KPATKA XAPAKTEPUCTHUKA HA IMNPOAYKTA / 27 80 é; p%

1. HMME HA JJEKAPCTBEHHS MIPOJIYKT Z5 3% 1 16 -11- WL

[Iupceo 8 mg TBBHPAH KancyiH
Pirseo 8 mg hard capsules

2. KAYECTBEH U KOJIMMECTBEH ChbCTAB
Besika TBbpaa kancyna [lupceo coabvpxka 8 mg cunono3uH (silodosin).

3a MbJIHUA CITUCHLK HA NMOMOILIIHUTE BelleCTBa BUKTE TouKa 6.1.

3. JIEKAPCTBEHA ®OPMA

Tebpaa kancya.

bsana, MaToBa, TBbp/Ia KeJlaTHHOBA Karicyia, pasmep 0, ¢ oTneyaraHo ¢ 4epHO MacTuio ,.8° Ha
Kanayero.

4. KJNIUHHUYHHU JAHHHA

4.1 TepaneBTHYHH NOKA3AHHA

JleueHue Ha NpU3HALMTE U CHMNITOMUTE HA OeHUrHeHa xunepruiazua Ha npocrtarara (bXI1) npu
Bb3PACTHHU MBIKE.

4.2 Jlo3upoBKAa H HAYHH HA NPHJIOKEHHE

Jo3upoBka

[1IpenopbunTenHara no3a e eaHa kancynaa I[lupceo 8 mg qHeBHO. 3a cneuManHyd NOMyJialMM NMalUeHTH
ce MpenopbuBa €Ha KarncyJia Cuio1031MH 4 mg aHeBHO (BK. brOpeuHo yBpexaaHe no-momny).

Cmapuecka év3pacm
He ce Hanara kopurupaHe Ha no3aTta Nnpd NauMeHTH B CTapyecKa Bb3pacT (BxkK. TOYKa 5.2).

bvopeuno yepeacoane

He ce Hanara kopurupaHe Ha J103aTa Npy NauMeHTH ¢ jeko 0bOpeuHo yBpexaaHe (CLcr =50 no

<80 ml/min). [Ipn naunenTH ¢ ymepeHo 6u0peuro yspexaane (CLcr 230 no <50 ml/min) ce
NpenopbyYBa HayajlHa /103a oT 4 mg BEAHBX JHEBHO, KOATO MOXE J1a C€ YBEJIHYH 10 8§ mg BeAHDBK
JHEBHO CJie/l €IHOCEAMHUYHO JIeYeHHe, B 3aBUCUMOCT OT MHAMBH/AYAJIHUS OTrOBOp Ha nauueHTa. He ce
npenopwyBa yrorpedara npu nauueHTH ¢ Texko 0b0peuHo yBpexkaane (CLcr <30 ml/min) (Bx.
TOYKH 4.4 u 5.2).

TwHH KaTo HayasIHaTa 103a 3a NMNaUHEeHTH ¢ yMepeHO OBOPEUYHO YBpekKaaHe He MOKe J1a Ob/le OCHUIypeHa
¢ [lupceo 8 mg TBLpAM Kancyu, TpsOBa 1a ce W3noJs3ea Apyr CHIOA03UH 4 mg.

Yeprnoopobno yepescoane | A No /;,

He ce Hajlara KOpurupaHe Ha A03aTa IpH MNaLUeHTH C JIEKO 10 YMEPEHO qepﬂo,upoﬁuﬂ _yﬁpei[(ruaﬂe ’ff
He ce npenopbuBa ynorpedara npH NnauMeHTH ¢ TEKKO YEPHOAPOOHO yBpexKaaHe I;lofx?ziu Jmnca Ha \
JIJaHHHU OT TAKHUBa NMauLMEHTH (BXK. TOYKH 4.4 u 5.2). s [ sB A NASS . :',
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Ilecuampuuna nonyrayus
Hsama cvboTBeTHO npwioxkeHue Ha [Tupceo B neguaTpyyHaTa NomyJialug 3a nokasainero 6eHHUrHeHa

xurnepruia3ng Ha npoctarara ( bXIT).

HauuH Ha NPpAUICAKCHHC

[TepopanHo npuioXeHHE.

Karicynara tpsabBa na ce npueMa ¢ xpaHa, 3a NpeANOYHMTaHE MO €AHO H ChILO BpeMe BCEKH JIEH.
Kancynara He TpadBa Aa ce pa3dynBa Wi Ja C€ IbBYE, a [a Ce IIbTHE LI, 3a MPEANOYHTAHE ¢ Yama
BOAA.

4.3 IlporuBonokazanng

CBpBX4YYBCTBHTETHOCT KbM AKTHBHOTO BEIIECTBO MK KbM HAKOE OT MOMOLIHHUTE BEIECTRA,
H30pocHH B TOuKa 6.1.

44 Cpnenuaann npeaynpexaeHAs H NpeANa3sHH MePKH HpH ynorpeba

HurpaonepatupeH diiony upuc cusapom (MDOUC)

HOHC (BapuaHT Ha CHHAPOMa Ha MaIKaTa 3¢HHULA) € HaOmoAaBaH No BpeMe Ha onepaLys Ha
KaTapakTa NpH HAKOH MAaLMEHTH Ha JIeUEeHHE C o-ON0KepH WK JIEKYBaHH B MHHANOTO ¢ o -OJIOKepH.
Toil Moxe aa noBeAe N0 yBEIHYaBaHe Ha CBLP3aHHUTE C NPOLICAYPATa YCIOKHEHHA O BPEME HA
ornepauMAaTa.

He ce npenoptbuba 3ano4BaHe Ha T€panus CbC CWIOAO3HH MPH NaLMEHTH ¢ TUIaHHpaHa onepaius Ha
xatapakTa. IIpenopbuBa ce npeycTaHOBABaHE Ha JICYEHHETO ¢ o -Onokep 1-2 ceaMHUH npeau
onepaLMs Ha KaTapakTa, HO BCE OLUE He ca OMpeAesieHH N013aTa M NPOALDKHTE/IHOCTTA Ha
[IpeyCTAHOBABAHE HA TEpalHATA NPEAU ONEepallid Ha KaTapakTa.

[lo Bpeme Ha npefoONepaTHBHATA MOANOTOBKA OYHHTE XHPYP3H H OPTANIMONOrHYHHTE €KHITH TpAOBa
Aa B3eMaT noj BHHMaHHE JalH NNIAHHPAHWTE 3a ONEPAallMA Ha KAaTapakTa NMaLMEeHTH CE JIEKYBAT WK ca
OWIH NeKyBaHH CbC CUWIOAO03MHH, 33 Ja C€ OCHIYPH B3€MaHeTO Ha NOAXOAALM MEPKH 3a
HHTpaonepaTUBHO JedeHue Ha MDHC.

OprocTaTuuHu edekTH

YecroTaTa Ha CBLP3aHUTE CbC CHIIOAO3HH OPTOCTATHYHH edeKTH € MHOro HHcKa. BrimoxcHo € ofaue,
NMPH OTAEIHH NALHEHTH J1a C€ NOABH Craj Ha KPbBHOTO HANAraHe, KOSTO B PEAKH CIIy4aH Jia JoBeae
Ao cHHKon. [1py mepBHTE NpU3HALM HA OPTOCTATHYHA XUIIOTOHUS (KAaTO 3aMagHOCT CIIOPEN
NONOXKEHHUETO HA TANIOTO) NAUHEHTHT TpAOBa Aa ceaHe WNH JIETHE N0 OTMHHaBaHe Ha cuMmnroMure. He
ceé Mpenopb4na JieYyeHHe ChC CHIOAO3HH NPH NMALMEHTH ¢ OPTOCTATHYHA XHITOTOHHA.

brbpeuno yspexaatie
He ce npenopbuBa ynorpedara Ha CHAOAO3HH MPH MALMEHTH ¢ TexkKo 0bOpeuHo yBpexaaHe (CLcr

<30 ml/min) (Bx. TouxkH 4.2 u 5.2).

YepHoapobHo yBpesiciaHe
He ce npenopbBa ynotpebata Ha CHNOJO3MH MPH NaLMEHTH C TeXKKO YEPHOAPOOHO YBpeKaaHe
nopaaH JHUICa Ha JaHHH NPU Te3W NaLMeHTH {BX. ToukH 4.2 u 5.2).

KapunHoM Ha npocrarara
Tonit karo BXII n xapuHHOM Ha npocTaTara MOXeE Aa C€ MPOABAT C €JHH H ChLLH CHMITTOMH, KaKTO H

Ja CbUISCTBYBAT €AHOBPEMEHHO, NALIKEHTHTE, 3a KOUTO ce npearnonara, ye umar bXI1, rpsbpa na

ObaaT nperneaaHn Npeay 3aMo4YBaAHE HA TEPANHA ChC CHJIONO3HH 33 H3K/IIOUBAHE Ha HANMYKETO Ha
KapUHHOM Ha npocrarara. Ilpeau 3anousaHe Ha IEUEHHETO H NEPHOAUMHO CJIEM TOBA ;rpnﬁ
HanpasH AUMHTATHO PEKTANHO W3C/ICABAHE U KO € HeODXOAUMO — onpenesiaHe Ha |
cneundurueH aHTHreH (prostate specific antigen - PSA).




JleyeHHeTO CbC CUIOAO3UH BOAH A0 HAMANSBaHE Ha OTJEJIAHATA M0 BpEME Ha OPrazbM Crnepma, KoeTo
MOJKE J1a 3aCerde BpeMEHHO MBLXKKHA pepTranTteT. To3n edeKT OTMHHABA Clie]l NPEYCTAHOBIBAHE HA
npUeMa Ha CHA0A03HH (BXK. Touka 4.8).

Harpuii
To3u nekapcTeed NPoAYKT Chabprka no-mManko ot 1 mmol HaTpwii (23 mg) B kancyna, Taka ye Ha

NpaKkTHKa ¢ ,,0e3 HaTpuii®,
4.5 BaarMoae#HcTBHE ¢ APYrH NeKAPCTBEHH NPOAYKTH B APYrH OopMA HA B3aAMoJelicTBHe

CHnono3ut ce Metabonn3npa excreHsnsHo, ocHoBHO upe3 CYP3 A4, ankoxonaexuaporeHasa u
UGT2B7. Cunoao3iH ¢buo Taka € cybeTpat Ha P-raukonporenHa. BeinectBa, KOUTO HHXHOHpAT
(KaTO KETOKOHA30J1, HTPAKOHA30J1, PHTOHABUP WIH UMKIOCTIOPHH) WIH UHAYUMpAT (KaTo
pubamMnuuuH, 6apbutyparty, kapbaMasenuH, PeHHTOHH) T€3H EH3IUMH H TPAHCTIOPTHHY MOJIEKYIIH,
MOXKe Aa MOBAHAAT IU1a3MEHHTE KOHLICHTPALHH Ha CHIOLO03UH U HA AKTHBHUA MYy MeTaboHT.

Anda-6aokepu

HudopmanuaTa otHocHo be3onacHaTa ynorpeda Ha CWIOA03KH 3a€AHO € APYTH Q-aApeHOPELETTOPHH
AHTArOHMCTH € HEAOCTaThYHA. CieROBATEHO He ce MPEeNnopruBa €HOBpEMEHHaTa yrnoTpeba Ha Apyru
a-aAPEeHOPELICNTOPHH AHTArOHHCTH.

Huxuburopu Ha CYP3A4

IIpn eqHo npoy4saHe Ha B3aUMOACHCTBHATA ca HabnmoaapaHu 3,7-KpaTHO NOBHINABAHE HA
MAKCHMAaJTHATA T1a3MEHA KOHLIEHTPALIUA Ha CHIOA03HH H 3,]1-KpaTHO NOBHLIABaHE HA EKCIIO3HLMATA
Ha cryiogo3uH (1.€. AUC) mpH eqHOBpeMEHHO NPHIOKEHHE ChC cHieH HHXuOuTop Ha CYP3 A4
(xeroxkonason 400 mg). He ce npenoprusa eqHoBpeMeHHaTa ynotpeba Cb¢ CHIHH HHXHOHTOpH Ha
CYP3A4 (xaTo KeTOKOHA30/, HTPAKOHA30J1, PUTOHABHP WIH LIHKIIOCNIOPHH).

[1py eAHOBpEMEHHO NMPHIOKEHHE HA CHINIOAO3MH ¢ yMepeH HHxuOuTOp Ha CYP3 A4 kaTo qiuTTHa3eM e
HabmonaraHo nosHwasane Ha AUC Ha cunoznosuH ¢ npubnusurento 30%, HO Cumax H BpEMETO HA
noNypasnaj ca OCTaHaIH HenpoMeHeHH. Ta3u NpoMgHa HAMA KIIMHHYHO 3HAaYEHHE H He Hanara
KOPHUrHpaHe Ha 103aTa.

Huxuburopu Ha PDES

Habnionasann ca MUHHMaJIHH PpapMakOAHHAMHYHH B3aHMOAEHCTBHS MEXAY CHIOAO3MH H
MaKCHMaHHTE 103 ciiaeHadun win taganagui. [1pn exHo nnauebo-KOHTPONHPAHO NPOYYBaHE NpH
24 nauueHTH Ha BB3PACT 45-78 roAWHHU, MOMyYaBallld CHIOA03MH, €AHOBPEMEHHOTO MPHWIOKEHHE Ha
cunacHadun 100 mg wnn rananadpun 20 mg He € NpeaH3BHKANO KIMHUYHO 3HAYHMO CPEAHO
NOHHKABaHE HA CHCTOJTHOTO WIH AHACTOIHOTO KPBBHO HAIAT&HE, OLUEHEHO Ype3 OPTOCTATHYEH TECT
(M3MpaBeHO COPAMO JErHano nojoxeHue). Ipyu naumenTHTE Ha BBL3pPAcT HaA 65 rOOUHH CPEHHUTE
CTOMHOCTH Ha MOHH)KABAaHETO B Pa3jIMUYHH BpEMEBH MOMEHTH € Omno Mexay 5 u 15 mmHg (cHcTonHo)
i 0 u 10 mmHg (auacronxo). [lonoxurenHuTe OPTOCTATHYHHU TECTOBE ca OMIIM CaMO MAJIKO NO-YECTH
Mo BpeMEe Ha €AHOBPEMEHHO NPWIoXKEHHE; He ¢ HadmonasaHa ofave CHMIITOMATHYHA OPTOCTA3a HIH
3aMaaHoCT. IlaumenTture, npuemaium uaxuburopu Ha PDES eqHoBpeMeHHO cbe cunoo3uu, TpaOBa na
ObIaT MmpocneAsBaHH 3a Bb3MOXKHH HEXKeJIAHH JICKAPCTBEHH PEaKLHH

AHTUXUINEPTEH3HBHH CPEICTBA
B paMkHuTE Ha KITMHHYHHATE NPOYUBAHUA MHOTO NMALIUEHTH ca OWIM ¢ eJHOBpEMEHHA
AHTHXHIIEPTEH3IHBHA TepanUs (MPEIUMHO CpEICTBA, NOBNIUABALIH PEHHH-aHIHOTEH3IMHOBATA CHCTEMA,
OeTa-0610KepH, KAJILIMEBH aHTATOHHUCTH W IHYPETHLIH) H He € HaOmo4apaHO NOBHILIABAHE HA Y€CTOTATA
HA OPTOCTATHYHATa XHIIOTOHHA. BbIpekH TOBa € HeobX0AUMO NOBHIIEHO BHUMAHHUE NPH 3anoyBaHe
HA €AHOBPEMEHHA yNnoTpeda ¢ aHTUXHINIEPTEH3UBHY CPSACTBA M NalMeHTHTE TpsOBa Na 61:11&1‘
NpOcNeABaHY 32 Bh3MOXHH HEXEIAHH JEKAPCTBEHH PEAKIIUH, o

gETGKCHH

PaBHOBeCHHTE HUBA HA THTOKCHH, cyGeTpar Ha P-rinkonporenna, He ca 6wiM nos)
NpH €AHOBPEMEHHO NIPHIOXKEHHE ChC CHIOT03HH 8 mg BeaHbX nHeBHO. He ce HanarE op
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4.6 DepTnanATeT, OpeMEHHOCT B KbPMEHE

BpeMeHHOCT U KbpMeHe
Henpunoxumo, Thil KAaTO CWIOAO3HH € NpeAHa3Ha4YeH caMo 3a NaLHEHTH OT MBbXKH TOJI.

DEPTUTUTET

[Tpu KIMHHYHWTE NPOYUBAHUA ¢ HaOMOAaBaAHO JOCTUIAHE JI0 €AKYJIalHA ¢ HaMaJI€HO WIH JIMICBALIO
OTAEJNIAHE Ha CIICPMa NO BPEME Ha JICUCHHE ChC CHIIOA03HH (BXK. TouKa 4.8) nopaau
¢papMakoAMHAMHUYHHTE CBOHCTBA Ha cuioao3uH. IIpeau 3anousaHe Ha NEYEHHE, MALMEHTHT TpAOBa na
Obae UHPOPMHPaAH, Y€ € Bh3MOXKHA 1101BaTa Ha TO3H €(EKT, 3acAralll BpeMEeHHO MbXKHA (PEpPTHIINTET.

4.7 Edexrn BLpxy cnocobnocTTa 3a modupane n pabora ¢ MAIIKNAR

[lMpceo noenuaBa B JieKa KIH B yMEpEHa crerneH cnocobHocTTa 3a modupane v pabora ¢ MALLIHHA.
[laumeHnTHTE 06aue TpaOra na 6bAaT HHPOPMHPAHH OTHOCHO Bb3MOXKHATA NOABA HA CHMITTOMH,
CBBP34aHH ¢ NOCTYypanHa XUNOTOHHA (HarMp. 3aMasHoCT) M TpadBa aa Obaat npeaynpeneHH na
BHHMABAT MpH WodHpaHe WK paboTa ¢ MalIKWHH, JOKATO ONO3HAAT e(PEKTHTE Ha CWIOAO3HH BLPXY
THX.

4.8 HexelaHn NeKAPCTBeHH PeaKIHH

PesiloMe Ha npoduna Ha 6e3onacHoOCT

besonacHOCTTa Ha CWIOAO3HH € NPOYYEHA NPH YETHPH IBOHHOCENH KOHTPOIHPAHH KIHHHYHH
npoy4sanua ot ¢aza II-III (¢ 931 naumenTH, NomyvaBay CHIOAO3HMH 8 Mg BeAHBXK AHEBHO H 733
NaLMeHTH, NOJTy4YaBallH 11auedo) 1 Npy ABe IBJIrOCPOYHH OTBOPEHH MPOYYBaHUS ¢ YADDKeHa ¢da3a.
O6bumo 1 581 mauUeHTH ca NONYUYWIIH CHNOA03HH B 103a 8§ mg BeAHBK AHEBHO, BKJIFOMHTEIHO 961
NMALMEHTH ¢ €KCMO3HLHA 3a fIOHEe 6 mecella M 384 nauMeHTH ¢ eKCNO3HLUMA 3a | roauHa.

Haii-uecTo cnobilaBaHUTE HEXXETaHM JIEKAPCTBECHH PeaKkLMH NPH ynoTpedaTta Ha CUWIOA03UH B
pPaMKHMTE Ha TU1aLeb0-KOHTPONUPAHKTE KIKHHHYHH NPOYYBAHHA H NIPH ABJIrOCpoUHa ynoTpeba ca 6unm
HapyLIEHHUA Ha €AKYIALMATA KATO PETpOrpaaHa eaKyJalus H IMNCa Ha eaKyaauua (HamasneH no obem
€AKYJIAT WiH JIMICa Ha TAKBB), ¢ yecToTa 23%. ToRa MOXKE BpEeMEHHO /18 38CE€rHE MBbKKHA
dbepTunnrer. To3u edekT e oOpaTHM B paMKHTE Ha HAKOJIKO JAHH CHEA NPEYCTAHOBABAHE HA
neyeHKeTo (BxK. Touka 4.4).

COMCBK Ha HEXECIAHWTE PCakLMK B Ta0NNYeH BUL
HexenaHuTe JIEKapCTBEHH peaKLiHH OT BCHUYKH KIHHHYHH NPOYYBaHHA H OT MOCTMAPKETHHIOBHA

OIMT B CBETOBEH Maulad, 3a KOHTO HMa OCHOBATE/IHA NPHYMHHO-CJICACTBEHA BPb3Ka, ca H30poeHH B
Tabnuuara no-aony cnopel cucreMo-opraHaMTe Knacose no MedDRA # no vecToTra: MHOTO 4eCTH
(=21/10); wectn (=1/100 go <1/10); neuectn (=1/1 000 no <1/100); peaxun (=1/10 000 oo <1/1 000);
MHoro peakH (<1/10 000), ¢ HensBecTHa YecToTa (OT HAIMYHUTE JAHHHU HE MOXe 1a Ob/le HanpaBeHa
oueHka). [1pu BCcAKO rpyNnHpaHe B 3aBUCHMOCT OT YECTOTaTa, HabMonaBaHUTE HEXXeNaHH IEKAPCTBEHH
peakLMM ce u30poaBaT B HU3X0AAL peld N0 OTHOLIEHHE Ha TAXHATA CEPHO3HOCT.

Cucremo- Mnozo wvecmu | Hecmu Hevecmu Peoxu Mnoeco peoxu |C
OpraHeH Knac Heu38eCmHa
| | uecmoma
Hapywenus Peakumu ot
Ha UMYyHHGMQ anepruycH
cucmema THII,
BKJIIOYBAIIN ..
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Hewuxwunu [loHmxeHo

HapyueHusl B115 (6170 (e

Hapyvuenun 3aMasHOCT Cuxkon

Ha HepeHama 3aryba Ha

cucmema Ch3HaHHE'

Copoeunu Taxukapaua' |Covpuebuene!

Hapywenus i

Cvoosu OprocraTtHuna | XHnoroHus'

Hapywesua | XHIIOTOHHA |

Pecnupamopn Hazanua

U, 2POOHU U KOHIeCTHA

MeOUuacCmunan

HU Hapywenun _

Cmomaturno- Huapus ["anene

YpEGHU Cyxora B

Hapyuenus ycTara

Xenamo- OTKIIOHEHHs B

buruapru YepPHOAPOOHHTE

HAPYULCHUA ¢yHKLHOHAIHH

TECTORE'

Hapywenus KoxeH oOpus'

Ha Koxcama u Crpbex!

ROOKOJICHAMA Yptuxapus'

MbKaH JlekapcTBeH

obpus!

Hapywenun |EakynauMOHHH EpexkTiwiaa

Ha HapyLIEeHHA, ANCYHKLHA

8b3npou3800u | BRIIKOUUTEITHO

meaxama peTpo-rpajaHa

cucmema u eAKy1aLus

2vpoama JIUNCA Ha
| eAKY LS {

Hapanseanun, Hurpaonepa
OMPAGARUA U THBEH
VCAONCHEH A, dJIONH HpHC
GLIHUKHATU 8 CHHAPOM
pe3yamam Ha

uHnmMepeeryuu

1 - HexenaHu JCKAPCTBCHH pCAKIIHH OT CIIOHTAHHH C‘bOﬁ[ﬂ,ﬂHHﬂ OT NOCTMAPKCTHHI'OBHA OITHT B

CBETOBEH MaLad (4eCTOTHTE ca W3UKCIIEHH OT CHOUTHA, chOOLIaBaHy MPH KIMHWYHH NPOYYBaHKUA da3a
I-1V ¥ npH HEHHTEPBEHLMOHAITHH MPOYYBaHHA).

OnucaHHe Ha HSGDHHH HCXKE/IaHH pEAKILIHH

Opmocmamuyra Xunomonus

YecroTaTa Ha OPTOCTATHYHATA XMNOTOHHA NPH M1aLeO0-KOHTPONUPAHK KTHHHYHH MPOYYBAHHS €
ouna 1,2% npu neyexue cbe cnogo3nH U 1,0% ¢ nnauebo. OprocTaTHUHATA XHITOTOHHS MOXE
MOHAKOTa Aa AOBeAEe A0 CHHKON (BXK. TouKa 4.4).

Humpaonepamueen gpnonu upuc cunopom (HOHC) e ;OM no
Hma crobienns 3a HOHUC no speme Ha onepauns Ha katapakra (Bx. Touka 4.4). .- Qﬁ\ N
/ i'n‘,-:.?
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CrobiaBaHeTo Ha MOAO3HPAHH HEXKEIIAHH PEaKLIMH Cell pa3pelIaBaHe 3a ynorpieﬁ lilﬁ Jlenapmelfﬁ +

IPOAYKT € BaKHO. TOBA [O3BONIABA A2 NPOAB/DKH HaOMOAEHHETO HA CHOTHOLIIE ‘non?.ﬂfpﬂcx 3a 5 ;
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JIEKapCTBeHHA NPOAYKT. OT MEAHUMHCKHTE CTIELIMANHCTH CE H3HCKBA Ja ChoOlIaBaT BCAKA
NOJO3HPAHA HeXenaHa peakuus upes MambiaHuTeNnHa areHuHA 1o Jjiekaperaara yi. . Jlamas I'pyes”

Ne 8, 1303 Codmus, Ten.: +35 928903417, yebcait: www.bda.bg.
4.9 [Ilpenosnpane

Cunoao3nH € Npoy4YBaH B o3k 1o 48 mg/neH npu 3apasy HHAHBHAM OT MBbXKH noit. Hexenanara
JleKapCTBEHa peaKkLMs, MTMMHTHpPALLA A034aTa, € NOCTYPAIHATE XUNNOTOHUA. AKO MEAHKAMEHTEHT €
MOI'BJTHAT HACKOPO, MOXKE J1a Ce OMUTA MpeN3BMKBaHe Ha MOBPbBIL@AHE WIH CTOMAIIIHA NIPOMUBKA. AKO
NpeAO3HPAHETO ChC CHIOA03MH JOBENE A0 XUNIOTOHUA, TPAOBA 1a Ce OCUTypH NOAALPKAHE Ha
CBPAEHHO-CHAOBATA LIMPKy/aLma. Manko BEpOATHO € Aa UMa 3HAYHUTEIHA NTOA3a OT AHAIH3A, ThH KaTo
CHIOAO3HH C€ CBbP3Ba BbB BHCOKA cTeneH (96,6%) ¢ nporenHure.

5. @®APMAKOJIOTMYHH CBONCTBA
5.1 PapMaKOAMHAMHYHH cBOHCTBA

(bapMaKkoTepaneBTHYHA rpyna: Y poJIOTHYHH JICKApCTBa, aHTArOHWCTH Ha anda-afipeHOpelenTOpPHTE,
ATC xon: GO4CA04.

MexaHu3bM HA JIeHCTBHE

CHII0I03UH € BUCOKOCTIELIM(HUEH 3a 0L A-2APEHOPELIENTTOPHTE, KOUTO Ca IOKANTU3IUPAHH OCHOBHO B
qOBEIIIKATa NPOCTaTa, OCHOBATA HA MHKOYHUA MEXYp, LIMIKATA HA MEXypa, IMpocTaTHATA Kancyna u
[POCTATHATA YACT Ha ypeTpaTa. bJIoKHpaHeTO Ha Te3H (ia-aJAPEHOPELIENTTOPH NpeAU3BUKBA
penaxkcalumda Ha raJKUTe MYCKYJIM B TE3H CTPYKTYPH, KOSTO HaMansBa H3XOAHOTO CBIIPOTHRIIEHHE Ha
NUKOYHHUA MEXYP, De3 Na ce NpOMEHs KOHTPAKTHIKTETA Ha r1agKkara MyCKyJaTypa Ha AeTpy30pa.
ToBa BOAM N0 NoAOOpEHHE HA CUMITTOMHTE Ha 3aAbp)KaHe (MPUTATHBHM) ¥ U3MPA3BaHE
(obcTpyKTHBHM) (CUMITTOMH OT CTpaHa Ha AOJIHKUTE MTUKOYHH ITbTHILA), CBBP3aHH ¢ O€HHrHeHaTa
XHIepnna3usa Ha NpocTarara.

Cunoao3uH HMa 3HAYUTENHO NO-HUCHK AQPHHHTET KBM 01 p-aAPEHOPELIENITOPHTE, KOUTO Ca
NOKaJIM3KpaHH OCHOBHO B CBPAEYHO-CHAOBATA CHCTEMA. JIEMOHCTpHpAHO € in vitro, Ye
CHOTHOUIEHHETO Ha CBBP3BaHE OA:0L B HA CWIONO03HMH (162:1) € HIKMIOUYHTENTHO BHCOKO.

KnunnyHa epukacHOCT H 06e30MnacHOCT

B eaHo apofiHOChANO, MNaue60-KOHTPONUPAHO KIHHWYHO NPOYYBaHE 3a ONpeJessHE Ha A03aTa OT
¢a3a H cbe cunoaosuH 4 unu 8 mg BeAHBXK AHEBHO € HabMIOAaBaHO NO-rOAAMO NIOJOOpeHHe 8
HHACKCHHA CKOP HA CUMIITOMUTE COpEA AMEPHUKAHCKaTa YPOoaoruyHa acounaums (AY A) cuc
cwiono3uH 8 mg (-6,8+5,8, n=90; p=0,0018) u cunogosun 4 mg (-5,7£85,5, n=88; p=0,0355) B
cpaBHeHHe ¢ rutauedo (-4,0+5,5, n=83).

[Moseue ot 800 naureHTH ¢ yMepeHH 10 Texxkn cHMNTOMH Ha bXII (International Prostate Symptom
Score, IPSS, naxonna ctoiMHoCT 213) ca nOJy4lIH CWIOA03KH 8 mg BeHbK THEBHO B PAMKHTE Ha
ABE 1U1aLeb0-KOHTPOJIHpaHH KIHHUYHH Npoy4BaHus ot ¢a3a lil, npoeeaeHu B CreinHEeHHTE
aMEPHUKAHCKH LIATH, W €HO KOHTPOJIMPAHO ¢ Iauedo U ¢ aKTHBHO BELIECTBO KTUHUYHO NPOYYBAHE,
nposeneHo B EBpona. IIpH BCHYKM NMpOyYBaHKA NALUEHTHTE, KOUTO Ca HAMAMH OTTOBOP Ha JICUEHHUETO
¢ ruiauedo npe3 4-ceaAMUWYBAaTa BKIKOYBALLA (paza, ca OWId paHIOMH3IMPaAHH Na NOTYYABAT POYyYBaHHA
MeaHKaMeHT. [1pH BCHYKH NpoyyBaHKA NALHEHTHTE, JIEKYBaHH CbC CWIOAO3UH, ¢34 UMATTH NO-TONAMO
HAMAJIABAHE HAa CHMITTOMHUTE Ha 3aXbpXKaHE (MPHTATUBHH) H H3NtpaseaHe (00cTpyKTHBHHU) Ha bXII B
cpaBHEeHHMe ¢ Tauedo, criopen oueHka cnea 12-ceamMuuno neuenre. JJaHHute ot Intent-to-treat
NOMyJalUMHUTE OT BCAKO MPOYYBAHE Ca NPEACTABEHH NO-IOMY:




PSS IPSS IPSS
06 cko HpuraTnBHA O6¢cTpyKTRABHH
Moova- | Fovaa aa | BPoi L CKOP CHMIITOMH CHMIOTOMH
POy Py [lpomsana |Pasnuka |[Ipomsna |Paznuka  |[Ipomsana |Paznuka
pape | newenme |TAUB |piovonng |1PO
enTH |, oo - |CTIPAMO (95% OH) |cnpamo [(95% HAH) |copamo  |(95% OH)
& CO) M3XOJIHA- |CTIPAMO M3XO0/1Ha- |CnpSMO M3XOJHA- |CIPAMO
Ta wiauebo  [Ta |nnauebo  |Ta nnauebo
Cunonosun | 233 | 22+5 -6.5 5 g* -2.3 0.9% -4.2 1 0%
US-1 [naue6o 198 214§ a6 (-3.9,-1.7) 14 (-1.4,-0.4) 29 (-2.6, -1.2)
Cunopo3uxn | 233 | 215 -6.3 9 g -2.4 .1 0% -3.9 1 8%
Y52 Mnaeso | 229 | 21x5 | 34 [0S 5 1 C1506)0 5, | €25,-1D)
-2.3%* -0.7° -1.7*
Cunonoznn | 371 19+ 4 -1.0 (-3.2, -1.4) -2.5 (-1.1, 0.2) 4.5 (-2.2, -1.1)
Eepona
Tamcynosun | 376 19+ 4 -6.7 5 O* -2.4 0.6° -4.2 1 4%
MnaueSo | 185 | 19+4 | 47 |C25-1LD ¢ [CLLAOD 54 1(-20,-0.8)

¥ p<0,001 cnpamo mnauebo; ° p =0,002 cnpaMo nnauedo

[1pn npoeaeHoTO B EBpONa KIIHHHYHO NMPOYYBAHE ¢ AKTUBHO BEIIIECTBO € YCTAHOBEHO, Y€ CHIOAO3HH
8 mg BEAHBK AHEBHO € HE NO-MANKO eQUKaceH oT TaMCyI03HH 0,4 mg BeIHBXK JHEBHO:
KOpMrupaHarta cpefiHa pasndka (95% [H) 3a obums [PSS ckop Mexay paziHuHHTe eyeHHs B
noiyJauusaTa no nporokona ¢ 6wna 0,4 (-0,4 no 1,1). YectoraTa Ha oTroBop (T.€. No/IOOPEHUETO Ha
obmua IPSS ckop ¢ noHe 25%) e Huna 3HauMTENHO NO-BUCOKA B IPyMaTa Ha JIEUEHHE ChC CHWIOAO3HH
(68%) 1 rpynara Ha neyeHHe ¢ TaMcyso3uH (65%) B cpaBHeHue ¢ mwanedo (53%).

B rpynata nalMeHTH OT T€3M KOHTPONHPAaHH NPOYUYBAHHA, KOUTO €8 OCTAHANIN Ha NPONABDKHTENHO
OTBOPEHO JICYEeHHE H ¢a MONyYaBaH CWIOAO3UH A0 1 roAMHa, HHAYLMPAHOTO OT CHIOAO3HH
noaobpeHHe Ha CHMITTOMMTE Mpe3 ceaMHULa 12 OT ICYSHUETO CE € 3ana3Hio B NPOIBIDKEHHE Ha |

roanHa.

B xnuHn4HO npoy4sane ga3za IV, nposeneHo B Espona, cbe cpeano HuBo Ha IPSS (International
Prostate Symptom Score) ot 18,9 Touku, 77,1% ca pecnoHzept KbM CHIOA03HH (M3UHCIEHO Bb3
OCHOBAa Ha H3IMEPEHATa NPOMAHA CIIPAMO HAYATHOTO HUBO Ha IPSS, koaTo cneaa aAa e noue 25%).
[Ipubnn3nTeaHO NONOBHHATA OT NALMEHTHTE choOILABAT NORXOOpeHHE HA HAli-HENPHATHHATE
CHMITTOMH, HAJIHLIE B HAYAJIOTO (HaNp. HOKTYPHA, YYECTEHO YPUHHpPaHE, HAMAJICHA CTPYA, HEOTIIOXKHH
MO3HBH 38 YPHHHpaHE, OTAC/NIHE Ha YPHHA CeAl PEKPATRABAHE HA H3NPa3BAHETO HA MEXYPA, KaKTO H
HEITRJIHO H3Mpa3BaHe Ha MeXYpa), OLCHEHH C MOMOLITA HA BHIPOCHHK 3a MBXe, ¢b3faaeH ot ICS
(International Continence Society).

He e HabmogaBaHO 3HAYMTEIHO HAMANABAHE Ha KPBbBHOTO HAJIAIaHE B JIEFHAIO NMOJIOXKEHHE NPH
BCHYKH KJIHHHYHH NPOY4YBaHHUA, IIPOBCACHH CbC CHITIOOO3HH.

Ho3n cunonosnn ot 8 mg U 24 mg AHEBHO He ca HMAJIH CTATHCTHYECKH 3HAYKM edekT Bhpxy EKT -
HHTEPBAIMTE WM CBPACYHATA PEnOspH3aLMs B CpaBHEHHE ¢ mnauebo.

lleanaTpruyHa nomynaums ‘_
EBponefickaTa areHUMS 110 1€KapcTBaTa OCBOO0XKAaBa OT 3aAb/DKEHHETO 34 n[:j:)é

pe3yJITATUTE OT NMPOYUBAHHATA C pepepeHTHHA NeKaPCTBEH NMPOAYKT, ChAbPXKALL
BCHYKHK NOArpynu Ha neauarpuuHara nonynatmsa npu BXI1 (Bx. Touka 4.2 3a uy

ynotpeba 8 neauaTpusTa).




5.2 QapMakoKHHETHYHH CBOHCTBA

(DapMakOKHHETHKATA Ha CHII0103MH H OCHOBHHTE MY MeTa0O0JIMTH € Npoy4YeHa MPH Bb3PacTHH MbXKe
¢kC U 6e3 bXII cnea enHOKpaTHO U MHOTOKPaTHO MPWIOKEHHE B A03H B UHTepBana ot 0,1 mg a0 48
mg Ha AcH. PapMaKOKHHETHKATa Ha CHJIOIO3HH € JIHHeapHa B paMK{Te Ha TO3H 0308 HHTEPBAJI.
ExcrioauuusaTa Ha OCHOBHHA MeTabo/MT B MiasMara — cunoao3uHd rmokypouna (KMD-3213G), B
PaBHOBECHO ChCTOAHHE € MPHOIU3UTENHO 3-KpaTHO MO-BUCOKA OT Ta3H HA H3XOMHOTO BEILECTBO.
CHI0003MH ¥ HEMOBHAT MNIIOKYPOHHA AOCTHIaT PABHOBECHO CHCTOAHHE CHOTBETHO Ce/l 3 IIHH U 5 AHH
NICYCHHME.

AbcopOums
go3ara. A6conoTHaTta GHOHATMYHOCT € NMpHOAn3HTENHO 32%.

Enno in vitro npoyuBane ¢ Kietkd Caco-2 noka3ea, 4ye CHIOA03HH NpeiacTranisba cyodcTpar 3a P-
[JIMKOTNPOTEHHA.

XpaHnarta Hamanasa Cuax ¢ MpUOTH3IHTENHO 30%, NOBHINABA trsx ¢ NpHOAH3UTENHO | YaC M HiMa C1ab
edekt Bupxy AUC. |

Cnen npveM Ha 8 mg BEAHBK JHEBHO HEMOCPEACTBEHO CNE/ 3aKYCKa B IPOABIDKEHHE HA 7 JIHH ca
MOTYYEHH CICAHATE PapMAKOKHHETHYHHN NAPAMETPH NPH 3APABY WHAMBHAH OT MBbKKH MO B LIEJIEBHA
Bb3pacToB MHTEpBan (n=16, cpeana pu3pact 5518 roauHu): Cmax 87 £ 51 ng/ml (CO), tmax 2,5 uaca
(unrepean 1,0-3,0), AUC 433 + 286 ng * h/ml.

PasnpenenexHue
Cunonosuxd uma obemM Ha pasnpeaencHue ot 0,81 I’kg u ce cebp3ra 96,6% ¢ nnasMeHWTe NPOTEHHH.

He ce pa3snpenens B KPbBHHTE KIIETKH.
CBBpP3BaHETO C MPOTEHHM HA CIWIOA03MH INIKOKYPOHHA € 91%.

buorpanchopmalusg

Cunoaosus ce MeTabonusnpa 0CHOBHO 4pe3 rmoKypoHnsnpate (UGT2B7), ankoxonaexugporeHasa u
AASXUAACXUAPOreHa3a H No OKCHAATHBHH NbTHIIA, OCHOBHO CYP3 A4, OcHoBHuAT MeTabouT B
ria3mMara — rIOKYPOHHIHHKA KOHIorat Ha cunorosud (KMD-3213G), 3a koi#iTo € ycTaHOBeHO, Ye e
aKTHBEH in vitro — IMa yAWDKEHO BpEME Ha noypasnan (npubnusurento 24 yaca) U J0ocTHra
IUIa3MEHH KOHLUEHTPALMH NPpUOTH3NTEIHO YETHPH ITHTH MO-BHCOKH OT T€3W Ha CWIOAO3MH. In vitro
JAaHHHU NOKAa3BaT, Y€ CHUJIOAO3IUH HAMA MOTECHUMAN 1a HHXHOHpa WK HHOYUHpPa eH3UMHHUTE CUCTEMH Ha
uuroxpoM P450.

EnuMUHUpaHe
Cnen nepopaiHo npuioxeHHe Ha Mapkupad ¢ '*C cwi0a03HH pErHcTpHpaHaTa pagIHOAKTHBHOCT Clie]

7 1Y e 6una npubnusurenHo 33,5% B ypuHara u 54,9% B u3npaxxHeHHATA. TeNECHHAT KIIHPBLHC Ha
cunoa03uH € npubnusurenHo 0,28 1/h/kg. Cunonos3ut ce ekckpeTupa OCHOBHO oA ¢opMara Ha
MeTaboIUTH, MHOTO MAIKH KOJIMYECTBA HEMPOMEHEH MEIMKAMEHT Ce OTKPHBAT B YPHHATA.
TepmMHHANHOTO BpeMe Ha NMOMypa3nan Ha H3XOAHHA MEAUKAMEHT U HETOBHA INTIOKYPOHH] € ChOTBETHO
npubnuzurenno 11 yaca u 18 yaca.

CneuHaiHy nonylauHy

Cmapuecka sv3pacm
Excno3suuusaTa Ha CHIOA03HH H OCHOBHUTE MY METabOJIUTH HE cE MPOMEHS 3HAYHMO ¢ BBL3PacTTa,
ROPH MPH NMALMEHTH Ha BL3PacT HaR 75 roauHH.

Ileduampuuna nonyrayus
CuUo034H HE € NpOoy4BaH NpH NaUHEHTH Ha BBL3PacT noa 18 roaunm.

Yeproopobro yspexcoane / W2
IIpu npoy4Bane ¢ eAWHHYHA R0O3a (PAPMAKOKHHETUKATA HA CHIOA03HH He e Ouna pﬁ'éieﬁa npl!ff!
JleBeT NaLHeHTH ¢ yMepeHo YeproapobHo yBpexnaHe (Child-Pugh ckopose 7 a9, fumﬂeme C.,

ieBeT 3Apasu A06poBOILM. PesyaTaTHTe OT TOBa MpoyuBaHe TpAOBa Aa ce ume;an]:m\upaT e
BHUMATENHO, ThH KaTO BKIKOYCHUTE MTALIKCHTH ¢a HMANTH HOPMANTHH CTORHOCTH Ha\&wxnumrrme

"-"'-.

- LR
r 'F‘ . -
NI LA



oKa3aTenu, Npeanosaralld HopMaaHa MeTaboauTHa GyHKUNA, H ca DMK KnacHOHLIMPaHH KaTo
HMalllH YMEPEHO YepHOAPOOHO yBpeKAaHe Bb3 OCHOBA HA HAJTHYHETO HA aCLMT HJIH YepHOApoOHa
eHuedanonaTus.

He e npoyueHa ¢papMakokHHeTHKATa Ha CHIOAO3HH NMPH MALUMEHTH € TEXKKO YEPHOAPOOHO YBpeKaAaHE.

bvbpeuno yspexcoane

[Ipy eaHO npoyYBaHe ¢ €IMHHYHA 033 EKCMO3HLMATA HA CWIOA03HH (HECBBP3aH) NPH MALMEHTH ¢
aeko (n = 8) u ¢ ymepeHo 6p6peuHo yrpexxaane (n = 8) e aopena cpeaHo 10 noBHIaBaHe Ha Cogx (1,6
meTH) U H2 AUC (1,7 neTH) B cpaBHenHe ¢ nobposonum ¢ HopMaiHa 6s6peuHa pyHkuns (n = 8). IIpu
MaLUKeHTH ¢ Texko Ob6peyHo yapexaane (n = 5) ekcno3uiMaTa € 6una ysenuueHa 2,2 nbTH 38 Cpax M
3,7 mbTH 3a AUC. Cbino taka e O1na NOBHIIEHA €KCMO3ZULIMATA HA OCHOBHUTE MeTabONuTH -
CWIOAO3HMH rmokyporua 1 KMD-3293,

CrneaneHeTo Ha I1a3sMEHUTE HUBA B €1HO KNHHMYHO npoy4BaHe oT ¢asa Il nokasea, ye HUBaTa Ha
OOLIHMS CHITOZO3HH CleA 4-CeAMHYHO NICYEHHE He ca Ce NPOMEHWIH TIPH NALHEHTH C JIEKO YBpEkAaHe
(n = 70) B cpaBHEHHKE ¢ NaUHEHTH ¢ HOpManHa O6b0peuta dyHkums (n = 155), rokaTo HUBaTa ca Gunu
CPEAHO YABOEHH NPH NALHEHTH ¢ YMEPEHOo yBpexaaHe (n = 7).

Cnopen eanH npernea Ha JaHHHTE 3a 0€30MacHOCTTa Ha MALUEHTHTE, BKIIOUYEHH BLB BCHYKH
KIIHHHYHH NPOYYBAHHA, JIEKOTO 660peyHO yBpexaane (n = 487) He npeacTaBnaBa AOMBIHUTENCH
PHUCK OTHOCHO 0€30MacHOCTTa N0 BpEME Ha TepanMsa CbC CHIOAO3MH (KATO YBE/IHYaBAHE Ha
3aMafsHOCTTa WIH OPTOCTATHYHATA XMIIOTOHHA) B CPABHEHHE C MALIMEHTH ¢ HopManHa 60peuHa
hynkumsa (n = 955). CroTBeTHO He ce Hanara KOPHrHpaHe Ha J03aTa MPH MAlMEHTH C Jieko 6u6pedHo
yBpexaaHe. It KaTo ChlUIECTBYBA CAMO OMPaHUYEH OTIMT INIPH NallMEHTH ¢ yMepeHo OBOpeuHo
yBpexaade (n = 35), ce npenopbyBa NO-HUCKa HadanHa 1o3a oT 4 mg. He ce npenopsusa ynorpebara
Ha [Tupceo npy naumeHTH ¢ Texko OpOPEeUHO YBpEXIaHe.

5.3 IlpeaxnuananvHA NaHHH 33 6e30MacCHOCT

HexMHHYHHTE NaHHK HE NOKa3BaT ocobeH pHCK 3a Xopa Ha 6a3aTa Ha KOHBEHLIMOHAJIHHTE
¢apmakonorHuHK NpoyyBaHHA 3a 6€30NaCHOCT, KAPLMHOTEHEH MOTEHLMAN, MYTAr€HEH H TePaTOreHEH
noreHuyan. Edexru np KUBOTHH (3acsrane Ha IUUTOBHIHATA X1€3a NMPH rPU3auK) ce HabmogaBaTt
camo ciiefi €eKCMO3HLHMH, CUKTAHH 3a 3HAYMTETHO HA/IBHIIABALLH MAKCHMAJIHATA €KCTIO3HLIMA NpH
XO0pa, KOETO NoKa3pa MaTKara 3HaUYHMOCT NpH KNHHHYHA yrioTpela.

[1pn MBXKKH IUTBXOBE € HabaoaaBaH HaManeH GepTIIMTET NPH €KCNO3ULIBH, KOHTO ¢a 6un
NPUONH3UTENHO /1BA IThTH HO-TOJIEMH OT MAKCHMAJTHATA NPENOPLYMTETHA 1033 33 XOpa.
Habnronasauust edexr ¢ 6un obparum.

6. P$APMAIIEBTHYHHA JAHHH

6.1 ChnHcpk Ha NOMOIMHUTE BellleCTBA

CeabpaxaHWe Ha Kancynara:
Maunuron (E421)

Huitecte, npexenaTHHA3IHpaHO (LIAPEBHYHO)
Hatpues naypuncyngar
[ nuueponoe gubexeHar (E471)

ObruBKa Ha KalcyaaTa

Xenatun

TwuranoB anokcua (E171)

[TeyaTHO MACTHIO, YEPHO J'(ff’:i;%mﬂ.‘ﬂ no

llennax (E904) / 7 e N

IMponunenrmakon (E1520) o/l R

Konnentpupan amonnes pasteop (E527) S ( oSS

XKenesen okcuna, yepeH (E172) \1'1 T

Kanues xunpokcnn (E525) W s
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6.2 HechbBMECTHMOCTH

Henpunoxumo

6.3 Cpox na rogaocr

3 roauHm.

6.4 ChnenuajHH ycIOBRE HA ChXpPaHeHHE

To3u nexapcTBeH NMPOAYKT HE H3UCKBA CHIELIMA/IHU YCIOBMS 34 ChXPaHEHHE.
Ja ce chxpansBa B OpMrHHAIIHATA ONIAKOBKA, 3a Aa CE NPEANnasH OT CBeTIHHA.
6.5 Bua B cbLALPXKAHHE HA ONAKOBKATA

Kancyaure ce npeanarar B Anymunnes-PVC/PE/PVDC 6nucreps, onakoBaHH B KapTOHEHH
OMAaKOBKH.

OnakoBkd o1 30 TBBEPAH KANCYIIH.
6.6 Crnennaann npeAna3’Hn MEpPKH HPH HIXBLPJISHE R paboTa

HamMa cneumaniiy H3MCKBaHHUR

7. ITPUTEXATEJ HA PASPENIEHHETO 3A YIIOTPEFRA
Zentiva k.s.

U kabelovny 130,

Dolni Mécholupy

102 37, Prague 10
Yewka permybnuka

8. HOMEP(A) HA PAJPEIIIEHHUETO 3A YIIOTPEBA

Per. Ne: 20190128

9. JATA HA ITbPBO PASPEIIABAHE/NNIOAHOBSABAHE HA PASPEIHIEHHUETO 3A
YIIOTPEBA

Hara Ha mepBo pa3pewarane: 16.05.2019
Jlata Ha nocnexHo noaHoBABaHe: 29.01.2025

10. ITATA HA AKTYAJIM3HUPAHE HA TEKCTA

05.11.2025r.
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