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1. HMME HA JJEKAPCTBEHUS MPOJAYKT 70 F 7 15 -10- 2075

30®PAH 8 mg ¢punmupanu tabiieTku
ZOFRAN 8 mg film-coated tablets

2. KAYECTBEH U KOJIMMECTBEH CbCTAB

Bceska Tabiierka chabpika 8 mg oHiaHCETPOH (ondansetron) KaTo XUAPOXJIOPHA AMXHIpaT (as
hydrochloride dihydrate).

3a MbJIHUA CIMUCHK HA NMOMOILIIHUTE BEllleCTBa BUXKTE TO4YKa 6. 1.

3. JIEKAPCTBEHA ®OPMA

dunmupaHa Tabnerka.

Tabnerkure, chbabpxald 8 mg OHAAHCETPOH (KaTO XUAPOXJIOPH AUXHPAT), Ca KbJITH Ha LIBSAT,
€JIMINCOBUAHH, IBOMHOM3IMbKHAIIM, ¢ Haanuc ,,GXETS” or eqHara cTpaHa U riajiku ot apyrara.

4. KJIMHUYHHA JAHHHA
4.1. TepaneBTHYHH MOKA3AHHA

Bb3pacTHu:

30(¢pan TabNeTKH ca NoKa3aHH 3a OBJIaJAABaHE HA raJicHe U NOBpbILIAHe, MPUUUHEHH OT LIMTOCTATHYHA
XMMHOTEpAIHUs H JIbYeTepanus.

30¢pan TabaeTku ce npunaraT ChbllO 3a NPeAOTBPATABAHE HA MOCTONEPATHBHO rajieHe U MOBPbIIAHE.
3a Jie4eHHUE Ha MPOABEHO MOCTOINEPATUBHO rajIeHe U MOBPbILIAHE Ce NPEernopbYBa NPUIOKEHHE Ha
30¢paH HHKEKLIMOHEH Pa3TBOP.

[leanaTpHyHa NONMYyJIALHSA:

3o¢paH € nokasaH 3a OBJlaJiiBaHE HA ra/IEHE U MOBPbIIAHE, MPUUUHEHH OT XUMHOTEpAIru1s MpH JeLa
Ha BBb3pacT = 6 mecela.

He ca npoBexaaHu npoyyBaHus 3a yrorpedara Ha nepopasHO NPUII0KEH OHIAHCETPOH 3a
MpeA0TBpaTABAHE WJIH JIEYEHHUE HA MOCTONEPATUBHO raJIeHe U MOBpbIAHE. 3a Npe0TBpaTABaHE U
JIEYEHHUE Ha MOCTOMEPATUBHO rajIeHe U MOBPbLIAHE MPH Jelia Ha Bb3pacT = | Mecell ce npenopb4Ba
npujioxeHue Ha 3o0dpaH UHXKEKLUIMOHEH Pa3TBOP.

4.2. Jlo3MpoBKAa H HAYHH HA NPHJIOKEHHE

Jleyenue HA rajieHe H NOBPbIIAHE, NIPHYHHEHH OT XHMHOTEPANHSA HJIH JbYeTepaAnHs
EMEeTOreHHUAT NoTeHuHasn Ha NPOAYKTHTE, U3MOJI3BAHH 3 JIeYEHUE HAa TYMOPH, 3aBUCH OT

JO3UPOBKHTE H HU3IMOJI3BAHHUTC XHMHO- H JTBUETCPANCBTHYHH PEXHMH. HBﬁDp'bT Ha4 J1030B pPCXXHM Ha
OHAAHCETPOH CC€ IpaBH C']::DﬁpﬂSHD C CMCTOI'CHHHA IMOTCHLHAJT HA TEpAITUATA.

Bw3pacmnu

['ajieHe ¥ NOBPbBIUIAHE, MPUYUHEHHU OT XUMHUOTEPANHUS U JIbYETEpAIM:
[IpennoppuanaTa nepopasiHa go3a € 8 mg, npuera 1-2 yaca npeid XMMHOTEPANUATA WJI
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3a CHIHO €éMETOreHHa XHMHOTEPAITHA MOXKE Jla ce MPWIOKHK €AHOKpaTHa nepopaHa go3a
OHIAHCETPOH 10 24 mg, eAHOBPEMEHHO € |2 mg nepopasneH AeKCaMETa30HOB HAaTpHeB docdar, 1 Ao
2 4aca npeau xumuotepanuaTta. Cnea mppeuTe 24 yaca, NepopaiHO NPWIOKEHHE Ha OHIAHCETPOH
MOK€E Ja MpOXbJDKH 3a NEPUOA A0 5 AHM Cliea Kypca Ha nedeHue. [Ipenopbyanara nepopanHa no3a e
8 mg, ABa MbTH JHEBHO.

IHeouampuuna nonynayun

I'aneHe ¥ MOBpBIIAHE, IPUMUHEHH OT XUMMOTEpPAIIMA IIPY Jella Ha Bh3pacT > 6 Mecella B IOHOLIH

[Ipu raaexe 4 NOBpbBLIAHE, TPUYHHEHH OT XMMHOTEpPAIIUA, A03aTa MOXKe fa ¢e U34YMC/IM Ha Da3aTa Ha
TeJIECHATa MOBLPXHOCT WIH TErJIOTO, KAKTO € NMpeacTaBeHo Mo-10ay. B neauarpyiHu KIHHWYHH
Npoy4BaHHA, OHJIAHCETPOH ¢ paspexaaH B 25 ml 1o 50 ml dpuanonoruuex pasTeop wim gapyr
noaxoafi HHQY3HOHEH pa3TBop (BXK. ToUKA 6.6) M € MpuiaraH upe3 HHTPABCHO3HA HH(Y3HA 3a He
[O-MaJiko OT 15 MHHYTH.

HosupaHero Ha Dazara Ha TErIOTO BOOM 4O NO-BHUCOKM OOIIM AHEBHH O3H B CPaBHEHHE C AO3HPAHETO
Ha Da3zara Ha TejleCHaTa MMOBLPXHOCT (BXK. TOUuKU 4.4 1 5.1).

HsiMa naHHM OT KOHTPOJIMPAHU KAKWHUYHM NPOYUBAHHUA 32 MPUIOXKEHHETO Ha 3odpaH 3a
MpeJOTBPaTABAHE Ha MO-KBCHO MPOABEHO WIH NPOLL/DKHTEIHO rajieHe U MOoBphIlaHe, NIPHYHHEHH OT
XHMHoOTepanug. HaMa JaHHHM OT KOHTPOJUPAHU KIMHHYHHU NPOYYBAHUA 3a NPUNOKEHHETO Ha 30dpaH
TNPH rajIcHe W MOBpPBILIAHE, IPUYUHEHH OT TbYeTEpanu rpH aeua.

Hoszupane Ha 6a3ara Ha TeeCcHATa MOBbPXHOCT:

3o¢dpan TpabBa na ce MPUAOKH HEMOCPEACTBEHO NPEAN XMMHOTEPAIIUATA KATO €JHOKpATHA
MHTPAaBEHO3HA 1034 OT 5 mg/m®*. EQHOKpATHATA MHTPABEHO3HA N03a He TpAOBa Ja npesumasa § mg.
[TepopanHoTO MpUIOKEHHE MOXe Ja 3armouHe 12 yaca Mmo-KbCHO M MOXE Aa NMPOALJDKH A0 5 THH (BXK.
Tabnuua 1).

Oo61ara 103a 3a 24 yaca (npunaraHa Ha OTAE/HM npUeMH) He TpadOBa Ja npeBHInaBa J03aTa 3a
BB3PACTHH OT 32 mg.

Tabmuua 1. fo3npane npu xuMHoTepanus Ha 6azaTta Ha TenecHaTa NOBLPXHOCT — Jlelia Ha Bb3pacT
2 6 Mecela U IOHOLLH

Tenecna Jlen 1 @0 Mnu 2-6 ©
MOBBPXHOCT
< 0,6 m2 5 mg/m? i.v. + 2 mg cupon Ha
2 mg cupon cinea | Bceku 12 vaca
12 yaca
>0,6m?a0 |5 mg/m?iv.+ 4 mg Ha BCEKH
<1,2m? 4 mg cnen 12 12 yaca
yaca
> 1,2 m? Smg/m?iv.wmm | 8 mg Tabnerka
8 mgiv. -+ Ha BCEKM
8 mg Tabnerka 12 yaca
cnep 12 daca

* UuTrpaBeHO3Hara 103a He TpadBa fa npeBHilaBa 8 mg.
° O611aTta no3a 3a 24 yaca He TpaOBa 1a MpeBULIAaBa 103aTa 3a Bb3PacTHH OT 32 mg.

Jo3upaHe Ha Ha3aTa Ha TEJECHOTO TErJo:
Ho3upaHero Ha Ga3aTa Ha TETJIOTO BOAU 10 NMO-BHCOKH OOIM AHEBHU JO3H B CPABHEHHE C JO3HPAHETO
Ha 0a3ara Ha TejecHaTa NOBLPXHOCT (BXK. TOukH 4.4 u 5.1).

3odpan TpaOBa Aa c€ NIPWIOKH HENOCPEACTBEHO NPead XHMHOTEPAIHATA KaTO €AHOKPAT
HHTpaBeHO3Ha 103a oT 0,15 mg/kg. EnHOokpaTHaTa HHTpaBeHO3Ha A03a HE TpsOBa aa np
8 mg.

HBe nocneapailiy MHTPABEHO3HHU AO3M MOraT Aa ObJaT NPUNOKEHH Ha 4-4acOBH HHTEPB



[TepopanuoTo NpuIoXKeHHe MOXKe /1a 3armoyHe 12 yaca no-KbCHO M MOXKe J1a IPOABIDKH 10 5 THU (BiXK.

Tabnuua 2).
O61mara 103a 3a 24 yaca (npunaraHa Ha OTAEIHH [IpUEMHU) HE TpAOBa Ja NpeBHLIaBa J034aTa 3a

BBL3PACTHH OT 32 mg,

Tabmuua 2. JlosupaHe npu XuMHoTepanug Ha 6a3ara Ha TeAecHOTO Terio — Jleua Ha BL3pacT
> 6 MeceLa ¥ IOHOLIH

Terno Tlen 1 &9 Tuu 2-6 ©
<10 kg Ho 3 no3u ot 2 mg CHpPOIl Ha
0,15 mg/kg i.v. Ha BCceku 12 yaca
4-4aCOBH MHTEPBAJIH
> 10 kg Jlo 3 no3u ot 4 mg Ha BCEKH
0,15 mg/kg 1.v. Ha 12 vaca
4-4yacOBH MHTEPBAJIH

2 UuTpaBeHO3HATA 1034 He TpAOBa Aa npeBHiuasa 8 mg.
® O0wara mo3a 3a 24 yaca He TpsaOBa Ja NpeBHINaBa 103aTa 3a Bb3pacTHH OT 32 mg.

IHayuenmu ¢ cmapuecka évipacm

["aaene ¥ NOBpbLUIAHE, MPUMHHEHH OT XUMHOTEpanus 4 arYeTepanua
He e HeobxoauMa npoMsHa B I€poOpaHaTa A03a WIHM YECTOTaTa Ha MpWIOKEHHE.

IHayuenmu c 6vb6peuno yspexncoane
He e HeoOxoauma MpoMsaHa B IHEBHATA JO3WPOBKA, YECTOTATA HA NIPHEM WM HAYHHA Ha TIPHIIOKEHHE.

Hayuenmu ¢ ueprnoopobno yspexcoane
KNHpBHCET Ha OHAAHCETPOH € 3HAYMTE/NHO HAMAJICH, & CEPYMHHAT ITOTYAKHBOT € 3HAYHTEHO
VAB/DKEH MPH NMALMEHTH C YMEPEHO HIIH TEKKO yBpexaaHe Ha yepHoapoOHaTa GyHKLMA. IIpu Tax

ofInara JHEBHA 034 Ha OHIAHCETPOH (MHTPAaBEHO3HO M NMepopaiHo) He TpabBa na Haasuinasa 8 mg.

basnu memabonuzamopu na cnapmeun/0ebpuloxKeun

EnMMUHAIIMOHHHAT NONYXKHBOT Ha OHJAAHCETPOH HE CE€ NPOMEHA IMpH Te€3HW NauueHTH. ClezoBaTeHO
PEAOBHUAT NMPHEM Ha MPOAYKTA MPH TAX L€ JOBEAC OO HUBA HA €KCTIO3ULIMA, KOUTO HE CE pa3/iMyaBsarT
OT Te3H NnpH ob1ara nomynauud. He ¢ Heobxoauma npomMaHa B AHEBHATA JO3HPOBKA MITH YECTOTATA.

JlocToONepATHBHO I'i/i€He W NOBPLINAHE

Bvipacmnuu
3a npeaoTBpaTABaHe Ha MMOCTONMEPATUBHO raficHE U NOBPbBILAHE, NPEeNopbYKTE/IHATA [IepopanHa N03a €
16 mg, 1 yac npeay BBBEKIAHE B aHECTE3HA.

3a JieueHHe Ha MPOABEHO MOCTOMEPATHBHO raJIeHe U MOBPBLUIAHE Ce NPEenopbuBa MPHIIOXKEeHUe Ha
30¢paH HIDKEKLHOHEH pa3TBOpP.

Heouampuuna nonynayun

[TocTonepaTHBHO rajeHe ¥ NOBPhIIAHE NPH Jiella Ha BB3pacT 2 1 Mecell H KOHOLIH
He ca npoBexkaaHH NpOYYBaHUA 3a NEepOpaTHO MPWIOKEHHE Ha 3odpaH 3a NpeAOTBpaTABaHE WIIH

Jle4eHHe Ha NMOCTONEPATHBHO raJIcHe U nospbiuaHe. [penopbusa ce OaBHAa HHTPABEHO3IHA HHXKEKLIMA
(e mo-Manko ot 30 cekyHam).

Hama nanxu 3a ynorpebara Ha 3odpaH 3a JiedeHHe Ha NOCTONEPATHBHO rajieHe H NOBPBIL
aeiia noj 2-roJUilHa Bb3pacT.

IHayuenmu e cmapyuecka gv3pacm
CroluecTByBaT OrpaHUYEHH AaHHU 3a edekra oT ynorpeba Ha 3o¢paH 3a NpeaoTBpaTAB

Ha MOCTONEPATHBHO raficHEe H NOBPBIIAHE NMPH TE3H NalueHTd. Bbnpeku ToBa, OHIaHC
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noHacs nobpe OT MauHeHTH Hald 65 roJMHH Ha XUMHOTEpanus.

Hayuenmu c 6v6peuno yepexcoane
He e HeoOxoanMMa npoMsHa B IHEBHATAa AO3UPOBKA, YECTOTATA HA NPHEM HIK HAUHHA Ha NPUIOKECHHE.

Hayuenmu ¢ weproopobnro yepesxicoane

KnupbHCBT Ha OHJIAHCETPOH € 3HAYUTEITHO HAMaleH, a CEPYMHHUAT NOIYKUBOT € 3HAYUTENHO
YABL/DKEH MPH MaUHECHTH C YMEPEHO HIIM TEXKO YBpexJaHe Ha yepHOApoOHaTa ¢pyHkums. [Ipu Tax
obmara nHeBHa 103a H& OHJAHCETPOH (MHTPABEHO3HO M NMEPOpaIHO) HE TpsOBa 1a HaaBHILIaRa 8 mg.

Baenu memabonruzamopu na cnapmeun/0e0pu3oxKeun

EJTMMHUHALIMOHHUAT MOMYKHBOT Ha OHAAHCETPOH HE CE NMPOMEHA NMPHU TE€3H NaUMEHTH. CrieA0BaTeNHO
PENOBHHAT MpPHEM Ha NMPOAYKTA MPHU TAX L JOBEAE OO HUBa Ha €KCIO3ULIMA, KOUTO HE Ce pa3inyaBat
OT Te34 npu obmara nomynauuia. He e Heo6xoauma npoMsaHa B IHEBHATA JO3UPOBKA WJTH YECTOTATA.

Haunp Ba NpHICKEHHE

IlepopasiHo MPUIOXKEHUE.

OcBeH nof gopMarta Ha TabneTk, 3o¢paH ce npenaara ¥ Karo HIKEKLMOHEH pa3TBOp 3a
NAPEHTEPATHO NpUNoKeHHe. ToBa yleCHABA NPUIOKEHHETO H TOYHOTO ONpEe/IfHE Ha J03aTa.

Tabnerkure TpabBa Aa e NMOrBILAT UEIH, ¢ MAIKO BOAA.
4.3. IlpornBomoka3anus

EnHoBpeMEHHOTO NPUIIOKEHNE ¢ AOMOPUH € NPOTHBOINOKA3aHO, Bb3 OCHOBA Ha ChODLLEHHA 34
TeKKa XMIOTOHHMA H 3aryba Ha Ch3HAHME, KOTaTO OHNAHCETPOH € 61N npunarax ¢ anoMopduH
XUAPOXIOPHUA (BXK. TOUKA 4.5).

CBpBXUYBCTBUTECIHOCT KBM HAKOA OT ChCTABKHTE HA NPOAYKTa (BX. TOUKH 4.4 n 4.8).
4.4, CoenmansH npeaAyNpexICHHS H NPeANA3HE MEPKH NpA ynoTpeba

IloknaaBaHy ¢a peakliid HA CBPBhXYYBCTBHTEHOCT MPH MNALHEHTH ¢ NOKA3aHA CBPbXYYBCTBHTEIHOCT
KBM IOpyrH cenexkteHu SHT3 peuenrTopEl aHTaroHUCTH,

PecnimpaTopHm cnOMTUA TpAOBA ga ce NeKyBaT CHMITTOMATHYHO U JieKapuTe TpAOBa ga UM oOpsiaT
0co0eHO BHUMaHHE, Thit KaTO Te MOTAT Jia MpeAllecTBAT peakilMd Ha CBPbXUYBCTBUTEIIHOCT.

Onpadcerpod yawpkasa QT-uHTepBana no 10303aBUCHUM HA4YUH (BXK. TO4YKa J5.1). OCBeH TOBa, B
clleAperucTpallHOHHHUA NEPHOA Ca JOKIaABaHH CiTy4au Ha Torsade de Pointes npn ynorpe6a Ha
OHAaHceTpoH. [IpunoxeHHeTo Ha OHJaHCETPOH TpAOBa Ja ce W3bAraa nNpu NaUEHTH ¢ BPOJAEH
cHHApoM Ha yaw/pkeH QT-unrepBan. OHnaHncerpoH TpabBa na ce npunara ¢ NOBUIUCHO BHUMaHHE NpU
NAUMEHTH, KOMTO UMAT WK NpPH KOUTO MOXKE 11a ce nosBU yawpkaBaHe Ha QT-uHTepBana,
BKJTIOMHTEIHO NMALUECHTH ¢ €IEKTPOMTEH gucbanaHc, 3aCTOHHA ChpAeuHa HEAOCTAThYHOCT,
OpagHapUTMHUH WIH TaKMBA, IPHEMAILH APYTH JEKAPCTBEHH NPOIYKTH, KOHTO BOIAT A0 YABKABAHE
Ha QT-uHTEpBana Wiu A0 CIEKTPOINTEH AucOanaHc.

CopobuiaBa ce 3a Cliyyad Ha MHOKapAHa MCXeMHS NPH MALKUEHTH, IeKyBaHU ¢ OHAAHCETPOH. [Ipu
HAKOM MAaLMEeHTH, 0cODEHO B Cly4aii Ha UHTPABEHO3HO NPWIOKEHUE, CHMITTOMHUTE CE€ MOABABAT
HEMOCPEACTBEHO Clie]l NPWIOKEHHe Ha oHaaHceTpoH. [TauMenTure 1pabea aa 6bvaar npe
NPH3HALIMTE H CUMIITOMUTE H2 MHOKap/HA HCXEMHA.,

XHUNOKATHEMHSITa U XHIIOMarHesueMuaTa TpA0Ba aa ¢€ KOpUrdparT Mpeau NPUIoKeHHe

OHJAHCCTPOH.

B CIICAPETUCTPALHOHHNAA TICPHO]T HMa OINMMUCaHH CJTyYyad Ha NaHCHTH ChC CEPOTOHHHOB

4




(BKJIFOMHTENHO [TIPOMEHM B MEHTANHUA CTATYyC, BEreTaTUBHA HeCTaDUNHOCT ¥ HEBPOMYCKYJ/THH
HapYLUIEHHA), Clie €AHOBPEMEHHO TIPHIOXKEHHE Ha OHZAHCETPOH U APYI'H CEPOTOHHHEPrUYHH
JICKapcTBa {BKIIKOYHTENHO CENEKTUBHA HHXHOUTOPH Ha 0OpaTHOTO 3axBainaHe Ha cepoToHud (SSRIs)
¥ MHXUOUTOPH HAa 0OpaTHOTO 3aXBalilaHe Ha CepOTOHUMH M HopaapeHanuH (SNRIs)). Ako
eAHOBPEMEHHOTO JIEHEHHE C OHOAHCETPOH U APYTH CEPOTOHHHEPrHHMHH IEKAPCTBA € KIIHHHYHO
000CHOBaHO, c€ NpenopbYBa NOIXOAKIIO HAOMIONEHUE Ha NalIUEHTA.

OnpaHceTpoH 3abaBs nacaxka B Ae6enoto uepeo. Heobx0auMo € MOBUIIIEHO BHUMAHHUE NPH MaLWUEHTH
ChC CYOMIEyC IO BpeMe Ha NPWIOKEHHE Ha NPOAYKTA.

[Ipu naiMeHTH ¢ XUPYPrUvHO OTCTPAHABAHE HA CIIMBULIMTE W AICHOMONTE, MPEAOTBPaTABAHETO HA
raJICHETO M MOBPBIHAHETO ¢ OHJAAHCETPOH MOKE /12 MacKUpa OKYJNTHO KbpBeHe. Cliel0BaTeIHO TaKKBa
NMatMeHTH TpAOBa N1a ce MPOCEAIBaT BHUMATENHO Cnel NPUIOKEHHE Ha OHOAHCETPOH.

HeauaTpuyna nonyJanns
[lenuaTrpuyHH NaLMEHTH, MPUEMAILIH OHARHCETPOH ¢ X€NATOTOKCHYHH XHMHOTEPANeBTHYHH CPE/ICTBA,
TpAOBa Aa ce npociieasBaT BHUMATETHO 32 YBpeKAaHe Ha yepHoApobGHaTa GpyHKLHA.

[‘aneHe ¥ NOBpLLUIaHE, IPUYHHEHH OT XHMHOTEPAIUS

[Ipu v3uucagaBade Ha 103aTa Ha O0a3a mg/kg U npuiaraHde Ha TpH 103U Ha 4-4aCOBH MHTEPBRAIIH,
of1aTa IHEBHA 034 LUE € MO-BUCOKA B CPaBHEHHE C MPHIOKEHME Ha €/lHa €JHOKpaTHA J03a OT

5 mg/m?, nocneABaHa OT NepopanHa A03a. CpaBHUTENHATA €PUKACHOCT HA TE3H [BE PA3THUHU CXEMH
Ha JO3UpaHe HE € U3CIIEABAHA B KIIMHUYHHA W3NUTBAaHUA. CpaBHEHHE MEXIY KIHHHYHHTE H3NHTBAHUA
M0Ka3Ba ¢xoaHa e(pUKACHOCT Ha JBETE CXEMM Ha J03HpaHe (BXK. Touka 5.1).

[TaupeHTH C peAKH HAC/IeACTBEHH IIPOOIEMH HA HENOHOCHMOCT KbM rajlakTo3a, [IbJIeH JIAKTa3€eH
AeULUT WIM IIIOK030-ranakTo3Ha Manabcopbuns He TpaOBa a npueMaT TOBa JNEKAPCTRO.

4.5. BzaumogeHcTBHe C JPYrH JJEKAPCTBEHH NPOAYKTH H APYrA (GOPMH HA B3aHMOJACHCTBHE

Hama naHHH 32 NpUYUHEHO OT NPOAYKTa HHAYLHHpaHe Wik uHXubHpaHe Ha MeTaboJIH3Ma Ha IpYTH
NEeKapCTBa, MPUEMaHH €IHOBPEMEHHO ¢ OHJaHCETPOH. JJaHHH OoT ciendHYHH MO OTHOIIEHHE Ha
B3aUMOAEHCTBHATE H3MTUTBAHKUA MOKA3BAT, Y¢ HAMA (apMAKOKUHETHYHHA B3aUMOIEHCTRIA NIPH
€JHOBPEMEHHO NPHUAOKEHHE Ha OHAAHCETPOH ¢ AIKOXOJI, TeMasenam, QyposeMu], andeHTaHmI,
TPaMago, MOpQHH, THIAOKAWH, THOTICHTAI WIH MPOnogon.

OnpaHceTpoH ce MeTabonu3npa ¢ y4acTHETO Ha HAKOJIKO YepHOAPOOHH nuTOoXpoM P-450 eH3uma:
CYP3A4, CYP2D6 n CYP1 A2, B pesynratr Ha MHOIOTO €H3UMHHM IIBTHIIA 32 eTMMHHHUPAHE Ha
OHJAHCETPOH, HHXHOHPAHETO HNH HAMAIABAHETO HA AKTHBHOCTTA Ha €AHH OT eH3UMMTE (Harp.
CYP2D6 renernuno obycnoseH aepuuur) o6HKHOBEHO C€ KOMIIEHCHpA OT APYTHTE €H3HMH U BOH
IO MalKa WIH HE3HAYMTENHA NpoMaHa B 001HA KIMPBHC WK HeoOXoauMara 103a.

OnjganceTpoH TpabBa 1a ce npuiara ¢ nOBUILIEHO BHUMAHHE NPH €AHOBPEMEHHO MPIIOKEHHE C
JIEKapCTBEHM MPOXYKTH, KOUTO yab/DKaBaT QT-HHTEpBana WKWK BOJAT A0 €NEKTPOJIMTEeH AucbanaHc
(BK. TOUKa 4.4).

[IpunoxxeHHETO Ha OHAAHCETPOH C IEKApCTBa, yasbkapal QT-HHTepBana, Moxe Ja AoBene 1o
IOOITBIHUTENHO YAb/DKaBaHe Ha QT-unrepBana. EQZHOBpEMEHHOTO MPUIOXKEHHE HA OHIAHCETPOH C
KapAHOTOKCHYHH JIeKapCTBa (Hanp. aHTPaALMKIMHH KaTO AOKCOPYOHLHUH, 1ayHOPYOHLIMH HIH
TpacTy3ymad), ¢ aHTHOHOTULIM (KaTO EPUTPOMHULIMH WIH KETOKOHA30I1), C AHTUAPHTMHYHH JIeKapCTBa
(xaTo aMno/apoH) K ¢ OeTa-O610KepH (KaTo aTeHOIIO HIH TUMOJION), MOXKE Aa IMOBHIUH PHCKA OT _
apuTmMuH (BXK. TOUKa 4.4). o

B cneaperncTpalHOHHHSA MIEPHO/ UMA ONMHCAHH CAYYaH HA NALMEHTH CbC CEPOTOHHHO
(BJIFOUMTEITHO [IPOMEHHU B MEHTAIHMUSA CTATYC, BEreTATUBHA HECTAOWIHOCT H HEBPOM
HapyLUeHHd ), clell eqHOBPEMEHHO NPHIIOKECHHE Ha OHJAHCETPOH MU IPYTH CEPOTOHHH
nexapcrea (BmiouHTENTHO SSRIs 1 SNRIs) (Bxk. Touka 4.4).
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AnomopduH
EnHOBpEMEHHOTO MPWIOKEHHE C aNOMOPp(KH € NPOTHBOMNOKA3aHO, Bb3 OCHOBA Ha ChOOUICHHA 3

TEXKa XHIIOTOHHUSA H 3ary0a Ha Ch3HAHHE, KOraTo OHOAHCETPOH € OWI NpHiaraH ¢ anoMopHH
XHAPOXJIOPHI.

PenHTORH, Kap6aMalenHn H pudaMIHIHH
[1pu nanpeHTH, npremMany MoilHM HHAYKTOpH Ha CYP3 A4 (Hanp. peHuTonH, kapOamasenuH u

pudaMnHIKH) KIUPBHCHT NMPH NMEPOPANTHO NMPUIOKEHHE Ha OHJAHCETPOH CE € MOBUILIMA U CEPYMHHTE
KOHLIEHTPALMH Ha OHAAHCETPOH Ca C€ NMOHHXKHWIIH.

Tpamagon

JIaHHH OT MpOY4BAHUA, MPOBEACHHU C ManbK Opoil MalMEHTH NMOKa3BaT, Y€ OHAAHCETPOH MOXe Ja
HaMaJlH aHANreTUYHHUA €PEKT Ha TpamMajol.

4.6. DepTAINATET, PEMEHHOCT H KhPpMEHE

/KeHH C JeTepoacH HOTCHIHA

JKeHu ¢ gerepoaeH noreHuMan TpaOBa ga OOMHMCIAT M3IMONI3BAHETO HA KOHTpALICTILHA.
bpeMeHHOCT

Qbobiyenue na pucka

B13 OCHOBA Ha OTIMT NPH X0pa OT €MMAECMHOJIOTHYHHA NPOYYBAHHMA C€ MOL03UPAa, Y€ OHOZAHCETPOH

NpHUYHHABA opodaLuanHy MandopMalKHy, KOraTo ce mpuara rpes bpBUa TPUMECTbP Ha
OpeMeHHOCTTA.

B eaHo kKoXopTHO npoyuBaHe, BKIK4BaLO 1,8 MunuoHa OpeMeHHOCTH, ynorpebaTa Ha OHAAHCETPOH
[pe3 NbPBUA TPHMECTHP € CBBP3aHa C NOBHIICH PHUCK OT PAa3BUTHE HA LICMKA HA YCTHATA WHIIH
HebueTo (3 aombaHUTENHM cryyad Ha 10 000 nexkypaHU >KeHH; KOPUTHpaH OTHOCHUTENEH pUCK, 1,24

(95 % ITH 1,03-1,48).

PenpoayKTHUBHUTE MIPOYYBAHMA MPH TUTBXO0BE U 3aiLIM HE NOKa3BaT AaHHM 3a YBpexxaaHe Ha deTyca,
KOTaTO OHAAHCETPOH € MpWiaraH no BpeMe Ha opraHoreHesara npu npubaH3UTenHo 6 U 24 mbTH
MaKCHMaJTHaTa MpenopbUuBaHa 103a OT 24 mg/AHeBHO NpH Xopa, ba3upaHa CHOTBETHO Ha TeJIECHATA
MOBBPXHOCT (BXK. JJAHHH NMPH )KMBOTHH).

HanuuHuTe €NMUAEMHONIOrHYHH ApOYHYBaHHA 38 CBPJACHHH Maﬂ(prMH]_I,HH [TOKA3BaT IMpOTHBOPCHHBH
PE3YJITATH.

[TpoyusaHHATa NMPU XKUBOTHH HE MTOKA3BAT NPEKH WIH KOCBEHH BpeJHU €(QeKTH 110 OTHOILEHUE Ha
penpoayKTHBHATA TOKCHYHOCT.

OnpaaHceTpoH He TpAOBa J1a ce M3N0J3Ba Npe3 NbPBHI TPUMECTHP Ha OpeMEHHOCTTA.

AHHU RPU HCUBOMHU
[Tpu npoy4BaHua 3a eMOPHO-QETANTHOTO pa3BUTHE NPH ITBXOBE U 3aiLH, OpeMEHHHTE KMBOTHH

NOMy4aBaT NepopaHy 103K OHAAHCETPOH cboTBeTHO A0 15 mg/kg/nen u 30 mg/kg/neH no Bpeme Ha
nepuoaa Ha opraHoresesara. C M3KIIOYEHHE Ha JIEKO HAMAJIABAHE HaJNaBaHETO Ha TeJIECHOTO TErJo
Ha MaiiKkaTa NpH 3aiUM, HAIMa 3HAUHMH e(eKTH Ha OHJAHCETPOH NP MalKuUTe UM B Pa3BHTH
notomMctBoTO. [1pH 103K oT 15 mg/kg/nen npu mbxoee K 30 mg/kg/neH npu 3aiium, gosar
MaiKkara ¢ OWia CbOTBETHO NPUOIH3UTENHO 6 U 24 TBTH IT0-BHCOKA OT MAKCHUMATHATA N
A03a ot 24 mg AHEBHO NpH Xopa, OasupaHa Ha TelleCHaTa NNOBBLPXHOCT. [Ipu npe- u noc
pOy4YBaHe 3a TOKCHYHOCT [IpU pa3BHTHETO, OpeMEHHHUTE TUTHXOBE T0Jy4aBaT nepopan 3 Lo

oHaaHceTpoH A0 15 mg/kg/nen or 17-us neH Ha GpeMeHHOCTTa 10 paxxaaHeTo Ha 21 neH)\C;, \:,*

H3KTIOYEHHE HA JIEKO HAMAIABAaHE HAJNABaHETO HA TENECHOTO TEINIO Ha MaiKaTa, He ce RROTIONaBaT
b .
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ApYTrH edeKTH NpH OPEeMEHHHUTE TUTHXOBE IO BPEME Ha Npe- U ITOCTHATATHOTO Pa3BUTHE Ha TAXHOTO
MOTOMCTBO, BKJIKOUHTENHO pENPOAYKTUBHATA CIOCOOHOCT, CBbp3aHa ¢ F 1 nokonenue. [1py noza ot
15 mg/kg/nen npu IbXOBe, A03aTa € OUa MPUONU3UTENHO 6 MBTH NO-BUCOKA OT MAKCUMAIHATA
MperopbYBaHa 103a 0T 24 mg AHEBHO NpH xopa, 6azHupaHa Ha TenecHaTa NOBBPXHOCT (BSA).

KnpMmeHe

Obobwenue Ha pucka

He e n3BecTHO AaM OHOAHCETPOH ce eKCKpeTHpa B kbpMaTa. Hama nanHu 3a edexTHTe Ha
OHJQHCETPOH BBPXY KbPMEHOTO JE€TE WIK BbPXY NPOHU3BOACTBOTO Ha MITAKO. BBIpeku ToBa €
YCTAHOBEHO, Y€ OHAAHCETPOH CE OTAENA B MIISKOTO IpH 003aiHHUIIM (TUTEXOBE). 3aTOBA ce NpenophLYBa
NaLUEeHTKH, MPUEMALLH OHIAHCETPOH, 1a HE KbpPMAT.

7KeHH H MBbXKe C penpoAYKTHBEH MOTECHIHA

Tecm 3a bpemennocm
[Ipenu 3anouBaHe HA nedeHUE CbC 30¢paH, KEHUTE C PENPOAYKTHBEH NOTEeHIMaN TpiabBa na cu
HarpaBAT TECT 38 OPEeMEHHOCT.

Konmpayenyus
JeHuTe ¢ penpoayKTHBEH NMOTEHUMAN TPAOBa Na ObAAT yBEIOMEHH, Y€ € Bb3MOXKHO 30(dpaH Aa

YBpeaH pa3BUTHETO Ha Inoaa. Ha cekcyanHo aKTUBHUTE K€HM C PENIPOAYKTHBEH MOTEHLIHAI Ce
npenopbUBa, 10 BpEME Ha JICYEHHETO Cbe 30¢paH M A0 [BA AHM CIICJl HETOBOTO CIIUpaHe, Ja
M3110/13BAT eeKTUBHH METOAH Ha KOHTpaLEenUHs (METOIH, MPH KOWTO BEPOATHOCTTA OT
3abpemeHsaBaHe € < 1%).

besznnodue
3o0(¢paH He OKa3Ba BIMAHHE BBPXY PEepTUIUTETA.

4.7. EdexkTn Bbpxy cnocobHocTTA 32 iHodHpane B paboTa ¢ MAIUAHHA

Henpuioxumo.
4.8. HexelanH JIeKAPCTBEeHH PeaKIHH

Hexxenanure neKapcTBEHHW peaKLMM €a ONHCaHU NMO-A0TY, KIaCUGHULIHMPAHHU MO OPraHH M CHCTEMH M 110
yectoTa. HexxenaHuTe peakiiuy ce KIacu(pULMPAT MO Y9€CTOTA MO CIEAHUA HAYHH. MHOT'O Y€CTH

(= 1/10), yectu (= 1/100 no < 1/10), neuectu (= 1/1 000 no < 1/100), peaxu (= 1/10 000 o < 1/1 000)
1 MHOTO peakH (< 1/10 000). MHOro secture, YeCTUTE H HEUECTUTE HEXKEITAHH JIEKAPCTBEHH peaKLHu
OOHKHOBEHO C€ OMPEAENAT OT JAHHHUTE OT KJIHHUYHH H3MHTBAaHHA. Pe3ynTaTHTe OT rpynara, npyemaa
mnaueto, ChIIO Ca B3ETH NMPEABHA. PEAKUTE H MHOIO PEAKHTE HEXEIIAHH JICKAPCTBEHH PEAKLMH B
NMOBEYETO CJIY4YaH €a ONpeaeeHd OT NOCTMAPKETHHIOBHTE CIIOKTAHHH CHOOIIEHMS.

[Tpu cTanaapTHO NpENopBHBaHUTE 103K HA OHAAHCETPOH, B CHOTBETCTBHE ¢ MOKA3AHWATA U
JekapcTBeHaTa ¢GopmMa, ca ONpeAesieHH CIeAHHTE YeCTOTH Ha HeXKelaHH JIEKApPCTBEHH PEeaKLIHH.
[TpoduabT Ha HEXKEJIAHHTE JICKAPCTBEHH PEaKkUMH NpH AeLa H IOHOLLIH € CpaBHMM C TO3H, HabmoaaBaH
NpH Bb3PACTHH.

Hﬂp}’ﬂlﬁﬂl‘lﬂ H& HMYHHATa CHCTeMA
Penku: BLPSH P€AKLIHHA Ha CBPBXHYBCTBHTC/IHOCT, NNOHAKOI'a TCXXKH, BKIIKOYHUTETHO &Hatbﬂﬂaﬁcﬂﬂ.

HapymenHns Ha HEpBHATA CHCTEMA
MHnoro yectu: I'nasobonue.

Heuectu: Ilpunaasum, ABHraTeNHH HapYLIEHHA (BIJTIOYHTETHO EKCTPANTHPaMHIHH P
AWCTOHMYHH peaKuuH, HUCTAarbM ¥ AHCKHHE3nA).




Penxu: CBeToBBPTEXK, MIPEAUMHO IO BpeME Ha 6pP30 MHTPABEHO3HO NPWIOKECHHE.

Hapymennas Ha 09HTe
Penxu: IIpexoaHM 3pUTETHU CMYIUIEHHA {HATIP. 3aMBIJICHO BIXKIAHE), IPEAUMHO TIPH HHTPABEHO3HO
IIPHJIOKEHHE,

Muoro penku: [Tpexoana cnenora, NpeAMMHO NPH HHTPABEHO3HO NpHIIOKEHKE, ¥

Cohpaeunn HApYIeHHSA
Heuectn: AputMuny, Oonka B repauTe, cbe WM 0e3 noHwxaBane Ha ST cerMeHTa, Opaaukapaus.

Peaxu: Y avibkasaHe Ha QT-nHTepBana (Bkmountenno Torsade de Pointes)

ChaoBH HApYLIEHHS
YecTu: UyBcTBO Ha 3aTOILIAHE WIH 3a4cpBABaHE.

HeuecTy: XHIIOTOHHUA.

PecnHpaTOpHH, TPHAHH H MEAHACTHHAIEM HAPYIIIEeHHS
HeuyecrH: XbiLaHe.

CroMammBo-4peBHH HAPYIIIEHHS
Yectu: KoHcTHIIALIMA.

Xenaro-OHHAPHN HAPDYWIEHHAA
HeuecTn: ACMMNTOMAaTHYHO MOBHIIABAHE HA CTOMHOCTUTE, MOMYUYEHH OT YePHOAPOOHUTE

GYHKIHOHAIHH TecToBE. )

Hﬂp}’l]]ﬂlilllil Ha KOXKATA H NIOJKOAKHATA ThKAH
MHoro PEAKH. TOKCHYCH KOXKCH DGPHB, BKIIOYHTCJIHO TOKCHYHA CIINACPMA/IHA HCKPOJIH3a.

1. HabmoparaHH ca 0e3 OKOHYAaTENHH JOKa3aTe/ICTBa 3a TpElﬁHH KIMHHUYHH NOCICACTBHA.

2. [Tlpu GONMMUHMHCTBOTO OT AOKAAABAHUTE CY4YaH CIENOTATA € OTIYMABala B paMKHTE Ha
20 MyHyTH. ITOBE4ETO OT MALUMEHTHUTE ca OMIH MOLIOKEHN HA XHMUOTEPANHA, BKJIIOYBAILA
nucIuIaTHHA. [Ipy HAKOH OT ClTyyauTe € JOKIaaBaH KOPTHKAJIEH NMPON3X0/1 Ha NPeXo HaTa
CJIENOTA.

3. Te3u pezynraTtu ca HabmogaBaHH OOMKHOBEHO NPH NAaLMEHTH, NOLI0KEHH HA XUMHOTEpArius ¢
LIHCILJIaTHHA.

Hexenany peakndn DOJYUEHH OT CHOBTAHHH CHOOIMERNHA H IHTEPATYPHHA CJIYYaH (¢
HEeH3BeCcTHA YeCTOTa)

Cnenpaiiyure HexellaHH peaklWH MPOU3X0KAAT OT CTIOHTAHHH CHODIIEHHUs 1O BpeMe Ha
NOCTMAapKETHHIOBHA ONMHT ChC Zofran v nuTepaTypHH cyyau. Thit KaTO Te3y peakiMu ¢a JOKJIaJBaHH
JOOPOBONIHO OT MOMYJALIKA C HeollpeJeNieHa roJieMHHA, HE € Bb3MOXKHO JOCTOBEPHO Ja C€ OLIEHH
TAXHATA YECTOTa, MOpagd KOETO T4 C€ KaTeropuinpa kato HeussecTHa. Hexenauwre peakiimm ca
n36poenu cerinacHo MedDRA no cucTeMO-OpraHHH KJIacOBe.

Cobpaeynn HapyIIeHHSA
C HeHU3BeCTHA YE€CTOTa, MUOKapAHA UCXEeMHA (BXK. TOUKa 4.4)

IleanaTpruna nonoyJaanns
[IpodunsT Ha HEXKENAHUTE JIEKAPCTBEHH peakLIMK NPU Jelia U IOHOIIH € CPAaBHUM C TO
MNP BL3PacTHH.

CrobuiasaHe Ha MOAO3UPAHH HEXKENAHH peaKLIUU
CpobuasaHeTo Ha NMOAO3ZUPAHH HEKENAHU peaklMy Clie]] pa3pellaBaHe 3a ynorpeda
NPOXYKT € BaKHO. TOBa MO3BOJIABA Aa NMPOXL/LKH HaObMOAEHHETO HAa ChOTHOWEHHETO ¥
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NEKAPCTBEHUA NPOAYKT. OT MeJULIMHCKUTE CIIELHATIMCTH Ce U3UCKBA Ja choDdI11aBaT BCAKa
NoJ03MpaHa HeXeNaHa peakLus Ype3 HALMOHATHa CUCTeMa 3a chodillaBaHe:

HM3mpaHATeIHA areHIUs 0 JeKapcTBara
ya. ,,Jdamsas ['pyep” Ne 8

1303 Codus

Ten.: +359 2 890 34 17

yebcaitt: www.bda.bg
4.9. Ilpeno3upane

CAMOTOMH H NpPHIHALA

OnureT ¢ NMPEeAO3HPAHE HA OHJAAHCETPOH € orpaHd4YeH. B nopeyeTo cayyan CUMNTOMHTE NpH
npego3HpaHe ca MoAOOHM Ha Te3H, AOKIAABAHH ITPU MALMEHTH, MIPHEMATH NPOOYKTA B paMKHTE Ha
npenoprYBaHaTa aA03a (Bx. Touka 4.8). Ilposasure, KOHTO ca CbOOIABAHM, BKTIOYBAT 3PHTEIHH
CMYILIEHHA, TEXXKa KOHCTHIALKA, XMITOTOHUA W Ba30BarajicH €Mu3oj ¢ npexoigen AV 6ok BTopa
CTeleH.

OxpanceTpoH yab/DKkaBa QT-UHTepBana no 40303aBUCHM HauuH. B ciyuait Ha npego3supaHe ce
npenops4ea EKI” MoHKTOpHHT.

IleqnaTpayna momy.Aanns

[TeauaTpy4HK Cay4aH, ChOTBETCTBALIM HA CEPOTOHUHOB CHHAPOM, ¢a ChOOLLIECHM cniel
HenpeHaMepPeHO NEPOPATHO NpeAo3UpaHe Ha OHAAHCETPOH (HAABUILIABALLO NIPUEMA, U3YHCTIEH TTPH 4
mg/kg) npM KkbpMaueTa 4 fielia Ha Bb3pacT oT 12 Mecelia 10 2 roauH#.

Jleuenne
Hsama cneurduyeH aHTHIOT 3a oHaaHceTpoH. IIpu cimyyau, 3a KOUTO ¢e mog03Hpa NpeJO3HpaHE, Ce
NPErnopbYBa NOAXOIALNO CUMITTOMATHYHO U NMOAIBPKALLO JICUCHHE.

[TpunoxeHHeTO HA UMEKaKyaHa 3a JIeYCHUE HA NMPeJ03UPaHe C OHJAHCETPOH HE Ce MPENnophuBa, Thil
KaTo € MaJIKO BEPOATHO MALHEHTHTE Ja CE MOBJMAAT, NOPaJH aHTHEMETHYHOTO AEHCTBHE Ha

OHOAHCCTPOH.

5. ®OAPMAKOJOIHYHH CBONMCTBA

5.1. PdapmMaxkoJHBAMHYHHA CBOHCTBA
dapmaxoTepanesTHHHA rpyna: cepotoHuH (SHT3) auraronuct, ATC kon: AO4AAQ]

Mexann3nbMm BHA JelcTBHE
OnpaHceTpoH € MoLUeH, BUucokocenekTused SHT; peuenroped aHtaroHUcT. He € AceH TOUHMST
MEXaHH3bM Ha JEMCTBHE HA OHAAHCETPOH NPHU NOTHCKaHE Ha raICHETO H NOBPBILAHETO.

XHMHOTEpaneBTHYHHTE JIEKAPCTBA M JIbYETepanyaTa MOXe Ja aoseaat no ocsoboxnasane Ha SHT B
TBHKOTO YEPBO, KaTO NO TO3H HAYUH OTIITIOUBAT pedIeKC Ha MOBPDBIIAHE Ype3 AKTHBHPAHE HA
BaryCHHUTe OKOH4aHMA ¢ yyacTueTo Ha SHT; peuentopure. Onaancerpos S0kupa OTKIOYBAHETO Ha
TO3H peduiekc.

AKTMBHPaHETO Ha BaryCHMUTE OKOHYaHHA MOXE ChILO Ja NPHYKMHH ocBoboxknasaHe Ha SHT B grea—_.

posirema, NOKaJIM3UPAHA Ha ABHOTO HA YETBBPTHA BEHTPUKYI. ToBa MOXKe a fOBeAE 00 B gﬁkﬂg Ll 2\
Y -

MOBpPBIIAHE IO LEHTPAJIEH NbT. EQEKTHT Ha OHAAHCETPOH NpH OBIAAABAHE Ha rafcHeT 1 ar.. 7

SHT; peuenroprTe Ha HEBPOHY, JIOKAIM3HPAaHH KaKTo B nepudepHaTa, Taka U B LEHTPH/BE
CHCTEMA.



MexaHH3MHTE Ha ACHCTBHE MPH MOCTONECPATUBHO raJIcHe W MOBPHIIAHE HE Ca U3BECTHH, HO MOXke OM
ca NoaoOHH Ha Te3H MPH LMUTOCTATHYHA XUMHOTEPAITHL.

P®apMaKOIHHAMHYHH ¢PeKTH
OHJaHCeTPOH HE NMPOMEHS NNA3MEHUTE KOHLICHTPALUU HA MPONAKTHH,

Yavaxasade Ha QT-uaTEepBana

EdexTbT Ha OHAaHCeTpOR BHpXY QTc-HHTEpBAaNa € OLIEeHEeH B ABOHHO-CJIANO, paHAOMHU3HPaHO,
riane6o U No3sHTHBHO (MOKCH(ITOKCAIIMH) KOHTPONMPAHO, KPBCTOCAHO MpOoy4YBaHe NMpH 58 3apasu
BL3PAacTHH MbKe H XKEHU. Jlo3uTe oBaaHCceTpOoH ca O 8 mg U 32 mg, HHQY3NpaHH UHTPABEHO3HO
3a 15 MuHyTH. [IpU Hali-BMCOKATA M3NKTBAHA 034 OT 32 mg, MAKCHMATHATA CpeaHA (ropHa rpaHHLA
ot 90 % CI) pazmuka B QTcF B cpaBHeHue ¢ nnauedo cnea kopurupaHe CnpaMo H3XOAHOTO HHBO, €
Ouna 19,6 (21,5) msec. [Ipu Hali-HHCKaTa M3NMHWTBAHA 40332 OT 8 mg, MaKCHManHaTa cpeaHa (ropHa
rpanuna ot 90 % CI) paznuka B Q1cF B cpasHeHHe ¢ mauebo ciien KOpUrupase CIpAMO H3XOAHOTO
HUBO, € Ouna 5,8 (7,8) msec. B Toea npoyuyBaHe HaMa uamepsaHuda Ha Q' TcF no-Bucoku ot 480 msec u
HaMa yabkaBaHe Ha QTcF noseue ot 60 msec. He ca HabnionasaHu chIIECTBEHH MPOMEHH B
H3MepeHUTE eNneKkTpoxapauorpadeku HuTepsain PR u QRS.

IlegmaTpuvHa HOMY. IAIHA

I'adene u nospvuiane, NDUYUHEHY OM XUMUOMEDANUA.

EdukacHOCTTa HA OHOAHCETPOH B KOHTPOJHPAHETO Ha rajieHe H NOBpbillaHe, IPUUKHEHH OT
XUMMHOTEPAIHA, I10 [TOBOJ HA 3/I0KA4EeCTBEHO 3a00/sABaHe, € OLICHEHa B JBOMHO-CNIATIO PAHAOMH3HPAHO
H3NMTBaHE NP 415 nauueHTH Ha BB3pacT o1 | Ao 18 roauun (S3AB3006). B nuuTe Ha
XHMHOTEPANHUATA Ha MALMEHTHTE € NpWarad OHJaHCETPOH 5 mg/m? i.v. + oHAaHCeTpoH 4 mg p.o.
ciaen 8-12 yaca wnu oHgaHceTpoH 0,45 mg/kg 1.v. + mwauebdo p.o. cnen 8-12 yaca. Cnen
XMMHOTEPanUATa Ha ABeTe IPynu € npuaarad 4 mg oHAAHCeTPOH CUPON ABA ITTH JHEBHO 3a 3 JAHH.
[Ibnen xkOHTPON Ha NOBPLILAHETO B HAH-HEONArONPHATHHA ACH OT XHMHOTEPAITHATA € MIOCTHUTHAT IPH
49 % (5 mg/m? i.v. + ougauceTpon 4 mg p.o.) u 41 % (0,45 mg/kg i.v. + nnaue6o p.o.). Cnen
XHMHOTEpanyaTa ABETe rPpyIM ca NMpueMaiy 4 mg OHAAHCETPOH CHPOII ABa MTH AHEBHO 3a 3 gHH. He
¢ HabmoaaBaHa Pa3yMKa B 00LIATA YECTOTA Y BUJ HA HEXKEIAHUTE NEKAPCTBEHU PEAKLIMH MEXKIY JIBETE

rpyIu.

JBOHHO-CIIANO0 paHAOMH3HPaHO Uancdo-KoHTponupaHo npoyysane (S3AB4003) npu 438 nauuenTtu
Ha BB3pacT OT | 10 17 roguHu nokasea mbJACH KOHTPOJI Ha NOBPBILAHETO B Half-HEONaronpuUATHHA A¢H
OT XMMHMOTepanuaTa npu 73 % OoT naupeHTH e, KOraro OHJAAHCETPOH € NPWIAraH MHTPABEHO3HO B
A03a oT 5 mg/m? i.v. B koMOuHaLuMsa ¢ 2-4 mg AeKcaMeTa30H p.o. M ipK 71 % oT nalMeHTHTE, KOraTo
OHAAHCETPOH € NpunaraH noja ¢opMara Ha cuporn B go3a ot 8§ mg + 2-4 mg AeKCaMeTa3oH P.O. B AHHUTE
Ha XMMHOTepanuAaTa. Cnen XUMHOTepalnuATa ABETE IPYIIH Ca IMPpUEMATH 4 mg OHAAHCETPOH CHPON JIBA
MbTH JHEBHO 3a 2 auH. He e HaOuonaBaHa pasnHka B 4ECTOTATa H BHAA HA HEXKEJIAHHUTE JIEKAPCTBEHH

peakUuy MEXIY ABETE rpyIiy.

EdukxacHOCTTa Ha OHAAHCETPOH HpH 75 Aella Ha BB3pacT OT 6 1o 48 Mecelia e mpoy4eHa B OTBOPEHO,
HECPABHUTEIHO H3NMUTBaHeE ¢ eAHO paMo (S3A40320). Bcuuku aeua ca npUeMani HHTPaBEHO3HO TPH
no3u ot 0,15 mg/kg onnaHceTpoH, npunarad 30 MHHYTH NpPEIH 3aII0YBAHETO HA XHMHUOTEPAINUATA H
Ha 4-ua ¥ 8-M1 yac cell Mbpearta 103a. [1bJ1eH KOHTPON Ha NOBPBIIAHETO € NOCTUIHAT npH 56 % oT
NauueHTHUTE.

Hpyro 0TBOpEHO, HECPABHUTEHO H3MUTBAHE C €IHO paMo (S3A239) npoyusa epuxkacHOCTTA Ha €HA
HHTpaBeHO3HA Ao3a oT 0,15 mg/kg ovnaHceTpoH, nocneapasa OT ABE NEPOPATHHA NO3H OHJAHCETPOH
oT 4 mg npH aeua Ha BB3pacT < 12 roguHU 4 8 mg npu Aeua Ha Bb3pact 2 12 roaunu (o6 6poit aena
n = 28). [IeneH KOHTPON Ha MOBPBILAHETO € MOCTUIHAT ITpH 42 % OT maLjeHTHTE.

Ilocmonepamusro eaoene u nogpvyyane.
E¢ukacHOCTTa Ha €IHOKpaTHA A03a OHAAHCETPOH NPH IPEXOTBPATABAHETO HA [IOCTONEp
rajieHe ¥ MOBPBIIAHE € MPOYUYESHO B PaHAOMM3HPAHO, ABOMHO-CAAMIO, MI1aledo-KOHTPOII

n3nuTBaHe npH 670 aeua Ha Bu3pacT ot 1 A0 24 Meceua (BB3pacT ciej 3auatuero > 44
Terno 2 3 kg). BkmoueHrTe naLMeHTH ca HMaJIH XUPYPrU4HO Je4YeHHe noj o0lla aHecTes
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nMaitH ASA craryce < [II. B paMkuTe Ha ner MUHYTH cliel BBBEXKJAHETO B aHECTE3HA € MPHIOKEHA
eIHOKpaTHa f103a oHAaHceTpoH oT 0,1 mg/kg. [IpoueHTsT Ha NALMEHTHTE, KOUTO Ca KMANTH Hali-MaJIKo
eIUH éMEeTHYEH €nH30/ o BpeMe Ha 24-yacoB nepuop 3a oueHka (ITT), e 6un no-ronam 3a
NaLMEHTHTE Ha IUTaLe(o B CpaBHEHHE ¢ TE3M, [pUeMaTH oHJaHceTpoH (28 % crpamo 11 %,

p <0,0001).

[IpoBenenH ca YeTHPH ABOHHO-CENH, IJIaUe00-KOHTPOIMPAHHM U3NHTBaHKA MPH | 469 nauueHTH OT
MTKKH U JKeHCKH non (Ha Be3pacT ot 2 a0 12 roauHK) ¢ npeacrodiua obia aHecte3us. [launenture
ca paHIOMH3HPaHH KbM €JHOKPAaTHHU UHTpaBeHO3HM 103K oHjaHceTpoH (0,1 mg/kg 3a nenuaTpuyHu
naieHTH ¢ Terno 40 kg unu no-manko, 4 mg 3a NeJHATPUUHH MALMEHTH C TETNO noeeye ot 40 kg;
Opoii nanuenT = 735) wmm ranebo (Opoit nauuentu = 734). U3nuTBaHOTO IEKAPCTBO € NPUJIATAHO
3a Hai-Manko 30 cekyHaH, HenmOCPEACTBEHO MPEAH WIH CNEN BLBEXKIAHETO B AHECTE3HA.
OHIaHCETPOH € 3HAUHTENHO No-e(HUKaceH OT iaLebo 3a NpeAOTBpaTABAHE HA FaJCHE H MTOBPBILAHE.
Pesynrarure OT Te3u H3nUTBaHUA ca 00001eHn B Tabnnua 3.

Tabnuua 3. [IpegoTBpaTaiBaHe M JICYCHHE HA NMOCTONEPATHUBHO rajicHe U MOoBpblaHe MIPH
neAHATPUHHH [MTALUEHTH — OTTOBOP OT JICUCHHETO A0 24 yaca

IIpoyuBaHe KpafiHa Touka OnpaHceTpoH % [Lnauebo % _p-CTOHHOCT
S3A380 CR 68 39 <0,001
S3GTO09 CR 61 35 < 0,001
S3A381 CR 53 17 <0,001
S3GT11 JIunca Ha raaeHe 64 51 0,004
S3GT11 JIdrca Ha NOBpbillaHe 60 47 0,004

CR = enn30aUTE Ha NOBPHLLIAHE HE HACTHIBAT WIH CE NPEKPATABAT
S5.2. PapMAKOKHHETHYHH CBOHCTBA
(DapMakOKHHETHYHHTE CBOHCTBA HA OHOAHCETPOH HE Ce MPOMEHAT MPU PEAOBEH ITPHEM,

Pezopoyun

B racTpo-MHTECTHHAIIHHA TPAKT OHAAHCETPOH ce pe3opOupa NaCHBHO H U3LAJIO Cliek NepOpPaTHO
ApUIIOKEHHE, KaTo nperbpnsasa first pass merabonusbm. BepxoBH m1a3MEHM KOHLCHTPALIMH Ce
poctyrar 1,5 yaca cnen npueM. IIpy npunoxesue Ha 1034 Haa 8 mg, ¢ce JOCTHraT MO-BHCOKH
CTOMHOCTH Ha IJIa3MEeHA KOHLCHTpALIMA Ha OHAAHCETPOR, CIPAMO npHerata aosa. [lepopannoro
NPUIOKEHHE HA MO-BUCOKH A03H MOXe [a AoBeje 10 peayuupad first pass Metabonuabsm Ha

NpoAyKTa.

Cnen npunoxeHue Ha eaHa Tabnerka or 8 mg, cpeagHara OHOHATMYHOCT MPH 34PABH JIULA OT MbXKKH
noa e npHbausuTenHo 55 no 60 %.

[lpueMtbT Ha XpaHa BoaM A0 cnabo nosHlIapaHe B cTOHHOCTUTE HAa OMoHanu4HocTTa. [Ipunoxenuero
Ha aHTHALIHIH HE OKa3Ba BIIHUAHHE,

Paznpeoenenue
OHaaHCETPOH C€ CBBbP3Ba B MAJIKA CTEMNEH ¢ IasMeHuTe npoteudu (70-76 %).

PaznpeneneHHeTo Ha OHAAHCETPOH CJie] NEPOPATHO, UHTPAMYCKYJIHO MJIH HHTPABEHO3HO
NPWIONKEHHUE NIPH BB3PACTHH € CXOHO. PaBHOBECHUSAT 00eM Ha paslpefieeHHe € NPHOIH3UTENHO- -~ .

- AU 7
140 1. //#w:__,_ Y, 2 \
Memabonuzrom WS v S ,
OHAAaHCETPOH C€ EIMMHUHHPA OT CUCTEMHOTO KPBBOOOPEIIEHUE OCHOBHO NPE3 YCPHUA 1

YYaCTHETO Ha HAKOJIKO eH3UMHHM MbTA. Jluncara Ha ensuMa CYP2D6 (nebpu3okBuHOB
nonuMopdu3bM) He NMOBAHABA PapMaKOKHMHETHKATA HA IPOAYKTA.
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Enumunupane

OHAaHCETPOH Ce eTMMHHHPa OT CHCTEMHOTO KPBBOOOPBIIEHHE OCHOBHO IpE3 YepHHUs Jpod.
[To-manko ot 5 % oT pezopbupaHaTa J03a C€ eKCKpEeTHPa HEMPOMEHEHA ¢ YpHHaTa. PasrnpeneneHuero
Ha OHJIAHCETPOH CJIe]I EPOPAITHO, MHTPAMYCKYIHO WM HHTPaBEHO3HO NPUIOAKEHHE € CXOJHO.
EnMMHHaLMOHHUAT NOMYKUBOT € OKOJIO 3 yaca.

Cneyuannu 2pynu naysienmu

ITonoBO 06yc/I0BEHH PARA3JIHYHS

YcTaHOBEHM ca NMONIOBO 00YCIOBEHH pa3/inyKs B pasfipeAc/eHHeTO Ha OHARHCETPOH. [Ipu xkenure ce
yCTaHOBSIBA No-0bp3a ¥ no-a06pa pezopOuus cnen nepopaneH npueM, 3adaBeH CHCTEMEH KIHUPBHC H
Mo-ManbK 06eM Ha pasnpeaeneHHe (CNPAMO TEICCHOTO TEr0), B CPABHEHHUE C TE€3M CTOMHOCTH NpH
MBXKE.

Heuna u 1oHOI A (HA BB3pacT oT 1 Mecen a0 17 roannn)

[TIpn neanaTpyyHH NMayUeHTH Ha BB3pacT OoT 1 0o 4 Mecena (n = 19), Ha KOUTO NMPECTOM XUPYPruyHa
orepalys, KIIMPBHCHT clie HopMaau3HpaHe Ha TernoTo € 6un npubnuzurenHo 30 % no-HHCHK OT
TO3M TIPH NAUMEHTHUTE Ha BB3pacT OT S 10 24 Meceua (n = 22), HO CpaBHUM ¢ TO3H IMPH MALUMEHTHUTE Ha
Bb3pacT OT 3 10 12 roAMHH. ENUMHHALIMOHHHKAT MOMY>KHBOT NMPH MALMEHTHTE Ha BB3pacT ot 1 Jo 4
Mecela e Oun cpeaHo 6,7 4aca B cpaBHEHHE ¢ 2,9 yaca 3a NauydeHTH BbB Bb3PACTOBHTE I'PYIIH OT 5 10
24 Mecena ¥ ot 3 10 12 roaunu. Paznykure BbB PapMakOKHHETHYHHTE NApPAMETPH IPH TTaLHEHTUTE
Ha Bb3pacT OT | 10 4 Mecela 0 W3BECTHA CTETICH MOTaT ia ce ODACHAT ¢ Mo-roieMus NMPOLCHT Ha
o6IOTO BOAHO ChIBPIKAHHE B OPraHH3Ma MPH HOBOPOJACHH U KbPMAadeTa U no-roaeMus obem Ha
pasnpenesneHde 3a BOLZOPa3TBOPHMH JIEKAPCTBA KATO OHAAHCETPOH.

[Tpy nepmaTpHyUHH NALMEHTH HA BB3PACT OT 3 A0 12 roauHH, Ha KOUTO TIPEICTON XHPYPrHUHO
nevyeHne noja obia aHecTe3us, abCoOMOTHHTE CTOMHOCTH Ha KNUPBHC K 0beM Ha pasmnpeacneHie Ha
OHRRHCETPOH ca OHJIM MO-HHCKH B CPABHEHHE ChC CTOMHOCTHTE MPH BH3PACTHU MaUKEHTH. JIBaTa
napameTspa ceé YBEIHYABaT JIMHEHHO C TETJIOTO U Npy 1 2-roAniHa Bb3pacT CTOMHOCTUTE JOCTHraT
Te3H MPH MJaaH xopa. KoraTto ¢cToHHOCTUTE Ha KIHpBHCA H o0eMa Ha pa3npeaelieHHE ce
HOPMAJIM3UPAT ¢ TeJIECHOTO TErNo, CTOMHOCTUTE HAa TE3HM NapaMeTPH ca NoA00HH NPH MalMEHTHTE OT
pa3IMMHKUTE BB3pacTOBHU rpynH. Hanon3paHeTo Ha A03UpaHe COIPAMO TEIECHOTO TErNIO KOMIIEHCHpa
NPOMEHUTE, CRBbP3aHH C BB3PACTTA H € ePEKTHBHO B HOPMAJIM3HPAHE HA CHCTEMHATA EKCIIO3HLMA NPH
NneIHaTPAYHHU MaLUEHTH.

HanpaeeH ¢ nomynauuoHeH papMaKoOKWHETHUYEH aHATU3 MpH 428 nuua (alyeHTH C paK, XUPpYPrudHo
JIEKYBaHH NMALUMEHTH H 30paBH JOOPOBONILM) HAa BB3pacT OT 1 Mecell 10 44 roauHM ¢jiel UHTPABEHO3HO
MPUIIOKECHHE HA OHAAHCETPOH. ba3upalku ce Ha TO3H aHaNu3, CUcTeMHara ekcrno3uiua (AUC) Ha
OHAAHCETPOH CJI€] HHTPAREHOZHO WIIH NEPOPATHO MPHIOKEHHUE NPH A€UA W IOHOILH € CpaBHUMA ¢
Ta3H NpH BL3PACTHH, ¢ H3KMI0YeHHE Ha Oebera Ha Bb3pacT oT | 1o 4 meceua. OOEMEBT Ha
pasnpejie/ieHHE € CBBbP3aH C Bb3pacTTa H € OWT NO-HKUCHK NP Bb3PAaCTHH OTKOJIKOTO NpH Oebera u
neua. KnHpBHCHT € CBBp3aH ¢ TerN10To, HO He € CBBP3aH ¢ Bb3pacTra, karo 6eberata Ha Bb3pacT ot |
10 4 Mecela ¢a M3kaKUeHue, [Topaau Masnkusa Opoit Ha H3CTeABAHUTE AKLA HA Bb3pacT ot 1 1o 4
Mecella € TPYZHO [a ¢ HanpaBy 3aKIIOYCHHUE JAJTH € HMAJIO JOMbJIRUTETHO HAMalABaHe Ha KIIHPbHCA,
CBBP3aHO C Bb3PacTTa WK TOBA C€ AB/DKH NIPOCTO HA BpoJieHa BapuabwiHocT. Tbit KaTo Ha
NALMEHTHTE Ha BB3PACcT NO-Mallka oT 6 Mecela Lie UM Oblie NPUIIoKEHa caMo €IHOKpaTHA J03a IPH
TOCTOINEPATHBHO raJICHE U MOBPBILAHE, HE € BEPOSTHO HAMAJICHHAT KIHPBHC Ja HMa KJIHHHYHO
3Ha4YECHHE,

IIanueHTH B cTap49ecka Bb3pacT
Pannu npoyupanus ¢aza | npu 3gpaeu oOpOBOLM B CTAPYECKA BB3PACT MOKa3BaT HAJIMY
BB3PAcTOBO 3aBUCHMO C1a00 HaMANECHHE HAa KIIHPBHHCA H YAB/KABAHE Ha CIMMHHALIMOHH
MOY>KHUBOT Ha OHJAAHCETpOH. LlIMpoxuTe HHAMBHIYAIHU pa3/IMKK obade BORAT A0 3HAY
NPHNOKPUBAHE Ha GapMaKOKHHETUYHUTE NapaMeTpy MeX Iy no-miaau nuua (< 65 ron
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paK, y4acTBa/lM B KIMHH4YHU npoyuBaHHus 3a CINV, xouro aa AoBeAaT A0 pa3aH4YHH MPENOPHKH 3a
J03UpaHe NIPH NALKEHTHATE B CTAPYECKA BB3PACT.

B13 0cHOBa Ha MO-CKOPOLUHM JAHHU OT MO/IENIH Ha TUIa3MEHUTEe KOHLIEHTPALlMM Ha OHARHCETPOH H
CKCNO3UIMA-OTIOBOP, NIPH NMAaLUeHTH > 75 roaUHH ce npeackassa no-rosaM edexrt supxy QTcF B
CpaBHEHHE C MJIaH Bb3PACTHH. 3a NMaUMEHTH HAJ 65 roAHHH U Haja 75 roaMHM € NPEAOCTABEHA
cneurdriHa HHGOpPMaLIMA 3a JO3HUPOBKATa MPH UHTPABEHO3HO [IPUIOKEHHE (BXK. TOUKa 4.2),

IlagmenTH ¢ Ob0peuno yepexaane

[Tpu nmauMeHTU ¢ yMepeHo OBOpevHo yBpexaaHe (KpeaTUHHUHOB KIUPBHC 15-60 mi/min), 06eMbT Ha
pasrnpeeneHie U CHCTEMHHUST KJIMPBHC Ha OHOAHCETPOH Cle/l 1.V. MPUIOKEHHE ca HaMalieHH. ToBa
BOJH JO MHOTO ¢1a00 yaL/DKaBaHe HA €JIMMHUHALMOHHHUA MOTYXKHUBOT (5,4 yaca), KOeTo HAMa
KIMHAYHO 3HaueHue. [Ipy mauneHTH ¢ TeXKO 0BOpeyHOo yBpeKaaHe Ha JIEUCHHE C XEMOIHAIN3A
(M3caeABaHH MEXIY AUAJIM3UTE), HE CE€ YCTAHOBABAT MPOMEHH BbB (PapMaKOKHHETHKATA Ha
OHAAHCETPOH, IIPHIIOKEH HHTPABEHO3HO.

IlanaenTH ¢ 9eprOAPOORO YyBpeRIAAHE

[Ipv maUMEeHTH C TEXKKO YepHOAPOOHO yBpexaaHE, CHCTEMHHUAT KJIMPBHHC HAa OHJAHCETPOH € CHITHO
HAMAJIEH ¢ YABDKEH eNHMHHALMOHEH NOTYKUBOT (15-32 yaca) H GUOHATUYHOCT el nepopaieH
npueM npudnusurento 100 %, koero ce qb/pkU Ha 3abaBeHua nNpexenaraneH MeTabOMHIbM.

5.3. IlpenxnHHAMHH AaHHH 33 6e30MACHOCT

H3cnensane ¢ HOHHM KaHAITH OT KIIOHMPaHa YOBelIKa ThKaH OT ChpLE MOKA3Ba NOTEHLMATHA
Bbh3MOXKXHOCT HA OHAGHCETPOH NPH KIMHHYHO 3HAYHMMH KOHLIEHTPALIHM 13 MOBJIMABA ChpASYHATa
penonapuzauus Ype3 dnokupane Ha hERG kanuern kananu.

HabmopapaHo ¢ yaemxaBane Ha QT-uHTepBana no n0303aBUCHM HAYHH B €4HO OCHOBHO NPOYYBaHE
Ha QT npw 3apasu nodposonuu (Bxk. Touka 5.1 - Yasmkasane Ha QT-uutepBana).

PenpoayKTHBHA TOKCHYHOCT
Bxx. Touka 4.6. PepTHIHTET, OPEMEHHOCT H KbPMEHE.

6. @GAPMAINEBTUYHM JAHHH

6.1. CnHchbK HA IOMOIMBHETE BeIleCTBA

Cvpyesuna na mabremxama.:

JlakTo3a, Oe3BoHa

MukpokpHcTanHa uenynosa
[IpexxenaTHHM3UPAHO LAPEBHYHO HHULIECTE
MarHe3ues creapat

Dunmoeo noxpumue.
MeTHIXHAPOKCHNPONTWIUETYJIO3a

Onacnpeii xbaro M-1-8429 (cvaepxa E171 & 172)
[Ipeunctena Boaa

6.2. HeChbBMECTHMOCTR

Hama onucaHm.

6.3. Cpok Ha rogaocT

3 ronqUHM.
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6.4. Cnenuanay ycJ10BHS HA CHXPARHEHHE

Ha ce cvxpangpa noa 30°C.

6.5. Bua H chALpPKAHHE HA ONAKOBKATA

BToputHa ONaKOBKA: KapTOHEHA KYTHA.

[InpBruHa onakoBka: OIHMCTEP OT ABOHHO ATYMHHHEBO (OJIHO.
Konuuectso B eaHa onaxkoBka: 5 wiu 10 duiMupanu tabnerky.

6.6, Chnenuansm Npeina3sn MEPKH NPH H3XBbpJasHe B pabora

Hama cnellMaTHKX U3HCKBaHHA.

7. IIPHTEXATEI HA PAZPEINIEHHETO 3A YIIOTPEBA
Sandoz d.d.
Verovskova 57,

1000 Ljubljana
CnoreHus

8. HOMEP(A) HA PASPEIIEHHETO 3A YIIOTPEBA

Per. Ne 20011018

9. JATA HA ITBPBO PA3PEIIABAHE/TIOJHOBABAHE HA PASPEIHIEHHAETO 3A
YIIOTPEBA

Jlata Ha mppBO paspeiaBane: 16 okromepu 1991 r.
HaTa Ha nocneaHo nogHoBaBaHe: 12 sHyapu 2012 r.

10. JATA HA AKTYAJIUIUPAHE HA TEKCTA

08/2025
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