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1. HUME HA JTEKAPCTBEHHUS ITIPOAYKT

Enan 5 mg tabnerku

Enap 5 mg tablets

2. KAYECTBEH U KOJIMYECTBEH CbCTAB

Besika Tabnerka chabpxka 5 mg, 10 mg nan 20 mg enananpunos manear (enalapril maleate), koiTo e
ekBHBa1eHTeH Ha 3,8 mg, 7,6 mg unu 15,3 mg enananpun (enalapril).

IToMOILLIHH BELIECTBA ¢ H3BECTHO JEHCTBHE:
5 mg TabneTku
nakro3a | 123.3 mg

3a NbIHUA CMUCHK HA MOMOLIHUTE BELLECTBA, BHKTE ToUKa 6.1.

3! JEKAPCTBEHA ®OPMA
Tabnerka

Enan tabnerku 5 mg: Oenn, KpbIriK, IVIOCKH C [eJWTENIHA YepTa OT eHaTta cTpaHa. JlesinrenHara
yepTa He e 3a pasdynsaHe Ha TabneTkara.

4. KJIMHUYHH JAHHH

4.1 TepaneBTHYHH NOKA3ZAHHS

Enan tabnetku e nokasaH 3a je4eHHe Ha MbPBHYHA apTEPHATHA XHIIEPTOHHA, BTOPHYHA XUIIEPTOHHS
npu 6b6peunn 3abonsBanus (Cblo U NpH GLOpeyHa HeaOCTAaTBYHOCT M AHabeTHa HedponaTus),
3aCTOiHA ChPAEYHA HENOCTATHYHOCT H Ge3CHMNTOMHA JIeBOKaMepHa AMChYHKLIHS.

4.2 Jlo3upoBKa H HAYHH HA NPHJIOKEHHE

Jo3upoeka

Pe3opbumsara Ha Enan TaGneTku He ce noBausBa OT XpaHara.

Jlo3upoBkaTa BMHaru ce ajantipa croped npoduia Ha nauuenTa (Bx. Touka 4.4 ) 4 OTrOBOpa Ha

J1Ba /10 TPH HH NPeau Ha4aoTo Ha nevenuero. [Taunenture Tpabea na ce
71032 ¥ apTepHATHOTO UM HaAraHe TpaOBa 1a ce Npoce/1fBa Mo-4ecTo npe




1aca. MexayBpemMeHHO Te Tpa0Ba Aa OCTAHAT B JIETHAJIO MIOJIOKEHHE.
Jleuennero ¢ Exan H3HCKBa PEIOBHH IEKApCKH TPeriet, 0cobeHo B HAYANOTO Ha JIEHEHHETO H/HIH B
MEPHOIA Ha YCTAHOBABAHE Ha HAM-TIOAXOAALIATA JO3HPOBKa.

Xunepmorus
Ilpenoprsusanata Ha4alHa Ao3a € 5 mg 10 MakcHManHuTe 20 mg, B 3aBHCHMOCT OT CTETNIEHTa Ha

XHIMEPTOHUATA M CHCTOAHHETO Ha MaleHTa (BK. 110-10iTy). EHan ce JaBa eAHOKpaTHO AHEBHO. Jlo3aTa
TpaOBa n1a 6pae nonbpaya B 3aBUCHMOCT OT AOCTUIHATOTO MOHIKEHHE HA KPBBHOTO HANAraHe.

TIpu neka xuneproHMA, NpenoOpBHYHTENHATA Hada Ha 103a ¢ 5-10 mg. [TaukeHTH CBC CHNHO
AKTHBHPAHA CHCTEMA PEHHH-AHTHOTEHZHH-ANA0CTEPOH (HAMP. peHOBACKYJIapHa XMIIEPTOHHA, HAaMA/NEH
COJIEBH H/WJIH BOJEH 00eM, ChpAcYHa JEKOMIEHCALMA WIH TEXXKA XHIIEPTOHHA) MOTar [J1a Noyyat
APEKOMEPHO CNATaHe HA KPBBHOTO HALIMAHE Cllefl MbpBaTa Ao3a. [IpH Takvpa malHeHTH ce
npernopbysa MbPBOHAYANIHE 1034 OT 5 Mg WIH NO-HHCKA H 3aro4BaHe Ha JIEYSHHETO Ja Ce H3BbPLIH
MOA MEAHUHMHCKO Hab/lrodeHue.

Ilpenn neyeHye ¢ BUCOKH RO3M AHYPETHLH MOXE Ja C€ pa3Bie XMIIOBOMEMHA H PHCK OT XHNOTOHHUA,
[IPH 3ar0uBaHe Ha JieueHHeTo ¢ erasanpun. [1py Takuea NauxeHTH ce NpenopsYBa Ha4allHa 103a OT

5 mg MK N0-HHUCKA. AKO € BE3MOXKHO, IEYEHHETO C TMYPETHIHM TPIOBa Ja ce NpeycTaHOBM 3a 2-3 IHH
npeH 3aNoYBaHE HA NEYEHHETO ¢ eHananpui. Bebpednara GyHkIMA H cepyMHAA Kanuii Tpabea na
Onpar HabmoaaBaHy.

ObuuaiinaTa moarspxama ao03a e or 10 go 20 mg, no u3xinodeHne 40 mg nHeBHO, NPHIOKEHH
€/HOKPaTHO WIH B IBa pa3meneHH nprema. [lanneHTHTe, KOMTO HAMAT BB3MOMKHOCT [ TIPeYCTAaHOBAT
NPUIOKEHHETO HA IHYPETHKA MPEIH HAYANOTO Ha ficUeHHeTo, TpAOBA Aa NOoJyyar Ha4ajlHa 103a OT
2,5 mg BenHb# AHEBHO.

PenoBackynapHaTa XHIEPTOHHA WIH NOA03MpaHa PEHOBACKY/IAPHA XHIIEPTOHHS TPADBa a ce NeKyBa
€aMo OT CIIEUHAIHCTH © OHHT.

Copoeuna nedocmamuyuRoch/Be3cuUMNMOMI Re60KAMEPHa OUCHYHK

IIpe NeYeHNeTo Ha CHMITOMATHYHA ChPASYHA HEAOCTATHYHOCT, EHANANIPHII CE H3MOJ3Ba KaTo
JOMBITHEHHE KBM IHYPETHLIA H, PH HeOGX0mHMOCT, JUrATantc win bera-Onokepu. Havannara nosa
Ha eHALATIPHN NIPH [AUHEHTH ChC CHMIITOMATHYHA CHPJEYHA HEAOCTATEYHOCT HIIH ACHMIITOMATHYHA
nepoxkamepHa THCYHKIMA ¢ 2,5 mg M TO ¢cnefiBa Aa ce MPUIAra o CTPOr MEAHLKHCKH KOHTPO 33
ofnpeie/ifHe HAa MEPBOHAYANHHA edeKT BbPXY KPHBHOTO HAlATAHE.

Ilpn nunca Ha, WK cIeA eeKTHBEH KOHTPON HA CHMITTOMATHYHATA XMIOTOHKA CJIE/l 3aM04BaHe Ha
JIEYEHHETO ¢ CHAJIATIPUII ITPH CHPAEYHA HEOCTATBMHOCT, A03aTa TpAOBA Ja ¢ YRENHYK NOCTENEHHO
1o obHuaiiHaTa noaAspKama nosza ot 20 mg, napaHa KaTo egHa 4034 WIH pa3ze/icHa Ha ABa IpueMa
CIIOpE IOHOCHMOCTTA OT CTpaHa Ha NauieHTa. Ta3H 1034 ce Npenopbyusa na e mpHeMa B
npoabibkeHHe Ha 2-4 ceamuup. MakciManHara nosa e 40 mg AHeBHO, pasnenicHH Ha IBa ipHeMa.

IIpednoxcenun 3a mumpupane Ha 003amMa A SHATANPHI NPU NAKUERME CbC CHPOEUHA
redocmamvynocm/GescuMnmomMHa aasoxamepia OucYHryuR

Ceomuya Ineena dosa mg/oen

ceamuoa 1 Jan or 1 o 3: 2,5 mg/anesno* kato egnHHYHA
Jlo3a.

Jan ot 4 7o 7: 5 mg/aHeBHO pa3/IENied Ha iBa
npHEMa.

ceaMuua 2 10 mg/aHeBHO KATO €JHOKpaTHA /1032 KK Ha ABe
JTO3H.

ceamuua 3 u 4 20 mg/nHEBHO KATO €XHOKpPATHA HJTH KaTO ABE
OTAEITHH JO3H.

*CneuuanHu npeanasHy Mepku Tpabsa fa ObaaT NpenpUeTH NPH MALMEHTH ¢ HapyIEHS,
({YHKUHA WU OpHEMALIHTE NUYPETHLH (BXK. Touka 4.4).

KpuBHOTO Hanarake H 6u6peunarta QyskuuA TpAGra fa 6paaT BHMMATEIHO HA
MpenH, Taka U CIel 3aMoYyBaHe Ha jdedeHvero ¢ Enam (rxk. Touka 4.4), Thil KaTg
XMIIOTOHHUA U (NMO-PAIKO) BCleACTBUE pa3BHTHE HA OLOpevHa HeJOCTaTHYHOCT
JIEKYBAHH ¢ IHYPCTHLM, o3aTa TpAORa Jla ce HAMaTH, aKO € B3MOXKHO MpeH




¢ Enan. [ToABata Ha XHNOTOHHA CNle[l ITHPBOHAYATHATA [1033 HA CHANATIDHM He O3HAYABA, Ye
XHNOTOHHATA i€ C€ TIOBTOPH ITPH NPOABDKHTE/HO JIEYECHHE C CHANANPH H HE HANAra CITHPaHeTO Ha
TOBA JIekapcTeo. CepyMuua kanuii H 6n6peunara GpyHkps cumo Tpabea Aa 6saaT HabmOKABaHH.

Hayuenmu ¢ 6v0peyno yepesicoane
Karo usio, uerepBanmnTe MExIy MPHIOKEHHETO Ha eHAaNpw TPaGBa Aa Gble MpoAbIKHTETHH
A/WIH fo3aTa Aa Gbae HaManeHa.

Tabnuua 2: Jlosuposka npu 656petHa HENOCTATHUHOCT

KpearaannoB wispsac (CrCL) mVmin Hauasna 1032 dose mg/nen
30<CrCL<80 ml/min, 5-10mg

10<CrCL 30 ml/min. 2,5mg

CrCL 10 mV/min, 2,5 mg B ieHs Ha gHANH3a*

* Biokte Touka 4.4 .

Hayuenmu na xemoduanusa:

Enananpunat moxe na ce auanusnpa. Tpabea aa ce npuemar 2,5 mg B ACHA Ha XEMOAHAIHW3aTa; B
HEHA, B KOHTO MALMEHTET HAMA AHANN3A JIeKAPAT M€ ATAITTHPA I03aTa CIOPEH CTOMHOCTHTE Ha
APTCPHANHOTO HARATAHE.

Hayuenmu ¢ cmapuecxa évspacm:
Mozara Tpa6ea fa 61.ae B choTBeTCTBHE ¢ GBOpeuHaTa YHKIHA Ha MALMEHTHTE B CTAPYECKa BB3PacT
(BX. TO9Ka 4.4),

ITeouampuyna nonynayusn:

besonachoctra U edmkacrocTTa Ha Enan TIpH gelia oA 18-ropnuna Bp3pacT BCe OlLE He ¢a
YCTRHOBCHH.

HMa orpanuyenn KIHHHYHY OPOYYBAHHA 33 H3NOA3BaHe Ha Enan NMPH XHMEPTEH3HEHH TEIHATPHYHH
nauMeHTH (BX. Touku 4.4, 5.1 1 5.2).

Ilpyu matueHTH, KOMTO MOPaT a2 NPHEMAT TaGlIeTKH, A03aTa Tpabea na 6be HHAHBUAYANTHIHPAHA
cnopeq Npoguia Ha NALKMEHTA H NOB/HMABAHETO HA KPHBHOTO HAIATAHE., INpenopr9YeanaTa HAYATHA
no3a € 2,5 mg npu namgeHTH 0T 20 1o mox SO kg 1 5 mg npH naimenTH > 50 kg. Enananpun ce
NpHiIara BeAHsAK MHEBHO. Jloanposkara TpaGba na ce KOPUIrupa B 3aBUCHMOCT OT HYXKIHTE Ha
N4lHCHTa N0 MakcuMyM 20 mg IHEBHO NpH nALHEHTH oT 20 ao nox 50 kg 1 40 mg NpH NauuenTH >
50 kg. (Bx. Touka 4.4).

Enan He ce npenopbysa npy HOBOPOJEHH M TPH €A, KOHTO HMAT CKOPOCT Ha FIIOMEpYJIHa
¢buntpaps <30 ml/min/1, 73 m?, TeH KaTO HAMA HATHMHE NAHHMN.

Havnn Ha npunoxenne

HanseHTHTe TPAGBA N2 MpHEMAT TAGNETKHTE LIENH ¢ MANKO TeYHOCT. Te MOFAT Ja TH TIPHEMAaT NpejH,
N0 BpeMe Hin CrieAl xpaHeHe. TpsGea fia A B3eMaT PeZOBHO 1O €HO H CHINO BpeMe pe3 AeHA. AKo
npomycHar TabieTka, TpsbBa fa 1 BIEMAT KOMKOTO € BE3MOXKHO TN0-G5p30. AKO 06aue OCTaBaT camo
HAKOJIKO 1aca 110 ciie/BallaTa NiiaHKpaHa 03a, Te TpaGea fa nponycHat 3abpaBenara TafneTka v Aa
B3EMaT caMo TulaHWpanara £03a. Jlosute He TpAOBa HHKora Aa ce XyGaupar.

Enan TabuneTiu He Morar jja GbAaT pasaeneHH Ha IBE PaBHH J03H, MOpajid KOETO HE ca MOAXONAIH 3a
TIAUHEHTH, KOHTO C& HYJAAT OT 4032 OT 2,3 mg eHananpwi (PH NALMEHTH ChC CHMITOMATHIHA
CBPACHHA HEAOCTATBYHOCT HWITH ACHMNTOMATHYHA AHCHYHKIMA HA IABATA KAMEPA, TeXEK H
TepMHHANCH cTafHi Ha Gu0pedno 3aGonABane, BRIIOUHTENHO TAKHB2 HA XEMOIHAIN3A).
TIALMEHTH, aKO ¢ HEOGXOMMO A03HpaHE OT 2,5 mg eHananpui, TpAGsa a ce NOThPCH
NPOAYKT.

4.3 NporaBonoxazauna



- CBpBXYYBCTBHTENMHOCT KbM €HANIANpM/I H/ATH €HaNaNpPHUAT HITH KbM HAKOS OT NOMOIIHHTE
BEILECTBA, H30poeHH B To4ka 6.1, vimu keM apyr ACE-uexuburop,

- AHamHe3a 33 aHrHoe/leM, CBLP3aHa ¢ IpeAHIHO neyveHne ¢ apyrd ACE-nuxuburopw,

- HacnencTBeH WIH HIHONATHYEH AHTHOEAEM,

- Tlo Bpeme Ha BTOpHA ¥ TPETHA TPUMECTBP Ha OpeMeHHOCTTA (BK. TOUKH 4.4 1 4.6),

- EnnoBpemMeHHara ynorpe6a Ha Enan ¢ annckupen-chAbpiKany NPoAyKTH € NPOTHBONOKA32HA
NpY NALHEHTH cbe 3axaped auaber win 6u0peuno yepexkaane (GFR < 60 ml/min/1,73 m2) (Bx.
ToukH 4.5 1 5.1).

- CemererBaina ynotpeba npH Tepaiina ¢ue cakybuTpist/sancapras. EHan ne Tpabsa 1a ce 3amouea
No-paHo oT 36 yaca crefl lOCNeAHATa 1033 CaKyOHTpHI/BancapraH (BX. ChIIO TOUKH 4.4 H 4.5).

4.4 Crensann npenynpexacHas 4 NpeANa3HH MEPKH BPH ynoTpeda

CumMnmomMamutHa Xunomonus

CHMNTOMATHYHA XHNIOTOHMA ¢e Ha0MoAaBa PAaKO MPH HEYCNOXKHEHH NAUMEeHTH ¢ XHnepTonus. [1pu
MAUHEHTH ¢ XHIEPTOHHA, NONy4aBallld EHan, cHMITOMATHYHA XHNOTOHHA € NO-BEPOATHO 3
BBL3HHKHE, aKO IIALHEHTHT € OHJI ¢ HaMalleH 00eM Ha TEMHOCTH, HATIPHMEP, B PE3YJITAT HA IHYPETHYHO
nevueHHe, IHETa C OFPaHHYEH MPHEM Ha COJI, AHANM3a, THAPHA WK NOBpHINaHe (BXK. ToukH 4.5 1 4.8).
[pH naumeHTH CHe CHPAEYHA HENOCTATHUHOCT, ¢ WIH §e3 npuapyKaeaiia 6b6peuHa HEXOCTATBUHOCT
MOKE 113 Ce PA3BHE CHMITTOMATHYHA XMNoToHHA. Hali-BepoaTHo € TOBa N2 ¢¢ NMPOABH NIPH NauMeHTH ¢
MO-TEXKKa CTENMEH Ha ChpIeYHa HENOCTATHYHOCT, B PE3YJITAT HAa H3MON3BAHETO HA BHCOKH N03H
6pUMKOBH IMYPETHIIM, XHIOHATPHEMHS HIH (yHKIHOHANHO GnbpeyuHo yepexknaHe. Ipu Te3n
NallHEHTH JIeYEHHETO TPAGRA J1a 3a104He Mo Jekapcko HabmoaeHHe ¥ nanueHTyTe Tpabea
BHHMATEJIHO /I3 C€ NPOCICAABAT, KOTaTo JO38TA HA EHAIANPHT WHIH AHYPETHKA C& KOPHTHpAT.
[Nopo6Hu crobpaxenus TpaOBa fa ce HMaT npeABHI NPH MAMEHTH ¢ HCXeMHYHA DonecT Ha ChpueTOo
HJIH MO3BYHOCHAOBA oJeCT, PH KOHTO €AHO MPEKOMEPHO MOHIKABAHE HA KPBBHOTO HANATAHE MOXKE
Aa poBene A0 HH$pApKT HA MACKAPAA HIIH MO3PYHOCHAOB HHUMACHT.,

XHMOTOHHATA M TEKKHKTE i MoceqHIH ca peaky H npexoqui. Ts Moxe na ce H3berne ¢
NMpeyCTAHOBBAHE HA JICYEHHETO C AMYPETHLM H JHETATA C HHCKO ChbP/KAHHE Ha CON MpeaH
HAYANOTO Ha nedenuere ¢ Enan, ako ToBa e Bp3mMoxHO. [Ipd apyrute ropecrnoMeHaT ChCTOAHU HH
B CJTy4aH, 4e JIe4eHHETO ¢ AMYPETHILIH He MOXE Aa Ce MPEYCTAHOBH, CE NIPENOPbYBA IEYECHHETO 1A Ce
3alovHeE ¢ Hal-HUucKarTa n03a (2,5 mg) eHananpmi.

IlpH BB3HHMKBAaHE Ha XHIIOTOHHSA, MALMEHTHT TPAOBA [a CE€ CAOKM B JIETHAIO MOJOKEHHE, ¢ INasara
BBPXY HHCKa Bb3rnaBHuuA. [Ipn HeobGxoauMocT, mnazmeHnaT obem TpAdBa Ja c¢ KOPUTHpa C BIHBaHE
Ha 0.9% pasTBOp Ha HaTpHeR XnopuA. [IpexoaHATA XHIOTORKMA HE € NPOTHBONIOKA3aHHE 33 JICUEHHE C
eHananpun. Crejy KOpHrHpaHe Ha AapTEPHATHOTO HANAraHe M [1a3MeHHa 00eM OGHKHOBEHO
TIALMEHTHTE NOHacAT Ao0pe nocneAsaluTe J03H.

Ilpu peumauBHpama CHMITTOMATHYHA XHIIOTOHHA TpAOBa Jla cc KOPHIHpa AO3HPOBKATA HJIA 1a ce
NpeyCcTaHOBH neyeHneTo ¢ Exan.

Ilpy HAKOHM NALKSHTH ChC CHPAEYHA HEIOCTATHYHOCT, KOHTO UMAaT HOPMAJIHO WK HHCKO KPBBHO
HajAraHe, MOXe J1a ce NMOSBH JOTBIHHTEAHO TIOHMKABAHE HA CHCTEMHOTO KPBBHO Hajlirade ¢ EHan.
To3u edekT ce ouakea H OGMKHOBEHO HE € IPHYMHA 32 [PEKPAaTHBaHe Ha JICYCHHETO. AKO
XHIMOTOHHATA CTaHE CHMITTOMATHYHA, MOXE [ C& HAIIOXH HaMalABaHe Ha A03aTa W/H/M IPeKbCBaHe
Ha AMYPETHKA H/WIH HA eHATANPHII.

Heoimo Groxupane na perun-anzuomenszun-ardocmepornosama cucmema (PAAC)
Hma naduH, ye eaHospeMernata ynotpeba Ha ACE nuxuburopu, aHrHoTedsuH Il-peuenTopin
O6MOKEPH KM ANMCKHPEH NOBHINABA PHCKA OT XHIOTOHHSA, XHIIEPKATHEMHA H HAMANABAHE Ha
GB6peuHaTa PyHKuMA (BIOYHTENHO ocTpa O1LOpeuna nepocrarsunoct). [Topamu Tora He ce

aurHoTeHsuH II-peuerrropay Gnoxepy WITH aHCKHpeH (BXK. ToukH 4.5 1 5.1).
AKO ce TIpeLeHH, ue TepanuATa ¢ aBoitHo 6noxupane e abeonoTHO HEOOXOIHM
CTapa CaMo MoJ HaGAIONEHHETO Ha CIIELAANMCT M [IPH YECTO BHHMATE/IHO MO
6nOpeunaTa GYHKUMS, €MCKTPOJNUTHTE B KPLBHOTO HANATAHE. -

ACE uuxuburopu u aHrHoTeH3HH Il-peyentoprn 6nokepu He Tpabea Ja ce u3
TIpH NMALKEHTH ¢ AWaleTHa HedponaTus.



Yepeowcoane na Gvopeunama Gyuxyus

B ciyyaii Ha 656peuHo yBpexxaaHe (kpeaTHHHHOB KuphHC <80 ml/min) mepBoHauanHara ao3a
eHananpui TpAOBa 1a ce KOPHTHpPa B 3aBHCHMOCT OT KpeaTHHHHOBHSA KJIMPBHC Ha MALMEHTa (BXK.
TOYKa 4.2) ¥ Clle/l TOBa B 3aBUCHMOCT OT OTTOBOPA Ha MAaLHEHTA KbM JeYeHHeTo. [lepuoanyer
KOHTPOI Ha Kanuii H KpeaTHHUH ca yacT o1 obKyaifHaTa MEIHUMHCKa NPAKTHKA 34 Te3H NalHEeHTH.
Hma crobueHus 3a 6p0peunaTa HeAOCTATBIHOCT NPH NALHEHTH, KOHTO MPHEMAT EHAIANIPHI U TO
[IABHO NPK NAUMEHTH C TEKKa ChPACYHA HEAOCTATHYHOCT WIH nomiexamo 6s0peuHo 3abonssane,
BKJIIOYHTENHO CTeHO3a Ha GeOpeunara aprepHa. AKo ce pa3No3Hae BEHArA H CE JIEKYBA IT0 MOIXOAALL
Ha4mH, GEOpettaTa HEAOCTATEYHOCT, KOTATO € CEbP3aHa C IEYCHHETO ¢ EHANIANpPHIT, 00MKHOBEHO €
obpaTuMa.

Hsikon nammeHTH ¢ XunepToHns, 6e3 Buaumo npeawecteamo 6x6pedHo 3abonasane ca NOIyYHIH
NOBHIIIABAHE HA KPHBHATA YPEA H KPeaTHHHH, KOraTo eHANANpHI € 1aBaH €AHOBPEMEHHO ¢ THYPETHK.
Mosxe na ce HaNOXH HaMalABAHE Ha J03aTa HA eHATANIPHI /WA ciupaHe Ha Adypetuka. [lo
BEPOATHO € TOBA A C¢ CAYYH NPH NMalueHTH Cue cTeHo3a Ha OpOpeunara aprepus (B, Touka 4.4,
PeHOBacKynapHa XHIEPTOHHA).

Penosacxynapra xunepmonun
CrInecTsyea MOBHILEH pUCK OT XUNIOTOHMA H Gb0petna HEIOCTATHUHOCT NPH NALHEHTH C ABYCTpaHHA

cTeHO3a Ha 6BOPEeYHATA apTEPHA WIH CTEHO3a Ha APTEpUsTA KbM eauucTreH GyHKimonupam Ou0pek,
KOHTO ca nekyBaHd ¢ ACE-unxuburopu. 3aryGa Ha 6x0pednara dyHKIHA MOKE 1a HACTBIH A0PH H
CaMo NpH NeKH NPOMEHH B CEPYMHUA KpeaTHHHH. [Ipy Te3n nauuenTH neyesneTo Tpabsa 1a 3anoyqe
1o CTPOT MEJHLUHHCKHA KOHTPOJI ¢ HHCKH [JI03H, BHHMATEIHO THTPHPaHE H NPOC/esaBaHe Ha

6n0peunara GyHKOHA.

Bvopeuna mpancnraumanus
Hsma onur 3a npruiokennero Ha EHan npy nauueHTH ¢be ckopowHa 6e0peuna TpaHCIUIaHTaLuS.
3aToea neuenHe ¢ Enan He ce npenopsusa.

Aopmua wru cMeno3a HQ MUMPARHA KIGRA/XUREPIIDOGUURA KAPOUOMUONAMUA

Tpabsa na ce BHHMAaBa Nps NalHEHTH ¢ XeMOJHHAMIYHO 3HAYHMA CTEHO3a Ha aOPTHATA KJana WiH
ChC CTEHO3a HA OTTOYHHTE ITHTHINA Ha JIABATa KAMEPA H H Ja ce HibArea B CIy4ad Ha KapAHOICHCH
IOK H X€MOJIHHAMHYHO 3Ha4HMTeNNHa obctpykums. [lauuenture ¢ nepadepna oberpykrisaa
aprepransa GOIECT WIH C FeHEPATH3HPAHA aTEPOCKIEP03a MOKE ChLIO 12 HMAT PEHOBACKYIAPHO
3abonapaHe. [Topaau ToBa Te TpAGBa fa ce NIEKyBAT BHHMATEITHO H JICYECHHETO BHHArH TPAOBa 1a ce
3anmo4ea ¢ Hail-HACKAaTa 4033 SHANaNpHL. -

CepuxuyecmaumenHocnm/anzUoOHEEPOMUEH ONOK
Hma ¢bo6lueHns 3a aHFTHOHEBPOTHYEH OTOK HA JIHLETO, KpalfiHHUKTE, YCTHHTE, €3HKa, MTOTHCA H/HIM
JIAPHHKCA IPH MALHEHTH, JIEKYBaHH ¢ HHXHOHTOPH HA aHTMOTCH3HH-KOHBEPTHPAIIIHA eH3UM,
porountentio Exnan. Tosa MOXe 12 CTaHe BbLB BCEXH €IMH €TaN NO BpeMe Ha JieueHueTo. B Takuea
ciIy4aH npueMa Ha Enan Tps6Ba na 6®wne cnpsas BegHara M Aa ce 3anoyHe NOAXCAALO NPoCieasBane
3a [a e OCHTYPH ITh/IHO H34€3BAHE HA CUMITTOMMTE MpeAH M3IHCBAHETO HA mauueHTa. JIopu 1 B Te3n
Cy4an, KOraTo HMa caMo OTOK Ha €3HKa, 03 pecnupatopeH AMCTpec, MalHEHTHTE MOTaT 12 H3HCKBAT
TIPOTB/DKHTENHO HabmoaeHHe, Thit KaTo Te4eHUETO ¢ AHTHXHCTAMHHM M KOPTHKOCTEPOHIH MOKe Ja
HE € AOCTATHYHO.

MHoOro paako ¢a JOKAaABAHH CMBPTHH CTy4aH OPaAH AHTHOENEM, CBBP3aH ¢ OTOK Ha JIAPHHKCA HITH
OTOK Ha e3HKa. [laumenTH, npu KOHTO ca 3aceTHATH e3MKa, MTIOTHCA HITH IAPHHKCA € BEPOATHO 13
NOYYaT o0CTPYKLMA Ha AUXATEITHHTE IHTHLIA, 0C00EHO TE3H ¢ aHaMHE3a 3a oflepaliud Ha
JAUXaTeNHuTe TETUINA. 3acATaHeTO Ha €3HKA, TTIOTHCA HAH JIJAPHHKCA, MOMKE N3 [IPHYHHH 3
HA NUXATEIHHTE MTHILA H 2 HRUCKA TOAXOIANIQ NEUSHUES, KOSTO MOXeE Ja BIIOYE],
npuiaraHe Ha pasTeop Ha aapedanyH 1:1000 (0,3 ml no 0,5 ml) w/unn 1a ce npean
MEPKH 33 OCHIYPABAHE HA NMPOXOJAMMOCT Ha JHXATE/HHTE ITHTHLIA.

Ipu yepHorkoxMTE NManmeHTy, nony4asaiy ACE naxuburopu ca ceobiiaBanu o
AHCHOEAEM B CPABHCHHUE C OCTAHA/THTE pacH.




HauyenTtute ¢ anaMHe3a 32 aHTHOEIEM, HeCBBP3aH ¢ Tepanus ¢ ACE-unxubiTOpn Morar a HMar
MOBHIUEH PHCK OT AHTHOEAEM, AokaTo nodyyarar ACE uHxuGuTop (BXk. cbio Touka 4.3.)
ConwrerBaliaTa ynorpeda Ha ACE uaxuburopu cbe cakyOHTpH/BaNicapTaH € NPOTHBOMOKA3aHa
nopajiH NOBHLIEH PACK OT aHrHoeeM. Jleuenne cbe cakyOMTpII/BancapTaH He TpaGBa aa ce 3anousa
no-paHo oT 36 yaca ciejJ nocAeqHaTa qo3a LKasanpui. JleueHue ¢ nazanpun He Tpabea aa ce
3aM0YBa MO-PaHo OT 36 Yaca Clej HoCieHAaTa No3a cakyOHTpH/RancapTaH (B, Toukd 4.3 u 4.5).
CenercerBamara ynorpeta Ha ACE unxuburopn ¢ pauexkagorpun, mTOR uHxubHTOpH (Hanp.
CHPOIHMYC, EBEPOTHMYC, TEMCHPOJIMMYC) H BHJIAMJTHITHH MOKE Ja A0BEIE O NOBHIIEeH PHCK OT
aHTHOe/leM (Hamp. OTOK Ha IUXAaTeIHHTe METHINA HIH e3MKa, Che WK 0e3 HapylueHHe Ha AHLIAHETO)
(Bk. TouKa 4.5). Heobxoqumo e fa ce moiXoAH ¢ MOBHIIEHO BHHMAHHAE, KOraTo CE 3al04Ba JIEYEHHE ¢
pauekazoTpwi, mTOR HHXHOUTOPH (Hanp. CHPOTHMYC, EBEPOIHMYC, TEMCHPOIHMYC) U
BHJIZACTAIITAH MPH MALHEHT, KOHTO Beye npHema ACE uHxuburop.

Heymponenun/azpanynoyumosza
HMma crobumenna 3a HeyTpONeHHS/ArpaHy TOLUMTO3a, TPOMOOLHTONICHUA H AHEMHA NIPH TIALHEHTH,

npHemauy ACE naxuburopn. [Tpn naunenTd ¢ Hopmanna 6p6peuna dpynkoms u 6e3 1pyru
YCNOXKHABAIH (aKTOPH, HEYTPOIIeHHs Ce cpelia paaxo. Enananpun tpabpa aa ce H3noa3ea ¢
W3KJTIOUHTETHO BHUMAHHE TIPH NAlLIHEHTH C KO/JIaTeHOBO CBHORO 3ab0/4BaHe, PpH JICUSHHE C
HMYHOCYIIPECOPH NPH JIeYEHHE C ANOMyPHHO KM NPOKAWHAMK, HITH KOMOHHALMA OT Te3H
yenoxHaBamu gaxrops, 0cofeHo ako MMa BeYe CHINECTBYBAILO HapymeHue Ha 6s0pednaTa GyHKOms.
HAKOH OT T€3H NAIHEHTH Ca Pa3sBHIM CEPHO3HH HHQEKIMH, KOHTO B HAKOH CIIy4aH He Ce MOBJIHABAT
OT YHTEH3HBHA AHTHOHOTHYHA TEPAIHA. AKO EHANAMPWI Ce H3ON3Ba NPH TAKHBA MAUHEHTH €
HEOOXOMHMO NMEPHOJHYHO NPOCIEAsABaHE Ha Gpos Ha GenyTe KPBBHHM KIETKH KATO NallHeHTHTE Tpatea
na 6BnaT HHCTPYKTHPaHH A ChOOILABAT 32 BCEKH NMPU3HAK HA HH(eKLHS.

Yeproopobro yspexcoane

Panxo, ACE nnxuGHTOpHTE Ce CBBP3BaT CBC CHHAPOM, KOHTO 3al04Ba ¢ XOJIECTATHYHA KBJITEHHLIA
WJIH XEeNaTHT M TIPOrpecHpa A0 o0CTpa 4epHOApoOHA HeKpo3a H (NMoHAKora) cMBPT. MexaHH3IMEBT Ha
TO3H CHHAPOM He e H3scHeH. [TanmenTure, nomyuasaiu ACE HHXHOHTOPH, KOHTO pa3BHBaT
ABITEHHUA WK NOTYYaT OBHULIABAHE HA YEPHOAPOOHNTE eH3HMH TpA0Ba 1a MPeKpaTAT NpHeMa Ha
ACE unxuburopa, na 6baar HabstofapasHd M Aa NoMyYaT HOAXCLALIH METHUHECKH MPHKH.

Anadunarxmuvny peaxyuu no epeme Ha 0ecencUbUTUIAYUA KbM YUNOKPUIU

Panxo nanwenT, nosyuasamy ACE uaXHOHTOPH No BpeMe Ha IeCCHCHOMIHM3AILHA ¢ OTPOBa OT
LIMITOKPUIIH Ca Pa3BHIIM AHUBOTO3aCTPAIIABAIIM aHApHUIAKTHHH peakuu. Te3n peaxumu c¢ H3dArsar
upe3 BpeMeHHO cnupate Ha ACE-unxubuTopa npefu BesKa JeCeHCHOHNH3alMA.

Anaunaxmunu peaxyuu no epeme na LDL agepesa

Paako naumenTu, nomydasamy ACE uuxuburopu no speme LDL adepesa Ha IMIIONPOTEHH ¢ HHCKA
IUTETHOCT C ASKCTP2HOB cyA(ar ca pa3sKBaH JKHEOTO3aCTpalIABAlIH AaHaQHIAKTHYHY peakiiu. Tesu
peakumu ce u3barsar ypes spemenno criupade Ha ACE-unxuGuropa npean Beaka adepesa.

Hayueumu na xemoduanisa

AHapHAAKTHYHH peakLiiK ca JOKNAABAHH TIPH NauMeHTH Ha Juanusupa ¢ high-flux memGpany (nanp.
AN 69 ®) u nexysanu egnospemenHo ¢ ACE muxuburop. [Ipy Tesu naumeHTH TpiOBa Aa ce oOGMHCM
H2ICI3BAHETO HA Pa3iHYCH THII AMATH3HA MemOpaHa WK pavdIHyYeH KAac aHTHXHIICPTEHIHBHO
JIeKapcTRO.

Xunoznxemus
INauuenTu ¢ nuaber, NEKyBaHH C NEPOpaNHH AHTHAHAGECTHH JIEKAPCTRA M HHCYIIHH,
3anoysa jieueHne ¢ ACE-unxuburopn, Tpa6ea na Obaat npeynpeieHH Aa ClesT
XHNOTNIMKeMHS, 0COOEHO Npe3 NbPEHs Mecel Ha KOMOHHHpaHaTa ynoTpeba. (BXK. T,

Kawnuya



HmMa crobiuenus 3a kaunmua mpa ynorpebara Ha ACE-unxubuTopi. XapakTepHo €, Ye KauHuaTa e
HEMpPOAYKTHBHA, MPOIBIKHTENHA H OT3BYYARA ClIE/] PEeKpaTiBaHe Ha neueHneTo. Kaunduara,
npeanseukara or ACE uwxuGurop, TpaGea na ce pasriexaa Kato 4acT oT AddepeHupanHaTa
AHarHo3a Ha KalutHua.

Xupypzus/anecmesus

Tlpu nauperTH, NOLIOKEHH HA TORAMA ONSPAIMA HAK 10 BPEME HA AHECTE3HA C NCKAPCTBA, KOUTO
OpeaU3BUKBAT XHNOTOHHS, EHANANpHI OokHpa aHrnoTeHsuH I1 06pa3yBaHETO ¢ KOMIIEHCATOPHO
ocBoboxIaBaHe Ha peHuH. [Ipy r10siBa HAa XMMOTOHHS H KOraTo ¢e CYHTa, Y€ TH ¢c IB/DKH Ha TO3H
MEXaHHIBM, TA MOZKE J1a ¢€ KOPHTHpa 9pe3 yBeJIHYaBaHe Ha 00eMa Ha TEYHOCTHTE.

Xunepranuemus

ACE UHXHOHTOpPHTE MOTAT /1 NPEM3BHKAT XHITEPKATHEMHS, Thil KATO HHXHOHpaT 0cBODOKAARAHETO
Ha angoctepoH. EGexThT 0OHKHOBEHO He € 3HaUMTeleH NPH NALHeHTH ¢ HopmamHa 6s0pedHa
dynxuus. PrckoBy (akTopH 3a pa3BHTHETO Ha XHIlepKallHeMus ca G0pedHa HENOCTATHYHOCT,
XHIIOANAOCTEPOHH3EM, BIIOLIABaHE Ha GpOpeuHaTa (pyHKUHA, Bp3pacT

(> 70 roaman), 3axapeH quaber, WHTEPKYPEHTHH ChOMTHA, MO-CNEUHATHO ICXAWAPATHPAHE, OCTPa
ChpIevHa JEKOMITeHCalus, MeTaboNuTHA alMa03a H €IHOBPEeMEeHHA yoTpeba Ha KAHii-
CHXPAHABALIH JHYPETHLM (HaNp. CNEPOHONAKTOH, SIUIEPSHOH, TPHAMTEPEH HIIH aMHJIOPHA), KATTHEBH
NOGABKH HIH KaTHH-CHOBPAKALH 32aMECTHTENIN HA COJITA, HITH TIPH NALMEHTH, IIPHEMAIIH IPYTH
JIeKapCTBa, CEbP3aHH C MOBHILIABAHE HA CEPYMHHA KINH (Hanp. XenapyuH, TPHMETONPHM FLTH KO-
TPHMOKCA30J1, TO3HAT CBILO KATO TPEMETONPHM/CYIPaMeTakca3on ¥ 0coDeHO AHTATOHHCTH Ha
anaoCTEPOHa MITH AHTHOTEH3HH-PELENTOPHH GokepH. H3non3BaHeTo Ha KaTHeBH N00aBKH, Kaluii-
ChXPaHABALIH JHYPETHLH WIH ChABDKAIIA KANTHH 3aMECTHTE/H Ha CONITA, 0CODEHO NMPH MALHEHTH C
HapyireHa 6s0peuna GyuKkuMa, MOKe 1a JOBeE A0 3HAYHTETHO MOBHLIEHHE HA CEPYMBHA KaTHii.
XHrepKalHeMHAT MOXe Jia IIPHYHHH CEPHOZHH, MIOHAKOra (haTaHH apuTMuH. Kanuii-
ChXpaHABAIIHTE AUYPETULH H aHTHOTEH3HH-pelleNTOpHHTe OokepH TpAOBa Aa ce MpHaaraT
BHHMATeTHO NIpH nauueHTH, npruemaiid ACE WHXHOMTOPH, KaTO cepyMHHAT KanHii n 6u6peunara
¢dynkuHa TpAGBa ga ce npocneadasar (Bx. Touka 4.5).

Jumuii
Karo npasmno, kxoMbHHAIMATA OT JIMTHIA H eHAIANPIUT HE ce penopbuBa (BX. Touka 4.5).

Heduampuuna nonvrayus

Hma orpasd4eH ONHT MO OTHOUWICHHE HA €)HKACHOCTTA H 6€30MaCHOCTTA NPH JICYEHHE Ha IEla C
XMIIEPTOHKA > 6 rOAMHH, HO HAMA OTHT N0 OTHOLIEHHE HA APYTHTE Noka3aHHd. ChILecTByRar
orpaHHYeHH PapMaKOKHHETHYHH JaHHH NIPH Jela Hajl 2-MecedHa BB3pact. (Bxk. cpino Toukn 4.2, 5.1
u 5.2.) Enan #e ce npenopsuBa 3a ynorpea npd Aeua Npu ApyTH NOKa3aHHA OCBEH APH XHIIEPTOHHA.
EHan He ce npenopsyea Opy HOBOPONEHN ¥ MPH ASHIA Che CKOPOCT Ha riomepynHa Guitpaums

<30 ml/min/1,73 m2, Toii KATC HAMA HAJTHYHH AAHHH. (BX. Touka 4.2).

Bpemennocm
ACE uHxnbHTOpH HE TpAGRa Aa CE HA3HAYARAT 0 BpeMe Ha OpeMeHHOCT. OCBEeH, aKo

NpoIRIKABAHETO HA Nevenvero ¢ ACE uaxuGurop re ¢8 CunTa 33 MWIHEHO BaXHO, NanUCHTKUTE,
IIaHApanH SpeMEHHOCT, TPAGBA 12 NpeMHHAT HA ANTEPHATHBHO AHTHXKNEPTEH3HBHO JIEYEHHE, KOETO
HMa ycTaHOBeH mpodii Ha GezonacHocT Npu yroTpe6a no BpeMe Ha Opementoct. Koraro e
JHarHocTHIHpaHa OpemenHocT, neveHueto ¢ ACE uHxuGuTopH Tpa6sa a 6ble NpeycTaHoOBEHO
He3a6aBHO, M aKo & HeoOX0MMO, 1a 3aNOYHE aNTePHaTHBHO JeYeHHe (BX. TOUKH 4.3 H 4.6).

Emuuvecxu pazmuun
Kakro 4 npu ocTaHanHTe NEKapcTBa, HHXMOMTOPH HAa aHTHOTEH3HH-KOHBEPTHPALI KA
€HANaNpPHI € O4EBHIHO NMO-MANTKO €(EKTHEEH 33 MOHHKABAHE HA KPBBHOTO HAIAT:
paca B CpaBHEHHE C OCTAHAIIMTE PACH, BEPOATHO MOPAJH NMO-BHCOKO PasMpoCTp:
C HHCBK PEHHH TIPH YEPHOKOKHUTE XHIICPTOHHLH.

Homownu eciyecmsa




Enan cuaspxa nakrosa. [TauseHTH ¢ peaxs HACTEACTBEHH TPoOieMH HA HEMTOHOCHMOCT KbM
raakTo3a, MJICH JaKTased AeHIMT WK [TIOKO3HO-ralakTo3Ha Matabeopbimsa He Tpadea na
[IPHEMAT TOBa JIEKAPCTBO.

Toea nexapcTeo ceabpa no-Manko ot 1 mmol Hatpwii (23 mg) Ha 1030Ba €AHHMLA, T.€. MOJKe Ja ce
K&Xe, 4e MPakTHYECKH He ChABPKA HATPHIA.

4.5 B3aamopnelicTBHe ¢ APYTH JeKapCTBeHH NPOIYKTH H JPYTH GopmMA HA B3AAMOACHCTEHE

Kannii-cbxpaHaBalus quypeTHIH, XpaHUTETHH A00aBKY, CHABMKAIIN KANWiA UK KaAWi-ChbPKAIIN
3aMECTHTEIH Ha CoNTa

BBIpekH ue cepyMHHAT KalHii OOHKHOBEHO OCTABA B PAMKHTE Ha HOPMAIHHTE IPAHMIIH, TIPH HAKOH
MALHEHTH, NEKYBaHH C €HANANPHII, MOXKe 4 Bh3HMKHE XMNepKalueMns. Ynorpebara Ha Kanuii-
CBHXPaHABALUM JHYPETHLIH (HANpP. CIIHPOHOJIAKTOH, TPHAMTEPEH HWIH aMHIOPH]), XPaHHTEITHH
J100aBKH, ChIBPIKALIM KATHI KITH KATHIH-CBIBPKALLH 3aMECTHTENH HA COJITA MOXKE Aa JOBEIE A0
3HAYHTEHO NOBHLICHHE Ha cepyMHNA Kamui. Tpabra chillo fa ce BHHMaBa, KOTATO EHAIANPUI Ce
NpHAJIara eJHOBPEMEHHO C JPYTH CPEACTEA, KOHTO MOBHINABAT CEPYMHHA KallMii, Karo Hamp.
TPHMETONPHM H KOTPHMOKCA30/1 (TpuMeTonpuM/cydaMeTokcazon), ThH KaTO € H3BECTHO, Y€
TPHMETOTIPHM IeHCTBA KATO Ka/Hi-ChXpaHsasail JHypeTHK nono0Ho Ha amuiopua. [lopansd Tora He
ce npenoph4Ba KOMOHHMPAHETO HA CHATIATIPHI ¢ TOPECTIOMEHATHTE JIEKAPCTBa. AKO €XHOBPEMEHHOTO
npuioxkeHHe Ha EHan # Te3u NpoAyKTH € KaTeropu4HO HeoOX0AMMO TIOPaH XHIIOKATHEMHA, T¢
TpaGBa Aa ce H3MON3BAT MPENAVIMBO H IPH YECTO MOHHTOPHPAHE Ha CEPYMHHTE HHMBA Ha Kalua (Bik.
Touxa 4.4).

THAIMAHA H OPHMKOBH
JleueHHETO € BUCOKH RO3H JHYPETHLIH MOXE Aa AOBEAE 10 XHIIOBOIEMHA H PHCK OT XHNOTOHHSA, MPH
3aM0YBaHe HA JIEYEHHE C eHananpri (Bx. Touka 4.4). Xunorensusuure edektr morar fa Onaar
HAMANEHH NTPY COHPAHE Ha AMYPETHKA, Ype3 YBennyaBase Ha obema HA TEYHOCTHTE HIIH MpHeMa Ha
COJ HAH OT 3ano4YBaHe Ha ICYEHHE C HHCKA /1032 eHANANPHIL

ZpYrH aHTHXHITEPTEeHIHBHH JICKAPCTBA

EnHOBpemem{aTa ynm‘peﬁa C TaKHBA JIEKapCTBa MOXKe 1a [MOBHINH XHNOOTEH3HUBHHUA ed)elcr Ha
eHananpwi. EAHOBPEMEHHOTO NPHITOXKEHHE ¢ HHTPOTJIHIIEPHH M IPYTH HHTPATH WIH APYTH
Basonm]a'raropn MOX€ JOIMBJIHHUTE/HO Ja TOHHXKH Kp’bBH(YI‘O HAJIATAHE,

JIaHHH OT KAIMHHYHH MPOYYBaHHA NOKA3BAT, Y€ JBOHHOTO OJOKHpaHe Ha PEHHH -AHTHOTEH3HH
annocreporoBara cHcrema (PAAC) upes komGHHUpatarta ynorpeba Ha ACE uuxubutoph,
aHrHoTeHsuH Il-penenTopHn GIOKEPH WIH ANHCKEPEH CE CBBP3Ba C MO-BHCOKA Y€CTOTa Ha HEXEJIaHHU
CBOMTHA, KaTO HAMPUMEP XHMOTOHHA, XHIIEPKATHEMHA M HaMalApane Ha 61b6peunaTa GyHKUMA
(simoyuTenHO ocTpa GEOpeUHa HEIOCTATEYIHOCT), B CPABHEHHE ¢ yroTpedara CaMo Ha €IHO
CpeAcTBO, AelicrBamo Bopxy PAAC (Bx. Touku 4.3, 4.4 1 5.1).

Jhauii

Hma cpoluienns 3a o6paTHMO MNOBHIIABAHE HA CEPYMHHTE KOHLEHTPALHH Ha JIMTHH H JIMTHEBA
TOKCHYHOCT 110 BpEME Ha CHBMECTHO MpHNoKeHue Ha mutuii 1 ACE-uaxuOuTopn. EnnoBpemennara
ynoTpefa Ha THA3HIHU AHYPETHLIH MOXe JOIThJIHUTENHO 12 YBEJIMYH THTHEBHTE HUBA H [ia MOBHILH
PHCKa OT JIHTHEBA TOKCHYHOCT IPH MPpHIOKeHHETO Ha ACE-HHXHOHTOPHTE.

Hznonmpasero na exananpwi ¢ IWTHH HE € TIPENOPBYMTEIIHO, HO aKO Ta3H koMOHHalHA ¢ HeobxoaMMa
TpA0Ba Ja ce W3BEPIIH BHUMATETHO NPOC/eidBaHe HA CEPYMHHTE HHBA Ha THTHH (BXK. TO4Ka 4.4).

TpHIMKNIHYHY aHTUENPEeCAHTH/ AHTHIICHX OTHL N/ AHECTETHLIW/ HAPKOTHIIH
EnHoBpeMeHnHaTa ynoTpefa Ha HAKOW aHECTETHIIM, TPHUHKIHYHH aHTHACIIPECAHTH H
¢ ACE upxuburopi Moxe na JoBee 10 JOITBIHHTETHO HAMAIABAHE HA KPBBHOTO
TOuKa 4.4).

Hecreponguu nporueospsnanvrenay nexapersa (HCIIBC)




IpoABmKHTENHOTO NPHIOKEHHE HA HECTEPOMAHE NPOTHEOBB3NAMHTEIIHM JCKapCTBa MOXE 12
HAMATH aHTHXHTIEPTEH3HBHHA edekT Ha ACE-uuxuGuropure. Hecrepounuure
NPOTHBOBE3NAIHTEINHH AcKkapeTea (Bxmountesiio COX-2 unxuburopn) H ACE-uHXuOUTOpHTE HMaT
aMTHBEH €(PEKT BBPXY YBEIHYSHHETO HA CepyMHEUA KaTHil U MOMKeE 1a AOBEIE A0 BIOILABAHE Ha
6u6peunata dynruma. Te3u edekTH 0GHKHOBEHO ¢a 0OpaTHMH. PAaKo Moke 13 BE3HHKHE OCTpa
60pedHa HEOCTATHYHOCT, 0COBEHO NPH NALKEHTH ¢ HapyiueHa 60pedHa yHKLMA (KaTO HANPHAMEp
TIPH NalLMEeHTH B CTAPMECKA BE3PACT WM NPH TAKHEA, KOMTO ¢a ¢ o6emeH AeduuuT, BRITIOUUTENHO |
Te3H, Ha NedeHue ¢ AuypeTaun). [TaipenTure Tpabea aa GBA4T aeKBATHO XHAPATHPaHH H Aa Obe
npocnenspada 6p0peunara GyHkima crnesl 3anouBade Ha KOMOHHHPAHOTO JIEHEHHE M IIEPHOZHYHO
Cnej TOBA.

3naTHH npenaparTy

HurpeTOoHIHH peakiiy (BKIKOYBAT CHMIITOMH KATO 3a4epBABAHE HA JIHLIETO, Ta/IeHe, MOBPBILAHE K
XHIOTOHHSA) ce CHOOIABAT PAIKO [PH NALHEHTH HA JIEYeHHE C HEDKCKTHpaHE Ha 31aTo (HATPHER
YPOTHOMAJIAT) H chiThTCTBAMA Tepamia ¢ ACE-HEXMOHTOPH, BIJTIOUHTETHO EHATANIPHIL,

CaxyGurpun/sancapran
CerbreTBaimara ynotpe6a Ha ACE uaxuburops cbe cakyOuTpi/BalicapraH € MPOTHBONOKA3aHa, THH
KaTo TOBa [TOBHLIABA PHCKA OT aHTHOeAeM (BkK. Touka 4.3 u 4.4).

mTOR (Tapret Ha panaMHUuMH NpH Go3aliHULM) HHXHOUTOPH

Criwrersaniara ynorpeba na ACE unxnGuropu ¢ pavekanorpan, mTOR sHxuburopH (nanp.
CHPOIIHMYC, €BEPOJTHMYC, TEMCHPOIHMYC) H BHIAATTHITTHH MOJKE 13 IOBEE A0 NOBHIIEH PHCK OT
aHrHoegem (Bxk. To4ka 4.4).

CHMOaTHKOMHMETHLH
CHMIATHKOMHMETRLINTE MOTAT 1A HaMATAT aHTHXHNepTeH3uBHAA edext Ha ACE-nuxuburopn.

AHTHanabeTHH cpeacTRra
EnnaeMHOIOrHMHE NpOYYRAHKA MIOKA3BAT, Ye eJHOBPeMEHHOTO IpuiokeHHe Ha ACE-HHXHOHTOPH H

aHTHAHAOETHH JiekapcTBa (HHCYJIHH, NTEPOPATTHA XHIIOTJIHKEMHYHH CPEICTBA) MOJXKE Aa NOBENeC
3acHiiBaHe Ha epexTa Ha NOHIDKABAHE HA [II0KO3aTa B KPBBT2 C PHCK OT XHrorukeMus. 1o BeposTHO
€ TOBa ABJIEHME [a HACTHITH [Ipe3 IEPBHTE CeAMHMIIM Ha KOMOHHHPAHOTO JiedeHHE H IIPH NALMEHTH ¢
666peuno yspexnane. (Bx. Touxu 4.4 u 4.8)

Ankoxon
ANKOXOIBT YBEITHYaBa XHNOTeH3HBHHA edext Ha ACE-uHXHOHTOPH.

Ko-tpumoxcason (Tpumeronpum/cyndamerakcason)
[TanyeHTHTE, KOHTO IIPHEMAT EAHOBPEMEHHO KO-TPHMOKCA301 (TPHMETONpHM/cyndameTokcazon)
MOrat J1a Gb/1aT H3II0KEeHH Ha NIOBHLUIER PHUCK OT Pa3BHTHE Ha XHNepKalTHeMHs (BK. Touka 4.4).

ETHICATHITIIOBA KHCE/IHH oMOOIMTHLH H OeTa-OnokepH
EHanampsn Moxe Be30macHO 1a ¢e Mpunara eJHOBPEMEHHO ¢ ALETHICATTHIAIORA KHCENHHA (C
KapJIHOJIOTHYHO J03H), TPOMOOIHTHIH H OeTa-0nokepu.

Huknocnopuy
[1pn cenprerBama ynotpeba Ha ACE HHXHOMTOPH ¢ UHKJIOCHOPHH MOXKeE Jd Bb3HHKHE
xunepkanueMu. [Ipenopriga ce MpocneAsBaHE HA CEPYMHUA KANMiL.

Xenapuu
Ipu cemeTeTBama ynorpeda Ha ACE MHXHOHTOPH ¢ XeTIapHH MOXE 2 Bh3HHKHE

Ilpenopuupa ce npocienaBaHe Ha CEPYMHHA KaJTHIL.

4.6 DepTpanRTeT, GpEMEHHOCT B KBEPMEeHe



bpeMeHHoCT
Ynorpebara Ha ACE HHXHOHTOpH He C& MPENOPEYRa M0 BpEME HA MEPBHA TPHMECTHD Ha

OpemeHHOCTTA (BK. Touka 4.4). Ynorpebata Ha ACE uuxubuTOpH € NPOTHRONOKA3aHa (O BPEMeE Ha
BTOPHA H TPETHA TPUMECTHP Ha OpemeHHoCTTa (BX. ToUKH 4.3 1 4.4).

EHH,D,GMHOJ'IO]" HYHHTE JOKA3ATEICTBA IO OTHOLICHHE HA PHCK& OT TCPATOreHHOCT CJICA €KCIIO3HIIHA HA
ACE HHXHOHTOPH [0 BpeMe Ha ITHPBHA TPUMECTHP Ha GPEMEHHOCTTa He ca yOeHTe I , HO BBIIPEKH
TOBa, ¢1abo yBeAH4eHHE HA PHCKA He MOXe Aa Obae n3ktioueHo. OCBeH, ako NPOTB/DKABAHETO HA
neyenneto ¢ ACE uHxubHTOp He ce cyHTa 332 KM3HEHO BKHO, MAUEHTKHTE, IUAHHPAIIH
6peMeHHOCT TPAOBA []a MPEMHHAT Ha AJITEPHATHBHO AHTHXHIIEPTEH3HBHO JIEYEHHE, KOSTO HMa
yctanoser npodun Ha HezonacHocT npH ynotpeba no Bpeme Ha GpemenHoct. Korato e
JuarHocTHiMpaHa 6peMeHHocT, nedenero ¢ ACE HHxubuTopn Tpabsa na 6p/e npeycTaHOBEHO
He3a0aBHO M, aKO € HeOOXOAHMO, 1a 3aN0YHe aNTePHATHBHO JeycHHe. H3BeCTHO ¢, ue eKCO3HIHATA
Ha ACE HHXHOMTOD No Bpeme Ha BTOpPHSA H TPETHA TPHMECTHP HHAYLHPA NPH YOBEKA
theroTokcuuHoCT {oTCabBaHe Ha OBOpeuHaTa YHKUHA, ONUTOXHAPAMHHOH, H30CTABAHe HA
YepenHaTa ocupHKaNua) 0 HEOHATANHA TOKCHIHOCT {Ob0peyHa HeIOCTATEYHOCT, XHIIOTOHHA,
XHnepkanHemus) (Bxk. Touka 5.3). OnuroxuapaMHHOH Npu MalKaTa, BEPOATHO NPEACTARIARALL
HamasieHa emOpHosanHa 6u0peura QyHKIHS ce MOABABA B MOMKE /ia AOBE/E IO KOHTPAKTYpa Ha
KpalHHLMTE, YSPEITHO-THLIEBH RedopMaLiMH H XUnonasus Ha Gemus apob.

B ciyyqaii, ue n3naranero Ha ACE WHXHOHTOD € BB3HHKHANO Npe3 BTOPUA TPHMECTEP Ha
OpeMEHHOCTTa e MpenopLYHTENHA YITPa3BYKOBa IPOBEpKa HA ObOpeunaTa QyHKUHA H Yepena.
BeGeta, unnTO Maiiky ca npuemand ACE uuxuburopu Tpabea na GbaaT BHUMAaTENHO HAOMIONARAHH 32
xunoronna (Bx. TouxH 4.3 n 4.4).

Kepmene
Orpansyeny GapMakOXHHETHYHH [JAHHH C4 TIOKA32)TH MHOTO HHCKH KOHLEHTPAlHH B KbpMaTa (B

Touka 5.2). Bonpekwy, ue T€31 KOHLIEHTpauuH ca 0e3 KIMHUYHO 3HAYEHHE, HE e NpenophyBa
H3M0N3BaHeTO Ha EHan TabneTkH oT KbpMayuK# Ha NpexAEBpeMeHHO poAeHH Gefera, kakTo H npes3
OBPBUTE HAKOIKO CEAMHLM Cllel pAkKAAHETO, NOPATH XHIOTETHYHRA PHCK OT CEPACYHOCHIOBH H
61.6peunn edexTH 1 THi KaTO HAMA AOCTATHYHO KIHBHYEH ONHT. B ciay4ali Ha mo-roneM#d KepMayeTa,
ynorpeSara va Enan Tabnerkn o xspMeIn Maiika Moxe J1a ce OOMHCIIH, aKO TOBA JIeYEHHE €
JKHM3HEHO HeoOXOOMMO 3a Maiikarta, a AeTeTO ce Habmoaara 3a KakBUTO H Aa GHNO HEXKENAaHH PeakLMH.

4.7 EdexTn Bppxy cnocobnocrra 3a mojupane H pabora ¢ MAIANH

Ipn wodupane nin paborta ¢ MallIMHA TPAORA Ja & MMa NPEABMA, Y€ MOHAKOra MOraT /1a ce MOABAT
3aMaiiBane uoH yMopa.

4.8 Hexenanm JJeKAPCTBEHH PeaKIHHE

- MHoro uect (=1/10)

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

- Heuectn (=1/1 000 no <1/100)

- Peaxu (21/10 000 po <1/1 000)

- Mmuoro pemxn (<1710 000)

- C Heu3BecTHA YecTOTA (HE MOXe Aa Obae OneHeHa OT HAJIMYHHATE JAHHH)

TabnuuHo NpeACTABAHE HA HEXKEIAHH JJEKapCTBCHHN peaKIuH

Mmnoro Yecrn Heuectn Peaku

9eCcTH
Hapy- aHeMus, HEVTPONECHHA,
ulenun BKMIOYHMTENIHO | MOHMKEHHE Ha
Ha anjacTHYHa M | XeMOornoOHHa,
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Kpwema XEMOJNHTHYHA | MOHUAECHHE HA
u XeMaTOKpHTA,
Aumep- TPOMOOLIHTO-
Hama IICHHA,
cucme- MIOTHCK2HE Ha
Ma KOCTHHS
MO3BK,
arpaHyJoLHTO-
3a
aHUATONSHH,
mamdaneHo-
naTA,
ABTOMMYHHH
sabonasanus
Endoxp CHHIPOM Ha
uHHY HeageKBaTHa
Hapy- CEXpelHa Ha
wenusn aHTH-
OHypeTHYeH
XOPMOH
(SIADH)
Hapyw: XHIOTTIHKEMHA
eHUA Ha {BXx. TOuKa 4.4)
Memab
onuImMa
u
xpanen
emo
Hcwxuy Jenpecua | obnpkaHOCT, HeoOnyaiing
HU De3CLHHE, CHLHHIIA,
napyuwe HEPBHOCT HApYILEeHHA Ha
HuA CBHA
Hapyw | BHesne Ha r1aBo- CHHITHBOCT,
enua Ha | CBAT Gonne, napecresmus,
HEpEHA CHHKOI, BEPTHIO
ma TpOMAHA
cucmem Ha BKyca
a
Hapyws | 3amerneHo
enus Ha | 3peHue
ouume
Hapyw UIYM B yIIHTE
eHuA HA
yxomo
u
aabupu
Hma
Copoey Oonka B cepuebuene,
Hu TbpAMTe, | MHOKapIeH
Hapywie HApYWIeHA | HHPApKT Uy
Hua % Ha MO3BYHOCHIOR
CHLPAECYHH | NHHHACHT*, 3 o
A PUTEM, | BEpOATHO g e
aHTCHHA BCJIEACTBHE Ha e RO
NEKTOPHC | IPEKOMEPHA é Ex N : s
TaxHKap- XHIIOTOHHA Nk 2N
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Jaies TIPH BHCOKO
PUCKOBH
namueHTs (B,
Touka 4.4)
Cwoosu XMnoTo- | 3aycpeaBaHe CHHapoM Ha
HApyYue Hus Ha JIULETO, Peiino
Hus (BKMOYHT | OpTOCTATHYHA
€JTHO XHIOTOHKA
OpTOCTaTH
YHA XHIO-
TOHHA)
Pecnup | xamnuna JHCITHEA puHOpEA, 6enoapobum
amop- BB3INANCHO HHOHIITPaTH
Hu, rEPJIO H PHHHT,
2puoHU [pe3ras roac, | anepraucH
u Oporxocna- aneeonut/
Medua- IBM/2CTMa eo3uHOIIHA
cmunan MHEBMOHHSA
Hu
Hapywe
Hus
Cmoma | ranene AHapug HAeye, CTOMATHT, YpeBeH
wino- KOpEMHa | AHKPEAaTHT, adiTO3HH A3BH, | aHTHOEAEM
upesnu tonka, MoBpbUIAHE, rAOCHT
Hapyute NpoMAHA | AMCIIETICHA,
Hus Ha BKyca | 3anek,
aHOpEKCHA,
CTOMALIHH
palapalHenns,
CYX0Ta B
ycTara,
NENFTHYHA #3Ba
Xenamo 4epHOAPOOHO
buruap YBpexIaHe,
Hu Xenaroueny-
Hapyue napeH Win
HuA XONEeCTATHYCH
XETaTHT,
XenaTur
BKTIOYHTENHO
HEKpo3a,
XonecTasa
{(BrMOYHTENHO
HKEBITCHHLA)
Hapyw o0OpHE, HAMOTABAHE, epuTeMa
euHst Ha CBPBX- YPTHKapuA, myntadopme,
Koxcam 9yBCTBHTE | CHpPOCIK, exconHaTH-
au nHocT/ anoneums BEH JIEPMATHT,
ROOKO AHrHOHE- TOKCUYHA
Jichama BPOTHYEH enuepMaiHa
moran™ OTOK: HEKpOIH3a,
* 4HIHOHE- CHHIPOM Ha
BPOTHYEH Stevens-
OTOK Ha Johnson,
JIMLIETO, neM¢wuryc,
KpaiiHH- SPHTpOAEPMa




LHTE,
YCTHHTE,
€3HKa,
FJIOTHCA
H/HIH
JapHHKCa
{B3K. TOUKa
4.4)

Hapyw:
eHUR Ha
MYCKYR
HO-
cxenem
Ha
cucmem
a,
cvedun
umenHa
muKan
u
Kocmu
me

MYCKYITHH
KpaMIu

Hapyw
ERUR HAa

Hropey
ume u
nUKOUH
ume
nomuy
a

6n0peuno
YBpEXIAHE,
66peuna
HeJOCTATHY-
HOCT,
NPOTEHHY pHA

OJIATYpHA

Hapywu
EHUR Ha
penpod
YKmueH
ama
cucmem
au
2upoam

HMIIOTEHTHOCT

FHHECKOMACTHA

mo na
npuno
Jcerue

aCTCHHA

yMopa

obLIe
Hepasnosuo-
KEHHE, BHCOKA

TeMnepaTypa

Hzcneo
ganusa

XHIepKal
HeMuUs,
NnoBH-
11aBaHE Ha
CepyMBus
KpeaTH-
HHUH

MOBHIlABAHE
Ha ypesTa B
KPBBTa,
XHINOHa-
TpPHEMHA

NIOBHILICHHE Ha
"YepHOApoOHU-
T€ €H3HMH,
NOBHIICHHE Ha
CepyMHHA
Ouwinpyoun,
NOBHILICHHE HA

KPbBHATA ypeA,




NOBHUIECHHE Ha
cepyMHMs
KpeaTHHHH

* YecToTa € CpaBEHMa C Ta3H NpH M1auebo H AKTHBHATA KOHTPOJIHA IPYNa 10 BPEME Ha KNHHHYHUTE
MPOYYBaHHA.

** Mma c5001meHAs 3a KOMIUIEKC OT CHMITTOMHE, KOMTO MOTAT A4 BKJIOYBAT HAKOH WIH BCHYKH OT
CHIEAHHATE CHMIITOMM: MOBHLIEHA TEMIEPATYPA, CEPO3IHHT, BACKYJIHT, MEAITHA/ MHO3HT,
apTpanTHa/apTpuT, nonokuTeneH ANA, nosumena CYE, eosunodunns 1 neskounTosa. OGpus,
(oTOUYBCTBUTENHOCT HIIH APYTH KOXKHH MPOABM MOTAT Ja CE [OABAT.

Crobiasane Ha HONO3IAPAHK HEXKEIAHH PEaKIHK
Cro0luaBaHeTo HA NOJO3HPAHM HEXKENAHH Peakiuuu ¢/l pa3peliasaHe 3a ynorpeda Ha JTeKapCcTREHHA

NpoAayKT e BaxkHo. TOBa N03B0NABA 1a MPOABIDKY HAOMIOIEHHETO HA CHOTHOLIEHHETO NON3a/PHCK 3a
JieKapcTBeHHA MPoAyKT. OT MEHLIMHCKHTE CELHAIKCTH Ce M3MCKBA Ja Cho0LIaBaT BCika
TIOAO3MPAHA HEXENAHA PEaKLMA ypes:

H3nmannTENHA areHUHA 10 IeKapcTBaTa

ya. Jlamsan Ipyes” Ne §

1303 Codma

TeN.: +359 2 8903417

yebcaiiT: www.bda.bg

4.9 TIIpenozmpane

CHUMITTOMH

Hannunu ca orpaHHHEHH AAaHHH 34 (peAO3HpaHe NpH Xopa. Haii-BaxsuTe XapakTepHCTHKH Ha
npeno3upane cro0L1ABAHN /IO MOMEHTA Ca H3pa3eHa XHIIOTOHHS, 3alo4Balna OKojI0 IIECT Yaca CIIeH
MIOTITHINAHETO Ha TabNeTkuTe, eAHOBpEeMEHHO ¢ B10Kana Ha PEHHH-AHTHOTCH3HHOBATA CHCTEMA, H
cTynop. CHMIITOMMTE, CBBP3aHH ¢ npenosupade Ha ACE HHXMOHTOpHTE MoraT Aa BKJIIOUaT
LHPKYNIATOPeH LIOK, ENICKTPONHMTHH HapYUICHHA, Op0peyHa HeAOCTATEMHOCT, XHIICPBEHTHNALINSA,
TAXHKAPAMA, NANHTALMH, Dpagnxapans, 3aMadHOCT, TPEBOMKHOCT H Kalll1HlA.

HMa crobinenns 33 cepyMHd HMBa Ha eHananpunat 100 - v 20 NBTH NO-BHCOKH, OTKOJKOTO
00MKHOBEHO ce HalJioaRa el TepaneBTUyHM A03H ciiel npyem Ha 300 mg u 440 mg enananpu,
CHOTBETHO

Ilpu BB3HHKBaHE Ha XMIIOTOHHA MALMEHTHT TPAOBA Aa Ce MOCTABH B IETHAIO NONOCKEHHE, C [N1aBa
BBPXY HHCKA BE3MIABHALA. AKO € HeoGX0auMo, TpAGBa Jia ce KOPHTHpa IUTasMeHHs 06eM upes
sruBade Ha 0,9% pasTBOp Ha HATPHEB XJIOPHA. AKO € BE3MOXKHO, TpA6Ba Aa ce OOMHC/TH JICUCHHE C
uidy3ua va anrnoTensus [ w/unu HTpaBeHO3HO NpINOXKeHNE HAa KATEXOIaMHHH.

IloreaeHwue npH NpeAo3upane

B ciyuait Ha norreinane Ha ronsM Gpoi TabneTkH ce MpenopbYBa CTOMAINHA MPOMHBKA {(TIpy
CKOPOLIHO MONTBIAHE) H NPHICKEHIE Ha aKTHBHPaH BbIVIeH. TpabBa HenpeKbCHATO Aa ce
MOHHTOPHPAT APTEPHAIHOTO HaJAraHe, JAHLIAHETO, CEPYMHHTE KOHLIEHTPALMH Ha YPesTa, KpeaTHHWHa
H KaJIHA, KaKTO K JMyDPe3aTa Ha naumeHTa. XHIOTOHMATA ce JIeKyBa upe3 HHbysua Ha 0,9% pasteop
Ha HATPHER XJTOpPHA.

Ipn no-Texky ciydaH, eHANANPHAAT MOXKeE J1a ¢ OTCTPaHH OT KPbBOOOPAINEHHETO YPe3 XeMOAHATH3A
(Bx. Touka 4.4). [locTapaxe Ha neficMeiiKbp € NOKa3aHO NPH YCTOlMYHBa OpaauKkapAns.

5. ©®APMAKOJIOTHYHH CBOHCTBA
5.1 PapmMakoARHAMHEYHH cBolicTBA

(dapMakoTepaneRTHYHA IPyna: HHXAOMTOPH HA AHTHOTCH3WH-KOHBEPTHPALIMA &




MexanuyeM Ha nelicTBHe

Enananpun e c1al HHXHGHTOP HAa aHTHOTEH3IHH-KOHBEPTHpALIHA eH3HM. B opranmsma Toi 6bp3o ce
MeTalOoIU3Apa 10 eHANANpHIAT, KOHTO € MOLIeH HHXHOHTOP Ha AHTHOTEH3HH-KOHBEPTHPAIIHA SH3HM.
HuxubupaHeTo Ha aHrHOTEH3MH-KOHBEPTHPAIIHA €H3HM BOAH IO HAMAICHHE HA KOHLEHTPaLHHTE Ha
aHrtoTeH3HH II, moBMIEHHe HA AKTHBHOCTTA Ha [U1A3MEHHA PEHHH H HAMA/IABAHE Ha CEKpeLATa Ha
AIOCTEePOHA.

dapmakonHHaMuiHH edekTH

AHTHXHTIEPTCH3HBHHTE U X€MOJHHAMHYHH e(ekTH Ha EHAN NpH NanMeHTH ¢ MOBHIICHO APTEPHAITHO
HAJMI'aHe NPeAH3BHKBAT AIIATALHS HA PE3HCTEHTHHTE KPHBOHOCHH CHAOBE M HAMAJCHHE Ha O0ILOTO
nepudepHe CHRPOTHRIEHHE, KOSTO NOCTENEHHO BOAH N0 NOHHKEHHE HA aPTEPHATHOTO HANIATAHE.
CopaedHara 4ecTOTa U MHHYTHHAT 00eM OOMKHOBEHO OCTABAT HENIPOMEHEHH.

Ilpu mauHeHTH ¢ XUNISPTOHHA CHAIANPIUT HAMANABA aPTEPHATTHOTO HAIATaHe ¢ 15 no 20% cnep 6 no 8
qaca. JleficTBHeTo Ha eHananphn 0OHKHOBEHO NEPCHCTHPA 110 24 Yaca, KATo O TO3M HAUHH MO3BOJIABA
HPHEM BEAHBK WIH 1B MbTH AHEBHO. PaBHOMEpeH TepaneBTHYEH e(peKT BbpXY apTEPHATHOTO
HANAraHe ¢ AOCTHIA 3a HAKOIKO CEAMHUH NeucHHe. Cle/l NpeyCcTaHOBABAHE HA JICYCHHETO C
CHAJIANPHII, AapTEPHANTHOTO HAATAHE HE ce MOBHIlaBa He3abaBHo.

FIpH naugeHTs CBe chpaeYHa HEQOCTATHYHOCT, Tabnerkure Enan, koMTO OOHKHOBEHO Ce MpHIarar
€IHOBPEMEHHO C JWIMTATHC M AHYPETHIH, NOXOOPABAT XEMOANHAMMKATA M HHXHOMpAT
HEBPOXOPMOHANHUTE e()eKTH Ha AKTHBHPAHETO HA PEHHH-AHTHOTEH3WHOBATa cHeTema. Enan
HaMaJiIBa Npel- H CAEe-HATOBAPBAHETO, KATO M0 TO3K HAYHH 00/1eKuABA KAMEPHTE, HAMALIRA
BEHTPHKYJIHATA XHNEPTPo(Hsa ¥ Pa3npoCTPAHEHHETO HA KOAareHa | Mpearnalsa MHOKApAHHTE KIETKH
or yBpexxaase. [lopanu HaMansaBaHe Ha ChbpAEYHATa YECTOTA H OONeK9aBaHe Ha ChPLETO, TON
noacOpsABa M KOPOHAPHATA XEMOIHHAMMKA, HaMalABa KOHCYMALIMATA Ha KHCJIOPO[, OT MHOKApIHHTE
KJIETKH, KOETO AOMBIHHTETHO HAMAIIABA yBCTBHTEHOCTTA HA CHPLIETO KBM HCXEMHYHH YBPeKIaHHA
H HAMAJIAB2 YeCTOTATA Ha OfaCHW KaMePHH apuTMuM. TepaneBTHUHMAT XeMOJHHAMHYEH eQEKT Ha
eHananpun o0OMKHOBEHO ce Halmoaapa 2 yaca cliell IPHI0KEeHHETO | nepecueTipa no 12 vaca.
Maxkcumanuust KinHHYeH edekt 0OHKHOBeHO ce Habmopasa ciex 2 A0 4 ceamuu. Exnananpun
ODHKHOBEHO ¢e& NPWAra Ha ABE JO3M NPH NAlHEHTH ¢hC ChpAeYHA HEAOCTATHLYHOCT H HOPMATTHA
6x6pevuna ¢yuxuns. IpoanmxuTenHuTe epekru ot JedyeHHeTo ¢ EHan TabneTkn priloysat: no-crnabo
H3pa3eHH CHMITTOMH Ha 3a00/1ABAHETO, MOBHIIECHA TIOHOCHMOCT TIPH HATOBAPBAHE, MO-ManKa
HeoOXOAHMOCT OT XOCTHTANH3UPaHe, NO-A00po KaueCTBO HA XKUBOT H YABDKCHA NPEXHBACMOCT.

EHan Hamasiapa peHOBacKy/apHaTa pe3XCTEHTHOCT, 3acCHIBa KpbBOTOKA Npe3 656peuuTe,
TTIOMEpYJTHaTa pHTTpaLis, eKCKPeLMATa HA HATPHIE M BOJIA, 3a11a3Ba KaJlks, HAMANABA CKCKPELMATA
Ha NPOTEHHH B KyMYJIHPaHETO Ha MaKPOMOJIEKYITH B ME3AHTHYM4, K4TO Taka NPEeAOTRPATABA
YBPEKAAHETO Ha ME3aHTHyMA M Pa3BHTHETO Ha riiomepysiockiieposa. I10 To31 HauHH, TO# nOLIbPKA H
noao6psea 6nOpeyHara hyHxuHs H 3a6aBs pa3BUTHETO Ha XPOHHYHO NporpecHpaiio O0peuHo
3a00nABaHe H NPH MALHEHTH, KOHTO BCE OLLE HE Ca pa3BHIH XuneproHHusa. [Tpu 656peuna
HEOCTATHYHOCT EKCKPELHATA Ha €HAANPII ce 3a0aBs, KOETO 1peH3BHKHA PHCK OT KyMYJIHpaHe Ha
nexapcTeoTo. Jlosara Ha Enan TpaGba ja ce HaMany Wik Ja ce YBeNHIH HHTEPBANA Ha No3HpaHe. He
ce NpenophYBa HHTEPBAI HA JO3UPaHe MO-ALIBr OT 24 Yaca, 3al10To TOBA MOXeE J1a IOBe/e A0
3HA4HTENHA IYKTYaUMA B CEpyMHHTE KOHUSHTpALMH Ha eHananpun. IIpn naumeny ¢ 666pedna
HENOCTATBYHOCT JO3HPAHETO TPA0Ra 2 Ce afarTHpa KuM HyKAuTe Ha GonHHA v kM GnOpeunara
dyHKLHA (KIHPBHCA HA KpeaTUHHHA).

Cnex muokapzaeH uHdapkr, Eran HaMalnaBa HeKpo3aTa Ha MEOKap/a, noaodpasa MeTabonusma u
HaMa/fBa 4eCTOTATa Ha N0osBa Ha apHTMHH cliell penepdy3Hs Ha MHOKap/a, HaMangea KaM
XHNEPTPO(H, Pa3NPOCTPAHEHAETO HA KOJATEHA M NPeANa3Ra MHOKAPIHHTE KIETKH O
VYnotpebaTa Ha eHananpui ciiel MHOKapAeH HEpapKT MOKe 1a NpeioTBpaTH JCBOKS
AMCQYHKLIHA H NOABaTa Ha CEplleYHa HelocTaThuHoCT. EHan okasea 6nar0npmq1f&
MO3BYHOTO KPbBOOOpAIIEHHE NPH NALKMEHTH C XHNIEPTOHHA U XPOHWYHO MO3BHHOCHR
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JBOHHO BIOKHpaHe HA CHCTEMATa peHHH-AHIHOTeH3MH-AN0cTepoH (RAAS)

JBe roneMH paHgoMu3Mpaln koHTponnpann npoyusanui — ONTARGET (ONgoing Telmisartan
Alone and in combination with Ramipril Global Endpoint Trial - Tekywo rinobanso u3nuTeaHe 3a
KpaiiHH TOYKH HA TEJIMHCAPTAH, CAMOCTOSTENHO M B KoMOHHauua ¢ pamunpun) H VA NEPHRON-D
(Knuneuno npoyusane cBbP3aHO C Pa3BHTHE Ha HedpolaTHa mpH JHAlbeT, NPOBEAEHO OT
MUHHCTEPCTBO MO BHIPOCHTE Ha BETEPaHUTE) — Npoy4BaT ynorpebara Ha komGuHauuara or ACE
uHXHOHTOP B anrHoTenznd [I-penenropen Gnokep.

ONTARGET e npoyusaHe, NpoBeseHO NMPH DAIMEHTH C AHAMHE3a 3a ChPASYHOCHA0BA HITH
MO3b4HOCHAOBa DONECT, WK 3axapen AuabeT TN 2, MPHAPYKEHH C IAHHH 33 YBPEKIaHe Ha
edexropu oprani. VA NEPHRON-D e npoy«BaHe npH MalMeHTH Che 3axapeH quaber Tin 2 K
auaberrda HedponaTHi.

Te3u nmpoyuBaHKUA He NOKa3BAT IHAYMM Graronpusten edexr BupXy GrOpeunnTe u/uiu
CBPAEYHOCHAOBUTE MOC/EHIUH K CMBPTHOCT, KaTO CHIIEBPEMEHHO ca HabMmoRaBaHH IOBHILIEH PHCK
OT XHIIEPKAIHEMHS, OCTPO YBpekaane Ha ObOpelyTe W/HIH XHIIOTOHHA B CPABHEHHE C
MoHOTepanuaTa. KaTo ce MMaT npeABH cXOAHHATE HM hapMaKoAHHAMHYHH CBOHCTBA, TE3H PE3YJNITATH
ca mpuIokHMA | 3a Apyrd ACE uuxuburopu u anruorensiH II-penenropHu GrokepH.

ACE unxuburopH v aHrHoTeH3HH Il-peuenTopHn OMOKEpPH crieoBaTeNIHO He TpA0Ba a ce U3M10/I3BaT
€AHOBPEMEHHO NPH flalueHTH ¢ nHabeTHa HedponaTwi.

ALTITUDE (KndHU4HO Npoy4YBaHe NpOBeAeHO ¢ aTMCKUPEeH NpH MALUHEeHTH Che 3axapeH auaber THn
2 ¢ M3NONI3BAHE HA CHPAEYHOCHA0BH H 6BOpeHH 3a001IBaHHA KATO KpaliHK TOUKH) € TTPOYHBaHe,
MpeaHa3HaueHo [a H2Ce/IBa N0J13aTa OT N0GaBSHETO Ha ATMCKHPEH KbM cTaHJapTHa Tepania ¢ ACE
HHXUOHTOP Win alrHoTensun [1-penenropen 610Kep NPy NaLHMEHTH ChC 3aXapen Auaber Tan 2 #
XpoHuuHO OB0pedHo 3abosBase, ChpaeYHOCHIOBO 3a00NnaBaHe HIH H AgeTe. [IpoyuBaneTo e
NMpeKpaTeHO MpeKAEBPEMEHHO MOpaaH NOBHIIEH PHCK OT HeOnaronpuaTHa nocneanuy. Kakro
CBPACIHOCHIOBATA CMBPT, TAKA H HACY/ITHT ¢4 NMO-YECTH B IPYNATa HA ATHCKHPEH, OTKOIIKOTO B
rpynara Ha nnauebo, a NpeacTaBIABalHTe HHTEPEC HEXKENAHH CBOHTHA H CEPHO3HH HEXelaHH
CHEOHTHA (XHIIepKaTHEMHA, XHIIOTOHKA H Ob0peuna aucdyHKiMs) ce Cho0ABAT NO-YECTO B rpynara
Ha aNHCKHPEH, OTKONKOTO B rpynata Ha rurauedo.

5.2 @apMakoKHHETHYHH CBOHCTBA

AGcopbumsa
Enananpun 65p30 ce pesopOrpa oT cToMalnHo-4peeHHs TpakT. 60% oT nexapcTBoTO ce pesopOupa H

pe3opbuMATa He ce MOBAHIBA OT XpaHaTa. MakCHMATHHTE CepyMHH KOHLUCHTPALHH C¢ AOCTHraT Ciel
1 yac; kOHLEeHTpalusTa 6bP30 HamasIsBa crel 4 Yaca; eTMMHHAUAOHHUAT [OTYHBOT B IL1a3MaTa € 2
qaca.

Buorpancopmauns

Erananpun ce MeTaGoM3Mpa B AKTHBHOTO JICKAPCTBEHO BEINECTRO €HAANPHIIAT B Y6pHHAA Apob.
MakcHMAIHHTE CEPYMHH KOHLIEHTPALHH HA eHANANIPHJIAT ce JoCcTHraT 3 0 5 qaca cnej
npuioxkeHHeTo Ha Enan tabnerxku. Ciien 4eTHPH AHH HA IEYEeHHE NOTYKHBOTHT Ha TIPCBPBLIAHE HA
eHaJaNpui B eHaTanpuiaT ce crabwinsupa Ha 11 qaca.

Paznpenencnue
EHananpun ce pasnpeaens B NORSUETO TENSCHM THKAHR, NpeauMHo B Genure apolose, Ox0peunte 1
KPBBOHOCHHTE CBIOBE, HO HAMA JIAHHH 3a IPEMHHABAHE B MOZBKA, KOraTo Ce NpHiIara B
TepaneBTHYHU 103H. [TonyXHBOTET Ha pasnpeneneHnye Ha eHaanpwi € 4 uaca. 50 no 60% ot
JIEKAPCTBOTO CE CBBP3Ba ChC CEPYMHHTE POTEMHH.

Enananpunar ve ce metabonusupa ¥ moutd B 100% ce enMMHHKpa ¢ ypHHHTA.

Enumuniipahe
Exckpeumara e komOuBaums ot rioMepyaHa GunTpauus v TyOynHa cekpeliid. b
Ha eHananpun ¥ eHananpunart ¢ 18 L'h u 8,1 oo 9,5 1/h, croTreTHO.



Enananpunar mMoxe Ia c€ OTCTpaHH OT KPBHBOOOpAIEHHETO Ype3 XEMOIHANIH3A WIIH MEPHTOHEATHA
auammza. KnupbHChT Ha eHananmpwiat npu xemoaumamaza e 38 pgo 62 ml/min; cepyMHure
KOHUEHTpAlMH Ha €HAJIAIIPHNIAT cnej 4-4acoBa XeMOJHANK3a ce HaMamaBar ¢ 45 go 57%.

brOpeuno yepexnaHe
EnuMiHHpaHeTo Ha eHajlanpuiat ce 3abaed npH nauMeHTH ¢ 6p0peyHO YBpexKAaHe; NOpaad TOBa,

OO3WTE HA eHANANPWN TpAGBa aa ce kopHrupar cnopen Gripeunara gyukuua (rx. Jlozuposka).

YepronpobHo yBpekaane

Tlpy NALHEHTH ¢ YEePHOAPOOHA HEIOCTATEYHOCT METaOOIM3MET Ha CHAIATIPHIT MOXeE Jia ce 3a0aBH.
®apmakokHHETHKATA K (PapMAKOAHHAMIKATA HA €HANIANPHIIAT HE C¢ MPOMEHAT TIPH NMAUHEHTH CBC
CBPJIEUHA HEOCTATEYHOCT UMK HEPHORPOOHA HEAOCTATHIHOCT.

Crapdecka Bb3pacT
EnmMMHHHpaHeTo Ha eHANANpUIaT MOXe Ja ce 3aDaBH CHILO M IPH NALHEHTH B HANpPe/IHA/IA Bb3PacCT,

HO TC € NPOTNOPHHOHAIIHO HAa XpeaTHHHHOBHY KIHpBHC. [Topann TOBA NALHEHTHTE B CTapYecKa
BL3pacT TP#OBa fa NPHEMAT NO-HACKHM A03H WIN AO3HPOBKATA HA eHananphn Tpatea na ce KOpUrHpa
crnope] KIHPLHCA Ha KpeaTHHAHA.

ﬂp!! H CIICIIHAJTHH ITOITY NALIHHA

Cupoeuna nedocmanroyrocm

Ilpu naLmenTH CBe ChpAEYHA HEAOCTATHYHOCT, Pe3opOLmaATa H METaOONH3MBT Ha SHATANPHIT MOXKE /1a
ca 3zbaBern. OGeMET Ha pasnpe/ieNeHre MOXKe CHILO /1a € HaMalleH H eTMMHHHPAHETO Ja ce 3a6aBu
nopaiy eseHTYanHo Grbpeuno yspexkaase. [lopany ToBa NaLHEHTHTE ChC ChPAEYHA HEAOCTATHUHOCT
TpabBa Na ce NEKyBAaT ¢ NO-HHCKH HAYMAJHH JO3H CHAMANIPHIL.

Kovpuene

Cnen eqHokparHa nepopanya ao3a 20 mg Mpu MeT poJHITKH, CPeAHOTO NHKOBO HUBO HA CHANAMPHI B
maakoTo e 1,7ug/L (ot 0,54 no 5,9 pg/L) Ha 4 1o 6 uac chen npHemase Ha no3ata. CpeaHHTE MHKOBH
HHBa Ha eHananpunar ca 1,7ug/L (or 1,2 no 2, 3pg/L); mikose ce HabmogaBaT B pasTHUHO Bpeme
npe3 24-yacos nepuo. Msnonsealiku JaHHMTE 33 MHKOBHTE CTOHHOCTH B MJIKOTO, O4AKBAHHAT
MaKCHMalleH PHEM CaMO TIPH KbPMEHE Ha HOBOPOAEHOTO 61 Morba Aa 6nae okono 0,16% xosara Ha
MaiikaTa ceo0pa3zena ¢ Ternoto . XKeua, ko410 € npreMana nepopanHo eqananpun 10mg nHesHo B
NpoabuKeHHe Ha 11 Mecella MMa NHKOBH HHBA HA eHANIANIpUN B MIAKOTO 0T 2 pug/L 4 yaca crnen npueM
Ha 1034Ta H H ITHKOBH CTOHHOCTH Ha eHanawipuiar 0,75 pg/L okono 9 4aca cyien npvem Ha No3aTa.
O0wOTO KOIMYECTBO HA EHANANPHII H SHANANPIIAT U3MEPEHH B KEPMATa 110 BpeMe Ha 24 YacoBHA
neproa ca cboTBeTHO 1,44 pug/L v 0,63 png/L. CToHHOCTHTE HA EHANANPHAAT B KbpMATa ca He3HaY
ureniu (<0,2 pg/L) 4 uyaca cnes eFMHUYHA JO3A OT CHANANPHI 5 Mg NPH €4HA OT MakkuTe 1

10 mgnpu aBe OT TAX; CTOHHOCTHTE Ha €HANANPWIT He Ca ONpec/IAHH.

53 HpeaxnHHUYHE AGHHE 32 §e30HaCHOCT

ToKCHKONOTHUHKTE H3CHSABAHNA, IPOBEAEHM ¢ MHOTOODOHHM SKCIICPHMEHTATHY AKHBOTHH, ITOKAZBAT
6e30MacHOCT H HHCKA TOKCHYHOCT HA eHATIANPAT MaNleaT H €HaANpHIaT Cell €AHOKPaTHO
npunoxenue. Iepopannara LDsy Ha eHananpan e vaj 2 g/kg npH rpusaus (MHIUKM H ILTEXO0BE) (M
TOYHO NOJ CIOMEHATaTa a03a), 250 mg/kg npu Mbakku KydeTa H 125 mg/kg npu :EHCKH Ky4eTa.
Cnen MHTpanepUTOHEATHO MPHICKEHHe Ha eHaNanpuaaT Ha rpaszaud, LDsg € mexxry 300 1

600 mg/kg; cien NOAKOXKHO NpUAOKeHne, T4 € Haa 1 g/kg, a cnen MHTPABEHOIHO NPHIOKEHNE €
okoro 900 mg/kg. EHananpunar He e TOKCHYEH 3a MHILUKH CJIE/] HHTPANEPHTOHEATHO H H

MpPH MTEXOBE Clie] HHIPANePHTOHEAHO H HHTPABEHO3HO NPHICKEHHE HE € HalThIIH
€ CHTYpHO, ue T4 € Han 600 mg/kg.

MHOTOKPaTHO NpUI0okKeHue. Brnpeky ToBa, NPONBHKUTETHOTO IPHIOXKEHHE Ha B
NpeAn3BHKA NpoMeHH B GBOpeuHaTa GyHKINA 1 CTPYKRTYpa. MHOMOKPATHOTO HHTD



MHTpaMyCKy/HO npuiokeHne Ha Enan (Krka) HHkeKLMOHEH pa3TBOP ChILO HE € MPEeAH3BHKAIIO
CHUCTEMHA TOKCHYHA aKTHBHOCT, CAMO TBKAHHOTO YBpEKIaHe Ha MACTOTO Ha HHXKEKTHpaHe
(KpBBOHOCHHM CH0BE, MYCKYJ/IH), B H3BECTHA CTEIIEH € MO-[1POABEHO MPH }KUBOTHH, KOMTO Moy4asar
€Hajanpuiar B CpaBHEHHE C KOHTPOJIHUTE }KUBOTHH.

PenpoayKTHBHHTE M3C/e/IBAHKS NOKA3BAT, Y€ €HAIANPHIT He MPEeM3BHKBA TEPATOreHHH epeKTH.
DeTOTOKCHYHH €(DEKTH Ha U3MUTBAHOTO BELLECTBO Ca OTOE/NA3aHM MPH HAKOJIKO BHUAOBE XKMBOTHH.

B u3cnensauus in vivo W in vitro, eHananpun Maneat ¥ €HalanpuiaT He ca OMaM MyTareHHH.

Hsma naHHM 3a eBeHTYalleH KaHLeporeHeH eeKT Ha JIeKapcTBOTO.

6. ®APMAIIEBTHYHH JAHHH

6.1 CnHCBLK HA NOMOIHHATE BellecTBa

5 mg Tabnerku:
JIaKTO3a MOHOXMpAT

XHIpOKCH nponunuenynosa (E463)
LIapeBHYHO HHLIECTE

HaTPHEB XHAPOreHkapOoHaT

Tank (E553b)

marHe3sues cteapat (E470b)

6.2 HecsBMecTHMOCTH

Henpunoxkumo

6.3 Cpok Ha rogHoct

3 roaHHHU

6.4 Cnenuajing yc/10BHS Ha CbXpaHeHHe

Ja ce cbxpanssa noa 30°C. Jla ce cbxpaHsiBa B OpUrHHaIHATA OMAKOBKa, 3@ /1a Ce Npe/inasy oT Bjara.
6.5 JlauHH 32 OMaKOBKAaTAa

brnucrepna onakopka (Al, OPA/AI/PVC donuo): 20 TabneTku OT 5 mg B KyTHS.
Bnucrepna onakoska (Al, OPA/AI/PVC ¢onuo): 30 TabneTku oT 5 mg B KyTHS.
Bnucrepna onakoska (Al, OPA/AI/PVC ¢onuo): 60 Tabnetku oT 5 mg B KyTHs.
bauncrepha onakoeka (Al, OPA/AI/PVC donuo): 90 tabneTkn oT 5 mg B KyTHsA
baucrepna onakoeka (Al, OPA/AI/PVC donuo): 20 Tabnetku ot 10 mg B KyTHA.
bauctepna onakoska (Al, OPA/AI/PVC donuo): 30 Tabnetku ot 10 mg B KyTHS.
Bnucrepua onakoeka (Al, OPA/AI/PVC ¢onno): 60 Tabnetku ot 10 mg B KyTHS.
Bnucrepna onakoeka (Al, OPA/AI/PVC doauo): 90 tabnetku ot 10 mg B KyTHs.
Bnucrepua onakoeka (Al, OPA/AI/PVC ¢onuo): 20 Tabnetku ot 20 mg B KyTHs. |
Bnuctepna onakoska (Al. OPA/AI/PVC donuo): 30 tabnetsu ot 20 mg B KyTHH.




bauctepna onakoska (Al, OPA/ANPVC doauo): 60 Tabaetku ot 20 mg B KyTHS.
bnucrepna onakopka (Al, OPA/AIVPVC donuo): 90 Tabnerky ot 20 mg B KyTHA.

6.6 Crenpanny npeina3Hn MePKE OpA H3XBLP/IAAE B pabora

Hsama cietHanHH H3HCKBAHHA 3a H3XBLPIIFHE.

7. TNIPHTEXATEJ HA PASPEIIEHHMETO 3A YHOTPEBA

KRKA, d.d., Novo mesto, Smarjetka cesta 6, 8501 Novo mesto, CrioBeHHA

8. HOMEP(A) HA PASPEINEHMETO 3A YIIOTPEBA
Per. Ne 20000838 — Enan 5 mg

Per. Ne 20000839 - — Enan 10 mg
Per. Ne 20000840 - — Exan 20 mg

9 JATA HA TBPBO PASPENIABAHE/MTIOAHOBABAHE HA PAZPEINEHHETO 3A
YHOTPEBA

Jarta Ha mbpBo paspeluasane: 29.05.2006r,
Jlara Ha nocnenHo nmoanoeasane:31.08.201 1r.

10. JATA HA AKTYAJIM3HPAHE HA TEKCTA




