KPATKA XAPAKTEPUCTHKA HA ITPOJAYKTA



1. UME HA TEKAPCTBEHUS [TPOJAYKT

Enan 2,5 mg tabnerku
Enan 5 mg tabaetku

Enan 10 mg tabnetku 5o
Enan 20 mg rabnerku X 0 o 03.3]-/3.3?/3 3/

26/ FH] f7b-Gaor-&
Enap 2.5 mg tablets
Enap 5 mg tablets D -06- 21119

Enap 10 mg tablets ' s
Enap 20 mg tablets

S A —

2. KAYECTBEH H KOJIMMECTBEH ChCTAB

Beska rabnerka cbaepaxa 2,5 mg, 5 mg, 10 mg uau 20 mg enananpunoe maneat (enalapril maleate),
KOHTO € ekBuBanenTe Ha 1,9 mg. 3,8 mg, 7,6 mg wau 15,3 mg enananpun (enalapril).

[ToMOLLHM BeLLeCTBa ¢ M3BECTHO AEHCTRHE:
2.5 mg Tabaerku _ 0J1¢]
naktoza | 61,7 mg 123,3 mg 18,4 mg

3a MbJAHMS CMUCHK HA MOMOUIHMTE BELLECTBA, BUKTE ToUKa 6.1,

3. JIEKAPCTBEHA ®OPMA

Tabnerka
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4. KJAMHWUYHHU JAHHHA

4.1 TepanesTnunn nokasanus

Enan TabneTku ¢ nokasan 3a JieueHHe Ha IMbPBUYHA apTepHaiHa XMNEPTOHKSA, BTOPHYHA XHIIEPTOHUA
npu ObOpeynn 3abonsBaHua (CbIO M NpU OBLOpPEeYHa HEAOCTATHLYHOCT W AnaberHa HedponaThs),
3acToiHa CbpAeyHa HEAOCTATBYHOCT H 0e3CHUMITTOMHA JICBOKaMepHa ,ElHC(b}"HKllHH.

4.2 J03HpoBKa H HAYMHH HA NPH.IOKEHHE
O3UPOBKA JE—
e
PeszopOumara na Enan tabnetku He ce noBausiBa OT XpaHara. ) ;’./ g?*’_“,.-f ) T '%‘.'\
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KPBBHOTO HAJIATAHE, ﬂpn BBL3MOKHOCT, NAlMEHTHLT TPsAORa J1a npevc1 AHOBH JI¢ ealJ(eTo © mepe'm}lm /
(W1 1a HAMaJTK 103aTa Ha JIMYPETHKA) U J1a CTIpe JIMeTaTa ¢ HUCKO ChbPKaHWe Ha con HaM-Ma.nxg

ABA J10 TPH IHK NIPEIH HA4aloTO Ha aevenneTo. Ilaunenture TpsbBa na ce Haod: “@T caen nbpsa’f{i
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11032 H apTCPUATIHOTO UM Hanisrane Tpadea 1a ce npocnefBa No-vyecTo NPe3 MbPBUTE HAKOJIKO 4aca
Cle]l NPUIOKEHHETO. [TRUHEHTHTE C BUCOK PUCK OT XMIIOTOHHKA Cllell MbpeaTa 103a Tpabea la 3
nosy4ar B 60/MHWLE, KaTo TPAOBa Aa ce HabNIOAABAT BHKMATENHO B NPOALIKCHHE HA HAHW-MANKo 5
yaca. MexayBpemeHHo Te TpabBa Aa OCTAHAT B NIETHANO NMONOKEHHE.

Jleuennero ¢ Enan W3nckea peioBHH JieKapCKH npernean, 0cobeHOo B HAYANOTO Ha JEYEHHETO WHIH B
NMEPHOA HA YCTAHOBSIBAHE Ha Hall-noAXOAs11aTa A03HPOBKA.

Xenepmonus

{Ipenopbusanara Hauanka 103a € 5 mg 10 Makcumaannte 20 Mg, B 3aBUCHMOCT OT CTEMEHTA Ha
XHMEPTOHHATA U CHCTOAHHETO Ha NauKenTa (Ba. no-nony). Enan ce nasa eanokpatHo asesHo. Jlo3ata
TpabBa aa 6bae nonfipada B 3aBUCHMOCT OT AOCTHIHATOTO NMOHAKEHHE HA KPLEHOTO HAJIATAHE.

Iipy neka XxWnepTonus, NPENopbLUNTENHATA HAYANHa A03a € 5-10 mg. TauuedTH cbe CHAHO
AKTHBHPAHa CHCTCMA PEHUH-AHM HOTEH3HH-AN0CTEPOH (Hanp. PEHOBACKYJIAPHA XUNEPTOHUS, HAMANEH
CONIEBH H/WIH BOjIEH 00EM, ChPIeUHA I1EKOMIEHCALNS WK TEXKKA XHNICPTOHHA) MOTAT 14 ony4aT
NPECKOMEPHO CrafaHe HA KPLBHOTO HanATaHE clej Mbpearta 103a. [1pH TakKBa NalMeHTH e
NpenopbyYBa NbPBOHAYANHA 1038 OT 3 Mg WM NO-HHCKA H 23aN0YBAHE HA JIEUEHHETO Jia Ce U3BbPLLH
Nnoj MEAMLIMHCKO HalIIOEHUE.,

IIpeny neucHHe ¢ BUCOKK AOZU AUYPETULN MOKE A3 C& pa3BHe XMNOBOMEMMS M PHCK OT XMTIOTOHNA,
MpU 3aTTOUBAHE HA JieeHHETO ¢ eHananpui. [1pn Taknea nauMenTH ce npenopb4sa HaYaAHA 1033 OT

5 mg WM NO-HUCKA. AKO ¢ Bb3MOXKHO, NEHEHHETO ¢ AWYpeTHLIM TpabBa 1a ce NPEYCTaHOBH 32 2-3 KK
NPeaH 3ano4BaHe Ha Jedennero ¢ EHan. buOpeunara dyHkuMS M cepymHuns kanui TpaOsa na 6paar
HabonasatH.

OBnuaiinata nopaspxania no3a e or 10 o 20 mg, no n3kmoveHue 40 mg AHEBHO, NPHAOKEHH
€HOKPATHO UMW B A1BA pazaeneny npuema. [laumenTiTe, KOWTO HAMAT BH3IMOMKHOCT Na NPEYCTAHORST
NPHIOKEHHETO HA JWYPETHKA NPEelX HAYANOTO Ha NeYeHneTO, TpIOBa 1a IoIyuaT HAYatHa 1033 OT
2,5 mg BE/IHLK AHEBHO.

PenosacxynapHaTa XHOEPTOHHA WIH NOO03IMPpaHa PpCHOBACKYNAPHA XHAEPTOHMA TpﬂﬁBa Ja ce N1gKyBa
caMoQ OT CTIELKAJAHCTH ¢ OMIHUT.

Cupoeuna vedocmamsynocHy/Ge scUMIINDMHEG JegoramepHa SUCh YKy

ITpu neveHneTo Ha CHMIITOMATHYHA ChPAEHHA HENOCTATHUHOCT, EHAIT ce H3NQ/I3Ea KaTo AOITLAHERHE
KbM [IKYPETHIIH H, [IPH HEOBXO0AMMOCT, IMTHTATNG KK Geta-Gnokepr. Hauannara j1o3a Ha Enan npn
NALKHEHTH CbC CHMNTOMATHYHA ChPAEYHA HELOCTATLYHOCT MIIH ACHMNTOMATHYHA JIGROKAMepHa
AncdyHKUMA € 2,5 mg v To celBa a ce PUNara nox cTpor MeAHLWHCKK KOHTPOA 3a OTIpeeisHE Ha
NbPBOHAYATHUS eEKT BbPXY KPbBHOTO HANArAHE.

[1pu nunca na, unu cnen eeKTHBEH KOHTPOJ HA CHMITOMATHYHATA XHNIOTOHHA CNE/, 3aN0UBaHe Ha
neueHueTo ¢ Enan nipu cbpaeuna HenocTaTbuHOCT, 103aTa TPsOBa 1 ce yBEeNHYH MOCTENEHHO A0
obuuaiHaTa noaabpsala 103a ot 20 mg, AaBaHa KaTo €Ha /1038 MM pasielieHa Ha ABa NpHemMa
CHIOpe NOHOCUMOCTTA OT CTPaHa Ha NauHenTa. Ta3mn 103a ce NPenopbYBa Ja ce NpHeMa B
APOABL/DKEHNE Ha 2-4 ceIMUUM. MakcumanHarta n03a e 40 mg AHeBHO, pa3zieieHH Ha [1Ba NpHeMa.

IIpedavorcenus za mumpupane na 0o3ama na Enan npu RayueHmu cve Copoeuna
HEOOCHIGITD YHOCHI/ BE 3CUMIINOMHA IABORAMEPHA OUCHYHKYUSL

Ceontuya Hieena doza mg/Oen
ceamuua | dun or 1 no 3: 2,5 mg/auerno® Kato eNMHNYHA
no3a,
JAnn o1 4 ge 7: 5 mg/nueeno pasicienHa apa
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OTHENAHH N03H.

*CneuHannu npeanasiu Mepky TpadBa fa GbAaT NPEANPHETH NPH NAUMEHTH ¢ Hapyllena 6xopeuna
PYHKUMA WK TIPUEMALIHTE ANYDPETHALK (B, TOuKa 4.4),

KpbeHoTO Hansrake u 6n0peunarta dyHkuus Tpatea ga GbAAT BHUMATEIHO HaONIOAABAHU KAKTO
npeaM, Taka v ciel 3anovusane Ha neyendero ¢ Enan (rx. Touka 4.4), Thi KaTo MMa ¢boOLLIEHMA 32
XHIOTOHUA K (N0-PAAKO) BCNIEJCTBHE pa3sBHTHE HA ObOpetHa HeaoCTaThYHOCT. [1pH nauneHTH,
JIeKYBaHM C IMYPETHIH, 103aTa TPAORA 1a C€ HAMAIH, AKO € BBb3MOACHO NPEAH HAyalloTO Ha IeYEHHETO
¢ Enarn. I'lossara Ha XMNoOTOHUS Cllell MbpBOHAYANHATA 1032 HA Enan He 03HauaBa, Ye XHIIOTOHUATA
e C& NOBTOPH NPH NPOALJLKHTENHO JleveHue ¢ EHan W He Hanara crMpaHeTo Ha TORA IEKApCTBO.
CepyMHHs kanuii M 6b0peunaTa GyHKuMs cbllo TpaGea na Gbaat HabmogasaHm.

Hayvenmu ¢ Gvopevno yepescoane
Kato usno, untepanyTe Mexy NPUIOKEHHETO HA eHananpun Tpabsa aa Gbae NPoLbIKHTENHH

W/ Wi A03aTa Aa 6bae Hamanewa,

Tabnuua 2: Jlosuposka npu 6u0peuna HenOCTATEYHOCT

Kpeatununos kaupsuc (CrCL) ml/min Hauanna no3a dose mg/nen
30<CrCL<80 ml/min. 5-10mg

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

CrCL 10 ml/min, 2,5 mg B neHA Ha Juanuza*

* Byoxre Toyka 4.4 .

Hayuenmu na xemoduwnza,

Enananpunar Moxe na ce ananusupa. Tpabsa na ce npuemar 2,5 mg B N€HS Ha XEMOAHANN3aTa; B
ACHS, B KOHTO NauMeHTBLT HAMA JIHAJTH3a EKapAT LI¢ aaanTHpa A03arta CTIoped CTOHHOCTHTE Ha
ApPTEPHATTHOTO HandraHe,

flayuenmu s cmapuecka evapacnr.
Hosara Tpadea na 6b0e B CLOTBETCTBHE ¢ OBOpeuHaTa (yHKLKWSA Ha NAlIHEHTHTE B CTAPYECKA Bh3PacT
(Bk. TOuKa 4.4).

Heouampuuna nonyrayus;

besonacHocTTa H ehukacHocTTa Ha EHan npu fieta noa 18-roauiuna B13pacT Bee oile He ca
YCTAHOBEHH.

MmMa OrpaHHUeHH KIHHHYMHK POYUBAHNS 33 U3ION3BAHE Ha EHAN Npu XUNepTen3ubHy NEAHATPHUNY
nauMeHTH (B, Toukn 4.4, 5.1 1 5.2),

[Ipu naumenTy, KOMTO MoraT ga npuemar TabieTkn, no3aTa TpAOBa Aa Oble HHAMBHAYANHIUPAHA
criope/l npoma Ha NaLMeHTa M NOBAMABAHETO HA KPBLBHOTO HansraHe. [1penopbusanara nauanta
no03a e 2,5 mg npu nauxenty ot 20 1o noa 50 kg n 5 mg npy nauuentr > 50 kg. Enan ce npunara
BeNHBK AHEBHO. JlozHposkaTa TpabBea Ja ce KOPUIHpa B 3aBUCHMOCT OT HYXKAWTE HA MALIMEHTA 10
Makcumym 20 mg nHeBHO npi nauxentr ot 20 no nox 50 kg 1 40 mg npu naumenTH > 50 kg, (pk.
Touka 4.4),

Eman He ce npenopb4Ba NpH HOBOPOACHM W MPH AeUd, KOUTO KMAT CKOPOCT HA FNOMEPYIHE
dunrpaurs <30 ml/min/1, 73 m’, Tbil KaTO HAMA HANMYHH JAHHH.

Hauud Ha npunoskeH#e

Nno BpeMe Miu criel xpaHeHe. Tpabra aa rM B3eMaT PeloBHO MO €AHO W ChIPTE eme'n' €3 ,ueH
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nponycHar tabneTka, TpadBa Ja § B3eMAaT KOMKOTO € Bb3MOXKHO No-0bp30. Ako ofaye ocraBar camo
HSIKOJTKO 4aca A0 CNegpallaTta NiadupaHa Ao3a, Te TpAOea na npomycHat zabpaBenarta TabneTka ¥ aa
B3€MaT caMO N2aHHpaHaTa K034, Iloame HE TpﬂGBa HHKOra ja cc ﬂyﬁ.ﬂupa’r.

4.3 MpoTuBonokazanng

- CBpbXYyBCTBHTEIHOCT KbM €HANANPUI W/ UK €HARANPUAAT WIIH KBM HAKOE OT MOMOLUHHTE
BELLECTBA, M30pOeHH B Touka 6.1, win kbM apyr ACE-uaxuGuTOp,

- ABRaMHe3a 33 aHTUOEIEM, CBbP3aHa ¢ NpeaHILHO Neuetue ¢ apyrd ACE-MHxHOMTOpPH,

- Hacneapctren MM MAHONATHYEH aHIHOEIEM,

- [lo BpemMe Ha BTOpHA K TPETHS TPUMECTHP Ha OpemennocTTa (B, Touku 4.4 u 4.6),

- Ennospemennara ynotpeba Ha Enan ¢ anHckMpeH-ChabpKalE MPOYKTH € NPOTHBONOKA3aHa
TIPH NALMEHTH Che 3axapen auadeT niau 6ubpeuno yepexkaarne (GFR < 60 ml/min/1,73 m2) (Bx.
ToukH 4.5 1 5.1).

- CobnererBawa ynotpeba npu Tepanus cue cakybutpun/paicapran. Exan He Tpabsa sia ce 3anousa
110-paHo oT 36 yaca creR NOC/IEAHATA 1033 CAKYOUTPHI/BancapTaH (BxkK. ChLIo To4YkH 4.4 1 4.5).

4.4 Creuna/inn npeaynpexienus 4 npeanashu MepKd npH ynorpeda

Cumnmomamuynag Xunomonus
CrHMnTOMaTHUHA XUAOTORKS ¢e HadMIoLaBa PAAKO MPH HEYCIOAHEHH [IAUMEHTH ¢ XUITepToHus. Tpu
NAUMCHTH C XMNEPTOHNUS, nonyyasaliyd EHan, cHMNTOMaTHUHA XMIIOTOHMS € NTO-BEpOATHO na
BH3HHKHE, aKO NAUHEHTLT € OUNT ¢ HamaneH 00eM Ha TEYHOCTH, HATIPUMEP, B PE3YITaT HA IHYPETHIHO
NeueHHe, HeTa ¢ OrPaHKYCH [IPHEM Ha COM, AKany3a, AKapus HiH nospbllaHe (Bx. Toukn 4.5 v 4.8).
[Ipu nauxeHTH cbC ChpaeyHa HEAOCTATHUHOCT, ¢ HaK Ge3 npuApy*aeala 6p0peuHa HEAOCTATBYHOCT
MOKE 14 C€ Pa3BHE CHMNTOMAaTHYHA XHIIOTOHKA. Hali-BepoaTHO € TOBa Aa ce NPoARM NPH MAIIMEHTH C
NO-TEXKKA CTETNEH Ha CbPASYHA HELOCTATBYHOCT, B PE3YNTAT HA M3NOJA3BAHETO HA BHCOKH J03H
OPMMKOBH IMYPETHLH, XMNIOHATPHEMUS MAH GYHKIMOHANHO GbOpevHo yepexkaane. [1pu Tesun
NaUKEHTH NedyeHHeTO TpsaORa 1a 3aNouHe NoA NEKapcKko HaOMOAeHHE W NauHeHTHTe TpabBa
BHHUMATESIHO Jla C€ NPOC/eAABaT, koraro Ao3aTta Ha EHanm u/und auyperdka ce kopurupar. [lonobun
chobpaxkeHns TpadBa Ja ce HMAT NpeBHI NPH NALKEHTH ¢ HCXEMHUYHA BONECT Ha CHLPLETO WK
MO3BUHOCHAOBA OONECT, TIPH KOWTO €QHO NPEKOMEPHO NOHHKABAHE HA KPLBHOTO HAJATAHE MOKE A
AoBelle A0 HHPAPKT Ha MHOKAPNA HIIK MO3LYHOCHIOB HHUMAEHT,

XHIIOTOHHATA W TEXKNUTE H Nocnequiy ca peaku W npexondu, Ta moxke na ce uzberne ¢
NpeyCcTaHOBABAHE HA JEUEHHETO C AWYPETHLIH U IHETATa ¢ HHCKO ChAbIKAHKE Ha COoJ1 Npeau
Ha4AN0To Ha NeueHneTo ¢ Exan, ako Tosa e BeamoskHo. [Tpu ApyTHTe ropecnoMeHaTH ChCTOSHHA HIH
B C/Iy4ai, Ye NEUEHHETO ¢ AMYPETHLH HE MOKE 13 Ce NPEYCTAHOBH, CE [IPENopLUBa NEUCHHETO 1a ce
3aMo4He ¢ Hali-HHCKaTa 103a (2,5 mg) eHananpu.

lpy BL3HMKBAHE HA XWMOTOHMUA, MALMEHTHT TPAGBA 1A ce CIOKH B NIECHANO NOJIOKEHHE, ¢ [NaBaTa
BbPXY HUCKA Bb3MIABHHULA. [1pH HeoOxoauMOCT, nnazMeHHaT 00em TpAORa Aa ce KOPUIUpa © BAMBAHE
Ha 0.9% pazTeop Ha HaTpues xnopua. [TpexoHaTa XMITOTOHHMA He € NTPOTHBONOKAZAHHE 32 NE€YEHHE C
eHananpwi. Cnel KOpUrMpaHe Ha apTepPHATHOTO HAaAraHe W niazMeHua ofeM  OGMKHOBEHO
NMALUHEHTHTE NOHACAT A00PE NOCACABALIMTE I03H.

[Ipn peunaMBhpalia cMMOTOMATHYHA XHNOTOHMA TpsOBa Na ce KOPHrupa LO3MPOBKATA WM 1A ce
NpeycTaHOBRKW igyeHHeTO ¢ Exan.

[1pn HAKOM MALKEHTH CBC CHPACYHA HEAOCTATLYHOCT, KOMTO HMAT HOPMANTHO WK HUCKO KPBLBHO
HaNAraHde, MoJke 1a Ce NOABH JOMbIHKTENHO NOHMXABAHE HA CHCTEMHOTO KPBLEHO Hansrane ¢ Enan.
Tosm edext ce ouakea M OOUKHOBEHO HE € NPUUKNKHA 33 NPEKPATARAHS HA JeyeHueTo. AKo
XHMNOTOHHATA CTAHE CMMITTOMATHYHA, MOKE 1a C& HAJIOKH HaMansiBaHe Ha 103aTa M/MIH NPEKbCBAHE
Ha anypeTHKa w/unn Ha Edan,

L

ONOKEPH MK ANNCKHPEH MORWLIABA PUCKA OT XUNOTOHKSA, XUNEPKATHEMHA W HMaaRBare Ha - - .

OhOpeynaTa PyHKUHMA (BIHOUHTENHO ocTpa OnOpeuna negoctaThuHocT). TTopay ':tr{)\sg,.ﬂ_e ce
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npenopktea aBoHHO bnokHpane Ha PAAC upes kombunupanarta ynorpeda na ACE uaxuburtopu,
anrnotensun Il-peuenTopHn 6aoxepn WK aauckupeH (Bik. Touku 4.5 1 5.1).

AKO € npelieHH, de TepanusTa ¢ AsoiiHo 6nrokupaHe e aGeonoTHO HeoGxoauMa, Tosa TpAGRa Na
CTaBa camo NMoJi HabHOAEHHETO Ha CIIELMATKCT M P YECTO BHHMATETHO MOHHTOPUpAHE Ha
ObOpeunara PyHKUNA, €TEKTPONIMTHTE H KPLBHOTO HaNATAHE,

ACE ynxubduTopn n anrvotensun I-peuentopHu 6a0kepu He TPAOBa 114 ¢ U3NONIBAT €NHOBPEMEHHO
TIPY TTALKEHTH ¢ AHabeTHa HedponaTus.

Yepexcoane na bvbpeynama yrrius

B cnyuaii Ha 6B6peuno yepekaane (KpeaTuHuuoB Kitupbae <80 ml/min) rbpsoHayanHarTa 103a
eHananpui TpadBa fa ce KOPUIrupa B 3aBHCHMOCT OT KPEATUHWHOBHA KIHPBHC Ha NaLHenTa (BK.
Touxa 4.2) ¥ CNell TOBA B 3aBHCHMOCT OT OTTOBOPA Ha NaLUMEHTa KbM JleveHHeTo. flepuoanyen
KOHTPOJ Ha K&IMH M KPEATHHUH ca 4acT OT obnuaiinata MeIMUMHCKA NPAKTHKA 3a TE3H NAUHEHTH.
Mma cvobruenns 3a 6bOpevHaTa HeAOCTATEYHOCT NPH NAUMEHTH, KOMUTO NIPUEMAT ¢HAJIANIPHA H TO
TNABHO NpH NaUNEHTH ¢ TEHKKA ChPASUHA HEAOCTATEUHOCT AN Noaekalle 6b6peuno 2abonasane,
BITIOUHTENHO CTeHO3a Ha ObOpeunara apTepyd. AKO ce pasnosHae BeRHAra W ¢e JieKyBa 110 NoAX0am1y
HayuH, OBOPEUHATA HELOCTATBYHOCT, KOraTo € CBbp3aHa ¢ JICUCHHETO ¢ eHANanpu, 0OMKHOBEHO €
obparTuma.

Hsakou nativeHTH ¢ XxunepTonus, 6e3 BUAMMO npeanecTsaiio 0b0peuHo 3abonsBane ca NoNYYHIH
MOBMILARAHE HA KPLEHATA Ypesd H KPEaTHHHH, KOraTo €HATANpPHI € JaBaH €4HOBPEMEHHO C AHYPETHK.
Moske pa ce HANOXKH HamansBaHe Ha JI03aTa Ha cHaanpwl H/MaH cnMpane Ha auyperuka, [o
BEPOATHO € TOBA /1a CE CJIYUM NP AHAUMEHTH CbC CTeHO3a Ha ObOpeuHaTa apTepHa (8K, Touka 4.4,
PeHoBackynapha xMnepToHus).

FPeunoeacxyrapna xunepnionun

ChulecTRYBA NOBUIIEH PHCK OT XHNOTOHHS W GbOpeuHa He0CTATBUHOCT NPU NALUMEHTH ¢ ABYCTPaHHA
CTeHO3a Ha ObOpeunaTa apTepys WK CTEHO3a Ha APTEPHSTa KbM e1HHCTBeH (hyHKLHOHWpaw 6b0pex,
KOMTO ¢a ieKyBaHW ¢ ACE-nnxubutopu. 3aryba Ha 660peuHaTa GyHKLMA MOKe 0a HACTBITH A0PH H
CaMO NpH JEKH NPOMEHH B CepyMHHA KpeaTHHHH. [1py Te3H nauueHTH nedeHHeTo Tpaldsa 2 3ano4He
N0 CTPOr MEMUMHCKH KOHTPOJ ¢ HUCKM 103H, BHUMATENHO THTPUPAHE U NpOchesBane Ha
HubpeynaTa GyHKUMA.

bwfipeuna mpancnranmayis
Hama onuT 3a npunoxkeHneTo Ha EHarl NpH naudeHT! cbe CKopolliHa 6L0peuna TpaHcniaHTaLHs.
3aTosa sedeHHe ¢ Enan He ce npenopbuBa.

Aopmua uiad CNeNO3a 11a MUMPAIHAa KIGRAG/XHUne pmpodua KapouoMuonamus

TpﬂﬁBa Aa ¢€ BHHMMaea NnpH NauHeHTH ¢ XeMOAHHAMHYHO 3Ha4YUMa CTCHO3& Ha aOpPTHATA KNlana HiH
ChC CTCHO3a Hd OTTOYHNTE N'bTHINA Ha JIABATA KAMEpa M M Ja ce n30area B Cay4dan Ha KapaAHOTIeHEH
WOK H XeMO/IMHAMUUHO 3HauHTenHa obcTpykuua. [MauueHTuTe ¢ nepudepa o6CcTpyKTHEHA
aprepuanta 0JECT KAH C reHepaiM3MpaHa aTepoCcKIepO3a MOKE ChLLUO A HMAT PEHOBACKYJIAPHO
3abonasane. Hopanu Tosa Te Tpaba na ce NeKyBaT BHHMATENHO M EUEHHETO BUHark TpsadBa a ce
3anouBa ¢ Hal-HUCKATa /1034 cHaaanpui.

Cepuxuyecmeume Hocnl Qe UOHEEPOIMUYEH OMOK
Hma cboblenns 3a aHrMOHEBPOTHUEH OTOK HA JIMLETO, KPAHHHUUMTE, YCTHUTE, €3MKa, IIOTHCA H/HIH
JapHHKCA NP NAUMEHTH, NEKYBaHH ¢ HHXUOUTOPH HA AHMMOTEH3HH-KOHBEPTHPALLIHA €H3HM,
BiunioduTesHo Enan. Toea Moske fa ¢TaHe BB BCEKM GIIMH €TAIN N0 BPEMe Ha ieucHueTo. B Takupa
cayvaM npreMa Ha Enan Tpa0Ba na Obae cnpsH BeAHara M Aa ¢e 3ano4He NoAXoaaLlo NpocacaiBaHe
3a 12 Ce OCHI'YPH MBJTHO U3UE3BAHE HA CUMITTOMMTE NIPEIH H3NHCBAHCTO HA nauueHTa. JlopH K B Te3n
CAYUaH, KOTaTO MMa CaMo OTOK Ha e3MkKa, De3 pecnupaToper AHCTpec, NAUHEHTHTE M
NPOALIAHTEIHO HabMIONEHHE, ThH KaTO NEYEHHETO ¢ AHTHXHCTAMMHHA H KOPTHKOC
HE € 1OCTaTLYHO,

MH0r0 PAAKO ¢a AOKIaABAaHH CMBPTHH CNYyYan NOPajid aHFHOE/1EM, CBbP3aH ¢




AWXATEJIHUTE NbTHIIA. 3aCAraHETO HA €3HKA, [JIOTHCA WM TapPHHKCA, MOKe J1a TPUYKHM 3amyLIBaHe
HA JMXaTENHHUTE NBTHILA H 12 H3WCKA NOAXOARILO JIEUEHHE, KOETO MOKE 112 BIJIHOUBA NMOAKOKHO
NpunaraHe Ha pasTeop Ha aapeHanuH 1:1000 (0.3 ml no 0.5 mi) w/unu na ce npeanpuUeMaT CNELIHM
MEDPKY 33 OCHIYpPABAHE HA NIPOXOAMMOCT HA IMXATETIHHTE MbTHUIA.

[Ipu uepHoKo#UTE NauneHTH, nonyyasad ACE unxubutopu ca cbo0LUlaBaHi n0-BUCOKa YECTOTA Ha
AHIHOE]EM B CPABHEHHE C OCTAHANIUTE PacH.

[lauuenTHTe C aHaMHe3a 3a aHrMoeneM, HecBbp3aH ¢ Tepanus ¢ ACE-nnxubutopu morar aa uMaT
NOBULIEH PHCK OT aHruoeem, 1okato noayvasaT ACE uHxuGutop (BK. cbwo Touka 4.3.)

CrnbreTsamara ynorpeba Ha ACE HHX#HOUTOpH che cakyGUTpHN/BaJicapTaH € NpOTHBONOKA3aHa
nopajn NOBUIIEH PUCK OT aHrHoeaeM. JledeHne che cakybuUTpun/BancapTaH He TpaGBa fla ce 3anovsa
no-pano OT 36 4aca cnea nochepara A03a uuaaszanpui. Jlevende ¢ unnasanpun He Tpabea aa ce
3ano4Ba N0-paHo oT 36 yaca caea NOCNeIHATa A03a cakyOuTpwi/BancapTan (Bxk. Touku 4.3 u 4.5).

ConereTBawata ynotpeda Ha ACE sHxuduropu ¢ pauekanotpu, mTOR unxuburopu (Hanp.
CUPONUMYC, CBEPOIUMYC, TEMCHPOIHMYC) H BHILAAMIHNTHH MOXKE 1da A0BEE A0 NMOBUIUEH PUCK OT
aHrHoe1eM (Hanp. OTOK Ha AMXaTEHUTE TLTHILA HITH €3MKa, CbC MK €3 HapylLUeHHe HA KLIAHETO)
(k. Touka 4.5). HeoBxoaMMo e aa ce noaxoam ¢ nosUMileHo BHMMAaHHE, KOTaTo Ce 3arouBa JeYeHHe ¢
pauekaaotpun, mTOR unxuburopu (Hanp. cHpoiRMye, eBeponUMYC, TEMCHPOIHMYC) W
BWLAATTAITHH NPH DAUMEHT, KOHTO Beue npuema ACE uHxubuTOp.

Heymponenus/aepanyiaoyumosa

HMma cbobluenns 3a HeyTpONeRUA/arpaHyA0UNTO3a, TPOMBOLUMTONEHHS U AHEMUA NIPH TTAUMEHTH,
npuemauii ACE wuxuburopu. Ilpu naumerTH ¢ HopManHa 6s0peqHa dyHkuna ¥ 6e3 npyru
YCNOMHABALIK PakTOpPH, HEYTPONEHUS ce cpelua paako. Enananpui Tpsabsa na ce M3non3ea ¢
W3KMFOYHTE/THO BHHMaHHE NPH NIALUHEHTH € KOIAreHOBO ChAOBC 3a00BaHe, NpH JICHEHHE ¢©
MMYHOCYNPECOPH MPH JIeHeHHE ¢ AONMYPHHON WiH NPOKAHHAMMA, WIH KOMOMHALHA OT Te3H
VCAOHBALN ParkTopH, 0cobeHo aK0 HMa Beye ChLIECTBYBALIO HapylleHWe Ha Ob6peunara GyHKIMA.
HsakoM OT T€3M NaLMEHTH ca Pa3sBUIM CEPHO3HM HWH(EKUMH, KOHTO B HAKOH CTIY4au HE ce NOBNUABAT
OT MHTEH3MBHA aHTUOHOTHYHA TepanHi. AKO €HANANPK.] CE U3NO0A3Ba NPH TAKHBA NALIHCHTH €
HEODXOAHMO NEPHOAHYHO NpociefaBaHe Ha Gpost Ha HenuTe KPLBHU KNEeTKH KaTo NauHeHTHTE Tpabea
Aa 6paaT MHCTPYKTHPAHKW Ja cboOABAT 32 BCEKH NPH3IHAK Ha MHQEKLMA.

Yeproopobuo vepexcoase

Paaxo, ACE HHXHGUTOPHTE ce CBLP3BAT CHC CHHAPOM, KOHTO 3ano4Ba ¢ XonecTaTH4YHa K bATeHHLA
W/IH XENATHT W NPOFPECHPA 0 OCTpa UepHOAPOOHE HEKPOo3a M (NOHAKOra) cMbLPT. MexaHusMbT HA
TO3¥ CUHAPOM He e u3sicHeH. [ launenTute, nonyuasan ACE HHXMOHTOPH, KOWTO pa3BHMBAT
ABIATEHUUA WIH TIONYYaT NOBUINABAHE HA YePHOAPOOHHTE eH3umu TpaOBa 1a NPeKpaTAT NpUEMa Ha
ACE wnxuburopa, na 6baat HabniosaBaHu M 1a NOAYYET NOAXOAALIN MEJHLIMHCKH MPHKH,

AHaduraxmuunu peakyuiu no epexe Ha OeceHCUOUIUIAYUL KM YUROKPUTY

Paaxo naunents, noayiasam ACE naxnburopn no speme Ha neceHchOnnnsanms ¢ oTposa oT
HHNOKPMIH Ca PA3BWIIK KUBOTO3aCTPALIABALLM aHA(UTAKTHYHH peakuuH. Te3n peakumu ce u3darear
4pe3 BpeMenHo cnHpane Ha ACE-unxnburopa npean Beska aeceHcHOUnM3aLmMs.

Anadchurarniviiy pearyuy no epeve va LDL adepeza

Panko naunenty, nonyvaraiuy ACE nnxuduropy no epeme LDL atepesa Ha TMMONPOTEHH ¢ HHUCKA
MILTHOCT € JEKCTPAHOB Cydar ca pa3BUBANH KKBOTO3aCTPALIABALLHN aHAQHNAKTHHHH peakLUuH. Tein
peakuMu ce n30areat upes speMenHo cnupane Ha ACE-unxuduTtopa npean scska adepesa.
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Hayuenmuy na yemoduaaza
AnadnnakTH4HH peakuyy ca JOKNanBaHy Npu NauMenTH Ha nKasiusapa ¢ high-
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Xunoeaurexus

NauunenTy ¢ anabet, nexysaHu ¢ nepopanti aHTUAHAGETHH NEKaPCTBA UK MHCYIIMH, MPU KOMTO Ce
sanoypa nevenne ¢ ACE-unxnbutopy, Tpabea aa Gvaar npexynpeiedu aa cneast otOIn3o 3a
XHMOTNNKEMHE, 0COOCHO nipe3 MbpBUA Mecell Ha KoMGUHUpaHaTa ynoTpeba. (Bx. Touka 4.5).

Kawcnma

HMma ¢hobulenusa 3a kauutiua npu ynotpebata Ha ACE-uuxuGutopu. XapakrepHo e, ue Kauuiuara ¢
HENPOJYKTHBHA, TIPOIL/IZKHTENHA H OT3BYYARa cliefl MPeKpaTaRaHe Ha Jieuennero. Kaunvuara,
npeanseukata o ACE unxubuTop, 1psabea aa ce pasrnexna xato uacT oT audepeHUMANHATA
AHATHO32a HA KalLKLA.

Xupypeus/anecmesun

Ilpy mauMeHTH, IOANOKERH Ha FOMAMA ONEPALMs WIH (10 BPEME HA aHECTE3HA C JIEKAPCTBA, KOWTO
NPEM3BHKBAT XWNOTOHHA, enananpua Snokupa aHrdorensun I obpasysaneTo ¢ KOMNEHCATOPHO
ocBoOOkaBaHE HA peHnH, [lpn nosBa Ha XMNOTOHMS M KOTATO ¢& CUMTA, Ye T4 Ce JBIKH Ha TO3M
MEXaHHIBM, TR MOKE Ja C€ KOPHIUPa Uupes yBeWuasane na 0beMa Ha TEYHOCTHUTE.

Xunepxaauemust

ACE nnxubuTtopuTe MOTat 1a NIpeH3BMKAT XHNEPKaIHeMH, Thil KATO MHXHONpaT 0CBOOOKAABAHETO
Ha angocTepoH. EQekTbT 0OMKHOBEHO HE € 3HAYMTENEH NPH NAUMEHTH ¢ HopMasHa ObOpeuHa
GyHkuna. Puckopn (pakTopy 3a pa3sBUTHETO Ha XUNepKaiHeMHs ca HuOpeuHa HeoCTaThUHOCT,
XHINOATAOCTEPOHN3BM, BAOUIABaHE Ha ObOpevHaTa GyHKLKA, Bb3pacT

(> 70 roannn), 3axapen qnuabeT, WHTEPKYPeHTHH CbOMTHA, NO-CTNELIMATHO AeXHApaTHPaHe, ocTpa
CbpIeyHa IeKOMIteHCaUMa, MeTabDOINTHA allHi03a ¥ €1HOBPeMeHHa ynoTpeba Ha Kaauh-
CHXPaHABAlLN AHYPETHLM (HANpP. CIHPOHOAKTOH, ENNEPEHOH, TPHAMTEPEH W AMMIIOPHA), KATTHERH
A00AaBKH WM KaMHWi-ChIbPKANIM 3aMECTUTEIIM HA CONTA, KK TIPH NALUHWEHTH, NPHEMALUH ADYTH
JICKAPCTBA, CBbP3aHH C NOBULIABAHE HA CEPYMHNS KM (HaTp. XenapHH, TPHMETONPHM HIH KO-
TPHMOKCA30J1, I03HAT CLILO KaTO TPUMeTONpUM/cynameTakcazon 0 0coDEHO aHTarOHHUCTH Ha
anaoCTePOHA UNY AHTHOTEH3HH-peuenTopHH Onokepn. M3non3eanero Ha kanweBH 100aBKH, Kanui-
CHXPAHABALLM JTHYPETHLH HIIH CHABPKAWH KT 3aMECTHTENH HA COTa, 0coBCHO NMPH NallMeHTH ¢
HapyweHa 610peuHa GyHKIK, MOKe a A0Bee 10 3HAYMTENHO NOBHLIEHHE HA CEpYMHHA Kanuii.
XHNEpKaJMEMHATA MOKE 12 NPHUHHH CEPUO3HHM, NOHAKOra GaTaiHn apuTmud, Kanmnii-
CbXPaHABAUIMTE ANYPETHIIN H aHTHOTEH3MH-peLenTopHnTe BnokepH TpabBa fa ce npunarar
BHMMATENHO NPH NAUNeHTH, npieMaiiy ACE naxnbutopn, kato cepyMHUAT Kankid M Ob0pedHaTa
¢bynkuns TpaGea aa ce npocaessar (Bx. Touka 4.5).

Humuii
KaTo nipaBuno, koMOHHALMATA OT JIMTHI M EHAATIPUN HE Ce NpenopbUea (BXk. Touka 4.5).

Heduampuuna nonyaaun

Mma orpannued onuT No oOTHOWIEHHE Ha eduKacHOCTTa M De30NacHOCTTa NpH NedeHHe Ha Aeua ©
XHOEPTOHHA > 6 rOAHMHH, HO HEMA OIUT 10 OTHOLLEHKE Ha ApYrHTe nokazaHua. ChUIeCTBYBAT
OrpaHHueHH apMakOKHHETHYHH JaHHH NPk cua Hag 2-Meceuna Be3pacT. (B, cblo toukn 4.2, 5.1
¥ 5.2.) Enan He ce npenopbuBa 3a ynotpeba npu neila npy ApYTH NOKa3aHKA OCBEH NPH XMITEPTOHHUA.
Enan ne ce npenopbusa np4 HOBOPOACHH U [IPH ZiELa CbC CKOPOCT HA FIOMEPYJIHA (MMITpaLis

<30 ml/min/1,73 m2, TLH KaTO HAMA HANMYHK AaHHH. (BK. Touka 4.2).

bpextennocin
ACE unxuburopu He Tpsabpa na ce HazHauaBat no Bpeme Ha OpeMeHHoCT. OcBeH, ako.

Npojb/axasaHeTo Ha NeyeHueTo ¢ ACE HuxnBuTop He ce CUMTa 33 IKHIHEHO Bajhe %W
TL1aHMPAILY OpeMERHOCT, TPAGBa 12 NPEMUHAT HA ATTEPHATHBHO AHTHXHOED; 'H :ﬁ(BHQ—HEk@#@f ‘Koem
¥Ma YCTaHOBEH Npodwil Ha Be3onacHOCT Npu YNoTpeha 1o speme Ha Opeme I7§§]’ K&fi‘am eNty, \
jMarHocTHLNpana SpemenHocT, Jedehneio ¢ ACE unxnburopy Tpatea g i};up nibcymanoéeheq
He3a0aBHO, M aKko e HeODX0AMMO, [1a 3aNOUHE ANTEPHATHBHO JiEUeHHE (B}K\ orrnﬁn 4: ,1‘14 4. 6) ;




Emuuvecru pasaus

KakTo » npu octananuTe nekapeTBa, MEXHOMTOPH HA AHTHOTEH3HH-KOHBEPTHPALLHA EHIHM,
€HANANPU/ € O4EBHIHO NO-MAIKO e(DEKTHBEH 33 MOHWKABAHE Ha KPbBHOTO HATATAHE NpPH yepHaTa
paca B CpaBHEHUE C OCTAHATHTE PaCH, BEPOATHO NIOPAAH NMO-BHCOKO Pa3npOCTPaAHEHHE HA NONYAauMs
¢ HHCBK PEHHH NP YEPHOKOKHTE XHUTIEPTOHHLIH,

Hovounu eenjecmsea

Enan cbabpixa nakrosa. [JalueHTH ¢ pefKy HACNEACTREHH NIPOGAEMH HA HENOHOCHMOCT KbM
FANAKTO3, TTBJICH JAKTa3eH AeQHUNT MK IIOKO3HO-raNakTo3Ha mainabeopbunsa He Tpabra na
NPHEMAT TOBA JIEKAPCTRO.

Tosa nexapcrso chabpxa no-manko oT 1 mmol natpuit (23 mg) Ha 1030Ba €AMHUNA, T.€. MOXKE Jia ce
KajKe, Y€ IPAKTHUECKM HE Chb[IKA HATPHIA.

4.5 BsaumoneiicTeue ¢ Apyru JJeKapcTBEHH NPOAYKTH 1 ApYI'H GopMu HA B3aHMoaeiicTBHe

Kanuii-coXxpanspaiin AMypeTHIM, XPaHUTETHW AOBABKH, ChALKAILM KATMH MM KATHIH-ChIbPAKALIH
3aMECTUTEIIU HA CONTA

Bbripekn ye cepyMHUAT kanuit 0OMKHOBEHO OCTaBa B PAMKUTE Ha HOPMAIIHUTE FPaHMUK, NPH HAKOH
NALHEHTH, IEKYBAHH C EHANANPHI, MOXKE Ja Bh3HWHKHE XHNepKanHemus, YoTpebara Ha Kanuii-
ChXPAHABALUMN TUYPETHUM (Hanp. CNHPOHONAKTOH, TPHAMTEPEH MKW AMUIIOPHI), XPaHHTEHH
NODABKH, ChABPAKAILH KATHHA HIH KANWA-ChABPIKALIK 3aMECTHTE/IH HA CONTA MOXKE 114 J0BEIe A0
3HAYUTENHO MOBHILEHHUE HA cepyMHHs Kanwi. Tpabea cbl1o na ce BHUMAaBa, KOTATO eHANANpPHI ce
Nnpuara €AHOBPEMEHHO € APYTH CPEJCTBA, KOMTO TIOBKILABAT CepYMHHS Kallvii, KaTo Harnp.
TPHMETONPHM H KOTPHMOKCA301 (TpHMETONPMM/cyndaMeToKecaso), Thil KaTo € W3BECTHO, ue
TPHMETONPHM AeHCTBA KAaTO KalMH-ChXPaHaBall ANYPETHK NOAOOHO Ha aMmuiaopu. [Topain ToBa He
ce NpenopbuBa KOMOMHUPAHETO HA EHANTANPHI € FOPECNOMEHATHTE JIEKAPCTEA. AKO €IHORPEMEHHOTO
NPHIIoKeHHe Ha ERan ¥ Te3n npOAYKTH € KaTeropHUHO HEOBXOANMO TTIOPaaH XHIIOKANTHEMHUS, Te
TpAOBa Aa Ce M3MON3BAT NPEANA3IMB0 H IIPH YECTO MOHHUTOPKPAHE HA CEPYMHHMTE HUBA Ha Kanus (BX.
TouKa 4.4).

JMypeTHiM (THAZUIHN W OPHMKOBK OMYPETHLH)

Jleuenuero ¢ BUCOKH NO3H AMYPETHLIM MOXKE jia 10BEE 10 XMITOBONEMHUS W PHCK OT XMIIOTOHHUS, NpH
3arncyBaHe Ha JIeYeHHe ¢ eHananpun (BX. Touka 4.4). XHNoTeH3MBHHTE eheKTH MoraT aa 6uLnar
HaManeHH NpH cTIMpaHe Ha IWypeTHKa, UPes yBelnuaBaHe Ha 00emMa Ha TEUHOCTHTE WM NIpHeMa Ha
COJI MM OT 3aN0YBAHE HA JICUEHHE C HUCKa A03a eHananp.

pyru aHTUXHNEPTEH3HBHH JIeKAPCTBA

EaHoBpemennara ynotpeba ¢ TakHBa JIGKAPCTBA MOKE 1 HOBHIIM XMIIOTEH3HBHHS eeKT Ha
enananpun. ENHOBPEMEHHOTO NPHIOKEHHE ¢ HUTPOTIIHLEPHH H APYTH HUTPATH UM APYTH
BA30ANI1ATATOPH MOKE JOMILIHHTENHO 1a IOHHAKH KPBEHOTO HalgraHe.

JlaHHKM OT KIMHHYHH NpoyYBatug NOKA3BAT, Ye ABOHHOTO B10KHPaHEe HA PEHHH -aHIMOTEH3HH
anjocteporoBara cuctema (PAAC) upes komGuHupanata ynotpeba na ACE wHxuOuTopH,
aHrKoTeH3nH Il-penenTophy GIOKEPH WK ATHCKUPEH CE CBLP3RA C NO-BHCOKA Y€CTOTA HA HEXKENAHH
CbOWTHS, KATO HANPHMEP XHIIOTOHMSA, XHNIEPKAIMEMHs W HaMaTaBaHe Ha 6bOpeuHaTa hyHKUMA
(BKIIO4MTENHO OcTpa GbOpeURa HEAOCTATEYHOCT), B CPABHEHHE ¢ YNOTPeBaTa Camo Ha elHOo
CPeACTRO, AehcTBalo Bhpxy PAAC (8x. Toukn 4.3,4.4 u 5.1).

JlnTnit

Mma chobiuenns 3a 06paTiMo NOBHILARAHE HA CEPYMHHTE KOHUEHTPALIMH Ha JIHTHE:
TOKCHYHOCT N0 BPEME HA ChBMECTHO NPHIIOkKeHHe Ha nHTHH U ACE-uuxnbuTopg:
ynotpeba Ha THA3HAHKM AMYPETHLIM MOXKE AOMBIHHTENHO 113 YBE/IHUH JIMTHERS
PHCKa OT JHTHERBA TOKCHYHOCT NpH NpunoxenneTo va ACE-uHxudRTOpHTE. /|
H3nonseaneTo Ha eHananpu ¢ NUTHIA He € NPENOPBYNTEITHO, HO AKO TA3H KYMD
Tp#OBa 23 Ce MIRBPIIHM BHUMATENHO NPOCNEASBAHE HA CEPYMHUTE HUBA HA JWTAI
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TPHUMKIMYHM aHTHAETTPECAHTH/AHTUIICHXOTHLIK/ aHECTETH LI/ HAPKOTHU LK

EnHoBpeMeHHaTa ynoTpeba Ha HAKOW AHECTETHLIH, TPHMUMKIHIHH AHTHACNPECAHTH H aHTHIICHXOTHLIH
¢ ACE vHXUOUTOPH MOME A2 JOBEAE A0 AONWIHMTENHRO HAMAAABAHE HA KPHBHOTO HalsraHe (BikK.
Touka 4.4),

Hectepounnu npotrsoeb3nanutenny nexaperea (HCIIBC)

[IporbaRUTEAHOTO NPHTOMKEHHE HA HECTEPOIHH NIPOTHEOBB3NATUTEIIHH JIEKAPCTBA MOKE na
HamMalK aHTHXunepreHzueHug edekT na ACE-nnxubutopure, Hecteponanunre
NPOTHBOBBL3NANHTENHHN fexkapcTea (BKIounTenHo COX-2 unxuburopn) u ACE-uHxubutopure umar
aJUTHBEH €(DEKT BLPXY YBEAHHEHHETO HA CCPYMHHA KATMH M MOXE 12 JOBEAE /10 BIOLIABAHE HA
GuOpevnara pynkuus. Tesu edrektn 00MKHOBeHO ca 0BGpaTHMHU. PRIKO MOsKe 1a BBb3HHKHE 0CTpa
ObOpetiHa HENOCTAaTBLUHOCT, 0COBEHO NPU MAUMEHTH ¢ Hapyliena 6s6peuna Gynkuuns (kato HanpuMep
TPH MALIHEHTH B CTAPYECKA BBIPACT HIK (1P TAKUBRA, KOWTO ca ¢ obeMen aedMNT, BKIKUYHUTEIHO 1
Te3H, Ha JIeYeHHe ¢ AuypeTHUM). [TaurenTuTe Tpafisa Aa HbAAT aJeKBATHO XMAPATHPaHH 1 1a Obae
npocnenssata 6bOpeunara GyHKUKMA citen 3anouBaHe Ha KOMOHHUPAHOTO JIEUEHHE ¥ MEPHOAHHHO
cinen Toea.

3naruy openapatu

HHTpUTOHAHN peakuni (BKTFOUBAT CHMITTOMM KaTo 3a4ePBABAHC HA JHLETO, raieHe, MOBPbLIAHE U
XHIMOTOHHA) Cce ChOBIIABAT Psi/IKO TIPH MALMEHTH Ha [ICYCHHE ¢ HHKCKTUPAHE Ha 31aTO (HATPHED
YPOTHOMANAT) K ChrkTCTBAMA Tepanin ¢ ACE-HHXHOHTOPH, BKITIIOYHTENHO eHaNanpH.L.

Caxyburpwi/sancaprad
Convreramara ynotpeba na ACE HHXMEUTOpH ¢be cakyOHTpH/BANCApTaH € MPOTHBONOKA3aHa, Thil
KaTO TOBA MOBHILABA PHCKA OT aHrHoeneM (Bx. Touka 4.3 u 4.4).

mTOR (TapreTn na panamuuys npu 603aiiHkum) MuxUBHTOpHU

ConvrerBatara ynorpeba na ACE nuxu6utopm ¢ pauekanorpun, mTOR uaxuburopy (Hanp.
CHPONUMYC, EBEPOIIMMYC, TEMCHPOJIMMYC) M BUIAAMTHITHH MOXE Ja AOBE/E 10 NOBHILIEH PHCK OT
aHruoeaeM (Bx. Touka 4.4).

CHMINaTHKOMHMETHLIM
CHMNaTHKOMAMETHUMTE MOTaT 18 HAMANIAT aHTHXUNepTensuenud eext na ACE-nnxuburopu.

AntuanabeTHu cpeacTea

EnuaemMuonornanm npoyusanns noxassar, ue eAHOBPEMEHHOTO npunoskenue na ACE-iuHxuGuropm u
aHTHANA0ETHU NeKapeTBa (MHCYNHH, NEPOPAHK XHIOFNHKEMIHY CPEACTRA) MOXE Aa 10Beje
3aCHNBAHE Ha e)EKTA HA [IOHMKABAHE HA [ITHOKO3aTa B KPLBTA C PHCK OT XUNornukeMus. [1o BeposTHO
€ TOBa ABJICHWE [1a HACTBITH NPE3 IILPBHTE CEAMHUH Ha KOMOMHMPAHOTO NICHEHHE M NPH NALMEHTH C
OBGpeuno yepexaane. (Bak. Touku 4.4 1 4.8)

AnKoxo)l
ATIKOXONIT YBENHUABA XHNOTEHIUBHHUA eekT va ACE-MHXHOHTOpH.

Ko-tpumokcaszon (tpumetonpum/cyndameraxcazon)
[TaupenTHTe, KOWTO NpPUEMAT ENHOBPEMEHHO KO-TPUMOKCa30a (TpHMeTonpHM/CyndaMeTokcason)
MOTaT [a ObAAT M3NOKEHH HA NOBHIICH PUCK OT PA3BUTHE Ha XUNEpKanuemus (BkK. Touka 4.4),

ALTHICATMIM/IOBA KHCENMHA, TpoMBoIuTHLIM K GeTa-Gaokepu
Enananpun mosxe Ge3onacHo Aa ce npuiara enHOBPEMEHHO ¢ aLeTHICATHUMIOBA KHCENUUA, (c

KapAHOIOTHYHO 103H), TpomMOoaMTHLIM U DeTa-Gnokepu. /\_u wnq ,:;\\
/ ((_ 0/;- \\
) i} . - ré‘,, .\
o L
HKJIOCNOPHH H S
J R s

ITp chnbpreTBalia ynoTpeda Ha ACE WHXWEUTOPK ¢ LMKIIOCTIOPHE MOKE 71 Bgssﬁ
xunepxaanemus. Ilpenopbysa ce npocneasBate Ha CePyMHNS KanWi,



XenapHH
{Ipu conwreTRaa ynorpeda Ha ACE uHXMOMTOPH ¢ XenapuH MOXKE Lia Bh3HUKHE XHIIEPKATHEMHS.

[peropbusa ce mpocneasgaHe Ha CEPYMHMS KanMii,

4.6 DeprpanTer, GpeMenHOCT H KbpPMeHe

Epemennoct
Yrnotpedara Ha ACE nuxubuToph He ce MpenopbuBa no BpeMe Ha MbpBHA TPUMECTLP Ha

GpemeHHocTTa (BXK. Touka 4.4), Yrnorpedara Ha ACE MHXHMGHTOPH € NPOTHEONOKA3AHA NO BpEME Ha
BTOpUR U TPETHSA TPUMECTBP HA OpeMeEHHOCTTa (BXK. Touky 4.3 n 4.4),

ErugeMHonorH4H1uTe 10Ka3aTencTBa N0 OTHOWEHKE HA PUCKA OT TEPATOMEHHOCT ClIEl €KCIIO3HLMS Ha
ACE HHXHOHTOPH MO BpeMe Ha [TPEMSA TPHMECTLP HA BPEMEHHOCTTA HE ca YOEAMTEN HH, HO BbIPEKH
TOBa&, ¢1al0 YBEIHUEHHE Ha PUCKa He MOXKeE J1a Ob1e n3kimoueno. OCBeH, aKo NPOIbIKABAHETO HA
neveHneTo ¢ ACE uHxubUTOp He ce CuMTa 33 JKM3HEHO BaXKHO, NALMEHTKHTE, MIaHHpalLy
OpeMEHHOCT TPAOBA A4 APEMUHAT HA AITEPHATHBHO AHTUXHMIIEPTEHIHBHO NIEYEHHE, KOETO HMA
YcTaHoOBEH npodmn Ha GesonacHocT npu yrotpeba no Bpeme Ha Bpemennoct. Koraro e
AnarHocTHUmMpana bpemennoct, nedennero ¢ ACE uuxnburopu Tpsabea na 6bae npeycTaHoBeHO
He3a0aBHO M, ako ¢ HeoOX0OUMO, ia 3an0vHE ANTepHATHBHO neveHHe. M3BecTHO e, ue eKCrnosHUMATA
na ACE unXuGHTOP No Bpeme Ha BTOPHS M TPETHR TPUMECTBLP MHAYLHPA [PH YOBEKA
deTorokcnyHocT (oTcnabsane Ha GbOpeynaTa QyHKuMA, OJIMFOXWAPAMHHOH, H30CTABAHE HA
uepenHara OCHHKalna) ¥ HEOHATATHA TOKCHYHOCT (6hOpeuHa HEJOCTATHYHOCT, XMIIOTOHMA,
XHnepkannemms) (Ba. Touka 5.3). OnuroxmapaMnuos npu Mailkata, BEPOATHO NPEACTAB/IABALL
HamaneHa eMOpuoHanna 66peyHa PyHKUKS ce NOABABA M MOKeE a JOBEIE 10 KOHTPAKTYpa Ha
KpaikHHLMTE, YEPENHO-AULEBH NedOPMALHN W XHIONa3us Ha Benust npod.

B caiyaii, ue nanaraneto Ha ACE HHXHOMTOP e Bb3HHKHANO NPe3 BTOPUS TPHMECTDP Ha
BpemeHHOCTTa € NpenopLYMTEnHa YITPasBYKOBa NPOBepKa Ha 6bOpeunaTa Gynkuus M uepena,
BeGera, unuro matixy ca npremanu ACE unxuButopu Tpadea ga 6b0aT BAMMATENHO HAaBAI00aBAHH 33
XMNOTOHKS (BK. Touku 4.3 1 4.4).

Kupmene

O]"paHH‘-[f.‘HH cbapma}coxuﬂe'rw-mu JAAHHH C& NOKa3alnH MHOTO HHCKH KOHULUCHTpAlLIMH B KbpMaTa (B)K
Touka 5.2). Beopeku, ue Te3d KOHUEHTPALMH ca Ge3 KIMHUUHO 3HAUEHHE, HE CC NPENopbUBa
ninon3paneto Ha Enan tabneTku oT KbpMauki Ha npexaespeMenHo poaenn GedeTa, KakTo W npes
TBPBHUTEC HAKONKO CEAMHLM Ccnen PaXIJAHETO, NOPalH XHNOTCTHIHHH PHCK OT CbpPAEYHOCHEAOBH H
OpOpeuHy eeKTH H Thif KaTO HAMA AOCTATHHHO KIMHWUeH onuT. B ciyyal Ha no-ronemMu KbpMaueTa,
ynotpebata Ha Enan talieTku ot kbpMeLn Maiika MoKe 1a ce 0OMHCIIH, aKO TOBA EUEHHE ¢
KH3HEHO HEOOX0AMMO 33 MalikaTa, a I€TeTO ce HAbMOAARA 3 KAKBUTO W 1a GHII0 HEXKENaHH peakumH.

4.7 EdexTn Bbpxy cnocofHocTTa 32 modmpane 1 pabora ¢ MANINHK

[Tpn wodnpane unm pabora ¢ MalwuHH TPAOBA 1a ce MMa NpenBusl, Ye NOHAKOra MOraT a ce NOSBAT
3aMaiBaHE HIIH YMOpa.

4.8 HexenaHn Jexapersens peakiuuu

- MHhoro vectu (=1/10)

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

- Heuectn (=1/1 000 po <1/100)
- Peaku (21/10 000 no <1/1 000)
- Muoro penku (<1/10 000) ;
- C Heu3BecTHa YecTOTa (He MoXke 112 Gbe OLleHeHa OT HATHUHHTE naHHn)_ ’,

&
i

TabnuuHo NPEACTABAHE HA HEXKENAHM NIEKapCTBCHH PEaKuHH




MHoro Heern Heuecrn Perrn Muoro peakn | C
YecTH HEH3BECTHR
qECTOTA
Hapy- aHeMus, HEYTpONEHHS,
HICHUS BKMIOUHUTENHO | NOHHMIMKEHHE Ha
na aracTHUHa ¥ | XeMornobuHa,
Kpoenic XEMOJIMTHYHA | TIOHHMKEHHE Ha
u XeMaTOKpHTa,
AUMD- TPOMOOUMTO-
Hama neHus,
cucine- NOTHCKAHE HA
Ma KOCTHUA
MOTBK,
arpaHy/o0UHTO-
3a
MaHLUMTONEHH,
AuMGaneHo-
naTHs,
ABTOHMYHHH
3abonsBaHus
Endoxp CHHAPOM Ha
wHi U HeaJleKBaTHA
Hapy- CEKpELUa Ha
wieHusn aHTH-
ANypeTHUYeH
XOPMOH
(SIADH)
Hapyu XHNOTIIHKEMHS
eHUS HA (Bk. TOuka 4.4)
Mmemab
ORUIMA
u
Xpanewn
ento
Heuxuu genpecus | 0HbPKAHOCT, HeoOHYaHHN
HU Oe3CbHHeE, CbHHLIA,
HOAPYUIC HEepPBHOCT HapyLleHHs Ha
HUA CbHA
Hapyw | Buene Ha Inago- CBHIIHBOCT,
EHUA HA | CBAT Oonwe, napecTesus,
HepaHa CHHKOTI, BEPTHIO
ma npoMsHa
CHCmEM Ha BKycd
a
Hapyu: | zamwraeno
eHUS 1A | 3peHue
oYume
Hapyu WYM B YIIHTE
EHUs Hil
YXomo
u
AAOUpH
Hina
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Cupoey fonka B cwpuebuene,
HU rbpanTe, MHOKapIcH
Hapyie HapyWeHH | UHGDAPKT wiu
Hust 1 Ha MO3bYHOCHIOB
CbPAEHHH | HHLIMAenT*,
A PHTEM, BEPOATHO
aHruHa BCIICACTBHE Ha
NEKTOPHC | MpeKoMepHa
TAXHKap- | XHNOTOHMA
aus NPH BHCOKO
PHCKOBU
NAUKEHTH (BH.
Touka 4.4)
Cwoosu Xunoro- 3a4epBRBaHe CuHapom Ha
Hapyuie HHA Ha NHLETO, Pefivo
HUsH (BKNIOYHT | OPTOCTATHYHA
€/1HO XHMOTOHUA
OpPTOCTAaTH
YHa
XMIIOTOHH
1)
Pecnup | xkawnuna AHCITHER pHHOpeA, OenoapobHu
amop- BB3MIANEHO uHpUATpaTH
HU, repio H PUHMT,
PPeOHU Ape3raB rnac¢, | ajepruyen
u Oponxocna- ANBEOIUT/E031
Meoua- IbM/acT™Ma -HothHuHa
cmunail MHEBMOHUA
HY
Hapyute
Hst
Cmoma | rageHe JHapus HIeyce, CTOMATHT, YpeBeH
ULHO- KopeMHa NAHKPEeaTHT, adTo3HM A3BU, | aHrUOeneMm
upeaiin Gonka, NOBPBILGHE, [IOCHT
napyviie NpoMsiHa | AKCOENCHA,
HUst Ha BKYca | 3anek,
aHOpeKcHd,
CTOMALLIHH
pazapazHeHua,
CyxoTa B
yeTaTa,
NENTHYHA A3RA
Xenamo 4EepPHOAPOGHO
fuauap YBpekaaHe,
Hu xenaroueny-
napyute napeH WiH
HUA XONecTaTHueH
XCTaTur,
X€naTuT
BITHOUHTENHO
HEKpPO3a,
XonecTaza
{BKJIIOUHTENHO
B/ TEHKLA)
Hapyui 00pHB, U3NOTABAKE, epuTema
eunsl Ha CBpPbX- YPTHKApHs, MYATHOpME,




KoXeam YYBCTBHTE | Chitbe, ekeonaTH-
au JIHOCT/ anoneuus BEH JCPMATHT,
nodro aHrHeHe- TOKCH4YHA
HCHAM BpOTHYEH enuaepMania
mukan® OTOK; HEeKPOIU3a,
* AHTHOHE- CHHIPOM Ha
BPOTHYEH Stevens-
OTOK Ha Johnson,
JHLETO, nemguryc,
KpaiHM- EpUTpOAEPME
LuTE,
YCTHHTE,
e3MKa,
riaoTHea
WHuIH
NapHHKCa
(B3K. TOUKa
4.4)
Hapyu MYCKYJIHH
CHUA Ht Kpamnu
MYCKVA
HO~
cKenem
na
CUCHIEM
a,
CheONH
wneaHd
HIBKAH
u
KOCHIY
me
Hapmau O6bOpeuHo ONUrypHs
CHUA et YBpesKIaHe,
bwopey ObOpevHa
uie u HE1OCTATbY-
nuKou HOCT,
ume NPOTEHHYPHS
nemuily
a
Hapyu HMMNOTEHTHOCT | TMHEKOMACTHUSA
EHUR Her
penpoo
VKIIUGH
ama
cucmem
au
ewrpaant
a
Obwu | actenns yMmopa obuwo
napvute Hepasnono-
HUR U JKEHME, BHCOKE
ehermu TeMnepaTypa

Hda
MACTO
o Ho
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ApUIO

JHCEHUE

Hzcaeo XHNEPKat | NOBHLIABAHE NOBHLLICHUE Ha

eanus HeEMHA, Ha ypesTa B 4epHOAPOOHH-
1I0BH- KpbETa, TE CH3HMM,
LWABAHE H& | XMFIOHA- NMOBUIIIEHWE Ha
CEPYMHUS | TpHEMUS CepYMHHA
KpeaTH- SHnupyOHH,
HHH NOBHILEHWE HA

KpbBHATA yped,
MOBHIIIEHUE Ha
CEPYMHMSA
KPEaTHHHH

* YectoTa € cpaBHiMa ¢ Tazu npu n1aueGo M aKTHBHATA KOHTPO:IHA FPYNA 10 BPEME Ha KIMHUUYHHTE
NPOYUBAHMS.

** Mma cboOLeHHs 38 KOMILIEKC OT CHMITTOMH, KOUTO MOFaT 14 BKIKUBAT HAKOH WM BCHYKH OT
C/IEIHNTE CUMNTOMH: MOBMILICHA TEMNEPATYPa, CEPO3MHT, BACKYIHT, MUAIITHA/MHO3HT,
apTpanrus/apTput, nonoxurened ANA, noeuwena CYE, eosunopuius u neskoiumrosa. O6pus,
($OTOUYBCTRUTEAHOCT WK APYTH KOMKHU NIPOABH MOTaT 1a CE NOSABAT.

Chobulasane Ha NOAO3UPAHU HEKENAHN PEAKLIUU

CpoOLaBaHeTo Ha NOJ03MPaHH HEKENAHH PEAKLMK Clle]l Pa3pellaBane 3a ynotpeba Ha fekapeTBeHus
NPOAYKT € BaxHO. ToBa No3BoasBa Aa NPoabIKH HAOMOACHHETO HA CHOTHOWEHHETO NON3a/PHCK 3a
JEKAPCTBEHHA NMPOAYKT. OT MEIHIMHCKMTE CIELIMATTMCTH CE H3MCKBA 13 ChoOLIaBaT BCAKA
NOLO3HPAHA HEXKENaHa Peakilig ypes

M3neanuTenHa arenlns no gexapersara ya. Jamsu I'pyes” Ne §

1303 Codpus

Ten.: +35 928903417

yebeaiit: www.bda.bg

4.9 Ilpexosnpane

CuMnToMH

Hanuunu ca orpaHuuenn aaHHM 33 Npefo3vpade Npu Xopa. Haii-BaxKHUTE XapaKTEpPUCTHKM Ha
Npeno3upaHe ¢LoOIIaBaHH 10 MOMEHTA €a M3pa3eHa XUNOTOHHS, 3aII0UYBALLE OKONO LWECT Yaca chel
noriblAaHeTo Ha TabneTkHTe, eAHOBpeMeHHO ¢ 6NoKaaa Ha PEHMH-aHTHOTEH3HHOBATA CHCTEMA, W
crynop. CAMOTOMHTE, CBBLP3aHK ¢ npenosupade Ha ACE HHXMBUTOpHUTE MOTaT aa BKIOYAT
LUHPKY.IATOPEH LHOK, CIEKTPONUTHH HAPYWEHHA, 6LOpeuHa HeaocTaTEUHOCT, XHIICPREHTHIALNS,
TaXWKAPAHS, NANANTALNY, OpaiHKaPIHs, 2aMasHOCT, TPEROAKHOCT W KAULTUIA,

Mma cbolineHus 3a cepyMHM HUBa Ha eHananpuaat 100 - u 200 MbTH [0-BHCOKH, OTKOIKOTO
0bHKHOBEHO ce Habnionaea ciiesl TEPanesTHUHK A03W cnea npyeM Ha 300 mg u 440 mg exananpun,
CBHOTBETHO

IIpH Bb3HHKBAHE HA XMITOTOHMA TIAUMEHTHT TPIGBA 44 CE NOCTABH B ICTHAJIO NOJIOKEHHE, C r1aBa
BBPXY HUCKA Bb3rNABHHUA. Ako € Heobxoaumo, TpAGBa Na ce XopUrupa niamenns obem upes
giivBane Ha (,9% pasTBop Ha HATPHEB XJ0PHA. AKO € Bb3MOKHO, TpAOBa 1a ¢¢ OGMHCIIN NeYeHHE ©
WH(Y3HSA Ha AHTHOTEH3WH 1] W/HNKM MHTPABEHO3HO NPHUNOKEHHE HA KATEXONAMHHMU,

TopeacHne npy Npeao3HpaHe LN
B ciy4ait na nornbinane wa ronam 6poit Tabnerky ce npenopbuea cTOMawWHA 1S \%;ﬁﬁ X
CKOPOLUHO NOCBIAHE) W NPHIOKEHHE HA aKTHBMpaH BbrieH. Tpadsa Henpem,!‘ BOAN ,* :\

MOHHTOPHPAT apTEPHATHOTO HANAIAHE, AUILAHETO, CEPYMHUTE KOHLIEHTPALNy &jy eﬂTa, peamnnﬂa
H Ka/lis, KaKTO W AMYPe3aTa Ha NaUMeHTa, X MNOTOHUATA CE eKyBa upes vmd)yi R 0,9% pa:rrmg

Ha HanHeB XJ]OPHII
\;}T:f.‘l ||\l@\\’

""v-._.-‘




Tpu no-Tesxku ciyyau, enananpuiat Moxke Aa ce OTCTPAHH OT KPbBOOOPALIEHHETO UPE3 XEMOAHANH3a
(Bx. Touka 4.4). MocrapsHe Ha nedcMeliKbp € MOKaaHo Npu Yeroitunsa Hpanurapams.

5. DAPMAKOJIOTHYHHM CBORCTBA
5.1 DapMaKoaANHAMMYHA CBOJicTBA
®apmakoTepanesTHYHA [PYNAa; HHXUOGUTOPH Ha AHTHOTEH3MH-KOHBEPTUPALLHS €H3UM (CO9AAQ2).

MexaHnabm Ha feicTBHE

Emnazanpun e cnab HHXHOGUTOP Ha aHIHOTEH3MH-KOHBEPTHPALLKA eH3UM, B opraxuama Toi Gbp3o ce
METa00/IM3NPa 10 €HANANPKIAT, KOWTO € MOLIEH HHXHUOMTOP HA aHTHOTEH3WH-KOHBEPTHPALLHS €HIHM.
HMHXHOMPAHETO Ha AHTHOTEH3HH-KOHBEPTUPALLMS €H3UM BOH 10 HAMANEHHE HA KOHLIEHTPALIMHTE Ha
@HrMOTeH3HH [l, NOBHWIEHHE HA AKTHBHOCTTA Ha NJ1a3MEHWS PEHHH W HAMAJITRAHE HA CEKPELMATA Ha
anA0cTePOHa.,

DapMaKoAHHAMUYHY eQeKTH

AHTHXHIIEPTEHIUBHUTE M XEMOTMHAMUYHH e)eKTH Ha EHAN NpH NaLMeHTH ¢ NOBULLIEHO aPTEPHATHO
HANAraHe NpeIM3BHKRAT INIaTalHa HA PE3HCTEHTHHTE KPBBOHOCHH CH/IOBE H HaMaNEHHe Ha 0OLWOTO
nepu(epHO ChAPOTHRAEHHE, KOETO MOCTENEHHO BOIM 10 TIOHHKEHHE HA APTEPHAIHOTO HAJIATAHE.
Cwprevnara uecToTa M MHHYTHHAT 06eM OGHKHOBEHO OCTABAT HEMPOMEHEHH.

Tpy naimienTy ¢ XMNEPTOHUA CHANANPKA HAMANABA APTEPUHANIHOTO HansTaHe ¢ 15 1o 20% cnea 6 a0 8
vaca. JleiicTereTo Ha cHananpun oGMKHOBEHO IepcHCTHpa No 24 Yaca, KaTo M0 TO3M HAUUH NO3BOJSBA
NPHEM BEIHBLK WK 11BA NBTH HEBHO. PaBHOMEPEH TepanesTHYEH eeKT BBPXY apTEPHAIHOTO
HanAraHe ce JOCTHIa 3a HAKONKO CEAMMUM JevyeHHe. Chen NpeyCTaHOBABAHE HA TEUECHHETO C
€HaNanpui, apTePHANHOTO HANAraHE HE ce TOBUILABA HE3a0aBHO.

Ipy naumenTy cbe chpreuHa HeROCTATHLYHOCT, TAGNETKMUTE EHaN, KOUTO OBUKHOBEHO C& PUNAraT
€OHOBPEMEHHO € JIMIUTANNC W IHYPETHLIM, NON0OPIBaT XeMOAHHAMHKATA W MHXHEHpaT
HEBPOXOPMOHANHHTE eheKTH Ha AKTUBUPAHETO HA PCHKH-AHTMOTEH3UHOBATA cucTema. Eran
HaManaBa npeji- W CNeA-HaTOBAaPBAHETO, KATO N0 TO3M HAa4HH OOIEKYaBa KAMEPHTE, HaManABa
BEHTPWKYJIHATA XMNEPTPOQHUA H Pa3NPOCTPAHEHKETO HA KONATEHA M PEANa3Ba MHOKAPAHHTE KIETKH
OT yBpexkaare. [1opaan HamanaBaHe Ha ChpiEHHATA HECTOTA W OBJIeKYaBaHe Ha ChPLETO, TOMH
nonoldpsaea U KOPOHAPHATA XEMOIHHAMHKA, HAMAJIABA KOHCYMALIMATA HA KHC/IOPOZ OT MHOKAPAHHUTE
KIIETKH, KOETO AONBJIHUTENHO HAMAIABA YYBCTBHUTENHOCTTA HA ChPLUETO KbM MCXEMHYHH YRPEHAAHUS
¥ HAMA/IABa YeCTOTaTa Ha OIIACHW KAMEPHH apMTMHH. TepaneBTHUHUAT XeMOAMHAMHYEH ebeKT Ha
€Hananpui1 0bMKHOBEHO c¢ HabmoaBa 2 Haca Caed NPUIKEHHETO H epeHeTHpa go 12 vaca.
Makcumantust knuurues edext obukHobeno ce habmonasa cnen 2 10 4 ceamuun. Enananpun
OOMKHOBEHO Ce NPpUNara Ha 1Be AO3H NPH NALUMEHTH ChC ChPEHHA HEAOCTATLYHOCT M HOPMANHa
6nOpeuna gynxumsa. [poanmixkurennnre edekTh oT JieueHneto ¢ Enan TabaeTkn BKIOUBAT: 10-cnabo
M3pa3eHH CUMNTOMH Ha 3a00NABAHETO, NORHLIEHA NOHOCHMOCT TIPH HATOBAPRAHE, 110-MaNKa
HEOOX0/IMMOCT OT XOCTIMTaNIH3MpaHeE, NO-106PO KAYECTBO Ha KHMBOT H YIBIDKEHA NPEKHBAEMOCT.

Enan namanspa peHOBacKy/IapHaTa Pe3uCTEHTHOCT, 3acuiBa KPhBOTOKA Nipes Gubpewnmrte,
I/IOMEPYAHATA GUATPAUMA, EKCKPEUHATA HA HATPHEH W BOAA, 3aM1a3Ba Kanns, HAMANABA eKCKPeLMATa
Ha MPOTCHUHN K KYMYTTKPAHETO HAa MAKPOMONEKYNH B ME3aHIMYMa, KATO TAKa APEAOTBPATABAE
YBPEKIOAHETO HA ME3AHTHYMA H PA3BHTHETO Ha raomepynaockieposa. ITo To3u Hauun, TOH noaaspxka 1
nonodpasa 6pOpeunara c})ynkunﬂ H 3a0aB PAIBUTHETO HAa XPOHHUYHO NPOTPECHPALLLO 61; :

e
M‘Pa'“
AexapeTeoTo. Jlosara Ha Enan tpabea na ce Hamanu M na ce yBenW4H HHTepR {ii ,[L()’,?H‘}QEIHE
CC NPEnopbMBa HHTEPBAN HA A03HPAHE NO-IBABT 0T 24 uaca, 3alLoTO TOBA MOXK msr )ﬁyaeﬁle a0
3HAUNTEHA QUTYKTYaUHa B CEPYMHHTE KOHUEHTpaLMy Ha esananpua. [Ipu nauy wm Q Gbﬁpetma
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HELOCTATLYHOCT JO3MPAHETO TPAGBA Aa CC a/1anTHPa KbM HYXKAMTE Ha G0AHHA M KbM Ob0peunaTa
GyHKUMA (KNHPBHCA Ha KPEATHHUHA).

Caen muoxapaen unbapkr, EHan Hamansea Hekpo3aTa Ha MMOKapaa, 1oa06paBa MeTaboan3Ma u
HaMaJlgBa YECTOTATA Ha NOABA HA APHTMHUH €16l perepdy3Hs Ha MHOKap/a, HaMAIABA KaMepHaTa
XMNEPTPOQHS, PAsNPOCTPAHEHHETO HA KOTATEHA W IIPE1MAa3Ba MUOKAPAHHTE KNETKH OT YBpEskaHe.
¥Ynotpebara na eHananpun cielt MuokapeH HHAPKT MOKE [1a IPEAOTBPATH IEBOKAMEpHATA
ARCHYHKUMA ¥ NOABATA HA CHPASYHA HENOCTATLUHOCT. Enan okassa Gharonpuaten ediekt BbpXy
MOIBHHOTO KPbBOOOpallEeHHE NPH NaUMEHTH ¢ XMIIEPTOHUS H XPOHUYHO MO3LYHOCHA0BO 3abonasane.

Knunnuna edkachocT 1 HesonacHoct

JlBoiino GnoKHpaHe Ha CHCTEMATa PeHMH-AHTHOTEH3HH-a10cTepoH (RAAS)

ABe roneMy panaOMUINpPaHi KOHTPoMpalu npoyusanus — ONTARGET (ONgoing Telmisartan
Alone and in combination with Ramipril Global Endpoint Trial - Texyio rnofatso usnuteate 3a
KpaHHH TOUKH Ha TEIMHCAPTaH, CAMOCTOSTENIHO H B KOMOMHauus ¢ pamunpua) u VA NEPHRON-D
(Kannuyto npoyupaHe cabp3ano ¢ pazsuTHe Ha vedponaTus npyu AMabeT, NPOBEACHO OT
MHUHHCTEPCTBO NO BLIPOCHTE HA BETEPAHNTE) — Npoyurat yriotpebata Ha komGuHaumsTa ot ACE
MHXHOHUTODP M anrnoTtensun II-peuenropen Gaokep.

ONTARGET e npoyusane, npoBeaeHO NpH NAUKWEHTH ¢ aHAMHE3A 33 CHPASYHOCHIOBA HIH
MO3BUHOCHA0BA DONECT, WM 3axapeH HaleT THTT 2, npuapYKEHH C JaHHH 3a YBPEXKIAHE Ha
epexrophn oprann. VA NEPHRON-D e npoyusane npu naukenTH cbe 3axapen nuaber Twn 2 0
aunabeTHa HedponaTus,

Te3n npoyusanua ne NOKa3BAT 3HaUMM GRaronpuaTen edekT BLPXY GbOPeURUTE MU
CHPACHHOCHAOBHTE NOCACAHIH W CMBPTHOCT, KAaTO CHILEBPEMEHHO ca HAabII0IaBaHH TIOBUILIEH PHCK
OT XHNEPKANHEMHS, OCTPO YBPEXkKAaHe Ha ObOpeLnTe H/UNH XHNIOTOHHSA B CPABHEHHE C
MOROTEpanuaTa.KaTo ce MMaT npensui cxoaHUTe UM (apMaKOAMHAMHUHK CBOHCTBA, TE3U Pe3yaTaTH
ca npuaokumu M 3a Apyrd ACE unuxuburopn v anrnorensun Il-peuentopun Gnokepw.

ACE wHxubutopu 1 anrnotensiH Il-penentopuu 6nokepu cileloBaTenHo He TpsaGBa 1a ce U3NOI3BaT
CAHOBPEMEHHO TIPH NALMEHTH ¢ AHabeTHa HedponarTus.

ALTITUDE (Knusuuno npoyuBane NpoBeLeHO C AMMCKUPEH NIPU NALUKEHTH CLe 3aXapen auabeT Tvn
2 ¢ M3MOA3BANE Ha CLPIEYHOCHA0BH W GLOPEtiny 3a0019BaHNA KATO KpaliHK TOUKH) € npoyuBaHe,
NpeHA3HAYEHO Aa M3CiefIBa NoN3aTa oT 100aBAHETO Ha aNMCKHPEH KbM cTaHaapTHa Tepanua ¢ ACE
HHXHOUTOP unu aHrkoTenskH ll-peuentopeH 6nokep Npu NaUMEHTH cbe 3axapeH Anaber Tun 2 1
XpOHKUHO OLOpeuHo 3abonaBane, ChPASUHOCHAOBO 3a00NIABAHE WK 1 aBeTe. [IpoyuBaHeTo &
NPEKpaTEHO NpeA1eBPEMEHHO TIOPAAH NOBHILEH PHCK OT HebnaronpusTHu nocaeauun. Kakro
CHPACYHOCHAOBATA CMBPT, TAKA U HHCYATHLT CA NO-4YECTH B FPYIIATA Ha ANTHCKUPEH, OTKONKOTO B
rpynara Ha nnauebo, a MPeACTABIIABALLMTE HHTEPEC HEXKENAHM ChOMTHS M CEPHO3HH HEXKEIAHH
CHOMTHA (XMTIEpKaHeMIs, XUITOTOHUS U 6LOpeyHa AnchyHKIKA) ce CLOGLIABAT NO-HECTO B rpynara
Ha AJIMCKWUPEH, OTKOKOTO B rpynara Ha nnanedbo.

5.2 (dapmMaKkoOKHHETHYHH CBOHCTBa

Abcopbuns
Enananpna 6bp3o ce pesopbupa oT cToMawHO-upeBHus TPAKT. 60% OT sekapcTBOTO ce pezopbupa u

pe3opbumsTa He ce NoBMMABA OT XpaHaTa. MakCHMANHNTE CEPYMHH KOHLEHTPALMK e NOCTHANAT Chea
| wac; koHueHTpaunaTa GLP30 Hamansea chen 4 yaca; eNMMUHALKOHHUAT NOMYKHBOT B N1a3MaTa e 2
yaca.

buorpaHehopmaums e
P

Enananpun ce metabonuzupa B akTHBHOTO JIEKAPCTBEHO BEUIECTBO eHananpmgy/':{,’g
e

SRR,
MakcumaihnTe CepyMHH KOHLEHTpauMM Ha eHananpuiaT ce AOCTHraT RIZICN ~qaca-.
npunoxenneTo Ha Enan tabnetku. Cnen YeTHpH AHM Ha neueHue NONYKHBOT! éﬁﬁ/npéﬁpuna
€HAJIANPUA B eHaAnanpusar ce ctabunusupa Ha 11 uaca. l’{ % i i ;

Pasnpenenenue



Enananpun ce pasnpenens B nopeveTo TENECHH ThKaHH, NpeauMHo B Genaure apoBose, GuOpeuyTe M
KPLBOHOCHHTE CB/OBE, HO HAMA JaHHW 3a [IPEMMHABaHE B MO3bKa, KOraTo ce IIpusiara B
TepanesThunn 103k, TonykHBOTET Ha paznpepecsicHve Ha edananpun e 4 uaca. 50 ao 60% or
NEeKapcTBOTO C€ CBBLP3BA ChC CEPYMHHTE NPOTEHHH.

Enananpunar ne ce meraGonusupa u nourn B 100% ce enMMUHUpPa C YPUHUTS,

EnuMunMpaHe
Ekcxpeunsra e komBunauus ot romepyaHa Guntpauus v TyGynHa cexpelins. Bulpeunust kaupbHe
Ha exananpya ¥ edananpunar e 18 Vhu 8,1 a0 9,5 I/h, cvoTreTHO.

EHananpunar mMoxe fa ce OTCTPaHH OT KPbBOOOPAUICHHETO UPE3 XEMOAHANH3A UAM NIePHTOHEAIHA
Aananuza. KAHPEHCLT Ha eHananpunar npuw xemoadanusa € 38 a0 62 ml/min; cepymHuTe
KOHUEHTPAaUHK Ha €HANAnpUiIaT cied 4-9acoBa XeMOAMATK3a ¢e Hamansear ¢ 45 1o 57%.

bEnbpeuno yepexaate
Ennumunupaneto wa enananpunar ce 3aas npyw nauuedtd ¢ 6BOpeUHO yBpexaaHe; ropaaM TOBa,
A03UTE HA eHananpun Tpabea fa ce kopHrupar crnopea Gubpeunata Gyukuns (ex. Josuposka).

YepHoapoOHO yBpesiaHe

Ipu nawenTH ¢ 4epHOAPOOHA HEIOCTATBUHOCT METABOMIU3IMBT Ha EHANAMPHIT MO fia ce 3abaBHy.
(DapmakOKHHETHKaTa U hbapMaKOAHHAMHKATA HA €HANANPUAAT HE CE NPOMEHAT NPH ITALIHEHTH Che
CbpAevHA HEAOCTATLYHOCT HITH YepHOAPOOHa HEAOCTATHYHOCT.

Crapyecka pB3pacT

EnnmpunpaneTo na enananpuiat Moxe 1a ce 3a6aBH ChLLO W NIPH NALUHEHTH B HanpenHana BbIPacT,
HO TO € NPONOPUMOHANHO Ha KPeaTHHUHOBUA KITMpBHE. [Topaan TOBa naleHTHTe B cTapuecka
Bb3pacT TpAbBa fa NpueMaT NO-HUCKM A03M WK H03UpoBKaTa BA EHan Tpa6ea na ce KOpHrupa
Cnope KIMPBLHCA HA KpeaTHHHHA,

Jpyry cneldaiiy nonyaaumu

Cupoevia ReQOCmAIbaHOCH

lpy nauuenT ¢ue ChPACUHA HEAOCTATBYUHOCT, PE30POUMATA H METABOIMIMET HA eHANANPHA MOXKE 13
ca 3abapern. OBeMbT Ha pasnpenenenHe MOXe ChUIO [1a € HAMANEH W CIIMMUHHPAHETO Na ce 3a0aBH
nopanu eseHryanHo 66peuHo yepesxaate. [lopaay ToBa NAaLMEHTHTE CbC CHPASYHA HEAOCTATHUHOCT
TpsOBa Na Ce JEKYRAT ¢ IO-HUCKH HAYATHN 031 EHANANpHI.

Kuvpatene
Cnea eanoxparha nepopanta 1o3a 20 Mg NMpH MeT POAWIIKH, CPEAHOTO MUKCBO HUBO HA CHANATIPHN B
misakoTo e 1,7ug/L (o1 0,54 10 5,9 pg/L) na 4 10 6 yac cnes npHeMane Ha [O3aTa. CpeaHuTe NMKOBH
HHBA Ha eHananpunar ca 1,7ug/L (ot 1,2 no 2, 3ug/L); nukoee ce Habnioaaear B pazivyHo BpeMe
npe3 24-uacos nepuol. M3non3eaiiku NaHHKTE 3a MUKOBUTE CTOWHOCTH B MASKOTO, OUAKBAHWAT
MAKCHMAaAEH NPHEM CAMO NPH KbPMEHe HA HOBOPOAeHOTO GH MOrbh aa 6be oxono 0,16% no3arta Ha
maiikara crobpaseHa ¢ TerioTo #. XeHa, KOSTO € npuemana nepopaiHo enananpun 10mg oHEBHO B
Npoik/bkeHne Ha 11 mMecena nma NUMKOBH HWBa Ha eHananpHn B MAskoTo or 2 pg/L 4 vaca cnen npHeM
Ha 103aTa H ¥ NHKOBKW CTOHHOCTH Ha enanannpuaat 0,75 pg/L oxono 9 yaca caen npvem na nosara.
OB110TO KOAMYECTBO Ha €HANANPHI Y CHANANPHIAT H3MEPEHH B KbPMATa TI0 BpeMe Ha 24 uacosus
neproi ca cuoTBeTHO 1,44 up/l n 0,63 pg/L. CTOHHOCTHTE Ha eHaianprIIaT B KbPMaTa ¢a HE3Hay
ntentu (<0,2 pg/L) 4 yaca cnen exMHNYHA 1032 OT €HANANPHIT 5 ME NpH €Ha OT MaifkHTe U

10 mgnpH /iBe OT TAX; CTOMHOCTHTE HA EHANAIIPHII HE Ca OTIPEENaHHM,
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TOYHO noa cnomenartata 103a), 250 mg/kg npu mbuackn kyuera u 125 mg/kg npu seHcku kyyera,
Cnen unrpanepuToHeanHo npuAoKeHHe Ha enananpunat na rpusaun, LDs) e meskay 300 u

600 mg/kg: ciejt IOAKOKHO NPUIOKEeHHe, T8 ¢ Haa | g/kg, a cel MBTPaBEHO3HO NPHIOKEHHE €
okosio 900 mg/kg. Enananpuiat He € TOKCHUEH 3a MMLUIKM CJIe/l MHTPANEPUTOHEATHO H HHTPABEHO3HO
npunoxkenue. Croiinocture na LDs ca nan 7 g/kg u nan 2 ¢/kg, cvorsetho. LDs Ha eHananpuaar
NPH MTBXORE CIIC MHTPANEPUTOHEATHO W MHTPABCHO3HO NPUIOIKEHHE HE € HAITHIIHO OnNpeeneHa, Ho
¢ cHrypHo, ve T4 ¢ naa 600 mg/kg.

TokenkonornunuTe 13ceBaHNA TIOKA3BAT HHCKA TOKCHUHOCT HA €HAANPWA MaleaT A0pH 1 ciiel
MHOTOKPAaTHO NprioKeHe. Bhhpeku Tosa, npoabKHTETHOTO NPHIOKEHHE Ha BUCOKH 1031 MOKE J1a
Npen3BHKa NpoMeHn B ObOpeunata GyHKUNS W CTPYKTYpa. MHOOKPaTHOTO MHTPABEHO3HO M
HHTPaMYCKY.HO npunozkerne Ha Enan (Krka) niekunonen pasteop Cbilo He € Npe3BHKaio
CHCTEMHA TOKCHYHA AKTHBHOCT, CAMO THKAHHOTO YBPE#/IaHE HAa MACTOTO HA MHKEKTHPaHe
(KPBBOHOCHH CBIOBE, MYCKYJIH), B H3BECTHA CTENEH € NO-NPOSABEHO MPH JKHBOTHH, KOHTO MONYYABaT
CHAJIATIPHIIAT B CPaBHEHHUE C KOHTPOJHHUTE JKHBOTHH.

PenpoaykTuBHuTE M3CIeABAHNA TTOKA3BAT, He eHANANPHI HE NPEAN3BUKBA TepaTOreHHu edeKTH.
DeTOTOKCHYHN eheKTH Ha MITUTBAHOTO BELLECTBO ¢a OTGENS3aHU TP HAKOIKO BUIOBE KUBOTHH.

B wscnenasanns in vivo w in vitro, enananpun maneat u eHaaanpuaat He ca GUIH MyTareHHH.

Hsama nannu 3a CBCHTYAJICH KAHUEPOTr¢HEH E(IJCK’I' Ha JICKapCTBOTO.

6. DPAPMAUEBTHYHHW JAHHU

6.1 CHuebK HA NOMOLIHNUTE BelecTBA

2.5 mgu S mg rabnerku:

JAKTO3a MOHOXM/IpAT

XHAPOKCH nponuauenynosa (E463)
LapeBHYHO HHLLIECTE

HaTpueB XuaporeHkapboHar

Ttank (E553b)

marunesues creapar (E470b)

naxkrosa MOHOxPulpaT
hapesmmo HH1IeCTE
Harpuen XHUApOoreHkapboHar
TanK (E553b)
He3UeB creapaT (E470b)
g:aneseu okenj, depsen (E172)
enesen oken, kAt (E172) - camo B TabiieTKuIe OT T 20 mg

6.2 HecnbBvmecrumoceTn
Henpuiosxkumo

6.3 Cpok Ha rognocr
3 roauHu

6.4 Cuennaanm yc/10Bust HA ChXpaneHHe
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brucrepna onakoska (Al, OPA/AI/PVC doano): 20 taénetku ot 2,5 mg B KYTHS.
bawncrepha onakoska (Al, OPA/AI/PVC donno): 60 taGretkn or 2,5 mg B KyTus.
bnnctepia onakoska (Al, OPA/AI/PVC donno): 20 Tabnetkn oT 5 mg B KyTHs.

Bancrepna onakoska (Al, OPA/AI/PVC donuo): 30 tabnerku oT 5 mg B KYTHS.

bnucrepha onakoska (Al, OPA/AIPVC donwo): 60 tabrerku o 5 mg 8 KYTH3.

Bnuctepna onakoska (Al, OPA/APVC doano): 90 tabaetkn o1 5 mg B KyTus

banctepna onakoska (Al, OPA/AIPVC donno): 20 tabnetkn ot 10 mg B KYTHA,
bancrepia onakoeka (Al, OPA/AI/PVC donuo): 30 tabrericu ot 10 mg B kyTus.
biucrepra onakoska (Al, OPA/AI/PVC donuo): 60 tabnerku ot 10 mg 8 KYTHA.
bnncrepra onaxoska (Al, OPA/AIPVC doano): 90 tabnetku oT 10 mg B KyTHS.
baucrepha onakoska (Al, OPA/AI/PVC ¢onuo): 20 TabneTku ot 20 Mg B KyTHS,
bancrepua onaxorka (Al, OPA/AI/PVC ¢oano): 30 Tabnetkn ot 20 mg B KYTH.
bancrepra onakosxa (Al, OPA/AIUPVC donno): 60 Tabaerkn ot 20 mg B KYTHA.
bructepha onakoska (Al, OPA/AI/PVC donno): 90 Tabnetkm ot 20 mg B KYTHS,

0.6 CreuHanuy npeanasnyg MepKH nNpu HIXBBpARHE H paboTa

HsaMa cneunaiim M3ucKBaHus 38 H3XBbPIAHE.

7. ITPHTEXATEJ HA PA3PEHIEHHETO 3A YIIOTPEBA

KRKA, d.d., Novo mesto, Smarje§ka cesta 6, §501 Novo mesto, Cnosenus

8. HOMEP(A) HA PASPEIIEHHUETO 3A YIIOTPEBA

20000837
20000838
20000839
20000840

9 AATA HA TIbPBO PA3PEIIABAHE/TIOJJHOBSIBAHE HA PA3PEIBEHUETO 3A
YNIOTPEBA

Jara Ha rmbpBo paspetuasane: 29.05.2006r,
Hara na nocneano nonHopapare:31.08.2011r.

10. AATA HA AKTYAJU3UPAHE HA TEKCTA




