KPATKA XAPAKTEPHCTHKA HA ITPOAYKTA



1. HUME HA JIEKAPCTBEHUA NIPOAYKT

CITMJIAKTOH 100 mg ¢punmMupanu tabnetku
SPYLACTON 100 mg film-coated tablets

2. KAHECTBEH A KOJIMMECTBEH CBCTAB

Bcaka punmupana tabnerka ceabpxka 100 mg cnupoHonakrou (spironolactone).
3a MBJIHUSA CNUCHK Ha NOMOIMMTE BelllecTBa, 8. ToYka 6.1.

3. JIEKAPCTBEHA ®OPMA

®uiMupaHa Tabnetka.

CITHNTAKTOH 100 mg ca kpbriu, ABOAHOHU3MLKHAMN TADNIETKH C KBITCHHKABO-OPAHIKER LIBAT C
ACNHTENIHA YepTa OT ¢/lHaTa CTpaHa..

W <01/ IHWTENHA ATEHUAR NO NEXAPCTBATA
KpuImca XBDEKREPUCTTILUKE Hit RO - [ IPuscokenue 1

4. KIMHUYHH JAHHU

4.1 TepaneBTHYHH NOKA3AHHS -
34 KOMIUIEKCHOTO JICUEHHE Ha: | Ko Pes. hb;.. ....... A
- 3acToiiHa ChpaevHa HEAOCTATHEHUHOCT; ' Paspewserue Ne

- YepHoapobHa 11Mpo3a ¢ aCUUT 4 OTOLM;
- Manurtsen acuur;

HedpoTtuien cuHapom;

- JAunarHoza v neyeHHe Ha MbLPBUYEH ATJOCTEPOHH3BM.

Heuara Tpabra na Obaar nekyBaHH ¢aMO NOA PBLKOBOACTBOTO Ha neavaTbp. Hanwuuute
NeAUaTPHYHH JaHHHW Ca OrpaHUYeHH (BXK. TOUKH 5.1 u 5.2).

Ly P Tl FORRIIRTRNRTRERSERNY NRY)

4.2 Jo3upoBKa H HAYMHH HA UPHJIOXKECHHE

ﬂoaupoaxa

Bw3pacmnu

3acmotina cvpoeuna nedocmamvynocm

OOu1uainaTa aHesHa j1o3a € 100 mg CIIMPOHONAKTOH, [IPHJIOAKCH KATO CAHITMYHA WK pa3eNieHH JO3H.
[Monaepkamara no3a TpabBa na ce onpeens WHAWBUAYATHO, B 3aBHCHMOCT OT ChCTORHHMETO M
TepanesTHYHUA OTroBoOp Ha nmauumeHTa. [loaabprkaia aHessa nosa: 25 mg - 200 mg.

Teorcka cvpoeuna nedocmamuwymnocm (NYHA knac [11-1V)

Bb3 ocHoBa Ha npoyusatero Randomized Aldactone Evaluation Study (RALES: Bk cbuio Touka
5.1), cranaapruaTa Tepanus TpaOBa Ja 3aroylie ¢ 103a OT 25 mg CNUPOHONAKTOH BEAHBLX AHEBHO,
ax0 HHBOTO Ha cepyMHHAT kanui € < 5,0 mEq/L, a Ha cepymuudar kpeatuHud € < 2,5 mg / dL. Tpu
NauUeHTHTE, KOUTO NOHacAT nodpe Ao3ara oT 25 mg BeAHDBXK AHEBHO, A03aTAa MOXKE [a €€ YBEIHYHK
a0 S0 mg BEAHBXK AHEBHO, AKO € [MOKA3aHO KNHHWYHO. [IpH nalimerTHTE, KOWTO HE MOHACAT J03aTa
OT 25 mg BEAHDBXK AHEBHO, AO3aTa MOXeE Jla cé HaMalM a0 25 mg npe3 AeH. 3a ykazaHHMs OTHOCHO
MOHHUTOPHPAHETO HA CEPYMHMIA KallUi ¥ CepyMHHUA KPCATUHUH, BXK. Touka 4.4,

Yeproopobra yuposa c acyum u omoyu
JlHeBHaTa 103a ce onpeaens oT choTHoWeHHeTo Na'/K” B ypuHara.
- llpu chorHowenue > 1,0, npenopbunTenHaTa AnesHa no3a ¢ 100 mg;
- lIpu cbotHOWmIEHHE < |,0, npenopbunTenHaTa jlesHa 103a ¢ 200 — 400 mg

ﬂonﬂbpmamam AHCBHA [O3a CC OIIpCac/ia HHIHBH/1YAJIHO.




Manuenen acyum

Hauanna gqueBHa no3a — 100 — 200 mg.

B mo-TexxkH cinydad OHeBHATa Oo3a Moxe na 6bie rmosuuieHa nocteneHHo o 400 mg, kato cien
nocTuraHe Ha HeoDXoaAMMHA TepancBRTHUEH KOHTPOJA, HOMABbPXKAUlATa J03a C€ onpeaens
WHAMBUAYAIHO B 3aBHCUMOCT OT CHCTOSHHETO M OTIOBOPA KbM ITPOBEHIAHOTO JICHEHHE.

Hegpomuuen cunopom

ObunuaiiHaTa aHeBHa ano3a € 100 — 200 mg. Ilpn Tesn GonHM NpoayKTBT Ce NpHiara ¢amo aKo
TEpanuATa ¢ KOPTHKOCTEPOHUIM € HEAOCTATBYHO ¢(EKTHBHA, Thbi KaTO CTIMPOHOJIAKTOH HE NPUTEKaBa
MPOTHBOBBINATUTENIHO eHCTBHE U HE NOBIMABA OCHOBHMA NATOJIOMMUEH NPOLEC.

,HHGEHGECI U levenue na nvpeulieH mdocmepouu;rb.u
CHHPDHOHBK'I‘OH MOXe 1a Obae H3NoNa3BaH KaTo HavyalleH AMarHoCTHYEeH TecT 3a YCTAHOBABAHC Ha
npcanojaracM MoLpBHHCH XHINEPpANAOCTCPOHH3IBM [IPH MMALHCHTH HA HOpMANCH XPAaHUTCIICH DCXKHM.

[1poABLIDKMTENEH TECT: CIIMPOHONAKTOH € Npunara B AHeBHa 103a 400 mg B npoan/keHHUe Ha 3 10
4 cenmuum. KopekuusaTa Ha XUMOKATHEMHATA U XHICPTOHHUATA € OCHOBAHME Jla CE NPUEME HATHY HE
Ha MbPBUMEH XUIEPAIIOCTEPOHUIBM.

KpatkocpoueH Tecr: CriMpPOHOJIAKTOH ce Mpuiara B rnpoiawikenne Ha 4 aHy o 400 mg. Axko
CEpPYMHHTE HHBA HA Kanusi C€ MOBHMLIAT B TO3H NEPHOI, HO €€ IMOHHXKAT CNel INpeKpaTiBaHe Ha
[IpHEMa, MOXE /1a CE€ TIPHEME, YE CE KAcae 3a MbPBUUEH XUMEPAIROCTEPOHHUIBM.

Cnen nocraBsiHe Ha NpejnojiaracMa JiMartiosa Xunepanjaocrepolinibm ¢ HeobxonuMo aa ce nposeaat
Nno-A€Tal/IHY U3CIIEIBAHKA, @ CTUPOHONAKTOH MOXKeE j1a Ob/ie npuiioxkeH B gnesHa nosza 100 - 400 mg
KaTo [TOrOTOBKA 3a XUPYPruuHo JieycHue.

[Ipu nauMeHTHTE, KOUTO HE Ca NMOAXOAALIN 33 XMPYPrUyHa MHTCPBEHLIMA, CNMPOHONAKTOH MOXe J1a
ce rpwiara Kato MNpoJb/DKMTENHAa MNOAAbPXKAalla Tepands B Hal-HUCKaTa eQeKTHBHA [03a,
Onpe/esicHa 3a BCEKH OT/IENICH ciyvai.

Cmapuecka avipacm

[lpenopbuBa ce 3amouBaHe Ha JICYSHUETO ¢ HaK-HUCKATA /1034, KATO TA NOCTENEHHO C€ TUTPUpa A0
nocTuraHe Ha maxkcuManeH OnaronpuateH tepanesTHdeH edexr. HeobxoaumMo € BHUMaHue rpu
MaLHEHTH C TEXKH 4epHOAPOOHH H OBLOpeUHH YBpexAaHHA, KOWTO MoraT Aa A0BEJAT A0 HapyluIeHHs
B MeTabonnu3Ma ¥ eKCKpELIMATA Ha JICKApCTBOTO.

Heouampuuna nonynayun
[lpenopburrennara nuHerHa no3a ¢ 3 mg/kg T.M., KOATO ¢e npunara B HAKONKO OTAETHH MpPHEMA.

HUnansBuayanHaTa Ao3a ce onpeaens B 3aBHCHUMOCT OT TEPaNeBTHYHUA OTTOBOP B MOHOCHMOCT (BX.
Touku 4.3 n 4 .4).

HleitaTa Tpadsa s1a 6baat ieKyBaHW caMO NOJ1 PbKOBOJICTBOTO Ha N1E]T nathp. HanvyuuTe negvaTpuuHy

AaHHH ca orpaHuHeHH (Bx. Toukd 5.1 1 5.2).

HayuH Ha npuiokeHune
[lepopanto npunoxeHue.




4.3 IIpoTHBONOKA3ZAHHS

- CBpBXUYBCTBUTENHOCT KbM AKTUBHOTO BELIECTBO UJIM KBM HAKOE OT MOMOLIHUTE BEIIECTRA,
H3bpoeHu B Touka 6.1;

- AHypwus W Texka 6u6peuna negoctarbunocT (eGFR < 30 ml/min/1,73 m?);

-  b®bp30 HacTBNBALIM MM TEXKHU HApYylUeHHS HAa ObbOpeunara dyHKUMA;

- XunepkanueMus (HMBO Ha cepyMeH Kaaui> 5,0 mmol/l) npu 3anousaHe Ha neyeHuero;

- bonecTt Ha AnKCOH.
[IpoaykTsT He TpabBa na ce npunara €AHOBPEMEHHO ¢ JAPYTH KaJIMH-ChbXpaHABALUM AWYPETHLIH
(BknouHTENHO ennepeHoH). He ce npenopbuBa rpyeM ha kalui-cbibpKalli 100aBKU UK IROHHA
RAAS 6nokaga ¢ koMbuHauus OT MHXMOUTOp HAa aHTHOTCIBUH-KOHBCPTHpalWus eH3uM (ACE) u
aHrMoTeH3MH-peremopeH onokep (ARB), nopaau pUcK OT HHAYUHMpAHE HA XHUNIEPKAJTUEMHA,

CnHpORONIAKTOH € APOTHBOMOKA3aH MpU HNEeAUATPHYHH NAIMCHTH C yMEpeHO A0 Texko 6s0pedno
YBPENAAHE.

4.4 Coennaang Npeynpex/ieiHsg H NPC/ANa3nu MCPKH 1IPpH yrnoTpeba

Boaxo-e1eKTpOanTER Dananc

[1pu neuenme c npoaykra e HeOOXOANMO NpoBEXIaHe HA PCAOBCH KOHTPO/I Ha BOAHO-EJIEKTPOJIHTHHA
6ananc. Tosa ce oTHaca ocobeHo 3a NALMEHTH B CTApUECKAa BL3IPACT, KAKTO H 33 TE€3M CbC 3HAHMMO

4epHoApoOHO U 6BOpCUHO YBpeKAHE.

CunvreTBamara ynorpeba Ha JIeKapCTBEHH MPOAYKTH, 3a KOHTO € M3BECTHO, Y€ TIPHUTEKaBaT
XUIIEPKATUEMHA U CITMPOHOJIAKTOH MOXE /12 AOBEE X0 TEXKKA XUTIEPKATHEMHA.,

XunepraiueMus Moxe jaa ce Habmogaa npu nauyMeHTH ¢ Hapyulena 61uOpeuna ¢GyHkuus wim
MOBHILLIEH MpHeM Ha KaTui. Ta Moxe na [oBe/Ic 10 ChP/ICUHH HapylieHHs, KOUTO B HAKOU CiyyaH
morar ja Obaat datanun. B cnyyali Ha xunepkanieMus, NpUeMyT Ha CIMPOHOIAKTOH TpaOBa na 6bvae
npekpaTeH ¥ Aa ce NpeANpHeMaT aACKBaTHH MEPKH 3a HOpPMaJIM3MpaHE Ha KaJHMeBHTE HHBA (BXK.
TOYKH 4.3).

BrumartenHo npunosxkeHHe Ha NMPOAYKTA ce Hajlara npy MauMeHTH B TEXKO oOil0 ChCTOSHHE, NpH
KOHTO IMype3ara € HamaseHa, Nopajiu BUCOK PUCK OT XHUIICPKASIHCMMUSL,

[IpuiaoxkeHKHeTo Ha ClIMpOHONAKTOH TpADBA Aa CC H3BLPILBA ¢ NNOBUILCHO BHAMAHKE NPY NalUHEHTH,
IPEAPA3NONIOKEHH KbM MeTabonuTHa WIM pecrnvpaTopHa auuac3a. AlMac3ata NOTEHUMHpa
XUNEpKaN¥EMUYHUTE eEKTH Ha CIIHPOHONAKTOH, a TOH OT CBOS CTpaHa NOTEHUMHPA Pa3BUTHETO Ha
dll1034a.

BB3MOXHO € /1a ce pa3Bue AMAYLHOHHA XMNIOHATPUEMUS, OCOOCHO NPH €AHOBPEMEHHO NMPWIOXKEHHUE
C ApYrH AuypeTHuM. [1poayKThT CCc npunara ¢ BHUMAHKC 11PH [1AIIMCHTH ¢ XUIIOHATPHAEMHA.

ObpaTtiMa xHnepxJopeMHyHa MeTaboNuTHA aln103a, OBUKIIOBEHO ChUCTaHa C XHIEPKANTHEMHUS, €
Ouna nowiranBaHa NpH HAKOM HALUMEHTH ¢ AEKOMIIEHCHpaHa 4YepHoapoOHa uupo3a Ha (oHa Ha
sanazexa ObpOpeuHa QpyHkLK.

Ennospemenna ynorpeba Ha CNUpPOHONAKTON ¢ APYIH  KaIHH-CbXpaHABaUIM  JIMYPETHIIH,
aHrHOTeH3NH-KouBepTHpalK cl3uMyd (ACE) unxubutopu, necTepouind NpoTHBOBRbL3INANHTENHH
CpeacTBa, aHrHOTEH3WH Il aHTaroHucTH, angoctepoHOBH OJIOKEpH, XenapuH,
XenapHH WIH APYI'H JIEKapCTBa, KOWUTO MNPHYMHABAT XHNCPKATHEMUS, KaIHEBH
Oorata Ha KaJiMili WIM 3aMECTUTENIM HAa COJ, CLALPXKAIK Kanuil, MOoxe Ja
XHNEPKATHEMHA.




Y pes

Ob6paTHMO MOBHUIEHWE HAa CTOMHOCTUTE HAa KpbBHATA ypeda ¢ OMN0 AOKIaABaHO NPH JIEYEHHE CbC
CIIMPOHONAKTOH, ocobeHo Ha ¢ona Ha HapyiueHa Obbpevna dynkims.

XHHCDKMHEMHH MpH MAHKCHTH € TCKKA ChHINICHHA HCTOCTATHRYHOCT

Xunepkanvemuara Moxe na Obje ¢atanHa. UsknounTenHo BaXXHO € J1a ce Cleyd U KOHTpoJikpa
CEPYMHHAT KalWH NPU NaLMEeHTH C TeXKa ChpACYHA HEJAOCTATBYHOCT, NpHeMalld CIIUPOHOMAKTOH.,
H3barsaiite ynotpebara Ha Apyrd Kamui-chbxpaHsBaiiy adypetuum. Mabsreaitre ynorpebara Ha
NnepopanHi KaaveBH N100aBKH NPpYU NALKEHTH CbC cepyMmen Kkainui > 3,5 mEq/L. [IpenopbunTrento e
MOHUTOPHHI'BT Ha KaJIMH M KPEaTHHWH Ja C¢ M3BBbpLUBA HA €HA CEAMHLA Clie[] 3anoyBaHe WIH
MOBHLIABAHE HA A03aTa CIIUPOHOJIAKTOH, XKEMECCHHO 3a [TbPBHUTE 3 MEcela, Ciiefl ToBa TpUMeCceuHo
B MIPOABIDKEHHE HA €/1Ha rOJINHA, a CJIEA TOBA - Ha BCEKH 6 Meceua. JledueHHeTo CBC CNMPOHONAKTOH
TpsbBa fa ce nNpexpaTH WK 1a CE€ NPEKBCHE NPH CTOHHOCTH Ha cepyMHUs kanud > 5 mEq/L nnu
cepyMeH KpeaTHHHH > 4 mg/dL (Bx. Touka 4.2).JlekapcTBeHUAT NPOAYKT ChABPKA KAaTO MOMOILLHO
BELECTBO J1AKTO3a MOHOXMApAT, NOpPaAX KOCTO MALMUEHTH € PCAKM HAcIeACTBEHH npodieMu Ha
ranakTo3Ha HENOHOCHUMOCT, Lapp nakraseH A€PHUUHT WIM [NIIOKO30-ralakTo3Ha MandopMalnsi He
TpAOBA /14 [IPHEMAT TO3U NPOAYKT.

[leouampuuna nonynayus

Kanuii-cbxpaHsapauiute AWypeTHUM Tpabea jJa ce HM3MON3BaT ¢ NOBUIIEHO BHUMAaHHE IPH
XUNEPTEH3UBHU NEAHATPUUHK NauueHtH ¢ jcka OudpeuHa HEAOCTATLYHOCT, MOpPAAH PUCK OT
xunepkanuemus. (CnMpoHONaKTOH € MPOTHBONOKA3aH 3a [IPHU/IOKEHHE FIPH NEAUATPUUHYK NAaLHEHTH
C YMEPEHO Wi Texko 0BOpeuIlo yspexiiane, BxK. Touka 4.3).

4.5 BianmoaeficrBHe ¢ APYrH JleKAPCTBEHH NPOAYKTH # Apyru dopMH HA B3aUMOdeHCTBHE

Kombunayuu, npuyunasauju xunepranuemus

EnnospeMenHaTa ynorpeba Ha JiekapcTBa, 3a KOMTO € M3BECTHO, UC MPUYUHABAT XHNEPKATTUEMHUA CbC
CTIHPOHOJIAKTOH, MOXKC Jla JIOBCAC 0 TCXKa XHIcpKalivemus. B nonbnneHue, enHoBpeMeHHaTa
ynotpeda Ha TPUMETONPUM / CyihaMeTOKCa301 ChC CIMPOHOJIAKTOH MOXE 1a IOBEE A0 KIMHMUYHO
3Ha4YMMa XHINEPKATTHEMHA.

Luzoxcun u Opyeu cvpoeunu 2nuxko3uou

CnupoHONAKTOH MOXKE 13 NOBAUAES ONPEACNIAHCTO HA Ia3MCIIATC KOHIICHTpallMA Ha AMrokeuH, Mma
cbOBUIEHHA, Ye CNHPOHONAKTOH BOAH [I0 NMOBMILIABAHE HA IUIA3MCIIMTE JIMFOKCUHOBY KOHLEHTPALIHH
M MOXE Jia MOBJMAC ONpe/eNaHeTo Ha 1uia3zmMenus jirokcyl. [lpun naumenTH, npuemaiiu
€IHOBPEMEHHO AMIOKCHH H CITMPOHONAKTOH, OTTOBOPLT KbM JICHCHHETO C AMIOKCHH Tpsabsa na 6bae
OLEHABAH CNPAMO JUFOKCHHOBMTE IL1a3MEHM KOHLICHTPALMHM, HE3AaBUCUMO OT TOBA, 4€ TOYHOTO UM
ofnipefefisHe MoXe A2 HE Objae NORMUAHO OT NPHEMAHETO Ha CIMPOHOJAaKTOH. B cayuait ue e
HEOOXOAKMO J1a C€ KOpHrHpa ¥ WHAMBMAYaNM3Upa AHCBIATA J103a JHIOKCHH, NauueHTUTe Tpsabsa
CTPOro fa 0baT KOHTPOIMpPAaHMU 3a €BEHTYAIHO NOBMILABAIIC MKW HAMANABAHE HA TCPANEBTHUHUS
e(exT Ha AUTOKCHH.

Aumuxunepmenzusnu cpeocmesa
Moxe na ce Habmoaasa noTeHUMHpaHe Ha edekTa HA aHTHXUIIEPTEH3UBHUTE CPEACTBa, MOPaaH
KOETO € BB3MOXKHO Ja ce HaJIOKH TAXHaTa j03a ja OnLAc NoHWXKEHa NPH BKITIOYB
CIIHPOHONAKTOH B TEPANIEBTHYHATA CXEMA.

ACE nHxubuTopn — nopanu tosa, ue ACE nHxuburopure BoasT 10 HAMAJISBAHC Ha
ANNOCTEPOH, He TpAbBa 1a ce H3NON3BAT EAHOBPEMEHHO ChC CHUPOHOIAKTOH, 0cobeH
¢ u3pa3leHo 6xOpeuHo yBpexaaHe.




AnruoreH3uH Il peuenTopHM aHTaroHucTd (BaJicapTaH, JOCApTaH) — €JHOBPEMEHHOTO UM
NPUNIOKEHHE CHC CHHPOHONAKTOH € NPOTHUBOMOKA3aHO 1OPAHA PUCK OT XHITEPKAITHEMHUA.

Hecmepouonu npomugosvsnanumeniu cpeocmea

HecTeponHu NpOTUBOBBINAIMTENHU CPEACTBAa MOraT jAa OTCHalAT HATPUYPETHUHHA e(eKT Ha
AWYPETHUMTE B pe3yiTaT Ha WMHXUOMUNS Ha ObOpevHHs CHHTE3 HA npocrariaHAudHU. Hanuue e
MOBHILEH PHUCK OT HEPPOTOKCHUYHOCT H Pa3BHTHE Ha Xxunepkanuemus B cnyyau, npu kouro HCIIBC,
0cOOEHO WHIOMETAlMH, CE€ TNpPWIaraT €JHOBPEMEHHO CbC CHHPOHONAKTOH. HMHaoMmeraumH U
Me(dheHaMUHOBA KHCEe/IMHA HHXHOUpAT eKCKpeLmsaTa Ha KaHpeHOH, HaMaIABakKK AMYpETHYHUA edeKT
Ha CMUPOHOMAKTOH. ALUETWICATHLMWIOBATA KHCEC/IIMHA MOXE Jia JoBeae A0 HaMalsgBaHe Ha
AUYPETUHHUA e(PeKT Ha CITUPOHONAKTOH.,

Huypemuyu
EQHOBpEMEHHOTO NPHWIOKEHHE HA CIIHPOHONIAKTOH € APYTH KAJIMH-CbXPaHABALLH AHYPETHLIH, MOXE
Ia aoBeae a0 xunepkanveMus. Kanuesusat kanpenoar (Mer1abonut Ha CNUMPOHONAKTOH) BOAH A0

Pa3BHUTHC HA MHUCJTOMHA JICBKCMHA TIPH TIJTBXOBE.

L{uxnrocnopun

EAHOBPEMEHHOTO NPUIOKEHHE ¢ KATHA-ChXPAHABALIM JHYPETHLIM MOXE Aa MPEAH3BHKA Pa3BUTHE
Ha xunepkanvemus. [IpH HeoOXOAMMOCT OT €JHOBPEMEHHO TIPHJIOKEHHE Ha TIPOAYKTHTE €
HEOOXOMM CTPUKTEH PEAOBEH KOHTPO Ha KalMHMEBUTE HUBA B CCpyMa.

Kopmuxocmepouou

EaHoBpeMEHHOTO NPHUMOXEHUC HAa CIMPOHONAKTOH C (IY/IPOKOPTH3OH MOXE Ja [0Beae [0
napagoKCalHO TMoOBHUICHHWE Ha ObbOpeyHara KkanueBa ekckpeuus. llpu HeobxomgumocT oOT
€¢IHOBPEMEHEH NPHEM € HEOOXOUM CTPHKTEH NEpHOAHYEH KOHTPO! Ha KalTMeBHTE HUBA B cepyma.

Kymapunosu anmuxoazynanmu

Heobxoaumo € perynspHo KoHTpoavpaHe Ha npoTpoMGHHOBOTO BpeMme Wi INR npu npekparasane
MM BKJIIOYBAHE Ha CIIMPOHONAKTOH B JicucHMCTO Ha 00sHH, NpHeMalld KyMapHHOBH
aHTHUKOAryJlaHTH, KaKTO U X0Ja Ha JiedeHHeTo. Bb3MOXKHO € 1a ce HATOXKHY MHAMBUAYAIH3UPAHE Ha
N103aTa Ha Bap(apuH ¢ ornea nojlbpkaHe Ha HeOOX0IMMHUTE HUBA HAa AHTHKOArylaLus.

Jlumuesu npooyxkmu
EAHOBPEMEHHOTO NPUIOKEHHE Ha CMHPOHONAKTOH C JIMTMEBW MNPOAYKTH MOXKE Ma TNpPCAHU3BHKA
MOBULICHHUE Ha CCPYMIINTE HHMBA HA JIMTHA W JIMTHCBA MHTOKCHKALIMA B PE3y/TaT Ha HamManeHa

JAHTUCBA CKCKPCLIHA. B Te3un CJiydaH € Heo0X0AUMO PCUHOBHO NPOCJICAABAHE HA INJIA3SMCHHUTE JIHMTHECBH
HHURA B ITkpBATa CCAMHULIA OT HAHANOTO Ha IMPHUEMA HA CITUPOHOJAKTCH WITH CIEL [PEKPATABAHC HA
HEroBsara yncrrpeﬁa. O6ukHOBEHO ca HeobXoAUMH TMO-HHUCKH MH03H JIUTHEB MMpoAYKT [1pH
CAHOBPCMCHHO JICUHCHUE CBC CITHPOHONAKTOH.

Lpyeu

[Topaan ToBa, He kapOCHOKCEN01! MOXKE Jla JIOBE/IC /10 3a)IpbKKa 1ia HATPUE H TOBA OT CBOA CTpaHa jia
AOBEAE A0 HaMalsBaHE Ha €(EKTHBHOCTTA Ha CIIMPOHOJIAKTOH, CAHOBPEMEHHOTO WM MPHIIOKEHHE
Tpabsa a ce u3barea.

CHHPUHOIIEIICI'OH HaMaJIABa CBI0OBHA OTTORBOpP KbM JICUCTBUCTO HA HOpaZpCHAIHH. HEOGXOHHMO C
BHHMAHHUE NPH NAUUCHTH, TNIPH KOWUTO CC HaJilara pCruonaina Win obima dHCCTC3IHUA, B NCpUOaa Ha
[MpOBCAAAHEC Ha JICHCHHC ChC CIIHPOHONMAKTON.

[IpuemMbT Ha Kanvi-ChOAbpaalK A0DABKM € MPOTHMBONOKA3aH, C U3IKJIHOUEHHUE HE
M3XOHO HAMAIEHHE WM U3ueplBaHe Ha KanueBdTe HuBa. [Ipu HecobxoaumocT oT
TaKWBA MPOAYKTH € HeOOXOAUM IEPHOJIMNEH KOHTPON Ha CCPYMHHUTE HURA Ha efe




B nonbnHeHMe KbM JpYrATE JIEKAPCTBEHH MNPOJIYKIHM, 33 KOWTO € HW3BECTHO, Y€ NPHUMHHABAT
XMINEPKATHEMMSA, CHITbTCTBAWATA yrioTpeda Ha TpUMCTOlpHM/CcyiaMeToKCa30) {KO-TPUMOKCA30)
ChC CITUPOHOIAKTOH MOXE J1a JOBEAE A0 KIIHHHYHO 3HAUUMa XUNEPKATHEMHS.

CrnupononakToH He TpabBa aa ce npunara rpu NalKeHTH, NPUCMaIILA TaKPOJIKMYC, [I0paild pUCK OT
pa3sBMTHE Ha yMepeHa N0 TeXKa XHIIEPKATHEMHA.

EAHOBPEMEHHOTO NMPUIIOKECHHUC C XJIOPNPONAMUL MOXKE /12 NOBHIIIA PUCKA OT XUNOHATPUEMHS.

[lpu ¢nyopomeTpHuHO M3ClE/IBaHE, CMHUPOHONAKTOH MOXE Ja UHTepdepHpa ONpeRe/IsHETO Ha
BELLLECTBA ¢ NOAOOHH (PNYOPECIIEHTHN XapaKTEPUCTHKH.

CnapoHONaKkTOH yBE/IM4YaBa MeTab0OIIU3Ma Ha aHTUITHPUH.
YnotpebaTa Ha aKOXOJ MOXKE J1a MOBULUM PUCKA OT OPTOCTATHYHA XHIIOTOHUA.
4.6 DepTHARTET, OPEMEHHOCT H KbpPMEHe

bpemeHHOCT

CnHpOHONAKTOH MNK HeroBuTe MeTaboliMTy MOorarl ja IpeMHHaT npe3 riaueHTapHaTa Dapuepa.
Tperupanero ¢bC CNHPOHONAKTOH Ha OpPEMCHHH INIBXOBE BOJH 0 (PEMHHHIMPAHE HA MDBIKKUTE
detycn.

[TprnoxkeHHeTo Ha CIIMPOHONAKTOH NpH OpeMEHHH XEHH 3UCKBA TOUHA OLIEHKA Ha ChOTHOWICHUETO
non3a 3a MaMKaTa/Bb3MOXKEH PUCK 33 MJI04a.

KnpmeHe
MeTabonuTuTe Ha CIMPOHONAKTOH C€ YCTAaHOBSBAT B MaiuuHaTa kbpMma. B ciaydaurte, pu KouTo

NPWIOXKCHHETO HAa CMHPOHONAKTOH € HaANOXHUTECIIHO, € HeoOxoaAHMMO Nla ce obchaM aJITCPHATHBCH
Ha4YHH 3a XpaHCHC Ha KbpMauc<ToO.

DepTHIIHTET
CnUpOHONAKTOH MOXkeE J1a NPE/IM3BUKA HMNOTEHTHOCT U MEHCTPpYanHH HapylieHHus (Bx. Touka 4.8).

4.7 Ed¢exkTHn BLpxy cnocobnoctTa 3a modupane » pabora ¢ Manmrnum

Hma cbobuienuns 3a pa3BuTHE Ha COMHOJIEHTHOCT M CBETOBLpTCXK. [Ipenopbusa ce neyeHneTo ¢
NpoAYKTa Ja ce NpOoBexXAa ¢ BHUMAHKE 110 BpeMe Ha paboTa ¢ MalMHK MK WodupaHe, 10KaTO HE
ce onpejesd OTrOBOPHT HA MAIIMEHTA KBM NPOBEXKIAHOTO JICUCIHHE.,

4.8 Hexenanu iekapcTBCHH PeaKiHH

Hexenanute nekapcTBEHM peaklMH ¢a KIAaCH(PHUUMPAaHHU MO YE€CTOTA, KaKTO CNEABA. MHOTO YECTH
(21/10), yectu (21/100 po <1/10), veuectu (=1/1 000 no <1/100), peaku (=1/10 000 no <1/1 000),
mHoro peaxku (<1/10 000), c HeusBecTHa yecToTa (OT HANTMUHUTE JlaHHH HE MOXKe N1a Obie HanpareHa
OLeHKa).

CheaHHTE HexeNaHH peakudd ca OMnM cbolOlieHW BBLB Bpb3Ka C NPOBEXKIAHO JIEYEHHE CBC
CITUPOHONAKTOH.

Heonaasmu — oobpoxauecmeenu, 3nokavecmeenu u neonpedenenu (6KA. KUCmu u noaun
MHoro peakH: pak Ha rbpaara.

Hapywenus na xpvema u aumpnama cucmema
PeaxH: arpaHynouxTo3a, €O3HHOPUINA K TPOMOOLMKTONEHHA




Hapywenus na umynnama cucmema
Peaxu: passuTHe Ha CBPBXYYBCTBHUTENHOCT (ODMKHOBEHO C yMCPEHA TEXKECT), HO B MHOTO pEeaKH
Cllyd4an MOXE Ja MMa TCXKKC NPOTHYAHC C pa3BMTHC Ha OTOIM, LWOK W Kojanc. 3aTpyaHEHHUS B

AUIIAHETO, KOKHHU 0OpHUBY UK ChpOexK ce chobluasar pauxo.

Hapywenua na endokpunnama cucmema
C HeH3BECTHA 4eCTOTA: JIEKH aHAPOIr€HHHU €PEKTH, BIUTIOUHTC/IHO XUPIYTH3IBM

Hapywenuwsi na memaboausma u xpanenemo
YecTr: XxunepkajivemMus ¥ XHNoHaTPpUEMHUs. BbhaMOXKIIK ca CACKTPOIUTHHY HAPYLLIEHH.

Hapywenua na nepgrnama cucmema
Muoro yecTn: ¥IMa cLoOltieHHs 3a pa3BUTHE Ha CBETOBBPTEXK, I1aBobonue
C HeH3BeCTHA YECTOTA: ATAKCHA, 3aMaAHOCT

[lcuxuunu napyuenus
C Hen3BeCTHa uecToTa: obbpkaHocT

Xenamobuauapuu Hapyuienus
MHoro peakn: HapyllleHa yeproapodHa QyHKLUMS

Cmomauno-upesnu napyutenus

MHOro 4ecTH: HapylCHO XPAaHOCMUIAHE, AWapHs

YecTH: rajicHe ¥ NOBpbILAHE

MHOro peAKH: CTOMaIlHO BB3MaJieHHe, 13BH Ha CTOMAxa, YpeBHH KPLBOU3INIUBH, Cra3MH

Hapywenua na xosicama u nooxoxcnama mokan

HeuecTH: xokeH OOpUB, ypTUKApHi, EPUTEMA, ITPYPHTYC

MHoro peaku: ajioneius, ekzema, XHINEpPTPHX03a

C nenssectHa 4vecrora: CuHapoM Ha CtuBbHC-I/DKOYHC, TOKCHYHA enuvaepMaliHa HeKpoJiu3a
(TEN), nekapcraeH obpus ¢ eoznrHopunus v cuctemuu cumnromd (DRESS), nemdmronn

Hapywerua na Myckyno-ckenemuama cucmema u CbeOUHUMeANama MuKau
HevecTH: MYCKY/IHHM CNa3MH, KpaMIiy Ha KpaKaTa
Muoro peakH: ocTeoManauus

Hapywenus na 6vbpeyume u nuxounume nemuuya

HeuecTH: NOBULLIEHH HUBA HA CEPYMHUSA KPEATHHHUH

Muoro peaku: octpa 6n0peuHa HelOCTATBUHOCT, OCOOEHO HPH NAUUEHTH C© TPEAXOXAAIM
6LOpeunu yBpexaaHus.

Hapywenua na 6v3npousgooumennama cCucmemMa u 2vpoama

Muoro uectn:

Mborce: HamaneHro THOUI0, EPEKTHNHA AUCPHYHKIIUA, HMITOTEHTHOCT, THHEKOMACTHA,

Kenu: HapylieHHst Ha rbpAaaTa, 00/IE3BEHOCT HA I'bPAWTE, HAPYIIEHUS B MEHCTPYAJHMUA LMKDBJ,
3anebennBaHe Ha rJiaca (B MHOro cliyq4an HeobpaTumo).

Yecrun: /Kenu: npomeHH BbB BarvHajHarTa CekpelliMs, HaMmaleHo JubOuuo, aunca (aMeHoped),
KbpBEHE CNell MeHONnaysa.

Obwu napywenua u ehexmu Ha MACMOMO HA NPUTOICEHUE
MHOro yecTH: ymopa, CbHIUMBOCT.
YecTH: HEPA3MOJIOKCHHE.




CnofLiaBaHe Ha NOAO3MPAHH HEHKENAHW PEAKIIMH

CopobuiaBaHeTO Ha MNOAO3UMpaHH HEXENaHW peakuuu cjlel paspellaBaHe 3a ynotpeba Ha
NeKapCTBEHUs NIPOAYKT € BaXKHO. TOBa MO3BONABA J1a MPOABIINKH HabJIIOEHHETO HAa CHOTHOLLIEHHETO
non3a/pUck 3a NeKapcTBEHHUs NMPOAYKT. OT MEAMUMHCKATE CNCIHMAIMCTHA C€ U3UCKBA Aa chobllasaT
BCAKA NMOJO3HPAHA HEXENAHA PeaKLHA Ypes:

ManbIHUTENIHA areHUKWs 110 JIeKapeTBaTa

yia. ,Jdamsan ['pyep” Ne 8

1303 Cogus Ten.: +359 2 8903417

yebcaitT: www.bda.bg

4.9 IIpenoznpane

CHMIITOMH

OcTpoTo npeao3upaHe MOXE Jla ¢ MaHUDECTUpa ¢ NMPOsBH KATO CBETOBLPTEK, HOTHCKAHE HA
MHUCJIOBHATA ACHHOCT, rajicHe, MOBpPbIUAHE, 3aMasHOCT WUnY AWapHa, BB3MOXHO € pa3BATHE Ha
XHNOHATPHEMHS WIH XHNEPKATHEMHA, HO Te3H €(PeKTH OOMKHOBEHO HE C€ CBBP3BAT C OCTPO
npenosupaHe. Morat na ce MaHWpecTHpaT CHMNOTOMKM, XapakKTepHH 3a CbhCTOAHME Ha
XHNIEPKANTHEMHSA, KaTO napecTte3us, cnadocT, BAJIHN NMapanuiy Wik MYCKYJIHU Cla3MH, KOUTO TPYAHO
mMorat Aa Obaar pa3jiMu€Hu OT CLCTOSHHAC HA XMIOKATHEMMUS,

EnexrpokapauorpadCKUTE NPOMEHHA ¢a MBPBUTC CliICUUPHUULH 1IPU3HALIM HA HAPYILEHUS B KaTUEBUA
banakc.

JleueHune

He e u3recteH cneunduder anrnaot. [logobpetive B KNIMHAYHOTO CLCTOAHHE MOXKE J1a C€ MOCTUIHE
CNea NpeKpaTsaBaHe lipdeMa Ha ripojtykra. OBuin nouibpxailld MCpKH, BKJ. 3aMecTBaHe Ha obema
TEYHOCTH M EJICKTPOJIMTH MOIar jla ObaaTr upeatipueru. [lpU CLCTOSHAE Ha XRIIEPKATUCMHA,
HamaNABaHE Ha [pHeMa Ha KalWi, npuwiaraHe Ha Kajinit-rybeui OMYPETHUM, MMapeHTepasHO
NpuaaraHe Ha BOJAHO-CNEKTPOIMTHHU WIH FNIOKO30-ChAbPXKALLH PA3TBOPH €2 MEPKH, KOMTO cleaBa
Aa OLaaT B3ETH B ChOOpaXkeHHUE.

5. GAPMAKOJOIHYHHU CBOUCTBA

5.1 PapMakoIHHAMHYHN CBOHCTBA

QapmakoreparneBTHuna rpyna: Cepaecuno-cwaosa cucrema, ATC kon: CO3DAOI

MexaHU3BM Ha ICHCTBUC

CnHpOHOIAKTOH € KOMIIETUTUBCH al/IOCTEPOHOB aHTArOHUCT, KOWTO BOAM Aa IOBHILABAHE HAa

HaTpHEBATA €KCKPEUHA M HamajsBaHe Ha 3aryDarta Ha xanui oT auctaniuTe OBOpeunn TyGynm.
IlputexaBa NOCTENEHHO MPOABABALLO CE U NPOABKHTENHO AeiiCTBHE.

KnnHnuHa epukacHOCT ¥ BDe3onacHocT

Teacka cvpoeuna nedocmamvynocm

RALES (PannoMu3npano npoyuBaHe 3a otieHka Ha anaaktoi, Randomized Aldactone Evaluation
Study) € MynTHHauUMOHanHO, ABOWHO-CNIAMNO MpoyuBaHe npu 1663 nauMeHTH ¢ ¢pakuus Ha
niTnackeane <35%, ¢ aHaMHe3a 3a chpaeyHa HejoctaTbuiiocT Kiac |V no NYHA B pamkuTe Ha 6
Mecela U cbpaeuHa HeaocTarsuHOCT knac 111-1V no Bpeme na panjiommzaumsara. Benukpsie Thie
ca npuemanu bpumkosu auypernumd, 97% ca npuemanu ACE nuxuburopu v 78%7ca i

Teparnus ¢ AHrOKCHH (B MOMElITa Ha NPOBCHIAHC Ha TOBa lpoyysalic Ocra-Onokep / 1;@?

LIHPOKO H3MOJI3BAHH 32 NEeYeHHE Ha Chp/eUHA HEJOCTATBYHOCT U caMo 15% ca n, T fiehd IS GT
Oera-bnokep). [launenTu ¢ n3xoaeH cepymen kpeatuiut > 2,5 mg/dL unu ckopo r@ 5 3

7 b
-

ot 25%, M ¢ u3xoaeH cepyMeH kanmui > 5,0 mEq/L ca wsknouenn. \EaASiRae. «3f




paHAOMH3NpaHH 1: | KBM CNHPOHONAKTOH 25 Mg NepopatHo BEAHBLK AHEBHO WM Mmiauebo. JlosaTa
HA NMaLMEeHTHTE, KOUTO Ca NOHECIH 25 mg BeAHBAK AHEBHO, ¢ YBC/IHYeHa 10 S0 mg BEeHBX AHEBHO,
KAKTO € KIIMHUYHO Noka3aHo. [ [py naumeHTHTe, KOMTO He ca MOHCCAM 25 mg BeAHBX AHEBHO, 103aTa
e 6una HamaneHa 1o 25 mg npe3 aeH. [TbpBHuHara Kpaiina Touka 3a RALES e spemero 10 obuia
CMBPTHOCT NO BeakakBu ApuunHn. RALES e npekparen pano, ciiea cpeaHo npocneassaHe ot 24
Mecella, nopaam 3HauUTeTHHA NPUHOC 32 HaMaJIABaHe Ha CMBPTHOCTTA, YCTAHOBEH MPH NIaHHPAHHA
mexiuHeH aHanu3. CrUpOHONAKTOH HamansBa pucka oT cMupT ¢ 30% B cpaBHeHHe ¢ rnauedo (p
<0,001; 95% nosepurtenen uuteppas 18% - 40%). CrinpoosiakTol CbUIO 3HAYHUTEIHO HaMaJigBa
PHCKa OT CHPAEYHO-CHA0BA CMLPT, NPEAUMHO BHE3ANHA CMBPT, CMBPT OT [IPOrPECUBHA ChpAEHHA
HEIOCTATBYHOCT, KAaKTO M PUCKA OT XOCIHHTAJIM3AUMUS NOPa/IH CbPACHHO-CBBP3aHH TNPUUHHH.
[Tpomenute B kiiac NYHA ca 110-61aronpuariu npu cniuporonakrona. ['Hnekomactis unuy fonka s
repanTe ce cboblasa npu 10% OT MBIXKETE, TEKYBaHH ChC CIIHPOHOJIAKTOH, B CpaBHEHHE ¢ 1% OT
MBbXeTe B rpynara Ha rutauebo (p <0,001). Yecrotata Ha cepHoO3Ha XHNEPKAIHEMUSA € HUCKA H B
IABETE IPyIH NaLUEHTH.

[TeanaTpryHa nonynanus

JInncBa chuiecTBeHa HHGOPMALMA OT KNHHHUUHKTE IPOYUBAHKS Ha CMTUPOHONAKTOH MpH Aeua. Tosa
€ pe3y/ITaT OT HAKOJIKO hakropa: MankoTO NpoyuBaHuA, NPOBEACHU B NEAHATPHYHATA NONYJIaliMA,
ynotpebata Ha CNUPOHONAKTOH B KOMOHWHAIIMA C ApPYIW CpC/CTBA, MaJIKUAT Opodl NauHeHTH,
OUEHEHH NpPH BCAKO WU3C/IEIBAHE W pa3jMYMeTo B Npoyusanwre nokasativg. Ilpenopbkure 3a
NO3MpaHe NpH NeanaTpuyHaTta nonyJallMs ¢C OCHOBARAaT HA KIMHUYHHA ONHT W Ka3ycH,
AOKYMEHTHpaHHW B HayuHaTa JIMTepaTypa.

5.2 PapMaKOKHHETHYHH CBOACTEA

Abcopbyusn

CnupoHonakton ce pesopbupa nobpe cnen nepopaino npuioxenue. Cnea NpUnoxEHHe Ha
CIUPOHONAKTOH B AHesHa Ao3a 100 mg B npoabinkeine Ha |5 auun npu 3apasyd AoOpoBoLM criel
HaxpaHBaHE, BPEMETO 3a AOCTHraHe Ha MAKCUMaJlHa Ila3MeHa KOHLEHTpallMd, MaKcumanHaTta
Jia3MeHa KOHLEHTpPALMA U €NHMHHALHOHHHUAT NONYXKHBOT 33 CIIHPOHOJIAKTOH ¢a ChOTBETHO 2,6
yaca, 80 ng/ml n npubnusutento 1,4 yaca. 3a metabonutute 7-anda-(THOMETH) CIIMPOHONAKTOH H
KAPHEHOH tmax € 3,2 M 4,3 uaca, cLOTBETHO CTOHHOCTHTC HA Cmax - 392 ng/ml v 181 ng/ml, a
eJIMMHUHALMOHHUAT NOJIYXKMBOT (tmax) - 13,8 n 16,5 cnorserho.

EdexkTsT BHpXy O6b0peunata GyHKUMA HA CAMHUYHA 1034 CIIAPOHOJIAKTOH € MakcumaneH 7 4aca
cliell NPUEMa U NEepPCUcTHpa Haik-Masko 24 vaca ciei lero.

buompancgopmayun
MeTtabonninpa ce 40 aKTHBHH MEeTaDOJIMTH: ciapa-chAbpxkal merabonutu (80%) n B no-manka
creneH a0 KaHpeHoH (20%).

Erumunupane

Brnpeku, ye eIMMHHAUMOHHHA TONYXKHBOT Ha CIIMPOHONAKTOH € KpaTeK (1,3 waca), TO3u Ha
aKTUBHHTE MeTabonuTH € no-auasr (Bapupa Mexay 2,8 u 11,2 yaca).

EnuMuHHpaHeTo Ha MeTabonMTHTE ce OCBbUICCTBABA OCHOBHO ¢ YPHMHATa W JOMBAHHUTEIHO
MOCPEACTBOM AIbYHA €KCKpelus ¢ deueca.

[leduampuvna nonyaayus
Jluncear papMakOKHHETHUHM JaHHHM 33 ynorpebara npu rneaMaTpryHaTa nonyjaunus.
3a JI03MpaHEe B NEAUHATPUATA C€ OCHOBABAT Ha KJIMHHYHMA OMUT M Ka3ycH, JOK
Hay4HaTa JINTepaTypa.
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53 IIpeaxanHKuBH AaHHH 3a 6e3011aCHOCT

[TpHN0XKEHNETO HAa BUCOKH A03M CIIMPOHOIAKTOH 33 IMPOABIKHUTENCH NMEPHOA OT BPEME NPH [IBXOBE
BOJM 0 Pa3BHTHE HA TYMOPH.

CnuUpOHONAKTOH Y HeroBUTE MeTabONUTH NpeMUHABRaT IylalleHTapHaTa Bapuepa, rnopajau KoeTo €
Heo0X0/AMMa OLIEHKA Ha ChOTHOLIEHHETO M0J13a/PUCK.

6. GAPMAIIEBTUYHHA JAHHH
6.1 CnHcebK HA HOMOIHMTE BenieCTBA
[lapeBH4HO HUILECTE

[losuaoH K 30

Kanuues xuaporeHgochar anxuapar
MarHeaues cTeapar

CunuumeB JUOKCHA, KOJOUACH Oe3BOACH
[Ipeunctena Boja

Onagpait [ 85F230020, opatixeso’

' Onaapait I1 85F230020, opankeBo ce ChCTOH OT NOJIMBUHKIOB AIKOX0, TUTaHOB anokcua (E171),
NOJIMETHIIEH TTIMKOJT / MAKPOTON, TaNK, XbAT XkelezeH okcHa (E172), uepseH xenesed okena (E172).

6.2 HechBMeCTHMOCTH

Henpunoxumo

6.3 Cpok Ha rognocr

3 rOAKHH

6.4 Cnennann yc/10BHS Ha chXpaHcHHE
Ja ce cvxpausgea nog 25 C.

6.5 Bua # ChabpKAHHE Na ONAKOBKATA

[To 10 punmupann tabaerkn B npospauen PVC/ anymunucs 6aucrep.
[lo 2 baucrepa, nocTaBeHH B KAPTOHEHA OIIAKOBKA.

6.6 Crnennajini npeAna3Hu MepKH NpH HIXBLpAaHne H pabora

Hsama cneyuanHy U3MCKBaHUA.
Heu3non3paHuaT JCKAPCTBCH [IPOJAYKT HWINW OTNAABLYHHTC MATCPHATIM OT HEro TpﬂﬁBa Ha C¢
H3XBBPIAT B CHOTBETCTBHUC C MCCTHHUTC U3HCKBAIHHA

7. IIPUTEXATEJI HA PASPEHIEHUETO 3A YIIOTPEBA

Bopna Meancune Espona EOO/]
6yn. CumeoHoscko 1ioce 130, er. 3
1700 Codpus

brarapus

]



8. HOMEP(A) HA PABPEHIEHHAETO 3A YITOTPEBA
Per.Ne 20200017

9. IATA HA ITBPBO PAIPEHIABAHE/ITOJHOBABAHE HA PAPEIIEHHUETO 3A
YIIOTPEBA

Hara Ha nupBo paspewarane: 03 gespyapu 2020 r.
JlaTa Ha NOCIEAHO NMNOAHOBABAHE:

10. JATA HA AKTYAJIN3UPAHE HA TEKCTA

10/2024
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