KPATKA XAPAKTEPUCTHUKA HA ITPOJAYKTA

LINIPRIL
JJUHHUTIPHU1
1. UME HA JIEKAPCTBEHHUS NPOAYKT PP -
¥
LINIPRIL 2.5 mg tablets xiﬂ:ff:imm ATEHUUR 10 NE KAPCTBATA
JIMHUIIPWIT 2.5 mg TtabneTku ﬂO 7 f gn a2 o3y np:;i’(m?}; ( 0
LINIPRILS mg tablets ry-ue.
JIMHUITIPHJI 5 mg Tabnerkn

LINIPRIL 10 mg tablets
JIMHHATIPHUII 10 mg TabneTku

LINIPRIL 20 mg tablets
JIMHUITPWJL 20 mg Tabnetku

2. KAYECTBEH U KO/IMMECTBEH ChCTAB

JlekapcTBeHO BemecTBO B 1 TadleTka:

Enna tabnetka Linipril 2,5 mg ceabpka IU3MHONPHA auxuapat (lisinopril dihydrate).
EKBHBAJIEHTEH HA 2,5 Mg JIM3HHOMPHIL.

Enna Ttabnerka Linipril 5 mg cbabpxa ausdHonpua auxuapat (lisinopril dihwvdrate),
eKBUBAJIEHTEH HA J,0 mg JIU3HHOIPHIL

Eana tabnetrka Linipril 10 mg cbabpxka musunonpun puxuapar (lisinopril dihydrate),
eKkBHBAJICHTEH Ha 10,0 mg TU3HHOIPUIL,

Enna tabnerka Limipril 20 mg cwuaspika nusudonpun auxuapat (lisinopril dihyvdrate),
eKBHBaJICHTEH Ha 20,0 mg TH3HHOIIPHIL.

[IOMOLIHM BelEeCTRA: 34 IBJIHMA CIIHCHK HA MOMOIIMHLATE BEIEeCTBa BK, O.1.

3. IEKAPCTBEHA ®OPMA

TabneTku

Linmipril 2.5 mg ~ Oeny, Kpbriid, OHKOHBEKCHH, 6 mm.

Linipril 5,0 mg - Genu, Kpbrid, TJIOCKH, 8 mm, ¢ J€JHTEHA YepTa OT JBETE CTPAHH,

Limipril 10,0 mg — Oneno po3oBu, KpbIid, OMKOHBEKCHHU, 7 mm, ¢ JE€IUTE/IHA YepTa OT ¢AHaTa
CTpaHa.

Linipril 20,0 mg -~ po30BH, KpbIiIk, OMKOHBEKCHU, 9 mm, ¢ A€IMTENHA YePTA OT €1HaTa CTPaHa.

4. KINHAUYHU JAHHHA

4.1, TepaneBTHYHA NOKA3AHHA

¢ ApPTEpHAIHA XUIICPTOHHUS.

e DB xoMIuieKkCHaTa Tepanys Ha ChpAcYHaTa HeAOCTaThUHOCT.

e KpaTkoTpaiiHO (6 CEIMHYHO) JIEYEHHE HA OCTLP MHOKApAeH HH}pAPKT. KaTO JONbJIHEHHE
KbM CTaHJapTHATa Tepalus [pH JICYEHHE HA OCTpUS MH(PAPKT HAa MHOKap/a B ObpBUTEe 24
gaca 0T HAYAIOTO MY, TIPU XEMOAUHAMUYHO CTAOUTHY MAllUECHTH,

e bbOpeuHH yCIOXKHEHUd npu 3axapeH auader. Jleuenne Ha OBLOpPEUHO 3&60HHB3H6 npu
XUTIEPTOHUIIM ¢ AKRa0ET THI 2 U HadajJlHa HedpomaTHs. emhmm

4.2. /lo3upoBKa ¥ HAMHH HA NPHJI0KEHHE } T

ITo nexapcko npeanucanue. Tabnerkure JIMHUTIpUI ca 3a TEPOPATHO HpHHGH‘t‘eHHe H MGT&T ;[a

ce MpHUeMaT HE3aBUCHMO OT NPUEMa HA XpaHa ¢ JOCTaThYHO KOJIHYECTBO I‘@qﬁec’r TﬂﬁnﬁTKHTe



Tpsa0OBa Ja ce IpHeMaT €AHOKPATHO OHEBHO, 3a NPEANOUNTAHE 110 €IHO U ChINO BPEME, BCEKH
JICH.

JTozara TpadBa Aa ce HHAMBHAYAIH3HPA B 3aBUCUMOCT OT NPoQuila Ha IIALMEHTA M OTIOBOPA Ha
apTepHATHOTO Hasgrane (XK. 4.4). |

[TpenopbuBa ce CIEAHKS A030B PEXKUM (OCBEH MPH HANHIUETO Ha APYTH CHOOPAKECHHUS),

o Apmepuaina Xunepmonus:
JIMHMITPUIT MOXKE Aa ¢€ W3II0JI3Ba KaTo MOHOTEpanus MM B KOMOWHAIMs ¢ JPYTH KIIAcOBE
AHTUXHUIICPTCH3UBHU NPOAYKTH.

Havansa 103a

[IpenopbunTeIHATA HaYajHa J03a MpH MAlHEHTH ¢ XUMEePTOHHA € 10 mg BEAHBXK IHEBHO.
BB3MOXKHO € pa3BUTHETO Ha BUCOKOCTEIIEHHA XUIOTOHMA Cjed MpUeMa Ha IbpBaTa [03a IIpH
MAIAEHTH ChC CHIHO aKTHBHPAHA PCHHH-aHTHOTCH3WH-aAOCTEPOHOBA CHCTEMa (PCHOBa3a/lHA
XUIIEPTOHHS, HEAOCTUT HA COJ ¥/MIK TEYHOCTH, ChpACUHA JSKOMIIEHCALHA, TEKKA XHIIEPTOHUS ),
Hagasnnara Ho3a npu Te3W TIalHeHTH TpAdsa ma Owbde 2,5-5 mg, €IHOKPaTHO CYTPHH H Ia C¢
yBEJIM4YaBa MMOCTENEHHO Ha BeeKH 3-4 ceaMuuH. JledeHueTo mpu TAX TpaOBa Aa 3amo4uBa Mo
nekapceku koHTpos. llo-HHMCKa HauagHa 033 ¢¢ MPEnopbpuBa MpH MANMCHTH ¢ YBPCACHA
ObOpeyHa pyHKIH (BXK. TabIULATa).

[lonappaxalila 103a

OfuuaifHaTa moaabpkawa no3a € 20 mg eHOKpaTHO JHEBHO. AKO 3a mepuoa 0T 2 1o 4
CeIMHIIM He Ce TOCTHTHE KenaHusa edekT, mosara Moke ma OpOe MoBHIIeHa 1o 40 mg,
e/IHOKPAaTHO JHEBHO. M3mon3panu ca U fo3u A0 80 mg, HO Oe3 Aa € yCTaHOBCHO IIOBMINABAHE HA
¢(heKTUBHOCTTA.,

[lalMeHTH, NEKYBAHU ¢ JUYPETHIIN.

B ciyuau Ha Mpeaxoxalio JEYeHHe ¢ UYPETHIM, To TpsgOBa 1a ObA¢ MPEyCcTaHOBEHO 2-3 JHY
npead HAYATHOTO MPHIOXKEeHHe Ha JIMHMIpHA, 3a Aa ¢ M30erHe CUMITOMAaTH4YHA XHIOTOHUA.
[Tpu HamHeHTH, IPH KOWTO AMYpeTHIHATA Tepanys He MOXe A2 Oble mpeKpaTeHa. HadaiHara
NTHeBHA 103a He OMBa [1a HAABUINABA 5 mg, KaTo € JKejaaTellHo MEAHLIMHCKO HaOII0AeHHE B X044
Ha TEpanvsaTa 0 OCTUTAHE Ha TpaliHO cTabMTH3NpaHe Ha apTEPHATHOTO HAJIATAHE.

Jo3upoBka npu 0p0OpeuHa HEAOCTATHYHOCT:
Jlo3upoBKaTa IOpM NAIMEHTH ¢ HapylueHa ObOpeyHa OQyHKIHA ce onpeaend CHOOPA3HO
KpeaTHHUHOBUS KITHPBHC.

Tabnuua |
KpeaTHHUHOB KJIHPbBHC Hauanna nosa
(m!/min) (mg/AHEBHO)
<80 >30 ml/min 5-10 mg
<30 210 ml/min 2,5-5 mg
<10 m{/min 2,5 mg* |
(BKJI. TAIYHEHTH Ha AHaln3a)

* TlozaTta w/win 6pos Ha MpHEMHKTe TpAOBa lla ¢€ KOPUFUpPa B 32BUCUMOCT OT 0TTOBOpA HA apTepHANHOTO HajlArane

Jlo3upoBKkaTa MOXe aa ObJie TUTPHUPaHa Hajl Ta3H, HO He OWBa Nla HAJBHUINABA MAKCHMYMa OT 40
mg JHEBHO. .

o B KOMRIEKCHAMAO Mmepanis Ha CoPOEYHA HEOOCMAMbYHOCH. S | 3
[Ilpurara ce €OHOBPEMEHHO C AHYPETHIM WM AHTHTATHCOBH JIEKapCTB’EiHH 'ﬂpﬁll}FKTH

HavanHata TepareBTH4YHA A03a € 2,5 mg €JHOKpaTHO CYTpHH C IIOCHQL‘;B&IHD fIOCTENEHHO ~
yBeJIMyaBaHe ¢ He mnoeye oT 10 mg, 3a HHTCpBAIM HE MO- KpaTky o1 "2 ce,u,MHHH o
(IpEenopBUMTENHO 4 CeAMHLIM) OO JOCTHIaHe HAa e(PEKT MM 10 M&KCHM&HQ@ ,{1;)3& BT ‘*TS mg

aHesHo. O0nuaiinaTa moaabspkKalia go3a € 5-20 mg A1HEeBHO. L

t.2



[lpy nanueHTUTE ¢ MOBUIIEH PUCK (C TEXKKA WM HECTaDMIN3MpaHa ChpAeUYHA HEAOCTATHYHOCT
HAW TE3M MOJYYaBalllM BHCOKH JO3W BA3QJIMNIATATOPHU WM OPUMKOBH AUYPECTULH, WU TIPH
CHCTOJIHO apTepHaiHO HaysiraHe <90 mmHg), TepanuaTa ¢ NU3MHONPHUI TpsAOBa Ja cTapTHpa B
OOITHUYHO 3aBeAeHHE MT0A CTPUKTHO MEANUMHCKO HAOTIOAeHHE

o (Ocmup uHehbaprkm Ha Muokapoa npu XeMOoOUHAMUYHO CMABUIHY NayueHmu.

3a JeveHWe Ha OCTpUE MUOKapaeH HHbpapkr Jlununpun TpsdOBa Ja ce IpHIara, Xato
JOMBIHEHHE KBM CTaHAapTHATA TEpamus ¢ TpoMOOIWTUIM, achupuH ¥ Oera-Omokepw,
BKJIFOUHTEIHO 3a€AHO ChC CUMIITOMATUYHO MIPUJIAraHd HUTPATH.

Hauanna go3a (B mepBUTE 3 AHM ¢ HHGbAPKTa)

[Tpu xemonuHamMudHO cTaOmIHU auueHTH (cuctonHo AH nax 100 mmHg), neyenuero Mmoxe na
3alloyHe B NBPBHUTE 24 daca 0T Hauanoto Ha uHbapkra. IlppBara mosa TpsAdBa ma e 5 mg
Huuunpun, nocaegsado oT 5 mg cnex 24 daca, 10 mg cnen 48 yaca, crea xoeto no 10 mg eauH
0bT JHEBHO.

[TauneHTHTE ¢ HUCKO CHCTOJIHO apTepHaTHO HayArane (mo-Hucko ot 120 mmHg) B HagamoTo Ha
JIEUEHUETO UM [Ipe3 IBbPBUTE 3 JHU CJIe]l HaYalo0TO Ha WHpapKTa, TpsOBa fa ObaaT TPETUPAHU ¢
mo-HUcKa 103a — 2,5 mg.

llogawpxauia 1o3a

[Tomappxarnara g03a ¢ 10 mg eMHOKPaTHO AHEBHO. [Ipy HaMM4YMe Ha XUIOTOHHUSA (CHCTOTHO AH
nox 100 mmHg), nogabpKalaTa AHeBHA qo3a TpAOBa ga ObJe MaKCUMANHO O Mg ¢ PeAYKLIHA
TP HY®Aa 10 2.5 mg. AKO XHIIOTOHHSATA nepeuctupa (cuctonno AH mog 90 mmHg 3a noseue
oT 1 4ac), BeIpeKH HaMassgBaHe Ha Jo3ara 10 2,5 mg Ha JeH, Ne4eHueTo ¢ JInuunpui 1psaodsa Ja
Ce [MPEYCTAaHOBH.

JleueuneTo Tpabdsa Ja mpoabkd 6 CeIMHUIM, cleli KOeTO CBCTOSHUETO Ha NalUeHTa TpsOBa 1a
ObJie mpeolieHero. [TallMeHTHTe ¢ MPOABH Ha ChpAeYHa HENOCTATHRYHOCT TpAOBA j1a IMPOLB.IKAT
TEYCHUETO.

o DLubpeunu yeroxcHenus npu 3axapen ouabem:

[Tpu XumepToHHIM ¢ jguader THN 2 W HavamHa Hedpomatud, nosata ¢ 10 mg €AHOKPATHO
IHEBHO, KOATO [TpU HeOoOXOIUMOCT MOXe Aa ce noBuwM 10 20 mg eqHOKpaTHO AHEBHO, 33 1a Ce
TOCTUTHE AMACTOTHO apTepHAIHO HalsTraHe B ceIHaO moioxkeHHe moa 90 mmHg.

B cnyyante Ha yBpelaeHa ObnOpeuna dhyHKups (KpeaTHHHHOB KIHpBHC <80 ml/min), HaYamHaTa
no3a Ha Jiwaumpun TpgdBa Aa ce KOpMIHpa B 3aBHCHMOCT OT KPEaTHHHHOBUA KIMPBHC Ha
[IalyeHTa.,

Hozuposxa npu nayuenmu ¢ 4epHoOPOOHA OUCPYHKYUA.
THH KaTo JTH3HHONPYS He ce MeTaboHM3upa B 4EpHHs Apo0, MpH T€3H MANeHTH HE C€ Hajlara
KOPEKLUA HA A03aTa.

Heya:
[Topaau ToBa, 4ue Ge30mMacHOCTTa ¥ e(eKTUBHOCTTa NpH NPHJIOKEHHe Ha JIMHUIpUI He ca
yCTAHOBEHH, HETOBOTO MPHJIOKEHNE IIPH Je1ld Ha BB3pACT MO 10 TOANHHN HE C¢ TPEnophysa.

[lozupoera npu nayuenmu 8 HanpeoNHala ev3pacm (Had 65 2o0unu).

Boiipexn e He ca HaOMOIaBaHu CHIICCTBEHH PANIHYMA MO OTHOINCHUE HAa ¢hEKTa ¥ MOSIBATA HA
HEXEIAHU peakiHy € HeoOX0AUMO NOBULIEHO BHUMAaHHUE PH ONIpee/1aHe Ha 103aTa 3a JICHEHHE
HA HNAUHEHTH B HampegHala BB3pACT, [Opajd YCTAHOBEHOTO I10-YECTO prg:xfﬂHﬁ'é:“ﬁa_
OpOpevHara QpyHKIMS, KOeTO Hajlara KOpUTHpaHe Ha j03aTa cnopelx tabauna 1. ot o5 o

. o
ST e e

Ho3uposka npu nayuenmu ¢ mpaHcriamupan 6vopex; AT N

HsmMa omuT MO OTHOIIEHWE NPHIOKECHHETO Ha JIMHAMPHI TIpH naIIHeHm Cbé G:mpomﬂa
6nOpeyHa TpaHCIUIaHTauMs. TTopad ToBa He ce MpenopbyBa JIEYEHUE HA Ta&{ma IT‘&HHEHIH (3
JInHATIpHUIL.
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4.3. lIpoTHBONOKA3AHNA

- CBPBXUYYBCTBHTEJHOCT KbM AaKTHBHOTO HW/UIH KBM HSKOE OT MOMOIIHWTE BELIECTBA HAa
MpoayKTa WIH KbM ApYTH ACE-HHXHOHTOPH,

- aHAMHEe3a 33 AHIMOHEBPOTHYEH e€jeM, MojydeH npu npeaxoxnama Tepanus ¢ ACE-
HHXUOHUTOPH.

- BPOAEH WJIH HJIHONATUYEH aHTHOEAEM.

- BTOPH H TPETH TPUMECTEP Ha OpeMeHHOCTTA (BUX 4.4 1 4.0).

4.4. CrienHAJIHM FIpeIyNIPeKIeHUA U MPeANa3ZHA MePKH [IPH yHoTpeda

CHMNOTOMAaTHYHA XUITOTOHHUS

CuMIITOMaTHYHA XHIIOTOHHUA ce HAOMoAaBa paako MIPH HEYCIOKHEHU TTAMEHTH ¢ XHNEPTOHHS,
[Ipn DAUMEHTH C XHIIEPTOHHA, JEKyBaHM ¢ JTU3HHONIPHI, XHUMOTOHHMSA HACTHIBA MpH OOeMeH
NeQUIUT - Tepamus ¢ MOIIHHM AUYPETHIH, AMETA ¢ OTPaHMYCHHE Ha COJITa, MALMCHTH Ha
XeMOIUANIH3a, IPU AHApHs ¥ NOBPBIIAHE WM [IPH PEHUH-32BUCHMA XUIIEPTOHUA.
CUMIITOMATHYHA XUIIOTOHUA € HaOIoJaBaHa MpY MAIMEHTH ¢ TeXXKKa 3acToHHA CBhPIACYHA
HeOCTATHLUHOCT ¢ Wi Oe3 IpuapysKapallia OpOpeuHa HeIOCTATBYHOCT. T4 € I0-BepPOATHO Aa ce
MposBY TIPH MAINEHTH ¢ BHCOKA CTEMEH Ha ChpACYHA HEAOCTATBUHOCT, MOpaaM poJATa Ha
BUCOKUTE [03W OpPUMKOBH JMYPETHLH, XMIOHATPUEMUATa WM (PYyHKUHOHAIHO OBOpEUHO
yBpekaane. [IpW MauHeHTH ¢ BHCOK PHCK OT CHMIITOMATHYHA XHIIOTOHHA. HAYAIOTO Ha
TepalMaTa ¥ NpPUCOCOOSBAHETO Ha Fozara TpAdBa ja ce HaOmoaaBa. 1oa ce npunara v npy
NalHEHTH ¢ WCXEMHS WJIH MO3BIHO-CHAOBA OO0JIECT, MpPU KOHTO CEKCHECHBHO CMaJdaHe Hd
KPBBHOTO HANATAHE MOXKE Ja NPHYHHH MUOKAPAEH HHPAPKT WIH MO3bYHO-CHAOB HHUHACHT.
AKO HACTBITH XHITOTOHHA TAllUeHThT TPAOBa Ja € IIOCTaBH B XOPH3OHTATHO MOJIOKEHUE H TTPH
HyXJa Aa Ce IOPHIOKM MHTpPaBeHO3HO (u3Homoruyex pasreop. llpexolHa XWIOTOHHYHA
peaxiys He € MPOTHBOMOKA3aHKe 3a TIPONBIIKABAHE Ha JICUCHUETO ¢ JIMHMTIpUA B aICKBaTHA
1033 CJE€Ad KATO KPBBHOTO HajlAraHe BEJHBLK C€ € MOBUINWIO [pH yBeau4aBaHe Ha oOeMma
TCYHOCTH.

[Ipy HAKOM MALUEHTH CbC CHPAEYHA HEAOCTATBYHOCT, KOMTO HUMAT HOPMATHO UMM HHUCKO
KPBBHO HaMAraHe, TO MOXKE Ja CNafHe JOMBIHHTEIHO MPH JCYCHHETO ¢ JIM3WHOIIPHIL. To3u
e(heKT € OUaKBAH M HE BHHArW € NPUYUHA 33 CIHpaHE Ha JeYeHHeTO. AKO XHIOTOHUATA CTAHE
CHMIITOMATHYHA € HeoOXOoOMMO HaMalIiBaHe Ha 03arta WIH NpeKparsBaHEe Ha IIpHeEMa Ha
NpPOAYKTA.

Xunomonusi npu ocnvp MUOKAPOEH UHGDADKM

He tps6Ba ma ce 3amoupa JICUEHHE CIM3MHONPHI MPH MALMEHTH ¢ OCTHP MHOKAPACH HHQapKT
AKO CbLUECTBYBA PHCK 34 BB3HMKBAHE Ha JONBIHHTENHM CEPUO3HH XEMOIHHAMHYHH
YCJIOKHEHHS CIIE] JIeUeHHeTo ¢ Ba3oAHIaTaTop. ToBa ca MallHeHTH ChC CHCTOTHO apTepHATHO
nansrage 100 mmHg unM nmo-Hucko unm B KapauoreHeH mok. Ilpe3 mbpBuUTe 3 IHH CIEA
nidapkTa Jo3aTa TpAGBA Ma c¢ HaMaTl aKo CHCTONHOTO HansraHe € 120 mmHg uin no-HuUCKO.
MoaappiKalaTa Ao3a TpAOBa na ObJe peayLpaHa 10 5 mg WiIH BPEMEHHO R0 2,5 mg aKo
cucToIHOTO Hangrame € 100 mmHg win no-HUCKO. AKO XHIIOTOHHATA MEPCUCTHPA (CHCTOITHO
apTepuajiHo Hajsarane <90 mmHg B npoabIXenye Ha MoBeye OT | Yac), IpUEMBbT Ha JIMHUIIPHIT
TpssOBa ja 6bIe MPEeyCTaHOBCH,

Cmeno3a na aopmHama u MumpaIHama K1and u Xunepmpo@uuna KapouoMuonamas = .

Kakto u npyrute ACE-HHEXHOWTOpH, NTU3HHONPHI TpsOAa Ja c€ mnpusiara, e Bhﬂmaﬂne nph

NalMeHTH ¢ MUTPaIHA KJIallHa CTeHO3a U OOCTPYKLHA HA H3XOAHHA KpLBOI}@K Ha J'Lﬂﬂa. K&Mﬁ:pa, 3
KaTO a0pTHA CTEHO3a WA XHIIEPTpohUUHA KapArOMHOTIaTHS.. o T 2
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Hapywena 6vbpeuna @ynuxiyus

B cnyuanTe Ha HapymeHa On0peuHa GyHKINS (KpeaTHHUHOB KaUpbHC <80 ml/min), HavyanHara
nosa Ha JIMHHIpHI TpsOBa Aa C€ KOPUTHpPa B 3aBHCHMOCT OT KpPeaTHHUHOBHs KIHPBHC Ha
nanenTa (Bux. Tabmmna 1 B T. 4.2.) ¥ B 3aBHCHMOCT OT OTTOBOpPAa Ha TIAIHEHTA CIPAMO
;TleyerreTo. HeoOXoauMo € pyTHHHO NMpoCiesBaHe Ha CTOMHOCTUTE Ha KAJIMK U KPEaTHHHH NpH
TE3U NALUCHTH.

[Ipy MalMEHTH CbC ChpAeYHA HEAOCTATBYHOCT, XUIOTOHHA CJAEN HAYANOTO Ha JEYCHUETO C
ACE-HEXUOHTOPY MOXE [a J0Bede J0 [10-HATaTBIIHO yBpeXxaaHe Ha ObpOpeunara Qyukuus. B
TaKuBa cIy4au € JOKIaABaHA o¢Tpa ObOpeyuHa HeloCTaThbYHOCT, OOUKHOBEHO 00paTHMa.

[ipy HAKOW NaAIMEeHTH ¢ ABYCTpaHHA CTEHO3a Ha OBOpeyHaTa apTepHs MM CHC CTCHO3a HA
eIUHCTBEH ObOpek, KouTo ca jekyBaHd ¢ ACE-uHXHOUTOp, ca HAOIIONABaHM [OBHULUCHH
cepyMHa ypes M KpeaTHHWH, OOMKHOBEHO 00paTHMO clie[l NIPEKpaTsBane Ha JieueHHeTo. Tosa e
0co0eHO0 BBE3MOKHO IPH NaiHeHTH ¢ OBpOpedHa HEZOCTATHUHOCT,

BBH3MOXHO € He3HAUUTEIHO H MNPEeXOJAHO IMOBUIIEHHE Ha a30THHTE Tejla B KPbBTA [pH
XHNEPTOHHIH ¢ npenmecTBama O0p0pedHo-cha0Ba OONIECT, KOETO C€ Cpema I0-4YeCTo.
ako JIMHUNPHUI ce MpHUIara c-BMeCTHO ¢ AUypeTHK. llpu Te3u mauMeHTH € BB3MOKHO 1a
ce HaJTOXM KOPEKNHS Ha J03aTad, KAaKTO U IPEeyCTaHOBABAHE HA AHYPCTHYHATA TEpanus.

Penosazanna xunepmornus/ cmenosa Ha bvbpeuna apmepus

ChIeCTBYBA PHCK OT Pa3BUTHE HA TE€XKA XUIOTOHUA U OLOpedYHa HeJOCTATBbYHOCT NIPH
MalMeHTH ¢ PpeHOBa3allHa XUIICPTOHUS H HaluyuHa OHyiaTepaina ¢T¢HO3a Ha OBOPEUHHTE
ApTEPUU HIM apTepHalHa CTEHO3a Ha eIUHCTBEH OBOpEK MpH JEYEHUE ¢ NIU3UHONPUIT .

Aneuoeoem:

AHrYoeneM Ha TUHETO, KpallHUIuUTe, YCTHUTE, €3UKa, IT10THCa U/UIIH JJapUHKCa ca Ha0oJaBaHu
MpH TannenTH, nekyBau ¢ ACE-HHXHOHTOpH, B TOBA YMCIO W C JU3HHONPHI. 10H MOXe 1a
Bb3HUKHE 110 BCAKO BPEME HA JICHEHUETO. B Te3u cliydyan JE€YEHHETO CE NpPeyCcTaHOBABA H CC
IpHIara TMoAXoAdmia TepanuA. B ciydad Ha OTrpaHH4Ye€H OTOK CaMO Ha JIMICTO W YCTHHTE €
NOCTATHYHO MPHJIOKEHUETO HA AHTUXHCTAMHUHOBHU CPEeACTBA 3a [TIOBIUABAHE HA CHMIITOMUTC.
AHTHOE/IEM, IIPOTPECHpAI A0 OTOK Ha JJapHHKCA € JKMBOTO-3acTparasaro yciaoxHeHue. llpu
OTOK ¢ aHTaKHUpaHe Ha €3dKa, [JI0THCA KX JIapuHKca € HeoOxoauma He3abaBHA Tepaus:
MOIKOXKHO NMpHiIarane Ha pa3tsop Ha aapeHanud (0,3 xo 0,5 ml - 1:1000) n/mwmt upeanpueMane
Ha HeoOX0oZUMUTE MEDKH 3a OCBOOOXKAaBaHe Ha JUXaTelHuTe NbhTHINA. (HINEeCTBYBA MOBHUIICH
PHCK 34 Pa3sBHTHE HA AHTHOHEBPOTHYEH OTOK B X0/1a HA JICYCHUETO ¢ JIHHUITPpUIT IPH NAlHCHTH C
aHaMHe3a 3a npeaxoXaalll aHrTHoeaeM OT ApYT IIPOU3XO/.

Pacosa npunadiiexcuocm:.
YepHOKOKHTE MAIIMEHTH Ca ¢ TIOBHIIEH PUCK OT pa3sBHTHE Ha aHTHOCIEM MpH JedeHne ¢ ACE-

UHXUOUTOPH B CpaBHEHHE ¢ Te3H OT DslaTa paca.

Xemoouaruza:

Mma cboOluenunsd 3a ciy4yad Ha aHaQUAaKTOMIHY PEaKlMU NPY NALACHTH Ha AUannu3a, J1EeKyBaHH
eqHoBpeMenHo ¢ ACE-waxubutop. [To BpeMe Ha neueHHeTo ¢ JIMHUNPHI HE c€ NMPEIOPHIBA
XeMOINAIN3a U XeMo(UITpaliyg [pe3 BHCOKO NMponyCcKiIuBy MeMmOpanu. [Ipy TakuBa NaUHCHTH
TpaObBa g4 ce 0OCHIM BB3MOXKHOCTTA 33 M3MOJI3BAHE HA JPYT THII AMATH3HA er’@“p&na« MY
AHTUXUIIEPTEH3HBEH MCAUKAMEHT OT APYT KJac. L T

LDL-agepesa: G ET I Ty
[Ipu LDL (low density lipoprotein — JUIOMNPOTEHHH C HHUCKA MABTHOCT) acbepe:}.a t' ,HEI{CT]JIHH
cyindar, cpueraHa ¢ rnpuioxkenuero Ha ACE-uHxubn1op, Mork\ ;[a Bmﬂmﬂa‘r ¥
KUBOTO34CTpalllaBaly aHaGUIAKTUYHH pPEaKUMM (Hamp. pa3Ko CHﬁZ[aHé\ Ha“apwﬂﬂaﬂﬁo*rof
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HaJATaHe, 3aJyX, NOBPBILAHE, KOXKHN AJIEPrUUYHY peakiuH). AKO € HAJIOXKUTEIHO MPOBEKIAaHEe
Ha LDL adepesa, Jluaunpun Ttpabea BpeMeHHO Aa ObI¢ 3aMCHEH ¢ AHTHXUICPTCH3MBEH
JIEKAPCTBEH MPOAYKT OT ApYr Kiac.

Jlecenzudbunruzaiusn.

[lpu manuenTu nojny4dasamy ACE-uHXHOHTOpH 1O BpPEME Ha JCCCH3WOMITM3MpAIIa TEpanus
MOTaT Ja ce MOSBAT MOCTOSHHH aHapUIAKTOHIAHH peakiuu. Te3n peakuud Morar jna Obiart
n3bernary, kato tepanugaTa ¢ ACE-MHXHOUTOPH BPEMEHHO C€ IIPEKPaTH.

Yepnoopobua HedoCmambyuHOCm.

Muoro psaaxo npmtoxeanero Ha ACE-unxubutopw ce acolnupa CcbC CHHAPOM, HHATO
MbPBOHAYAIHA H35BA € XOJEeCTATHYHA JKBJITEHHLA U IIporpecupa 10 QyIMUHAHTHA HEKpO3a U
(mousikora) daTtaneH H3XolA. MexXaHH3MBT Ha TO3M CHHAPOM € HESCEH. [ [artnedTHTE, KOHUTO
npueMarT JIMHMOPUA H OpU KOUTO ce HabJoJaBa XBJATEHHIA WK H3pA3CHO [MOKAYBAHE HA
4yepHOAPOOHHTE CH3UMHU, TPAOBA J1a IPeKpaTIT nprueMa Ha JIMHUIpU M 1a OBaaT IIPOCTICICHH.

Hevmponenusi u azpaHyroyumosa.:

Hsakou ACE-nHXHOHTOPH MOTraT Ja NPUYUHAT arpaHyJIOLHTO3a U MTOTUCKAHE Ha KOCTHUS MO3BK,
KOETO € DPAAKOCT IPH HEYC/IOKHEHHM MALMCHTH, HO € IMO0-4YeCTO NMpH TANHUEHTH ¢ HapyIICHA
O6b0peudHa (QYHKIHS, NPH TaKHBa CTpajalld OT CHCTEMHH KOJAreHo3yd Wiad MpH ChBMECTHA
Tepalud ¢ IMYHOCYIIPECHBHH cpelncTBa. Ilopaiu ToBa € HEOOXOAWM IEPHOLNTEH KOHTPOJ Ha
Opos Ha IEBKOUMTHTE NpU TakuBa NauueHTH. HeyTponmeHusTa U arpaHyjJonurosara ca
oBpaTHMU cleq rpeycTanoBsBaHe mpremMa Ha ACE-unxudburopa.

Kawnuya.

MMa cHOOINEHUS 3a KaOUIMIA, CBBP3aHa ¢ jeucHueTo ¢ ACLE-WHXHUOHTOpH. XapakTepHO 34
KaILJIULATA €, Y€ T4 € HENPOAYKTHBHA, MPOAB/DKUTENHA U H34e3Ba CICA MPEeyCTaHOBABAHE HA
negeruero. Tepamuara ¢ ACE-uxuburtops TpsOBa BHHarm ja ce WMa TPCABHI B
audepeHnMaIHaTa AMardo3a Ha Kaluidnara.

Xupypeus u anecme3’nus.

Br3MoxHA € rosBara Ha XHIOTOHHKS MPH MAlHEHTH, MOANIEKAIIN Ha XHPYPTHYHA HHTECPBCHINY
W nexkyeaHu ¢ JluHumpun. ToBa ce abky Ha OJOKUpaHE Ha BTOPMYHOTO 0Opa3zyBaHe Ha
aHTMOTEH3UH [ B 0TrOBOP Ha KOMIIEHCATOPHOTO OCBODOKAaBaHe Ha PEHHH I10 BPEME Ha IoJIEMH
XUPYPIrUYHU OMepallld H/HIH [POBEKIAHETO Ha aHECTE3UsA ¢ MEANKAMCHTIH KOHMTO MOrat J4
NMpeAU3BHKAT XUMOTOHMS, [IpH HacTBITHIA XHIIOTOHHS TIO TO3M MEXaHH3IBM TH MOXC ja cC
KOpUTHpa ¢ YBEIM4YaBaHe Ha 00eMa.

Xunepraiuemus.

[lpu 4acT OT NANMEHTUTE ¢ XUMEPTOHH, JeKyBaHH ¢ ACE-MHXMOUTOpPU MOXE Aa BB3HHUKHC
XUTIepKATHEMHUS. B TIOBEYETO Cilydal TOBa €a €IHOKPATHO H3MEPEHH CTOHHOCTH, KOUTO
CIIOHTAHHO C& HOPMATU3HPAT, BBIPEKU NMPOABIKABAHETO HA TepAUATa. PHCKOBUTE (aAKTOpH 33
pa3BHTHC Ha XUNEPKATHEMHsA BKIKOYBAT OBOpevHa HEAOCTATHUHOCT, 3aXapeH nunader,
e JHOBPEMEHHA YIOTpe6a HA KalHH-ChXpaHsBaliy AMYPETHIM, KATHEBH NIPOAYKTH W/UIH KaHi-
CHIBPKALIA 3aMECTHTEH Ha TOTBapcKa COoJl, KOUTO TpAOBa Aa ce yrnorpedsBaT Npeunasivso B
koMOuHAaIUA ¢ JIMHUIpUII.

[Topsuuen xunepaioocmepoHU3bM.
[TanueHTHTE ¢ DBPBUYEH XHUIIEPATIOCTEPOHH3BM HE C€ IIOBIMABAT OT JICYEHHE ¢
AHTHXWUTICPTEH3UBHY TIPOXYKTH MHXMOMpAIM pPEHHH-aHIMOTEH3WH-AIOCTEPOROBATA CHeTEMA.,
KaKbBTO € U JIMHUIIPHIL. L e



Huabemuyu:

[Tpu maniMeHTH, KOUTO TIPOBEXKAAT JICUCHUE ¢ IEPOPATHU AHTUANAOETHH CPEACTBA UJIH HHCYJIHH,
TpsOBa J1a ¢€ OCBLIECTBIBA PEeJOBEH IMUKEMHUEH KOHTPOJ M0 BpeMe Ha MbPBHA Mecel OT
nedenneto ¢ ACE-HHXuOHUTOP.

Jumu .
EnHOBPEMEHHOTO NPHIOKEHUE HA IUTHH M JIM3HHONPUII HE Ce IIpenopbuBa (BXK. T. 4.5.)

bpemennocm :

Tepamua ¢ ACE-uaxubutopu He TpsabBa ma c¢¢ 3anouBa 1o BpeMe Ha OpeMeHHocT. llpwm
OalMeHTKHTE, IpU KOUTO ITpoab/KaBaHe Ha 3aro4HaToTo jJedyeHue ¢ ACE-uHxubutop ce cMmiaTa
3a  HANOXKHUTEJIHO € HeoOXoAMMO, IpH TUIAHWpaHe Ha OpeMeHHOCT HAa ¢€ CMEHH
AHTHXHUIIEPTEH3UBHATA TEpanud ¢ alTepHATHBHA, ¢ YCTAHOBEH Mpodus Ha Oe30MacHOCT IO
BpeMe Ha OpeMEHHOCT. AKO Ce YCTaHOBU OpeMeHHocCT, jeuenneTo ¢ ACE-unxuburopn TtpabBa
Na ce MpeyCTaHOBH He3a0aBHO, M aKO € MOAXOAAIL0 Aa ¢ 3al0UYHE AJTEPHATHBHO JICUCHHE (BHXK

T. 4.3 n 4.6).

4.5. BzanMojeiicTBHe ¢ APYrH JIEKAPCTBeHH MPOAYKTH M APYIH GOPMH HA B3aHMOJEHCTBHE

Huypemuyu
[IpunokeHUeTO Ha AUMYPETHLH 3aCiIBa AaHTUXUNEPTEH3UBHUS e(QeKT Ha Jlununpun. Bbr3MoxeH

e PA3BK cIal Ha apTEepHATHOTO HAJIATAHE B HAYAJIOTO HA JIEUEHHETO ¢ JIMHUTIPHIT TTPH MAUEHTH,
TEKYBaHU ¢ JUYPETUIN.

XHUnoTeH3WBENTE edexTh Ha JIMHANpH Morar na OnJaaT NpeIoTBPaTeHU, aKo C¢ MPEyCTaHOBH
JIEYEHUETO ¢ JUYPETUK OpeJyd HA4anoToO Ha JCYCHUETO. AKO € He0OX0AUMO 1a TO 1a NPOABIIKHU
ce 3ar0uBa Tepalns ¢ HaMadeHa Mo03a JIMHATIPII TI0A JIEKApCKO HabIIOAEHHE.

Kanuti-coxpanseauu Ouypemuyy unu kanuesu 00basxku

BB3MOXKHO € BB3HUKBAHE Ha XHUIEPKATHEMHS B XoIa Ha JiedyeHHe ¢ JIMHHIpHI. PHCKOBH
hakTOpH 3a Pa3BUTHETO HA XUIEpKaaMeMus ca Ob0OpeuHa HEeROCTATBYHOCT. 3axapeH OuadeT u
cIHOBpeMeHHaTa ynoTpebfa Ha Kanui-3aAbpKalil AWYPETHHH  (HANP. CIMTHPOHOIAKTOH,
TpUAMTEPEH, aMIJIOPH ), KaJHeBH [J00aBK{ HIH Kajludi-CbhAbpKallh 3aMECTHTENM Ha
roTBapcKara cojl.

JTumu.

Iuypernuure u ACE-waxuburoputre HamaassaT ObpOpeyHaTa €KCKpEUHS Ha JIHTHH H
yBEJIMYABAT PHCKA OT JUTHEBa MHTOKCUKalus. EdexkruTe Ha TuTHEBA TOKCHYHOCT ca oOpaTHMH
cye/l TIPEYCTAHOBABAHE Ha JICUEHUETO C JIM3HHONpWIL llpW €IHOBPEMEHHO MPUIIOXKEHHE HA
TUTHEBH NPOAYKTH W JIHHHNpPHI € HeoOX0auMo YeCcTO MPOCIe/IsiBaHe Ha CEPYMHOTO HHUBO Ha
TTHTHA.

Hecemepoudnu npomusoev3naiumentu cpeocmea (HIIBC), exn. ayemun canuyuiosd KUCeauHd
>3 g/0en.

Xpouuunoro npuioxenne Ha HIIBC moxe na Hamalny aHTHXUTEPTEH3HBHATA CHCKTHBHOCT Ha
ACE-unxuodutopa. HIIBC u ACE uuHXMOHTOpHUTE MMAT aAUTHBEH €(EKT IO OTHOINEHWE Ha
HUBATA Ha CEPYMHHS KaMMi ¥ MOTAaT A JioBeJaT X0 BiollaBaHe Ha ObOpeunata QyHKuns. [e3m
eexTu o0OUKHOBEHO c¢a oOpaTumu. Pgaxo, ocodeHO NpH NAIMEHTH ¢ KOMIPOMCTHpaHa
OpOpeyHa (QYHKIWA, HAp. HNallMEHTH B HAllpeAHala BbB3pacT HIH C ﬂe‘mnpa'ram \MO}Ke
HAacTBhIIH OCTpa OBOpeYBa HEAOCTATHYHOCT.
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Tpuyurkauyny aHmMuUOenpecanmu/aHecmemuy/MyCKYIHY peaarcarmy MOraT Oa Ipeau3BUKaT
MO-TOJISIMO ITOHMXKEHHE Ha apTEepPHATHOTO HANSTaHe MpH ¢AHOBpeMeHHO mprioxenue ¢ ACE-
HHXAOHUTOPH.

CumnamuxkomuMemuyume MOraT Ja HaMalIT aHTHXUIEPTEH3WBHHUAT edext Ha ACk-
MHXHOHUTOPHUTE.

IHepoparnu npomugsoouabemuu meOuxkamenmy U UHCYAUH: CTIHACMHONOTHYHH MPOY4YBaHHs
yCTAHOBSBAT , Ue eHOBpeMeHHarta yrmorpeba Ha ACE-HHXHONTOPH W aHTHARADETHY MPOAYKTH

( HHCYJIMH, IIEPOPAIHH XHITOITHKMMU3HPAlIM CPEACTBa) MOXKE Aa NPelXu3BHKA NOHHXABAHE Ha
KPbBHATA 3aXap W PHCK OT XHMOTJUKEMHs. To3H edeKT € Mo-BEepOATHO Ha C€ pa3BHe Ipes3
ITEPBUTE CEIMHUUM Ha KOMOGUHUPAHOTO JIeUeHHE U IIPH TALMEHTH ¢ OBOPEYHO YBPEIKIaHe.

Ankoxoxviavm 3aCHIIBA € AHTUXUTIEPTCH3UBHUAT eekT Ha ACE-HHXHOUTOpHTE.

JIuHuOpHI MOXe Ja C¢e M3N0JA3Ba EAHOBPEMEHHO ¢ aleTdn CalulUIoBa KHCEIHHA,
TpoMOOIUTHIIU, OeTa-010KepU U/UIU HUTPATH.

4.6. bBpeMeHHOCT B KbpMeEHE

bpeMEHHOCT

Ynorpebara na ACE-unxubutopu He Ce IMpenopbyBa MNOpe3 ObPBHA TPUMECTBHD HA
6peMeHHOCTTa (BXK. 4.4). Yorpebata Ha ACE-HHXHOMTOPH MO BpEME HA BTOPUA U TPETHA
TPUMECTEP Ha GPEMEHHOCTTA € IPOTHBONOKA3HA (BK. 4.3 u 4.4).

EruaeMHOTOrHYHHTE TaHHU OTHOCHO TEPATOTEHHHs PUCK BCieAcTBHE mprtoxedHue Ha ACE-
UHXUOUTOPH IO BPEMe Ha IbpPBUS TPHMECTbD Ha OPEMEHHOCTTA HE ca yOeAUTe/IHH, HO BCE NaK
He MOXE JIa Ce H3K/IKOYM U3BECTHO ITOBHIIEHHE HA TO3U pHCK. lIpH MarHEHTKUTE, TIPH KOUTO
NIpoxbKaBaHe Ha 3amo4yHatoro jedeHue ¢ ACE-mxuburtop ce cMATa 3a HAJOXKATETHO €
HeoOX0AUMO, TIPH ILTAHWpAHE Ha OPEMEHHOCT Ja ¢€ CMCHU AHTHUXWUIICPTEH3UBHATA TCpAnus C
anTepHaTHBHA, ¢ YCTaHOBeH Hpo¢ua Ha Ge30macHOCT IO BpPeME HA OpeMEHHOCT. AKO €€
yCTaHOBH GpemeHHOCT, TedeHnero ¢ ACE-uHXUOATOD TpA6Ba a ce MpeyCcTaHOBH He3abaBHO K
aKo € IMOAXOISAIIO A Ce 3all0YHE AITEPHATHBHO JICUCHHE

[Tpunoxenunero Ha ACE-uHXuOHTOPH 1O BpeMe Ha BTOPUS MU TPETHA TPHUMECTBD Ha
GpeMEHHOCTTa € CBBbp3aH0 ¢  (eroTokcHuHOCT  (moHWxeHa ObOpeuHa  (YHKUHS,
OMWTOXMAPAMHHOH., XHUITOINIA3MAd Ha depena) W HEOHaTajlHa  TOKCHYHOCT (OBOpevHa
HEJZOCTATHYHOCT, XUTIOTOHUA, XUICPKATHEMUS ).

AKo ce ycTaHoBM ekcmo3uinsa Ha ACE-MHXMOHTOpW OT HA4aJi0TO HAa BTOPHSI TPHMECTHP Ha
GPEMEHHOCTTA, € MPENOPHYHTEIHO YITPA3ByKOBO M3C/IeIBAHE 3a [IpOCieasBaHe Ha ObOpevHara
GYHKIHS 1 deperna.

Horopozenu, uumuto Mabikin ca npuemanu ACE-uuxubutopn, TpsOBa CTPUKTHO Ja Obaar
TPOCTICIABAHM 3a TTOABA Ha XAIIOTOHUSA (BXK. 4.3 1 4.4),

KbpMEHE

Teil kaTo HAMa WH@OpPMAIMS OTHOCHO YHIOTpeOara Ha AHM3MHONPHI B NEPHOJA Ha KbPMCHE,
JluHuOpUI HE ce MpenopbhbyBa 3a ynoTpeda B TO3H IEPUOM, KaTO € NPEAIlOoHNTa HU3II0N3BAHeTO
Ha anTepHATHBHA Tepanus ¢ 1o-1o0pe ycTanoBeH npodusl Ha 6e30mMacHOCT. OCOOEHO INpH
KbpMEHE Ha HOBOPOICHO UK NPEXAECBPEMEHHO POICHO ACTE.
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4.8. HexkeJ1aHM JIEKAPCTBEHH peakiiu
ClIeIHUTE HEKENAaHU Peakliiy ca HabIJAaBaHd H OIIHCAHU B X074 Ha Je4YeHUe ¢ JTU3UHOMNPUI U
npyrn ACE-MHXUOGHTOPH ChC CBHOTBETHATA HWecTOTa: MHOro 4ecTH (=1/10), wectn (=1/100 no

<1/10), ueuectu (>1/1 000 go <1/100), peaku (>1/10 000 mo <1/1 000), mHoro peaku (<1/10
000), BKIIOYHTEITHO ¢AHHUYHY CHOOIIEHUA. )

Hapywienus Ha kpvéma u iumpHama cucmema.

Penxu: HamaneHHE HA XEMATOKPUTaA U XEMOITIOOHHA.

MHoOro penkKH. HNOTHCKaHe Ha KOCTHHS MO3bK, aHeMHs, TpOMOOLMTONEHHS, JICBKONECHMUA,
HEYTPOIIEHHs, arpaHyJIOLMTO3ad, XEeMOJUTHYHA aHeMus, JUMQPaieHonarus, AaBTOHMYHHH
HapyLICHUS.

Hapyuenua na memaborusma u xpaneremo.
MHOTO peaKU: XUTIOTTTUKEMHUS.

Hapyuwienusa Ha HepeHama cucmema.

YecTH: 3aMasiHOCT, TTaBOOOITHE,

HeueCTH: NOPOMEHH B HACTPOEHUETO, [IAPECTE3UH, CBETOBBLPTEK, HapylIeHUs BBB BKYCa,
pPa3zCTPOHCTBO Ha CHHA,

Peaxu: oOBpPKaHOCT.

C HEeM3BECTHA YECTOTA: AEMPECUBHH CHMIITOMH, CHHKOII.

Cvpoeqno-cb008l HAPYUICTIUA.

YecTH: opTOCTATHYHH €(PEKTH (BKI. XHUIIOTOHUA).

HeuecTn: MuokapiaeH MHQAPKT WIH MO3BYHO-CHI0OB MHIHIEHT. BEPOSATHO BTOPHYHO, MOPalH
W3pa3eHa XUIOTOHMS NPH BHCOKO PHCKOBH MALIUEHTH, NMAJIUTALHH, Taxdkapaus. PeHOMEH Ha
PeitHo.

Pecnupamopnit, 2pbOHU U MEOUQACMUHAATIY HAPYUIEHUA.

UecTy: kanmmiia.

HeuecTH: pHHHUT.

MHoro peakn: 6poHXOCIa3hM, CHHY3HT. AJIEprUyeH aIBE0IUT/e03MHO(PHTHA MHEBMOHHS.

CmoMAUIHO-4YPEeBHY HAPYULEHUSA.

YecTH: guapwsi, MOBPHIIAHE.

HeuwecTi: rageHe, KopemHa 00JIKa ¥ HapyLIEHO XpaHOCMUTIAHE.

Peaku: cyxora B yCTara.

MHOrO peKky: NaHKpeaTHT, YPEeBeH aHTHOENEM, XENaToLenyaaped WK X01eCTaTUYEH XCeNaTHT,
KBJITEHWIIA U 4ePHOAPOOHA HEAOCTATBYHOCT,

Hapyuenus na Koxcama u ROOKOICHAMA MbKAH!

Heuectn: oOpuB, cbpbeX, CBPBXUYBCTBUTEIHOCT/AaHTHOHEBPOTUYEH €IeM: aHTHOHEBPOTHYEH
OTOK Ha JTHIETO, KPalHUIIUTE, YCTHUTE, ¢3UKa, INTOTHCA U/HJTH JTAPHHKCA.

Penxu: ypTHKapus, ajgonenus, ncopuasuc.

MHOro peikH: OOMITHO H3IOTSABAHE, NMEMOUIYC, TOKCHYHA eMHIepMajiHa HCKPOJIH3a, CHHIPOM
Ha Stevens-Johnson, epuTemMa MynTHHOPME, KOXKHA IICEBIOITMMGOMA.,

Nma nmoxknagBaHM CIIyYaH 3a CHUMIITOMOKOMILIEKC, BKJIIOYBAIL TPECKA. BaCcKYJIHT, MUAITHA,
ApTPAITHS WM apTPUT, HO3HUTUBHU AHTHHYKICAPHH aHTHTE/A, YCKOPCHA CYE H@BKUH.HIO3&
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cosnHoOQUIHA, dhoToceHCHOUMM3aLMA, OOPYB U PYTrH ACPMATOJOTMYHA rrpo;mm S

Hapyuienus na 6vbpeyume u nuxounume nomuiya: -f‘f,: o~ RO
YecTH: HapyineHa OBOpeuHa (PyHKIHUS. [ 258y L
Penxu: ypemus, ocrpa 6b0peuna HegoCcTaTbyHOCT. e o |
MHOTO peIKH: ONUTY pHs/aHYPHS. L



Hapywenus na 6b3npou3eooumerHama cucmema U 2vpoama.

HeuecTn: UMIIOTEHTHOCT.

Penku: rHHEKOMACTHA.

MHoT0 peaku: OpOHXOCHAIBM, CHHY3HT. AJIEPTHYSH AIBEOJIAT/CO3HHOYPH.THA TTHEBMOHHS,

Obwu HapyuweHus U eexmu Ha MACMOMO Hd NPUTOHCEHUE .
HedecTu: ymopa, acTeHHA.

Hzcneosanusi:

HeuecTu: nmoBullleHUe Ha KPBBHATA ypes H CEPYMHUS KPeaTHHHH, IOKaYBaHe Ha YepHOIPOOHUTE
EH3HUMH, XHUIICPKATHEMHUS.

Penku: moBHIIEHUE HA CEPYMHUA OUITHPYOHH, XHIIOHATPHEMHUS.

4.9. IIpego3supaHe

CUMIITOMHTEC Ha [PEI03UpaHe MOTar jda OBJaT TEXKd XUIOTOHHA, MIOK, Opamukapaud,
€JIEKTPOJUTHH HapylLIeHUsa U Ob0peyHa HEAOCTATBUHOCT

[Tpu KIMHUYHN JAHHHU 3a [IPEAO3HpaHe Ce IIPOBEXIa CHMITOMATHYHO H NMOAABPKALILO JICUCHHE.
Tepanuara ¢ JluHunpun tpAdBa Ja ce NPEKpaTH U MALUEHTHT Ja €€ NOCTaBU NOA CTPOro
JeKapeko HaOmoacHue. JleueOHUTE MEpOTIpUSTHsT 3aBHCAT OT €CTECTBOTO M TEXKECTTa Ha
KJIMHUYHUTE CHMIITOMU U BKJIIOUBAT MEPKH 33 HaMajlsBaHE Ha adCOpOLUATA U 338 YCKOpPsSBAHE HA
eTUMHHHUPAHETO U CHMITTOMATHYHH CPEACTBA. AKO C€ YCTAHOBH TeXKa XHITOTOHUA, TAUHEHTHT
TpsOBa Ja ce IOCTaBU B JIETHANO IOJIOXKEHHE W 1A MY C€ Bilce Obp30 HYXHOTO KOJIHYECTBO
QU3HOJOTHYCH pa3TBOP. JIMZUHONIPUI MOXE Aa C€ CIUMUHHPA 4YPE3 XEMOHAIN3a, HO HE Upe3
BUCOKOIIPONYCKAMBY MOJIHAKPUIHHUTPUIHM MeMOpaHu. HeobxoauMm e nepuoaudeH KOHTPOS Ha
CEPYMHHUTE €JIEKTPOJIMTH H KPEATHHUH.

5. PAPMAKOJIOTHYHY CBOUCTBA

5.1. @apmaxkoAMHAMUYHH CBOHCTBA

ATC kon C 09 AA 03

JIN3HHOIIpWII € MeNTUAW] adnenTugazeH uWHxuOutop. ToMl wMHXMOHMpa AaHIMOTEH3HH
kouBeptupalus eHsuM (ACE), koHTO KaTalu3upa TPEBPBINAHETO Ha AHTHOTCH3WH | BHB
Ba30KOHCTPUKTOPEH nenTua aHruotcH3ud [I. AdruvorensuH ll ctumynupa cekpeluusara Ha
algocTepoH oT HanOwnOpeunara kopa. HMHxuOupanero Ha ACE Boam 10 Hama/lIsiBaHE Ha
KOHIIEHTpaluaTa Ha aHruoteH3vH [l, Koero uMa 3a pe3ynTaT HaMal¢HA Ba3oINpecopHa
aKTHBHOCT H HaMaJicHa aJl;IOCTEpOHOBA CEKpeLis. HaMaenara ceKkpelinst Ha amaoCTepPOH MOKE
Ja JOBEAEC IO ITOKAYBAHE HA CEPYMHHS KaTnH.

Cuuta ce, Ye OCHOBHHAT MEXAHM3BM, 110 KOWTO JIM3WHOIIPUI MTOHMKABa apTePHATTHOTO HANATAHE
e MOTHCKAHE Ha aKTHMBHOCTTA HA CHUCTEMaTa PEHHUH-aHTHOTEH3UH-ANJOCTEPOH, BBIPEKH TOBA,
TH3AHOTIPHJT MMa AHTUXHUIEPTCH3WBCH CQEKT IOPH TIPpH MAlWCHTH ¢ HHCKO PEHHUHOBA
xuneptodusd. ACE e uaentvueH Ha KHHUHa3za II, eH3UM KOHTO pasrpaxia OpalHKHHHHA.
[IpexcTon Ja ce W3ACHH, JaTH [OBUIDCHWTE HHBAa Ha OpaIWKHHUH. [OTCHLHAIEH
BA30MJIATATOPEH NENTHI, UMAT POJIA IIPH TepaneBTHYHUTE €DEKTH Ha NM3UHONIPHIL

EdexThT HA TH3UHOIIPHII BBPXY CMBPTHOCTTA M OONIECTHOCTTA NPH ChPACYHA HEJTOCTATHYHOCT €
U3CJIeABaH, KaTo ¢a CpaBHsBaHM BHCOKa J03a (32,5 mg uiay 35 mg e1HOKPATHO AHEBHO) ¢ HUCKA
nosa (2,5 mg WM 5 mg €IHOKpPaTHO OHEBHO). B mpoyusane ¢ 3104 mammeHTa CbC CpEeOCH
[EPUOA Ha NPOC/esBaHe 0T 40 Mecena 3a NPeKUBENTUTE NALUEHTH, BACOKATA 1034 JTU3UHONPHIL
BOJM 0 HaMmajsaBaHe Ha pucka ¢ 12% B xoMOMHMpaHaTa KpaWHa TOYKa Ha” CM'hpTHEiOT [1o
BCAKAKBA IPHUYMHA H XOCNHUTAIH3ALMH 10 BCsAxakpa npuudHa (p=0,002) u H@Ma&éﬂﬂe Ha pHcKa C
8% 1pu CMBPTHOCTTA OT BCIKAKBHU [IPUYHHH H CBPACYHO-CBAOBUTE XOCIIH @ﬂaﬁunﬁ (p= =(; 036)
KOraTo ce cpaBHfABA ¢ HHUCKkara po3a. HabmozaBanu ca HaMaleHMe Ha P

fzm 33 tMFpTHGCT H0=

Besikakpa nmpuvuHa (8%; p=0,002) npu nanueHTHTE JEKYBAaHH ¢ BHCOK a ﬁo?,a .rmsuﬂor{pﬁn BE
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CpaBHEHHUE ¢ HUCKATA 103a. CUMITOMATHYHHUTE IOJI34 €A NNOJOOHHU IIpU IAUMEHTUTE JIEKYBAHHU ¢
BUCOKH M HUCKH JIO3H JTHU3UHOITPHUIL.

Pesyaratute OT NOpOyUBAHHMATA MOKA3BaT, Y€ MOPOQUINTE HAa HEXKECIAHUTE DPEaKUud [pH
NAHEHTHUTE JIEKYBAHM ¢ BHCOKM ¥ HHCKH HO3M JIM3HHOIIPHJI ca MOJOOHH, KaKTO 10 €CTECTBO,
Taka U 1o 4yectora. [IpeaBuauMuTe peakiiuu, KOUTO Npousin3aTr o1 notuckadeto Ha ACE, Kato
XHIIOTOHUS WU HapylicHa ObOpevyHa (QYHKIUS €€ TMOJJABAT HA JICYCHWE U PS/IKO BOJAAT 0
NpeyCTAHOBABAHE Ha Tepanuarta. Kallidia ce cpeilla HO-psaakKo IIpU MalMEeHTH JEeKYBAaHU ¢
BUCOKH, OTKOIKOTO ITPH T€3W ¢ HUCKU JI03H JIU3HHOIPHIL.

B npoyuBaneto GISSI-3, koeTo u3non3ea 2x2 pakTopHaleH AU3aHH 3a CpaBHABAaHE HAa €PEeKTHTE
Ha JIM3UHOIPUWI M TJHLIEPHI TPUHUTPAT, NPUJAraHl CaMOCTOATSIHO WM B KOMOWHanus 3a 6
CeIMHIH, CIOPSMO KOHTpoaa OpH 19 394 manmHeHTH, KOUTO €A MOAYUUIIM JIEYEHUETO B PAMKUTE
Ha 24 gaca ¢jel Ha4aJloTO Ha OCTHP MHOKapAeH HHDapKT, JHIUHONPHII BOAH 10 CTATHCTHYECKH
3HAYHMO HamalsgBaHe Ha pHcKa 3a cMbpT ¢ 11%, cripsamo konTponute (2p=0,03). Hamansasaneto
Ha PUCKA ¢ TTHLCPHII TPUHUTPAT HE € 3HAYUMO, HO KOMOMHAIIUATA Ha AU3HHOIIPWI U MIHIIEPHIT
TPUHUTPAT BOAH A0 3HAYHUMO HaMaIsBaHE Ha PUCKA 3a CMBPT CbC 17%, CrpsiMO KOHTPOJIUTE
(2p=0,02). B noarpynure Ha MAaUMECHTUTE B HANMpeAHasa BB3pacT (=70 TOIWHH) U KEHUTE,
ONpEaeNICHN KaTo IMallUEHTH C BHCOK DHCK 34 CMBPT, ¢¢ HaOmroxaBa 3HayuMa M[ossa 3a
KOMOMHUpaHATa KpaHHa TOYKa 3a CMBPTHOCT U chpiaeyHa (pyHkIud. KoMOWHMpanaTa kpaiiHa
TOYKa 3a BCUYKH MAllMCHTH, KAKTO H 34 BHCOKO PHCKOBHUTE NOJArPYNH, clien 6 Mecena ChblIo
rMokKa3Ba 3HAUYMMa TMOJI3a 3a JIEKYBAHHUTE ¢ JH3WHONPHI WJIH JIA3WHOIPHI TUTIOC [JIHLEPUII
TPHHUTPAT 3a 6 CEAMHUIIM, OKA3BallQ NpPEeBaHTUBHUA edeKT Ha nu3vHonpuin. Kaxkto Ou ce
OYaKBas0 3d BCAKO JICUCHHE ¢ BA3OAWIATATOP, MOBHIIEHATA YECTOTA HA XUITOTOHUS U OBOpeyYHa
nuchyHKIHS ¢ce HAONIOAaBaT NP JeUeHHe ¢ IM3HHOMPH, HO TOBA HE € CBbP3AHO ChC CHOTBETHO
[TOKa4YBaHe¢ HA CMBPTHOCTTA.

B 1BOHHO CIA00, paHAOMU3UPAHO, MHOTOLEHTPOBO NIPOYUBAHE, KOETO CPaBHABA JIU3UHOIIPUI C
OJIOKep Ha KalIUEBUTE KaHaIW, 335 nalueHTH ¢ AuabeT Tl 2 WM HayalnHa HeppoTaTH,
XapaKTepu3Hpaila ce ¢ MUKpoalOyMuHypus, Juzudonpusa 10 mg no 20 mg, npUIokKeH
eIHOKPATHO JIHEBHO 3a 12 Mecena, HamalsBa CHCTOJHOTO/AMACTONHO apTEpPHATHO HAIATaHe ¢
13/10 mmHg u crenenTa Ha oTAesHe Ha andOyMuH ¢ ypunara ¢ 40%. [Ipu cpaBHsBaHe ¢ 0j10Kep
Ha KaJIIHCBHTE KaHAJIH, KOWTO BOAM A0 CXOAHO HaMalldBaHe Ha apTCPHAIIHOTO HANATaHE,
JEKYBAHUTE C JM3UHONPHJI MOKA3BaT 3HAYMMO [MO-TOJSIMO HaMaisiBaHe Ha CTENEeHTTa Ha
OTHeJIgTHE Ha aJI0YMHH C YpPUHATA, KOETO € J0Ka3aTencTso, 4e¢ ACE nHxudupaltoro feicTere Ha
JTM3UHONPWT HAaMaIIBa MHKpOalOYMHUHYPHUATA Upe3 AHPEKTEH MEXAHU3BM BLPXY OBLOpeyHuTE
THKAHHU B JOITBJIHCHHUE HA €()CKTa HA ITOHMKABAHE HA apPTEPHATHOTO HAATAHE.

JleyeHUeTO ¢ MH3HHOMNPHI HE IMOBAKABA [JIMKEMHYHHA KOHTPOJ, KOSTO ce A0Ka3Ba OT JIMIIcaTa
Ha 3Ha4YNM e(heKT BbPXY CTOHHOCTHTE Ha TJIMKHpaHus xemoryioOud (HbAlc).

5.2. PapMaKOKHHETHYHH CBOHCTBA

Abcopbyus

JIusnHoOpHy ce abcopOupa B CTOMAITHO-YPEBHHUA TPAaKT B HEIPOMEHeHa (opMa H JOCTHTra
MaKCHMallHa CepyMHa KOHUEHTpalus OKOJIO 7 Yaca cilel ObpBoHavanHus npueM. Oxoso 29 -
50% oT mnupuiIokKeHaTa 03a € CHUCTEMHO HAJIWYHA., DbHOHAIHYHOCTTA HA JWU3HHONPUIT ¢
eKBHBAJIEHTHA NP JIMLIA Ha [JIaJHO H ¢/l HaxpaHBaHe.

Paznpeoceneniie

JIM3UHOINIPHI HE C€ CBBP3BA ¢ HJIA3MEHUTE IPOTEHHH.
[IpoyuBanus BBPXY NIIBXOBE Ca NOKA3ajld, Y€ JUIHHONPUN npeMHHaBa /KP'IQHH{}*MGSTE:‘{H.BTH
Oapuepa B Marnka CTETEH. A SN
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[lepopanso npunoxeHara n03a JU3HHOUPHUII C€ OTHAENA B TOJsAMa CTENEH HENPOMEHEHa 4pe3
YpUHATA H H3NpaxHeHHATa. [[1a3sMeHOTO enMMHHHpaHe ¢ MHorogasHo. lomsiMa YacT OT
JIEKapcTREHHUS IIPOJAYKT ce OTAes Ipe3 paHHata (asza. 14 ce rociaensa oT INPOAbLIDKMTENHA
kpaliHa ¢aza Ha HHCKAa KOHIEHTpalHs ¢ IDIa3MeH MOJAyXWBOT okoimo 30 waca, 0
NPUKTIOYBAHETO HA KOSTO IpoAB/DKaBa Mda cbluecTByBa c¢rabunHo cBbp3ad ¢ ACE.
EQEKTUBHHAT TNa3sMEH MOJYXHUBOT Ha JIM3HHONPUN € 12 4daca, & MOCTHIaHETO Ha IMOCTOSHHA
cTabu/Ha KOHIIEHTpALIHA € B PaMKHUTE Ha 3 AHH [IPU €AHOKPATHO AHEBHO NPUIOKEHUE, HO TOBA
HE BOJM 10 KYMYJIALIUA,

OueHkata Ha YypHMHHaTa €KCKpEIHd IOKa3Ba, ue cpeaHara adcopOUMOHHA (paKldg Ha
SIM3HHONPUI € mpubnuzntenHo 29% (25-50%) ¢ Bapuanus Mexay nauMeHTHTe oT 6-60% npu
BCHYKH T€CTBaHM JA03H (J-80 mg).

YeprnoopobHo yepesicoare

VBpexaaHeTo Ha 4YepHoApoOHATa (YHKUMS OpU MALUMEHTH ¢ YepHOLpoDHaA uupo3a BOOH L0
NMoHWXaBaHe Ha adcopbumsara Ha JW3HHONPHI (oKoyio 30%, ompenesieHo 1o HalIHYHMETO B
YpHHATA), HO MOBHINABA ekcrno3uuugara (okosuo 30%), B cpaBHEHUE CbC 3ApaBH JOOPOBOJIIH,
IOPaH MOHWKEHHUS KJIMPHHC.

bvbpeuno yepesoaie

YBpexaaHeTo Ha ObOpeuHaTa QyHKIHS HAMANABA €IMMUHHPAHETO HA JTM3HHOINPHUI, KOHTO CE€
excpeTHpa npe3 OpOpeurTe, HO TOBA HaMalsBaHE CTaBa KIMHHYHO 3HAYMMO. CaMO KOTaro
CTeNeHTa Ha rmomepyHara guntpanus criagde o 30 mli/min. Ilpu neka 8o cpeHa CTeNEH Ha
OROpedHa HeOOCTATHIHOCT (KpeaTHHNHOB KNHpBHC 30-80 ml/min), cpeanara AUC ce moBunrasa
¢ 13%., nokaro 4.5-xparso noxkausane Ha cpeadata AUC ce ycraHOBABa IIpU TEXKa OBOpeuHa
HEAOCTATBYHOCT (KPEATHHHHOB KIUPBHC 5-30 ml/min).

JInanHonpun Moxe 1a 6bae oTcTpaHeH upes auanusa. (e 4 yacoBa XeMoaraliu3a MJasMeHHuTe
KOHILIEHTpAI[MK HA JIM3UHOMPHI € TOHMKABAT cpeaHo ¢ 60% ¢ ananuseH KIUpbHC Mexay 40 u
55 ml/min.

Cvpoeuna HedoCmamvbiHocm

[TalteHTHTE CBC ChbpAedYHa HEJOCTaTbYHOCT UMAT II0-TojIiMa e€KCNO3UIMS Ha JIM3UHONPUIL, B
cpaBHEHHE Che 3ApasH (rornmasane Ha AUC cpenno ¢ 125%), Ho uMaT HamasieHa abcopbuns ¢
0K0.10 16%, B CpaBHCHUE CHC 3/IpaBUTE.

Hayuenmu 6 HanpeoHala 6v3pUc.

Be3pacTra He OKa3Ba BIHAHHEC BBpXY abcopbuusara. MakcumanHaTta cCpyMHA KOHICHTpAIUs
oBade € Io-BUCOKA [IpH MALMEHTH B HAMIPEeAHAJIA Bb3PACT, IOPaJy TOBA Y€ 0bOPEeUHMAT KITUPBHC
B Ta3H I'PyIa € Mo-HUCHK, KOpEIIMpakH ¢ KJIIMPBHCA Ha TH3HHOIIPHIL

5.3. IlpeaAkJTHHAYHH JAHHH 32 0€30MACHOCT
OcTpaTa TOKCHMYHOCT Ha JH3UHOMNPUI € HUCKA IIpH MIbXOBE W MHUIUKH, KaTto €/JHOKpATHA
repopaiira go3a oT 6000 mg/kg He npUYMHABA CMBPT HIIH IIPOMEHH B I1ATOJI0T0AHATOMHYHATA
xapTuHa. [lepopansara LDsy Ha TH3HHONPUI HpH MULIKH U ILIBX0BE € no-BucoKa oT 20 g/kg.

B mogocTpu omuTH ca npunaranu no3u o1 3 mo 1000 mg aHesHO BBpPXY Kydvera. Jlo3W, TIO-
BUCOKM WIH paBHH Ha 30 mg/kg AHEBHO ca NPUUMHMNKM cMylleHus Ha 0bpOpeuHara QYHKIIHAL.
Hab:;mromaany ca NMOBUINIEHH HHBa Ha ypesTa ¥ KpeaTWHWHA Ha 2-Ta M 4-Ta c¢AMHla, a B
OpOpenrTe ca OTKPHTH YBPEXKIAHHS OT THII AUTaTALNs ¥ AereHepalus Ha TyOyIuTe.
Hosupoka oT 1000 mg/Kkg THEBHO HE MPUYHHABA CMBPT, HO [TPSAM3BHKBA KpHTHﬁHQﬁ'hCTDﬁHH@
npu4 HAKOH OT >KHBOTHUTE. EXCTPEMHO BUCOKH O0O3H BOJAT 10 Kp‘bBDH'S;II‘lBH B cmmamr;lm
YPCBHUS TPAKT. e
Hama ycraHoBeHM JaHHM 3a KaHUEPOTEHHOCT MY HpOﬂBH}KHTEH]{é HpHHQ}KeHHe '; }ia
TEKapCTBOTO BBPXY MUIIKH H ITTBXOBE, ST
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DepTUINTETHT U PeNPOAYKTHBHATA CIIOCOOHOCT HA ILUIBXOBE HE Ca NOBIHUSAHU OT JIM3UHONPUIL.
[Tpu mpmtarade Tpu OpeMEHHH TUTHXOBE U 3aiillH € YCTAHOBCHA (PETOTOKCHYHOCT W CMBPT Ha
ILUI04a B OTAEIHH ciay4ad. To3n edeKT e ¢cxoleH ¢ epektute Ha Apyrd ACE-uHXuOHTOPH, KaTo
KAIITOMPUN ¥ eHANAIIPUIT,

6. PAPMAIIEBTUYHH JAHHHA

6.1. CnHcbK HA NOMOUIHHUTE BEIIECTBA
Linipril 2,5 mg 1 5 mg:

MaHuTOoN

Kanmuer xuaporeHochar IUXUApaT
LIapeBHUYHO HULIECTE, IIPEXKETATHHUZUPAHO
KpockapMmenosa HaTpHi

Marsesues creapar

Linipril 10 mg

MaHuToI

Kanmues xuaporeHdocdar auxuapat
[lapeBuuHO HUIIECTE, TPEKETATHHHIAPAHO
KpockapMmesno3a HaTpU K

Marnesnes cteapart

Ousetuten PB-24823 Po3os (E 172)

Linipril 20 mg

ManuTon

Kanuer xuaporengocdar nuxuapat
[{apeBUYHO HULIECTE, TPEKETATHHHIAPAHO
Kpockapmenosa HaTpul

Marnesmnes creapart
Ouseturesn PB-24824 Pozos (E 172)

6.2. HecbBMEeCTUHMOCTH
He e mpumoxumo,

6.3. CpoK Ha rOAHOCT
3 (Tpy) FOAMHHK OT 1aTaTa Ha NPOH3BOACTBO.

6.4. CneunaaHu yCJIOBHA HA ChbXpaHeHHE
[Ipu Temniepatypa noa 25 " C.
JTla ce cbXpaHABa HA MACTO, HEJOCTBIIHO 34 JeLa!

6.5. JaHHH 32 OAKOBKATA

Tatnerxy B 6muctepu oT PVC amyMHHHEBO QOITHO.

Tabnetku 2,5 mg, o 10 B Oauctep; 1o 3 6JaUcTEpPa B €4HA ONAKOBKA.
Tabnerxu 5,0 mg, no 10 B 6mucrep; no 3 Giaucrepa B €4HA OIMMAKOBKA.
Ta6netku 10 mg, mo 10 B Gyictep; o 3 6aucTepa B €1HA ONAKOBKA. L
Tabnerxku 20 mg, mo 10 B Ouctep; mo 3 OIHUCTEPA B €HA OTTAKOBKA, j,.

6.6. CrieniMaJHH NPeINa3HH MePKH MPH U3XBBLPJISHe H padoTa o el e
Hama criennaiHy H3UCKBAHHS. I LI
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T.IIPUTEXATEJI HA PAJPEIIEHUETO 3A YIIOTPEDBA
LAKTaBuC EAJ]
yi. “Atanac lyxos” Ne 29
1407, Codus, benrapus

Ten. ++359 2 9321762; ++359 2 9321771

8. HOMEP HA PAZPEHIEHHETO 3A YIIOTPEBA
20030466/27.06.2003
20030467/27.06.2003
20030468/27.06.2003
20030469/27.06.2003

9. JATA HA ITbPBO PA3ZPEIHIABAHE/TIOJHOBSABAHE HA PA3ZPEHIEHUETO 3A
YIIOTPEDBA
27.06.2003

10. JATA HA AKTYAJIMZUPAHE HA TEKCTA
Oespyapu, 2009 r.
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