KPATKA XAPAKTEPHCTHKA HA ITPOAYKTA
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1. HME HA JIEKAPCTBEHHS MPOAYKT Kpamxs xapaxmepuCTuxa na npogyrme T
Kvm Pez Ne ... 'D\OO'LOOJ» -z

Enan-HL 10 mg/12.5 mg tabneTku PaspewsHue N e |

Enap-HL 10 mg/12.5 mg tablets BG/AMAMP. GJ”G?J'— f 04 -0L- 0L
Ogobperve Ne . : ..........................

2. KAYECTBEH H KOJIMYECTBEH CbCTAB o e

Beska Tabnetka Enan-HL 10 mg/12.5 mg cvawpka 10 mg eHananpunos manear (enalapril maleate),
KOWTO € eKBUBaJIEHTeH Ha 7,64 mg enananpun (enalapril) v 12,5 mg xvapoxnopoTHaiuj
(hvdrochlorothiazide).

[ToMOLILIHM BelecTBa ¢ H3BECTHO JAEHCTBHUE:

Enan-HL
10 mg/12,5 mg
1aKT03a 123.58 mg
HATPHH 1.4 mg

3a NBJIHUSA CIIHCHK HA NOMOLLHHTE BELLIECTBA, BHUWKTE TOYKA 6.1.

3. JIEKAPCTBEHA ®OPMA
TabneTxa.

Enan-HL 10 mg/12,5 mg tabnerku: Oenu, kpbriu, rnaakd, ¢ ASMTENHA YepTa OT eHaTa CTpaHa.
JlenuTenHata yepTa He € NpeAHa3Hau€Ha 3a pa3vynBaHe Ha TabjeTkara.

4. KJAHHUYHH JAHHH

4.1 TepaneBTHUHH NOKAIAHHHA

JleueHHe Ha apTepHaiHa XMNEpTOHHUA, NPH KOATO CE€ U3MCKBA KOMOUHHPAHO JieYeHHeE.
4.2 [o3upoBKa U HAYHH HA NPHJIOKEHHE

o3npoBka

ﬂD?ﬂTa Ha NEKApPCTBOTO C€ OCHOBABA NMPEAHMHO HA CNHTA C HCTOBOTO dKTHBHO BCLLCCTBO
CHANIANpPHJI0B MAJT€AT.

Bh3pacTHHU

Ecenyuaina xunepmonus

JleueHHETO Ha apTepUaliHaTa XHNEPTOHHA HUKOTa He ce 3ano4Ba ¢ KoMOMHauug oT nekapcerea. [1bpeo,
a7€KBaTHUTE J1031 Ha OTAETHHUTE KOMNOHEHTH TpabBa na 6baar ycranoeeHu. Jlozute TpsabBa BUHAru
Ja Ce HarjlacaBaT Cropea MHANBUAYaNHHUA NALKWEHT.

OOuuaiiHaTa 103a e eqHa a0 ABe TabneTky eaAHOKPATHO OHEBHO.

3a noBeyeTo NaureHTH, 20 mg (no uiknwuerre 40 mg) ot enananpua uaxv 50 mg XxHAPOXNOPOTHAIHA
AHEBHO € NOCTATLYHO, NOpaaH KOETO He Ce NMpenopbyBaT noeeye otT aAse Tabnetku Enan-HL nHeBHO.
AKO He € JOCTHTHAT 3aJ0BOJIMTE/IEH OTFOBOP HA MOHWKABAHE HA APTEPHANHOTO HajiaraHe ce

npenopb4Ba 2100aBAHE HA TPETO NEKAPCTBO WK NPOMAHA HA TEPANeBTHYHATA CXEMa (BX. TOUYKH 4
44,45n5.1).

IIpeoxoxcoauqo 1ewernue ¢ ouypemuju



[lpn nauneHTH, KOUTO Ca BEYE HA JMYPETHYHA TEpAnus, C€ NpPENnopbYBa Ta3H TEpanus 1a ce NpeKbCHE
WJIK 103aTa [1a C€ KAMAa/IK NOHE TPH AHH NpelH 3arouBaHe Ha nedeHueTo ¢ Tabaetkn Enan-HL, 3a na
ce u3derHe BHe3anHa xunoroHud. [Ipeamn 3ancueaHe Ha neyeHueTo TpabBa Aa ce nicieasa
ObOpeunata pyHkuns. HaMa orpaHMyeHHEe Ha BPEMETO B NPOABLIKHTEIHOCTTA HA JIEYEHHETO.

Hosza npu 6vopeunu Hedocmamysyrocm

THazuaHKTE AMYPETHLHM HE ca NOAXOAALLN JUYPETHLUM 3a ynoTpeda npyu NnauMeHTH ¢ OBOpeYHa
HEeJOCTATLUYHOCT M ca Heep€KTHBHH NPH KPEaTHHHHOB KAHPBLHC 0T 30 ml/ min uaun no-manko (T.e.
yMepeHa WK Texka ObOpeyHa HeR0CTaTBUHOCT).

Ha nauneHTy ¢ KpeatTHHUHOB KIMPBHC Haa 0,5 ml/s unu cepyMeH kpeaTMHHH no-Manko ot 265 pmol/l
(3 mg/ 100 ml) moxe na ce npunoxxu obuuanHaTa 1o3a Ha EHan-HL10 mg/12.5 mg.

Vnompeba npu nayuenmu 6 cmapuecka 6b3pacm

B KAMHHYHHU OpOYYBAHUA €PEKTHBHOCTTA K MOHOCHMOCTTA HA €HANANPHIOB
MasieaT/XHAPOXIOPOTHA3ZHA, NPHACKEHH €AHOBPEMEHHO, Ca CXOJAHHU KaTo NpPH NALKHEHTH C
XHAEPTOHHUA KAKTO B CTAPYECKA BBH3PACT, TAKA U NPH MJIaH NALIUEHTH.

[Teouampuuna nonyrayun
be3onacHOCTTa ¥ ePUKACHOCTTA MPH /LA HE €A YCTAHOBEHHU.

HauyuH Ha NPHIACKCHHUE

[lepopanHo npuwioxkeHue.

[lauveHTHTE TpADOBa Aa nornbAT TADNETKUTE LUEIH, 0 BPEME WM chel aeHe ¢ TeHHOCT. Te Tpadsa
Ja CH Cb3aaT HABHK J1a NPUEMAT PEAOBHO JJEKAPCTBOTO 3a MPEANOYMTAHE CYTPHH B €1HH U CbLUM
yac. AKo Te nponycHat Tabaetka, Tpabea Aa 1 B3eMAT KOJKOTO € Bb3IMOXKHO N0 OBP30, HO a3 He
B3UMAT, aKO OCTABAT CaMO HAKOJIKO UYaca A0 cleABallus MpUeM Ha neKapcTBOTO. B TO3M ciny4dah Te
TpaOBa Aa M3I4YAKAT CNeaBaLIMA NO BPpEME NMpHEM H Aa B3eMart Tabnerkara 3a To3u npueM. [lozata
HHKora He TpsaOBa na ce yaBossa.

4.3 IlporHBonmoka3zaHHS

- CBpbXUYBCTBUTENHOCT KbM €HANANPHIOB MajleaT, XHAPOXIOPOTHA3HA HIIH KbM HEKOE OT
[NOMOLUHHTE BELIECTBA, H30POEHH B TOUKa 6.].

- CBpbXUYBCTBHTENTHOCT KbM NMPOH3BOAHH Ha CyNdOHAMKOA JIEKApCTBa.

- AHaMHe3a 33 AHFHOHEBPOTHYEH €1€M CBbP3aH ¢ npeaHwHo neyedne ¢ ACE-unxuburopu

- HacneacteeH HAM HAWONATHUEH aHTUOEAEM.

- Texko yBpeaeHa Ou0OpedHa PyHKUMS (KPEATHHHUHOB KIHPbHC NMo-Manko ot <30 ml/min).

- AHYpHA.

- Texka yuepHoApOoOHA HEAOCTATHYHOCT.

- (CTeHo3a Ha OLOpEeUHHTE apTEpHH.

- Btopu v TpeTH TpuMecTpH Ha OpeMeHHOCTTa (BUXK TOUuKkU 4.4 1 4.6).

- EanoepemenHaTa ynotpeba Ha Enan-HL 10mg/ 12,5 mg ¢ anuckupeH-cCbabpkKallli NPOAYKTH €
NPOTHBOMOKA33aHA NPH NALMEHTH CbC 3axapeH aMader unu 61O6peuro yepexaare (GFR <
60 ml/min/1,73 m?) (Bx. Toukn 4.5 1 5.1).

- CoabTeTBawa ynorpeda npu Tepanus cbue cakyourpun/sancaprad. Enan-HL 10mg/12,5 mg He
TpaOBa Aa ce 3anouysa no-paHo OT 36 yaca ciea nocneaHara 103a cakyouTpua/Bancapras (Bx.
chino Toukn 4.4 u 4.5),

4.4 CpnenHajiHd nNpeiynpexIeHHA H NPeANna3sHH MEPKH NPH ynorpeda
Enasanpunos majtear-XHaApoXJIOPpOTHAIR

Xunomouist 4 600HO-€1eKMPOIUMER OUCOWIANHC




CUMNTOMaTHUHA XMNOTOHUA ce HabJl0aaBa PAAKO MPU HEYCIO0KHEHH NAUMEHTH ¢ XxunepToHud. [1pu
NaUHEHTH ¢ XHNEPTOHHA, nonyyaeawv Enan-HL 10 mg/12.5 mg, cumnTOoMaTHYHA XHNOTOHHUS € NOo-
BEPOATHO A3 Bb3HHKHE, aKO MALUHEHTBT € ¢ HaManeH 00eM Ha TEUHOCTH, HAPHMEP, OT AHYPETHHHO
neyeHue, AHETa ¢ OrpaHUYEH NPUEM Ha COM, AHapus UK noBpbluaxe (BX. ToukH 4.5 n 4.8). [1pu
TaKWMBa MauWeHTH TpAOBA 1a ce M3IBLPLIBA PEAOBHO OTNPEAEISHE HA CEPYMHUTE ENIEKTPOJIMTH HA
NOAXOAALH HHTEPBAIH OT BpeMe. CneuranHo BHUMaHUE Clie/lBa Aa ce 00OBbPHE Ha MAUMEHTH C
HCXEMHYHA BONECT HA CHPUETO WK MO3IBUYHO-CBHAOBA DOJIECT, NPH KOUTO MNPEKOMEPHOTO MNOHWXKaBaHe
HAa KPLBHOTO HAJIATAHE MOXKE 1a A0BEAE 10 HHPAPKT HA MHOKAPAa KK MO3bUYHO-CHAOB HHUHIEHT.
HaGalonaBaHa € CHMNITOMATHYHA XUNECPTOHUA NPH NALMEHTH C XHITEPTOHUA CbhC ChpAECHHA
HEeAOCTATBYHOCT, ¢ UK Oe3 npuapyxasawa ObOpeUHa HEAOCTATBYHOCT.

Tosa € nNo-BEpOATHO Aa Ce NOABH MPH NALMEHTH C NO-TEXKKH CTENEHWU HA CbpAeYHa HEAOCTATbYHOCT,
KaKTO € OTPA3€HO MPH H3NOI3BAHETO HA BUCOKH J03H OPUMKOBH JAHYPETHLIH, NMPH XHNOHATPHEMHS
WK HapylueHa 6b0peuHa dyukumsa. [1pu Te3n nauneHTH neyeHueTo TpadBa aa 3anoyHe Noa NEKapeKo
HabntoaeHUe U nauneHTHTEe TpabBa Aa ce NpocneasaBaT BHUMATEIHO, KOraTo A03aTa Ha

Exan-HL 10 mg/12,5 mg w/nnun auypetuk ce anantupa. [lonobum cvobpaskenuns morar aa ce
NpURaraT Npu MNAUKHEHTH ¢ HCXEMHYHA DONECT Ha CBHPLETO MAU MO3ZBLYHOCHI0BA DONECT, MPH KOUTO
NPEKOMEPHOTO CNallaHe Ha KPbRHOTO HANSraHe MOE 1a A0Beae A0 HHGMAPKT Ha MHOKApaa U
MO3bYHOCHAOB HHLIMAEHT.

AKO Ce MNOoSBH XHUMOTOHHA NAaLUKEHTHT TpAOBA 1a ObAe NOCTAREH 1A JIETHE 1Mo rpbd Ha HACKA
Bb3INaBHULA W MNa3MeHus obem, ako e HeoOxoanMo na Obae KopUrupaH ¢ HHY3HA Ha
du3ronoruueH pa3Teop. [ipexoaHara XMNOTOHHA He € NPOTHBONOKA3aHHKE 3a NPOAb/KaBaAHE HA
neveHueto. Caea KOpeKLH Ha KPLBHOTO HalAraHe M TU1a3MeHna 00eM NaLHeHTHTE OOUKHOBEHO
NOHACAT CNEABALLMTE 03K HA NE€KapCcTBOTO Aodpe.

[IpH HAKOM NMALIUEHTH CBC CHPAECHHA HEAOCTATBLHHOCT, KOUTO HMAT HOPMAITHO HIH HUCKO KPbBHO
HaIAraHe, € Bb3MOXKHO Aa ce Habnoaasa AONBAHMTEMHO MOHHXABAHE HA CHCTEMHOTO KPbBHO
HanaraHe o spemMe Ha nedenue ¢ Edan-HL 10 mg/12,5 mg. To3u edekT ce ouaksa U OOHKHOBEHO He €
NPHUYHHA 34 MPEKPATABAHE HA NEYEHHETO. AKO XHITOTOHHATA CTAHE CHUMNTOMATHUYHA, MOXeE Aa €
HeOOXOAHMO HAMANABAHE HA 103aTa W/HIH CnUpaHe Ha AuypeTuka W/unu Ha Enan-HL 10 mg/12.,5 mg.

Heouno 0.10kupane va perun-ancuomensun-ardocmeponogama cucmema (PAAC)

Mma naHHu, ue eqHoBpemeHHaTa ynotpeba Ha ACE nHxnubutopH, anruotensud ll-peuenropHu
ONOKEPH UK ATHCKUPEH NOBULLIABA PUCKA OT XUMOTOHUSA, XHITEPKATIHEMHUA U HAMAIABAHE HA
ObOpeuHaTa PpyHkUHUA (BKIIOUHTENHO ocTpa ObOpeyHa HeaocTaTbuyHOCT). [lopaau TOBa He ce
npenopbuBa nBOHHO 6nokupaHe Ha PAAC upes komOuHnpaHaTa ynotpedba Ha ACE nnuxuburopu,
aHrnoteH3vH ll-peuentopuu Hn0KepH UMK anUCKUpeEH (BXK. TOUKH 4.5 1 5.1).

AKO ce TipeLieHH, Ye TepanuaTa ¢ ABoHHO OnokupaHe € abcontoTHo HeobxoauMma, Toea TpsdbBa aa
CTaBa caMo nojJ HabNKAEHHETO HA CNEUHATUCT W NPU 4€CTO BHUMATETHO MOHHTOPHUPAHE Ha
ObOpeuHaTa QYHKUUA, ENEKTPOSHUTUTE H KPBLBHOTO HANAraHE.

ACE nHxubutopu 1 anrnotensus ll-peuentopuu dnokepn e Tpsabpa na ce HINOAIBAT €AHOBPEMEHHO
MPH NAUKEHTH ¢ AnabeTHa HedponaTUs,

{ayuenmu ¢ 6v0peuno yepexcoane
HoknaaeaHna e 60peyHaTa HeJOCTaTLYHOCT, CBBbP3aHa ¢ ynoTpebara Ha eHananpui, rnaBHo Npu
MALKEHTH ¢ TEXKA ChbPAEUHA HEAOCTATBYHOCT WM Noaiexalno 6uopeuro 3adbonssane, BKIKOYUTENHO
cTeHo3a Ha 61OpeuHaTa apTepus. brbOpeunaTa HeAOCTATBUYHOCT, CBBP3aHA C IEYEHHETO € EHANATIPHI,
0OHKHOBEHO € 0OpaTUMa, aKo € YCTAaHOBH OBbP30 U €€ NEKYBA NO MNOAXOAALL HAYKH.

Enan-HL 10 mg/12,5 mg He Tpabea Aa ce M3n03Ba NpH NAUKUEHTH ¢ YBpeaAcHa ObOpeuHa pyHKLMA
(kpeaTHHWHOB KNWpbHC <80 mlI/min u >30 ml/min) aokaTo A03aTa HA eHalanNpWI He ce THTpHpa A0
10 mg npeau aa UM ce aaae Tazu KOMOHHaUHA. (BWXK TouKa 4.2). ). Hako# xHnepTeH3IuBHHU NaUHEHTH
0e3 npeawecTBawo OLOpevHo 3abondaBaHe ca pa3BUJIM NOBHLLIABAHE HA KPbBHATA YPEA W KPEaTHHUH,
KOraTo €HalanpHi € NpruaaraH eAHOBPEMEHHO ¢ AHYPeTHK (BXK. "CrneunaiHu npeaynpexxacHus
npeanaidy Mepku npu ynotpeda, EHananpunos manear,Hapywena bropeuna @yHkuua:
Xuapoxioprtuaidia., Hapyuwena brdopeuHa MyHkuus B Touka 4.4). B Takbs ciayvah tepafmar
HL 10 mg/12.5 mg TpadBa na 6bae npekpateHa. Tazn cuTyalns Moxe 1a NOBHLLH Bb3MOXK




ChlUecTByaBalla ¢cTeHo3a Ha ObbpeuHaTa aprepus (Bx. "CneudanHu nNpeaynpexaeH1s H npeana3Hu
MepKH npH ynotpeba, EHananpuios Maiear, PeHoBacKyJlapHa XHIIEPTOHHSA B Touka 4.4).

XunepraitueMun

KombuHauMata Ha eHananpun U HUCKA 1033 AMYPETHK HE MOXKE 1a U3KITHOYH BbIMOXHOCTTA 3a
pa3BUTHE Ha Xxunepkanuemus (BxK. "Cneunanty npeaynpexaeH1s U Npeana3sHyi MepKu npu ynorpeoa,
Enananpunos manear. Xunepkanuemus B Touka 4.4).

JSTumi
KoMOWHaLMATA OT IMTHH W €HANANPUA H IMYPETHYHA CPEACTBA 10 NPHHLUN HE CE NPENnopbUBa { BXK.
TOuKa 4.5).

ITeouampuuna nonyiayua
EdexkTHBHOCTTA M 6€30NACHOCTTA NPH AeUA HE €A YCTAHOBEHM.

Enananpuiios manear

Aopmua CIEHO3A/Xune pmpouyuna KApouoMuonamisi

Kakto npu BcHukH Bazoannaratopd, ACE nHxuOMTOpUTE TpadBa aa c€ nNpHnaraTt ¢ NOBHILEHO
BHUMAaHHE MPH MNaLMUEHTH € IeBOKaMepHa OOCTPYKUHS HA KPBBHHUA TOK Ha KNanHaTa CACTEMA M 1A C€
M30SrBAT B C/Iy4Han Ha KAPAWOTEHEH LLIOK H 3HAYWUTENHA XEMOJAMHAMHYHa OOCTpYKUHA.

Vepexcoane na bvbpewnama ghynryus

Mma cvoduieHna 3a 6vOpeunara HEAOCTATBYHOCT CIE NPHEM Ha €HANANpPUA OCHOBHO MMPH NALHEHTH
¢ TEXKKa CbpAeYHA HEJOCTATbYHOCT HAK noaiekawo 6uOpeuHo 3adbonapane, BKIIOYHTENHO CTEHO3A
Ha ObOpeuHaTa apTepra. AKO Ce OTKPHE BeAHara v ¢¢ JICKyBa no noAxoadul Ha4uH, Ob0peuHaTa
HEAO0CTAaTBYHOCT, CBbP3aHa C JIEYEHHETO ¢ eHatanpua oOMKHOBEHO € obpaTHma (BXK. TouKka 4.2 M
CrneunasiHi NpeayrfpeKAeHUs U Npeana3sHi Mepku npu ynorpeda, EHananpunos manear-
Xuapoxnoporralnd, YepexaaHe Ha 6b0pednara QyHKUMA; XUAPOXNOPOTHAIKI, Y BPEKIAHE HA
O1n6peunaTa pyHkuMs B TOUKa 4.4).

Penosackyrapna xunepmonus

ChblUeCcTBYBa NMOBHLLEH PUCK OT XHIIOTOHHA H 0bOpevHa HEA0CTATLYHOCT MPKH MNALMEHTH C ABYCTpaHHa
CTeHO3a Ha ObOpeyHaTa apTepHs HIIKM CTEHO3a Ha apTEPHATA KbM €IHHCTBEH PYHKUHOHHpaALL OBOpeK
npy jeveHne ¢ ACE-unxuburopu. 3aryba Ha 6b0peuHa pyHKUMA MOXKE 1a HACTBIH AOPH NPH NEKH
MPOMEHH B CEPYMHHA kKpeaTHHUH. [IpH Te3u nauneHTH NedyeHueTo Tpabea na 3anoyne noa cTpor
MEAHLHHCKH KOHTPON W npocaeasBaHe Ha On0peyHaTa yHKUMA.

bvbpevna mpancniaumayus
Hsima onuT ¢ NPHAOKEHUETO HA €HANANPH NMPH MALKEHTH C HACKOPO M3BBLpLUEHA ObOpeuHa
TPAHCTUIAHTALMA. 3aTOBA JICYEHHE C €HaNarpwi He ce€ NPENOPbLURA.

Hayuenmu na xemMoouauza

Ynorpebara Ha eHananpuia HE € NOKa3aHa INpyU NAUMEHTH, HYKAEU1U Ce OT AWaliM3a nopanu
01u6peuHa HeagocTaTb4yHOCT. ONUCaHU Ca aHAQHNAKTOUAHU PEAKLUUY NMPH MALUUEHTH, AHATHIUPAHH C
high-flux Mmembpanun (Hanpumep AN69) u eaHoBpeMeHHO JiekyBaHH ¢ ACE nuxndounTop. [1pu Tesun
MaLHEHTH € HEOOXO0AWMO 1A Ce M3NO0J3BA APYr KJ1ac MeMOpaHa MU Apyr K1ac aHTHXHUINEPTEHIUBEH

MPOAYyKT.

Heproopobra nedocmanrsunocm
Maxap v paako, ACE HHXHOHUTOpHTE ce CBBP3BAT CbHC CHHAPOM, KOHTO 3ano4Ba ¢ X0NeCTaTU4YHA
XKBJITEHHLA WITH XENaTHT W NIPOrpecHpa A0 OcTpa 4epHOApOoOHA HeKpo3a U (NOHAKOra) CMbPT.

MexaHH3MBT Ha TO3H CHHAPOM He e u3sicHeH. [launenTuTe, nonyuasawd ACE nHXHONUTOpPH, KO
Pa3BHAT KBATCHUUA WIK NOAYHAT NOBULLIABAHE HA YEPHOAPOOHHTE EH3UMH TPADBaA aa npekpa
npuema Ha ACE nuxubutopa v 1a 6baaT NpoBeACHH NOAXOAALUN MEAHLUMHCKH H3C/I€ABAHNA




"CneuranHy npeaynpexaeHus 1 NpeanasHi MepKY npy ynortpeda. XuapoxnopoTHaiua,
YepHoapobHo 3adonsBaHe B Touka 4.4).

Hevmponernua/ucpany.ioqumosa

MUma ¢cboOLIEHHA 32 HEYTPOTIEHHA/arpaHy10UunTO3a, TPOMOOLUMTONEHUA H AHEMHA NPH NMAUHEHTH,
npuematld, ACE nnxubutopu. [1pu naumentn ¢ Hopmanha 6b06peuna dynkuus v 6e3 npyru
YCN0KHABALUH JaKTOPH, HEYTPONEHHU ¢e cpela psako. EHananpun tpabBa aa ce M3nosisea ¢
H3KIIOYUTENTHO BHHMAaHHE MPH NaUHEHTH C KOJAreHOBO CbAOBO 3a00/ABaHE, NEUEHHE C
HMYHOCYNPECOPH, Ha IEYEHHE C ANONYPHHON MM NPOKAHHAMHI, WIH KOMOHHAUKNE OT TE3H
YCNOXHABALLK haKTopH, 0cOOEHO aKO MMA Beue ChILECTBYBALLO HapyLleHne Ha ObLOpevnaTa PyHKUUA,
HAkoMU OT T€3H NALMEHTH €A Pa3BHIMN CEPHOIHH HHPEKUHH, KOUTO B HAKOH CJIy4aH HE Ca C€ NOBJHAIHN
OT HHTEH3HBHA aHTHOMOTHYHA Tepanua. AKO eHANANPHI CE HU3INO3Ba NMPH TAKHUBA NALMEHTH, C€
npenopb4Ba NEPUOIWYHO NpocaeasBaHe Ha Opoa Ha DeNHTEe KPLBHH KIETKH W NAUWEHTHTE TpaOBa na
0b1aT HHCTPYKTHPAaHH Ja CLOOLIABAT 3a BCEKH NPH3IHAK HA HHGEKUMA.

XunepraiuemMus

ACE MHXxnbUTOpHTE MOraT na NpeaAn3BUKAT XUNEPKATIUEMHUA, ThH KATO HHXHOHPAT OCBODOXKNaBAHETO
Ha an10cTepoH. EQekTsT OOMKHOBEHO HE € 3HAYUTENEH MPK NAUMEHTH C HOpMmanHa OBDpeyHa
byHKUNS. PUCkoBU (aKTOPH 3a pa3BUTHETO HAa XHITEPKATHEMHA ca ObOpEeUHa HEAOCTATBYHOCT,
snoweHa OnOopeunata pyHkuHs, Bb3pacT (> 70 roauHu), 3axapeH aHabeT, HHTEPKYPEHTHH CbOUTHA
Mo-CrneyHaiHO AeXHapaTHpaHe, ocTpa ChpaeyuHa AeKoMMeHcalma, MetabonnTHa aunaosa 1
eHOBPEMEHHA ynoTpeda Ha KaNHH-CbXpaHABalllM AHYPETHUH (HANp. CTUPOHOJIAKTOH, EIJIEPEHOH,
TPUAMTEPEH HITH AMHJIOPHA), KATHEBH 100aBKH MK KATHH CbABbPKALLM 3AMECTHTENRH HA COJITA, KAKTO
H €1HOBPEMEHHOTO JIEHEHUE C APYIH JIEKApCTBA, KOMTO MOraT Ja A0BEIaT A0 MOBHIUABAHE HA
CEPYMHHTE HMBA HA KAIXH (HANp. XeNapyH, TPUMETONPUM, KO-TPUMOKCA30J1, NMO3HAT CBILO KaTO
TPUMETONIPUM/CyadamMeToKca3on K OCOOEHO aHTArOHUCTH HA allI0CTEPOHA HIH aHTHOTEH3HH-
peuenTopHH 6nokepu). Ynorpedarta Ha KanveBH 100aBKU, KaNHH-ChXPpaHABALLH AHYPETHLH HITH
KATHH-CbAbPAKALUK 3AMECTHTEIM HA CONTA, OCODEHO NPH NAUMEHTH ¢ HapyleHa DbOpevHa ¢yHKUKA,
MOXKE A4 AOBEJE A0 3IHAYHWTEIHO MOBULLICHHE HA CEPYMHUA KaNHWH. XHNepKalIHeMnaTa MoXe 1a
NPHUHHH CEPHO3HH, NOHAKOTA paTanHH, apuTMHH. KalMA-ChbXpaHABALLUTE AHYPETHLUH H
AHTMOTEH3WH-PELENTOPHHUTE OJIOKEpH TpsOBa Aa ce NPHIAraT BHUMATEHO P NALMEHTH, NpHEMaLLH
ACE #HXHOUTOPH, KaTO CepyMHHUAT Kanuid u 6n0Opednara ¢pyHkuus Tpabea aa ce npocneassar (Bx.
TO4YKa 4.5).

XunocauxeMust

[launenTtuTe ¢ aMabet, NeKyBaHH ¢ nepopanHy aHTUANADETHU NEeKapCTBa MW MHCYJIHH, Npeau
3ano4BaHe Ha nedenue ¢ ACE-nnuxnburopn Tpabea aa 6baaT npeaynpeacHy aa cneadar otonuzo 3a
XHNOrjiiMKeMUua, ocobeHO npe3 nbpBUg Mecel Ha koMOHHHpaHaTa ynoTpeda (BXK. "CreuranHu
NpeaynpeKACHHSA H NIPEANa3HA MEPKHU NpH ynotpeda, XMapox10poTHa3ua, MeTaDONIMTHH H
eHNOKPUHHH edexTH B Touka 4.4 ¥ Touka 4.5).

C8puxyyecmeume.iHOCm/ QHZUOHEEPOMUYEH OMOK

HUMa cboOLUEeHHA 32 BHTHOHEBPOTHYEH OTOK Ha JHLETO, KpaHHULIUTE, YCTHHTE, €31UKa, IIOTHCA W/ KWK
JIAPUHKCA MPU NALMEHTH, NekyBaHH ¢ ACLE-unxubutopuy, BKIOUKMTENHO eHastanpwios manear. Tosa
MOXKE€ Aa C€ C/TyYH BbB BCEKH €Tan Ha JieueHHeTo. B TakuBa cnyyan, npyeManeto Ha EHan-HL

10 mg/12,5 mg TpsabBa na ce cnpe He3adarHO U Aa c€ 3aNOUHE NOAXOAALL MOHHTOPHHT, 3a Aa ce
OCUIYPH NMBJAHO H34YE€3BAHE HA CHMNTOMKUTE NPEANX H3NUCBAHETO HA NALUMEHTA. [Jopy H B TE3M chyyaH,
KOFaToO HMaT CaMO OTOK Ha e3MkKa, 6e3 pecnupaTopeH AUCTpec, NauMeHTHTE Tpadsa na dvaar
NOANOKEHHU HA NPOABIKHTENTHO HAONIOAEHHE, Thil KATO NEYEHHETO ¢ AHTUXHCTAMUHH H
KOPTHKOCTEPONIN MOXKE /14 HE € NOCTaTb4HO.

MHOro pagko ca A0Kk1aABaHH CMBPTHH CIyyadu NOpPAaaH aHrHOEAEM, CBBP3aH C OTOK HA JJAPHHKCA M

HAa AHMXATENHUTE NBLTULILA, OCODEHO TE3IUM C AaHAMHE3A 33 ONEpalUUa Ha THXATEIHUTE NbTHLLA.
3acAraHeTO Ha €3HKa, rJI0OTHCA WK JapUHKCa, MOXKE 14 NPUYHHY 3aNy1lUBAHE HA AWXATEHHT
NbTHALLA, 3aToBa TpsOBa Na ce NPHAOKHK He3a0ABHO NOAXOAALD EHEHHE, KOETO 1a BKAKOUBA



MoJAKOXHO pa3Teop Ha aapeHanuu 1:1 000 (0.3 ml ao 0.5 ml) u/nnu aa ce npeanpruemart MEpKH 3a
OCUCYPABAHE HA JMXATE/IHUTE NbTULLA,

[1pn yepHOKOXHTe NauneHTH, noay4aBawd ACE mHXHOMTOpPH ca cboOLLABAHU MO-BHCOKA YECTOTA Ha
aHrHoe1eM B cpaBHeHHe ¢ OesninTe. HO KaTO UAN0 ce OKa3Ba, Y€ HEPHOKOXHUTE Ca ¢ NOBHILUEH PHCK 34
AHTKOEIEM.

[TauHeHTHUTE ¢ aHaMHe3a 33 aHrHoe1eM, HeCBbp3aH C A¢deHHe ¢ ACE-MHXHOUTOPH MOXKE na UMaAT
[NOBHILIEH PHCK OT aHrMoeaeM no BpeMe Ha npuemade Ha ACE-unxuburtopu. (Bx. b0 Touka 4.3)

ConbreTBawara ynorpeda Ha ACE nHxubuTopu cbhe cakyOuTpui/BancapraH € npoTUBOINOKAa3aHa
nopaauv NOBHLIEH PUCK OT aHruoeaeM. Jleuenue cbe cakyOUTpui/BasicapTaH He TpaDBa na ce 3anoupa
no-paHo OT 36 uaca cnea nocnaeaHaTa 103a eHananpuia. JleyeHue ¢ enananpun He TpadBa aa ce
3ano4Ba MO-paHo oT 36 yaca cnea NocieaAHaTa 103a cakyouTpun/BancaptaH (Bx. TOUKH 4.3 W 4.5).

CwnbreTBaluara ynorpeda Ha ACE nuxuburopu ¢ pauekanorpun, mTOR nuxnburopu (Hanp.
CHPOIUMYC. €BEPOIUMYC, TEMCHPOIHMYC) W BHIAAMTUNTHH MOXE 1a A0BEAE 10 NMOBHIIEH PHCK OT
aHrvoeneM (Hanp. OTOK Ha AUXATENHUTE NBTHLIA KM €3HKA, CbC WK €3 HApYWEHHE Ha QHLLIAHETO)
(B>xK. To4uka 4.5). Heobxoanumo e aa ce noaXoau ¢ NOBULLIEHO BHUMAHHE, KOraTo CE 3an0yBa JICHEHHUE C
pautexkaaoTpun, mTOR UHXHOHTOPH (Hanp. CHpPOIKUMYC, €BEPOJIUMYC, TEMCHPOJIHMYC) H
BHNAACTHNTHH NPH NAaUKEHT, KOHTO Beue npuema ACE nuxnburop.

Anathuraxmuunu peaxyuu no gpeme Ha 0ecencuOUI3AYUSL KbM YUNOKpUIU

Paako npu nauuedTH, nonyyarawy ACE nHxubuTopu no BpeMe Ha aeceHCHOMNU3alLma ¢ oTposa oT
LHMOKPHIIM €2 HMANH XKHBOTO3acTpatlasallld aHapuNakTHYHH peakuMH. Te3u peakunu ce uidbsaraar
ype3 BpeMeHHO cnupaHe Ha ACE HHxubuTOpa npeau scaka aeceHCHOMIU3aLuUA.

Anahuraxmuunu peaxyuu no epeve na LDL-agepesu

Psako npu nauneHTyH, noayuarailim ACE HHxuOUTOpH 110 BpeMe Ha HUCKO MUTbTHOCTHA NHNONPOTEHH
(LDL)-adepesa ¢ nekcTpaHoB cyadart ca HMaNH JKKHBOTO3acTpalllapalyd aHa WIaKTHYHH PeakuMU.
Te3n peakuunu ce u30areart upes BpemeHHo cnupaie Ha ACE-unxnbuTtop npenu Beaka adepesa.

Kauciuya

Uma cbobulenns 3a kawanua npu ynorpebara Ha ACE-uHXxuOKuTOpH. XapakTepHo €, 4e Kawiuuara e
HENPOAYKTHBHA, NPOAB/KMTE/IHA W OT3BYHABA CJIe] NpEeKpaTABaHe Ha ieweHueTo. Kaunuara,
npean3sukaHa ot ACE nuxubutop TpaGea aa ce pasriexaa KaTo 4acT OT AvdiepeHLHanHaTa
AWarHo3a Ha Kauiuua.

Xupypeus/anecmeus

[Ipy nauHeHTH NPEXHBENH FONEMH ONEPALUNK W TaKKBa MNOIYy4aBallH NEKApCTBEHH NPOAYKTH,
Npear3BMKBALIA XUMOTOHHUS MO BPpEMe Ha aHeCcTe3us, eHananpui Moxe aa 6nokupa obpazyBaHeTo Ha
aHrMoTeH3uH [l BTOpUUHO OT KOMNEHCATOPHOTO OCBOOONIaBaHE HA peHHUH. XUMOTOHHUSA, KOATO
NEeKapAT ONpeae/in, Y€ Bb3HUKBA I10 TO3H MEXaHHIbM, MOXe 1a Oba¢e A1eKyBaHa upe3 NOBUIIABAHE HA
ob6eMa Ha TEYHOCTTHTE B UMPKYIALHUATA { BHXK TOUKa 4.5).

bpemennocm

ACE-uHxnbutopure He TpabBa ga ce Ha3zHa4aBaT no BpeMe Ha SpeMeHHOCT. OCBEH aKo
NpOABbIKABAHETO Ha NeueHHeTo ¢ ACE HHXHOHUTOP HE ce CMATA 33 JKM3HEHO BAXXHO, MALIMEHTKHTE,
KOMTO MjaHvpaTt OpemMeHHocT, TpabBa 1a NPeMHHAT Ha aNTEPHATHUBHO aHTHXHNEPTEHIUBHO JIEYEHHE, C
yCTaHOBeH npogun Ha DezonacHOCT NpH ynoTtpeda no speMe Ha dpemeHHocT. Korato ce
AMarHocTuunpa dpemenHocT, JevyedneTo ¢ ACE nHxubuntopu tpsbea na 6bae cnpsHo He3abaBHO M,
aKo € Noaxoaauwo, TpsdBea na 3ano4He anTEPHATHBHO eUeHHE (BXK. ToUKH 4.3 n 4.6).

Emnuvecrku pasiunus
KakTo H ocTaHanuTe HHXHOMTOPH HA AHTHOTEH3UH KOHBEPTHpALLMA eH3HM, EHananpua e no-ci
e(pHKaCeH 3a MOHMIKABAHE HA KPbBHOTO HANATMAHE NPH YEPHOKOXH NALIUEHTH, B CPABHEHHE C



OCTAHAJIMTE MAaLUHEHTH, HAH-BEPOATHO NOPAAH BHCOKATA YECTOTA HA pa3NpOCTPaHEHHE HA CLCTOAHHA C
HUCBK PEHUH MPH YEPHOKOKHUTE NALUHEHTH C XHNEPTOHHA.

XHAPOXJIOPOTHA3ZHA

Yepexcoane na 6wvopewnama ghyuxijus

TwhaznauTe He ca NOAXOAALM AHYPETHULH 3a yroTpeda NpH nauHeHTH ¢ 6bOpeyuHo yBpexaaHe H ca
Hee(PEKTHBHH MPH CTOMHOCTH HA KPEATUHHHOBHUA KIHPBHC < 30 ml/min. (T.e. yMepeHa Ay TexXKa
O6bOpeyHa HeaocTaThYHOCT) (BXK. TOUKA 4.2 1 CneunaiHy NpeaynpexIcHHs U Npeana3Hy MEPKH NpH
ynorpeba, Enananpuios Maneat-Xuapoxiaopotuasua, Y spexkaaHe Ha On0peuHaTta @yHKUMS;
Evananpuios Mmanear, YepexaaHe Ha 6b0peyHaTa pyHKLMA B TOUKa 4.4).

Enan-HL 10 mg/12.5 mg He TpaOea aa ce npunara npy nauveHTH ¢ 60peyHa HeaoCTaTbUHOCT
(KpeaTHHUHOB KAHPBHC <80 ml/min). 10KaTO TUTPUPAHETO HA OTACAHHUTE KOMIIOHEHTH € NOKa3ano
HeOOXONHMMOCTTa OT A03UTE, NPHUCHCTBALLK B KOMOWHHUpaHaTa TadneTka.

Yeproopobro 3ado.aseane

TuazuauTe TpaOBa Aa c€ U3NOJ3BAT C MMOBULIEHO BHUMAHKWE NPH NAUKWEHTH C HAPYLUEHA YepHOAPOOHA
(YHKLUHA WIH NPOrpeCHBHO YEPHOAPOOHO 3a00AaBaHE, ThbH KaTO MaIKH NPOMEHH BB BOAHO-
eNEKTPONHTHIA DanaHc MoraT Aa ROBEJAT A0 YyepHOoApoOHa koMa (BHK CneuHanHy NpeaynpexACHUS

M NpeAna3Hy MEPKH npH ynorpeba, Enananpunos Manear, 4epHOApOOHA HEZOCTATBLYHOCT B TOHKA
4.4).

Memadbo.iumnu u eHOOKpUHHU ehexmi

JleueHHEeTO ¢ THA3HAY MOXKE 1A HAPYLUH MNTIOKO3HHA ToiepaHe. Moke fa ce HATOXKH KOPEKLIME Ha
N103aTa Ha aHTUAWAOETHUTE NEKAPCTBA. BKIOUYHTETHO H HAa HHCYJIMH (BX. "CneuHannu
NpeaynpexaeHUa U NpeanasHi MepkKy Npy ynotpeda, EHananpyaos Manear, nauyeHTH ¢ AMader B
Touka 4.4).

[loBULLIEHHE HA XONEeCTEpOsia U HUBATA HA TPHITTHLUEPUANTE MOKE 1a Obie CBBP3aHO C THAZHAHMUTE
NHYPETHLIH, HO IpH T03a oT 12,5 mg xuapoxiaopoTHasna, ce cbodbuiapa 3a MUHUMAnNEH ePeKT KM 3a
NIKWNCa HA TAKbB. B 1OMBbAHEHHE, B KTHHHYHHK NPOYYBAHHA ¢ 6 ME XUAPOXIOPOTHAZHI HAMA
CbOOLUEHHA 33 KIHHHYHO 3HAYHM e(eKT BLPXY KPbRHATA 3axap, X0AeCTEpOona, TPHITHUEPHANTE,
HaTPHH, MAarHe3ui UIH KANHH.

JleueHHETO ¢ THA3UAK MOXKE 1a NPeAU3IBUKA XHNEPYPHKEMHR W/ WK noaarpa npy HAKOH NaUUEHTH.
To3u edexT Ha XHUNEepYpUKEMHA H3T€XKAA € CBbP3aH ¢ A03aTA M HE € KIIMHHYHO 3HaYHMO MpPH R03a
6 mg xuapoxyaoportuasnd. B nonbaHenne, enananpun MOXKeE 1a YBEAHUYH NMKOYHATa KHCEIHHA B
YPHHATA H MO TO3H HAMHH [Ja HAMAH XHNIEPYPHKEMHUHUA €DEKT Ha XHAPOXJIOPOTHA3ZHA,

KakTo npy BCHUKH NaUKEHTH Ha AXYPETHUYHA TEPANHA € HEOOXOAHM NEPHOAHYUYEH KOHTPOJ Ha
CEPYMHHTE €EKTPOIANTH HA NOAXOAALLH HHTEPBAIH.

TwazuauTe (B TOBA YHUCIO XHAPOXNOPOTHA3MA) MOIraT J1a A0BEAT A0 BOAECH WIIH €NEKTPOJIUTEH
AncbanaHc (XMNoKanMeMHa, XUNOHAaTPHEMHKA W XHITOXJIOpeMUYHa ankano3a). [lpeaynpeaurtenHure
CHMNTOMH Ha BOAHO-EAEKTPOJUTEH AUCOAaHC Ca KCEPOCTOMMA, Kaxaa, cnabocT, neraprus,
CHHIUBOCT, 6€3NOKOHCTBO, MYCKYNHH OONKH HITH KPaMNK, MYCKYITHa ¢1abOCT, XUITOTOHHSA, OJTUTYPHA,
TaxUKapAUA U CTOMALLIHO-YPEBHH CMYILLUEHHUS KaTO raaeHe U NoBpbLUAHE.

Bounpeku, ue XHNokanHeMHa MOXe 1a ce pa3BHe NMPH ynoTpeda Ha THA3NWAHH IHYPETHLM,
€1HOBPEMEHHOTO JICYEHHUE C CHANAMNPHI MOXKE A3 HAMAIIM HHAYLHPAHATA OT AHYPETHUKA

XHNOKANHEMHA, PUCKBT OT XHNOKANHEMHA € Hal-rONAM MPH NALUMEHTH C UMPO3a HA YEPHHUA APpoD, nNpH
NaLKEHTH CbC 3aCHAEHA MYpe3a, NPH NAUNWEHTHTE ¢ HEaEKBATEH MEPOPAIEH MPHEM Ha €NEKTPOJIATH

4.5).




XHMNOHATPHEMHA MOXKE Na Bb3HUKHE NP NalUEHTH C OTOUM NPH rOpewlo BpeMe. XJIOPHAHHA
nedUUHT € NeK U OOMKHOBEHO HE CE HYKJIa€ OT JICHEHHE.

TuaznanTe MOraT 1a NOHWXKAT CKCKPELUATA HA KAJILMH K 1A A0BEJAT A0 NMPEXOAHO H IEKO
MNOBHLIEHHE HA CEPYMHMUA KANLUIA MPH JIKNCA HA YCTAHOBEHHW HAPYLUEHHUA B KAILUHEBHA MeTaDOINU3BM.
3HauMTEIHATA XHNEPKANUHEMHs MOXe /1a Obae A0Ka3aTeNCTBO 3a CKPUAT XHNEPNAPAaTHPEOHAHIBM.

I IpuemaHeTO Ha THa3MAMTE TPAOBA Aa Ce cnpe Npeau NPOBEXAAHETO Ha TECT 3a NapaTHpPEeoOrHIHaTa

byHKUHA.

THazuauTe Morar aa MPpCAHU3BHKAT YBC/IHYABAHC HA CKCKPCLUHATA HA MAarHesui 8 YPHHaTa, KOCTO
MOXKC 1a JOBEAC 10 XHINTOMAITHE3IHCMHA.

Anmu-oonune mecm
XHAPOXJIOPOTHA3NI, ChAbPKALL CE€ B TO3M JIEKAPCTBEH NPOAYKT MOXE 1a A0BEAE N0 MONOKHTENEH
AHAUTHYEH PE3YJITAT NPH aHTH-AONKHHL TECT.

Cepvxuyscmsume. tHocn

[lpy nauneHTH, NpHeMaLLK THA3UAH, PEAKLIMHTE HA YYBCTBUTENHOCT MOTAT Na CE NMOABAT ¢ Uu 0¢€3
aHAMHe?3a 3a aneprus uin 6poHxunanHa actMa. Mma ¢cbolueHus 3a o00CTpAIHE HITH AKTHBHPAHE Ha
CHCTEMEH JIYNYC epHTEMATOAEC NPH yroTpedaTta Ha THAZH/IH.

Heyeaanomen pax wa koxcama

B aBe enHaEeMHONOrHYHA NPOYYBAHHS, OCHOBABALUM CE HA NATCKHA HAUMOHAJEH PaKOB PECHCTLP, €
HabloaaBaH NOBHULIEH PUCK OT HEMeTAaHOMEH pak Ha koxxaTta ( HMPK) [6azanHokneTbueH KapuHHOM
(bKK) 1 ckBamMo3HokneTb4eH kapunHoM (CKK)] npu HapacTBalua eKCno3nUMA Ha KyMYyNaTHBHA [03a
xuapoxnopotuaszua (XXT3). dorocencubnanizupawunte epexktn Ha XX T3 moraTt aa aeAcTBaT KaTo
BEPOATEH MEXAHU3BM 3a pa3suTHe Ha HMPK.

MauuneHtute, npuemaiun XX T3, Tpadea na 6bvaaT nudopmupanm 3a pucka or HMPK ¢ cbheeTBanm
pe/IOBHO /1a NPOBEPABAT KOXKATa CH 33 HOBH JIe3MH U He3abaBHO Aa cboOLIABAT NPH Mo1Ba Ha
NOAO3PHTENIHH KOXKHH N€3MKU, Ha naudeHTHTe TpAOBa Aa ce NpenopbYaT Bb3IMOXKHH NMPEBAHTHBHH
MEPKH, KATO OrpaHHUYEHO U3NaraHe Ha CNLHUERA CBETJIMHA M YITPABHOJETOBH JIbUH, A B CJ/ly4yaid Ha
€KCMO3HUMA, NOAXOAALLA 3a1UMTA, 3a Ja CE€ CBEAE 10 MHHHUMYM PHCKBT OT PaK Ha KOXara.
[Toao3puTeNnHUTE KOXKHH Jie3nn Tpadera na Ob1aT NOANOKEHH HA He3aDaBHO M3CeBAHE,
NOTEHUHWATHO BKAKOURALLO XUCTOMOTHUYHK H3cAeABaHUA Ha OHoNcHUHH MaTepuand. [Ipepasrnexaane
Ha ynotpebata Ha X XT3 Moxe aa ce HANOXKH ¥ NPH NMaUHEHTH, KOHTO ca uManu npeaxoacH HMPK
(BXK. CbL1O TOUKA 4.8).

Ocmpa pecnupamopia mokCUYHOCH!

Cnea nprHeM Ha XMAPOXJIOPOTHA3ZHA €€ ChOOWABAT MHOIO PEAKH TEXKH Clydan Ha oCcTpa
PECTIMPATOPHA TOKCHUYHOCT, BIJIOYHTENHO OCTHLP pecnupaTtopeH auctpec cunapom (OPZIC). Cnen
NPHEM HA XHUAPOXNOPOTHAZHA OOMKHOBEHO ¢ pa3ByBa He10apodeH OTOK B pAMKHTE HA MUHYTH A0
yacoBe. B HA4ANOTO CUMNTOMHUTE BIUTIOYBAT AWCIHES, NOBHLUIEHA TEMIIEpaTypa, BJOLIABAHE HA
benoapobHara PyHKuns U XxunotoHus. [lpn cemuenune 3a OPJIC tpabsa aa Obae cnpsaH NpHEMBT Ha
Enan-HL 10 mg/12.5 mg 1 aa ce npunoku noaxoaso NeyeHue. XuapoxnoporHazua He Tpadbea na
Ce npuaara rnpv NauMeHTH, KOUTO npeay Toea ca nony4aanu OPIC caea npyem Ha
XHAPOXJOPOTHA3ZHA.

XOpouOwIen usaue, ocmpa MUONUR U BMOPULHA 3UKPUMOBOBAHA 2AAYKOMA
CyndpoHaMUINTE HIN A€KAPCTBATA, NPOU3BOAHHU HA CYIPOHAMHAWTE, MOraT Aa NPEAH3BHKAT
HAHOCHHKPATHYHA peaxkLmsa, BoAELA 40 XOPOHAAIEH HIKB ¢ Ae(EKT Ha 3pUTERHOTO NONE, NPEXOAHA
MHOIIHA K OCTPa 3aKPHTODBIbJHA rilaykoMa. CUMNTOMUYTE BKJIKOYBAT B HAYAN0TO OCTPO NOHHUAKEHHE
3PUTENHATA OCTPOTA WM O4HA DonKa,  OOMKHOBEHO ce NOABABAT B PAMKHWTE HA HAcOBE N0 Ceanyir W3y,
OT HAYalloTO Ha JeveHneTo. HenekyeBaHara, ocTpa, 3aKpUTOBIBJIHA IT1ayKOMa MOXKE Aa N0BE/] /1’ QY 7
TpaiHa 3aryba Ha 3peHHe. [IbpBHYHOTO JIeweHUe €, Aa C€ CNPE NPUEMA HAa XHAPOXJIOPOTHA3 /45 /j,ﬁjﬂ
KOJAKOTO € Bb3MOXHO Mo-ckopo. HaBpeMeHHO neveHHe MK XHPYPrUuHa HHTEPBEHUNS MOME Ba e :.:?:Jr::s:_.t'*"‘
'
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HAJI0XKH /1a ce OOMUCAT, aKO BbTPEOUHOTO HAJIAraHe OCTaBa HEKOHTPOAUpPaHO. PUckoBUTE dakTopu
33 pa3BUBAHE HA OCTPA 3aKPUTOLIB/IHA M1ayKoMa MOXKE [1a BKJIHOUBAT aHAMHE?32 3a AIEPrua KbM
CyNPpOHAMHAH HIH MEHHUUHAHHH.

Cneyudinig unhopMayus 34 HAKOU Om CbCMAagRume

Enan-HL 10 mg/12.5 mg cbabprka nakro3a. [laudeHTH ¢ peaky HacaeacTBeHU Npodiemu Ha
HENOHOCUMOCT KbM FaJlakTo3a, MbAEH JIaKTa3eH ACQUUMT HAKN MIOKO30-raNakTo3Ha Manabcopoums,
He TpaOBa 1a NpHeMaT TOBa JIEKapCTRO.

Tosa nekapcTBO CbABLPHKA NO-MANKO OT | mmol HaTpHid (23 mg) Ha TabneTka. T.€. MOXKE Aa C& Kaxe,
Ue NPAKTHUECKH HE CHABbPIKA HATPHH.

4.5 B3anMozeHCTBHE ¢ APYTH JIEKAPCTBEHH NPOAYKTR H APYrH JOPMH HA B3AHMOAEHCTBHE
Enananpuios matear-XuapoxXJI0pOTHAIHA

Hpyeu anmuxunepmenugiu 1ekapcmed

EanospemMeHHaTa ynoTpeba ¢ Te3H JieKkapcTBa MOXE J1a MOBHULLH XHITOTEH3MBHHUA €DEKT HA CHATTANPHA
H XHAPOXNTOpOTHA3KA., EAHOBPEMEHHOTO NPUI0XKEHHE HA HUTPOTIHUEPHH H APYTH HUTPATH HIIH
APYIH Ba30AHNATATOPH MOXKE ONBIAHATEAHO Aa NOHWKH KPLBHOTO HANAraHe.

Heouino o.10xkupane na penun-arneuomensuri-aidocmeponogama cucmemda (PAAC)

JIaHHH OT KJIHHHYHHM NPOYYBAHHMA NOKA3BAaT, Y€ ABOHWHOTO DNOKHPAHE HA PEHUH -aHTHOTEH3IHH
anpoctepoHoBarta cuctema (PAAC) upes komOuuupanata ynorpedba Ha ACE uHxubutopu,
aHruoteH3uH Il-peuentopru O1OKEpPH AN ANUCKHPEH Ce CBBLP3BA ¢ NMO-BHCOKA HECTOTA HAa HEXE/TaHH
CbOMTUA, KaTO HANPUMEP XHMOTOHUSA, XHNIEPKATHEMHA U HaManABaHe Ha ObOpeyHaTa PyHKuUmMA
(BKIIOUUTENHO OCTpa OBOpeyHa HE0CTAaThYHOCT), B CpaBHEHHE ¢ ynoTpedarTa camo Ha eHO
cpeacTro. AeitcTeailo Bbpxy PAAC (Bx. Toukn 4.3, 4.4 u 5.1).

Jumuu

O6paTHMO NOBHLLIABAHE HA CEPYMHHMTE KOHLEHTPALMH HA JIMTHA U TOKCHYHOCT ca CboOWEHN No
BpEME Ha €AHOBpPEMEHHO nNpunoxkeHue Ha JuTHIH U ACE-nnxubutopu. EaHoBpemenHa ynorpeba Ha
Enan-HL v nuTtHil MOXe 1a noBeae 10 TMTHEBA UHTOKCHUKALIMA, ThH KaTO €HANANPHIIA U
XHAPOXJIOPOTHA3HAA HAMANABAT €KCKPELHATA HA TUTHA. CepyMHHUTE KOHUEHTPALHUH Ha JIUTHA TpabBa
Aa ce NpocaesBar Mo BpeMe Ha JICHEHHETO U A03UTE CLOTBETHO Aa ¢e kopurupar. [1pu Bb3MoxHOCT
€IHOBpEMEHHOTO npuaaraHe Ha Enan-HL v autui TpadBa na ce u3barea, Ho ako kKOMOHHaLMATa €

nokazaHo Heobxoauma TpabBa Aa ce H3BLPLLIBA BHUMATE/IHO NPOC/easBaHe Ha CEPYMHHUTE HWBA Ha
JIMTHH (BHXK TOouKa 4.4.).

Hecmepouonu npomugoesnaiumeanu aexapemea (HCTHIBC), exiovume tno u cetexmuenu
yuriooxcucernasa-2 (COX-2) unxubumopu

Hectepouasnu nporusoebinanuTenHu siekapersa (HCTIBC), BrIOYUTENHO CENEKTHBHH
Lrkaookcurenasa-2 (COX-2) uHxubUTOpH MOXKE Aa peayUHpaT aHTHXHNEPTEH3MBHUA edekT Ha ACE
UHXHOUTOPHTE HNH MOXKE 1a HAMANAT AHYPETHYHHA, HATPHYPETHYHHUA H AHTUXUNEPTEHIUBEH €(EKT
Ha auypetuumTe. [1o Ta3n npuurHa aHTUXUAEPTEH3UBHUAT €ekT Ha aHruoTeH3uH Il peuenTopHu
aHTaroHuctH, ACE nuxudburopu wam guypernud moxe aa 6bvae Hamanen ot HCTIBC, eknounTento
ceneKTHBHH COX-2 HHXHOHUTOPH.

EAHOBpPEMEHHOTO NMPHA0KEHHE HA HECTEPOHAHH NPOTHBOBBL3NANUTENHH nekapcTea (HCTIBC)
(sktounTenHo COX-2 nHxubuTopu) u aHruoreHsud Il peuentopHu antarouucTd uinn ACE-
HHXHOHUTOPHTE UMA AANTHBEH €(DEKT BLPXY YBEIHYCHHETO HA CEPYMHHS KaNUi, M MOXe N1a ROBEAE 10
BiowasaHe Ha ObOpeuHaTa pyHkuus. Tesn edekTn oOMKHOREHO ca oOpaTiMu. Paako Moxe na
Bb3HHKHE OcTpa 0b0peyvHa HeJOCTATbYHOCT, OCOOEHO NPH NALUKEHTH ¢ HapylweHa 6b0peuHa GyHKuMA
(kaTo HanpeAHana Bb3PacT WK PH MaUHEHTH, KOUTO Ca ¢ 00EeMEH JePHUUT, BKIFOUHUTENHO H TE3
neueHne ¢ auypetvuH). [lo Tazn npuurHa komMOMHaumMaTa TpabBa na ce npuaara ¢ BHUMaHHWe N
NnauueHTH ¢ HapyweHa ObOpeuna gyHKUMA.

EnananpuioB Majiear




Kaui coxpansieaiqu ouypemuiu, XpAnume. it O00UBKH, CHOBPICANU KATUN Wl KATUN-ChObPICAU
rAMecmume.iy Ha coamd

BbnpekHn ye CepyMHUAT Kanuit 0OMKHOBEHO OCTABA B PAMKHTE Ha HOPMAHUTE IPaHHLH, NPH HAKOH
NaLUMEHTH, NEKYBAHH C €HANANPUI, MOXE 12 Bb3HHKHE XHUNepkanueMus. Y notpedarta Ha Kannid-
CHXPAHABALLH AHWYPETHUH (HAMP. CMUPOHOIAKTOH, TPHAMTEPEH HJIH AMHIIOPHIL), XPAHHTEIHH
No0AaBKHN, CbABPXKALUK KATHA HAW KATWH-ChABbPKALLM 3AMECTHTEIM HA CONTa MOXE Ja JOBEAE 10
3HAYHTEJTHO NOBULIEHHUE HA CEPYMHMA Kaaui. Tpadea cblulo Aa ce BHUMABA, KOraTo eHanarnpHia ce
npunara €AHOBPEMEHHO C ApPYry CPEACTBA, KOUTO NOBHLLABAT CEPYMHHUS KAHH, KaTo Hanp.
TPUMETOIMPHM H KOTPUMOKCA304 (TpUMETONPUM/CyndamMeToKCca3om), TbH KaTo € U3BECTHO, Ye
TPUMETOINPHM I€ACTBA KATO KalWii-CbXpaHaBaLl AMYpPeTUK NOI00HO Ha aMunopuAd. Ilopaam ToBa He
ce Npenopb4yBa KOMOWHHUPAHETO HA €HANIANpPHIT C TOPECNIOMEHATHTE NIEKAPCTBA. AKO € NoKa3aHa
CbNBTCTBaLA ynorpeda, Te TpabBa aa ¢ce H3NON3BAT C NOBAULICHO BHUMAHHE H MIPH YECTO
NPOCNEAsABAHE HA CEPYMHHA KaIMH. (BXK. TOUKA 4.4).

Huypemunyu (muazuonu u Opumvxosu ouypenuyu)

[lopanu neyeHHeTO ¢ BUCOKH NO3M ANMYPETHLH MOXE 1a C€ pa3BUE XHINOBOJIEMHSA H PUCK OT
XHIMOTOHHA, NMPH 3aMO4BAHE HA JICYEHHUE C eHANANPK.I (BK. TOUKH 4.2 U 4.4). XUNOTEHIUBHUTE €PEKTH
Morar jJa 0baaT HaMaJieHH OT CMPaHe Ha AMYPETHKA WM 4pe3 yBeIM4YaBaHe Ha obema unu npuema Ha

CoJl.

Tpuyurctuuny anmuodenpecanmu/GHMunCuxomuyw anecmeniuyu

EnxospemenHata ynorpeda Ha HAKOH aHECTETHUH, TPHUMKIHYHH aHTHAENIPECAHTH H AHTHINICHXOTHLH
¢ ACE nunxuburopu Moxe na noseae A0 AONBJIHUTENHO NOHUKARAHE HA KPbBHOTO HanfAraHe (Bx.
TOuKa 4.4).

Caxyoumpuveaicapma
CoenwreTBawmarta ynorpedba Ha ACE uHxubutopu cbe cakyburpui/gancapraH € npoTUBONOKa3aHa, Tbid
KaToO TOBA NOBHLLABA PUCKA OT aHrHoeaeM (Bk. Touka 4.3 1 4.4).

mTOR (mapeemu na panavuyus npu 003AURUYU) UHXUOUMOPU (HAND., CUPOTUMYC, €6€PO.IUMYC,
MeMCUpPO.TUMYC)

CounbreTBawata ynorpedba Ha ACE nuxubutopu ¢ pauekaaorpun, mTOR uHxubuTopu (Hanp.
CHUPOJIIMMYC, EBEPOIMMYC, TEMCHPOJIMMYC) U BUNAATTMITTHH MOXKE Aa J0BeAe 10 NOBHULLIEH PHCK OT
aHruoeaeM (Bx. Toyka 4.4).

Cumnamuxomumemuyu
CHUMNaTHKOMHUMETULHTE MOTAT /1a HAMAJIST aHTUXHNEpTEH3IUBHHUA edekT Ha ACE-nHxubutopure.

AnmuouaGemnu cpeocmed

EnnaeMHoNornuHy npoyuBaHHs NokKasear, 4e € JHOBPEMEHHOTO npuaoxkeHne Ha ACE-HHxubuTopu H
aHTUAHAbeTHH SiekapcTBa (MHCYJMH, NEPOPARHHU XHNOTJTUKEMHUYHU CPEACTRA) MOXKE Aa NpPeaAH3BHKA
NOHHXABAHE Ha KPbBHATA 3aXap ¢ PUCK OT XUINOINIHKEMHS. TOBA CbCTOAHHAE € MNO-BEPOATHO Aa
HACTBIH Mpe3 MbPBUTE CEAMHLIM HA KOMOUHUPAHOTO NEYEHHE H NMPH NMaUHEHTH ¢ OBOpeyvHo
yBpexKaaHe (BX. Touka 4.8).

Aaxoxon
ANKOXONBbT yBeAU4aBa XUnoteH3nsHUA edekt Ha ACE-uuxnburopm.

Ayemuicaruyurosa Kuceauna, mpomooiumuyu u -6.10xkepu
Enananpun Moxe 6€30nacHO fa ce npunara eAHOBPEMEHHO € aLETHICANHLIMIOBA KHCENHHA (B

KapAHOAOrHUYHH JO3H), TPOMOONHTHLM K S-DrokepH.

3iamo




32 HHTPUTOHAHH PEAKUHH (CHUMITTOMHTE BK/IFOUBAT 3a4EPBABAHE HA JIMLETO, MaICHE, MOBPLUIAHE H
XHUNOTOHMA) Ce ChOOINABAT PAAKO MNPH MALUEHTH HA JIEHEHUE C HHKEKTUPaAHE Ha 31aTo (HATpHEB
aypoTraomanar) v cbnbwreTaula Tepanus ¢ ACE-HHXHOHTOPH, BIITIOUHUTENHO €HANANpPHI.

Ko-mpusvorcazon (mpuvemonpusm/cy.ihpamemorcdso.)
[layeHTH, Nony4aBaiy CHNBLTCTBALLO KO-TPHMOKCA30 (TPUMETONPUM/Cy1(haMeTOKCa301), MOXE 1a
ObAaT U3INOKEHHW HA NOBHUIUEH PHUCK OT XHIEPKAJIHEMMS (Bx. TOUKaA 4.4).

L{urrocnopun
[1pu cunbTcTBaWA ynoTpeba Ha ACE HHXHOWTOPH ¢ UMKNOCNOPHH MOXE 13 Bb3HUKHE
xunepkanvemud. [lpenopbuBa ce npocneasBaHe HA CEPYMHHUSR KaJIWHA,

Xenapun
[1pu cvnbTeTBama ynotpeda Ha ACE HHXHOHTOpPH ¢ XenapHuH MOXe 1a Bb3HHKHE XUNEPKATHEMHA.
[IpenopbuBa ce nipociaeasBaHe Ha CEPYMHHA KaHH.

XHAPOXJIOPOTHAIHA

Heoenoaapusupawu muoperaxcanmu
Tuazuaure MOraT Ja NOBHUILAT YYBCTBHTEITHOCTTA KbM TYDOOKYpapHH.

AIRo0X0:1, OUpbumypamu Wik ONUOUOHU AHATPCMULU
Moxke aa ce nony4u NOTEHUWPAHE HA OPTOCTAaTHYHA XHITOTOHHMS.

Anmuouabemuu 1ekapcmea (nepopAIHY 1eKApPCmea U UHCYAUN)
Moxe na ce HanoXH KOPEKLIMA HA A03aTa Ha NpoTHBOAHAOETHUTE nexapcTra (BXK. ToukH 4.4  4.8).

Xozecmupaviun u KOIeCMunOI068U CMO.1U

AOcopbuMaTa HA XHAPOXJIOPOTHAZH/] € HAPYIIEHA B MPHUCBCTBHETO HA AHHOHHH OOMEHHH CMOJTH.
EAMHHYHA 0033 XONeCTUPaMKHH MITH KOJIECTHNOM0BA CMOJIa CBbP3Ba XHAPOXJIOPOTHA3HUA H peayuMpa
abcopbumsata My B cTOMALIHO-4peBHUA TPakT ¢ 10 85% n 43 % ¢HOTBETHO.

Veeauuasane na QT unmepsaia (nanp. XUHUOUH, RPORAUHAMUO, AMUCOUPOH, COMA10.1)
[TlosuuwieH puck ot Torsades ae Pointes.

Hucumaiucogu cruxo3uou

M3KCKBaA C€ MOBHILLIEHO BHUHMAHHE NPH €AHOBPEMEHHOTO MPHICKEHHE C AUrHTATHC. BbIMoxkHaTa
HHAYLUPAHA OT XHAPOXJOPOTHAZIUA XHNOBOJAEMHA, XHNOKATHEMUA H XHITOMATHE3HEMHA MOXeE Ne
NOBHULIH TOKCHYHOCTTA HA NUTHTAJIUC.

XHIMOKANTHEMHUATA MOIKE A3 U30CTPH HIIH 3aCUNH peaKlUMaTa Ha ChPUETO KbM TOKCHUYHHUTE e(DEeKTH Ha
JAHCHTAaNHUCa (HaNpuMep, NOBHUILEHA KAMEPHA YYBCTBHTEIHOCT).

Kopmuxocmepouou, AKTX
3acH1Ba OTACNAHETO HA ENEKTPOSIUTH, OCHOBHO XHIIOKAIHEMHS.

Katuuypemuunu ouypemuyu (Hanp. (pypozemuc), kapoenoKCo.I10r Wi 3.10ynompeod CvC C1aoume.Hu
XHAPOXTOPOTHAZK MOXKE 4 YBENHYY OTAEMAHETO HA KAJIMA W/ WK MarHe3yvi.

[Ipecopru avunu (nanp. HOPAOPEHWATUH)
EdexkTbT Ha npecopHUTe aMHHU MOXe Na O6bae orcnaben.

L{umocmamuyu (vanp. yuxiogocghavuo, memompexcam)
Traszuadre mMorar aa Hamanat ObOpeYHaTa eKCKpeLtMs Ha IMTOTOKCHYHH IEKAPCTBEHN NPOAYKTH
NOTEHUWPAT TEXHHTE MHENOCYNPECHBHH eeKTH.

Aumuayricu



[lo Bpeme Ha chBMecTHO H3noa3BaHe Ha Exan-HL 1 unMeTHAHH, NONyXKHUBOTBLT HA €HANIANPHJ MOXE
Na C€ YIb/DKH.

Heouampuuna nonyvianus
[ IpoyuBaHHA 3a B3aHMOAEHCTBHA Ca NPOBEKAAHH CaAMO NMPH Bb3IPACTHH.

4.6 @epruanrter, OPEeMEHHOCT H KbpMeHe
bpevennocm

ACE unxudbumopu

Ynorpebata Ha ACE uHXUOUTOpH He Ce npenopbyBa No BPEME HA MbPBHUSA TPHMECTLP Ha
OpeMeHHOCTTa (BXK. Touka 4.4). Ynorpebata Ha ACE nHxHOMTOpH € NpoTHBONOKa3aHa no BpeMe Ha
BTOPHSA W TPETHA TPHUMECTBLP Ha OpeMEeHHOCTTA (BXK. TOYKH 4.3 1 4.4)

EnuaeMUonorvyHuTe 10Ka3aTeNCTBA 3a PUCK OT TepaToreHHOCT cnea nedeHune ¢ ACE vnxuburopu
npe3 NbpBHA TPHUMECTBP Ha OpeMeHHOoCTTa He ca yoeautennn. Caabo ysennueHue Ha pyucka, odaue,
HE MOXe 1a ce W3kIoud. OCBEH B C/lyvauTe, KOrato HenpekbceHaTo nevyeHue ¢ ACE UHxudutop ce
CYHTA 33 KpaHHO HeoOX0aUMO, NaHUpaluUTe OPEMEHHOCT NaUHEHTKH TpadBa Aa NpeMUHAT Ha
aNTEPHATUBHO AHTHXHNEPTEHIUBHO JieYEHHE, ¢ YCTaHOBEH nNpodun Ha 6e30NacHOCT 3a U3MOM3BAHE
npHU OPEMEHHOCT.

Korarto ce anartoctuunpa 6pemeHHocT, nedeHneto ¢ ACE nHxuburTop Tpabea na d6wae
NPeyCTAHOBEHO He3aDaBHO H, AKO € YMECTHO, /12 Ce 3aMoYHEe AITEPHATHBHO JIEYEHHE.

U3eecTHO e excnosuumaTa ¢ ACE MHXHMOUTOp NO Bpeme HA BTOPHA U TPETHA TPUMECTBP € UHAYLIMpa
theTOTOKCHUHOCT (OoTCN1abBaHe Ha ObOpeunaTa GyHKUHMA, ONHIFOXUAPAMHUOH, 3aDaBeHa OCH(PUKALIUS
Ha ueperna) ¥ HEOHATaNnHa TOKCHYHOCT (ObOpeUHa HeaOCTATBYHOCT, XMINNOTOHHUS, XUNIEPKATTHEMHA ).
(Buk Touka 5.3.). OMroxuapaMHAOH NPH MarKarta, BEPOATHO MpeaLiectrall HamaneHa
emMOpuoHanHa 6b0peyHa PyHKUMA ce NOABABA H MOXKE Aa N0BEAE A0 KOHTPAaKTYpa Ha KpaHHUUUTE,
YepEenHO-IHLUEBH AEPOPMALIMK H XHMNONNA3KA Ha Deua apod.

B cayuaid, ve excnosuuusaTa ¢ ACE HHXHOUTOp € HacTbNKMAA npe3 BTOPHA TPHMECTBP HA
OpeMeHHOCTTa ce npenopbyBa NpoBepka Ha ObOpevHara ¢pyHkuusa ¥ vepena. bebera, YMHMTO Maliku ca
npueMand ACE nuxunbutopu tpabsa aa ce HabnronaBaT BHAMATENHO 38 XHNOTOHUSA (BX. TOUKHU 4.3 H

4.4).

Xuopox.1opomudiug

Ha/iMie € orpaHMyeH ONUT OT NPHIOKEHHE HA XHAPOXJI0POTHA3HA NO BpeMe Ha BpeMeHHOCT,
ocobeHo npe3 nvpeUA TpuMecTbp. [1poyyYBaHUATA NIPH KHBOTHH Ca HEAOCTATbUYHH.
XuapoxopoTraln peMrHHaBa npes niaueHtarta. B3 ocHoBa Ha GapMakoJIOrHYHUA MEXAHU3BM Ha
AeficTBHE HAa XHAPOXJOPOTHA3HA ynoTpedaTa My MO BpeMe Ha BTOPHUA H TPETHA TPHUMECTBP MOXKE A
KOMIIpoMeTHpa (peTo-nnaueHTapHaTa nepdy3us U MOTaT 4a HACTBNAT M HEOHATANIHW €EKTH KaTO
NOABA Ha UKTEP, HAPYLUEHHUE HA ENIEKTPOIUTHHS DanaHc U TPOMOOLMTONEHHA.

XuapoxyiopoTnaiua He TpabBa na ce H3NoN3Ba [PH reCTAUMOHHEH OTOK, NreCTALUOHHA XHNEPTOHHSA
WIH NpeexaMmncua, Nopajau pucKk OT HaMangBaHe Ha odema Ha nyia3maTa M uUlaueHTapHara
xunonepdyiua, 6e3 na umMa GnaronpHATHO BL3ICHCTBHE BbPXY X0/a Ha DonecTra.
XuapoxnopoTnalva He Tpadea a ce U3NoN38a 33 NEYEHHE HA ECEHLIHATIHA XHINIEPTOHHUA NPH
OpeMEHHH KEHN, OCBCH B PECAKHUTE CAYyYaH, KOraTO HE MOXKE 11a CE NMPHAOKH APYro JIEYEHHE.

Kvpmene

Enaranpui
OrpaHnueHuTe GapMakOKHHETHYHH AAHHH TIOKA3BAT MHOMO HUCKH KOHLICHTPAaLMH B KbpMaTa (BXK.
TOuKa 5.2). BunpekH, 4e Te3n KOHUCHTPAUHHK HAMAT KIMHHYHO 3HAYCHHE, H3NON13BaHEeTO Ha FHan-
10 mg/12.5 mg He ce npenopbyBa NPH KbPMEHE HA HEAOHOCEHHU BedeTa N Npe3 NBPBUTE HAKO
CEAMHLUH CNEA PAXKAAHETO, MMOPAAH XHNOTETHYEH PUCK OT ChPAEHHOCHA0BHU H ObOpeunu ede
NOpaau JIMNcaTa Ha A0CTaTbYEH KIMHKYEeH ondT. B ciiyuait Ha kbpMeHe Ha no-ronsamo 6eb




ce odOMucnu ninomseaveTo Ha EHan-HL 10 mg/12.5 mg o1 kbpMmewiata Marka, ako TOBa JIeYEHHE €

HeoOXOAHMMO 3a MalkaTa M aeTeTo ce HabnKaaBa 3a BCAKaKBH HEDIAronpuATHH NMOCIEAHLH,

Xuopoxiopomuasuo

XHAPOXJIOPTHA3H/L C€ EKCKPETHUPA C YOBELLIKATa KbPMA B MANKH KOAHYECTBA. THA3HAHTE BbB BHCOKH
RO3H, NMPEIH3BUKBALLN YCHAEHA IMYpe3a, MOraTt 1a MHXHOHpaT npoayKuMaTa Ha Kbpma. YnoTtpedarta
Ha Enan-HL no BpeMe Ha nepuoaa Ha KbpmeHe He € npenopbuMTeHO. Ako EHan-HL ce ynotpebssa
No BpEME Ha KbPMEHE, Ao3ata Tpadsa Ja Obae Bb3MOXKHO HAH-HUCKATA.

4.7 EdexTH BbpXxy cnocobHocTTa 32 IHodHpaHe H padoTa ¢ MALHHHA

Enan-HL 10 mg/12.5 mg He nosnvsaBa WK NoBansaBa npeHedpexx Mo cnocobHOCTTA 3a todupaHe U
pabora ¢ MalumHu. [1pn wodupaHe unu pabora ¢ MawMHKn TpadBa na ce MMa NpeaBHA, Y€ NMOHAKOra
MOJKE JIa Ce MOABM 3amakiBaHe unu ymopa. (Bux touka 4.8). Koraro ce 3anousa neyeHue NaUUEHTUTE
TpaOBa Aa ce ChBETBAT Aa H30ArBaT WOoPUpaHe HA NPEBO3HU CPEACTBA, YIIPABIACHHE HA MALLIUHH WK
AHrAKHPAHE C KAKBHTO M 11a € ACHHOCTH H3HUCKBALUH MbJHO YMCTBEHO BHHMAHHWE JOKATO HE ce
YCTAHOBH TEXHHA OTTOBOP KbM JICHEHHETO.

4.8 HexenaHu J1eKapCcTBeHH pPeaKUHH

OOHKHOBEHO €HATANpPHJ/XHAPOXJIOPOTHA3KA € ¢ 10Dpa NOHOCHUMOCT. [0 BpeMe Ha KIMHHYHHTE
MPOYYBAHHA, JOKIAIBAHHTE HEXE/IAHH JIEKAPCTBEHH PEAKLMH PEaKLIUH Ca JeKH W ODMKHOBEHO ca
MPEXOAHH H B MOBEYETO ClyUaH HE € HEOXOAUMO NPEKHCBAHE HA JICYEHHETO.

Haid-uyecTo NOKaIABAHUTE HEXKENAHH PEAKUMH MO BPEME HA KIIHHWYHUTE NPOYUBAHHA C
€eHaNanpui/Xuapoxnopotuazva ca Ounu rnasodonme u Kawnuua.

Hexxenanu peakuun, 10KJIAABAHU MTPH EHANANPWI/XHIPOXJOPOTHAZUI , CAMOCTOSTENHO NPHIOXKEHHE
HJIK CAMO HA EHANANPUI KK CAMO HA XHIPOXJIOPOTHA3HA, NO BPEME HA KIHHHYHHTE NPOYUBAHHS H/H
cne KaTo JIEKapCcTBOTO € OMN0 MyCHATO Ha nasapa BKJIKOYBAT:

- MHoro uecty (21/10)

- Yectn (21/100 no <1/10)

- Heuectu (21/1 000 go <1/100)
. Peaku (21/10 000 go <1/1 000)

- Mnoro peaku (<1/10 000)
- (C HeH3BeCTHA yecTOTa (He MOXeE 1a Ob/e OLEHEHA OT HAUTHYHHTE AAHHH)

MHuoro YecTr Heuectw Penku Muoro peakud | C Heu3BecTHa
YEeCTH 4ecToTa
Heoniazwu HeMmenano-
000po- MEH paK Ha
Kauecmeexu, KOXaTa
3I0KAYe- (bazanHo-
CMEeHU U KJ1IETbYEH
Heonpe- KapuHHOM H
Oe.1eHu (6K1. CKBaMO3-
Kucmu U HOKJIETbYEH
no.iunu) Ka&pLUHHOM) T
Hapywenus AHEMUHA HEYTPOMNEHHKA,
HA KPBLEMAa U (BKIIHOUN- XHUITOr1I00HUH-
aumpunama TEJIHO eMud,
cucmema aninacTH4YHa | MOHHXKAaBaHe
H X€MO/H- Ha
THYHA) XEMATOKPHTA,
TpoMOO-




UMTONEHHKA,
arpaHynoLM-
TO3a
NOTHCKaHe Ha
KOCTHHS
MO3bK,
NEBKOMNEHMA,
NaHUHUTO-
NEHHA
numdaaeHo-
[aTHHA,
ABTOHMYHHH
3abonaBaHHA
Enooxpunnu CHHAPOM Ha
HAPYILICHUA HeaeKBaTHA
CeKpeLHA Ha
aHTHAHY-
PETHYEH
XOPMOH
(SIADH)
Hapyuenus XHIO- XHNO- XUNEpPriu- XHNep-
Ha Memabo- KATHEMHA, | TJIHKEMHA KeMUS KalLHEMHS
auMa u Xunep- (BX. TOUKA (Bxk. TOuKa
XPAHEHeMO Xonecrte- 4.4), xnno- 4.4)
pONEMHA, | MarHE3UeMH
XMNepTpH- | 1, noaarpa*
rayuepun-
CMHH,
Xunep-
YPHKEMHS
Hapywenus rnapobo- | obbpkaHoCT, | HeoOHuaHHH
HA HepaHamd Jne, CbHIIMBOCT, ChHULIA,
cucmemda aenpecua, | 6€3CHHHUeE, HapYLIEHKA Ha
CHHKOT HEPBHOCT, ChHA, napesa
npoMAaHa nepudepHa (nopanm
Ha BKyca HEBpOMaTUA | XHIMOKAIHe-
(napecTe3us, | MuUa)
au3ecTe3ns ),
CBETOBBPTEK
NOHHWXKEHO
nubnpo**
Hapyuenua | 3aMbriie- XOponanex
HA Quume HO U3JIUB
3peHUE
Hapywuenun THHHUTYC
HA yX0mo u
Aabupunma
Cwvpoeunu BACHE HA | pa3IM4HH | 3a4epBABaHE
HAPYULEHUA CBAT Hapyuue- Ha JTHUETO
HUA Ha cbhpueburese,
CbpAEYHHA | HHAPKT Ha Wb
PUTBM, MHOKap/a, P * %z,
aHI'nHa BEPOATHO % %,
MEKTOPUC | BCAEACTBHE i ]’f ru,'-ﬁ“ &
Ha m ! :g,.h:'r'l,.‘ - %:
X



lienynapHa

Taxu- npexoMepHa
KapaMs XHNOTOHHUA
MPH BUCOKO
PUCKOBHM
MatlMEHTH
(BX. TOUKa
4.4)
(voovsu XHIMO- MO3BYHO- (peHOMEH HA
HAPYUWIEHUA TOHHA, Cb/A0B Peiino
opTO- UHUHAEHTY,
CTAaTHYHA | BEPOSATHO
XHIO- BCIEACTBUE
TOHHS Ha
NpeKoOMEpPHAa
XHIMOTOHUA
NPH BHCOKO
PHCKOBH
NaUMEeHTH
(BX. TOUKA
4.4)
Pecnupamop | nenpo- AHUCTIHEA pHHOpEA, PHHMT, OCTHP
HU, 2POOHU U | NYKTHB- BbL3NANCHO benoapoduu pecnupaTopeH
Meoud- Ha Lo K HHOUATPATH, | AHCTpeC
CMUHLTHY Kalltu- Ape3ras PECNUPATOPEH | CHHAPOM
HADYULEHUA ua raac, aUcCTpec (OPC) (k.
OpoHXxo- (BKJIKOYHMTENHO | TOuKa 4.4)
CNa3bM, e03MHO(PHIHA
acTMa MHEBMOHHA Y
benoapodeH
OTOK ),
anepruyex
ANnBeOJIHT/€03H
HO(HUNIHA
MTHEBMOHHS
Cmovdauwtno- | rageHe RUapui, HJIEYC, CTOMAaTHT/ HHTEPCTHUHA-
YpesHU KOpeMHa NAHKPEATHT, | apTO3HH A3BH, | JIcH
HAPVULeHUS Oosika MOBPbLIUAHE, | IJIOCUT aHrHoeaeMm
AHUCNENCHA,
3anek,
aHOPEKCHA, ,
CYXOTa B
yCTara,
nenTUYHa
A3B4,
daatynen-
uusa**
Xenamo- YyepHOApODHA
bwiuapru HEOCTa-
HUAPYULCH US THbHHOCT
yepHoapoOHa
HEKpO3a
(MOXE nae
¢aTanHa),
XErNnaTHT, U
Xenaro-




UIH
XOJIECTATHYHA,
KBATEHHLA,
XOJCUACTHT
(no-
CNeurHanHo
NpH NaLHEHTH
C NMpeaLecT-
Ballla

MACMOMO HA
HPUTIOXCEHUE

XOJIeIHTHa3a)
Hapywenus oOpHB H3INOTABaHE, | ekcdoaunaTHse
HU Koxcamd (ek3aHTEM) | CHpOEK, H AE€pMaTHT,
U NOOKOINC- CBPbXYYBC | YPTHKaApHA, TOKCHYHA
HAMA MBKAH TBUTENHOC | anoneuus ENHAECPMATHA
T/aHTHOHE HEKPOIH3a,
BPOTHYEH epuTEMA
OTOK: MynTUdopMe,
aHCHOHEBP CHHIAPOM Ha
OTHYEH Stevens-
OTOK Ha Johnson,
NALUETO, nypnypa,
KpaiHHLIA KOXEH J1ynyc
Te, EPUTEMATO-
YCTHHTE, JEC, EPUTPO-
€31Ka, NepMHA
rOTHCA neMgpuryc
W/ UITH
NapuHKca
(BX. TOUKA
4.4)
Hapywenus MYCKYJIHH | apTpanrua**
Hd CnazMuT
MYCKY.IHO-
cKelemunama
cucmeMa u
cveounume.
HAMA MBbKAH
Hapvuuenun Ovbpeuna ONUTYPHA,
HA HEeA0CTa- HHTEPCTHLIKA-
OvOpeyume u TLYHOCT, NEH HepHUT
RUKOUHUME 061LOpeuna
nsmuya AHUCHYHKUNA
NPOTEHH-
ypu+4
Hapyuenun HMMOTEH- FTMHEKOMAaCTHA
HA THOCT
8b3NPOUIEO-
oume.Hama
cucmeMa u
cvpoama
Oougu aACTEHMS | yMOpa, HEPa3MNoo-
HAPYVIEHIWA U Oonka B KEHHE,
echexmu na FbPAHTE Tpecka —




Hicreoearnust XHrnep- MOBHLUIABAHE | MOBULUABAHE
Ka1He- Ha KpbBHATa | Ha 4e€pHOIpPOD-
MHA, ypes. HUTE EH3HUMH,
MOBULIABA | XMNOHaTpHe | xunepdbunupyod
HE Ha MU A UHEMMHS
CEPYMHHH
KpEaTHHHH

*HuBOTO Ha HHUHAECHTUTE € CPABHMMO C TOBA Ha NNauedo rpynuTe U KOHTPOIHHTE IPYTH B
KJTHHHYHHATE NPOYHBAHHUA.

**Habmonaeany ca camMoO NpH 4034 Ha XMApoxnopoTHasua ot 12.5 mg 1 25 mg.

t YecToTaTa Ha MYCKY/IHH KPaMITH KaTO LIAJIO C€ OTHACA NPH 1033 Ha XHAPOXA0opTHa3ua 12,5 mg ¢

25 mg, Karo ce UMa NpeaBHUA, Y€ YECTOTaTa Ha CbOUTHETO e HeoOHHaHHO NPHU NPUEM Ha 103U OT 6 mg
XHAPOXJOPOTHAZHUA.

+ HemenaHOMeH pak Ha koxaTta: Bb3 OCHOBA HA HANNMMMHHTE JAHHHW OT €NNIAEMHONOTHYHH NPOYUBaAHHA

e Habnto1aBaHa 3aBRUCHMA OT KyMYyJaTHBHATa 103a Bpb3ka Mexay XXT3 u HMPK (Bx. ¢buto To4kH
4.4mn5.1).

CboBiuasaHe Ha NOAO3MPAHU HEKETAHW PEeaKLIMK

CbobuapaHeTo Ha NOAO3MPAHH HEXKEIAHH PeaKLHMHK Cliea pa3peluaBaHe 3a ynoTpeda Ha 1eKkapCTBEHHA
NpoAYKT € BaxHO. ToBa N0380148a Ja NPOABJLKY HA0N01€HHUETO Ha CbOTHOLLIEHHETO NON3A/PUCK 3a
JAeKapcTBEHHA NMPORYKT. OT MEAULIHHCKHTE CMELMannCTH C€ U3UCKBA Aa ChoOIaBaT BCAka
MOAO3HPAHA HEXKENAHA PEAKLHA HPE3

U3nbnHuTEeNHA areHLUMs No nekapceTeara

yn. . JlamsH [ 'pyes” Ne 8

1303 Copus

Tena.: +359 2 8903417

yebcaiT: www.bda.bg

49 Ilpeaoznpane

JleueHHe

Hama cneunanHa undopmauus 3a nedeHne Ha npeansnpane ¢ Evan-HL 10 mg/12.5 mg.

AKO NOTNBbUIAHETO € CTAHANO HACKOPO CE NPEnopbYBaT H KOPEKLHA HA NEXHApATALUATA,
€NEeKTPOTHTHHA DATAHC H XUNOTOHUATA YPE3 YCTAHOBEHHUTE NpoueaypH. JIeueHnero €
CUMNTOMATHYHO K noaabpxkaulo. Jleuennero ¢ ExHan-HL 10 mg/12,5 mg Tpadea aa ce cnpe u
NauMEHTHT Ja ce HalNK1aBa BHUMATEIHO.

EHHJIHIIPHJIOB MaJjcaT

CuMnTOMH

Hai-BaXXHUTE XapaKTEpPHUCTHKH HA MPEeA03HPAHETO, CHOOLLIEHH 1O MOMEHTA Ca U3Pa3eHA XHNOTOHHA,
3aroYBallla OKOJIO 1IECT 4aca cje NOorjabLlaHeTo Ha TabaeTKH, eAHOBpeMeHHO ¢ 6J10Kana Ha peHHH-
aHMMOTEHIUHOBATA CUCTEMA, H CTYNOop. CHUMOTOMUTE, CBBP3aHH ¢ npeao3upane Ha ACE uHxubutopu
MOTaT [a BKNIOYBAT LIUPKYNAaTOPEH LLOK, €IEKTPONMTHH HapylleHHA, ObOpevHa HEA0CTATBHHOCT,
XHNEPBEHTHNAUNA, TAXHKAPAHKA, NANNHTAUKNK, Opaankapaua, 3aMasHOCT, TPEBOXHOCT U KauLTULa.
JoknaaraHy ca cepymMuu H1Ba Ha eHananpuiaat Husa 100 - v 200 nBTH NO-BUCOKH, OTKOIKOTO
0OMKHOBEHO ce HabNnaaBa ciel TepaneBTHYHY A03M cnen nprem Ha 300 mg 1 440 mg eHananpunos
MaeaT, CbOTBETHO.

Jleyenue

ITpenopbunTENHATA NEYEHHUE HA NPEeAO3HPAHETO € HHTPABEHO3HA HHPY3IUA HA (PHU3IHOIOMHYEH
pa3rsop. [Ipy nosBa Ha XHNOTOHHKA, NALUKEHTHT TPAOBA [1a C€ MOCTaBH B JIETHANO MOJOKEHHE, AKQ.4
BbLIMOXHO, IEYEHHUETO ¢ HHPY3HUA HA AHrHOTEH3HH || U/ UKW UHTPABEHO3HO KATEXONAMUHH MONR A
CbLUO Taxa Aa C€ UMaT NpelaBra. AKO NOTNBLIAHETO € CTaHANO Hackopo, TpadBa Na ce NpeaANPALN
MEPKH, HACOYEHH KbM OTCTPAHABAHE HA €HAANPHAOBHA ManeaT (Hanp. NOBPbBLIAHE, CTOMS P
NPOMHBKA, NPHUIOKEHHE HA aDcopOeHTH WM HaTpHeB cyadart). Enananpunart moxe na dbae @irg




OT 00WOTO KPbBOOOpalIeHHe Ype3 xemoanainia. (Bux Ttouka 4.4). [locTagaHeTO Ha NEHCMEKRKDBP €
NoKasaHo Npu dpaadKapaus, pe3UCTEHTHA Ha neveHne. AKN3HEHNUTE MOKa3aTe/n, CEPYMHHUTE
€NEKTPOJIMTH M KpeaTUHHHA TpAOBa 1a CE CNCANT HENPEKBHCHATO.

Xuapox.iopoTHaini

CUMOTOMH

Hai-yecTHTe NpyU3HaU U CHMOTOMU €A TE€3HU NPHYUHEHH OT HAMANABAHE HA €JIEKTPOIHTHTE
(XUNOKATHEMHA, XHNOXJOPEMHS, XUIOHATPHEMHSA ) U Aexyaparauns, B pe3ynTaT OT NpeKoMeEpHa
AMype3a. AKO C HEro € NPUI0KEH W IHTUTAIUC, XHUITOKATHEMHATA MOXKE 1A H30CTPH HAKOH CbPIECUHH
APHUTMHH.

S. ®APMAKOJOIHYHU CBOMCTBA
5.1 ®dapmakoiHHAMHYHH CBOHCTBA
dapmakoTepanesTHuHa rpyna: ACE uuxuburopn n anyperdun, ATC koa: CO9BAQ2.

MeXxaHU3BM Ha JEUCTBHE

Enananpuios majnear

Enananpui € MHXHOUTOP Ha AHMHOTEH3HH-KOHBEPTHPALLHWA €H3UM. B Tan0TO TOH OBp30 ce
MeTaboMn3Mpa B eHananpwiat, KOHTO € MOLLEH HHXHOWTOP HA aHMMOTEH3UH-KOHBEPTUPALLHA CH3IUM,
[(naBHUTE epeKTH Ha HHXHOHULIMA HA AHTHOTEH3HUH-KOHBEPTHPALLHMA €H3HM Ca: NOHHKABAHE
KOHLUEHTpPaUUATA Ha aHrHOTeH3HUH Il W anaocTepoH B KpbBHATA UMPKYJAUWA, HHXHOHpaHe
AKTHBHOCTTA HA TbKLHHHUA aHrHOTEH3WH [], noBraBaHe 0CcBOOOKAABAHETO HA PEHHH, CTUMYJIUPAHE
Ha Ba30AeNpecopHaTa KATHKPEHH-KHHHHOBA CUCTEMA, NMOTUCKAHE HA CUMNATHKYCOBATA HEPBHA
CHUCTEMA W NMOBHUINARAHE OTAENSHETO Ha NPOCTarjaHiNHU U penakcupall GakTop OT CbAOBUA €HAOTEN.
AHTUXHNEPTEH3UBHUTE U XEMOAWHAMUUYHM e(PEKTH HA eHananpuia BKJIIOYBAT: AMNATALMA HA
PE€3UCTUBHUTE KPbBOHOCHH CbAOBE U NOHUXKABAHE HA OOLLIOTO NEPHPEPHO CBIIPOTHBIEHHE, KOETO
MOCTENEHHO MOHW)KABA KPBBHOTO HansraHe. CbpaeyHaTa 4ecToTa M yaapHHUa 00eM OOHKHOBEHO
OCTaBaT HenMmpoMeHeHH. Enananpun noHKWKaBa npeAHAaTOBAPBAHETO H CNECAHATOBAPBAHETO, KOETO
oTOpeMeHABa KaMeparTa, HaMansBa KaMepHaTa XMnepTpodus, eKCNaH3IUATa Ha KOJIAreHa W npeanaspa
OT YBPEKAaHe MUOKAPIHHTE KNeTKH. B pe3yntat Ha noHWKaBaHE HA CbpAevHaTa A€HHOCT U
oTOpeMeHABAaHETO Ha CbPLIETO (MPH 3aCTOHHA ChpASHHA HEAOCTATLYHOCT) € NoA0OpABa KOpOHapHaTa
X€MOJAWHAMHKA U KHCNOPOIHa KOHCYMaUHUA OT MHOKAPAHUTE KNETKH ce noHMxasa. [1o Takbe HauuH
YYBCTBHTEJHOCTTA HAa ChPLETO KbM HCXEMHA Ce NMOHWAKABA, A CHLUO CE€ NOHUKABA YECTOTATA HA
ONAacCHH KaMePHH apUTMHH.

[lnkoBuaT epekT Ha eHananpun ce asasa cnen 6 no 8 waca. EdexrvT 06MKHOBEHO npoabhkasa ao 24
yaca, KOeTo NO3BOJABA JOIMPAHETO MY HA €1HH HIH [1BA NPHEMA IHEBHO.

EHananpHioB Majieat - XHAPOXJA0POTHAIHA

XHApOXNOPOTHE3N € AMYPETHK. THAZUAHUTE AHYPETHUH MOTHCKAT 0CODEHO AMNYTHBHATA
cnocobHOCT Ha OLOpeunTe B AMCTanHUTE TYOYAM, KATO NO TAKLB HAYMH NOTHCKAT peabcopbumsaTa Ha
HATPHHA U XJI0pP B Ta3H 4acT HA HedpoHa. Taka Te NOBMLLABAT EKCKPEUHATA HA HATPUH, KaJIUH, XN10p U
BOAA.

B HauyanoTo Ha NeYeHUeTO C XHAPOXJIOPOTHAZHL 00EMBT TEHHOCT B KPbBOHOCHHTE CbAOBE € NMOHWKEH
Nnopanu NOBHILEHA EKCKPELMWA HA BOAA H COJ, KOETO BOAU A0 MOHWKABAHE HA KPbBHOTO HAIATAHE H
HaManaBaHe Ha yaapHHs o0eM. B 0Trorop Ha MOHWXXABAHETO HA KPbBHOTO HANANAHE H HAMAIECHUSA
yaapeH ob6eM TEUHOCTTA C€ NPEMECTBa OT UHTEPCTHUHATHOTO MPOCTPAHCTBO KbM BLTPECHAOBOTO,
Nopanu KOeTo 00eMa TEHHOCT B CbAOBETE H yaapHUA oDeM ce Hopmaauniupar 3a 3 10 4 meceua. [1

HUCKH OT T€3U NPEAH JIEHECHHETO. Mexaﬂmmm Ha TO3W (PEHOMEH HE € HAMbJIHO U3ACHEH.,
[TaureHTH ¢ No-1€Ka XUNEPTOHUSA W HOpMaHa ObOpewHa PYyHKLMS OTFOBAPAT HA JICUEHHE €



OTrOBOP OOMKHOBEHO CE ABABA MNOCTENEHHO U € HE3ABHCHM OT CEPYMHHTE KOHLIEHTPALIMK Ha
nekapctTBoto. Hauanoro Ha nuype3ara 0OMKHOBEHO C€ 9BABA 2 Yaca CJie]] NPUIAraHeTo Ha
XHAPOXNOpPOTHA3NA, KATO HEroBUs NUK € cnea 3 10 4 yaca. EdextsT npoabakasa 6 10 12 vaca.
XHUMOTEH3IUBHHAT €(EKT ce ABABa cnea 3 10 4 AHKW OT HAYANOTO HA TEpPaNUATa H J1OCTHTA CBOA BPbX B
PaMKHTE Ha 3 A0 4 C€AMHUN. AHTUXHMEPTEHIUBHHUAT ePEKT NpoabAXKaABa A0 7 IHH CAe] CIIHPAHE HA
NEYEHHUETO. YMEPEHOTO OrpaHHYaBaHe Ha coaTa noaodpsaBa ePUKACHOCTTA HA ANYPETHLIMTE U
HaMaABa PHUCKA OT XUNnokaavemusa. Hectorata Ha HEXKe1aHW peaklMy Mo BpeME Ha JIEHEHHETO ¢
THA3HAHHW AHMYPETHLHM € 1030-3aBMCHMA, 3aTOBA JIEKATa U YMEpPEHA apTEPHATIHA XHITEPTOHHUA AHEC CE
NEKYBA ¢ HUCKH A03H THA3UAHHW AMYPETHUHM 3a pa3jiMKa OT MHHANOTO.

(dapMakoAUHAMHUYHH eeKTH

EdexTH Ha xoMOHBAUNATA
B HayanoTo Ha Ne4YEHUETO ¢ XHAPOXAOPOTHAINA 0DEMBT TEHHOCT B KPBBOHOCHUTE CBAOBE € HAMAaJIEH
nopaay NOBHULUEHO OTAENAHE Ha BOAA M COJ, KOETO BOAMW A0 NOHWXAaBAHE HA KPBbBHOTO HAJIATAHE H
HAMA/ICHHE Ha yAapHHUA 00eM.

[Topaan xunoHarpuemus 1 3aryba Ha obem TeHHOCT OT TAN0TO, PEHHUH-AHTHOTEH3HUH-
an10CTEPOHOBATA CHUCTEMA CE AKTHBU3HPA. PeakTHBHOTO NOBHILABAHE KOHUECHTPAUXHTE HA
AHrMOTEH3HH [] YaCTHYUHO TUMHUTHPAT NOHHUXKABAHETO HA KPbBHOTO HANIATAHE, KOETO B NPOTHBEH
cnyuai O6u ce apasuno. [10 BpeMe Ha MOHATATbLUIHATA TEPANUA XUNOTEH3IUBHHUA edeKT Ha
XHAPOXJIOPOTHA3U/ CE OCHOBABA HA NOHMXKABAHE HA NEPHPEPHOTO CLAOBO CHNPOTUBIIEHHE, KOETO
AOCTHUIa HUBA MNO-HUCKH OT TE3N MPeaU IEYECHHETO.

PezynraTtire OT AKTHBHPAHETO HA PEHHH-AHTHOTEH3HH-ANA0CTEPOHOBATA CHCTEMA €A METADOIIMTHH
e(eKTH HA NNAZMEHHNTE €JIeKTPOJHTH, IHKOUYHA KHCE/IMHA, [JTK0KO3a H JIMTIHAHK, KOUTO ChLLO YaCTHYHO
HeyTpaaH3npaT edeKTa Ha AHTUXHNEPTEH3IUBHOTO JieyeHHe. Bunpeku., 4e ca edeKTHBHH Nnpu
NOHHIKABAHE HA KPbBHOTO HAIAraHE, THA3HAWTE HE HAMAJIABAT CTPYKTYPHHTE NPOMEHH B CHPLIETO M
CbAOBATa CUCTEMA. BbnpekH, ye neveHneTo ¢ THaA3UWAKW HAaMAIABA YECTOTAaTa HA MO3bYHO-CBLAOBHS
HHCYAT, THA3HANUTE HE NPOdUIAKTHPAT Pa3BHTHETO HA JIEBOKAMEPHA XHNEPTPODHA H KOPpOHApHA
cbpaevHa 6onect. Cnopea HAKOH NPOYYBaHHUR THAZHAHWTE AHYPETHLM MOTaT JOPH A4 BAoLaT
AWACTONHATA KaMepHA QYHKUNSA U MUOKAPAHATA HCXEMHA M A MNOBHLLAT 4€CTOTATA HA BHE3aNMHaTa
CbpAEYHA CMBPT.

Enananpuvn npean3BUKBa AaHTUXHNEPTEH3IUBHHU ePEKTH — MOTHCKA PEHHH-AHTHOTEH3HUH-
anaoCTepOHOBATA CHCTEMA T.€. NPOAYKUHMATAE HAa aHrHoTeH3uH Il u Herosute edexTn. B nonwinHeHue
TOH HAMA1ABA CEKpEUMATA HA HA aNJ0CTEPOH U NOTEHUHYpPa N€HCTBHETO HA OpaAMKUHHHA U
NPOCTArnaHAWHOBOTO OCBOOOX AaBaHe.3aTOBa TOM YE€CTO HMa BLTPELUHH AUYPETHUYHH eEKTH, KOUTO
MOraT Aa NoAoOpaT edekTa Ha XKAPOXIOPOTHAZKWA. EHananpun noHWXaea npea M cen
HATOBAPBAHETO, KOETO OTOPEMEHABA KaMepaTa, HAMAIABA KAMEPHATA XUNEPTPODHA, €EKCNAaH3UATA Ha
KOJlareHa ¥ Npeana3sa MHOKapAHHTE KNETKH OT YBpEXaaHe. B pe3ynTaT Ha NOHHXKABaHE Ha
CbpACYHATA AEHHOCT H OTOPEMEHABAHETO HA CHPLIETO (MPH 3aCTOHHA CHPAEYHA HEAOCTATHYHOCT) C€
noaodpsBa KOPOHAPHATA XEMOAHHAMHUKA M C€ NMOHWKABRA KHCIOPOAHA KOHCYMALUA OT MHOKApAHHTE
KieTkKd. [1o TakbB HAUUH UYBCTBUTEIHOCTTA HA ChPLIETO KBM UCXEMUSA CE MOHMUXKABA, & ChLIO CE
NMOHMXXABA YECTOTATA HA OMACHHTE KAMEPHH apUTMHH. TOH HMa DnaronpHaTeH eekT BbpXy
MO3bYHATA UMPKYNaUXa NpH MAUKMEHTH C XHNEPTOHHA H XPOHHUYHHU CHPAECYHOCHAOBH 3aD0ongBaHuUs.
[lpeanaiBa rnoMepyIHHA ME3aHTHYM OT YBPEKAAHE U PAa3BHTHE Ha MIOMEPYJIOCKIEPO3a, NOIAbPKA U
nogodpaea 6LOpeyHaTa PyHKUUA U 3a0aRq Pa3BUTHETO HA XPOHHYHHTE NporpecHBH 6bOpeUHH
3a00/19BaHUA CBUIO W MTPH NALUHMEHTH, KOUTO BCE OLIE HE €A Pa3BHJIM XHIIEPTOHHA.

M3BeCTHO €, Y€ aHTHXHUTEpPTEHINBHUTE edekTH HAa HHxHOHUTOpHTE HAa ACE ca no-CHNHK npy nauHeHTH
C XHTNOHATPUEMHA, XHTIOBOJIEMHA W NOBULIHKH HHBA HA CEPYMHMA PEHHH, ROKATO e(PEKTA HA
AUYPETHULIUTE € HE3ABHCHM OT CEPYMHUTE HUBA HA PEHHUH MPH NAUHEHTHTE. 110 TakbLB HAYKH
eJHOBPEMEHHOTO NPHJIATaHE Ha €HANaNpPUl H XHAPOXJI0pPOTHA3H/ HMA AIMTUBEH AHTHXHIIEPTECH3UBEH
edekT. B nonbaHeHue, eHananpun npeanassa WM HaManasa MeTaboIMTHUTE ePEKTH OT
AHUYPETHYHOTO JIeYEHHE H UMa DnaronpHaTeH ePEeKT BbPXY CTPYKTYPHHUTE NPOMEHU B ChPLETO M
ChJA0OBATA CUCTEMA.

ETo 33110 CbBMECTHOTO npuiaraHe Ha eaMH MHXHouTop Ha ACE W xuapoxnopordHasng € ym
KOrato BCAKO NEKAPCTBO NOOTAECAHO € HEAOCTATbYHO €PEKTHBHO. TOBa CbBMECTHO MPHUIIO




NpaByU Bb3MOXKEH €1HH NO-A100BLp TepaneBTHYEH edEKT NPH NO-HACKH R03H HA €HANAMPH H
XHAPOXJIOPOTHA3UA U NO-MAJIKO HEXKEJIAHW PEaKLIUH.
AHTHUXHNEPTEHIUBHUAT edeKT Ha KOMOHHaUHATa OOUKHOBEHO NpoAbIAkaBa 10 24 vaca.

JlBoriHO &n10KMpaHe

JlBe ronemu paHaomMu3uparn koHTpondpatu npoyusanus — ONTARGET (ONgoing Telmisartan
Alone and in combination with Ramipril Global Endpoint Trial - Tekywo rnodanso uinureaHe 3a
KpaiHH TOYKH Ha TEIMUCAPTAH, CAMOCTOSATENHO U B kKOMOWHaums ¢ pamunpun) ¥ VA NEPHRON-D
(KAMHHUHO NpoyyBaHe CBbP3aHO C pa3BHUTHE HA HedponaTHs Npy avadeT, NpoBeaeHo oT
MUHUCTEPCTBO NO BLIIPOCHTE HAa BETEpaHMTe) — npoy4Bart ynorpedara Ha komOnHauusaTa or ACE
HHXHOUTOP W aHrnoTeH3HnH Hi-peuentopen daokep.

ONTARGET e npoy4usaHe, NpoBEACHO NPH MAUHEHTH C AHAMHE3A 33 CHPAECUYHOCHAOBA HITH
MOZBUHOCHA0BA 0ONECT, UAM 3aXapeH AMabeT THN 2, NPHAPYXKEHHU ¢ AaHHH 3a YBpEXKaaHe Ha
edexkTopHu opraHd. VA NEPHRON-D e npoyuBaHe npy nauueHTH ¢bC 3axapeH Avader Tun 2 1
nnadeTHa HegponaTus.

Te3u npoyuBaHHa He NOXa3BaT 3HAYMM DaaronpuaTeH ediekT BbpXY ObOpeuHUTE H/ UK
CbPACUHOCHAOBHTE NOCAEIWLH H CMBPTHOCT, KaTO ChilleBPEMEHHO €a Hab/1rAaBaHH NOBHUIEH PHUCK
OT XHNEepPKATHEMHSA, OCTPO YBpexkKaaHe Ha OBOpeUnTE H/HIH XHIIOTOHHA B CPaBHEHHUE C
moHoTepanuaTa.Kato ce uMat npeaBu1 CXOAHUTE UM PAPMAKOIHMHAMHUYHH CBOWCTBA. TE3H PE3YJITATH
ca npunoxkumMu ¢ 3a 1pyru ACE nHxubutopu u adruoreHsud ll-peuentopuu 0aokepH.

ACE unxubntopu 1 anrnoteHsuH ll-peuentopHu 6nokepH cieaoBaTte/HO HE TpAOBa Aa ce U3NOM3BaT
€/HOBPEMEHHO NPH NAaUXHeHTH ¢ gnadeTHa HedponaTus.

ALTITUDE (KnuHruuHo npoy4BaHe NPOBEAECHO C ATUCKHPEH NMPH NMALMEHTH CbC 3aXapeH AHabeT TN
2 ¢ M3N0N3BAaHE HAa ChPACUYHOCHAOBH W OBOpeyHH 3a00NABAHHA KATO KpaHHH TOYKH) € NMPOY4BAHE,
npeaHa3HauYeHo [a WiCceBa 110/13aTa OT A00aBAHETO Ha aNMCKMpeH KbM cTanaapTHa tepanus ¢ ACE
HHXWOUTOP WK aHrHoTeH3HH [I-peuenTopen 60Kep NPU NAUMEHTH CHC 3axapeH adadeT THn 2
XpOHHUHO OBOpedHo 3abonasane, CbPASHHOCHAOBO 3abosaBaHe UnH W aABeTe. [1poyuBaHeTo €
MpeKpaTeHO NPEXAEBPEMEHHO MOPAAH NOBHILIEH PUCK OT HEONAronpUATHH nocyieauum. Kakro
ChPASYHOCHAOBATA CMBPT, TAKa H HHCYJITBLT €A MO-4YECTH B rpynaTa Ha ATKCKHPEH, OTKOJIKOTO B
rpynaTta Ha naauedo, a npeCTaBASABALLNTE HHTEPEC HEXKENAHH ChOMTHA U CEPUO3HH HEXelaHK
CHOMUTHA (XHNEPKATHEMHSA, XUNIOTOHHA U ObOpeuHa ancdyHkuus) ce cbodulaBaT No-4YecTo B rpynara
Ha a/IMCKHPEH., OTKOJIKOTO B rpynara Ha rinaueoo.

HeMenaHOMEH paKk Ha KO)KAaTa:

Bb3 oCHOBa HA HANHYHKTE AAHHKW OT €MUACMHOJOTHUYHH MPOYUBaHHA € HabJII0AaBaHa 3aBUCHMA OT
KyMyJaTHBHAaTa 103a Bpbika Mexay XX T3 n HMPK. Eaxso npoyuBaHe BxiarouBa nonynaums,
cherosawa ce ot 71 533 cnyuan va BKK u 8 629 cnyuan Ha CKK, v nonynauuns ot choTBeTHO | 430
833 u 172 462 noaxoasiuu KoHTpoad. Bucokarta ynotpeba Ha XXT3 (kymynatusio 250 000 mg) e
cBbp3aHa ¢ kopurupad OR 1,29 (95% [IU: 1.23-1,35) 3a BKK n 3,98 (95% [H: 3,68-4,31) 3a CKK.
HabnionaBaHa e acHa Bpb3Ka KyMyaTHBHa ao3a-oTroeop Kakto 3a BKK, taka n 3a CKK. [pyro
Mpoy4YBaHE NOKa3Ba Bb3IMOKHA BPpb3Ka Mexay paka Ha ycTHHUTe (CKK) 1 excnolnumsta Ha XXT3: 3a
633 chyuyaM Ha pak Ha YCTHHTe € noabpana nonyisauns ot 63 067 noaxoAfALH KOHTPOIH, KaTo ce
H3MOJI3Ba CTPATErUs 3a B3eMaHe Ha Npolu, onpeaesieHa ot pucka. JleMOHCTpHpaHa € Bpb3Ka
KyMYyJaTHBHA 103a-0Trosop ¢ kopurupaHd OR 2.1 (95% [H: 1,7-2,6). Hapacteam ao OR 3.9 (3,0-4,9)
3a BUcoKa yniotpeba (~ 25 000 mg) u OR 7.7 (5,7-10,5) 3a Ha#i-BHcOKaTa KyMynaTHBHa aos3a (~ 100
000 mg) (BX. cbLUO TOUKA 4.4),

5.2 @dapMakoOKHHETHUYHH CBOHCTBA

Abcopbums
Exananpun ce abcopbrpa 6bp30 Npy nepopaneH NpreM, KaTo UKOBHTE CEPYMHH KOHLEHTpaUYH Ha
€HaTaNnpH HaCcTbNBAT B paMKHTE Ha earH yac. CtenenTa Ha abcopOung € 60% Bb3 OCHOBa Ha
HAJIMYHOCT B ypHHaTa. Cnea karo ce abcopbupa, nepopaliHO NPHETHAT eHalanpua ObP30 ¢

EKCTEHIUBHO CE€ XHAPOAW3HpA 10 €HANanpuIaT, MOLLLEH HHXHOUTOP HA AHTHOTEH3HH-KOHBEPT
eH3UM. MaKCHUMATHHTE CEPYMHH KOHUEHTPALIHKH HA €HANANPHIAT C€ 10CTUIraT B PAMKHTE Ha
yaca CJiell fIepopajieH NMpUeM Ha eHananpu/ios ManeaT. OCHOBHHTE KOMIMOHEHTH B YPUHATA C




eHananpuiaT, KoeTo npeacrasiassa okono 40% ot 103aTa U HenpoMeHeH eHatanpui. C HIKIIOUYEHHE
Ha npeoOpa3lyBaHe 10 eHANanpUNaT, HAMA /10KA3aTeNCTBA 32 SHAYUTEAHO METa0OIIM3HPAHE Ha
eHananpua. [poduwrbT Ha cepyMHAaTa KOHUEHTPAUHS HA CHANIATIPHIAT €& XapaKTeEpH3Inpa ¢ YAbIKEHA
TepMHUHaaHa ¢a3a, oueBuaHo nopaad cebpiBaHe ¢ ACE. [lpu nauneHTH ¢ HopManHa 6bOpeyHa
(GYHKLHA, CTAUMOHAPHH CEPYMHH KOHLEHTPAUMYH HAa €HAMAaNpKaaT ¢a NOCTUTHATH OT HYETBBLPTHA JICH
Ha MPUJIOKEHKE Ha eHANAnpynoB Masieat. AGcopOuHATa HAa NEPOPANHO NPUAAraH €Hananpuios
MaJIeaT HE CE BJMUAEC OT NPUCHCTBMETO HA XpaHa B CTOMALUHO-4pEeBHUA TpakT. CteneHTa Ha abcopOuus
H XHIPO/M3a Ha eHAJIanpUi ca Noa00HK 33 palTMUHHTE AO3H B NPENOPBYHTENHHA TEPANEBTHUEH
HHTEPBA.

buotpaHcdopmatms
C v3KTI04€HHE HA XHAPOAU3aTa A0 €HANANPUAAT, eHANaNPUI HAMA 3HAUYHMH METabOIHTH.
XUapoxJiopoTHazua He ce meTabonusupa, a ce eaMMHHUpa Obp30 npes OvOpeunTe.

PasnpeaencHue

[Tpoy4BaHnaTa Npu 1abopaToOpHH MUBOTHH - KyUeTa NOKA3BaT, Ye eHananpHi NpEMHHaBa KPbBHO-
MO3bYHaTa Dapuepa B He3HAYMTENHA CcTeneH HaM 130010 He npemyuHasa. Enananpun npemuHasa
nJlaueHtapHaTa dapuepa. XuapoxJopoTHA3IHI NPEMHHABA Npe3 NJaueHTaTa, HO HE H KPbBHO-
MO3bUHaTa bapuepa

EavMuHupane

OTAeNAHETO Ha €HaNnanpua ¢e OCHIUECTBABA OCHOBHO npes 0bopeunte. OCHOBHUTE KOMIMOHEHTH B
ypHHATA ca eHananpuiaar, KOUTO npeacrasiasa okono 40% ot nosara, H HENPOMEHEH €HaNanNpui.
EdekTHBHHUAT NONYKUBOT 3a HATPYNBAHE HA CHANAMPHAAT CE1 MHOIMOKpaTeH NEepopaieH NPUEM Ha
eHananpujaos manear € 11 vaca.

Korato nna3MeHHTe HMBA HA XHAPOXJIOPOTHA3KI C€ NPOCASIAT Halk-Manko 3a 24 yaca, ce YCTaHOBARA
niaiMeH NOAYKHBOT, BapHpaw Mexay 5,6 1 14,8 yaca. XuapoxnopoTHaiua He ce MeTaDoNN3Kpa, HO
6bp30 ce enuMuHHpa upes OnOpeunrte. Hall-manko 61% OT nepopanHo npHeTara 403a ce eJIAMUHHpa B
HETIPOMEHEH BK/J B paMKKTE Ha 24 yaca.

buOpeuHo yBpexaaHe
EHananpunar Moxe aa ce eITMMHHUPA OT OOWOTO KPbBOOBPBIUEHHUE YUPE3 XEMOAHANN3A.

Kvpuene:

Cnea eaHoKpaTHa nepopaiHa 103a 20 mg npHaoKeHH NPU NET XEHU C1el paKAaHe, CPEAHHAT MUK Ha
eHananpua B kbpmara e 1, 7ug/l. (o1 0,54 no 5,9 pg/L) ot 4 go 6 yaca cnea NPHIOKEHHETO.
CpeaHuaT N1k Ha eHananpuaar € 1,7ug/L (vutepran 1.2 no 2,3ug/L); nuKoBeTE Ca Bb3HUKHAMHU NO
pa3HY4HO BpeMe npe3 24-4acoB nepHoa. Minon3Baiky 1aHHHUTE OT NMUKOBUTE HUBA B KbpMara,
O4YaKBAHHAT MakcHMalleH npHeM npu kbpmade € 0,16% ot go3ara Ha maiikara. 2KeHute, KOMTO ca
npyuemMany nepopanHo eHanarpun 10 mg aHeBHO B NpoaAb/IKEeHUE Ha | | Mecela ca UMATH NHKOBH
KOHLEHTPALWHK Ha eHananpun B kbpMmarta 2 ug/l. 4 yaca cnea 403ara v NMUKOBH HHBA HA eHananpunar
0,75 pg/L okono 9 waca cnea npuaoKeHneTo. OO1WOTO KOMHYECTBO HA €HANANPHI H eHaNaMpHAaT,
HM3MEPEHH B KbpPMAaTa no BpeMe Ha nepuoa ot 24 vaca ¢ 1,44ug/L v cvoreeTHo 0,63 pg/l.. Hupara Ha
€HananpunaT B KbpMarta ca HeoTKpuBaeMH (<0,2ug/L.) 4 vaca cnex eaMHUH4Ha J03a €Hananpuwi 5 mg
NMPH €AHa MAHKa Y NPH ABe MaHKH npHenn 10 mg: HMBaTa Ha eHAtanpuUA He ¢a OUIH ONPEACICHH,

dapMaKkoKUHETHYHO/papMaKoAUHaAMUYHO B3aUMOAEHCTBHE
CHBMECTHOTO MPHIOKEHHE HA €HANANPUI U XHUAPOXJIOPOTHA3NA HAMA €DEKT BLPXY OMOHANHUHOCTTA
U hapMaKOKHHETHKATA HA OTAE/IHHTE JIEKapCTBa.

5.3 IlpeakninHnunn 1aHHH 33 6e30MaCHOCT

TOKCHKONOTHYHH MPOYYBAHHUA NPH MHULIKK KM NIBXOBE NOKA3BAT NO-HHCKA OCTPa TOKCHYHOCT
€Hananpua U XHAPOXJIOPOTHAZUA B KOMOUHALIMA, OTKOJKOTO €HaNanpHa CaMOCTOATENHO.
CroitHocThTe Ha opanHara LDsy Ha koMOMHauuaTa B cboTHoLIEHUe 1:2,5 npesuwasa 3
NPY MHULIKH Taka KM Npu MIbXose. [IpoaAbIKHTENHOTO MpHaraHe Ha cnoMeHaTaTa KoMou



npean3BHKBa NnpoMeHH B ObOpeuHaTa QyHKUMA H MOPGOJIOTHYHH YBpEXaaHHe B
raCTPOMHTECTHHANHUA TpakT. HaMa HannyHu npoy4BaHHs 3a KnacHyecKarta penpoayKTHBHA
TOKCHYHOCT Ha KOMOHHALIMATA eHANanpul M XHAPOXJIOPOTHA3HA NPH TUTbXOBE K 3aiuK. [1poyusaHus
BbPXY TOKCHUYHATA PeNpOAYKTHBHOCT C/ie]l NpHiaraHe Ha OT1eNHH aKTHBHH CyOcTaHUMU NoKa3sar
deToTOKCHYHHK ePeKTH W ABETE NeKkapcTBa. B cBetnvHaTa Ha T€3W JaHHW OUYEBHIIHO €, Y€
KOMOWHAUMATA €HANANPHI U XUAPOXJIOPOTHA3KWA € aDCONIOTHO NPOTHBONOKA3AHA 3a IEUEHHE Ha
XHNEPTOHHA MO BPEME HA OPEMEHHOCT.

He € yCTaHOBEHA MyTareHHOCT HA KOMOMHALIMATA €HANATIPHI K XHAPOXJTOPOTHA3HUA.

6. OAPMAUEBTHYHH JAHHH
6.1 ChnHchbK HA NOMOWMHHTE BeUIeCTBA
JIAKTO3a MOHOXHApPAT

LiapeBHYHO HULIECTE

NpEXCIATHHHIHPAHO HHLLICCTC
TaJIK

HaTpHEB XUaporeHkapboHar

MarHe3UEB cTeapar

6.2 HecbBMeCTHMOCTH

Henpunoxumo.

6.3 Cpox Ha rogHocT

3 roaUHH

6.4 CnendajHH YCIOBHA HA CbXPAHEHHE

Jla ce cbxpaHsaBa B OpMIrMHAaIHATA ONAKOBKA, 3a /a ¢ce npeanasu OT Bhara.

6.5 Bua u cbaAbpXKaHHe HA ONAKOBKATA

baucrepHa onakoska (Al, Al/nonnamua/PVC ¢onno): 20 Enan-HL tadnetkH
bnucrepna onakoeka (Al, Al/ nonnamua /PVC ¢poauo): 30 Enan-HL tabneTku

baucrtepna onakoeka (Al, Al/ nonnamun /PVC ¢onuo): 60 Enan-HL tabaeTku
bnauctepHa onakoska (Al, Al/ nonnamna /PVC donno): 90 Enan-HL Tabnerku

He BcHukH BHMAOBe 0NakoBKH MoraT aa 6baaT nycHaTH Ha nasapa.
6.6 CnenHannH npeAnNa3HH MEPKH NPH K3XBbLPJfHe H paboTa
Hama cneuManH® H3MCKBaHHA.

BcHukH HEW3NOA3BAHH NMPOAYKTH H OTAAAHHU MaTepHanu TpaOBRa Aa ObAAT UIXBBPAEHH CHOPEA
MECTHOTO 3aKOHOAATE/ICTBO.

7. MNPUTEXATEJI HA PAZPEIIEHHUETO 3A YIIOTPEBA

KRKA, d.d., Novo mesto, Smarjeéka cesta 6, 8501 Novo mesto, CnoeHusa

8. HOMEP(A) HA PASPELHIEHHUHETO 3A YTIIOTPEBA




Per.Ne: 20010012

9. JIATA HA ITbPBO PASPEIIABAHE/ITO/JTHOBSABAHE HA PASPEIIEHHUETO 3A
YINIOTPEBA

Jlata Ha nvpBo paspewasane: 02.01.2001 roa.
JlaTa Ha nocaeano noaHosaBane: 31.08.2011 roa.

10. JATA HA AKTYAJIUBUPAHE HA TEKCTA

[MToapoOHa uHdopmMalms 3a TO3M JIeKapCTBEH NPOAYKT € npeaocTaBeHa Ha yeOcaitra Ha M3nsanurenna
Arenuus no Jlekapcreara (MAJI) http://www.bda.bg.




