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1. AME HA JIEKAPCTBEHMS IIPO/AYKT
PERCARNIL 2 mg tablets
[IEPKAPHWII 2 mg tabnetku

PERCARNIL 4 mg tablets
[TEPKAPHWJI 4 mg tabnetku

2. KAUECTBEH U KOJIMMECTBEH ChCTAB

Percarnil 2 mg:

Besika TabneTka cpabpika 2 mg TpeT-OyTUIaMHHOB NepUBIONpHUI (perindopril tert-butylamine),
eKBHBAJICHTEH Ha 1.669 mg neprsIONTpHIL

[Tomoluuy BeinecTsa: 31.39 mg n1aKkT03a MOHOXHApAT.

Percarnil 4 mg;:

Besika TabieTka chIbpika 4 mg TpeT-CyTHIaMUHOB TiepuHIonpu (perindopril tert-butylamine),
ekBHBaJIeHTeH Ha 3.338 mg nepuHa0onpyI.

[Tomormur BemecTra: 62.78 mg 1aKkTo3a MOHOXHIPAT.

33 TBJIHUS CIINCHK HAa ITOMOIIHUTE BELIECTBa BIXK T. 6.1.

3. JEKAPCTBEHA ®OPMA
TabmeTku

Percarnil 2 mg: 6enu, XpBbIiid, OMKOHBEKCHH TabJIETKY, [IaJKU OT ABETE CTPaHM.

Percarnil 4 mg: 6enu, poABATOBATH TAONETKH, C ACTUTETHA YEPTa OT ABETC CTPAHHU K IPpaBUpaH
Hagouc ‘PP’ oT enHaTa ¢rpaHa u ‘4’ OT Ipyrarta,

4. KINHAYHA TAHHU
4.1. TepaneBTHYHH [IOKAZAHNA

XUNepTOHUS
JleueHHue HA XUINIEPTOHMS.

ChplacyHa HENMOCTATBYHOCT
Jleuerue HA CUMIITOMATHYHA CHPAESHHATE HEAOCTATHYHOCT,

Crabunna dopma Ha KOpoHapHa 00JIECT Ha ChPUETO
Hamarnerne Ha pHUCKa OT ChHPACYHO-CHIOBY MHLMIACHTH MIPH ITALMEHTH C IIPEKUBIH MHOKAPICH

UHOQAPKT WIIH PEBACKyIapH3anusl.

4.2. lozupoBpKa H HAYHH HA NPHJIGKEHNE

[Tperoppusa ce Percarnil fa ce niprieMa BEIHBX THEBHO, CYTPHH HA ITIATHO.

Jlo3aTa Tps6sa Ia ce MHAMBHAYATU3UPA CHIOPEN CHCTOSHHETO Ha nauueHTa (Bx. 4.4 Crnenuansy
MpeAyNPEKACHIS U CHCIUATHA MPE/Ta3sHH MEPKH NP yrioTpeOa) U MOBIUABAHETO HA KPBBHOTO

HAJIAI'aHC.

XHANEPTOHUS x
Percarnil Moxe pa c¢e npuiara CcaMOCTOATEHO HIA B KOM6HH&L[HR c J:[pym rpynﬂ
AHTUXUIIEPTCH3NBHH MCIUKAMCHTH. é; SR -
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[IpemopbuuTeIHATA HAYATHA 1038 € 4 mg, mpHeTa €THOKPaTHO THEBHO CYTPHUH.

[Ipy malMedTH C BHCOKa AaKTHBHOCT Ha CHCTEMara peHHH-aHrHOTeH:mH—aJImCTepoH
(KOHKPETHO, pPEHOBa3alHa XUNEPTOHMA, HapyLICHM:A Ha BOLHO-CONEBMA Dananc W/HIH
meXUIpaTarys, ¢hpaeuHa NeKOMIEHCAlUa WK TEXKKa XUIIEPTOHUA) CJIENl TIpHEMa Ha MbpBata
103a MOYKE J1a ce HabmoaBa pA3Ko HOHMIKABaHEe HA KPHBHOTO HAJIATAHE. [Ipu TaxuBa nanyeHTH
ce mperophuBa RawalHa 1033 OT 2 mg, KaTo HAYATHHTC €TAllM Hd nedeHmnero TpsAOBa Ja ce
M3BBPINBAT 110/ MEJUIHHCKHA KOHTPOJL.

Cllell eIHOMECEUHO JIeUeHHRe 103aTa MOXeE ia Ce yBEJIMYH I0 8 Mg BEIHEK IHEBHO.

Cnen HauanoTo Ha Tepanusta ¢ Percarnil Moxe fa ce MOABH CHEMIITOMATHHEA XUIIOTOHUA; TOBA €
MO-BEPOSTHO TpY TALMEHTH, KOMTO HPHEMAT YCUHOPEIHO IMYPETHIH. [lo Tasu mpuurHA CE€
npernopbyBa IpM TAX JICHEHHWETO Oa C¢ M3BbpIiBa C IOBUUICHO BHUMAHKE, Thil KaTO Takusa
MallHEeRTH MOTAT a MMaT HapylIeHus Ha BOJIHO-COJIeBHs OajlaHC W/WANH OEXUApaTay,

AKO € BB3MOXHO, AMYPETHYHOTO JiedeHHe TpsadBa ha ce CIpe 2-3 [HW TOpenyd Ha4yanoTo Ha
reparusta ¢ Percarnil (Bx. 4.4 Cnennainy NpeIynpeorONCHIs # CIIENMANTHY NpeArTa3Hy MEPKH
pu ynorpeoda).

[Ipyt XANEPTOHWIHN, IPH KOUTO € HEBB3MOXKHO CIHPAHE HA IUYpETUKE, TepanusTa ¢ Percarnil
TpaGBa Ja 3alo4He € 033 OT 2 mg. Tps6Ba na ce koHTponupar ObOpevHara GyHKUHS H
cepyMHHTE CTOMHOCTH Ha xanus. CJICH TOBa 103aTa Ha Percamil Tpsfsa 1a ¢¢ KOpUTHPa CTIOPCL
HOB/IMSBAHETO HA KPHBHOTO HAAraHe. AKO € HEOOXOQMMO, AYPETHHUHATA TCPAILA MOXe A3 ce
OIHOBH,

[lpy mauMeHTV B HampeaHana Bh3PacT JICUCHHETO TpaOBa Nia 3amo4He ¢ 103a 0T 2 mg, KOsTO
MOCTENEeHHO MOXke fa OBIe yBeIHMYeHa 10 4 mg Clel ¢AWH MECEH 1 /10 8§ mg B MOCNENCTBUE, aKO
e HeoGXOMIMO 1 B 3aBUCHMOCT 0T 6bOpeuHaTa QyHKIMS (B. TabnuuaTa no-gomny).

CuMIITOMATHYHA ChpAeHHa HEAOCTATEIHOCT

[IpenopbuBa ce Percarnil, 1o IIPHHIMII IIPATIAraK YCITOPETHO ¢ HE3aIbpKall KalNuH JUyPeTHK
/UM IACOKCHH w/uiu Gera-0nokep, 1a Objle Ha3HayaBaH IOA CTPOT MEMMUMHCEN KOHTPOJ, C
NPenopBYMTENHA HaYarHa J03a OT 2 mg, mpreMaHa CyTpHH. la3h f03a MOXC Jia CC YBEITUYH C
2 mg clel Nepuol, He No-KpaTbK OT 7 cenMHUM, 10 4 mg BEAHBXK AHEBHO, aKO C€ TOJICpHpA
nobpe. Jozata Tpabea ma ce KOpHUrupa Ha GazaTa Ha KIMHWYHOTO TIOBIMABaHC Ha OTHCIHHA
[AAEHT.

[Tpu TexKa CHpACYHA HEAOCTATHYHOCT U IIPH JPYIH NalMeHTH, 34 KOUTO C& CMATa, Y€ PHCKBT €
BUCOK (IIallHeHTH ¢ yBpeAcHa OBLOpedHa GYHKIUA M TEHICHUHMA 32 SNCKTPOIUTHN HapyLICHHA,
[MAlEeHTH, JeKYBAHU €IHOBPEMCHHO C THYPETHIH W/VTH BasOIMIIATATOPH ), JIEUEHHETO TpsOBa
7a ce 3arousa IpY BHUMATEICH KOHTPOJI (BK. 4.4 Crienuansy Npeaynpexiaenus 1 CIeinalhy
NpeATa3sHA MEPKH NIpH yIOTPe6a).

[Ipy DauMeHTH, U3TOKEHU HA BHCOK PUCK OT CUMIITOMATHYHA XUIIOTOHMSA, HaNp. NAUHCHTH C
HapyIIEH BOIHO-CONEBH OanaHC C HITH Ge3 XHTIOHATPHEMHS, TIALMEHTH C XHIOBOJIEMHA HIIH
DArMEHTH, TOAJOXEHY HAa MacCHBHA NHypeTHdHA Tepalui, TE3H CRCTORHMA TpaOBa nAa ce
KOPHTUPAT, aKO € BE3MOXHO, IPEAM JICICHUCTO € Percarnil. Tps6sa peaoBHO Aa Ce NPOCICAABAT
cTOMHOCTHTE Ha KpHBHOTO Halsrase, 6bOpeuHara QYHKIMA ¥ CePYMHHUS KalWi, KAaKTO IPEIH
HAYaJOTO, Taka M IO BpeMe Ha JIEYCHHCTO C Percarnil (Bx. 4.4 Cnenuanuy HpeXympeXACHUA 1
[peIa3Hid MEPKY IpH yIoTpeda).

Crabmma opMa Ha KopoHapHa GoecT Ha ChPHETO |

[IpenoppunTesiHaTa JHEBHA 1034 © 4 mg BeJHDXK JHEBHO B IPOABJDKCHUE HA 2 cegMulid, KaTo
T4 MO3e 1a Obe yBenu4eHa 1o § mg BEAHBX JHEBHO, B 3aBUCHMOCT O1 GrOpeuHaTa QyHKINSE H
NpY [ONOXKEHHE, Y€ 103aTa 0T 4 Mg C& NOHACH nobpe. L

[Tpu nauweHTH B HaupeIHana Bh3PacT, Percarnil TpsOBa Aa ¢e npHeMa B H03a° 2. Mg BEIHBAK
JHEBHO B IIPOAB/DKCHME Ha eIHA CeaMHLa, CIeH TOBd 4 mg BeOHBX JHEBHO 'a,uﬁa‘"-ceﬂmﬁna}\

Ipe/TH yBEMIaBaHe Ha J03aTa 0 8 mg BEAMEXK AHCBHO, B 3aBUCHMOCT OT Gr6pedraTa QyHKIAS
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(8 Tabnuua 1 "Kopekuus Ha n03aTa Py HapylieHa Op0peyHa dyuxuus™). Jo3lara Tpadpa na ce
yBETMYaBa, CaMO aKo IPEAVITHATA [I0-HUCKA 1033 CC NIOHACA nobpe.

Koperxyusa na dozama npu napyuena 6vopeyna GyrKyus
[Ipu mauweHTH ¢ HapymeHa 0s0pe Ha QYHKIMA 103aTa Tpa6sa ga ce cro0pasy ¢ MOCOYCHHTE B
TabuLaTa no-goJly CTOAHOCTH Ha KPEaTUHUHOBUA KIHPBHHC.

Ta6nuna 1: Kopekius sa go3ara npu yspenexna 0x0peqna QyHKIUS

KpeatyH#HOB KIHPBHC (ml/min) IPEIOPBYNTENHE 1032

Cler > 60 4 mg THEBHO

30 < Cler <60 2 mg JHEBHO

15 < Cler <30 2 mg npe3 OEH
[TaumesTH Ha XeMouanm3a™

Cler < 15 | 2 mg B ICHA 3a AHaAN13a

* [UaMM3HUAT KIMPLHC Ha nepungonpunar e 70 ml/min. ITaLMeRT# Ha XeMOAHanu3a TpAOBa a npueMar
no3arta cijlel IIPOReXKIaHe Ha AHaJIH3aTa.

Kopexyus Ha d03ama npu 4epHOOpOOHYU YEPeICOGHUA
[Tpit DanMeHTH ¢ 9ePHOAPOOHN YBPEXKAAHHA HE CE Halara KOPCKIHA ga mo3ara (BkK. 4.4 v 5.2)

Ynompeba npu deya
He ca mpaBeHn H3CICABAHAS Ha CYHKACHOCTTA U Ge30macEOCTTA Ha H3noa3BaHeTo pH jena. 1o
Ta3H PUYUHA, HE CE IPeNopbysa U3N0/3BaHE HA TO3U MPOAYKT P ACLA.

4.3, IIpoTuBONOKA3AHUS

. CBPBXIYBCTBHTE/IHOCT KBM TMEPHHIOTPAIN, KBM HAKOC OT MOMOIHHUTE BCIUECTBA HA
MPOAYKTa WIH KBM IpYTH ACE-HHXHOHTOPH.

. AHaMHe3a 33 AHTHOHEBPOTMYECH €IeM, HOJyueH NpPH NPEeAxOoxpama Tepaniti ¢ ACE-
HHXHOUTOPHU.

. BponeH Wiy HA¥ONIATHYCH aHTHOCAEM.

. BTOpH ¥ TPETH TPAMECTBP Ha OPEMCHHOCTTA (8. 4.6 BpeMEHHOCT H KbpMeEHE).

4.4, CnnenpaJIHi NpeXynpexIeHRs npenﬁamﬂ MepKH NpH ynorpeda

Crabmma GopMa Ha KopoHapHa 00ecT Ha ChPLETO

AXO fpe3 PR Mecell OT JIEYCHUETO C NEPUHAONPII Bh3HUKHE CHMIITOMATHKA Ha HeCTAaOM/IHA
auryHa nekropuc (6e3 3Hayenye OT TEXeCTTa), TpsAOBa Aa ¢ H3BBLPLIK BHAMATE/IHA OLICHKA Ha
CBLOTHOLIEHUETO 110/138/PUCK IIPEAH IEYSHHETO J1a OBAe MPOIBIKCHO.

XHUNQOTOHUSA

CHMIITOMATHYHA XMIIOTOHHS ce HaOmomaBa psIKO [pH MAUMCHTH C XHIIEPTOHHA 6e3
YCITOXHEHHS M € TIO-BEPOSTHO ja ¢ TIOSBU NpPH JIEXMIPATHPAHW NALMCHTH, HALP. nopaau
TMYpeTHYHA TEpArvs, OTPAHUHuCH NPHeM Ha TPamesHa COJl, AWATH3a, AHapis wid MOBpPBIIAHE,

WA KOWTO CTPAiaT OT TeXKA PeHuH-3aBUCHMa xuneproHms (K. 4.5 JlexapcTsenu 1 Apyri
pramMoneiicTs 1 4.8 Heskenann TekapCTBEHH peakiun). IIpy MamuerTy Cb¢ CHMITTOMATHHRA
ChbpAEYHA HEJOCTATHYHOCT, CHC HIIH 6e3 npuapyxkapama 0bpOpedHa HENOCTaThYHOCT, © Ouia

a6 TFONABAHA CHMIITOMATHYHA XHMIOTOHWA. TOBa € HaH-BEPOSTHO 1A Ce HabmiofaBa IpH
QalMeHTH ¢ OO-HAMPEZHANA CTEleH HA ChpAEYHATa HEQOCTATHUHOCT, KATO [pHdHHA OT
H3TION3BAHETO HA BHCOKH [HO3H OPUMKOBH MMYPETHIH, XHIIOHATPHEMHA WA . HApymiena |
6u6peuna (yHkuus. [Ipy ManuedTd C MOBHINEH PHUCK OT PA3BUIAC HA CHMITOMATIYHA " "\
XUITOTOHMS, TPs6Ba J1a ce M3BBPIIBA CTPOT KOHTPOJ MO BpEME Ha HadalHaTa Ha/fepatiad W TpH' . .
kopurdpaHe Ha nosute (BX. 4.2 Jl03MpOBKA M HAYMH HA MPHJIOMKEHUE i 4.8 Hexenann @ .
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neKapcTBeHH peakiuu). ChiumTe CHOOpaKeHHs Baxar 3a MAlMEHTH € MCXCMUHHA bonect Ha
CHPUETO MM MO3BYHO-CHIOBA 0ONECT, MPH KOMTO MPEKOMEPHOTO TMOHIKABAHC Ha KPBBHOTO
yanarane 64 MOLIIO [a UMa 3a Pe3yJTaT MH(papKT Ha MUOKApAa WK MO3bHHO-CHA0B NHUK/CHT.
[Ipy TosABABaHe Ha XHIOTOHUS, MAUMEHTHT TPSOBA Xa C& MOCTaBH B JETHANO ITONOXKEHHE TO
peb H, ako € HeobXOauMOo, TpAOBa a ce IIPHIIOKH MHTPABEHO3HO rHY3UA 0T PU3NOJIOTHYCH
pasTBop. ENHA NpEXofHa XMIOTCH3WBHA PEAKIMA HC € MPOTHBONOKAIAHHC 34 NO-HATATHIIHO
jJeyeHue ¢ OPOAYKTa, YHHTO MpHeM OOHKHOBEHO MOXE Ja IIPOILBLIDKHU bes mpobnemu ciel
TOBHINaBaHe Ha KPBBHOTO HAJIATAHE, BCICICTBHE Ha YBEINICHHA obeM,

[Ipy HAKOH IALMEHTH ChC 3aCTOHHA ChPAEYHA HENOCTATHUHOCT, KOMTO HMMAT HOPMA&JIHO HUJIH
HECKO KpBBHO HansraHe, BCIEACTBHC Ha ymorpebara Ha Percarnil, MoXxe [a c¢ IIOABH
NOOBIHUTENHO NOHMXKABAHE Ha CHCTEMHOTO KPBBHO HaJLAlaHC. Tora e odaxkBaH e(exT H
06HKHOBEHO He Npe/CTaBlIsBa OCHOBaHHE 33 NpeKpaTsBaHe Ha JICHCHACIO. AXO XHIMOTOHHATA
mpepacHe B CUMIITOMATHYHA TaKaBa, MOXE Ja €C¢ HATOXH HaMaJIsIBaHe Ha [OO3aTa MM
npekpaTsBane Ha npueMa Ha Percarnil.

CTeHo03a Ha A0PTHATA M MATPAIHATA KIana/XueprpoduyHa KapauoMiOoTaTii

Kakto u apyrate ACE-wHXHOHTOPH, [EPHHIOMPHI TpsOBa Ja ce Tpwjara ¢ BHUMAHHE IIpH
QAUMEeHTH ¢ MUTPAIHA KIalHa CTeHo3a B oOCTpyKUUs Ha M3XORHUS KPHBOTOK Ha Jiiba Kamepa,
KATO a0PTHA CTEHO3d WK XHUIIEPTPOPHIHA KapMMOMHOTIATHA.

Hapyineta 656peuna G YHKINS

B cnywaute Ha HapyiieHa 6bOpeuHa QyHKuKA (KpeaTAHHHOB KIMPBHC <60 ml/min), HayanHara
032 HA TIEPUHIOTPHNT TpAOBA Aa ¢€ KOPUTHpA B 3aBHCHMOCT OT KPCaTHHHHOBHS KITHPBHC HA
namvedTa (BX. Tabnuna 1 B 1. 4.2. JI03UpOBKa 4 HAYMH Ha IPIICMKEHHE) H B 3aBUCHMOCT OT
OTroBOpa Ha TNalUWEHTa CIpPAMO JICICHHUETO. HeobxomuMo € PYTHHHO HpocieasBaHe Ha
CTOHHOCTHTE HA Kanuil ¥ KpeaTHHWH NPH T€3H NallHeHTH (BX. T. 4.8. Hexenadu nexapCTBEHU
PEAKIIHH). |

[Ipy NandeHTH ChC CUMIOTOMATHYHA ChPACUHA HENOCTATHUHOCT, XHOOTOHUSA CAeA HAYaloTo Ha
negyernero ¢ ACE-uHXUGHTOPH MOXe Aa IOBElE [0 MO-HATATHUIHO yBPEXIIAHE Ha OnpOpeyHara
byaxuua. B TakuBa ciydad € [Q0KIajaBaHa OcCTpa OpOpeuHa HeA0CTaThYHOCT, OOUKHOBEHO
obparuma.

[Ipy HAKOM NALUEHTA ¢ ABYCTPaHHA CTEHO3a Ha OpOpeuHaTa apTepHa HAW CbC CTEHO3a Ha
e/IMHCTBeH OBOpex, KOWTO ca JIEKYBaHH C ACE-uuaxuburtop, ca HaOmoxaBaHW IOBHIICHH
cepyMHa ypes ¥ KpeaTHHMH, OOHKHOBEHO 06paTUMO CAel NPEKPATABaHe Ha JIECUCHHETO. ToBa e
0cOBEHO BEPOATHO MPH MANHEHTH ¢ OBOpedHa HENOCTATBIHOCT. AKO € HaJuli¢ ¥ pEHO-Ba3AIHA
XMIEPTOHHS, CHILECTBYBA IOBHILEH PUCK OT TEXKa XMIIOTOHMA H OnOpeuHa HEAOCTATHHHOCT.
[Tpy Te3u DAalMEeHTH JIEUYCHUETO TpAOBa Oa 3alo4Ba MMOA MEIHUIHHCKO HaOmroneHHe, ¢ HHCKHU
1031 1 BHUMATETHO THTpHpaHe Ha fo3aTa. ThH KaTo JEUCHHETO ¢ NHyPETHLH MOXGC na Opae
ponprHacsnl $akTop 3a HU3NOKEHOTO IO-TOPE, TO Tps6Ba ga Obae crpaHO M OBOpewHaTa
byuxia ga Oboe mon HaOmioJeHMe NOo Bpeme Ha [HPBATC ceAMUHH OT JIEYEHHETO C
NMEePUHIOTPHIL.

Hskoy XHIEPTOHHMLHE € HENpOsABEHA CHINCCTBYBAId 6n0peuna cpaOBa OOJIECT ca pa3BUIIM
yBENHUECHHE Ha CEPYMHHTE KPEATHHHH U yped, 06HKHOBEHO ¢abo B MPeXoaHo, 0CODCHO KOraTo
MEepHHAONPUN € IpHNaran ¢ AHYPETHK. ToBa € HO-BEPOATHO A HACTBHAM NPH NANUEHTH ChO
chinecTRyBamo Gwbpeuno 3abosgpaHe. Moxe ma ce HaIOKH gaMajsBafe Ha jo3ara H/Wim
OPEKBCBAHE Ha NMypPEeTHYHOTO edeHNe i/HH Ha [IEPUEIOTIPHIL

[TaniyeHTH HA XeMOIHATH3a
[Ipy MauMeHTH, JMATHIHPaH] C MeMOPaHH ¢ BUCOKA MPOITYCKIMBOCT H CIHOBPEMELHO. AEKYBaHY

¢ ACE-maxuburop, ce choOmaBa 3a BR3HHKBAHE Ha aHA(HIAKTOHMIHH peakime. FIpH Takuea .
NallMeHTH TPAOBA fa ce 06CHhAM Bh3MOMHOCTTA 3a U3NON3BAHE Ha APYT THUI nuanusna meMBpaHa:. -
MM HA aHTHXHIEPTEH3WBEH MEIMKaMeHT OT APYT Kjac. | S TS




brOpeyHa TpaHCIIAaHTAINA
Hstma HAaTpyTmaH ONUT OTHOCHO IPHIAraBeTO Ha Percarnil mpd TALMEHTH ¢ H3BBPLICHA Onbpeuna
TPaHCIUIAHTALHS.

CBpBXYYBCTBHTETHOCT/ ABTUOEIEM

ANruoeneM Ha JIMLETO, KpaliHuuTe, YCTHUTE, €34Ka, IIOTHCA W/MNH JapHHKCa ca HabdNoNaBatu
TpH TAlMEHTH, JICKYBaHH ¢ ACE-puxufuropH, B TOBA YHCJIO H ¢ TICPAHIOTIPHIIL. To# Moxe aa
AL3HHKHE [0 BCAKO BpeMe Ha JiedeHuero. B Tesu ciayuad JNeHCHHCTO CC peyCTaHOBABA U CE€
npunara MOAXojadIna Teparus H HabmoIeRdEe 10 OT3ByuYaBaHe Ha CHMITOMMTC. B cryuaute,
KOTATO OTOKBT CE OrPAHMYH HA JIULETO W YCTHUTE, ChCTOAHHETO NO OpMHLMI C& OBa/Ba Oe3
JeyeHHe, Makap ue 3a oOnekyaBaHe Ha CUMITOMATE ¢ [IOJIE3HO TIPUNara’HeTo Ha
AHTHUXUCTAMMHOBHY JEKApCTBEHY MPOIAYKTH.

AHTHOENEM, CBBP34H ¢ OTOK Ha JJApHHKCA MOXKE 714 HMa dbaranes W3X0MA. B ciryqanTe, MpH KOUTO
UMa AHTAKHpAHe Ha e3KKa, TIOTUCA WM IAPHHKCE, KOCTO © BEPOATHO [a NPH4MHH 0OCTPYKLLMS
Ha IHXAaTETHUTE THTHINA, He3abaBHO TpaOBa [a ce 3allo4He CICIIHO JICUCHHC. To Moxe na
BKITIOYBA IIpHJiaraHe Ha aJpeHANMH WMy TONNbpXKAaHE HA DPOXOAMMOCT HA BBIAYIIHMIC
TRTHING. 1lanMeHTHT ¢¢ IOCTaBd Ha CTPOr MCIHIHHCKH KOHTPON JIO NBIHOTO M TPAHHO
OT3BYUYaBaHe Ha CHMITOMHTC.

VEXMGATOPUTE HA AHTHOTEH3WH-KOHBEPTHPAIIHs CHINM pUUMHSBAT AHFHOEHEM € MO-TOJLIMA
4ecTOTa TIPH YEPHOKOKH NALHECHTH, OTKOJIKOTO MPH HEYEPHOKOXH TaKHBA.

[laliMEHTH ¢ aHaMHe3a 3a aHrMOEAEM, HECBBP3ah € repanuata ¢ ACE-HHXUOHTOP, MOXKE Ad ¢4
3TI0YKeH¥ Ha TIOBHIIEH PHCK OT aHrMOeIeM B Ipoleca Ha PAEMaHe Ha ACE-unxuburopa (BX.
4.3 [IpoTHBOYIOKA3AHNUA).

AnadurakTonIHA PeaKIHH ITPH ahepesa Ha JHIIONPOTEHHH ¢ HACKA ITHTHOCT (1L.DL)

Panko rpu MalnueHTH, NEKYBaHH € ACE-uuxubutopy, Ipu IPOBEKIAHE Ha LDL (low density
lipoproteins) adepeza ¢ [CKCTpaH cyndar, MoraT ja BB3HHUKHAT XHBOTO3ACTpaIaBalIA
anadUIaKTOMAHY peaxuuy. 1e3u peakiy ca GUIH U3BACBAHK YPE3 BPEMEHHO NPEKPATABAHE Hd
repanmaTa ¢ ACE-uuxubuTOpa npein BeaKa adepesa.

Jecencubuanzanus

[Ipn manueHTM, NONY4aBally ACE-{HXU6HTODY [0 BpeMme Ha AeceH3nbunnsupalia Tepaiii
(sarp. hymenoptera venoni), MOrar Ja ¢¢ NOABAT agaQUIaKTOUIHH PEAKIAN. Tesn peakinH
Morar na ObpaaT u3bernaty, KaTo Tepalniia ¢ ACE-pEXubUTOpH BpEMEHHO Cce IIPEKpaTH, HO Te
MOraT TOBTODHO Ja C¢ MOABAT NpH HEBHMMATCIHO, IPEXACBPEMEHHO TMOHOBABAHC HA

JSHCHHUCTO.

YepronpobHa HEAOCTATHYHOCT

Psaxo, [IPUTOKEHUETO HA ACE-MHXUOUTOPY CE acolMUpa CbC CHHAPOM, HHATO IbPBOHAYANHA
3gBa € XOJIeCTaTHyHa >KBITEHHWIa W TporpecHpa no ¢yrIMUHAHTHA HEKpo3a H (TTOHSAKOTA)
harateH m3X0H. MexaHU3MBT Ha TO3M CHHIPOM € nescen. [latmenture, kouto npueMar ACE-
yHXUOUTOPH Y MpH KOHTO C€ HaGFONABa OKBNTEHALA WM M3pA3seHO [MOKAHBAHC HA
YSpHOAPOOHHTE CH3UMM, Tpsa6Ba Aa IpeKpaTAT [puHeMa Ha ACE-uuxuburopa B aa Obaar
IIPOCIICIEHH OT JieKap.

HGYTPOHBHHH/EI_@H_YJIOIIHTDSaf’I]){}MGOLLHTOHEHHﬂ/aHE:MHﬂ

liMa cBhOOIEHMS 3a HEyTpONEeHHs/arpaHyjonnTo3a, TpoMOOLMTONEHH. W aHCMH# IIpHU
narvierTH, noyyuasamy ACE-HEXHOATOPH. [Tpu mamuenTH ¢ HOpMayHa OuOpeana HYHKIAA U

6e3 ApYrH YCIOXHEHHWs, HEeyTpONCHMA CC yabmonapa panxo. llepruBRaonpul TpabBa. Ja ce
RITO3RA M3KITIOUMTENHO BHHMATENHO IMpH TAlHeHTH, cTpaldalld ot CUCTEMHEH ;",'K:C},Ha‘f‘eﬁijﬁﬁ; )
MPOBEXAALIN HEUCHHE C KMYHOCYIIPECHBHU cpeAcTBa, ATOIMYpPHHO KN npomﬂﬂamm,mn npn
xOMOMHHpaHe Ha Te3W YCIOKHIBAIIH daxropn, ocofeHO NpH HATHINC HA -CHIACCTBYBAID
yBpexane Ha 6p6peunara Qysxuus. Haxon OT Tesd NAlMEHTH pa3BUBAT cepuoshu MHPEeKIHA, &




KOUTO B MATHK OPOLIEHT HE C€ ITOBIUABAT OT HHTC3VBHA agTUOrOTHUHA Tepanud. llopany ToBa,
aXO TIEPHHIONPHN CE MPHUJIara Ha TaKUBa MAIACHTH, ¢ HEOGX0/MMM TEPHOIMUYEH KOHTPOJI Ha Opos
ua EeBKOLUTHTE, KaTo maimuentute Tpsabsa Aa ObAaT MHCTPYKTUPAHH A4 cb0oO11aBaT 3@ BCCKU
MpU3HaK Ha HHPEKUNS.

Pacopa NpUHAIAEHKHOCT

UepHOKOXKHTE MAIIHEHTH Ca ¢ TO-BUCOK PHCK OT paspATHE Ha aprroeneM npH nedenne ¢ ACE-
HEXUOUTOPH B CPaBHEHHE C HEYEPHOKOXH.

Kaxto u mpyrare ACE-MAXuOuTOpH, NEPHHRONPHI MOXKE Ad 6pae mo-cnabo €PEKTHBEH IO
OTHOMICHHE Ha AHTHXUIEPTCH3UBHHUA CH e(pEeKT MPH YEPHOKOMM MAIUCHTH B CpAaBHEHUE C He-
yepHOKOKH. 10Ba BEPOATHO €& NBIDKH Ha baxTa, de B TOMyJIAUKATa Ha HEPHOKOKIIC
XUMEPTOHUIH € [0-TOJAM IPOLEHTHT Ha HUCKO pEHHHOBHIC ALIMEHTH.

Karuuiia

Mma cboBIMEHHs 3a KanuTHila, CBhp3aHa C JICUCHHETO C ACE-unxubutopy. XapakTepHO 32
KAIUTMLATA €, Y€ TS € HEerpoAyKTUBHA, MPOABIKMTENHA 1 U3UE3BA CACIL [IpeyCTaHOBABAHC HA
neuenmero. Tepamusara ¢ ACE-uHxuOuTOpH TpabBa BHHArH fAa C€ Hma TpeaBAd B
nudepernuaniaTa I4ario3a Ha Kaluiuara.

Xupyprug/aHeCcTe3 ]

R1.aMOKHA € [0ABATa Ha XHIOTOHMS NPH NAlHeHTH, [OATeHKAIlE Ha XUPYPruyHy HHTEPBEHIHH
U JIeKyBaHU C ICPHHAOIIPHIL Topa ce Ibpix# Ha OMoKEpaHe Ha BTOPHHHOTO obpasyBaHe Ha
aurpotTeH3uH 11 B OTTOBOP Ha KOMIEHCATOPHOTO ocROGOMIABAHE Ha PEHUH 110 BpeMe Ha FONEMH
XAPYPIUYHH ONCpalHK y/HIM TPOBEXIAHETO Ha aHeCTesWd ¢ MEIMKaMEHTH KOWTO Morar J1a
NpeaU3BUKAT XUIOTOHHA. [Tpu HacTBIIMIA XHNOTOHMS [O TO3H MEeXaHH3bBM TH MOXE Ja C€
KOpHTHpa ¢ YBEINIaBaHC Ha obema.

XunepKkanueMus
[Tpx yacT OT NAUHEHTUTE C XUNEPTOHU, JEKyBaHU C ACE-uHXHOUTOpH MOXE Ja Bb3HHUKHE

xurepkaMeMus. PrckoBHTe (AaxTOpH 3a PasBUTHC HA XUTIepKaTUeMusl BKITIOYBAT onOpeuna
HeLOCTATHUHOCT, HenoOpe KOHTPOJAMUPAH 3axapeH maber, eNHOBpEMEHHA yrioTpeda Ha KaJIKi-
ChXpAHSBALlH MyPCTHIH, KaiueBd TPOAYKIH WA KATaH-ChIBDKAINA 3aMECTHTCIH Ha
FOTBApPCKa COJ, MIIM [pUeM HA MEAUKAMEHT! fIpeIM3BHKBALA NOBULIABAHE Ha CEPYMEMA KaJlui
(HaTp. XeTapuH). AKO ¢IHOBPCMCHHHA IIpHEM Ha TOPHWTE JIEKAPCTBEHA MPOLYKTH ¢ IpHUeMe 3a
TOIXONAII ¥ HeobXxoauM, HEOOXOMUMO € TIPOBEKAAHETO He nepUOAUYEH KOHTPOI HA CEPYyMHHA
KaJTHH,

NuabeTunu

[Ip¥ naLMeHTH, KOUTO MPOBEHIAT NEICHHC C MepOpATHA aHTHAHAOCTHY CPEACTBA HITH HHCYTHE,
TpsabBa Aa Cce OCbIUECTBABA PEAOBEH INIHKCMUHCH KOHTPOJ [0 BpeMe Ha NbpBUA MECCLL OT
negeruero ¢ ACE-UEXHOUTOD.

JIMTUi
EnHoBpeMeHHOTO NMPUTIOKCHHUE Ha AT ¥ TTEPHHAONPIIT 110 TPHHIMIT HE C€ TPCTIOPRHBd (BXK.
1. 4.5 JlexapcTBeHy U ApyIrd B3aUMOEHCTBH).

Kanuii-cCbXpaHaBalli IHYPETHIA, KAJIHCBY 100ABKH WIH KATHA-CHABLPKAIIN 3aMECTHTENIN Ha
TpaTesHa cojl

[To npuHuMO HE <€ OpenopbyuBa KOMOHWHHpaHE HA NepUHJAOHPHUA W KAIHE-ChXpaHsiBallli
IUYPETHIIH, KaIUCBH 706aBX¥ UIH ChIAbPIKaIIH kAUl 3aMeCTUTEIIH Ha Tpare3Ha COl (K. 4.5
JlexapCTBEHU U APYTH B3aMMOJIEHCTBHS).

bpeMeHHOCT e, T
Tepamua ¢ ACE-uuxuburopn HE Tps6Ba Oa ce 3aloyBa NO. BpeME Ha 6]35@}11100’::—;11;3}1

HAIHEHTKHTE, IPH KOWTO MPOIBIDKABAHE Ha 3aMOYHATOTO ICICHHUE ACE-nuxufutop ceomaTas |



14 HATOXUTENHO, € HeoOxoguMmo, Ipd NUIAHHPAHE HAa 6peMEHHOCT JHa ¢€ CMEHH
AHTHXUIIEPTEH3MBHATa TEpanusi C aNTepHATHBHA, ¢ YCTaHOBCH mpodun Ha 0€30MacHOCT IO
BpeMe Ha OpeMEHHOCT. AKO Cé yCTaHOBH OpeMEeHHOCT, JISYSHHUETO C ACE-uaxubuTOpH TpadBa
Na ce peycTaHOBY He3a0aBHO, W aKO € MOIXOIAMO fia CE 3alI0THE aITepPHATHBHO JTeUeHHe (BIK

T. 4.3 n 4.6).

JlakTOo3a
[lopagu Hanuuue Ha [AKTO3a, TO3U IEKAPCTBEH IPOXYKT HE TpabBa Ja ce M3I0N3BA IIPH
MAHCHTH ¢ BPOJCHA raNaKTO3¢MHuA, [TIIOKO3Ha HIIH rajjakTo3Ha MamgadcopOLnd WU JIAKTA3CH

nedHUUT.

4.5. BzaumogeficTBYe ¢ APYTH JAeKaPCTBeHH NPOAYKTH B ApYrd dopMu HA B3AUMOAEHCTBHE

JuypeTHny

[Tpn maumeHTH, IPHEMAA HYPETHIH, ocoBeHo TAKHBa C AEXMAPATAIUA W/HIH BOAHO-CONCBY
HapylleHus, MOXe a ce HalmoJasa NPEKOMEPHO [OHMIKABaHE HA KPBHBHOTO HanAraHe Ciek
nauanoTo Ha TepanusTa ¢ ACE-nHXnOuTOpH. BEpOATHOCTTA OT XUHOTEH3NBIH €)EKTH MOXE 1a
ce peAyLMpa ype3 CIMpaHe Ha AMYPETHKA, YBEIUYABAHC Ha ofema WiIW MpUeMa Ha COJl IpelH
HAYATIOTO HA TepanysaTa ¢ HACKH ¥ HApacTBAllX O3 NIEPHHIOIPHIL.

Kanuepd HOGABKHM, KARUM-CHXpAHABAINE JMYPETHLM MM 3aMECTHTCIM Ha roTBapcKara CoJl,
CHLIOBDKAITH KaJIHH

Bhnpeky, Ye CepyMHHAT Kalui OBMKHOBEHO OCTABA B HOPMANHM TPaHMIIH, XHIICPKAJIHCMUSL
MOYKE Ja € YCTAaHOBH TIpH HAKOM TMAallMCHTH. K aniii-ChXpansBaliy IHypeTHid  (Hatp.
COMPOHONAKTOH, TPHAMTEPEH WIN aMuJIOpH), Kanweute N00aBKM WY CBIBPHKAIIUIC KAJTHH
saMeCTHTEIH Ha TOTBApCKaTa CONl MOTAT Aa JOBCAAT 10 3HAYHUMO yBENTMYABAHE HA CTOMHOCTHTE
Ha cepyMHus kanui. Ilo Tasy mpavdHa, KOMOMHMPAHETO Ha NEPHHAONPUI ¢ rOpenocoqCHUIC
MeIRKAaMEHTH He Ce TIperophyBa (BX. 4,4). AXO eQHOBpEMEHHATA yriorpeda € moKasaHa, mopain
HagBeHa XMIIOKaIMeMus, Te TpsadBa [a Ce U3HOJI3BAT ¢ MOBHMIICHO BHAMAHUE U IPH 4YECTO
IpoCneAsBaHe Ha CTOMHOCTHTE Ha CEPYMHIA KaTHH.

JIATHN |

MMa chobrenns 3a o6paTuMo [TOKayBaHe Ha CepyMHATa KajlicBd KOHIIEHTpaLra U TOKCHIHOCT
110 BpeMe Ha €QHOBPEMEHHOTO pAIOKEHNEe Ha JIMTHH U ACE-urxubutopH. EAHOBPEMEHHOTO
IpUIOIKEHHE C THA3UAHRY AMYypeTHIA MOYE 2 YBEIHYM PHCKa OT JUTHEBa HHTOKCUKANA U d
YCHJIHM [IOBHINEHATA OT A CE-waXUOHTOPHTE JINTHEBA TOKCHTHOCT. Vnotpefara Ha DCPHHACIIPHI
eAHOBPEMEHHO C JMTUH HE C€ mpenopbiba. AKO BCE NaK KOMOMHUPAHETO MM C€ NPUEME 34
HeoGXOIMMO, TPAOBA a Ce H3BHPIIBA BHHMATEIHO NIPOCIICAABAHE Ha CEpYMHHATE HHBA HA JTHTHA.
(Bux T. 4.4). |

HecTepouAHE TPOTHBORBIMAIHTE/HH CPEICTBA (HIIBC). BKIL. aueTHICAHIIAIOBA KNCETHHA

>3 g/meH

[IppeMaHeTo Ha HECTCPOUIHH IPOTHBOBB3MATUTEIHE  CPeACTBA  MOXC ] HaMamH
AHTUXWIEPTEH3UBHUA €(PEKT Ha ACE-uuxubutopure. B AONBIHCHUE, HCIIBC u ACE-
HHXHOMTOPUTE VIMAT alUTHBEH e(eKT 33 MOBHIIABAHE Ha cepyMHHS KaJHH ¥ MoraTt [a JoBeaatT
1o BioIaBaHe Ha OpOpeuHara QyHKIEA. O6UKHOBEHO Te3H ehexTH ca oOpaTUMU. PAIKO MOXKe
ma ce mosBH ocTpa OpOpedHa HEXOCTATHIHOCT, ocobeHo Tpy TAIHEHTH ¢ KOMIIPOMETHPaHa
6BOpeuHa PyHKUMs, KATO HATPAMEp O-Bb3PACcTHH K NeXUApaTAPAHH MALUEHTH.

AHTHXHICPTEH3UBHA CPEACTBA H BA3ONUNATATODH
EHOBPEMEHHOTO U3MION3BaHe Ha TE3Y CPEACTBA MOXKE /a yBeIHYH XUIOTEH3UBHUTE eQeKTH Ha
epHAAOTPHI. EIHOBPEMEHHOTO NIPHIOKCHHAE ¢ HHUTPOTIHLEPHH ¥ ApYTH HATPATH WK BPYTH
BA30IMIATATOPY MOXKE JOIBIHUTENHO Jia IOHMKY KPBBHOTO HAJIATAHE. Sax e T

[lepopanHi aHTHANAOETHYIHH MEJIMKAMEHTH ¥ MHCYJINT
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EouaeMuonorHuHK MOpPOy4YBaHUS YCTAHOBABAT, Y& €JHOBPEMCHHATA ynotpeba Ha ACE-
HEXMOWTOPH W AHTHAMAOCTHYHM NPOAYKTH (MHCYNMH, TNEPOpaHH XHMOTITAKEMI3APALITH
cpencTBa) MOXeE 1 Mpe/M3BHKA ITOHIKABAHE HA KPHBHATA 3aXap U PUCK OF XHIOITIMKEMHS.
To3m edeKT € 0-BepOSTHO 4 C& pPa3BHE NPe3 MHPBATE CCAMHIH Ha KOMOMHHPAHOTO JICYEHHUE U
IpH nanyuedTy ¢ 0p0peuHo yBpeXuane.

AIeTH] caJHIIANIOBa KHCEMMHA, TpoMOo UM, DeTa-0rokepn. HITPATH
[lepuHIONpHI MOXE Ja Ce H3I0I3Ba ©JHOBPEMCHHO C ALIETWICAIHIIMIOBA KHCEIIHHA,
TpoMBomuTHLY, OeTa-6I0KepH W/HIH HATPATH.

TpUIHKIUYHH AHTHEIPECAHTH/aH THICHXOTHIM/AHEeCTETUIIH
EAHOBPEMEHHOTO HM3MIOI3BaHE HA HAKOW QHECTETHYHHM JIEKAapCTBCHU IHIPOLYKIH, TPULUKIRYIHY
AHTHUJCIIPECAHTH ¥ AHTHIICHXOTHHH ¢ ACE-uaxuburopy MOXe Ja HMa 3a pesylTar
NOIBIHUTENIHO HAMAIBAHE Ha KPHBHOTO HajLAraHe (BXK. 4.4).

CuMIaTHKOMHUMETHIH
CUMIATHKOMUMETHIMTE MOFaT [a HaMmaliT aHTUXMICPTCH3HBHUAT epext Ha ACE-

WHXAOUTOPUTE.

371410

ViMa csoBmeHrs 3a TOSBATa Ha HATPATO MOJ00HH peaKuy (CHMITTOMH Ha Ba30/IUIATalis, KdTO
jauepBsiBaHE, rajieHe, 3aMaiiBaHe H XUIIOTOHHA, KOMTO MOral Ja GboaT 40CTa TEXKH) chnel
HHKEKTUPAHE HA 37IaTHH MPOMYKTH (HAIp. HATPHCB aypoTHOMaiar). [e3n CHMITOMHM Ca Ounu
[1Q-4ECTH HPH TIAITMEHTH, TPOBEXIAIIH JICHCHAC C ACE-unaxnfuTopH.

4.6, bpemeHHOCT H KbpMeEHE

bpeMeHHOCT

Vuorpebara nHa ACE-mnxuburopr HE C€ MpEOphHBa  Ipes MBPBUS  TPUMECTBP HA
6peMeHHOCTTa. YIloTpedaTa Ha ACE-HuXubKTOPH IO BpEME HA BTOPUA ¥ TPETUA TPUMECTHP HA
GpeMeHHOCTTa € IPOTHBOIIOKA3aHa.

ENUIeMHEOIOrHYHUTE AAHHM OTHOCHO TE€PATOre¢HHMA PHCK BCIICACTBUC npunoxesre Ha ACE-
MHXUOHTOPH TI0 BpeEME Ha IBPBHA TPUMCECTBDP HA 6peMeHHOCTTa HE ¢a YOeAMTETHHN, HO BCC IAK
He MOXKE [1a Ce M3KJIIOYM U3BECTHO NMOBHIIEHHE Ha TO3H PHUCK. [Tpu mallHEHTKUTE, NPH KOUTO
MPOIB/DKABaHE Ha 3aMOYHATOTO JIEHCHHE C ACE-uaxu0urop ce cMATa 3a HAJOXHTEIHO ©
HeoOXOMMMO, IPU IUIaHMpade HA OpeMEHHOCT Aa ce CMEHH aHTHXUIEPTCH3UBHATA TEpanKi C
alTEpHATUBHA, C YCTAHOBEH MPOQHT HA 6e30IIacHOCT O BpeMe Ha OpEMEHHOCT. AKO CC
yCTAHOBY OPEMEHHOCT, ACHEHHETO € ACE-paxubutop Tpabsa ja ce npeyCcraHoBy He3a0aBHO U
aKo € MOAXONSINO Ja ce 3aloyHe aNTePHATUBHO JICHCHHE

[Tpunoxenrero Ha ACE-uHXMOMTOpY IO BpEME Ha BTOPDHA M TpEeTHA TPHUMECTHp Ha
GpeMeHHOCTTa € CBBP3aHO C YBPOXAAHE Ha INOAd (momwxena OnOpedra (YHKIHS,
OJIMFOXHUIPAMHHOH, XHMIOIUIA3Hd Ha 4eperma) M HOBOPOACHOTO (OpOpeyna HEAOCTATBHHHOCT,
XHIIOTOHUS, XUTIEPKATHEMHUS).

AKO ce YCTaHOBHM EKCITO3MIHUA Ha ACE-uHxubUTOPH OT HA4anoTO Ha BTOPHA TPUMECTHEDP HA
GpEMEHHOCTTA, € HPEMOPBYATENHO YATPa3ByKOBO H3CIICABAHE 34 npocueassane Ha ObOpedHaTa
bOYHKLHM B 4epena. |

HosoponeHn, 9HUTO MaWK{ ca TIpHEMAalH ACE-pmxnburopn, TpsaOBa CTPUKTHO Ha OBIaaT
NIpOC/IEAABAHM 3a [T0SIBA HA XHUIIOTOHKA.

KepMeHe

He e F3BECTHO AATH TIEPHEIONPWS ¢ EKCKPETAUPa B MAHIMHOTO MJIAKO NPH XOPd. [Topam TeBa

ynorpe6aTa Ha HEPUHIONPUI IO BpeMe Ha XbpPMEHE HE CC IIPCIOphHBa. . -



4.7. EdexTH BHPXY clI0cOGHOCTTA 32 modupane U padoTa ¢ MAHIHHH
I[Tpu mogupane u paboTa ¢ MamWHA, TPsOBa Ja Ce B3EME NOX BHAMAHHC BB3MOXHOCTTA 38

N0sBa Ha OTIAAHAJIOCT H 3aMaiBaHe.

4.8. Hesxe1aHH JIEKAPCTBEHH PEAKIUHN

CieIHATE HEXEIaHH Peakiuy ca HabofaBaHy ¥ OTHCAHM B XOJa Ha JICYCHAC C [ICPHHAOIIDII
cBLC CHOTBETHATA YecToTa: MHoro yecTu (>1/10), uectu (=1/100 no <1/10), neqectu (=1/1 000 no
<1/100), pemxn (>1/10 000 mo <1/1 000), mHoTO peaku (<1/ 10 000), c HEH3BECTHA YeCTOTa (HE
MoXe 1a Obe YCTAHOBEHA OT HATHYHUTE JaHHH)

Hcuxuunu napyuieHus.
HeuecTn: pazctpoiicTBa HA HACTPOCHUETO HIIH CHHAL.

Hapyuwienus na neperama cucmema.
Yecrw: m1aBobonne, 3aMagHOCT, CBETOBBPTEK, TAPECTCIHH.
Muoro peaxu: 0ObpKaHOCT.

Hapyuienus Ha ovume:
UecTH: 3pUTENHY HApYLIEeHUA.

Hapyuienus Ha yxomo u 1a0upurma.
YecTH: 1IyM B YUIMTE,

Copoeuno-cb008U RAPYULEHUA.

YecTH: XMIIOTOHHA ¥ eDEeKTH, CBBP3aHH C XUIIOTOHHKATA.

MHOro penKu: apHIMHs, aHI¥Ha IIEeKTOPHUC, MUOKapIeH uHGAPKT WIH MO3bYHO-CHIOB
UHITHACHT, BEPOSTHO BTOPHYHO, TOPAJH H3pa3eHa XUIIOTORMS IPH BUCOKOPHCKORH MAlMEHTH,

Pecnupamopniu, 2pbOHU U MEOUACMUHANIY HAPYULENHUA.
UecTH: KaOLIKIa, JACITHEA.

HeuyecTH: OPOHXOCHIA3bM.

MHOT0 peIKH: €03HHOQUIIHA THEBMOHHSA, PHHHT,

CmoMauiHo-4peeriu HapYuLeHusL.

UecTH: rafeue, oBphilaHe, KopeMHa 00Ka, AUCTICICH, Iuapr, KOHCTHIIALHA.
HewecTH: cyxora B yctarta.

MHOI0 peaKu: NaHKPEaTHT.

Xenamo-6uruaprit Hapywenus:
MHOro peJKH: NIHTOIMTHYEH WM XONEeCTATHYCH XCIIaTHT.

Hapyuienus Ha KOXCama U ROOKOXCHAMA MbKAK.

Yectu: 06puB, ChpOEK.

HeuecTH: aHTHOHEBPOTHUEH OTOK Ha JHLETO, KpafHAUWTE, YCTHWTE, C3MKa, [IOTHCA H/UJTH
JlapUHKCa, YPTHUKAPHUS.

MHOTO peiKH: epuTeMa MyITHHOPME.

Hapyuenus na MCKyano-cKeaemnama CUCTema u CHEQUNUMETNAMA MBKAN.
UecTH: MYCKYJIHH KpaMIIH.

Hapywenus na 6vb6peyume u NUKOHHUME RoMuiya.
Heuectu: HapyiieHa 6bOpeuHa QyHKIMA. s
MHoro penku: ocTpa 6b0petHa HeXOCTaThIHOCT. DT

L

Hapywienus Ha 6b3NPOUIBOOUMEHAMA CUCTHEMA U aupoama. i
HevecTyt: UMITOTEHTHOCT.



Ob6wu napyuienusa u eexmu 11a MACMOMO HA NPUAOXCENUE:
YecTH: acTeHHA,
HeuecTu: usnorsaBate.

Hapywienus: KA Kpoéma u JUM@PHAMa cucmema.

TTolHIKABAHE HA XEMOTIOOHHA U XeMATOKPUTa, TPOMOOLMTONEHUA, NeBKONEHUS/HEYTPOIIEHHA U
cliyyad Ha arpaHyJoLUTO3a WK TAHUHTONCHUS Ca GiaE HaOfomaBaHu MHOro psiuko. MHOTO
psAKo ca 6uaM choOIaBaHu Cliyyau Ha XeMOJHTH'YHA aHEMUA ITPY TAllMeHTH ¢ BpOJeH Oe(HIHUT
HA [TIOK030-0~dochaT AeXHIporeHasara.

Hzcneosanua:

MOTaT 4a ce MOSBAT MOBUUaBAHE Ha CTONHOCTHTE HA KPbBHATA ypes W IIa3MeHHA KPEATHHHHA,
xunepkanuemus (obpatiMa ClIeX TPEKbCBaHE Ha mpueMa), OCoO0€HO UpH HAIHIMETO Ha
OBOpeuHa HEeAOCTATBYHOCT, TEXKa ChpPACUHA HEAOCTATHUHOCT H PEHOBA3aJIH& XHUIICPTOHUA.
Panko ce cpobmasa 3a TOBHMIICHH CTOWHOCTH Ha qepHOAPOOHHTE CH3AMH H CCPYMHHA
OrTUpyORH.

Knunuunu npoyuearus

[Io BpeMe Ha MEepHOJA HA PAHAOMU3MpaHE Ha [NalHCHTHIC B npoyusanero EUROPA, ca
NPOCIICAIBAHH CaMO CEPHO3HHMTE HEXCIaH! cp6uTUs. HAKONKO MalHeHTH ca WMaJl CEpHO3HH
qeseany CoOuTHsS: cboTBetHO 16 (0.3%) oT 6 122 manuenTH, IOy4asany NEpHRACTIPUIL, K 12
(0.2%) ot 6107, nonyyapaiy wranebo. B rpynata Ha MalUCHTHIC, [OJy4YaBaIy MEPHHIOMPHIL.
XUOOTOHUS € Habaroaasasa npyd 6 nanueHT, aHrHoCACM IIPH 3 MalMEHTH H BHe3aNeH ChpPACUEH
apect npy 1 mamuent. TloBeue mauHeHTH ca OTHalHAM OT IpOyUBaHETO MOpaxd KallIHula,
YWTIOTORMS WM HEIOHOCHMOCT, B IPYNaTta, JIEKyBaHH ¢ NEPUHIONPHIL, OTKOJIKOTO B rpyInara,
nexyBanu ¢ mwianeto, 6% (n = 366) cripaMo CBOTBETHO 2.1% (n = 129).

4.9, llpenoznpane

UMa oTpapMUYEeHH NaHHH OTHOCHO IIPENO3HPAHETO IIPH XOpa. CHMIOTOMHTE Ha Npefo3UpaHe ¢
ACE-uHXu6GUTODH MOrar jJa BKJFOYBAT XHNIOTOHHH, LHPKYJdTOPCH IOK, CICKTPOJIMTHH
HapylueHus, ObOpedHa HEZOCTATBYHOCT, XHICPBCHTHIALIMA, TaXUKapaus, NaalnuTaluH,
OpamuxapIus, 3aMariBaHe, HeCIOKOUCTBO, KalTHIIA.

[IpenopbUMTENHOTO JeYeHHe IIpH TIPefO3HpaHe BKI/IIOHBA uHdy3npaHe Ha CTaHIApTEH
dbu3nonoruyueH pasTBOp. AKO ¢€ yCTaHOBHM XHMIMOTOHMA, MANMEHTHT TpAOBa Na ¢¢ TIOCTABU: B
HerHANO0 MONOYKeHde. Tepamus ¢ MH(Y3Hs Ha aHrHoTeH3uH 1l W/UIM BEHO3HM KaTEXOJaMMHY,
CBLIMO MOJKe Ia Oble W3MoI3Bata. [lepHAIOTIPHI MOXKE [a Ce CITMMHHHPA HPes XeMOIHnaJii3a, Ho
He upe3 BHCOKONPOIYCKIHBH  IOMHaKpUITHUTPHIHH memMOpanu. [lpy Hajnuuyhe Ha
MEIMKAMEHTO3HO pE3MCTeHTHa Opanukapius ¢ MOIXOAAMO [NOCTABAHCTO Ha BpPEMEHEH
pacemaker. HeoOxoauMm ¢ IOCTOAHEH KOHTPON1 Ha BUTAJHUTE I[TOKa3arejd, CEPYMHHTC
eJCKTPOTUTH H KpeaTHHHUHA. |

5. PAPMAKOJIOTAYHN CBONCTBA
5.1. ®apMaKOAHHAMHYHH CBOHCTBA

ATC kox C 09 AA 04
[lepyHIONpPH/ € UHXUOWTOp HA €H3UMA, KOMTO KOHBEPTHpA agruoTen3ud | B aurnoreHzud il

(aHI'HOTEH3WH KOHBEPTHpAIl CH3HM, ACE). KousepTHpamusT CH3MM, WM KAHA3E,
NpeNCTABIABA EK30NENTHAA3a, KOATO [103BONABA KOHBEPCHMA  HA aHrMOTeH3WH | BbB
BA30KOHCTPHKTOPa aHTHOTEH3UH I, KakTo M OTroBapAll 34 pasrpaxxJIaneTo Ha Ba3OMHIaTaTopa
OpafuKUHKH JO HEAKTUBEH XCKTANCHTHA. L e

NxaGumumsra Ha ACE WMa 32 pesyiITaT PeAyKUHs Ha aHTHOTeH3HH 11 B miagmara, KOETO BOLH

[0 yBEIHYeHa MNa3sMeHA PEeHHWHOBA aKTUBHOCT (upe3 MHXUOHLIHS Ha em@gﬁjﬂaﬁm;'Q:ﬁpaﬁga:

Bpb3Ka 3a 0CBOOOX/IapaHe Ha PEHHH) ¥ HaMajeHa CEKpeHHd Ha annoctepol./ Tl karo ACE
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MHAKTHBUpA OpaJuKHHUHA, HEroBaTa MEXVGHIMS MM 32 Pe3ylITaT NOBUINABAHE Ha AaKTHBHOCTIA
Ha [HAPKYJIHPALIMTE U JIOKATHE KaJHKPECHH-KHHHHOBH cucTeMH (M 10 TO3W HA4YUH CBIIO TaKa
AKTHBHPAHe HAa IPOCTarjlaHMHOBaTa cicTeMa). BB3MOXKHO € TO3M MEXaHU3BM 1 AOOpUHACS 32
MOHM)KABAIIOTO KPBBHOTO Hajmgrade HEHCTBAC Ha ACE-uaxubutopute M OTHAaCTH Ja €
OTrOBOpEH 38 TEXHHTE CTPAHUHH edexTH (Hap. KAIJIHIA).

[Tepuraonprn AEHCTBA YPE3 CBOA AKTHBCH MeTaGONAT epURAONpUIaT. JIpyruTe MeTabOoIHTH
ne nokassar uaxubuuus Ha ACE akTHBHOCTTA HH BHTDPO.

XUIIepPTOHNS

[lepuHmonpwi € AKTHBEH MPU BCHUKH CTCNCHH Ha XUIEpPTOHHA: JeKa, yMmepeHa, TCKKa,
HaGIONaBa ce MOHIKABAHe HA CTOFHOCTATE HAa CHCTOMHOTO U IMACTOMHOTO KPBBHO HANATAHE,
KAKTO B JIETHAJIO MOJIOXKEHHE IO IPHO, TaKa U B U3IIPABCHO ONOXKEHUE,

[TepwHAOTIPHIT HAMATIABA nepudepHOTO CHIOBO CHIIPOTHBICHHE, KOCTO BOMH [0 MOHWXABAHE HA
KpPBHBHOTO Hajarade. Beneactsne Ha TOBa C6 yBeaHuaBa nepupepHua KpbBOTOK, Ge3 edeKT
BBPXY ChpleyHaTa JeCTOTa.

Karo mnpaBwio c¢e yBeIH4aBa GBLOPEUHHAT KPBBOTOK, JOKATO CKOPOCTTA Ha T[JIOMEpY/Ha
dunrpauus (CI'®) 0OnKHOBEHO 0CTABA HEIIPOMEHCHA.

AHTHXUIIEPTEH3MBHATA AKTUBHOCT € MAKCHMAJHA Mexcty 4 1 6 4. cied nmpHeM Ha €ldHUHHA
1032 ¥ MPOTBDKaBa I10He B TCHCHNC HA 24 y.: 8§7-100% oT eeKTUTE [ONAAAT B MEKIYTTHKOBHTE
CEKTOPH. |

CrmangbT Ha KPBBHOTO HaIiraHe HaCTbIIBA Gpp3o. Ilpu mopiusBalld €& OANMCHTH,
HOpMalM3alg ce TocTura B PaMKHTe Ha 1 mecen M mepcucTHpa Oe3 1OsBABAHC HA
Taxudunaxcus.

CrMpaHeTo Ha ICYEHHETO HE BOIH IO pebayun epexT. [lepuraonpr HaMatiBa JIEBOKAMEPHATA
XUIepTPOGys.

Jloka3aHo €, Ye MpH Xopa NepHHIOTIPHAI TIoKa3Ba CHIOPA3UIAPIBAINY CBOMCTEA. Toi#t mogobpsBa
eNACTHYHOCTTA IMa rojieMuTe apTepHd W HaMaisiba OTHOILEHHETO MeAuA/IyMeH Ha MalKHTC
apTCPUH.

CroMaraTe/Ha Tepamus ¢ THA3HAeH JAMYPETMK BOAK 1O CUHEpIds OT QAWTUBEeH THIL
Kom6umammsta o ACE-mrxubutop ¥ THa3sHI CHIIO HaMajdsBa pPHCKa OT XHUIOKATHEMHA,
npeau3BuKana OT IUYPECTAYHOTO JICUEHHUC, |

CpplieyHa HeIOCTATEIHOCT |

[lepHHAOIPUI peayUHpa paborara Ha ChpUETO 4pe3 IMOHIKABAHC Ha [IpeJHaTOBapBaHETO M
¢lle AHATOBAPBAHETO. |

[TpoyuBaHusa Npy NAIHEHTH CbC CHPACHHA HeJOCTAThYHOCT Ca NOoKa3aln:

. uaMATCHH CTONHOCTY Ha HAIAraHETO Ha IIBIHEHE Ha JIABATA ’ sACHATA KaMepa,

.  maMmansBaHe Ha 06110To neprpepHO CHAOBO CHIPOTHRICHHC,

- yBejaMvaBaHe HA ChPACTHIAA ne6uT u nojobpsBane Ha ChpACHHNA HHACKL.

B cpaBHKTE/IHY OPOYYBaHH, HAYAIHOTO npuiarage Ha 2 mg NepHHIONpAN Ha NaliCH LA ¢ Jlexa
0 yMepeHa CbpAcUHA HENOCTaTBIHOCT HE CC CBBP3BA C HAKAKBO 3HAYMMO TIOHWKABAHC Hd
KPBBHOTO HaJIATaHe B CPABHCHHUC C nnaue6o.

[TamwenTH che cTalmina opMa Ha KOpoHapHa 60JIeCT Ha ChPLETO

[Tpoyusaneto EUROPA € MHOIOLUCHTPOBO, MEXIYHAPOAHO, PAHAOMH3UPAHO, IBOHHO-CIISIIO,
miae60-KOETPOAMPAHO KIMHUYHO NPOYIBaHE, C NPOIBIKATEIHOCT 4 TOMAHHY.

JiBaHafeceT XUy JIBECTa W OCEMHANCCET (12 218) nauyeHTH Ha BBH3PACT HA/L 18 roauHu ca
GuITH paHIOMAZHPAHH Ha MEPHHIOIPH 8 mg (n = 6110) v mauedo (n = 6108). .
[Torrynanusrta, BKIIOUSHA B [POYIBAHETO, € 6uiia ¢ NOKa3aHa KopoHapHa GomecT Ha'i_t;ypue}ta_,
63 KMEMTHA IPU3HALM 33 CHPAETHA HEIOCTATHYHOCT. OO 90% OT MAUMCHTHTE Ca MATH

*

npeAlIecTBallld MUOKapAeH HHQAPKT H/ANH PEeBACKy1apu3alisl., Meﬂnﬂameﬁ'rﬁsﬁa'r’é* Tepaﬁ_;;;}l"_s_;l
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npoyusaHeTo € 6Ouna ngodapeHa Ha ¢oHa Ha KOHBEHIUMOHANHA Tepamnus, BKIIOYBAIIA
AHTHATPEraHTH, MTUIWAC-TIOHMKABAION MEAUKaMeHTH U 0eTa-0JI0KEpH.

OCHOBHHSAT KpUMTepUH 34 €DEKTHBHOCT € OHN KOMOHHALMATA OT ChPASUHO-CHbAOBA CMBPTHOCT,
HedaTaneH MUOKapAeH UHPapKT W/ UK CHPACUEH a8PeCT ¢ yenelHa pecycunutanys. Jieuennero ¢
NEPUHOONPUI & Mg BEOHBX AHEBHO € JAOBEIO N0 3HAYUTENHO adCONIOTHO HaMalleHHE HAa
OCHOBHara kpaHa Touka ¢ 1.9%, ChOTBETCTBAINO Ha PENATHBHO HaMmaleHHWE Ha pucka ¢ 20%
(95% C1[9.4; 28.6] - p<0.001).

[Tpu mauMeHTHTE C MpeamecTBal] MHOKapAeR HHQAPKT /WK peRacKynapu3ains, abComoTHOTO
HaMmaJIeHue Ha pucKa e 6uno 2.2%, CBOTBETCTRAII0 HAa peJaTHBHO HamaneHue Ha pucka ¢ 22.4%
(95% CI) [12.0; 31.6] - p<0.001) mo oTHOmEHKre Ha OCHOBHaTa KpaHHA TOYKa, B CPABHEHHE C
nJjaneoo.

5.2. PapMaAKOKHHETHUHY CBOiiCTBA

Cier niepopajiHO TipuemaHe, NEPHHIONIPUI c¢ pe3opbupa OBP30 M ITHKOBH KOHICHTPALMH CE€
NOCTUIaT B paMKHUTe Ha 1 4. bnoranu4uocTTa My € 65 no 70%.

Oxomo 20% or obmoTo koauuecTBO abcopbupaH NepHHIONPHUII C€ KOHBEPTHpa B
NEPHHOONPHUNAT, HETOBHUS AaKTUBEH MeTabonut. OCBEH A0 aKTHBHUA [EPHHIOIPUIAT,
NEePHHAONPHI €€ pasrpaxiaa A0 ome 5 Merabonura, BCHUKMTE HEAKTHBHH. IlmasMeHwsT
NOAYXKHBOT Ha MNEPUHAONPUN ¢ paBeH Ha 1 4. [lukoBa nnasMeHa KOHLEHTIpauMdst Ha
NEPHHAOIIPIUIAT CE IIOCTUT'A B pAMKHTE Ha 3 10 4 4.

TepH KaTo OpueMbT Ha XpaHa HaMallABa KOHBEPCHATAE B NEPHUHAONPHIAT M CISAOBATEIIHO —
OMOHaNHYHOCTTa, NEPHHAOIPUNT TPAOBA Aa ce IpHIara OpalHO KaTo eAWHWYHA JHECBHA H034,
CYTPHH Ha [aJHo. .

Ob6emMbT Ha pasnpesencrue ¢ npubmmsurenHo (.2 Vkg 3a HeCcBLp3aH NEPHHIONPHIAT.
CBBP3BAHETO ¢ IpoTeuHHM € cnabdo (CBBP3BaHETO Ha IEPHHIOHNPHAAT C aHTHOTCH3UH
KOHBEPTHPAIIHA CH3UM € TTO-MATKO 0T 30%), HO 3aBHCH OT KOHIUEHTPAIHATR.

[lepuraonpuaar ¢e OT[AeNa B YpHHATA MU OOJY)XHBOTBT HA HECBbP3aHATa (QpakuMs €
npuOMU3nTEeIHo 3 go S5 4. JlucouuammAra Ha NepUHIONPHIAT, CBBpP3aH C aHTHOTEH3WH
KOHBEPTUPAIIHA €H3MM BOJIU 10 “edeKTUBeH" eTUMHUHAIKOHEH NMOIYKUBOT OT 235 4., KOSTO HMa
33 PE3YITAT IOCTUraHe Ha “steady-state” cnen 4 AHu.

Clieq MHOTOKPATHO NPHJIOKEHUE, He e HAabNAaBa aKyMyaupate Ha IIEPUHACNPUIL.
EnuMurHUpaneTo Ha TEPMHIONPHIAT HaMallfABa [IpH -Xopa B HallpeIHaNla Bb3pacT ¥ CHIIO Taka
IIPH HAllHEeHTH ChC ChpaeuHa unu 0u0peyna HegocTarbyHocT. [lpu OBLOpeYHa HEIOCTATHYHOCT €
)eTaTeIHA KOPEKIUs Ha J03aTa B 3aBHCHMOCT OT CTEIICHTA Ha YBPEXIAHETO (KpCaTHHHHOBHS
KJIAPBHC).

JHaIM3HUAT KIHPHHC HA NEPHEAONPHIIAT € paBeH Ha 70 ml/min.

KuneTrHkaTa Ha MEPHHIONPHI € [IPpOMEHEeHA IIpH NAalKCHTH ¢ LUp03a: XeNaTAIHHAT KIHPHHC Ha
MAaTEpHATa MOJICKYJIa c¢ penynupa HamojosuHa. KommwecTBoTo 006pasyBaH MEPHHIONPUAT,
obaue, He HAMAIABa U N0 Ta3d NPUYKHHA HE C¢ Hanara KOpeKiidsa Ha f03aTa.

5.3. IIpeAKTHHHUIHHE JAHHH 32 0€30HACHOCT

[Ipu mpoy4Bade Ha XPOHHYHA TOKCUMHOCT (IIPH IJIBXOBE K MaliMYHM), IPULENTHATE OPraHyu Ca
OBOpeLHTE ¢ OOpaTEMH YBPENKNAHHS.

B mpoyuBanus in vitro ¥ in vivo He ¢e HaTi01aBa MyTareHHOCT.

[IpoyuBaBusA 3a pPENPOAYKTHBHA TOKCHYHOCT (IUIBXOBE, MUIUKM, 3afiid H MaHMyHH) He
YCTAHOBSABAT MNpH3HAIM 3a eMOPHOTOKCHYHOCT WJIM TEPATOTeHHOCT. 3a WHXMOMTOpHTE Ha
aHTHOTeH3HH KOHBEpPTHpallMs eH3uM, obaue, KaTo rpyna ¢ OuI0 [0Ka3aHo, ye HH.H,YLLHP&TH |
HeOaaronpruATHER edeKTH BBPXY KBCHOTO ¢eTaJHO pPa3BUTHE, VMAIlH 3a peﬁyﬂTaT QJeTaJma__" .

CMBPT ¥ KOHI€HUTAJIHH e(eKTH IpY IpH3aydd 1 3aiuu: 660peyHu ne3uu u yﬁeﬁnqeﬁa nepu- u-

IOCTHATallHa CMBPTHOCT. S AR
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B IbArocpoyYHH OpPOYUBAHUS BBPXY IIBXOBE H MUIINKH HE € YCTAaHOBEHA KAHIEPOT CHHOCT.

6. PAPMAILEBTHUYHHU JAHHHU

6.1. ClIHCBK HA IIOMOIIHHTE BEIMECTBA
Cunuuues IUOKCH, XUAPo(oOeH KOTOHACH
{enyo3a, MUKPOKpHCTAITHA

JlakT03d MOHOXHUAPAT

Marune3ues creapar

6.2. HecbBMECTHMOCTH
He e npriioxumo.

6.3. Cpox Ha rOAHOCT
3a TabneTkuTe OT 2 mg: 2 (iB¢) TOAMHU OT AaTaTa Ha MPOU3BOJCTBO.
3a TabaeTKUTE OT 4 mg: 2 (ABe) FOJAMHHM OT Aararta Ha MPOXM3BOACTBO.

6.4. CriennHAJIHH YCJIOBHA HA CbXPaHEeHHE
3a TaOMETKUTE OT 2mg ¥ 4mg MpH TEMIIEpaTypa 1101 30°C.

6.5. /lanHu 32 omakoBKaTa
Buctepu ot Alw/Alu.
Bpoit TabzeTku B efua omaxoska: 14, 20, 28, 30, 56, 60 u 90,

6.6. ClienMa/JHM [IPeINa3HA MePKH NPH U3XBhPJIsHE 11 padoTa
Hsama cneyuainy U3UCKBaHUS.

7. [IPUTEKATEJ HA PA3ZPEIHNEHUETO 3A YIIOTPEBA
Actavis Group PTC ehf

Reykjavikurvegur 76-78

[S-220, Hafnarfjordur

HMcnangus

8. HOMEP HA PA3ZPEHIEHHUETO 3A YIIOTPEBA

9. TATA HA [I'bPBO PAZPEIIABAHE/IIOJHOBSABAHE HA PASPELIEHUETO 3A
VIIOTPEBA

10. JIATA HA AKTYAJIU3UPAHE HA TEKCTA
Hoemspu, 2008 T.
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