA OT 3abIDKEHHETO 3a [PeAOCTABAHE HA
pe3yNITaTUTE OT NPOYUBAHHA BBB BCHYKH NOATPYITH Ha NeAHATPHUHATA ITONYJIAlKA 32 JICUeHHE Ha
EpeKTHIIHaTa TUCHVHKIMA. BuxkTe Touka 4.2 3a mHGopMalys 0THOCHO YHOTpeOa B e JMaTpHsTA.

5.2 @dapMakoKHHETHYHM CBOHCTREA

Abcopbunsg

Tamanagmn ce abcopBupa necHo cnex nepopaTHo NPAIOKEHUE H HAOIIONABaHATE CPEIHA
MaKCHMAJTHH MIa3MEHH KOHUEHTPAIWU (Cmax) C€ MOCTHAT 32 CPEJIHO BPEME OT 2 Yaca che/l
IPHNOKEHNUCTO. ADCoMoOTHAaTA GROHATRYHOCT Ha Tananagui ciel MepopalHo NPHICKEHAE He ¢ OHna
OnpeaesieHa.

CkopocTTa W cTenenTa Ha abcopOuuna Ha raganadua He ce TIOBIMABAT OT XpaHa, Taka Ye [epouumnan
MOXE a CC NPHEMA HE3aBUCUMO OT XpaneHeTo. BpeMeTo Ha npueM Ha aoszara (CyTpUH CnpiMo Beuep)
HAMa KJIIZHAYHO 3HAYHMH e(eKTH BBPXY CKOPOCTTA M CTENEHTA Ha abcopOuusi.

Pasnpenenenne
Cpennust oGeM Ha pasnipe/jesienke va Taganadui e npuban3nTearo 63 |, koero noka3sa ue

Taganagun ce pasnpenens B Tekanure. [Ipy TepaneBTHIHH KOHUCHTpauuH, 94% oT Tananabun B
U1a3Mata c€ CBBp3Ba C IpoTenHuTe. CRBEP3IBAHETO C MPOTEHHHUTE HE Ce 3acAra Ipy HapylleHa
O0B0peyHa PyHKLNA.

IMo-manxo ot 0,0005% ot npuerara Jio3a ce nosBABa B cliepMaTa Ha 3[paBN UHIHBU]IA,

buoTpancdopmairns
Tananagun ce MeTabonusnpa npeuMHO NocpeacTBoM LuuToxpom P450 (CYP) 3A4 m3odopMara.

OCHOBHUAT LIHPKYJTHpAI MeTa0OTHT € MeTHNIKaTexoN riokoporuz. Tozn metaGomut e none 13 000
ITLTH 0-Ciabo akTHBEH OT Taganagun 1o otHoweHue Ha MJ(E-5. ClenopaTeNHo, He ce 04aKBa Jia €

KJIMHHYHO aKTHBEH NpH HabmoaBaHHTe KOHLIEHTPALMN HA MeTaboNuTa.

EnrMHAHKpane

CpeHHAT nepopaiieH KNHPBHC Ha Tajanapun ¢ 2,5 |/uac, a cpeAHnAT NONYXMUBOT € 17,5 yaca npu
34paBy WHAMBUOHA.

Tananadmn ce exckpeTHpa IpeANMHO KaTo HeakTHBHH METAGOMHTH, OCHOBHO C deKaTuHTe
(prOmM3NTENHO 61% OT J03aTa) M B O-MATKa CTETEH C ypHHuaTa (rnpubnniurenso 36% o1 go3ara).

JInHEHHOCT/HENHHEHHOCT
(dapMakOKHHETHKATA Ha TaAana(bui Py 30paBH HHANBH/IK € NHHEHHA 10 OTHOLIEHUC Ha-BPeMeTO 1
Ao3ara. Ilpu no3m nax 2,5 no 20 mg excnosunusta (AUC) ce yeenngasa TIPOTIOP ~,
CTaLHOHAPHOTO CHbCTOSHUE HA IIa3MEHHTE KOHUEHTPAL MM ce MOCTHIAT 32 5 I
BEJHBX JHEBHO.




(DapMakokHHETHKATa, ONPEIeIcHa ¢ NONMYNALIMOHHAS MOAXO/L, P TALKEHTH C epEKTHIIHA
IMCHYHKIUS € MOA06Ha Ha apMaKkOKUHETHKATA PH MHIVBUIH Oe3 epeKTHITHA AuchyHKIHA.

Cnenuainn NONMyIAIIHH

Iayuenmu 6 cmapuecxa svapacm

3IpaBy TIALIMEHTH B CTapuecKka Bb3pacT (65 roIWHY HITH T0-BB3PACTHH), HMAT N0-HUCHK mepopancH
KIAPBHC Ha Taganatun, Bofewo 1o 25% no-sucoxa ekcriosuius (AUC), B cpaBHEHHE CbC 3APaBH
HHAWBHAH Ha BB3pacT oT 19 g0 45 roaunu. To3w ediekT Ha BH3PAcTTa He € KIVHUYHO 3HAYHUM H HE
JaBa OCHOBAHHE 3a NMPOMAHA HA JO3aTa.

bvbpeuna nedocmamvunocm

IMpwy KIMHEAYHE dapMakoNorHHN POYYBAHHSA C eAHOKpPATHA 1034 Taganadpun (S5 go 20 mg),
exkcnosuipiaTa Ha Tafanagun (AUC) e npnOnus3nTenHo yaBoeHa IpH HHAMBHAM C NeKa (KpeaTHHHHOB
KnupeHC 51 no 80 ml/min) unu yMepena (kpearmannoB KIHpbHe 31 g0 50 ml/min) 6b0peuna
HEROCTATBHHOCT U NPH WHIAWBH/IA C KpacH CTaaHuA Ha Os0pedro 3abonssane na quanmsa. [pi
AIMEHTH Ha XeMoaWau3a Crax € 41% Mmo-BHCOKO 0T HabHIOAABAHOTO PH 3APABH XOpa.

X €MOIMANN3aTa HE3HAYHTENHO CIIOMAra 3a eTMMHAUPAHETO Ha TafaJapuil.

Yeprnoopobra nedocmamvunocm

EkcniozuuunTa Ha taganadun (AUC) npy MHARBKIM ¢ fleKa 10 yMepeHa yepHoapobHa
HenocTaTbuHoCT (Child-Pugh knac A u B) e cpaBHiMa ¢ eKCIo3uUMATa IPH 3APaBH MHIHBHIY,
KoraTo ce ripuiara no3a or 10 mg. Fima orpansdeHy KIMHHYHK AaHHH 332 6e30MacHOCTTA Ha
Taganadust Npyu NaUMeHTH ¢ TeXKKa YepHOApoOHa HegocTaTbuHocT (Child-Pugh knac C). Axo ce
npeanucea I'epoumnan, TpsGBa 1a ce HAaTIpaBu BHHMATETHA HHINBUYANTHA NPElICHKa Ha
OTHOLICHHETO MON3A/PUCK OT APEAITHCBAIIHs ro jekap. He ca HanndHy JaHEW 3a IIpUIIarale Ha
TaganagpmiI B JO3M, MO-BUCOKH 0T 10 mg, Py NAUHEHTH ¢ YepHOAPOOHA HEJOCTATEYHOCT.
Hayuenmu c ouabem

ExcriosunngaTa Ha Taganabun (AUC) npu nanuenTH ¢ qrabet e 6ma npubnuzuTenHo 19% mo-"ucka,

OTKONKOTO cTOMHOCTHTE Ha AUC 3a 3apaBu wuaneuaM. Tasu paznuka B €KCIO3MLMLTA HE aBa
OCHOBAHNEC 3a MPOMsIHA Ha 403aTA.

3.3 Ipeaxkaannany naHnM 3a Ge30MACHOCT

HexnMHUYHNTE IaHHM He NOKa3BaT ocobex PHCK 3a Xopa Ha 0a3a Ha KOHBEHLIHOHANHHUTE
¢GapMaKoNOTHYHH [IPOYYBAHNA 32 0e30MacHOCT, TOKCHYHOCT NPY MHOIOKPATHO NPHJIAraHe,
[CHOTOKCHYHOCT, KapLIHHOTE€HEH TIOTEHIHANT, H PENPOIYKTHBHA TOKCHUHOCT.

Hsama noxazarencrsa 3a tepatorennocr, eMOPHOTOKCHYHOCT HITH (PETOTOKCHYHOCT NPH IUTHXOBE HITH
MHUILKH, KOUTO ca nonysumd Jo 1 000 mg/kg/nnerno tananadwn. Tpw npoyusane 3a NpeHaTaiso H
MOCTHATANHOTO Pa3BUTHE NPH ILTLXOBE, 103aT4, fIPH KOATO HE € Ha0II00aBaH edekrT, ¢ Ouna 30
mg/kg/nueBno. IIpu Gpemeren mmbx AUC 33 H34HCIEHOTO ¢BOBOHO fIeKapCTRO IPH TasH 7034 €
mpubH3uTenHo 18 meTH YoBemkata AUC npH Ao03a 20 mg.

Hsima yepexaane na deprunsoctta IpH MEBXKH W KEHCKH TUTEX0BE. IIpH ky4deTa, Ha KOUTO €
[pHiIaraHd Taganapun exenHeBHo 3a 6 1o 12 Mecena npy fo3u 25 mg/kg/nHeBHO (BOAESHIO 40 HOHE
TPYKPATHO N0-BHCOKA ekCTIO3nLHA [Mexay 3,7 — 18,6] or HabmonasaxaTa npu Wﬁ :
AaBaHa CIWHITHA 1033 oT 20 mg) W MoBeye, e HMao perpecHs Ha emnTela Ha ceyf ‘)

KOCTO € ZI0BEJIO N0 HAMAITEHNE Ha CIIEpMATOTeHe3aTa Ha HAKOH KydeTa. BrxTe g ’;\3




6. PAPMAIIEBTHYHH JAHHHU
6.1 ChnHenk HA NOMOLIHHTE BenjecTsa

Agpo Ha TabneTkarta:
JaKTO3a,

KpOCKapMETI03a HaTpHi,
HaTpHEB Jlay priicyndar,
XHIPOKCUIIPONHILENY 034
(E463),

nonucopbdbar 80,

MATHE3HER CTeapar.

DUIMOBO NOKPHUTHE:
Xunpomesiosa 2910 (E464),
JAKTO3a MOHOXHpPAT,
TATaHOB AWOKCHA (E171),
TPHALIETHH,

Tank (E553b),

XKeNne3eH OKCHA XBeIT (E172),

6.2 HechBMecTHMOCTH
Henpunoxnmo.
6.3 Cpox Ha roanocT

36 Mecera.

6.4 Cueunannm ycaoBHMs HA ChXpaHeHHe

To3n NlekapcTBeH IPOAYKT He H3INCKBA CNENHANHY YCIOBAS HA CBXPaHEHWE.

6.5 Buau ceaLpkanye Ha oMAKOBKATa

PVC/PVDC/ anymunnesn 6nuctepn
Omnakoekn ¢ 1, 2, 4, 8, 10, 12, 14, 20, 28, 30, 40, 50, 56, 60 (puTMApaHl TabneTKy.
He BcHUkH BHJOBE OMAKOBKHM MOTAT na Gbaat IIYCHATH B Mpogaxba

6.6 Cnenmanuu npeanasHy MepKH npH H3XBLPJAsIHE

HAMa crieliHasy M3UCKBAHKA.




7. IPUTEXATEJI HA PASPEILIEHUETO 3A YIIOTPEBA

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

8. HOMEP(A) HA PASPEHIEHHETO 3A YIIOTPEBA

Per. Ne 20170021

9. JAATA HA ITBPBO PAZPEINABAHE/TIOJJHOBSIBAHE HA PASPEIIEHUETO 3A
YIIOTPEBA

Hara Ha mepBO paspernasane: 23.01.2017
Jlata Ha nocnenHo nogHoBgBane: 18.11.2021

10. JATA HA AKTYAJIM3NPAHE HA TEKCTA

10/2023




