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2. KAYECTBEH H KOJIMMECTBEH CbCTAB

Beska radaerka Enan-H 10 mg/25 mg ¢vaspxka 10 mg enananpunos maneart (enalapril maleate),
KOMTO € eKBUBAJICHTEH Ha 7,64 mg eHananpun fenulupril}) v 25 mg XuapoxXn10opoTHasnu,
(hydrochlorothiuzide).

FTOMOLIHN BELIECTBA ¢ HIBECTHO J€HCTBHE:
Exwan-H 10 mg/25 mg
NAKTO3a 114,02 mg
HaTPHUA 1.4 mg

34 NbJIHUA CNIUMCHK HA NOMOWHUTE BELIEeCTRA, BHKTE TOUKa 6.1.

3. JJEKAPCTBEHA ®OPMA
TabneTka.

Enan-H 10 mg/25 mg TabneTky: WbiaTH, KPbIiu, Maaky, ¢ 1en1UTenHa yepra OT €1Hara CTpaHa.
Heantennara yepra He € npeaHa3HaueHa 3a cuynBaHe Ha Tabnerkara.

4. KJIJHHHYHHA JAHHH

4.1 TepaneBTHYHH NOKA3ZAHHA

JleueHne Ha apTepyanHa XHNEPTOHHUA, IPH KOATO C€ H3UCKBA KOMOMHUPAHO JeUYEHHE.
4.2 Jo3HpOoBKAa H HAUYHH HA NPH.I0KEHHE

[lo3upoeka

HG'IHTE[ Ha JCKApPCTBOTO CE€ OCHOBABA NPEAHMHO HA ONHTA C HCTOBOTO AKTHBHO BCLUCCTBO
CHANAINPHUITOB MAJICAT.

Bb3pacTHH

Ecenyuaina xunepmonus

JleueHHeTO Ha apTepHalHaTa XHNEPTOHUA HUKOTa He ce 3anousa ¢ KoMbuHauus ot aekapcTea. [1bpso,
aneKBaTHUTE A03H HA OTAETHHTE KOMAOHEHTH TpsabBa 1a 6baaT ycraHoBeHH. [Jo3nTe Tpabea BUHArK
Na ¢e HarnacaABarT cnopea HHAUBHAYATHHUS TALIHEHT.

ObuvaiinaTa no3a € eaHa A0 ABe TaDNEeTKH €AHOKPATHO AHEBHO.

3a noseyeTo natieHTH, 20 mg (no wikmouenue 40 mg) ot eHananpui Uik 50 mg XHapoxJopoTHa3na
AHEBHO € N0CTATBLYHO, MNOPAH KOETO He ce npernopbyBaT noeeye ot Ase TadaeTkH Enan-H aHesHo.
AKO HE € NOCTHIHaT 3a10BOAMTENEH OTIOBOP Ha NOHH)XABAHE HA APTEPHANHOTO HAIAraHe ce

NpenopbYBa 100aBAHE HA TPETO NEKAPCTBO WIK NPOMAHA HA TEPANEBTHYHATA CXeMa (BXK. TOUKH 4.3,
4.4,45u5.1).

[peoxoooawo 1ewernue ¢ ouypemuiu iy
“]JH NAaUHCHTH, KOUTO €4 BEYE HA AHYPCTHYHA TCpAlua, CC NpeiliopbiBa Tas3H Tepana ad C? P
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Hiderve sHesanHa xunotoHud. Ilpean 3anouBaHe Ha neyeHHeTo TpadBa 1a ce uicae1Ba OLOpeyHaTa

GyHKUHA.
Hsama orpaHnyeHHe Ha BPEMETO B NPOABIKHTENHOCTTA HA N1EYEHHETO.

Hosa npu OvOpena nedocmamvynocn

Tha3naHHTe AMYPETHUH HE Ca NOXOIALM IHYPETHLH 3a ynoTpeba npyu nauveHTn ¢ 0bdpeyHa
HeJOCTATbYHOCT H ca HeehCKTUBHU (TPH KPEATHHUHOB KNUpbHC oT 30 ml/ min wan no-manko (T.e.
yMepeHa KK Texkka 0bOpeyuHa He10CTaTbYHOCT).

Ha nauudeHTH ¢ KpeaTHHUHOB KnWpbHC HaA 0,5 ml/s nau cepyMeH KpeaTHHHH No-Majko oT 265 pmol/|
(3 mg/ 100 ml) moxe na ce npunoxku odOHuaitHaTa 103a Ha Enan-H.

[IpenopbuMTenHaTa HauaHa 033 Ha €HANanpU/ Manear, Korato ¢e Uino/3Ba CaMoCTOATENHO, MPH
no-aeka gpopma Ha ObOpeyHa Hea0CTaTBLYHOCT € OT 5 a0 10 mg.

Vnopeoa npu nayuenmu ¢ cmapuecka ev3pacm

B knuHHuHKM npoy4BaHus e(PpeKTHBHOCTTA H NOHOCHMOCTTA HA €HANANPHIOB
MaseaT/XHAPOXIOPOTHAZHA. MPHITIMKEHH €IHOBPEMEHHO, €A CXOAHM KATO INMPH NAUHEHTH C
XHIEPTOHHA KAKTO B CTAPYECKA Bb3PACT. TAKa H MPH MNAH NALHEHTH.

[eduampuwna nony.1ayus
bezonacHocTTa W ePHKACHOCTTA NPH AcUA HE Ca YCTAHOBEHH.,

HauuWH Ha NPpUIOKEHHE

[lepopaiHO npruioXKeHHE.

[TauneHTHTE TPAOBA Na NOrABLIIAT TAONETKUTE LEIH, N0 BPEME MK cie] aaeHe ¢ TeYHocT. Te TpadBa
13 CH Cb31aJaT HABHK 13 NpHEMaAT pE€IO0BHO JIEKAPCTBOTO 33 NPEANOYUTAHE CYTPHH B €IHH H CBLUM
yac. AKo T¢ nponycHat Tabnetka, TpabBa aa A B3eMaT KONKOTO € Bb3MOXHO NO-0bp30, HO Aa HE A
B3MMAT, aKO 0OCTaBaT CaMO HAKOJIKO 4Yaca /10 CAeABallMs NpHeM Ha nekapcTBoTo. B To3M cnyuaid Te
TpaOBa 4a U34aKaT cneaBallldd No BpeMe MPHEM M 1a B3eMatT tablieTkara 3a To3u npveM. Jlozarta
HHUKOra He TpabBa aa ce ynBosBa.

4.3 IlpoTHBONOKA3AHNA

- CBpbX4HYBCTBUTE/THOCT KbM €HANANPUIIOB MANIEaT, XHAPOXJIOPOTUA3N WK HAKOE OT
MOMOLWHHTE BELIECTBA, H30poeHH B Touka 6.1.

- CBPBbXYYBCTBUTEIHOCT KbM INPOH3BOAHH HA CynPOoHaAMKAA NeKapCcTBa.

- AHaMHe3a 32 aHFTHOHEBPOTHYEH €1€M CBBP3aH ¢ NpeadwHo neveHue ¢ ACE-nHxubutopm.

- HacneacTBeH MM HAHONATHYEH AHMHOLAEM.

- Texko 0BLOpeuHo yBpexaaHe (KpeaTHHHHOB KIIMPbHC no-manko ot 0.5 ml/s nan cepymen
kpeaTUHHUH Haa 265 pmol/l (<30 ml/min).

- AHYypHA.

- Texka yepHOapOOHA HEAOCTATBLUYHOCT.

- BTopH U TpeTH TpUMECTpH Ha DpeMeHHOCTTa (BHXK TO4YkH 4.4 U 4.6).

- CTeHo3a Ha DBLOpeyHUTE apTepuu.

- EaHoBpeMeHHaTa yrioTpeba Ha EHan-H ¢ anucknpeH-cbabpKallu NpoayKTH €
MPOTUBOMOKA3aHA NpPH NAaLKEHTH CbC 3axapeH Anadet naun 6udpeyHo yepexaaHe (GFR <
60 ml/min/1.73 m2) (sx. Touxu 4.5mn 5.1).

- CbnbpTCeTBALWLA yNoTpeda npu Tepanys cbe cakyonTpui/Bancaprad. Enan-H e TpaoBa aa ce
3ano4Ba Nno-paHo ot 36 yaca cien nocjieHaTa a03a cakyouTpui/BancapraH (BX. CbLUO TOUKH

4.4 n 4.5).

4.4 ChneuHa/HH npenynpexIeHHs H NPEANAIHH MEPKH NPH ynorpeda

Enaranpuios Ma1eaT-XHAPOXJAOPOTHAIHA




Xunomonua u e1eKkmpoIumer QucOianc

CHUMNTOMAaTHYHA XHNOTOHUA ce HabmoaaBa pajko MpU HEYCIOKHEHH MAUMEHTH ¢ XxuneptoHusa. [pu
NMallMEHTH ¢ XHMepTOHUA, nonyyasatum Exvan-H 10 mg/25 mg, cumnroMaTHiHa XMNOTOHUA € NMO-
BEPOATHO A Bb3HUKHE, KO NAUMEHTDBT € ¢ HAMANEH 00eM Ha TEYHOCTH, HAlIpUMEp, OT AHYPETHHHO
JgdeHre, AHeTa ¢ OrpaHHYEH NPHEM Ha COJI, ANAPHA MKW NOBPBLUAHE (B, TOYKH 4.5 1 4.8). [Ipu
TaKHBA NALMEHTH TPAOBA Aa €€ HIBLPLUBA PEAOBHO ONPEACIAHE HA CEPYMHUTE ENCKTPOJIUTH Ha
NO1XOAALWH HHTEPBATH OT BpeMe. CneunaiHo BHUMAHUE C/1€1BA 1a C€ OOBbpPHE HAa NALIMEHTH C
HCXEMHUYHA DONEeCT Ha CHPUETO UKW MO3BUYHO-CBbAOBA HONIECT, NPU KOUTO MPEKOMEPHOTO MNOHHAKABAHE
HA KPbBHOTO HallAraHe MoOXe Aa A0Bede 10 HHGAPKT HA MHOKApAa HIH MO3bYHO-CbAOB HHUWICHT.
Hab.awnaBaHa € CHMNTOMATHUHA XHNEPTOHHUA NPH MAUHEHTH € XHIMTEPTOHHA CbC CbPACUHA
HE0CTATBYHOCT, ¢ WK De3 npuapy:Kapaliia ObOpeuHa HeaOoCTATBUHOCT. TOBA € NMO-BEPOATHO /1A ce
NOABH NPH NAUHEHTH C 110-TEKKH CTENEHHU HA ChPAEHHA HEAOCTATBYHOCT. KAKTO € OTPAa3eHO IMPH
W3NOM3BAHETO HA BUCOKH A03H OPUMKOBH AHMYPETHULH, NPH XHITOHATPHEMHSA WK HapylueHa 6bOpeyHa
dbyHxuus. [py Te31 naunenTH aeueHnero TpaOBa Aa 3anouHe Mo eKapcko HadbNKAEeHHE H
nauxMeHTUTE TpAOBA 1a ce NpoCieaaBaT BHUMATENHO, KOoraTo ao3ara Ha Enan-H 10 mg/25 mg w/nan
auypeTuk ce apantupa. [1oaobru cLobpaxkeHHs MoraT 1a ¢e Npuarat npv NauMeHTH ¢ HCXEMHYHA
00JIECT HA CHPLETO HITH MO3BYHOCHI0BA DONECT, NMPH KOUTO NPEKOMEPHOTO CIANAHE HA KPBBHOTO
HalSAraHe MOXKE 1a J0BeAE 10 MH(GAPKT Ha MHOKAPAa MW MO3IbYHOCHA0B HHUMACHT.

AKO €€ NOABH XHNOTOHHA NMalLUEeHTHLT TpAORA Aa Obae NOCTaBeH A4a NerHe No rpb0 Ha HUCKA
BBH3MABHUILA U NAa3MEHHUAT 0DeM, ako ¢ HeoDXxoAuMO, 1a ObAE KOPHIUpPaH ¢ HHAY3IHA ¢
dunoaoruueH pasteop. flpexoaHata XMNOTOHUA He € NPOTUBONMOKA3aAHUE 3a NPOABAKABAHE HA
nedeHueTo. Cnea Kopekitna Ha KPbBHOTO HANATAHE M M1a3MeHUa 0DeM NaureHTHTE OOHKHOBEHO
NOHACAT 400pe cneaBalUUTE A03H HA IEKAPCTBOTO A00pe.

[Ipyn HAKOM NAUMEHTH CBHC CHPACYHA HEAOCTATBYHOCT, KOUTO HMAT HOPMAJTHO MK HUCKO KPBBHO
HanAraHe, € Bb3MOXHO 14 ce HaD1101aBa JOMbAHHUTENHO NOHUKABAHE HA CHCTEMHOTO KPBBHO
Hansarave no spemMe Ha neweHue ¢ EHan-H 10 mg/25 mg. To3u edekT ce ouakpa H OOMKHOBEHO He €
NPUYUHA 33 NPCKPATABAHE HA JICHEHHUETO. AKO XMNOTOHHATAE CTAHE CUMNTOMATHYHA, MOXE 21a €
HEOOX0AMMO HAMAIBAHE HA 103aTa W/HNKW CNHpaHe Ha QuypeTHKa W/uid Ha EHan-H 10 mg/25 mg.

Hsoimo Oaoxkupane na pernun-aneuomen 3 un-aidocmepornosama cucmema (PAAC)

HmMa nannn, 4e eanopemeHnara ynorpeda Ha ACE nHXHOuTOpH, aHrwoTensuu ll-peuentopHy
OnoKepH UK ANUCKUPEH NOBHLIABA PUCKA OT XUNOTOHUS, XUNEPKAJIHEMHUSA W HAMAJIABAHE HA
ObbpeuHaTa GyHKUNA (BKIIOUHTENHO OcTpa 6bbpeuna HegoctaTbuHocT). [lopaan ToBa He ce
npenopbusa 1BOHHO Oaokupane Ha PAAC upe3 komMOHHHpaHaTa ynorpeda Ha ACE nHxubutopu,
aHrnoTeHsuH ll-peuenTopun O10KkepH MK antucKNpeH (BXK. TOUKH 4.5 1 3.1).

AKO C€ NMpeUeHH, Ye TepanuaTa ¢ ABoiHO OnokupaHe ¢ abcontoTHo HeoOxoaAuMa, ToBa Tpabea na
cTaBa caMo noj Hab OACHUETO HA CMEUHANTHCT H NPH YECTO BHHMATENHO MOHUTOPHPAHE HA
ObOpeyHaTa PyHKUHA, ENEKTPOJIMTHUTE H KPBBHOTO HandraHe.

ACE nHxuOHUTOpH K anrnoTeHsuH ll-peuentopuu 6noxepu He Tpabea Aa ce M3NOA3BAT EAHOBPEMEHHO
NpHU NALUKEHTH ¢ nnabeTHa HedponaTHa.

Vepexcoune na ovopeunama (hyuxyus
Jloknaneana e ObOpeyHaTa HeJOCTATBLYHOCT, CBbp3aHa ¢ yrnoTpedaTa Ha eHananpui, rlasHoO nNpu
NAaUMEHTH € TEXKKA CbpAEYHA HeAOCTATLUYHOCT HIIH nojanexaio 60peuHo 3aboasBaHe, BKAOYHTENHO
CTE€HO3a Ha ObOpeuHaTta apTepus. brOpeuHaTa HEAOCTATBYHOCT, CBBP3aHA C IEYEHHETO C €HANAMNPHA,
0OUKHOBEHO € 00paTHMa, ako ¢€ YCTAaHOBH OBP30 U Ce AeKYy8a Mo NOAX0AAULl HAUYHH,

Enan-H 10 mg/25 mg He tpadBa na ce W3non3sa rnpv nalMeHT T ¢ yBpeaeHa 6bopeuna dyHKuus
(KpeaTHHWHOB KnHpbHC <80 mI/min » >30 ml/min) nokaTo ao3aTa Ha eHananpuil HE C€ TUTPHpa 1o
10 mg npean na um ce naae tazu KOMOMHaLKA. (BHXK TO4KA 4.2). HAKOH XHNepTeH3UBHH NAUNEHTH
0e3 npeawecTBaillo 0b0peyHo 3adoNABaHE ¢a pa3BMAH NOBHLLIABAHE HA KPbBHATA YPEeA H KPEaTHHHH,
KOraTo €Ha/lanpuit € NpujlaraHd eIHOBPEMEHHO ¢ AWYpeTHK. (Bx. "Cneuunantm npeaynpesxieHus
npeana3Hu MepkH npu ynotpeda, Enananpun manear, Hapywena buopeuna OyHkuus:
Xuapoxnoptuazua, HapyuieHa bropeuna Oynkuus B Touka 4.4). B Takbe cay4uais Tepannﬂré'iz
H 10 mg/12.5 mg tpabea na 6vae npekpareHa. Tazn cUTyaluUs MOXE Na NMOBULLH B’b‘lMO}KHGC%}




ChUlECTBYaBaWa ¢TeHo3a Ha ObOpeuHara aprepus (B, "CneunaiHu npeaynpex;IeH1s H npeanaitiim
MepkH npu ynotpeba. Enananpun manear. PeHoBacKynapHa XHNEPTOHUA B TOUKa 4.4).

Xunepra e M

KomOuHauMaTa Ha eHananpua H HUCKa 103a JAMYPETUK HE MOXKE 1a U3KTIOYH Bb3IMOXKHOCTTA 32
pa3BUTHE Ha Xxunepkaivemus (Bx. "Crneudanin npeaynpexaeHus W npeanasii MEPKU npu ynorpeda.
Enananpunaor manear, XunepkaaueMmusa B Touka 4.4).

Jlumut
KoMOMHaUMATA OT IMTHI M €HANANPUN H ANYPETHYHU CPEACTBA NO NMPUHLUHIT HE CE NMPEnopuYBa (BXK.
TO4Ka 4.5).

[Teouampuyna nony.iaius
EdekTHBHOCTTA M 6€30NaCHOCTTA MPH A€UA HE Ca YCTAHOBEHH.,

EnananpuaoB manear

Aopmua cmeno3a/xune pmpouyia KapouoMuOnamus

KakTo npm Bcuuku Bazoaniaratopu, ACE nuxuburopute Tpabsa aa ce npuaarar ¢ NOBHILIEHO
BHUMAHME MNPH NALKMEHTH ¢ JEBOKAMEPHA 00CTPYKUWA HA KPBBHHA TOK Ha KJ1aMHaTa cHCcTeMa | aa ce
H30ATBAT B C/1y4aH HA KAPAHOr€HEH LOK H 3HAYHTENHA XEMOAHHAMHYHA OOCTPYKLHS.

Vepeoscoane na Ovopeunamau ynryus

Mma cprobenns 3a 60peuHaTa HEAOCTATBYHOCT CNe NPUEM HA eHATANPHII OCHOBHO (PH NaLKMEHTH
C TEXKKA CbPACYHA HEAOCTATBYHOCT WK NnoAAeXKallo 0BOpeUuHO 3ab0i1aBane, BKIKOUYHTENIHO CTEHO2A
Ha ObOpeuHaTa apTepHsa. AKO ce OTKpPUE BeHara U ce JeKyBa Nno noaxoasu HauuH, OvOpeunara
HeJOCTAaTBLYHOCT, CBBP3aHa ¢ JICHECHHUETO ¢ eHalanpui OOMKHOBEHO e oOpaTHMa (BX. Touka 4.2 W
CneuManHuy NpeaynpexaeHUa W MPeAna3Hu MEpPKHU MNpH yrioTpeda, EHananpunos manear-
XuapoxaopoTHaszni. YBpexaaHe Ha ObOpeuHata GyHKUMA, XHAPOXJIOPOTHA3K. Y BpeKaaHe Ha
O6LOpeunara pyHkuusa B Touka 4.4).

Penoeacryiapra xunepmonust

ChblUECTBYBA NOBULICH PUCK OT XHNOTOHUA U 61OpeuHa HeaOCTATBUHOCT MPH NAUMEHTH ¢ ABYCTPaHHA
CTeHO3a Ha ObOpeyHaTa apTepua HAKM CTEHO3A HA APTEPUITA KbM €/IMHCTBEH (PyHKUHOHHpall ObOpek
npy neuenre ¢ ACE-uHxubutopu. 3aryba Ha ObOpeuHa (pyHKUHA MOXKE 1a HACTBITH JOPH TIPH JIEKH
NMPOMEHH B CEPYMHHA KpeaTUHUH. [1pH Te3n nauneHTH neyeHneTo TpsOBa Aa 3arno4vHe rnoa cTpor
MEAHIIMHCKH KOHTPOJ M NpocieAaBane Ha OnOpeunaTa pyHKUMA.

bvopeuna mpanchnianmaijiot
Hsma OnuT ¢ NPUIOKEHHETO Ha €HAIAMPH NPU NAUKMEHTH C HACKOPO U3BbpLIEHA OBOpeyHa
TPAHCIUTAHTALlMS. 3aTOBA JIEYEHHUE C €HANANPKW, HE C€ NPENopbYBa.

[Tayuenmu na xemoouausa

Ynorpebara Ha €eHalanpui HE € NOKA3aHa MpY NAUKEHTH, HYXKAaeUlH Ce OT AHMaik3a Nnopaau
ObLOpeyHa HegoCcTaTbYHOCT, ONKCAaHU ¢a AHADHIAKTOHAHH peakLMH NPH NAUHEHTH, AHATUIHPAHH C
high-flux memGpanu (Hanpumep AN69) 1 eaHoBpemeHHo nekyBaHH ¢ ACE nuxunbdutop. [lpn tesu
NaureHTH € HeoOX0AMMO Aa ¢ce W3INOoAIBA APYT KNac MeMOpaHa WK ApYr KJIaC AHTHXHNEPTEHIUBEH

NpoOAYKT.

Yeprnoopoora neoocmamvyHoc
Maxkap u paako, ACE HHXHOUTOpHTE ce CBBLP3IBAT CbC CHHAPOM, KOHTO 3anoysa ¢ X01eCTaTHYHa
KBATCHHIIA UM XEMATUT KM NPOTrpecHpa N0 OCTpa YEPHOAPOOHA HEKPO3a H (MMOHAKOra) CMBLPT.
MeXxaHM3IMBT Ha TO3H CUHAPOM He e U3iAcHeH. [laudenTuTe, nonyvapawn ACE HHXUOUTOPH,
PA3BHAT KWBLATCHHLA WIH NOJYYAT NOBULLABAHE HA YepHOAPODHHUTE eH3UMHU TpadBa aa rnpex
npuema Ha ACE nHX16uTOpa M f1a 6bAAT NPOBEAEHH NOAXOIALLN MEIMLHHCKH H3CNE1BAHN




"CneunaiiHy npeaynpexaeHHs | npeanaiid MEPKHU npu ynotpeda, Xu1poxiopoTHasHa,
YepHoapoOHo 3adosisBaHe B TOUKa 4.4),

Heymponenua/aepanyioyumosa

Mma cboOUleHHA 32 HEYTPONEHUA/arpaHyaounuTo3a, TPOMOOUMTONECHHA H @aHEMHA MPH NALKEHTH,
npueMawun, ACE nuxubutopu. [pu naunenTr ¢ Hopmasina 6x0peuna @yHkuua u 0e3 Apyru
YCNOXHABRAWM PaKTOPH, HEYTPONEHHA Ce€ cpella paako. Enananpun tpsdBa na ce nwinoasea c
HIKTIOUYMTETHO BHUMAHWE NPH NALUHEHTH ¢ KONAreHOBO ChAOBO 3aD0NABAHE, IEYEHHE C

HMYHOCY MPECOPH, HA NE€UYEHHE C ATONYPHHO: WK NPOKAMHAMMU. HIM KOMOHHALUS OT TE3H
yCNOXKHABALLM (PAKTOPH, 0cODEHO aKO MMA BEYE CHLICCTBYBALLO HApYLIEeHHe Ha OL0OpeuHaTa PyHKUMA.
Hsikon OT T€34 NaunueHTH ¢a pa3Buii CEPHO3HH HHPEKLIMH, KOUTO B HAKOM C/IyYau He ¢a Ce NOBAHSIH
OT HHTEHIWBHA AHTHOUOTHUYHA Tepanua. AKO eHaanpua ¢e U3N0.138a NPH TAKHUBA NALIHEHTH, Ce
penopbLYBa NEpPUOAMYHO NpocieasBaHe Ha Oposd Ha DenTe KPbBHU KIETKH M NauMEeHTUTE TpadBa na
ObJaT HHCTPYKTHPAHH 4a CHOOWABAT 3a BCEKH NPHU3HAK HA HHPEKLHA.

Xunepra e s

ACE uHxubuTOopHTE MOraT 1a npean3BHKaT XHNEPKATHEMHA, Tbid KATO HHXHONPpAT 0CBOOOXK1aBAHETO
Ha anaoctepoH. EdekTsbT OOMKHOBEHO HE € 3HAYUTE/ICH NPH NMALMUEHTH ¢ HOpMaiHa O0bOpeuna
dbvHkuHA. PHuckoBH dakTopH 3a pa3BHTHETO HA XHUNEPKATUEMHA ca ObOpeUHa HEA0CTATBUYHOCT,
BAouieHa ObOpeyHara dyHkuma, Bb3pact (> 70 roannn), 3axapeH aMadbeT, HHTEPKYPEHTHH ChOUTHUA
MO-CNEUMANTHO AACXUApATHpPaHE, OCTpa ChbpaeyHa NeKOMNeHcauma, MeTaboMTHa auna03a u
e1HOBpeMEHHa ynoTpeda Ha KanHH-CbXPpaHABALIH JHYPETHLH (HANp. COHHPOHONAKTOH, €NJIEPEHOH,
TPUAMTEPEH WK aMHIOPHA), KANHEBH N1OOABKH WK KANHK ChAbPKALHK 3@MECTHUTEIIH HA CONTA, HITH
MPH MAUHEHTH, NTPHEMALUH APYTH NE€KAPCTBA, CBbLP3aHH C NOBHLIABAHE HA CEPYMHHSA KAJIHH (Hanp.
XETMapHUH, TPUMETONPHM HIH KO-TPUMOKCA30, H3BCCTEH CbLUO KATO TPUMETONPUM/CyndamMeToKcason
H 0CODEHO AHTArOHUCTH Ha al0CTEPOHA UKW aHTHOTEH3MH-petlenTOPHH OnokepH). Minoa3eaHeTo Ha
Ka/1MeBH N100aBKH, KaJTHWH-CbXpaHIBallUHY AHYPETUUH HAH ChABPKALY KATHH 3aMECTHTE N HA CONTA,
0CODEHO NPH NALMEHTH ¢ HapylueHa 6b0peuHa PyHKLMA, MOXKE Aa TOBEAE 10 3HAYHUTENHO
MOBHLIEHHE HA CEPYMHHA KAUTHH. XHNEPKATHEMHAATA MOXKE 1@ NPHYUHN CEPHOIHH, MOHAKOra
dbaranHy, appTMHUH. KalnH-cbXpaHaBalLUTE ANYPETHLUM H AHTUOTEH3UH-PELIENTOPHUTE OAOKEPH
TpaOBa Ja ¢e npujiarat BHUMaTEAHO NPHU NAUMEHTH, npruemautn ACE nuxnbUTOpH, KaTo CEpYMHHUAT
kanuii n O6peunaTa pyHkuus Tpadea na ce npocneasBat (Bx. Touka 4.5)..

Xunoecauxevus

[TaunenTHTe ¢ ANadeT, NEKYBAHU C NEPOPAHY aHTHIHADETHU NEKApPCTBA WU HHCYIIHH npeau
3anouBaHe Ha nedeHue ¢ ACE-unxnbutopu tpadea na Obaat npeayrnpeacHd aa caeast oTdaun3o 3a
XUNOTTUKEMHA, 0COOEHO Npe3 NbpBUA Mecell Ha kOMOHHUpaHaTa ynotpeda (BxK. "Creunantu
MpeaynpeKAacHWA U Npeana3sHi MEPKH NPH ynotpeda, XHAPOXNOPOTHA3H/, METADOIUTHH U
eHA0KPHUHHH eeKTH B To4KA 4.4 1 Touka 4.5).

CepbXxuvecmeume IHOCHY AH UOHEBPDONUYEeH OMOK

Mma cbobLueHns 3a aHFrMOHEBPOTHYEH OTOK Ha JIULETO, KPAWHHUUMTE, YCTHHUTE, €3HKA, IMOTHCA U/ KU
NapHUHKCA NPH NMauydeHTH, JeKyBaHu ¢ ACE-NHXHOMTOPH, BKIIOUMTENHO €Hananpunos manear. losa
MOJKE /1a CE€ C/1yUYH BbB BCEKH eTan Ha jeveHHeTo. B Takusa ciayyau, npuemaneto Ha bExan-H

10 mg/25 mg TpabBa aa ce cnpe He3abaBHO K Aa Ce 3anoyvHe NoAXOaaUW MOHHTOPHHT, 3a a ce
OCUTYpPH MbAHO H3YE3BAHE HA CUMITTOMUTE NpeIH U3IMKUCBAHETO HA NauneHTa. Jlopy n B T€3M Cay4au,
KOraTo HMaT caMo OTOK Ha e3MKa, 6e3 pecnupaTopeH AUCTpec, NauHeHTHTe Tpabra ga 6baar
MOATOXKEHH HA NPOABIKUTENHO HAbAOACHHUE, TbH KaTO NEYEHHETO C aHTUXUCTAMUHH H
KOPTHUKOCTEPOHIM MOXKE AA HE € JOCTATbYHO.

MHOro paako ca J0K1aABaHH CMBPTHH CNYYaH NMOPAgH aHrMoeaeM, CBbP3aH C OTOK HA NAPHHKCA HIIH
OTOK Ha e3HKa. [lauueHTHTe ¢ OTOK Ha €3HKa, [JI0THCA WK JapMHKCA MOraT a Noay4at oOCTpyKLUHUS

Ha AWXATE/THUTE NbTHLLA, OCOOEHO TE€3U C AHAMHE3A 3@ ONEPALIHA HA AWXATEIHMTE NBTHLLA. '
3acAraHeTo Ha €3MKa, [10THUCA MW NapHHKCa, MOXKE 1a NPHYHHH 3anyLLBAHE HA IUXATEAHUTE
NbTHULLA, 3aTOBa TPAOBa N2 Ce NPUIOKH He3aDABHO NOAXOAALLO JIeHEeHHE, KOETO Aa BKJIIOUBA




MOAKOXHO pa3Teop Ha aapeHaius 1:1 000 (0.3 ml 10 0.5 ml) w/nan aa ce npeanpueMart MepKH 3a
OCHIYPABRAHE HA JIMXATEHUTE NbTHLUA.

[ Ipu yepHoKkOXHTE NMauneHTH, nonyuaBauld ACE HHxHOnTOpH ca cbo0UlaBaHH NMO-BHCOKE YECTOTA Ha
aHrHoe/1IeM B cpaBHeHHne ¢ DenunTe. HO KaTo UaN0 ce OKa3lBa, Y€ YEPHOKOMKHUTE €a C NOBULLEH PHUCK 32
AHTHOE/1EM.

[TaunenTUTE ¢ aHAMHERA 3a aHFHOe1eM, HeCBBP3aH ¢ neveHne ¢ ACE-HHXHONUTOPH MOXeE na uMat
MOBULLEH PUCK OT aHrHoeaem no BpeMe Ha npuemaHe Ha ACE-unxuburopu. (Buxkre cbuio Touka 4.3).

Conbrersamara ynotpedba Ha ACE nuxnbutopu cbe cakyOuTpua/BancapraH e npoTHBOINOKa3laHa
nopaav NOBHULIEH PUCK OT aHrvoeaem. Jleuenue cbe cakyOuTpua/BasicapTal He TpaOBa aa ce 3anoysa
no-paHo oT 36 vaca ciell nocieaHaTa 103a eHananpui. JledueHue ¢ eHananpun He TpadBa na ce
3aN04Ba No-paHo oT 36 yaca cnel NOCASaAHaTa N03a CakyOUTpHI/BaicapTaH (BXK. TOUKH 4.3 1 4.5).

CwnwreTBawara ynorpeda Ha ACE nnxudunrtopu ¢ pauekagorpuii, m TOR nuxuburopu (Hanp.
CHPOIHMYC, €BEPONUMYC, TEMCHPOJHMYC) H BUILIATTHIITHH MOXKE 1a J0BE1€E 10 MNOBHUILEH PHCK OT
aHroeaeM (Hanp. OTOK Ha AMXATEAHUTE MbTUILA UK €3MKA, CBC WITH O€3 HapyLLIEHHE HA IULLAHETO)
(BK. Touka 4.5). HeoOxoaumo e 1a ce noaxoau ¢ NOBHLIEHO BHHMAHNUE, KOTATO CE 3a1104Ba NCYEHHE €
pauekaaoTpHia, m TOR HHXHOUTOPH (Hanp. CHPOIUMYC, EBEPONUMYC, TEMCHPOJIHMYC) H
BUIAAMMNTHH NPH NauKeHT, KoHTo Bede npuema ACE nHxuOHuTOp.

Anagpurakmunu peaxyuu RO gpeMe Ha 0eCeHCUuDIWIU3AUA Kb M YUNROKPUTU

Paako npu nauvertu, nonyuasawn ACE HHXHOUTOPH NO BpeMe Ha JeceHCHOUMH3auUAa ¢ OTpOBA OT
LIMNOKPHJ/IH Ca HMAJTH KHBOTO-3acTpalliaBally aHadUAaKTHUHH PeakurH. Te3n peakuuu ce uibdrear
ype3 BpeMeHHo cnupade Ha ACE vHxubuTopa npeam Bcaka aeceHCHOUAU3aLImnA.

Anaguirakmuunu peaxyuu no epeme na LDL-agepesa

Paako npu nauveHtH, nonyyarawd ACE HHXHOHTOpH NO BpeMe Ha HHCKO TUTbTHOCTHA JIMTMONPOTEHH
(LDL)-adepesa ¢ nekcTpaHoB cy1¢aTt ca HManH )KHBOTO-3acTpallaBallv aHaQHNAKTHYHH PEaKLIMK.
Te3un peakuunu ce nibarear upes speMeHHo cnupane Ha ACE-nHxudbuTop npeam Beaka agepesa.

Kaueruya

Uma cbobuienua 3a kawnvua npu ynotpetara Ha ACE-HHXHOHTOpH. XapaKTepHO €, 4€ KauiMuara €
HENPOAYKTHBHA, NPOABKHTENHA H OT3BY4ABA C/ICI NPEKpaTABaHE Ha nedeHHeTo. Kawnuuara
npeanssukana ot ACE naxuburop tTpadsa aa ce pa3raexkaa KaTo 4acT oT AM(pepeHUHANHATA
JMArHO3a Ha Kalvua.

Xupypewi/anecmeua

[1p1 nauneHTH NPEKNUBAIN MONEMHN ONEPALMH H TAKHBA NOJYYaBaLlH JIEKAPCTBEHH NPOAYKTH,
NPeM3BUKBALLM XHMOTOHHA M0 BpeMe Ha aHeCcTe3MA, eHAIANpu MOXe 1a DNOKHpa 00pa3yBaHETO Ha
aHrMOTEH3MH Ll BTOPHYHO OT KOMNEHCATOPHOTO OCBOOOXK1aBaHE HA PEHHH. XHIIOTOHHSA, KOATO
JIEKAPAT ONPEAEAH, Y€ Bb3HMKBA MO TO3IM MEXaHH3BM, MOXKe Aa ObAe NeKyBaHa 4pes MOBHLIABAHE HA
00eMa Ha TEHHOCTTUTE B UMPKYJIAUMATA.(BHXK TOUKaE 4.5)

bpemennocm

ACE-unxubutopure He Tpabea na ce HazHauaBaTt no BpeMe Ha SpeMeHHOCT. OCBEH aKo
NPOABLIKABAHETO Ha NEUEHHETO ¢ ACE MHXHOUTOP HE Ce€ CMATA 34 XKHIHEHO BAXHO, NALMEHTKUTE,
KOMTO M1aHKpat OpeMeHHOCT, TpaOBa A4a NPEMHHAT Ha aANTEPHATUBHO AHTUXHIIEPTEHIUBHO JIEYEHHE, C
ycTaHoBeH npodui Ha Be3onacHoOCT Npyu ynotpeda no BpemMe Ha 6pemerHocT. KoraTo ce
AHarHocTHUHMpa OpeMeHHOCT, NevyeHHeTo ¢ ACE nuxndunTopu Tpsadsa na 6bae cnpsaHo HE3abDaBHO M,
aKo € NOAXOAALLO, TPAOBA Na 3aMOYHE ANTEPHATHBHO NeucHHUe (BX. ToUKkH 4.3 1 4.6).

Emuuvecku pariuuus PR

KakTo W octaHanuTe ANHXHOMTOPH Ha AaHFHOTEH3HH KOHBEPTHUPALLAA €H3IUM, €HANAMNpHI € no-’c’ﬂg@-\ no

e(PHKaceH 3a NOHWKABAHE HA KPbBHOTO HANATAHE NPH HEPHOKOKH NAUHEHTH, B CPaBHEHHE C-A‘E}
A



OCTAHATHTE MAUUEHTH, HAH-BSPOATHO TIOPAN BUCOKATA YECTOTA HAa pa3npoCcTPaHEeHHE HA CHCTOAHHA €
HUCBHK PEHHH T1PU YCPHOKONKHUTE MAUKMEHTH € XHIIEPTOHHA.

XHAPOXJIOPOTHA3HA

Vepeacoane na ovopeunama Pyruxyus

TrasuauTe He ca NOAXOAAULH AHYPETULM 33 ynoTpeda MPH NauMEHTH ¢ OBOPEUHO YBpEKAaHE H ca
HeePEKTHBHH NMPH CTOMHOCTH HA KpeaTHHHHOBHA KAHPBHC < 30 ml/min. (T.e. ymepeHa nau Texxka
OBbOpeuHa HeAOCTaTLUHOCT) (BXK. ToUka 4.2 u Cneuranty npeaAynpexiacHds U npeana3sHi MEPKH NnpH
ynorpeba, Enananpunos manear-Xuapoxnoporuaszua. Yepexaarne Ha 6n0peuHara @yHKUMA;
Enananpunos manear, YBpexkaaHe Ha ObOpedHaTa pyHKLKA B TOUka 4.4).

Enan-H 10 mg/25 mg He tpadBa na ce npuiara npy nauueHTH ¢ 6LOpeUHa HEQOCTATBYHOCT
(KpeaTHHHHOB KAHPBHC <80 ml/min). 10KaTo THTPUPAHETO HA OTICTHUTE KOMMOHEHTH € NOKa3alo
HEODXO0AMMOCTTA OT AO3UTE, NPHCHCTBALUK B KOMOMHUpaHaTa TabaeTka.

Yeproopoono vepexcoane

TuazuauTe TpadBa Aa C€ U3NO3BAT C MOBHLLIEHO BHAMAHHE NPH NAUMEHTH ¢ HAPYUIEHA YEPHOAPOOHA
PYHKLHA HIH NPOrPECUBHO YEPHOAPOOHO 3a005BaAHE, ThH KATO MATIKH MPOMEHH BLB BOAHO-
eNEKTPONUTHHA OanaHc Morar J1a AoBeaaT 2o vepHoapoOHa koma (Brxk CneuranHy npeaynpexxaeHus

H NpPEeANa3HA MEPKHU NpH ynotpeda. EHananpu.ioB Masiear, 4epHoApoOHa HEAOCTATHLYHOCT B TOHKA
4.4).

Memato:rumuu u endokpunnu eghexnmu

JIeUEHHETO ¢ THA3HAH MOXKE 14 HAPYLLH MTKO3HKA ToJiepanHc. Moxe aa ce HaAT0KH KOPEKLIMA Ha
1073aTa Ha aHTHAHAOETHHTE NEKAPCTRA, BKIIIOYUTEIHO H HA HHCYNIHH (BX. "CneunaiHu
NnpeAyrnpexjieHus W npeanasHd MepkH npu ynotpeda, Evananpunos manear, nauueHTH ¢ AMadeT B
Touka 4.4).

[ToBUILIEHHE HA XOleCTEPOAA H HABATA HA TPHITHLUEPHAMTE MOXKE 1a Obae CBBLPIAHO C THA3HAHHUTE
ANWYPETHLH, HO NMPH A03a OT 12,5 mg xuapoxnopoTHasuni, ce cbo0OUlaBa 3a MHHUMANEH €PEKT WK 32
AUMNCA HA TaKbB. B fonb/HEeHUE, B KIIMHHUYUHH NPOYUYBAHHUA ¢ 6 Mg XHAPOXI0POTHA3ZUA HAMA
CbOOLIEHHA 32 KIIMHAYHO 3HAYUM €(eKT BbPXY KPbBHATA 3aXxap, X0JIeCTEPOIa, TPHIHUEPHAHTE,
HaTPHUH, MarHe3HH WK KanvA.

JIe4eHUETO ¢ THA3ZHAN MOXKE [la NPEeAN3BUKA XUNEPYPHUKEMUA W/ WM Nojarpa npyu HAKOH NALMEHTH.
To3K eheKT Ha XHNEepYpPUKEMUA M3ITexK1a € CBLP3aH ¢ 103aTa U HE € KIIMHUYHO 3HaYHUMO NpH 1034
6 mg xuapoxaopoTHaina. B nonbaHeHHe, eHananpua MOXKE J1a YBEINYM NHUKOYHATAa KHCENHHA B

YPHHATA H MO TO3M HAUYMH /12 HAMAIH XHNEePYPUKEMHYHHA €(PEKT Ha XHAPOXIOPOTHA3HA.

KakTo npy BCUUKH NMALKMEHTHU Ha AMYPETHUYHA TeparnHs € HeoOXOAHUM NEPHOAHHYEH KOHTPO Ha
CEPYMHHTE ENEKTPONMTH HA NOAXOAALIH HHTEPBAIH.

TuazuauTe (B TOBA YKMCAO XHAPOXJTOPOTHA3HA) MOraT 1a 10BEAAT A0 BOJAEH UJIH EIEKTPOSINTEH
ancbanaHc (XUNoKanHeMHA, XHNOHATPHEMHA H XHNIOXJI0PEMHUYHA anlkanosa). [IpeaynpeantenHure
CUMIITOMH HA BOAHO-CJIEKTPOJHTEH ANCOANaHC ¢a KCEpPOCTOMMUA, kKaxaa, c1abocT, neraprus,
CLHJNBOCT, B€3NOKONCTBO, MYCKYAHH OONKH MIIH KpaMIH, MYCKY/THA C1a00CT, XMIMOTOHHA, ONHIYPHA,
TaXHKapAWA W CTOMAILHO-YPEBHH CMYILIEHHA KaTO raA€He W NOBPbLUAHE.

Bbnopeku, 4e XHNoKaaiueMHsa MOXe a ce pa3Bue NnpH ynorpeda Ha THA3WAHH OHYPETHILLH,
€1HOBPEMEHHOTO JIEYEHHUE C EHAJNIANPHJT MOXKE 714 HAMANH HHAYLIMpaHaTa OT AHYPETHKA
XHMOKANHEMHA. PUCKBT OT XHNOKaNHEMUA € HAR-rONAM NpH NaLMEHTH C LMPO3a HA HepHHUA Apod, npu
MALUEHTH CBC 3aCHJICHA AHYPe3a, NP NALIMEHTHTE C HEAAEKBATEH NEPOpPaICH MPHEM Ha €JIEKTPOJIHTH

4.5).




XHHDHHTPHEMHH MOMKC 1d BBIHHKHE NPH NALKHCHTH € OTOUH MPH IMOPCLLO BPEMC. XHDPHHHHHT
,JE(bHL[HT ek H OOUKHOBEHO HE Ce HYA14EC OT JICHCHHC.

TraznanTe MOrar J1a NOHWKAT EKCKPEUMATA HA KAILHH H 1a J10Be1aT 10 NPEXOAHO H JIEKO
NOBHULICHHUE HA CEPYMHMA KATUKH NPH IMNCA HA YCTAHOBEHH HApYIUEHHS B KaLUHEBUR METaDONH3IBLM.
3HAYMTEIHATA XUNEPKAILUMEMHS MOXKe 1a Obe N10Ka3aTeNCTBO 3a CKPHT XHIIEPNAPATHPEOHIHIbM.
[IlpreMareTo Ha THa3naUTE TPAOBA 1A ce cnpe NPEeH NPOBEXTAHETO HA TECT 3a NapaTHpPEOHIHATa

(pyHKUHSA.

TuazuanTe Morar aa npeaAd3BHKAT YBE/IHYABAHE HA EKCKPELIMATA HA MArHE3HH B YPUHATA, KOETO
MOXKE 13 10BEJE 10 XHUNOMArHE3IHEMHA.

Anmu-o0onune mecm
XHUAPOXIOPOTHA3ZHI. CHABPXKALL C€ B TO3H JIEKAPCTBCH NPOIYKT MOKE Aa A10BeAE 10 MOJOXKHTENCH
AHANTUTHUYEH PEIYJITAT NPH AHTH-AOMUHI TECT.

Cepyvxuygcmeumeiocm

[Tpy nauHeHTH, NpyUEMalilh THA3WAW, PEAKUMHTE HAa YYBCTBHTEJIHOCT MOraT Aa ce NoassaT ¢ unu 6e3
aHaMHe3a 3a aneprua uan opouxunaiHa actMma. Mma cboOueHHa 3a 00oCcTpaHe WK aKTHBHMpAHE Ha
CUCTEMEH JIYITYC epHTEMATO1eC NPU YNoTpedaTa Ha THa3MAM.

Hemeaanomen pax na koxcama

B ABe enMaeMHONOrHYHH NPOYUBAHHA, OCHOBABALLM CE€ HA NATCKHMA HAUHOHA/IEH PAKOB PErHCTLP, €
HaON101aBaH NOBHLIEH PUCK OT HEMETAHOMEH pak Ha koxkaTa (HMPK) [Da3anHokieTbyeH KapuHHOM
(bKK) n cxBamo3noknetrsueH xapunHom (CKK)] npu HapacTBalla excno3uumMs Ha KyMyJlaTHBHA 4034
xuapoxnoporuazua (XXT3). doroceHcubunninpamre edektu Ha X XT3 Morar Aa JeHCTBaT KaTo
BEPOATEH MEXaHN3BbM 3a pa3BuTHe Ha HMPK.

[MaunenTnTe, npueMaun XXT3, tpabera aa 6baat nudopmupaHu 3a pucka ot HMPK v cneerBanm
PeAOBHO /12 NPOBEPABAT KOXKATa CH 3@ HOBMU JIe3HU W He3aDaBHO Aa cboOLIABaT Npy NOSBA Ha
NOAO3PHTEIHH KOXHH ne3nn. Ha naumenTHTe Tpadea aa ce npenopsyaT Bb3MOXKHH NPEBAHTHBHY
MEPKH, KaTO OrPAHHYEHO U3JIaraHe HA CABHYEBA CBETIIHHA H YATPABHOJIETOBH J1bYH, 4 B C1YUYaH Ha
€KCMO3HULMA, NOAXOAALA 3ALKTA, 3d Aa CE¢ CBEIE A0 MUHHMYM PUCKBLT OT paK Ha KOXKaTa.
[lono3pUTEIHHTE KOXKHHU Jie3nH TpaOBa Aa 6b1aT NOLIOKEHHW HA He3aDaBHO HU3CNeABaHE,
MNOTEHUHAIHO BKJIKOYBAULO XHCTOJOTHUYHY M3CcneaBaHna Ha Buoncnudu matepuanu. [lpepasrnexnane
Ha ynoTpeOara Ha X XT3 Moxke Aa ¢€ HATIO0KHK H NIPH NAUMEeHTH, KOMTO ca uManu npeaxoacH HMPK
(BX. CbUIO TOUKA 4.8).

Ocmpa pecrupanoprda MoKCHyHocn

Caex npueM HA XHAPOXNOPOTHA3K C€ CHOOUIABAT MHOIO Pe/IKH TEXKKH CJly4au Ha ocTpa
pecnupaTopHa TOKCUUYHOCT, BKJNOYUTENTHO OCTLp pecnupatopen auctpec ciHapoM (OPJIC). Cnen
NPUEM Ha XUAPOXJAOPOTHA3HA OOMKHOBEHO C¢ pa3BHBa 0€10Ap0oDeH OTOK B paMKHTE HA MUHYTH 110
yacoee. B HaUanoTO CHMATOMMTE BKIAKOMBAT AUCITHEA, NOBHLIEHA TEMIIEpaTYpa, BAOLIABAHE HA
GenoapodbHarta pyHKUHA H XHNOTOHHUA. [1pu cbmHeHune 33 OPC tpsbea na 6bae crnpsH npHeMbT Ha
Exan-H 10 mg/25 mg 1 xa ce npuaoxKH Moaxoasuo Je4eHne. XHApoXJIOpOTHa3na He TpabBa na ce
npujara rpu nauMeHTH, KOUTo npead toea ¢a nony4asaiv OPJ1C caea npueM Ha XUAPOXIOPOTHAZHA.

Xopouoaien uzius, ocmpa MUONUA U BMOPUYHU 3AKPUMOBB.THA 2AAVKOMU
CyndoHamMuanTe UIH N1E€KApCTBATA, IPOU3BOAHH Ha CyNPOHAMHAKWTE, MOTaT Na NPEAH3IBHKAT
HIHOCHHKpaTHUYHA peakuUMs, BOJEWa A0 XOPOHIANEH HITHR ¢ AedEKT Ha 3pHTENHOTO NOAE, NMPEXO1Ha
MHOMNKSA H OCTPA 3aKPUTOBIbIHA riaykoma. CUMOTOMHUTE BKJFOYBAT B HAHAIOTO OCTPO NOHHKEHHUE HA
3pUTENIHATA OCTPOTA HIIKM ouHA Donka, H OOMKHOBEHO C€ NOABABAT B PAMKHUTE HA YaCOBE A0 CEAMM

OT HAYANOTO Ha NeueHneTo. HenekyBaHaTa, 0ocTpa, 3aKPUTOBLIbBIIHA IayKOoMa MOXe Na ﬂ.OBeﬂ@ﬁ“—\
TpaiHa 3aryda Ha 3peHue. [ILpBUUHOTO NneveHHe €, aa ce cnpe Nnpydema Ha wnpowopowa}éna
KOJKOTO € Bb3IMOXHO NO-cKopo. HaBpeMeHHO NeUeHHE KW XHPYPrU4HAa HHTEPBCHLMA M
HAJIOXKH [1a C€ OOMHUCAAT, AKO BBTPEOYHOTO HASIAraHe 0CTaBa HEKOHTPOIHPAHO. PHLI{(}BHCZ(




3a Pa3BHBAHE HA OCTPa 3aKPHUTOBIBL/IHA [J1ay KOMA MOXE 1a BKITHOYBAT aHAMHE3A 33 AJI€PrHs KbM
CYJI(POHAMHWAN HAH NMEHHUUUIKHH,

CneyudIHa UHHOPMAYUA 30 HAROU OM CHCMUGKUME

Enan-H 10 mg/25 mg ¢babpka naxToza. [launMeHTy ¢ pekd HacaeacTBEHH NpodiaeMy Ha
HENIOHOCHMOCT K'bM Taf1akTO3a, MbAEH NaKTa3eH AeULUNT U [AHOKO3HO-TaNaKkTo3Ha Manabcopbuims,
He TpAOBA ,1a NPHEMAT TOBA J1EKAPCTHO.

Toea nekapcTBO cbhabpxa no-mankoe oT | mmol Hatpuii (23 mg) Ha TadseTKa, T.e. MOXKE 1a Ce Kaxe,
He NPaAKTUHECKH HE ChAbPHKA HATPHH.

4.5 B3anmMonelicTBRe ¢ IPYIrH N1€KAPCTBEHH NPOAYKTH H 2PYTH GOpMH HA BIAHMOAEHCTBHE
EnananpuiioB Mmajiear-XHAPOXJIOPOTHAIHA

Hpyeu anmicune pmen3ucHu 1ekapemea

EanoBpemeHHaTa ynorpeda ¢ Te3¢ NeKapcTBa MOXKe 1a NOBHLLMA XHNOTEH3IHWBHUA €(PEKT Ha eHananpu:
M XHApOXJopOoTHa3KA. EAHOBPEMEHHOTO NMPUAIOKEHUE HA HUTPOIJIMLEPHH U APYI'H HATPATH HJIH
APYTH BA301W.1aTATOPH MOXKE JOMbAHHTENHO 1a NOHWXH KPBbBHOTO HAIATaHE.

Heotmo o10xupane na penun-ancuomenun-aroocmeponogama cucmema (PAAC)

JIaHHH OT KJIMHHWYHH NPOY4BAHUA NOKA3BaT, Y€ ABOMHOTO DIOKHpaHe HA PEHWH -aHTHOTEH3HH
angocrepoHoBara cuctema (PAAC) upe3 komOuHupaHata ynorpedba Ha ACE HHXHOHTOPM,
aHrMOTEH3HH [[-peuenTopHn ONOKEpH UK ATUCKHPEH Ce CBBbP3Ba € MNO-BHUCOKA YECTOTA HA HEXETaHH
CLOMTHS, KATO HAaNpUMEP XHUINOTOHHA, XHITEPKAIHEMHUA H HamanaBaHe Ha ObOpeyunara @yHKuUHS

( BKJIFOUHUTEIHO ocTpa ObOpedHa HENOCTAaTHYHOCT), B CpaBHEHHE ¢ yrnoTpedara caMo Ha €AHO
cpeacTso, Aercreaino Bbpxy PAAC (Bx. Toukn 4.3, 4.4 1 5.1).

Humuu

O6paTHMO NOBULLIABAHE HA CEPYMHHUTE KOHUEHTPALUHH HA TUTHH H TOKCHYHOCT €a ChodIIEeHH No
BpEME Ha €1HOBPEMEHHO npujioxkeHue Ha TUTUI 1 ACE-nuxnbutopu. Ennospemenna ynorpeba na
Enan-H v 1MTHH MOXe aa noBeae 10 NUTHEBA MHTOKCHKALIMA, ThH KaTo eHaTanpH/jia v
XHAPOXJIOPOTHA3MIA HAMAIABAT €KCKpPEUHATa HA NUTHA. CepyMHUTE KOHLEHTPALIMH Ha NHTHA TpSOBa
A3 Ce NpOoC/eAABAT NO BPEME Ha JICHEHHETO W A03UTE CHOTBETHO 1a ce Kopurupar. [Ipn Bb3MoxHOCT
eJ1HOBpeMeHHOTO npunaraHe Ha EHan-H u nutuit Tpsadea na ce u3dsarea, Ho ako KOMOHHaLMsTa €

N0Ka3aHo HeoDX0anWMa TpAOBa Aa ce W3BLPLUBA BHUMATEMHO NMPOCie18BaHe HA CEPYMHHTE HHBaA Ha
JUTHUH (BHXK TOYKa 4.4.).

Hecmepouonu npomusoswv3naiume.miu aexapemed (HCTIBC), exmovume o cerekmuenu
yurcioorcusenaza-2 (COX-2) unxubumopu

HecTeponanu nporusosbinanutentu nekapctea (HCUIBC), BkAOUHTENHO CENEKTHBHMH
uuknookcurenasa-2 (COX-2) HHXUOUTOpHU MOXe J1a peayuMpat anTuxunepteH3susHHua edexkt Ha ACE
HHXHOWTOPHUTE UKW MOXKE 13 HAMANAT AHYPETHYHHUA, HATPUYPETHUYHHA H AaHTUXUNEPTEH3NBEH eeKT
Ha aMypeTuuuTe. [1o Ta3H NpHuXHA AaHTHXHNEPTEH3NBHUAT €PEKT HA aHrnoTeH3uH 1l peuentopuu
aHTaroHUCTH, ACE uHxubuTopn unu anypetrun Moxe aa 6vae namanen ot HCUIBC, srknodnTento
cenekTUBHU COX-2 UHXHOHTOPMN.

EaHOBpEMEHHOTO NPHUIOKEHHE HA HECTEPOUHH NpoTHROBBL3INaTUTeNnHHu nekapersa (HCIIBC)
(BmounTenHo COX-2 nuxubutopn) U auruotreHsud 1l peuentopuu aHtaronucTr nan ACE-
HHXHOUTOPHTE MMA AAHTHBEH €PEKT BbPXY YBEJTUUYEHHETO HA CEPYMHUS KANUH, H MOXE 1@ 10BE/E 10
BJIOIaBaHe Ha ObOpeuHaTa pyHxuUA. Te3n edekTn OOUKHOBEHO ca 0OpaTHMH. Paako Moxe na
Bb3HHKHE ocTpa 6b0peyHa HeAOCTATBYHOCT, OCOOEHO NMpPH NALUNEHTH ¢ HapyLleHa ObOpeyHa PyHKUMA
(KaTO HaANpeHa/1a Bb3PacT WM NMPH NALHEHTH, KOWTO €a ¢ 00eMeH AeDHLHT, BKAKOYHTENHO N TE3H Ha
nedeHue ¢ AMyperuun). Ilo Tan npuurHa koMOHHauuaTa TpadBa aAa ce npuiara ¢ BHUMaHUe py oo

NnaureHTH ¢ HapylweHa 6bOpedHa dyHKUNA. 7
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Ka it coxpanfasdiyge Quypemuiii, Xpanume iy 000asKi, CbObPICAYY KA WU LI KQIU-ChbObPICAY
FAMECUMEIN 1A COTM

BLnpeky 4e CepyMHHAT KalHH OOHKHOBEHO OCTaBa B PAMKHTE HA HOPMA/IHHTE I'PAHUIIM, NPH HAKOM
NALMEHTH, NEKYBAHH C €HANATIPHJI, MOXKE /12 Bb3HUKHE XHMEpKatHemua. Y norpedara Ha KajnH-
CbXPaHABALIN AKYPETHLH (HANP. CNHPOHOAKTOH, TPHAMTEPEH H.TH AMHITOPH), XPAHHTEIHH
N00aBKH., CbABPXKALIUK KANUH UK KANTHR-CbABPXKALLH 3aMECTHUTENN Ha COITA MOXKE /1a 10BEIE A0
JHAYUTETHO NMOBHUIEHHE Ha CEPYMHHA kKA TWH. TpadBa cbwlo 1a ¢€ BHUMABA, KOTaTO €HAAMNPHI e
MPUNATra €HOBPEMEHHO C PYIrH CPEeACTBA, KOMTO NOBULLIABAT CEPYMHHUS KaNHW, KaTO Hanp.
TPUMETONPHM M KOTPHMOKCA30 ( TPUHMETONPHM/CYA(PAMETOKCA30.1), ThbH KAaTO € H3IBECTHO, Ye
TPUMETOTPHM ACHCTBA KATO KIMH-CbXPaHsBaLL AHYPETHK noaoOHo Ha amunopu. [lopaan ToBa He
ce NpenopbUBa KOMOMHHPAHETO HA €HATANPUIT C TOPECNIOMEHATHTE JIEKApCTBa. AKO € NoKa3aHa
ChNbLTCTBALLA YNoTpeba, Te TpabdBa na ce H3NON3BaT ¢ NOBUILEHO BHHMAHHE H NPH YECTO
NpOCAE€AABAHE HA CEPYMHHA KaHIA. (BXK. Touka 4.4).

Huyvpemuyu (muazuonu it OpuMrosy Ouypemuyu)

[lopaau n1€YSHHETO ¢ BUCOKH 1034 JIMYPETHUH MOXKE 1A C€ pPa3BHE XHTMOBONEMHS H PUCK OT
XHMNOTOHHSA, NPH 3aMOYBAHE HA NEHEHUE ¢ eHANanpuil (Bx. To4kH 4.2 U 4.4). X¥NOTEH3UBHHTE ePEKTH
MOraT Ja 6bJaT HaMal1EHH OT CIUPAHE HA IMYPETHKA H.TH Ype3 YBENHYaBaHe Ha o0eMa HIIH NpHeMa Ha

COJl.

Tpuyurc1uunu anmuoenpecan mu/anmunc uxomuyw/awecme muyu

EnHoBpemenHaTa ynotpeda Ha HAKOU AHECTETHLM, TPHUMKIHYHHA @aHTUAENPECAHTH H AHTHNCHXOTHUH
¢ ACE uHxuduTOopn MoxXe 1a 108eae 10 AONbAHHUTETHO MOHHXKABAHE HA KPLBHOTO HalAraHe (BX.
TOYKa 4.4).

Caxyboumpi/eaicapmarn
CunbrcerBainara ynorpedba Ha ACE HHXHOMTOPH CbC cakyOMTpHA/BasICapTaH € NPOTHBONOKa3aHa, ThbH
KaTo TOBA NOBHLUABA PUCKA OT aHTHoeaeM (BxK. Touka 4.3 v 4.4).

mTOR (mapeemu na panamuyuy npu 6O3AiHUNE) UHXUOUMOPU (HAND., CUPOTUMYC, €8EPOITUMYC,
MeMCUpo.inMye)

CounbrerBawiara ynorpeda Ha ACE nHxubuTopu ¢ pauekagorpun, mTOR uuxubuTopu (Hanpumep,
CHPOJIMMYC, €BEPOJUMYC, TEMCHPOIUMYC) H BUNJAMIMNTHH, MOXE 1a N0BEEC N0 MOBHLIEH PHCK OT
aHruoeaem (Bx. Touka 4.4).

CuvnamurkoMumemuyy
CUMNATUKOMHUMETHLHUTE MOTaT /1a HaMaNIT aHTHXUNEPTEH3UBHHUA edekT Ha ACE-HHXHOHUTOpHTE.

Aumuouabemnu cpedcmea
EnnaeMHOAOrHYHY NMPOYUYBaHHUA NOKA3BAT, Y€ €AHOBPEMEHHOTO NpUAOKEeHHE HA ACE-HHXHOHTOPH H

aHTHAMa0EeTHHU NekapcTBa (MHCYJIHMH, NEPOPATHHA XHNOMTHKEMUYHH CPEACTBA) MOXKE /12 NPEAM3BHKA
MOHHXXABaHE HA KPbBHATA 3aXap C PUCK OT XUMOrnHKeMHUs. TOBa CLCTOSHHUE € MO-BEPOATHO Aa

HACTbINK Mpe3 NbPBUTE CEAMHULIM Ha KOMOMHKPAHOTO NEUYEHHUE H NMPH NalMEeHTH ¢ HBOpeUHO
yBpeHaaHe (BxK. Touka 4.8).

A1K0X0.1
ANIKOXOJIbT YBENHYaBa XUNOTeH3UBHUA edekT Ha ACE-nuxuburopn.

Ayemuacaiiniosa Kuceuna, mpoMooumuyu u -o.10kepu
Enananpun Moxe 6e30nacHo na ¢ce npynara €AHOBPEMEHHO C aUETHICATHUNIOBA KUCETHHA (B
KapAHOAOrHYHH 103H), TPOMOONHTHUM H S-DrokepH.

3ramo

3a HUTPHUTOWAHHW PEAKUMH (CHMNTOMMTE BKJIIOYBAT 3a4E€PBABAHE HA JIULETO, raIcHe, NOB
XHITOTOHHUA) ¢€ CHOOUIABAT PAJKO NPH NAUMEHTH HA JEYEHHE ¢ HHXKEKTHPAHE Ha 31aTo '
aypoThoManar) v cbnbreTBalia tepanua ¢ ACE-HHXHOHUTOPH, BKIIOYHTENHO eHananpy




Ko-mpuvorcaszon (mpusmemonpus/cyihavenorcaso.)
[TlauHeHTH, NOJAYYABALUM CBMBTCTBALLO KO-TPHMOKCA30N (TPHMETONPUM/CYA(PAaMETOKCA30), MOXKE 14
ObAAT HIT0KEHW HA MOBHULLCH PHCK OT XHNEpKaTIHEMHA (BxK. TouKka 4.4).

L{uraocnopun
[Ipn cprnbTeTBaWa ynotpeda Ha ACE HHXMOUTOPH ¢ LIMKNIOCNIOPHH MOXKE 1a Bb3HHKHE
xunepkaivemus. [Ipenopbusa ce NpoOCISIsBaHE HA CEPYMHHA KATHH.

Xenapiut
[1pu ¢chnbTeTBala ynoTpeba Ha ACE HHXHOMTOPH C XenMaprH MOXKE 13 Bb3HUKHE XHIIEPKATHEMHA.

[IpenopbuBa ce npocneasBaHe HA CEPYMHHA KATHR.
XHApPOXJOPOTHAZHA

Heoeno sipusupaugu Muope takcanmu
TrazuanTe MOrart 4a nOBMILAT Y4YBCTBHTEIHROCTTA KbM TYOOKYpPapHH.

Aaroxon, oapbumypamu Wi ORUOUOHY AHAICCMULU
Moske 1a ce nojiy4y NOTEHUHPAHE HA OPTOCTATHYHA XHUITOTOHHA.

AnmuouaOenmiu 1eKapemaed (RePOPIHU 1eKapemed i UHCY. 1uM)
Moske 1a ce HATOXKH KOPEKLIMA Ha A03aTa Ha NPOTHBOAHA0ETHHTE 1IeKapCcTRa (BXK. TOUKH 4.4 u 4.8).

Xorecmupavun u Ko1ecmunoaosu CMo. i

AbOcopbumaTa Ha XMAPOXJIOPOTHAKA € HAPYLIEHA B MPUCHCTBHETO HA AHUOHHH OOMEHHU CMOJIH.
Eanunyna no3a XonecTUpaMHuH WK KOAECTHINONOBA CMOJ1a CBBP3Ba XHAPOXJIOPOTHA3NUA H peayunpa
abcopbuusta My B CTOMaLIHO-upeBHUA TPaKT ¢ A0 85% 1 43 % cboTBeTHO.

Veeruvwasane na QT unmepeana (nanp. xunuoui, NPOKAUHAMUO, AMUOOUPOH, COMATO. 1)
[ToBuiueH puck ot Torsades dePointes.

Jlueumaiiucogu e ukozuou
XHUNOKATHEMHATA MOXKE /13 U30CTPH WM 3aCHJIH peaKklMaTa Ha ChPLUETO KbM TOKCHUYHHTE ePEeKTH Ha
AUFUTAIMCA (HANpUMEp, NOBHULLICHA KAMEPHA YYBCTBUTEIHOCT).

Kopmurocmepouou, AKTX
3acunga OTACAAHETO HA €IEKTPOJHTH, OCHOBHO XHNOKATHEMHS.

Kawavpemuwiu ouypemuyu (nanp. hyposemud), kapOeHoKCO10K Wik 310YROMPeNd CbC C1doume.mu
XHUAPOXSIOPOTHA3HA MOXeE 1a YBEJIHYH OTAENAHETO HA KANUH W/ WU MArHe3vu.

[Ipecopuu avunu (nanp. nopaopendaiun)
EdekTbT Ha npecopHATE aMUHU MOXe aa Obae oTcnabeH.

Humocmanmuyu (nanp. yuxtohochaviud, memompexcam,)
Twnaznaute MoraT aa HaManaT ObOpeyHaTa eKCKpeLUUa HA LMTOTOKCHYHMY JIEKAPCTBEHHN NPOAYKTH U a4
MOTCHUNPAT TEXHUTE MHENOCYNPECUBHH EPEKTH.

Anmuanuou
[lo Bpeme Ha CbBMECTHO HM3noa3BaHe Ha EHan-H 1 LMMETHAHH, NOAYXHBOTHT Ha eHANaNpPHN MOXKE Na
C€ YABLIKH.

Heouampuuna nonyaye
[1poyuBaHH1a 3a B3aUMOJEHCTBHA CA NPOBEKIAAHH CAMO NPH BL3IPACTHH.




4.6 DepTHAHTET, OpEeMEHHOCT H KbpMeEHe

bpemennocm

ACE unxudumopu

Ynotpebara Ha ACE nuxubutopu He ce npenopbUBa 1o BpeME Ha MbPBHA TPHMECTHP Ha
OpemeHHOCTTa (BXK. TOUKa 4.4). Ynorpedata Ha ACE HHXMOMTOPH € NpOTHBONOKA3aHa 1o BpeMe Ha
BTOPHUA U TPETHS TPUMECTBP HA DpeMEHHOCTTA (BXK. TOUYKH 4.3 1 4.4)

EnnaeMruonorHutuTe 10Ka3are/ICTBa 3a PUCK OT TepaToreHHOCT ¢ie aeueHue ¢ ACE wHxHOuTopH
Npe3 NbPBHA TPHMECTbP HA OpEeMEHHOCTTA He ca yOeauTenHu. Cnado yBelHYeHHe Ha pUcKa, obaue,
He MOxXe aa ce U3KNUK. OCBEH B ClyvauTe, KOrato HenpekbeHato aevenne ¢ ACE nuxudurop ce
CUMTA 3a KpaiiHO HeODOXO0AHWMO, NAaHUpaLlUUTEe OPEMEHHOCT NaUMEHTKH TpadBa 1a NpeMUHAT Ha
ANTEPHATHBHO AHTUXHUIIEPTEH3IUBHO JICYEHHE, ¢ YCTAHOBEH Npodua Ha DE30MacHOCT 3a U3NO0.3BaHE
Npu OpEeMEHHOCT.

KoraTto ce anarHoctuunpa opeMeHHocT, neueHretTo ¢ ACE nuxubutop tpsdbea na Obvae
NPEeyCcTaHOBEHO HE3aDABHO M, aKO € YMECTHO, Ja Ce 3aMno4HE aJITEPHATHBHO JIEYECHHE.

HiBecTHO € ekcrnozuuraTa ¢ ACE WHXHOHTOp No BpeMe Ha BTOPHUA K TPETHA TPHUMECTBP € HHAYLUHpa
(eTOTOKCHUHOCT {0TC1aDBaHe Ha ObOpeuHaTa GyHKUHA, O.IHFOXHAPAMHHOH, 3abaBeHa ocHpUKaLUA
Ha Yyepena) ¥ HEOHATAIHA TOKCUUYHOCT (0Bb0OpeuHa HEQOCTATLYHOCT, XUMNOTOHUSA, XHITEPKATUEMHS ).
(Bux Touka 5.3.). OanroxuapaMHHOoH Npu Mankard, BEpOATHO NMPEALLECTRAlL HAMANEHA
eMOproHanHa 6bOpeyHa PyHKUMA Ce NOABSBA U MOXKE 1a 10BE/E 10 KOHTPAKTYpa Ha KpanHULMUTE,
YepenHo-NMUeBH AedopMaunn U Xxunonna3zns Ha 6enua apoO.

B cayua#, ue ekcnosznuraTta ¢ ACE MHXHOWTOpP € HacTbnuIIa fIPEe3 BTOPUA TPHUMECTLP HA
OpeMeHHOCTTa ce npenopbuBa NpoBepka Ha 6bOpeuHata ¢yHkumna U dyepena. bebdeta, ynuto Malku ca

npHemann ACE nHxHOUTOpH TpaOBa 1a ce HabMK01aBAT BHAMATEHO 3a XHIOTOHHA (BXK. TOYKH 4.3 H
4.4).

Xuopoxiopmudszuo

Hanuue € orpaHuyeH ONUT OT NPUICKEHHE Ha XHAPOXJIOPOTHAIHI NO BpeMe Ha DPEMEHHOCT,
0c00eHO npe3 nbpsud TpHMecTbp. [IpoyuBaHMATA NPU XKHUBOTHH Ca HEJOCTATBLYHM.,
XHUAPOXA0OPOTHAZHA NIPEMHHABA Npe3 njaueHTaTa. Bu3 ocHOBa Ha apMaxkoSiOrHYHUS MEXaHH3IBM Ha
IEHCTBHE HA XHAPOXJOPOTHA3HA yROTpedaTa My Mo BPEME HA BTOPHA H TPETHA TPUMECTBP MOXKE 1a
KoMnpoMeTnpa eTo-nnaneHTapHaTa nepgy3us U MOraT 4a HacTbNAT B HEOHATANHH e(PEKTH KaTo
NOABAa HA UKTEP, HAPYLWIECHHE HA CJEKTPOJHUTHUA DANaHC U TPOMOOLIHTOIEHHUA.

XHAPOXJIOPOTHAIUA He TPAOBA Aa C€ M3IMOA3BA NPH reCTAUMOHHEH OTOK, I'eCTAHOHHA XUMEPTOHHA
HJIK NPECKIAMNCUA, NIOPAAHd PHCK OT HaMa/1aBaHe Ha 00eMa Ha 1a3mMarTa ¥ NNaleHTapHaTa
XxunonepPysns, 6€3 aa uma 61aronpUATHO BLIAEHCTBHE BbPXY X0/4a Ha bonectra.
XHIAPOXAOpPOTHA3MA He TpAOBa aa ce H3M0A3Ba 3a IEYEHHUE Ha €CeHUHATHA XUNEPTOHHS NPH
OpPEMEHHH HEHH, OCBEH B PEAKUTE CNY4aH, KOTATO HE MOMXKE Aa CE NPHJIOKH APYIO JIEHEHHE.

KbpmeHe

Enaranpun

OrpaHuueHnTe PapMaKOKHHETHYHH JAHHU NMOKA3BaT MHOIO HUCKHW KOHLEHTPALUH B KbpMaTa (BxK.
TOo4Ka 5.2). BbnpekH, 4e Te3n KOHUEHTPAUHW HAMAT KIMHHUYHO 3HAYEHHUE, U3Noa3BaHeTo Ha Enan-H
10 mg/25 mg He ce npenopbYRA NPU KLPMEHE HA HEAOHOCEHH OebeTa v rnpe3 NLPBHTE HAKOJIKO
CEIMMUM ciea PAXAAHETO, NOpPadrd XUNOTETHUEH PHCK OT CbpAEUYHOCHA0BH U ObOpeuHn edekTH H
NOpaaH JIKNCaTa Ha A0CTaTbueH KIHHHAUYEH ONHT. B ciyuaid Ha kbpMeHe Ha no-roasMo 0ede, Moxe na
ce oOmMHucar vanonieadero Ha Exnan-H 10 mg/25 mg oT kbpMeuwara Maiika, ako TOBa Ne4eHHe €
HEODXO0AUMO 3a MaiikaTta U aeTeTo ce Habmonaea 3a BCAKaKBY HEONAronpHITHH NOCNECAHLIM.

Xuopoxiopmud3uo
XHIPOXI0OPTHAZUL C€ EKCKPETHPA C YOBELIKATA KbPMA B MAIKH KOJIMYECTBA. Ha3uauTe BbA
N03M, NPEAU3BUKBALLK YCHIICHA AMYPE3a, MOraT Ja HHXHOUPAT NPOAYKLUHUATA HA KbpMa. YNQ




Ha EHan-H no Bpeme Ha neproaa Ha KbpMeHE He € npenopbunTenHo. Ako EHan-H ce ynotpebaga no
BpeME Ha KbPMEHE, 103ata TpaoOBa Aa 0b1¢ Bb3IMOMKHO HAW-HUCKATA.

4.7 EdexkTn Bbpxy cnocobHocTTa 32 wopHpaHe H padora ¢ MALLHHH

Enan-H 10 mg/25 mg He noBAHABa W.IM NOBIHABA NPEHEOPEKHUMO CMOCOOHOCTTA 3a WODHPAHE H
pabora ¢ mawnHu. [1py wodupare waun padbora ¢ MauIMHK TpaOBA Aa ¢e UMA NPEABHA. Y€ NOHAKOra
MOKE J1a C€ NMOABH 3aMaiBaHe U.IH ymopa. (Brxk Touka 4.8). Korarto ce 3anoysa eUeHHE MAUHEHTHTE
TpabOBa qa ce cbBeTBRAT Aa H30ArBaT WodWpaHe Ha NPEBO3HU CPEACTRA, YNPaBIE€HHE HA MALLUHHH HJIH
aHraKMpPaHe ¢ KAKBUTO W 1a € ACHHOCTH M3MCKBALUM MBJIHO YMCTBEHO BHUMAHHE 10KATO HE C€
YCTAHOBH TEXHHUS OTTOBOP KbM JIEHEHHUETO.

4.8 HexeaHH JeKAPCTBEHH PeaKLHH

OOHMKHOBEHO €HATANPHII/XHAPOXJIOPOTHA3HA € ¢ noDpa NOHOCHMOCT. T10 BpeMe Ha KIIHHHYHKHTE
IPOYUBAHHS, 10KNA/IBAHUTE HEXENAHH JIEKAPCTBEHH PEAKLIMH PEAKLIHH €A NEKH U OOMKHOBEHO ¢4
MPEXOAHU H B MOBEYETO CAYUYAH HE € HEOXOAHUMO MPEKbCBAHE HA /IEYEHHETO.

Hali-4€CcTO NOKATABAHHATE HEAKETAHW PEAKLHH NO BPEME HA KAHHHUYHHUTE NMPOYUYBAHHA C
eHANanpUJI/XHApoXJIOpOTHA3HA ca OWAK rNaBobo/IMe U KaluHnLa.

Hexenanu peakiiuu, 10K13ABaHH NPH CAMOCTOATEMHO NPUNOXEHHE HIIH CAMO HA €HANANPH W
CcaMO Ha XMAPOXJIOPOTHA3KH. N0 BPEME HA KIIMHHMUYHHUTE NPOYUBAHHA WK ClE€ KATO J1€KaPCTBOTO €
OMNO NyCHATO Ha na3apa BKJIIOYBAT:

- Muoro vectu (=1/10)

- Yectu (=1/100 go <1/10)

- Heuectu (21/1 000 no <1/100)

- Peaxku (=1/10 000 no <1/1 000)

- Muoro peakn (<1/10 000)

- C Hen3IBECTHA 4ecTOoTa (HEe MOXE Aa ObAe OLEHEHA OT HASIHYHHTE NAHHH)

TabnnyeH CrUCBK HA HEXKENAHUTE PCAKLMH!

Mtuoro uectn | Yectu HeuecTn Peaku MHoOro C
PEeaKH HEH3BECTHA
4eCcToTa

Heonaazvu HEMENAHO-
O00pO- MEH paK Ha
KAYeCMBeHL, KOXaTa
3A0KA- (bazanHo-
YEeCMEBEeHU U KJIETbYEH
HEONpe- KapLUHHOM H
oeten (6K, CKBaAMO3HO-
Kucmu u KJ€TbUYEH
noun) KapLHHOM)'
Huapyvwenus AHEMUA HEY TPO-
HA Kpbemu u ( BKNHOYH- NMEeHHA, XHNo-
aumprama TENHO ri100uHEMHA,
cucmema annacTHYHa NOHHKABAHE

H Ha XEeMaro-

XEMOJIUTHY- | KpHTa,

Ha) TpOMOOLMTO-

neHus,
arpaHyJo-




LUHTO34,

NOTUCKAHE
HA KOCTHHA
MO73bK,
NEeBKOMNEHHA,
MAHUHNTO-
NEHHA
numda-
ACHRONATHUA,
ABTOMMYHHH
3a00n1ABaHNA
Enoorkpunniu CHHAPOM Ha
HAPVUECHUA HEaACKRATHA
CEKpEUNA Ha
AHTHANY-
PETHYEH
XOPMOH
(SIADH)
Hapyweriv XHUNOKAIHEe- | XHMOFJIKKE- XHIEP- XHnep-
HU MemAto- MU, MHA (BXK. [JIHKEM WS KanllUeMus
quIMA U xunepxone- | Touka 4.4), (BX. TOUKa
XPUAEHEMO CTCPONEMHA, | XHNOMArHe- 4.4)
XUNepTpH- IHEMMUS,
raMuepUa- noparpa*
EMHHA,
XHITEPYPHK-
eMUA
Hapywenwi rnasobosive, | oOBPKAHOCT, | HEOOHYAHHH
HU HepeHAmMd nenpecus, CBHIIUBOCT, CbHHUILA,
cucmemda CHHKON be3cnHue, HapylleHHA
NPOMAHA HA | HEPBHOCT, Ha CBbHA,
BKYCa nepvdepHa napesa
HEBpONaTHA (nopaau
(mapecTe3nsa, | XMNo-
AHU3ECTE3NA), | KATHEMHHA)
CBETOBBP-
TEXK,
MOHHKEHO
nnouao**
Hapyvwenin | 3aMbrieHo XxopouaaneH
H( O4UME BHXAaHe N3JIHB
Hapyuwenus THHUTYC
H( YXomo u
aaoupurma
Cvpoeunu BRHEHE Ha pa3iAYHH 3a4YCPBABAHE
HAPYVILEH UA CBAT Hapy1lUeHNS Ha JIHLETO
Ha cbpuedueHe,
ChPACUHHA MH(AapKT Ha
PHTbHM, MHOKapAaa,
aHrMHa BEPOATHO
NEKTOPHMC, BCJICACTBHE
TaxUKapausa | Ha
NpeKomMepHa
XHITOTOHHS
NPH BUCOKO

PHCKOBH




MNallHcHTH

XenatTuT HJIH

(BX. TOYKA
4.4)
Cwoosu XHIIOTOHUA, MO3bUYHO- ¢eHOMEH Ha
HApYUieH il OpTOCTA- CbJ/10B PeiHo
THYHA HHLIKWIEHT™,
XHINOTOHHA BEPOATHO
BCICACTBHE
Ha
NpeKoMepHa
XHMOTOHHSA
IPH BHCOKO
PUCKOBH
MaUHEHTH
( B2K. TOUKA
4.4)
Pecnupamop | He- AHCITHES PHHOPEA, PHHMT, OCTBLP
Hu, 2puout | NPOAYKTUBHA Bb3MNANECHO oenoapodHKU | pecnupatope
MeOUACNIU- Kaluinua rsp.o Y MHPUATPATH, | H AUCTpPEC
HATHU Jpe3raB rnac, | pecnupa- CHHAPOM
napyuwienust bpoHXxo- TOpEH (OPJ1C) (B,
Cna3ibM, AHCTPEC Touka 4.4)
acTMa (BKJIKOYH-
TETHO
€03HHOP-
WjIHA
NMHEBMOHHA H
OenoapodeH
OTOK).
anepruyex
anBeoauT/
€OIMHOPHI-
Ha
NHEBMOHHA
Cmovmaumio- | raagHe auapus, uneyc, CTOMATHT/ HHTEPCTH-
YPDEeBHU KOpEMHa NaHKpPeaTHT, | apTO3HH LIUAJIEH
HUP VUL HUA bonka MOBPBLLUAHE, | A3BH, FMOCHT | @HMHOEAEM
AHCIETICHUS,
3arlex,
AHOPEKCHA,
KOPEMHH
Cna3mMu,
CYXOTa B
ycTara,
nenTHYHA
13Ba,
GIaTYyACHUMS
* ¥
Xenamobu- qepHoapoOHa
AUAPHU HEeAOCTa-
HUPYHICH U TbUYHOCT,
YyepHOaApOOHa
HEKpO3a
{MO>Xe Ja ¢
¢aTanna),




XCatTo-

ey 1apHa,
MK XOJe-
CTATUYHA,
XBJIATCHHUA,
XOJ1EUHCTHT
(no-
CMeUHaTHO
npu
NAUHEHTH C
npeaLlecTsa
la xoJe-
JIUTHa3a)
Hapyuwenwi oOpHB H3INOTABaHe, | ekconu-
HU KOXCAMd (EK3AHTEM) ChpOCK, ATHBCH
U HOOKOXMC- CBPBXYYBCTB | YPTHKApPHA, ACPMATHT,
Huma muKan MTCAHOCT/ anoneLmns TOKCH4YHA
** AHFUOHEBPOT ENKIEPMATHA
HYEH OTOK: HEKPOJIK3a,
AHTHO- EpPUTEMA
HEBPOTHYEH MYJITH-
OTOK Ha dopme,
JIAUETO, CHHJIPOM Ha
KpanHHLUKTE, Stevens-
YCTHHTE, Johnson,
e3uKa, nypnypa,
rnoTHCA KOWEH Nynyc
W/ HIn CPUTEMA-
napvHKca Toaec,
{BXK. TOUYKA EPUTPO-
4.4) NepMUA
neM@uryc
Hapywienun MYCKYJIHH apTpanrua**
HA MYCKVIHO- cnazmuy
creremuamd
cucmema u
CHeOUH -
meHamad
MBRAH
Hapywenua 01LOpetHa ONIUCY PHA,
HA HeaocTa- HHTEP-
OvOpeyume u THUYHOCT, CTHLHAJIEH
RUKOYHUME OBLOpeyvHa HehpUuT
nemuya AUCOYHKLHUA
NPOTEHHYPHA
Hapyweni UMIIOTEH- FTHHEKO-
HA THOCT MacTHA
8H3INPOUIEON)
ume.tHamd
cucmemMa u
>ppoama
Oowu aCTEHUA yMmopa. bonka | Hepaino-
HUPYULCHUA U B IbpAUTE NOWKEHHE,
echexmut Ha Tpecka

MACHIORIO H
 RPUIONCCHUC




theeoeant XHnep- MOBHULLUABAHE | NOBULLIABAHE
KaJIHEMUS Ha KPpbBHATA | Ha YE€PHOIPO-
MOBULLUABAHE | ypes. OHHUTE
Ha CEPYMHHA | XHIIOHATpHE | EH3UMH,
KpeaTHHHH MK A XMnep-
OWMpyOUuHe
MUS

*HWBOTO HA MHLIMAEHTHTE € CPABHMUMO ¢ TOBA Ha NNAauedO rpynuTe U KOHTPOJHHUTE MPyNH B
KIIHHUUYHHTE NMPOYYBAHMA.

**Haba01aBaHK ca caMo MNPH 103K HA XHAPOXJIOpOTHa3KHa oT 12,5 mg n 25 mg.

+ YecToTaTra Ha MYCKYJIHH KPaMIK KaTo UAN0 C€ OTHACA MPH 4033 Ha xuapoxiopTHasda 12,5 mg u
25 mg, KaTo ce UMa NpeJBH, Ye YeCTOTaTa Ha CLOUTHETO € HEOOHYaHHO NPKU NPUEM Ha 103K OT 6 mg
XHAPOXJIOPOTHAZN

' HemenaHoMeH pak Ha koxkarta: Bu3 0CHOBA Ha HATHUHKMTE JAHHH OT €NHAEMHONOMMYHHA NPOYUYBaHHUR

e HabNrnapaHa 3aBUCKMA OT KyMynaTHBHATA 103a Bpbika Mexay XXT13 u HMPK (Bx. cblio Touku
4.4 un3l.1).

ChobulaBaHe HA NN003MPAHH HEXKETAHN PEAKUHH

CbHo0ll1aBaHeTO Ha NOAO3UPAHH HEXKENAHH PCAKLHH Cie pa3pellaBaHe 3a ynorpeda Ha N€KapCTBEHHS
NMPOAYKT € BaXKHO. ToBa N03BONARA /12 MPOABIKMA HAOAOOCHHUETO HA CLOTHOLLEHHETO M0J13a/pUCK 32
NEKapCTBEHHA NpOJYKT. OT MEANLHHCKHTE CNELMATUCTH C€ W3MCKBA Aa ChoOLIABAT BCAKA
NOAO3HMPAHA HEXEJTAHA PEaKUMA Ypes

HanbauuTenHa areHUUs No neKapcTBaTa

yn. ,Jdaman [ 'pyes” Ne 8

1303 Codus

Ten.: +359 2 8903417

yebcaiiT: www . bda.bg

4.9 [Ilpeaosnpane

JleyeHune

Hama cmeuvanHa nHdopmauus 3a gevyeHde Ha npeanzvpane ¢ Enan-H 10 mg/25 mg.

Cnen nornbulaHe Ha NoO-rojIAMoO KoauuecTro TabNeTKU ce NpenopbUBa CTOMALUEH J1aBax, npuiarade
Ha AKTHBEH BbIJIEH M CAAOUTENHN CPEACTBA, aKO NOMBIAHETO € CTAHANO HACKOPO C€ NPENnopPbLUYBAT H
KOPEeKUHS Ha A€XH/ApaTalHATa, €JeKTPOJUTHHS DanaHc U XUNOTOHUATA Ype3 YCTAHOBEHHTE
npoueaypy. JICUEHHETO € CUMMTOMATHYHO W Nnoaabpxawo. JleyeHnero ¢ Evan-H 10 mg/25 mg
TpaOBa Aa ce cnpe M NAUMEHTLT Ja ce HabnoaaBa BHUMATENHO.

Enananpuiaos manear

CHUMOTOMH

Hali-BakHWTe XapaKTepUCTHKH HA NPEAO3NPAHETO, CHOOLIIEHH 10 MOMEHTA Ca H3Pa3cHA XUNOTOHHA,
3aN04YBAallla OKOJNO LUECT Yaca cJie/] NOrTbLIAHETO Ha TabNEeTKH, eAHOBpEMEHHO ¢ OJI0Kaaa Ha PEHHUH-
AHTHOTEH3UHOBATA CHCTEMA, H cTyNop. CHMNTOMHUTE, CBBP3aHH ¢ npeaosdpaHe Ha ACE nHxnbutopwH
MOFaT a BKJKOYBAT UMPKYNAaTOPEH WOK, €JIEKTPOJHTHH HapylleHus, OL0peuHa HEAOCTATBYHOCT,
XHUNEPBEHTUIALUA, TAXUKAPAUA, NATNHUTAUHH, OpaanKapauysa, 3aMasHOCT, TPEBOXKHOCT H Kallvua.
JoxknanBaHu ca cepyMHH HuBa Ha enananpuaat ausa 100 - 1 200 nbTH NO-BUCOKH, OTKORKOTO
0OUKHOBEHO ce Habnwnaea cnen repaneBTHUHH 1034 cned npueM Ha 300 mg w 440 mg eHananpun
Majteart, CbOTBETHO.

JleyeHue
[IpenopbUUTENHOTO NEeUeHHe Ha NPEAO3HPAHETO € HHTPABEHO3HA HHY3HA HA PHIHONOrHYEH
pa3Teop. [1pH NosBa Ha XHNOTOHHA, NALUMEHTHT TPAOBA 4a C€ NOCTABU B JIETHAI0 NOJI0XKEH
Bb3MOXKHO, JICYEHHETO C HH(PYINA HA AHTHOTEH3HH Hl W/WIIHM HHTPaBEHO3HO KATEXONAMHHH




MEPKH, HACOYEHH KbM OTCTPAHABAHE Ha €HAANPHUIOBHA MaieaT (Hanp. NOBpPbLILAHE, CTOMAalllHa
NPOMKBKA, NPHIOKEHHE HA abcopOeHTH W HaTpues cyndar). EHananpuaat Moxe 1a Ob1e OTCTPaHeH
OT OOLOTO KPbBOOOpALLICHHE Ype3 XxeMoaraansa. (Bx. Touka 4.4). [1ocTaBaHeTO HA NEUCMEHKBP €
[TOKA3aHO NpH OpaavKapaHs. PE3IUCTEHTHA Ha NedeHue. JKu3HEHUTE NOKa3aTeNH, CEpyYMHHTE
CICKTPOIUTH H KpeaTHHHUHA TPAOBA 1a C€ CACAAT HENPEKBCHATO.

XHApPOXSIOPOTHA3HA

CyMnToMHU

Ha#i-yecTHTe NprU3HaUK U CHMOTOMH €A TE€3H, NPHUYHHEHH OT HAMA1ABAHE HA €1IEKTPONUTHTE
(XMNOKATHEMHA, XHMOXJIOPEMHA, XHIOHATPHUEMHA ) U 1eXHW1paTaLHA, B Pe3YITaT OT NPEKOMEPHA
Anype3a. AKO C HETO € NMPHIOKEH H AUTHTATUC, XUNOKATHEMHATA MOXKE A H3IOCTPH HAKOH Chp/I€UHH
APHUTMUH.

5. @®APMAKOJIOTMYHHU CBOUCTBA
S.1 dQapmakoaHHAMH4YHH CBOHCTBA
MdapmakoTepanesTHyHa rpyna: ACE uuxnburopu v anypernun, ATC koa: COBAOL.

MexaHHu3sM HA NeHCTBUE

Enanaupuios manear

Enananpun € HHXHOUTOP Ha aHTMOTEH3UH-KOHBEPTHPALLKA eH3UM. B TanoTo ToH Obp3o ce
MeTaboNN3Mpa B €HANANPHNAT, KOHTO € MOLLEH HHXHOHUTOP HA AaHTHOTEH3WH-KOHBEPTHPALLIMA EH3HM.
['naBHUTE ePEKTH HA HHXHOHMIUA HA AHTHOTEH3IUH-KOHBEPTHPALLHUA €H3HUM Ca: NOHHXKABAHE
KOHUEHTPAUMUATA Ha aHTHOTEH3KH [] U anaocTepoH B KpbBHATA LMPKYAALMA, HHXUOHpaHE
AKTHBHOCTTA HA TbKbHHHWA aHrHOTeH3UH [, moBHlIaBaHe 0CBODOXKAABAHETO HA PEHHH, CTUMYJIHPAHE
Ha Ba30JE€NPECOPHATA KATMKPEUH-KHHHHOBA CHCTEMA, TIOTHCKAHE Ha CMMNATHKYCOBATa HEPBHA
CHCTEMA U MOBHULIABAHE OTAC/SHETO HA NPOCTArJIAHAMHHU U penakcHpaul GakTop OT CbAOBHA €HAOTEN.
AHTUXHIEPTECH3UBHHTE U XeMOJHHAMUUYHH €PEKTH HA CHANANPHIA BKTHOYBAT: AHIaTalLIHA Ha
PE3UCTHBHHTE KPLBOHOCHH CBHIOBE H NOHHXKaBaHE HA OOWOTO NEPUPEPHO CHITPOTHBIIEHHE, KOETO
NOCTENEHHO FIOHHXABa KPbBHOTO HandraHe. CbpaeuHaTa 4ecToTa H yaapHuia obeMm oOHKHOBEHO
OCTaBaT HenpoMeHeuH. EHananpun noHWw»kaBa NpeaHATOBAPBAHETO H CI€AHATOBAPBAHETO, KOETO
OTOpEeMEHABA KaMepaTa. HaMalABa KaMepHaTa XHNepTpogna, EKCNaH3HATa Ha KOjlareHa v npearnasea
OT YBPEX/ITaHE MUOKAPAHUTE KJIETKH. B pe3ynTaT Ha NOHWXKABAHE HA CbpACYHATA A€HHOCT U
OTOpEeMEHABAHETO HA CHPLETO (NPpH 3aCTOHA ChpAECYHA HEAOCTATBYHOCT) C€ NOAOOPABA KOpOHApHaTa
XEMOAMHAMHKA H KUCIOPOAHA KOHCYMALMA OT MHOKApPIAHHTE KIETKH ce nonukKaea. [1o Takbs HaunH
4yBCTBUTE/IHOCTTA Ha ChPLETO KbM HCXEMHA C€ MOHMKABA, a CbLIO C€ NOHHXKABA YecToTaTa Ha
ONMAacHH KaMEPHH apUTMHH.

[TukoBua edexT Ha cHananpua ce aBaea ¢nea 6 ao 8 yaca. EdextsT 06MKHOBEHO NpoabIkaea 10 24
yaca, KOeTo NO3BOJIABA ZOZHPAHETO MY Ha €1IHH WK 1BA MpHEMa JHEBHO.

Enananpunos Majiear - XHAPOXJIOPOTHAZH
XHUAPOXJIIOPOTHAZH € AKYPETHK. THAZHAHUTE AMYPETHUN NOTUCKAT 0CODEHO AUNYyTHBHATA
¢NocoOHOCT Ha ObOpeurTe B AUCTANHUTE TYOYJIH, KaTO N0 TAKbB HAYUH MOTHCKAT peadbcopbumnaTa Ha
HAaTPUH M XJI0p B Ta3H YacT HA HedpoHa. Taka Te NOBHIUABAT EKCKPEUMATA HA HATPHH, KATHH, XNOp H
BOAA.

B Ha4anoTo Ha N1€4EHHETO ¢ XHAPOXIOPOTHAZHU] ODEMBT TEHHOCT B KPBBOHOCHHUTE CbhAOBE €
MOHHXKEH, NOPAAH MOBULIECHA EKCKPELIMA HA BOAA M COJ1, KOETO BOAH N0 NOHHUXKABAHE HA KPBBHOTO
HANAraHe U HaMaIsaBaHe HA yaapHUa 00eM. B OTroBop Ha MOHHKABAHETO HA KPbBHOTO HAJIATaHE H
HaMaJIEHHA yaapeH obeM TeHHOCTTA Ce NPeMeCTBA OT HHTEPCTHLHAIHOTO IMPOCTPAHCTBO KbM
BbTPECHAOBOTO, NOPaAH KOETO 0DEMa TEUHOCT B CbAOBETE U Y1apHHA 00eM C€ HOPMAJTH3H
4 meceua. [lpy npoabknTe THO NpHAarane NEPUPEPHO-CLIOBOTO ChNPOTHBIIEHHE CE NOKW




OCTHIa HWBA MO-HUCKH OT TE3H NpPeAH JIeUeHUETO. MeXaHU3MbT Ha TO3H (PEHOMEH HE € HAIBIHO
H3ACHEH.

[TauMUeHTH ¢ MO-1eKa XHNEPTOHUS Y HopMasiHa 6b0peyuHa GyHKUMA OTroBapAT HaA JIeUYEHHE C THA3HH,
a CHLIO TAKA U HA JIEYEHHE ¢ ObP30ACHCTBALLM JHYPETHLM, @ 10PH H NO-A00pe. XHMNOTEH3HBHHUAT
OTroBOp OOMKHOBEHO C€ ABABA NOCTENMEHHC W € HE3ABHCHM OT CEPYMHHUTE KOHLCHTPALMH HA
nekapctBoTo. Havanoro Ha anypesara oOMKHOBEHO ce ABABa 2 Haca C/le/l NPUaraHeTo Ha
XHAPOXJ10POTHA3N,1, KATO HETOBHA NHK e chea 3 1o 4 yaca. EdexTsT npoavaxkasa 6 1o 12 vaca.
XHNOTEH3IUBHHAT edeKT ce ABABa ¢aea 3 10 4 AHW OT HAYATOTO Ha TCpanHATa v 10CTHra CBOA BpPbX B
PaMKMTE Ha 3 10 4 CeAMHUUM. AHTHXHNEPTEH3UBHHUAT €PEKT NPOABL/KABA A0 7 AHHU €€l CAUPAHE Ha
JeUEHUETO. YMepeHoTo orpaHuuaBaHe Ha conta noaodpasa eprKacHOCTTA HA ANYPETHUHTE H
HaMaIAaBa PUCKA OT XHNoKalHeMHus. HecToTaTa Ha HEXENAHH PEaKLIdH MO BPEME HA JEHEHHUETO C
THA3MAHH AHYPETHLM € 1030-3aBHCHMA, 3aTOBA JIEKaTa H YMEPEHa apTepHa/iHa XMNEPTOHNS JHEC Ce
NIEKYBa ¢ HUCKH 1031 THa3HWAHH QHYPETHLIW 3a pa3/inKa OT MUHANOTO.

(PapMakoAHHAMHUHH ePEeKTH

EdekTH HAa KOMOHHANHATA
B HauanoTo Ha JieUeHHETO C XUAPOXJOPOTHA3UA 00EMBT TEHHOCT B KPbBOHOCHHTE CHA0BE € HAMANECH,
nopajd NOBHIIEHO OTIEISHE HA BOAA M COJl. KOETO BOIH A0 MOHHAKARAHE HA KPLBHOTO HANACAHE H
HaMaJIeHHe Ha yaapHus obem.
[Topanu xunoHarpueMus u 3aryba Ha 00eM TEYHOCT OT TAJI0TO, PeHHH-AHIMOTEH3HH-
aNJOCTEPOHOBATA CUCTEMA CE aKTHBU3MPA. PEaKTHBHOTO NOBUIIIABAHE KOHUEHTPALIHUTE Ha
AHTHOTEHIHUH I] YACTHYHO NTUMUTUPAT NCHHXKABAHETO HA KPbBHOTO HAIATAHE, KOETO B NPOTHBECH
cay4ai 6u ce aBasnn0. [lo BpeMe Ha MOHATATBLLIHATA TEPANHA XHNOTEHINBHHA eQeKT Ha
XHAPOXNOPOTHAZH] CE OCHORABA HA MOHH)XAaBaHE HA NMEPUGPEPHOTO CHAOBO CHNPOTHBIIEHHE, KOETO
[I0CTHra HUBa NO-HUCKH OT TE3U TNPEAH NECHEHHUETO.
Pe3ynTaTuTe 0T aKTHBUPAHETO HA PEHHH-AHFHOTEH3HH-A110CTEPOHOBATA CHCTEMA €A METADOSIUTHH
epeKTH Ha NNA3MEHHUTE JIEKTPOAHTH, NHKOYHA KHCEIHHA, MHKO03a H JIMTIHAHW, KOMTO ChIHO HACTHYHO
HeyTpanH3Iupar epeKkTa Ha AHTHXHUNEPTEH3IUBHOTO NeyeHue. BunpekH, ve ca €PeKTHBHY NpH
MOHWXABAHE HAa KPLBHOTO HANAraHe, THa3WIHTE HE HAMA/TABAT CTPYKTYPHHTE NPOMEHH B CHPLIETO M
CbAOBATA CUCTEMA. BbNpekH, ue 1e4EHHETO ¢ THAZUAK HaMaNABa YeCTOTaTa Ha MO3BUHO-CBHAOBHS
HHCYNT, THA3IMAHTE HE MPODHIAKTHPAT Pa3BUTHETO HA JICBOKAMEPHA XHNEPTPOdHS H KOpOHapHa
cbpacuHa 6onect. Cnopea HAKOH NPOYYBAHUA THA3HAHHTE AHYPETULM MOraT A0pH [a BIOLIAT
AHACTONHATA KaMEpHA (PYHKLHA 1 MHOKAPAHATA HCXEMHUS Y [10 MOBHKILIAT Y€CTOTaTa Ha BHE3anHara
CHPACHHA CMBPT.
Enananpun npean3BMKBa aHTUXUNEPTEHINBHHU €PEKTH — NOTUCKA PEHHH-AHMHOTEH3HH-
anmA0CTEPOHOBATA CHCTEMA T.€. NMPOAYKUHATA HA aHrMOTeH3HH 11 v HeroBute edekTH. B gombanenue
TOW HAMA/1ABa CEKPELIMATA HA HA AJIA0CTEPOH U MOTEHLUKPA AeHCTBHETO HA OPaaNKHUHHHA H
MpocTarfaHInHOBOTO 0cBODOKAaBaHE. 3aTOBA TOM YECTO HMA BBTPEILHH HYPETHYHHN €(PEKTH, KOUTO
MOraT Ja noaoOpaT edekTa Ha XHUApOXAopoTHa3ua. Enananpun noHuwxaea npea- M ciel-
HATOBAPBAHETO, KOETO OTOpEMEHABA KaMepaTa, HaMalfiBa KaMEPHATa XHNEPTPODHA, €KCMaH3UATA Ha
KoniareHa v npeana3ba MMOKaApAHHTE KJIETKH OT yBpeKaaHe. B pe3ynTaT Ha MOHWKaBaHe Ha
CbhpAevHaTa AeHHOCT U OTOPEMEHABAHETO HA CHPUETO (NPH 3aCTOHHA CbpAeYHA HEAOCTaTbYHOCT) ce
noaodpaBa KOPOHApHATA XEMOIMHAMHKA H C€ NOHHKABA KHUCJIOPOAHA KOHCYMAUNS OT MHOKapAHHTE
k1eTKH. [1o TaKbB HAYHH YYBCTBUTEHOCTTA HA CHPLIETO KBM HCXEMHS C€ MOHHKABRA, & ChIUO CE
MOHM’KAaBA YECTOTATA HA ONACHUTE KaMepHH apuTMUH. ToHi uma SnaronpuaTed edeKT BLPNY
MO3bUYHATA LUMPKYJaUMs PH MAUHEHTH C XUIIEPTOHHA W XPOHUUYHH CHPAECYHOCH/10BH 3a00n1ABaAHHUS.
[Ipennasea rnoMepynHUA ME3AHIMYM OT YBPEKAAHE W PA3BHTHE HA MOMEPYIOCKNEPO3a, NOIABbPHKA H
nonoopsasa ObOpeuHaTa GyHKLUHA K 3a0aBA Pa3BUTHETO HA XPOHHUYHHTE NPOrpPecHBHA OBOpeuHH
3200N19BAHNA CBHLUO U MPH NALUMEHTH, KOMTO BCE OLLE HE ca pa3BUiAH XHNepToHHUA. M3BeCTHO e, Ye
aHTUXHNEpPTeHIUBHUTE edhexTH Ha HHXHOUTOpHUTE HA ACE ca no-cunsn npH NauMHeHTH ¢
XHMOHATPUEMHSA, XHNOBONEMHUS H MOBHIIHK HHBA HA CEPYMHHSA PEHHH, 10KaTO eeKTa Ha
AWYPETHLIUTE € HE3aBMCHM OT CEPYMHHTE HHUBA Ha PEHUH NpH nauneHTUTE. 1o TakLB HauKH
€HOBPEMEHHOTO MPUATAHE HA €HANANPHA U XHAPOXJOPOTHA3HA HMA AAWTHBEH aHTHXHNCP
edekT. B 10nbaHEHHE, €HANaNpyN Npeana3Ba Win HamMaiaBa METAD0.TUTHHTE €PEKTH OT %f*\ PN
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AWYPETHUYHOTO leYeHHe H HMa BnaronpuaTted edexT BbpXy CTPYKTYPHHUTE NMPOMEHU B ChPUETO H
Cb/10BATa CUCTEMA.

ETo 3al0 CbBMECTHOTO NMpUnaraHe Ha eMH HHXHOUTOp Ha ACE 1 xHApOX/IOPOTHA3HA € YMECTHO,
KOIraTo BCAKO NEKAPCTBO MOOTAETHO € HEIOCTAThbUHO €PEKTHBHO. T0Ba CHLBMECTHO NPHIOKEHHE
NPaBH BLIMOXKEH eaUH Mo-A00bp TepaneBRTHYCH €PEKT MPH NO-HUCKH 103K Ha €HAIaNpH;1 H
XHAPOXNOPOTHAIHA U MO-MANKO HEXE/IAHN PeaKLHH.

AHTHXHNECPTEHIUBHUAT eeKT HAa koMOMHaLMATa OOMKHOBEHO NpO.1bii:kaBa 10 24 yaca.

IlBoHHO D10KHpaHe

Jlge rojiemu paHaoMH3IHpaHu koHTpoaupaHu npoyusaHus — ONTARGET (ONgoing Telmisartan
Alone and in combination with Ramipril Global Endpoint Trial - Texkywo rnobanHo uinursane 3a
KpPaiMHW TOYKH HA TEIMHCAPTaH, CAMOCTOATETHO U B KOMOHHauua ¢ pamunpuil) 1 VA NEPHRON-D
(KnMHHYHO npoyyBaHe CBLP3aHO C pa3BUTHE HA HedponaTus Mpy Auaber, NpoBEACHO OT
MHUHHCTEPCTBO NO BBLNPOCHTE HA BETEpAHUTE) — MpOy4BaT ynorpedarta Ha komOuHauunata ot ACE
MHXUOUTOP U aHrKHoTeH3UH ll-peuenTopeHn Onoxep.

ONTARGET € npoyusaHe, npoBeA€HO NPH NaLlHEHTH ¢ aHAMHE3A 3a CbPACYHOCHAOBA HIU
MO3BYHOCHA0BA DONECT, AW 3aXapeH AHAteT THN 2, NPHUIPYKEHH C JAHHH 33 YBPEKAAHE Ha
edexkTopHH opraHd. VA NEPHRON-D e npoy4yBaHe npy nauMeHTH ¢be 3axapeH anadet Tun 2 u
AHadeTHaA HedponaTHs.

Te3u npoyuBaHUs He NOKa3BaT 3HAYUM BaaronpuUaTeH eekT BbpXy DBLOpeUHUTE H/HIIH
CHPACHHOCHAOBHTE NOCAEAHIIH U CMBPTHOCT, KaTO CBULEBPEMEHHO ¢a HabNtoaaBaHH NMOBULLEH PUCK
OT XHNEPKATHEMHA, OCTPO YBpeKJaHe Ha OBLOPELHTE H/HIIM XMNOTOHHUA B CPABHEHHE C
moHoTepanuaTa.Karo ce umaT npeapua cxoaHute UM papMakoaHHaAMHYHH CBOHCTBA, TE3H pelyiiTaTH
ca nNpuaIokuMH M 3a apyru ACE UHXHOHMTOpH W aHrHoTeH3uH Hl-peuenropHu 610okepu.

ACE vnxnbutopu n aurnotensuH ll-peuentopHu 610kepu cnenosatento He TpabBa na ce w3noasear
e1HOBPEMEHHO MPH NALMUEHTH ¢ AHabeTHa HedponaThs.

ALTITUDE (KauHnuyHO npoy4BaHe NpoBEACHO ¢ ATUCKUPEH MPHU NMNAUKMEHTH CBC 3aXapeH AnadeT THM
2 ¢ U3MON3BAHE HA CHPACUHHOCHAOBH U OBOPEeUHH 3a00NABAHNUA KATO KPAHHH TOUKH) € NPOYUBaHE,
npeaHa3HauYeHo 1a W3CNEeABa No3aTa oT 100aBAHETO HAa ATUCKHPEH KbM cTaHAapTHa Tepanus ¢ ACE
HHXHOUTOP MK aHrMOTeH3UH ll-peuenTopeH 610Kkep NPH NAUKMEHTH CbC 3axapeH AHadeT Tun 2 v
XpoHHUHO OBOpeuHo 3adonsaBane, CbPACHHOCHA0BO 3a0onaBaHe Ui U aBete. [lpoyuBanero e
NPEKPATEHO NPEXACBPEMEHHO NOPAAH MOBULLICH PUCK OT HEDNArONPHATHH nocaeaiun. Kakro
CbPACYHOCHAOBATA CMbPT, TAKA H HHCYNTBT €A MO-YECTH B IPYINATA HA &ATHCKHUPEH, OTKOJIKOTO B
rpynara Ha nnauedo, a npeacTasnaBallMTe HHTEPEC HEXENAHH ChOHTHA H CEPHOZHH HEMKENAHH
CHOUTHA (XUNEpKANHEMUA, XMITOTOHUSA U OBLOpeuHa AUChYHKLUMS) ce cboOWaBaT No-4eCcTo B rpynara
Ha ATMCKHUPEH, OTKOJIKOTO B rpynara Ha rniauedo.

HemennaHOMEH pak Ha kKo)KaTa

Bb3 OCHOBA HA HANWYHHUTE AAHHH OT €MUACMHOIOrHUHHY NPOYUBaAHHA € HADII0aaBaHa 3aBUCUMA OT
KyMyJaTHBHATa A03a Bpb3ka Mexay X XT3 v HMPK. Eano npoyueane Bkntousa nonynauus,
cheronawa ce ot 71 333 cnyyau Ha BKK u 8 629 cayuyau Ha CKK, 1 nonynaumsa ot cvotrBeTHOo 1 430
833 n 172 462 noaxoasawu koHTpond. BucokaTta ynorpeda Ha XXT3 (kymyaatuHo =50 000 mg) ¢
cBbp3aHa ¢ kopurupad OR 1.29 (95% JAU: 1,23-1,35) 3a BKK v 3,98 (95% /1M: 3.68-4,31) 3a CKK.
HabnionasaHa e scHa Bpb3Kka KyMyiaTuBHa a03a-otroeop kakTo 3a bKK, Taka v 3a CKK. Apyro
NpOyUBaHE NOKa3Ba Bb3MOXHA Bpb3ka Mexay paka Ha YCTHUTE (CKK) 1 ekcnosnunsata Ha XXT3: 3a
633 ciyuyad Ha pak Ha yCTHHTe € noadbpana nonyjaauusa ot 63 067 noaxoasly KOHTPOH, KaTo Ce
M3MON3Ba CTPAaTEryd 3a B3eMaHe Ha NpoOH, onpeaeneHa OT pucka. JIeMOHCTpHpaHa € Bpbi3Ka
KyMyJlaTUBHA 103a-0Trosop ¢ kopurupad OR 2.1 (95% [INA: 1,7-2,6), Hapacteawl a0 OR 3.9 (3,0-4.9)
3a BUCoKa ynotpeda (~ 25 000 mg) n OR 7.7 (5,7-10.5) 3a Ha#i-BMcoKaTa KymyJarueHa ao3a (~ 100
000 mg) (BX. cbwo Touka 4.4).

5.2 dapMakoKHHEeTHYHH CBOHCTBA

Abcopbius
Exananpu ce abcopOHpa 0bp30 NPHU NEPOPAIEH TIPHEM, KATO MHKOBUTE CEPYMHH KOHLE
€HAaNanpu.J HacTbNBaT B pAMKHUTE Ha eanH vac. CTeneHTa Ha adcopbuma € 60% Bb3 OCHO




HaliM4HOCT B ypuHara. Cnes kato ce abcopOupa, nepopanHo NPUETHAT eHananpuia Obp3o U
eKCTEH3IHBHO Ce XHAPO.IH3IHPA 10 eHalanpHAaT, MOLIEH HHXHOUTOP HA AHMHOTEHIHH-KOHBEPTHPALLNA
eH3IUM. MaKCHMMaIHUTE CEpYyMHH KOHUIEHTPAUMH Ha eHATaNpPHIAT ce 10CTHUraT B paMKWTe Ha 3 1o 4
yaca cJie/l nepopaneH nNpueM Ha eHananpuioB Maneatr. OCHOBHHUTE KOMITOHEHTH B YPHHATA Ca
eHas1anpuIaT, Koeto npeacraeassa 0kono 40% ot qo3ara v HenpoMmeHeH eHananpu.t. C HIKTHOYEHHE
Ha npeodpazyBaHe A0 €HaNaNpPUIaT, HAMa A0Ka3aTeNCTBA 3a JHAYUTENHO MeTaDoNIU3IHpaHe Ha
enananpun. IlpodHnbT Ha cepyMHaTa KOHUEHTPALMA HA €HATANPHIAT €€ XapaKTepHinpa ¢ yab/KeHa
TepMUHATHA ¢a3a, oveBHAHO Nopaau cebp3BaHe ¢ ACE. Ilpu nauneHTH ¢ Hopmaana ObOpeyHa

Gy HKUHA, CTALHOHAPHHUTE CEPYMHH KOHUEHTPALIMH Ha €HAJIAaNPHJIAT Ca NOCTHUIHATH OT YE€TBbPTHA IAEH
HA NPUIOKEHHE HA eHananpHAoB MaeaT. ADcopduUaTa Ha Nepopanyo NpuaaraH ¢HananpHiIoBs
Ma1€aT HE CE BJMAC OT MPHCBHCTBHETO HA XpPaHa B CTOMALLHO-4YpeBHHUA TpakT. CTenenTa Ha abcopOums
M XMAPOTH3A HA eHananpui ca NoactHH 3a pa3TMUHHUTE JO3H B MPENOPBLYHTENHUA TEpaneBTHYEH
HHTEpBRA.

buoTtpanchopmauus
C M3KAI0UEHHE Ha XHpoid3aTa 10 eHANanpunar, eHaIanpuil HAMa 3HaUMMK MeTabOAUTH.
XHnapox10poTHa3K He ce MeTaDonninpa, a ce eJIMMHHKPa Obp30 npes OLOpeunTe.

PasnpeaeneHue

[IpoyuBaHHsaTa NpH NabopaTOPHH XKUBOTHHM - KYUYeTa NOKa3BaT, Y€ EHAJIaNPHI NPEMHHABA KPbBHO-
MO3bUYHATa DapHepa B HE3HAUKTEIHA CTEMEH WK W300LLO He npeMuHaBa. EHananpua npeMunasa
naaleHTapHaTa DapHepa. XHApOXI0POTHA3HK,1 NPEMHHABA NMPE3 MIAUEHTATa, HO HE H KPBLBHO-
MO3buyHaTa Hapuepa.

EnuMuHnupaHe

OTaeNaHETO HA €HANANPHA C€ OCHUIECTBABA OCHOBHO npe3 610peunte. OCHOBHUTE KOMNOHEHTH B
YPHHATA Ca €Hananpunar, KOMTo npeacraeaiBa okosio 40% ot no3ara, M HENPOMEHEH eHANaNPHIL.
EdekTUBHHAT NOAYKHBOT 3a HATPYNBAHE HA €HAJIANPWIAT CJIEA MHOMOKPaTEH NEPOPAIEH MPHEM Ha
eHananpwios manear e 11 uaca.

Korato naa3MeHHTE HHBA HAa XUAPOXJIOPOTHA3U CE NPOCNECAAT Han-ManKo 3a 24 yaca, ce yCTaHOBSBA
MUIA3MEH NMONYKUBOT, Bapupatl Mexay 5,6 1 14,8 vaca. Xuapoxa0opoTHazua He ce MeTaDOMH3HUPA, HO
OBpP30 C€ CUMHHUpa upe3 ObLOpeurTe. Hal-manko 61% ot nepopanto npueTtara n03a ce eIHMHHNAPA B
HENPOMEHEH BU/ B paMKHTe Ha 24 vyaca.

brOpeuno yspesxxaane

EHananpunart Moxe 1a ce € 1MMUHUPA OT 00LWOTO KPbBOOBPBLIUCHHE 4PE3 XeMOAHAIH3A.

Kvpyene:

Cnen eaHokpaTHa nepopaiHa 103a 20 mg npHIoKEHH MPH NET XKEHU Cea paKIaHe, CPEAHHAT MUK Ha
eHananpua B kbpmata e 1,7ug/L (o1 0,54 po 5.9 pg/L.) ot 4 a0 6 vaca ciea NPHIOKEHHETO.
CpeaHusaT nuk Ha enananpunart € 1,7ug/L. (uutepran 1,2 1o 2,3ug/L). nHKOBETE Ca BbIHUKHANHK NO
paziu4HO BpeMme npes 24-yacos nepuod. M3non3sadky JaHHWTE OT NUKOBUTE HUBA B KbpMaTa,
O4YaKBAHHUAT MaKCHMA1€H nipHeM nNpu kbpmade ¢ 0,16% ot no3aTa Ha MaiikaTa. JKeHuTe, KOUTO ca
nNpHeMany nepopanHo eHananpua 10 mg nHeBHO B npoabaxkeHWe Ha | | Meceua ca UMand NMHKOBH
KOHUEHTpaUWHX Ha eHananpua B kbpmata 2 pug/l. 4 yaca cnea 103ata M MHAKOBH HUBA HA €HANANpHaaT
0,75 ng/L. okono 9 yaca cnea npunoxeHueTo. OOWOTO KOAUUECTBO HA EHATATIPHIT H €HAlanpHuiar.
H3MEPEHH B XbPMATA NO BpeMe Ha nepuoa ot 24 yaca € 1.44 pug/L v cbotreTHO 0,63 pg/L.. Hueara Ha
eHananpuaaT 8 kbpmarta ¢a HeoTkpuBaeMu (<0,2ug/l.) 4 waca cnen eanHyyHa 103a eHananpuil 5 mg
Mpy €1Ha MakKa 1 Npu aee Maiku npuenn 10 mg: HKMBaTa Ha eHananpun He ca OHIKN onpeaeneHy.

QapMaKOKHHETHYHO/(PapMaKkOAHHAMHYHO B3aNMOAENCTBHE
CBbBMECTHOTO NPHICKEHHE HA €HAJANPHI K XHAPOXJOPOTHAZMA HAMA €DEKT BbPXY OHOHANHUYHOC
® hapMaKOKMHETHKATA HA OTE/HHTE JIeKapCTBa.

3.3 IlpeakanHuaYHH QAHHH 32 DE30OMACHOCT




TOKCUKOAOIHYHH NMPOYUBAHUA NPH MHUILKH H IJIBXOBE MNOKA3BaT NO-HHCKA OCTPa TOKCHUHOCT Ha
€HATTANPH. U XHAPOXJIOPOTHA3K, B KOMOKWHALINA, OTKOJIKOTO €HA1ANPHI CAMOCTOATESTHO.
CroiiHoctTuTe Ha opaiaHaTa L.Dsy Ha koMOMHauuATa B CbOTHOWEHHE |:2.5 npesriuasa 5 g/kg. KakTo
NpH MHULLIKH TaKa U Npd nabxose. [poabaxnuTeHOTO NpUaarale Ha cnoMeHaTaTa KOMOMHaUHS
[peaAH3BHMKBA NpoMeHH B ObOpeuHaTa GyHKLUHS H MOPGOJOTrHYHH YBPEKIAHHA B
racTPOMHTECTHHAIHHUA TPAKT. HAMA HATHUHH NPOYUBAHHA 38 KJACHYECKATA PENPOAYKTHBHA
TOKCHUHOCT Ha KOMOMHAUMATA €HANANPHUA KU XHUAPOXN0pOTHA3HA NPU NIBXOBE K 3aHuM. [lpoyusanus
BbPXY TOKCHYHATa PeNpOAYKTHBHOCT Clej NPHIAaraHe Ha OTAe/HH aKTHBHH CYOCTaHUMH NoKas3BaT
heTOTOKCHUHH eeKTH U ABETE JieKapcTBa. B cBeTNHHATA HA Te3HW NaHHH O4E€BHAHO €, 4¢
koMOHHaLMATA eRANaNpUl W XHIPOXNOPOTHA3K € a0CONKTHO NPOTUBONOKA3aHA 3a JIEYEHHE HA
XHIMEPTOHUS MO BpeMe Ha OpeMeHHOCT.

He e ycTaHOBEHa MyTare HHOCT Ha KOMOWHALIMATA €HANANPHI H XHIPOXAOPOTHA3HA.

6. DOPAPMAINEBTHYHH TAHHH
6.1 Cnrchk HA NOMONIHHUTE BeLLECTBA

NaKkTo3a MOHOXHApAT

OLBETHTE XHHOIHHOBO XbiTo (E104)
LHAPEBHUHO HULIECTE
MPEKETATUHUIUPAHO HULLECTE

TAJIK

HaTpUEB XxuaporeHkapboHar
MAarHeIUeB creapar

6.2 HecbBMecTHMOCTH

Henpuaoxumo.

6.3 Cpok na rogHocr

5 ronMHHU

6.4 CneunajaHH yCN0BHA HA ChXpPAHEHHE

Jla ce ¢bxpaHsBa B OpMIrMHAIHATA OMAKOBKA, 3a a Ce npeanasy oT Bnara.

6.5 BaaH cbLbIbpXKAHHE HA ONAKOBKATA

bauctepHa onakoeka (Al. Al/nonnamna/PVC donuo). 20 Exan-H TtabnetkH
bnucrepHa onakoeka (Al, Al/ nonuamua /PVC ¢onno): 30 Enanp-H rabnetku

bnucrepna onaxoka (Al, Al/ nonnamua /PVC ¢onuo): 60 Enan-H Tabnetku
bnauctepHa onakoBka (Al, Al/ nonnamua /PVC donmno): 90 Enan-H Tabnetku

He scHUKH BHAOBC OMAKOBKH MOraTt 14 61:IIHT MYCHATH Ha Ma3apa.
6.6 Coneuvansiv npeinaHd MEPKU NPH HIXBLP/AAHe H padora

Hama cneunanHy H3WCKBaHUA INPH H3XBLPJIAHE

7. [IPUTEXATEJI HA PAZPELIEHHUETO 3A YIIOTPEBA

KRKA. d.d.. Novo mesto. Smarjeska cesta 6, 8501 Novo mesto, CroseHus




8. HOMEP(A) HA PABPEIIEHHUETO 3A YIIOTPEBA

Per.Ne: 20010011

9. JATA HA ITbPBO PASPEITABAHE/INTOJHOBABAHE HA PASPEIHEHHUETO 3A
YINIOTPEBA

JlaTta Ha nbpBo paspewaBane: 01.01.2001
Jlata Ha nocaeaHo noaHossipave: 18.08.201 1

10. JATA HA AKTYAJIUBUPAHE HA TEKCTA

[ToapoOna uHdopmauma 3a TO3M JIEKAPCTBEH NPOAYKT € npejocTaBeHa Ha yebcaitra Ha M3nbanuTenHa
Arenuus no Jlekapcrsara (MAJ]) http://www.bda.bg.




