KPATKA XAPAKTEPUCTHKA HA IIPOAVKTA

1. UME HA JIEKAPCTBEHHUA IMTPOAYKT

NAIJI

PRINDEX 8 mg tablets |
S e OnoEENS

2. KAYECTBEH U KOJIMMECTBEH CHhCTAB

Prindex 8 mg;

Beska Tabnetka chabpka 8§ mg TpeT-OyTHNIaMHHOB nepuHAONpU (perindopril tert-butylamine),
€KBHBAJIEHTEH Ha 6.676 mg epHHIOMPHIL

IToMonnu BemecTBa: 125.56 mg nakro3a MOHOXHAPAT.

3a IBEIHHUY CIIMCEK Ha MOMOIHUTE BEIIECTBA BHX T. 6.1.
3. JEKAPCTBEHA ®OPMA

Tabnetkn
bemx, xpprin, OHKOHBeKCHH TabneTku ¢ rpaBHpaH Haanuc ‘PP’ oT emmara ctpama u ‘8’ ot

ApyTara.

4. KIMHIYHA TAHHHA

4.1. TepaneBTHYHN NOKAZaHHA

XHIICPTOHHA
JleyeHie HA XUNIEPTOHHIL.

Ctabumma ¢opMa Ha KOpOHApHA H0JIECT Ha CHPLIETO
HamaneHue Ha pucka OT CHPJACYHO-CHXOBH HHIMACHTH [IPH MMALHEHTH C NPEXKHBAH MHOKapIeH

HH(pAPKT W/HIH peBacKyJIapH3altHs.

4.2. 1o3UpPOBKA H HAYHH HA NMPHIOKEHHE

ITpenopwbusa ce Prindex na ce npuema BeJHBX AHEBHO, CYTPHH Ha TIAJIHO.
Jo3ara TpAOBa Aa ce HHAUMBHAYAIU3HpA CIIOPe] ChCTOAHHETO Ha namueHTa (BXK. 4.4 CrielHanHu
NIPeAYIIPSXXACHHS U CTIEIIUANHA MPEANAasHU MEPKH IIpu ynoTpeda) i MOBJIUABAHETO HA KPHBHOTO

HaJIATaHC.

XUNEPTOHUA

Prindex Moxke jaa ce mnpumiara caMOCTOATEIHO H/IM B KOMOWHamMsA C JPYrd TIPYIH
AHTHXHUNECPTEH3HBHE METMKAMEHTH.

[IpenophuMTenHaTa HayaiHa 103a € 4 mg, NpHeTa eIHOKPAaTHO JHEBHO CYTPHH.

IIpu namgmeHTH ¢ BHCOKZ AaKTHBHOCT Ha CHcTeMara pc_HHq-aHrHo_fth_ﬁSHH-aJmOCTepoH
(KOHKDETHO, PEHOBA3aTHA XHIEPTOHWS, HapyWleHHs Ha EOJHO-CONEBHA >Oananc /U
AeXuApaTalHsd, ChpacyHa NeKOMIIEHCAIMA MIIH TeXKa xnnepfpmm), cne;[npﬂfqmaﬂa IBpPBATA
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C¢ IIpenopbyea Ha4ajHa o3a OT 2 mg, KaTo HAaYaJIHMTE €TanHk Ha JiCYeHHeTo TpAGBa Oa ce
H3BBPINBAT 10 MEAHIHHCKH KOHTPOI.

ClieZl eTHOMECETHO JIedeH e 103aTa MOXKE /1A C€ YBEJIMYH JI0 8§ mg BEJHBX JHEBHO.

Crnen Havanoto Ha Tepanusra ¢ Prindex Moxe Jia ce MOSBM CHMITOMATHYHA XHIIOTOHHS; TOBA €
MO-BCPOATHO NPH NMANHCHTH, KOWTO IIPHEMAT ycnopeXHo AuypeTHiuH. Ilo Ta3sum npH4YMHa ce
IIPCIIOPBYBA TIPH TAX JCYCHHCTO Ja C€ H3BHPUIBA ¢ TIOBWINCHO BHUMAHME, Thil KATO TAKHBA
MallUCHTH MOTAT 1a UMaT HapyIIeHHs Ha BOAHO-CONEBHS OalaHC W/HIH AeXUAPATALH.

AKO € BB3MOXHO, AMYyPEeTHYHOTO JeueHHe TpsGBa na ce crnpe 2-3 JHHA Ipend HAYaqoTo Ha
repanusgTa ¢ Prindex (k. 4.4 Cnenuansu mpemynpexIeHHs M CIIENHATHA MPENIASHH MEPKH
IpH ynotpeda).

Ilpu xunmepToHMUM, NpH KOHUTO € HEBH3MOXHO CIMpaHe Ha JUypeTHKa, Tepammara ¢ Prindex
TpabBa Ja 3amovHe ¢ jgo3a oT 2 mg. TpsOBa na ce KOHTpomHpar OGuOGpedHaTa GVYHKIHMA H
CEPYMHHTE CTOHHOCTH Ha KaaHA. (e ToBa fo3ara Ha Prindex TpsGBa na ce xopurupa cnopen
NOBIMABAHETO Ha KPBBHOTO HalAraHe. AKO € HeoOX0aNMO, JHYPETHUHATA Tepalus MOXKE Ja ce
NOJHOBH,

[lpn manyeHTH B HampenHana Bh3pAcT JIE€YeHHETO TPAOBa Ja 3aIOYHE C 0323 OT 2 mg, KOATO
[IOCTETICHHO MOXe A3 ObJie yBeIMUeHa A0 4 mg c/el eUH MEcell ¥ A0 8 mg B II0CIeACTBHE, aKo
€ He0OX0MMO H B 3aBHCHMOCT OT 6b0peunara ¢yHkuus (Bx. TaGnHIaTa I10-101Y).

CrabriHa popma Ha KopoHapHa GolecT Ha CHPIIETO

[IpenoppuntennaTta aAneBHa 103a € 4 Mg BEAHBX JHEBHO B IPOAB/UKEHHE HA 2 CEMHLIH, KAaTO
T4 MOXe Na OBbJie yBeIHYeHa 40 8 mg BeIHBK THERHO, B 3aBUCHMOCT OT O1OpeuHaTa QyHKIMA 1
IIpy NIOTIOKEHHE, Ye Ao3aTa OT 4 g ce nonacs aobpe.

IIpn maumentw B HampenHana Bb3pacT, Prindex TpsGBa fa ce npHeMa B jo03a 2 mg BEXHBX
JHCBHO B NPOABKECHHE Ha €AHA CEAMHIA, ClIe TOBa 4 mg BeAHBX JHEBHO €QHA CEIMMIIA,
NpCaH YBETHYABAHE Ha 103aTa A0 8 g BEHBXK AHEBHO, B 3aBUCHMOCT OT ObOpeunaTa QyHKIH
(Bx Tabmua 1 "Kopexnua Ha no3ara npu Hapymena 6x6peuna dyuxima™). Jlosara Tpabsa aa ce
YBEIM4aBa, CaMO aKo IPpeAUIIHATA I0-HUCKA 1034 ¢e IoHacd Jo0pe.

Kopexyus na 0osama npu napywena 6vbpeuna chynxyus
IIpn maumenty ¢ Hapymena 6eOpevna ¢yHKiMs 103aTa TpIOBA 12 c€ CHOOPA3H C MOCOYESHHUTE B
Ta0NKIaTa Mo-A0Ny CTOHHOCTH Ha KPEATHHHHOBUS KITMPHHC:

Tabmana 1: Kopekuus Ha no3aTta IpH yepeneHa 6n0peuna QyHKIMS

KpeatnnuHos xiapsHC (Ml/min) IPENoPbIATENHA 103a

Clcr > 60 4 mg OHEBHO

30 <Cler <60 2 mg JHEBHO

15 <Cler< 30 2 mg npe3 ey
IlanmenTu Ha xeMoHanu3a*

Cler <15 2 mg B JICHA 3a JHAJIH3a

* MUanv3HAAT KIMPEHC Ha nepuHgonpunar e 70 ml/min. [auyeHT Ha XeMonuam3a TpIOBa Aa npHeMar
no3arta ciel] pOBeXAaHe Ha quajiM3ara.

Kopexyua na oosama npu 4eproopobru yepesxcoanus
Ilpn namueHnTH C© YepHOAPOOHH YBpeXIaHWs HE CE Hajara I{DpEKIIHH Ha, Jiozata (Bk. 4.4
CoeUHanHy TNpenynpexieHHs H COELHAIHM [peXNa3HH Mepfcn an ynomeﬁa H 5.2
DapMaKOKHHETHYHH CBOHCTBA). N DTN\



Ynompeba npu oeya
He ca npaseHu M3cieapanna Ha epuUracHOCTTa H 0e30MMacHOCTTa Ha H3NOI3BAHETO NIpH Aena. [lo

Tasy IIpAYKMHA, HC CC IPCIIOPBYBA HIIIOJI3BAHEC HA TO3H NPOAYKT IIPpH ACLA.

4.3. IIpoTABONIOKA3aAHNA

* CBpBbXYYBCTBHTEIHOCT KbM IEPHHAONPHI, KbM HAKOE OT IOMOIIHHTE BEIHECTBA HA
npoAyKTa UK KEM Apyrd ACE-uaxuburopm.

. AHaMHE3a 3a aHTHOHEBPOTHYEH €IeM, MONAYydYeH npu npeaxoxuama tepanust ¢ ACE-
HHXHOUTOPHU.

¢ Bpozen niy uauonaTHyYcH aHTHOEAEM.

° Bropu H TpeTH TpEMECTEP Ha OpeMeHHOCTTA (BXK. 4.6 BpeMeHHOCT U KEPMEHE).

4.4. CienmaTHH NpeXynpexIeHHs U NPeANAZHE MePKH NpH ynorpeda

Crabunna popma Ha KopoHapHa GONECT HA CHPLIETO

AXO 1ipe3 NBpBHA Mecell OT JICUEHHETO ¢ NEPHHAOIPHI Bb3HHKHE CHUMIITOMATHKA HA HECTA0WIIHA
aHTHHA MeKTOpHC (0e3 3HAYCHHE OT TEXECTTa), TPAOBA Ja ¢€ M3BBPINN BHUMATE/IHA OLECHKA Ha
CHOTHOILIEHUETO 10J13a/PACK IPEH IEYEHRETO Aa OB/ MPOABIDKEHO.

XHUNOTOHUY
ACE-unxubuTopure MOTaT JAa I[peJU3BHKAT pa3KO chlajaHe Ha KPBBHOTO HAJISATAHE.
CaMNTOMATHYHA XHIOOTOHHS ce Halbliojapa psaKke TpH MNaHEHTH ¢ XuneproHus Oe3
YCIIOKHEHUS W € [IO-BEPOsTHO Ja c€ NOABH NpH NEXUJpaTHpPaHH MallUeHTH, Harp. [opagd
AUYPETHYHA TEpalHsd, OrpaHUYEH IIPHEM Ha Tpane3Ha CoJI, JHanu3a, AHapus HIH IOBPBUIAHE,
HIH KOHTO CTPajaT OT TEXKA PECHUH-3aBHCHUMA XHUIIEPTOHHs (BXK. 4.5 JleKapcTBEHH H ApYyrd
B3auMozieiicTBus M 4.8 Hexenanu nekapcreend peaknuu). [Ipy manueHTH ¢hC CHMIITOMATHYHA
ChpZE€4YHa HEQOCTATBYHOCT, ChC MM Oe3 mpHapyxaBama 6vOpedyHa HEAOCTATBYHOCT, € OHiIa
Ha0moAapaHa CHMIITOMaTHYHa XHNOTOHHA. ToBa ¢ Hali-BepoATHO Oa ce HaOmojxasa IIpH
NAaUUEHTH C IMO-HalpeJHala CTENeH Ha ChpPASYHATA HEAOCTATHYHOCT, KATO IpHYMHA OT
M3M0JI3BAHETC HAa BHCOKH J03H OpPHMKOBH JUYPETHIM, XHIIOHATPHEMHUS MJIM HApyIlleHa
ObOpeuna ¢yHkuua. [Ip ManMEeHTH ¢ MNOBHINEH PHCK OT pa3BHTHE Ha CHMITOMATHYHA
XHIIOTOHHS, TpAOBa [1a ¢€ H3BBPIIBA CTPOT KOHTPOJI [0 BPEME HA HAYAIHATA HA TEPanuvd ¥ 1pH
KOopurupade Ha pao3ute (Bx. 4.2 Jlo3upoBka M HauudH Ha npunoxeHne U 4.8 Hexenanu
NEKapCTBEHU peakuuu). CriuTe ¢ho0paXkeHHs BaXaT 3a HAI[ACHTH € HCXEMHYHA OonecT Ha
CBPLIETO WIH MO3BYHO-CBHAOBA OOJIECT, NMPH KOHUTO NPEKOMEPHOTO MOHMKABAaHE HAa KPHBHOTO
Hajsirage 61 MoOTJIo 1a HMa 3a pe3ylTaT HHPApPKT Ha MHOKapJa HIH MO3BYHO-CBA0B HHI[HACHT.
[Ipu nosmpsBaHe Ha XMIOTOHHA, NAUMEHTHT TpAOBA Ja C€ NOCTABH B JICTHAJIO ITOJOXKCHHE II0
rps0 Hu, ako ¢ HeoOxoauMO, TpsAOBA J1a ce MPHUIIOKH UHTPABEHO3HO HHOY3UA OT PHUIHOIOTHYEH
pa3TBop. EnHa npexoiHa XHUIIOTEH3WBHA PEakUHs HE € NPOTHBOIIOKA3aHHE 3a M0-HATATHINHO
JICYEHHE ¢ NPOAYKTa, YHATO IIpHEeM OOHKHOBEHO MOXe Ja NpOoABIKH 0e3 mpobiemu cien
[IOBHNIABAHE HA KPHBHOTO HAJIATaHE, BCACACTBHE HA YBEHMUYCHHA 00eM.

IIpr HAKOM MaleHTH CBhC 3aCTOHHA CHpAEYHa HENOCTAaThYHOCT, KOHTO HMaT HOPMAJIHO HIIH
HACKO KPBBHO HandraHe, BCJIeACTBHE Ha ynorpebata Ha Prindex, MoXe Ja ce IOSIBH
JOTBEIHATETHO IMOHM)KaBaHE Ha CHCTEMHOTO KPBBHO Hamsarane. Tosa € O4YakBaH e¢QeKT H
OOMKHOBEHO HE NPEICTABIABA OCHOBAHHME 32 IPEKparABaHE Ha JICYEHHETO. AKO XHIIOTOHMATA
nmpepacHe B CHMIITOMATHYHA TAaKaBa, MOXE Ja Ce HAJIOXKH HaMEUIHBaHE Ha “A03aTa MM
peKkpaTdBaHe Ha npuema Ha Prindex.



(CTeHo3a Ha a0pTHATA B MUTpaJHATa KiIana/XunepTpothHuHa KapIHOMHAOTIATHS

Kakto u apyrure ACE-uHXuOHTOpH, IEpHHIONPUI Tpabsa Ha ce Npujiara ¢ BHHMAanue IIpH
NAaMEHTH ¢ MUTpalIHa KJIanHa CTEHO3a H OOCTpyKUuMSs Ha M3XOJHHA KPBBOTOK HA JIfBa KaMmepa,
K4TO a0pTHA CTEHO3a HIIK XHNEePTPOPHYHA KApAHOMHONIATHS. .

Hapywena 6n0peyna dyHKNS
B cny4yante Ha HapyineHa OpOpeuna QyHKOMA (KpeaTHHHHOB KIHPBHC <60 ml/min), HayanHaTa

7033 Ha NEPHHOONPHI TpaOBa Ja ¢ KOpHUIrHpa B 3aBHCHMOCT OT KPEaTHHHHOBHS KJIHPBHC HA
nanuenTa (Bx. Tabmuna 1 B 1. 4.2, Jlo3upoBka W HauydMH Ha IPHIOKEHHE) H B 3aBHCHMOCT OT
OTrOBOpa Ha NaUHeHTa CcOpsaMO JedeHHuero. Heobxogumo € pPyruMHHO mIpocieAdBaHe HA
CTOHHOCTHTE Ha KalWid M KpeaTHHHWH IIpH Te¢3H mauueHTH (Bx. T. 4.8. HexellaHH eKapCTBECHH
pEaKIH).

IIpx namuenTH chc CHMIOTOMATHYHA ChPACYHA HEAOCTATHYHOCT, XHIIOTOHHA CJIe HAaYaJIOTO Ha
neyeHHero ¢ ACE-unxnbutopu Moxe Aa A0BeIe A0 NMO-HATATHLUIHO YBpekaaHe Ha OnOpeuHara
pyaxknms. B TtakuBa cnydyam € JOKNaaBaHa ocTpa OnOpeuHa HEAOCTATHYHOCT, OOHKHOBEHO
obpaThMa.

IIpy HAKOM NMaHMEHTH ¢ ABYCTpaHHa CTcHo3a Ha ObOpeyHara apTepus HH ChC CTEHO3a Ha
eAMHCTBEH OBOpek, kouto ca sekyBaHd ¢ ACE-unxuburtop, ca HaOMOZaBaHH ITOBHIIEHH
CEpYMHA ypes U KpeaTHUHHH, OOHKHOBEHO Oo0paTHMO Clie/l IpeKpaTsABaHe Ha JieueHHeTo. Togsa e
0COOEHO BEpOATHO MPH MANHEHTH ¢ OLOpeuna HefOCTAaTHUHOCT. AKO € HAJMIIE H PEeHO-Ba3ajiHa
XHIIEPTOHH!, CHIIECTBYBA MOBHILIEH PHCK OT TEXKa XHMOTOHHA B ObOpeYHa HEMOCTATHIHOCT.
Ilpu Te3u namueHTH NeueHmeTo TpAOBa Aa 3amouma MOA MEAHUHHCKO HalmonaeHHe, ¢ HHUCKH
I03H H BHHMATE/IIHO TUTPHpaHe Ha [o3ara. [vd KaTo JeYeHHETO ¢ JUYPETHHU MOoXe aa Obae
JONpPHHACAIN (aKTOp 3a HINIOKEHOTO Ho-rope, To TpaOBa na Ovme cupsaHo W OnOpedHarta
¢yrkuua na OpXe moj HaOmOAeHHWe MO BpeMe HA IIHPBHTE CEOMHIH OT JICHCHHETO C
IEPUHAOIPHII.

Haxon XHNEPTOHHLM ¢ HENpoABEHA ChINecTBYBama OnOpeyna cpaoBa GonecT ca pa3BHIIH
YBEJIMYECHHE HA CEPYMHUTE KPECaTUHHH M ypest, 0OOMKHOBEHO ¢)1abo M MPeXoaHO0, 0COOEHO Koraro
ICPHHACIPHI € IIPHJIAraH ¢ AMYPETHK. 10Ba € IO-BEPOATHO Ja HACTBHIIM IIPH NalHEHTH ChC
cpliecTBYBamo ObOpeuyHo 3abomnaBaHe. Moxe Oa ce HaNOXKH HaMmalsgBaHe Ha JA03ara /WM
[IPEKBCBAHE HA TNy PETUYHOTO JEYCHUE H/HIHK HA TICPHHIOTIPHII.

|lalMeHTH Ha XeMOQHAIH3a
[Ipu maupeHTH, Tuanu3upann ¢ MeMOpaHH ¢ BHCOKA IIPONYCKINBOCT H €THOBPEMEHHO JICKYBaHH

¢ ACE-uuxuburop, ce cho0niapa 3a BE3HUKBaHe Ha aHaHIaKTOMIHH peakuuH. IIpH Takupa
MANHEHTH TPAOBA Ja ce 0OChaH BH3MOXKHOCTTA 3a H3M0JI3BaHe Ha APYr THN Auain3Ha MeMOpaHa
HIH Ha AHTHXUIIEPTEH3HBEH MEIRNKaMEHT OT APYT KIIac.

brOpeuHa TpaHCIIaHTAITHS
Hsama HaTpymnaH ONMT OTHOCHO MpHiaraHero Ha Prindex mpH maitMeHTH ¢ M3BBplieHa OBpOpevHa

TpaHCIUTAHTALAA,

CBpBXYYBCTBUTEIHOCT/ AHTHOSIEM
AHTHOE/IeM Ha JIMUETO, KpallHAIUTE, YCTHHTE, €3MKa, INIOTHCA H/HJIH JIapHHKCca ¢ca HabnioJaBaHy
Ipd DauueHTH, nekyBaHH ¢ ACE-unxubutopH, B TOBa YHCIO H C IepHHaonpun (Bux 4.8
Hexenanu nekapCTBEeHH peakmun). Toi MOXe 12 Bb3HHKHE 0 BCAKO BPEME Ha JeueHHeTo. B
TE3H CITyHaH JISYCHAETO CE IPEYCTAHOBSBA H CE IIPHIIara OAX014Ia TEPAMHs:; H Haﬁmo,ueHHe 10
OT3BY4aBaHE Ha CUMIITOMHTe. B CiaydauTe, KOraro OTOKbT C€ orpaHHtIH Ha Jml'iem H YCTHHTE,
CBCTOSIHHETO [0 IPHHIAII C¢ OBJIaABa 0€3 JIeueHHe, MaKap ye ?.a oﬁnemanane Ha CHMIITGMHTB
€ IOJIE3HO IIPWIAraHeTO Ha aHTHXHCTAMHHOBH NPENAPAaTH. S T R Vi
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AHTHOeIeM, CBHP3aH ¢ OTOK Ha JJapHHKCA MOXeE Ja HMa daTancH u3xod. B ciydyaure, npu KOHTO
HMa aHTXKHpaHe Ha €3HKa, IVIOTHCA MU JJAPHHKCA, KOETO € BEPOSTHO Ja NPHYHHH 00CTPYKIHA
Ha OUXATE/HUTE NHTUINA, He3abaBHO Tp4aOBa ja ce 3amouyHe COENIHO JIeWeHHe. 10 MOXe Ja
BKJIFOUBA IpHJIAraHe Ha aapeHalMH WHWIH NOJOBpXKaHe Ha NPOXOAHMMOCT Ha BBL3AYIIHHTE
nmbTHINA. IlaneHTBT ce mocTaBs Ha CTPOr MEIMIMHCKH KOHTPOJN JI0 ITHJIHOTO H TPaHHO
OT3BYYaBAHE HA CHMIITOMHTE.

HMuxubuTopHTe Ha aHI'MOTEH3UH KOHBEPTHpAWIUA €H3HM NPUYHHABAT aHTHOEeAEM C MOo-rojaMa
YeCTOTa IPH YEPHOKOXKH MAILUEHTH, OTKOJIKOTO IPH He YepHOKOXH TaKHBA.

ITarenTH ¢ aHaMHe3a 3a aHTHOCAEM, HECBBp3aH ¢ Tepanugra ¢ ACE-uHxuburop, Moxe na ca
H3NOXEHHA Ha IIOBHINCH PHCK OT aHTHOEAEM B Ipoueca Ha npueMane Ha ACE-unxudrTopa (BX.
4.3 I'lpoTHBOTIOKA3aHAN).

AnaQHIaKTOHAHY peaKUuM npy adepesa Ha THIIONPOTEHHH ¢ HHCka miIsTHOCT (LDL)

Pagko npu manneHTH, Nekypanu ¢ ACE-uaxuburopu, npu npopexaade Ha LDL (low density
lipoproteins) adepesza ¢ pexcrpaH cymdar, Morat Ja BB3HHKHAT JKHBOTO3ACTpalllaBally
aHa(PUIAKTOMIHH peaxnui. Te3u peakuun ca OunM n30SrBaHy 4pe3 BPpEMEHHO ITpeKpaTABaHE Ha
Tepanuara ¢ ACE-uaxuburopa npeiu Beska adepesa.

AHapUIaKTUYHY PEaKIHH 110 BpeMe Ha IECCH3NOHITH3alTns

[Ipu nammentu nonyyasamim ACE-unxubGuTOpH 1Mo BpeMe Ha JeceH3uOunm3upalna TepalHd
(Hanp. hymenoptera venom) Morar Za ¢& NOABAT aHadMIAKTOMAHH peaxkiuy. 1e3d peakinn
Morar Ja Osaar u3berHath, karo tepanuara ¢ ACE-HHXHOUTOPH BpEMEHHO ce IpeKpaTH, HO Te
MOraT IIOBTOPHO Ja C€ IIOABAT IIPM HEBHUMATE/HO, IMPEXICBPEMEHHO NOAHOBABAHE Ha
JIEYEHHETO.

YepronpobHa HEAOCTATHYHOCT

Panxo, npunoxeruero Ha ACE-HHXUOHTOPH ce acoluupa ¢hC CHHAPOM, YHSTO IIHpBOHAYAIHA
H3ABa € XOJIECTATHYHA KBJITCHHIA H IporpecHpa Ao (QyIMHHAHTHA HEKpo3a H (OHAKOra)
¢araneH u3xoA. MexaHn3mMBT Ha TO3M CHHIAPOM € HeAceH. [lanuenture, kouto npueMar ACE-
HHXHOHTOPH H IMPH KOUTO ce HaO0mOomaBa >KBITEHHIIa HAM W3pa3eHO NOKa4dBaHe Ha
JepHOApoOHUTE eH3uMM, TpAOBa na npexparst npueMa Ha ACE-maxubnropa u jga Osbaar
[IpOCIEAEHH OT JIEKap.

Heyrponenus/arpanyaounTosa/TpoMOonuTONEHHS/aneM s

MMma choOmeHus 3a HEyTpolneHUS/arpaHylolMTOo3a, TpPOoMOOUMTONEHUS M aHEeMHd IIpH
nanueHTy, noaydasaum ACE-uaxuburopu. [pu nanueHTH ¢ HopMaiiHa 660peuna GyHKIUS H
0e3 Apyrd YCIOXKHEHHS, HEYTpOICHHA ¢ Habmopasa panko. llepumponpun tpabpa Ja ce
H3N0N3Ba M3KIMIOYHTEIIHO BHHMATENAHO IPH MNAlMCHTH CTPajalld OT CHCTEMHU KOJIAarc¢HO3H,
[IPOBEK A NICUCHUE ¢ UMYHOCYIIPECUBHY CPEACTRA, AIONMYPHUHOI WK NIPOKauHaMuJ, HITH TPH
KOMOHHUpAHE HAa TE€3H YCIOXKHABAIMM (aKTOpH, O0COOCHO MpH HAIHYHE Ha ChIIECTBYBAIO
yBpeXxaHe Ha Os0peunarta QyHknua. HIKou oT Te3n narmedTH pa3sBHBAT CCPHO3HH HH(PEKIHH,
KOMTO B MAJTBK NPOLCHT HE CE€ MOBNHABAT OT HHTe3uBHA aHTHOMOTHYHA Tepanud. Ilopanyu ToBa,
aKo IMepHHIOIPHUII CE€ IIpUjiara Ha TAKWBa MMalueHTH, € HeOOX0AMM IIEPHOIHYEH KOHTPON Ha Opos
Ha JISBKOUMTHTE, KaTo MalUeHTUTEe TpAOBa da OpaaT HHCTPYKTHPAHU Ja ChOOINABAT 334 BCEKH
IPH3HAK HA HHPEKITH.

PacoBa npyHaJIEKHOCT
YepHOKOKHATE NALHEHTH €& ¢ HO-BUCOK PUCK OT Pa3sBUTHE HA aHTHOE,Hﬁ}M an TeHeHHeE, c ACE-

MHXAONTOPU B CPAaBHESHUE ¢ HE-UEPHOKOXKH, S T e




Kaxto u npyrare ACE-UHXHGHTOpPH, MEpHHAONPHI MoXe Jia 0bIe mo-cimabo eeKTHBEH IO
OTHOIIIEHHE Ha aHTHXMIEPTEH3HWBHMA CH €(eKT MPH YEepHOKOXKH IAlMEHTH B CPAaBHECHHE C HeE-
yepHOKOKH. ToBa BeposATHO Cc€ OBIKH Ha (paxta, Ye B MOMNyJalHdgTa Ha YEPHOKOKHTE
XHIIEPTOHUITH € HO-T'OJISM NPOUECHTHT Ha HUCKO PEHUHOBHUTE MALIUEHTH.

Karnuna

Mma choOlueHMA 3a Kalniuama, CBBp3aHa ¢ jiedcHueTo ¢ ACE-MHXHOHMTOpH. XapaKTepHO 3a
KallllTHLaTa €, 4¢ T € HEIPOAYKTHBHA, MPOABIDKUTEIHA W H34€3Ba Clel[ NpeycTaHOBABaHE HA
neucHuero. Teparmmara ¢ ACE-unxuOGuropm TpabBa BUHATM @ ce€ HMa IIpeJBHA B
nudepeHIUANHATa JUATHO3A HA KAUTAIATA.

XMpyprus/aHecTe3us

Br3MoxHa € mosgBaTa Ha XUIIOTOHHSA IIPU MAUHCHTH, MOAJICKAINH Ha8 XHPYPIrHYHH HHTCPBEHLHH
H JIEKYBaHHM C¢ mepuHzonpun. ToBa ce ABIDKH Ha ONOKMpaHe Ha BTOPHYHOTO o0pasyBaHe Ha
aHrMOTEH3HUH Il B OTroBop Ha KOMIEHCATOPHOTO OCBOOOKAaBaHe HA PEHHH I10 BpEME Ha I'OJIEMH
XHpYPTrHYHH ONEpalHH H/HJIH NPOBEXKIAHETO HAa aHeCTe3Ws ¢ MEAHMKaMEHTH, KOHTO Morar Ja
MpeAU3BHKAT XWUIMIOTOHUA. Ilpu HAcTRIHNA XUIOTOHHA II0 TO3H MEXaHH3BM Td MOXE Ja ce
KOpHTHpa ¢ YBeJIHYaBaHe Ha 06ema.

XUNEPKATHEMHS

[Ipy 4acT OT NAIHEHTHTE ¢ XHIEPTOHMA, nekyBaHu ¢ ACE-MHXMOMTOpDH MOXE Ja BBb3HHKHE
XunepraaHemMus. PHCKOBHTE (PaKTOPH 3a pa3BHTHE Ha XWIEPKAJIHMEMHS BKIIOYBAT OBOpevHa
HeJOCTaThYHOCT, HenoOpe KOHTPONHpaH 3axaped AualeT, eHOBPEMEHHA yioTpeba Ha KaylHH-
ChXpaHABalllH JUYPETHIH, KAIHEBH MNPOAYKTH W/HIH KAJHH-CHABPXKAIUIHM 3aMECTHTEIM Ha
roTBapCcKa coJ, MM NIpHEM Ha MeTMKAMEHTH, IpeJM3BUKBAIIY TOBHIIABAHE HA CCPYMHHS KallHA
(Hanp. XenapuH). AKO eAHOBpEeMEHHHUS IIPUEM Ha TOPHUTE JIEKAPCTBEHH IIPOAYKTH C€ IIPHEME 32
HOXXOASN] B HEOOXOAUM, HEOOXOJHMO € IIPOBEKARHETO HA MEPHOAMYEH KOHTPOJI HA CCpYMHHAA
KaJHi.

JInabeTHIIH
[Ipn nanuMeHTH, KOWTO TPOBEXKIAT JICUCHHE C MEPOpATHH AHTHIHAOETHYHH CpEACTBA HIIH

HHCYJIHH, TpAOBa Jia ce OCHIIECTBABA PEJ0BEH IMTUKEMHYEH KOHTPOI 10 BpeMe Ha ITbPBHA MECELL
ot tedeHueTo ¢ ACE-uaxnburop.

JInTrH
EMHOBPEMEHHOTO MPHJIOKEHUE HA JTHTHH H NEpHHIONPHII 110 NPHHIHKII HE C€ MPENOpLYBa (BX.

T. 4.5 JlekapCcTBEHM U ApYrd B3aUMOJEHCTBHS ).

Kanui#l cbxpaHsBallld JHYPETHIIH, KaNHeBH N00aBKH WM KanWH-ChABPXKAINA 3aMECTHTEIH Ha
Tpane3Ha col

[lo mpEHOHO HE ce upenopLYBa KOMOWHMpAaHC HAa NEPUHAOHPHI ¥ KaIMH-ChbXpaHsBaLH
IHYPETHIM, KAIHEBH J00aBKH MM CHIBPKALIM KAIHK 3aMeCTHTENM Ha TpamnesHa col (BX. 4.5
JIekapCTBEHH M APYTH B3aHMOACHCTBUA).

bpeMEeHHOCT
Tepanus ¢ ACE-uuxuGutopu He TpabBa na ce 3amodysa IO BpeMe Ha OpeMEHHOCT. [Ipn

MAIHEHTKATE, IPH KOUTO MPOILIDKABAHE HA 3amo4HaToTo deverHne ¢ ACE-uuxubuTop ce cMATa
3a  HAIOKHTENHO € HeoOXoAuMO, NpH TIJaHWUpaHe Ha OpeMEHHOCT -2 €€ CMEHH
AHTUXUIIEPTEH3HNBHATA TEparus ¢ ANTEPHATHBHA, C YCTAHOBEH lipO(bHJI Ha. 6e30na,cqo¢:T o
BpeMe Ha OpeMEHHOCT. AKO €€ YCTaHOBH OpE€MEHHOCT, ﬂeqennem c ACE-HHXH6H’]}.‘O}M /Tps0Ba

oo ) T,
'Li =.-~’--- ff
[ ST - - Lo
% R
k LR M . - .




Aa c€ NMpeyCTAaHOBH He3a0aBHO, H aKo € IIOAXOMIIIO JIa ¢ 3all0YHE alITEPHATHBHO JIeYeHHE (BHXK
T. 4.3 u 4.6).

JlakTo3a
[lopann HaMpMYHe Ha JIaKTO3a, TO3H JICKApCTBEH NPOAYKT He TpaOBa fAa ce H3MON3Ba IpH
NanUEHTH C BPOJCHA ragakTO3eMHUs, TNIOKO3HA WM TaJlakTO3HAa ManabcopOLHa WIH JIAKTa3cH

nepHIAT.

4.5. BzauMoneiicTRHE ¢ APYTH JIEKAPCTBEHH HPOLYKTH B APYTrH GOpPMH Ha B3aHMoJelicTBHE

Huypernnu

[IpH man@eHTH, IPUEMAH JUYPETHONA, 0COOSHO TaKuBa ¢ ASXUAPATALAL W/HIH BOJHO-COICBH
HApyIIEHHA, MOXE J1a ce HabmonaBa NMPEeKOMEpPHO ITOHHXKABaHE HA KPBBHOTO HAIAraHe Clex
Ha4uaJioTo0 Ha Tepanuara ¢ ACE-uuxHOUTOpH. BepoATHOCTTA OT XHIIOTCH3NBHHE e(heKTH MOXE Ja
CC peaylHpa 4pe3 CIIHpaHe Ha AHYPCTHKA, YBEIMYaBaHe Ha 00eMa HITH MpHeMa Ha cON IpeaH
Ha4aJI0TO Ha TCpanMATa ¢ HUCKH M HapacTBallld JTO3H NEPHHIONIPHIT,

Kannepy N0OaBKH, KaMWi-ChXpaHABAIN JUYPETHIHM HIM 3aMECTHTENIM HAa roTBapcKaTa Coll,

ChABPKAIIH KA
Bropekn, ue cepyMHHAT kanuii oOMKHOBEHO OCTaBa B HOPMAJHH TPAHHUIH, XHIEPKATHEMHS

MOXE Ja C€ VYCTaHOBH NpH HAKOM nauueHtd. Kanmii-ChxpansBailldi JAypeTHUM (Hamp.
CIIMPOHOJIAKTOH, TPHAMTEPEH HJIH AMWIOPHI), KaTHeBHTEe AOOABKM MM ChABPXKALIHTE KanHi
3aMECTUTEIM Ha rOTBApCKaTa COJI MOr'aT Aa AOBEAAT A0 3HAUYMMO YBeJIH4YaBaHEe HAa CTOMHOCTHTE
Ha cepyMHHA KanH#. Ilo Tasu npuumHa, KoMOHHMpaHETO HA NEPHHAONPHI ¢ TOPENOCOYEHHTE
MEJHUKaMEHTH HE C¢ MpernopryBa (BX. 4.4). AKO ¢IHOBpeMEHHATa yroTpeba € nokazaHa, IopaiH
H3BEHA XUNOKAIHEMHS, T€ TPAOBA ha ce€ HU3IOJ3BAaT C MOBULICHO BHAMAHHE H IIPH YECTO
IpociiesiBaHe Ha CTOMHOCTHTE HA CEPYMHHS KaJTHH.

JluTni

ViMa cpoOimeHHs 32 00paTUMO MOKAYRAHE HA CEPYMHATA KANHEBAa KOHIEHTPAIHA N TOKCHYHOCT
10 BpeMe Ha €IHOBPEMEHHOTO NMpwIokKeHHe HAa NUTHH H ACE-maxubuTOopH. EAHOBpeMEHHOTO
[IPUNOXKECHHE C THA3HOHH NHYPETHLIH MOXE Ja YBEJIUYH PUCKA OT JUTHEBE WHTOKCHKAMA U Aa
ycHIH nosueHara oT ACE-HHXUOUTOPHTE IHTHEBA TOKCHYHOCT. Y IOTpeOaTa Ha NepHHAOIIPHII
CAHOBPEMEHHO C JINTHH HE CE€ MPEenophYBa. AKO BCe Nak KOMOMHHpAHETO HM Ce€ NpPHEME 3a
HeoOX0XMMO, TPAOBA Jla ¢ce U3BbPIIBA BHUMATEIHO NPOCISAIBaHE HA CEPYMHHUTE HHUBA HA JIATH.

(BiX T. 4.4).

Hecteponanu npotuBoBb3nanuTeNHi cpeacrsa (HCIIBC), BRI alleTHI CATHINIOBA KHCEIHNHA
>3 g/nen

[Ilppemanero Ha HeCTEpOMIHH NIPOTHBOBB3MANMTENHH CPEACTBA MOXE Ja HaMald
aHTHXUINEpTeH3HBEN epekT Ha ACE-maxuburopure. B nmombennenme, HCIIBC u ACE-
MHXHOUTOPHTE HMAT afMTUBEH e(eKT 3a MOBHIIABaHE HA CEPYMHHS KaJlHil H Morar Ja AOBEAarT
J0 BiolnasaHe Ha On0pednara Qyukuusa. O6ukHoBeHO Tesu edekTd ca oOpaTHMH. Paako MoKe
Ja ce MnosgBH ocTpa OBOpeYyHa HeZOCTATHYHOCT, OCOOEHO NPH MALMEHTH ¢ KOMIIPOMETHpaHa
OBOpeuHa QyHKIMS, KaTO HAIIPUMED IO-Bh3PACTHH HIIH. JEXHAPATHPAHH HANHCHTH.

AHTHXUNIEPTEH3INBHU CPEICTBA U Ba30MIATATOPH |

ENHOBpeMEHHOTO H3MON3BAHE HA TE3U CPENCTBA MOKE Nia YBEIHYH. XHHOTEHEHBHHTB edexrn Ha
NEpUHIONPHI. ETHOBPEMEHHOTO NMPHIOKERHE ¢ HATPOTIAIEPRE B KPYTH: Hm'pam WM ApyTH
Ba30IHJIATATOPH MOKE JONBIHHATEIHO Ja IOHMXH KPBBHOTO HaJIHFaHe. B i\
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AHTHIMAOCTHH IPOAYKTH

EnugeMHonoriyHyl NOpoyvYBaHHS YCTAHOBSBAT, 4Ye eAHOBpeMeHHara ymoTpeba Ha ACE-
HHXHOHTOPH W aHTUAMAOETHH NPOAYKTH (HHCYJIHH, IEpOPAJIHA XHIIOTTHKEMU3HpPAIIH CpeacTBa)
MO€e Jia IpeAU3BHKA MOHW)KaBaHe Ha KPhBHATA 3axXap H PUCK OT XHIIOTIHKEMHU. T03H eEKT ¢
O-BEPOATHO Jla C€ pa3BHE IIpe3 IIbPBHTE CEXMMIIM Ha KOMOMHHPAHOTO JICYCHHE U IIPH
MANHCHTH ¢ OL0pEYHO YBPEKAAHE.

ALECTHN CATHLIMNOBA KUCENHHA, TpOoMOOTHTHIM, GeTa-610KepH, HUTPATH
[lepungonpun MOXKE Ja Cc€ H3MNOJI3BA EJHOBPEMEHHO C alleTHICAIHIHJIOBA KHCEIUHA,
TpoMOOINTHLIH, OeTa-0/TOKEpH /UM HUTPATH.

TpHUMKIHYHE aHTHACIPECAHTH/aHTHNCHXOTHAIH/AaHECTETHIIH
EAHOBpEMEHHOTO H3MOI3BAHE HA HAKOH AHECTETHYHH JICKAPCTBCHU NPOAYKTH, TPHIUKIHYHH

aHTHICTIpecaHTH H aHTHnCuXoTH ¢ ACE-uHxubutopn MOXKE Ja UMa 3a pesyiarar
JOMBJIHUTEIIHO HAMASBAHE HA KPHLBHOTO HanAraHe (Bx. 4.4).

CHMIAaTHKOMHMETHITH
CHMIIaTHKOMHMETHIIUTE MOTaT Ja HaAMalaT aHTHXHIepTeH3HBHUAT edexkr Ha ACE-
HHXHOUTOPHTE.

4.6. BpeMeHHOCT H KbEpPMeEHeE

bpeMEHHOCT

Yrnorpebata Ha ACE-HHXHOHTOPH He ce mpenophyBa Mpe3 IbPBHA TPHMECTBD Ha OpEMEHHOCTTA
(Bux T. 4.4). Ynorpebara Ha ACE-uHEXHOUTOpH NO BpeMEe Ha BTOPHA M TPEeTHA TPHMECTHD Ha
OpeMeHHOCTTa € IIPOTHBONOKAa3Ha (BUXK T. 4.3 1 4.4).

EmuaeMHONOrHYHHTE JaHHH OTHOCHO TEPATOTEHHMA PHCK BeleacTeue npuioxerne Ha ACE-
HEXHOHTOPH IO BpeMe Ha NBPBHA TPHMECTEP Ha OpeMEHHOCTTA He ¢a yOeaMTEeNHH, HO BCe NaK
He MOXe /Ia C€ M3KIIOYM H3BECTHO ITOBHINICHHE Ha TO3H pPHCK. IIpH manueHTKHTE, IPH KOHTO
NpoIb/DKaBaHe Ha 3anovHaToTo jJeveHne ¢ ACE-HHXuOHTOp ce CcMATa 3a HAIOKHTCIHO €
HeoOXOQHMO, NPH IUIAHHUpPaHEe HA OPEMEHHOCT J1a Cé CMEHH AHTHXHUIIEPTEH3HBHATA TCpPaIHA C

ANTEPHATHBHA, ¢ YCTaHOBeH Hpodua Ha Oe30macHOCT MO BpeMe Ha OpeMeHHOCT. AKO ce
YCTAHOBH OpeMeHHOCT, JedeHHeTo ¢ ACE-naxnbutop TpsaOBa ga ce IpeycTaHOBH He3adaBHO H

aKo e NMOAXOMALIO Ja € 3all0YHe aNTePHATUBHO JICUCHHE
IIpunoxennero Ha ACE-HHXMOMTOPH 10 BpeMe Ha BTOpHA M TPETHA TPHMECTHp HA
OpeMEHHOCTTa € CBBP3aHO C VyBpexzgaHe Ha Imnoaa (ItoHW>KeHa OnOpeuna @yHKuws,
OHTOXMAPaMHHOH, XHIIOIUIA3MsS Ha dYeperna) H HOBOpoAeHOTO (OBOpeyHa HEmoCTaTHEYHOCT,
XUIIOTOHHA, XMIepkanueMHus). (Buxk c¢bmo T. 5.3). Ako ce ycraHoBH ekcnosuius Ha ACE-
WHXHOHTOPH OT HA4YaJoTO Ha BTOPHA TPHMECTBD Ha OpPEMEHHOCTTAa, € NPENOPHINTEIHO
VATPa3BYKOBO HM3CIEABaHE 3a IpociendBaHe Ha ObOpeunara ¢pyHkuua B depena. HoBopoaeHH,
yuuto Maiiku ca npHeMatH ACE-uHxuOHTOpH, TpsabBa CTPHUKTHO Aa OBAAT NMpOCHEadBaHH 32
IOSBa Ha XHIIOTOHHUSA (BHXK CBIIO T. 4.3 1 4.4).

KbpMeHe
He e U3BECTHO AATH IEPHHIONIPHI Ce eKCKPETHpa B MaiUMHOTO MIIAKO IIpH Xopa. [lopanau ToBa
yroTpedara Ha IEpHHIONPHII 110 BpEME Ha KbPMEHE HE C€ IIPENOopBh4Ba.




4.7. EdexTH BHPXY ¢n0ocoOHOCTTA 32 ModupaHe u padora ¢ MAINHHHU

[Ipu modupane u pabGora ¢ MaimMHH, TpAOBa Ja ¢¢ B3eMe IIOK BHHMAaHKE BBL3MOXXHOCTTA 33
0sABa Ha OTIaHAIOCT H 3aMaifBaHe.

4.8. Hexxenann JekapCcTBCHH PeAKIUH

CnegHuTe HEXeJIaHH PeaKknul ca HAOMIOAABaHH B ONMMCAaHHM B X0Ja Ha JIEYEHHUE ¢ NIEPHHAOIIPAII
ChC CHOTBETHATA YeCTOTa: MHOTO 4ecTH (>>1/10), yecTr (>1/100 mo <1/10), neuectn (=1/1 000 xo
<1/100), peaxu (=1/10 000 no <1/1 000), muoro peaxu (<1/10 000), ¢ Hen3BeCTHA YecTOTA (HE
MOXe J1a OpJi¢ YCTaHOBECHA OT HATHYHHUTE JJAHHH )

Hapywenus na xpvema u numgbnama cucmema.

IloHM)XaBaHe Ha XeMOrJIO0HHA H XeMaTOKPHTa, TPOMOOLMTONEHHAS, JIEBKOIIEHU/HEY TPOIICHUA U

CIYYal Ha arpasyJIoIMTO3a MM MaHIATOICHHUA ca OHIM HalmoaaBaHy MHOro pajaxko. Muoro

paako ca OHMH ChOOIMABAHM CITYYald HAa XEMOJHTHYHA aHEMH#A NPM TTAIlHEHTH C BPOACH AeHITUT

Ha TImoKo30-6-gochar pexmaporeHasara (Bux T. 4.4 CHeUHalHM TNpPEayNpeXAcHHI H

CIICIIMUIHH IIPEAa3Hi MEPKH NPH yIioTpeba). |

Hecuxuunu Hapyuwerua:
Heuectu: pa3cTpoiicTBa Ha HACTPOCHHETO HIIA CHHSL.

Hapywenua na nepenama cucmema.
YecrH: rmasobonue, 3aMassHOCT, CRETOBBPTEXK, [IapECTE3HMU.
MHoro peaku: 00BpKaHOCT.

Hapywenus na owume.
YecTH: 3puTeNHY HApYICHHS.

Hapywenusa na yxomo u aabupunma:
YecTu: myM B yIDHUTeE.

Copleuro-cv008uU HAPYVUICHUA.

YecTu: XunoToHHS H €PEKTH, CBBP3aHHA ¢ XHITOTOHUATA.

MHOTO peaKn: apuTMHsA, aHTHHA TEKTOPHC, MHOKApACH WH(APKT HIH MO3BYHO-CHAOB
HHIMACHT, BEPOSTHO BTOPHYHO, ITOPaJH H3pa3eHa XUIIOTOHHS NMPH BHCOKO PHCKOBH ITAIIHEHTH.

Pecnupamopru, 2pvOru t MEOUACMUHANHY HADYIUEHUA.
YecTH: kanuinna, AHCITHEA.

HeuecT: 6poHX0CnasuM.
MBHoro peaxu: eo3pHO(MIHA THEBMOHUSA, PUHHT.

CmoMauHO-4peGHU HAPYULEHUSA.

YecTH: rajicHe, moBpbllaHe, KopeMHa Ooka, Jucrerncud, Juapus, KOHCTHITAITHA.
HedyecTn: cyxora B ycrara.

MHoro peaku: maHKpeaTwr.

Xenamo-OunuapHu HAPYUWEHUA PR
MHoOro peJKH: IIHTOMHTHYEH HIIH XONECTATHYECH XElaTHT. e L



Hapywenua na koxcama u nOOKOICHAMA MuKaH.

Yectu: o6puB, cepbOeK.

HeuyecTH: aHTHMOREBPOTHUEH OTOK HAa JIMIETO, KpalHHIUTE, YCTHHTE, €3MKa, IVIOTHCA H/HIH
TapHHKCA, YPTHKAPHAL.

MBHoOro peaku: epuremMa MyJITH(OPME.

Hapywienusn na MCKYAHO-CKenemHamMa CUcmemda i CbeOURUMERHAMA MBbKAH.
YecTH: MYCKYJIHH KPaMITH.

Hapywenus na 6vbpeyume u nuxounume nemulya.
HevecT: HapyiieHa Or0peyna QyHKIHA.
Mmuoro peaku: octpa OB0peyHa HEAOCTATHYHOCT.

Hapywenus na ev3npoussodumennama cucmema u 2epoama.
HeuecTH: IMITOTEHTHOCT.

Obwgu napywienus u ehexmu HQ MACMOMO HA NPUNRONCEHUE:
YecTH: acTeHu4.
HevecTH: u3noTABaHeE.

H3cnedeanus:

Morat 212 ce noABAT IOBHINABaHE Ha CTOHHOCTHTE Ha KPHBHATA Ypes U IUIa3MeHHA KpeaTHHHH,
XHIEpKaIMeMus, oOpaTuMa ciiell IPEKhECBaHe Ha MpHeMa, 0coOeHOo NpH HANHYHETO Ha OBOpedHa
HEJOCTATHRYHOCT, TEXKA ChpJieyHa HEIOCTAaTBYHOCT H PEHOBa3aliHa XUIIEPTOHHA. Paaxo ce
chOOINABa 3a IOBUIIECHU CTOHHOCTH Ha YEPHOAPOOHHUTE €H3HMH H CEpYMHHUS OHIIHPYOHH.

Knunuunu npoyusanus

IIo BpeMe Ha mepuoja Ha paHAOMH3HpaHe Ha nanueHTHTEe B npoyuBaHero EUROPA, ca
NpocieasiBaHy CaMO CEPHO3HUTE HeXenaHH chOuTHsa. HIKoaKo MallMEHTH ca HMAIH CEPHO3HH
HeXkeNaHu ceOuTHS: ¢hoTBeTHO 16 (0.3%) ot 6 122 mamyeHTH, NOMYYaBaIOH MEPHHAOIPHI, B 12
(0.2%]) o1 6107, nonyyapany mnanebo. B rpynara Ha namuaeHTHTE, TTOJNyYaBally TepHHAOPHIL
XHUNOTOHMA € Habmogapana npu 6 MALUEHTH, aHTHOENEM IPH 3 NALUEHTH H BHE3ANEH ChPACYEH
apecT npu 1 mamueHT. IloBeue HMAaUKMEHTH ca OTMAJHANM OT IIPOYYBAHETO MOpamy KallUIMIA,
XUIIOTOHHA HJIM HEOHOCHMOCT, B IpylaTa, JEKYBaHH ¢ HEPHHAOIPHI, OTKOJKOTO B Ipymara,
JeKyBaHH ¢ I1anedo, 6% (n = 366) cupsamo crotBeTHO 2.1% (n = 129),

4.9. IIpexo3apane

MmMa orpaHHYeHHM JaHHH OTHOCHO MNPEAO3UPAHETO NMpH Xopa. CHMIITOMHTE Ha IMPEeAO3HPAHE C
ACE-HHXMOMTOPH MOraT JAa BKJIIOYBAT XHIOTOHHUSA, IMPKYJATOPEH IIOK, EINEeKTPOJHTHH
HapylleHus, OBOpeuHa HEZOCTATHUYHOCT, XHIIEPBSHTHUNANMA, TAXUKAPAWA, DaNNHTAIHMY,
Opapuxapnid, 3aMaifBase, HECTIOKOUCTBO, KallLIHILA.

[IpenopbUMTENHOTO JICYCHHE MpPH INPEAO3NpaHe BKIOYBA HH(QY3HpaHEe Ha CTaHIApPTEH
$UIHOTOTHYEH Pa3TBOP. AKO Ce YCTAHOBH XHIIOTOHHSA, MAlHEHTHT TpsaOBa fa ce IIOCTaBH B
Jiergano nonoxenue. Tepanud ¢ uHPy3ua Ha aHrHoTen3uHd Il W/MnH BEHO3HH KaTeXOJaMHHH,
chilo MOXxe Aa 0bae usnonssana. IlepuHaonpun Moxe la ce €MHMHHHpA 4pe3 XeMOAHalIH3a
(emx 4.4 CHnenuanHu nNOpenylpeKACHHS H CICMANHH IpennasHy MEPKH. * TIPH. ynoTpeﬁa,
[TaireHTH Ha Xemomuanu3a). IIpn Hanuvme Ha MGMKEMBHTOBHO;‘IJBBHGTGHTH& 6pammapmm e
NOAXONAIIO IOCTABAHETO HA BPEMEHEH IIEACMEHKE]. Heoﬁxo,zmu e nec*roane:H K@H lipcm Ha
BHTA/IHUTE IOKA3aTEIH, CEPYMHHTE €IICKTPOJIMTH H KpeaTHHHHA. | e ‘

_.; i

[ ]
! ‘ . 4

1 __::.. k T o LI -._
L] " . L .
P | e - I
P i . - . - - i
F ) |:\. "l:_-_l. e . ‘l " A .
e .= - - P - - ‘1'
LI . e Tt o
- . . o = —-'lq-'
.5 ___'l " : —no
" ) n-
- ".. S .l‘.' L. ‘_‘.l" ' -F
o . . - . P
v S e T,
. - - -
. e - LT
. [ R R . PR
. T ' . TR - A
A LI . ' o
]
. -
-
r
-
[ ot w

-
h‘

10



5. PAPMAKOJOTrHYHU CBOUCTBA
3.1. ®apMakoJUHAMHYIHH CBOHCTBA

ATC xox C 09 AA 04

Iepunnonpun e MHXUOUTOP Ha €H3UMA, KOWTO KOHBEPTHPA AHTHOTCH3MH | B aHruoteHzuH II
(aHrnoren3uH KoHBepTdpam eH3uM, ACE). KoHpepTHpaligdar €H3HM, WIH KHHAa3a,
IIpECTAaBIsIBA EK30IENTHAAa3a, KOATO MNO3BOJ/SIBA KOHBEPCHA Ha AaHTHOTEH3WH | BBB
Ba30KOHCTPHKTOpa aHTHOTEH3MH I, KakTo M OTroBapaml 3a pasrpakJaHeTo Ha Ba3oAMNIaTaTopa
OpaIMKHHHAH O HEAKTHBCH XCKTAIIENTH],

HNuxubunusara Ha ACE uMa 3a pe3yarar peayKinus Ha aHrHoTeH3uH Il B m1asMara, KoeTo Boad
IO YBEJIHYEHa IUIa3ME€Ha PEHHHOBA aKTUBHOCT (Upe3 MHXHOMIMA Ha OoTpUlareaHara obOpaTHa
BpB3Ka 3a OCBOOOXIAaBaHE Ha PEHWH) M HamalleHa cekpenus Ha annoctepoH. Twit karo ACE
HHAKTHBUpA OpaJUKUHHHA, HErOBAaTa MHXHOHIIMA HMA 3a pe3yJITaT [MOBHIIABAHE HA aKTHBHOCTTA
H2 IHPKYJIMpPAIUMUTE W JIOKAHH KATMKPEHH-KHHUHOBA CHCTEMH (M MO TO3KW HAYHH CBIIO Taka
aKTHBUpPAHE HA NPOCTArVIaHAUHOBATA CHCTEMA). BB3MOXHO € TO3H MEXAHH3EM Ja JOMpHHACA 34
TIOHKDKABAIIOTO KPBBHOTO HanAraHe ackHcTtBHe Ha ACE-mHXUOMTOpHTE H OTYHacTH Ha €
OTTOBOPEH 3a TEXHHUTE CTPAHUYHH eeKTH (Hamp. KalllIHIIA).

Ilepunponpun nefcTBa 4pe3 CBOS aKTHBEH MeTaboHT [ePUHAOIPHIAT. Hpyrure MerabonuTu
He rrokaszsat HHxuOHIUA Ha ACE akTUBHOCTTA HH BHTPO.

XUNCPTOHUS

Ilepunponpun € akTHBEH NpPH BCHYKK CTCINCHH Ha XHIEPTOHHA: JI€Ka, yYMepeHa, TEXKa;
Ha0moaBa ce NOHM)XKaBaHE Ha CTOMHOCTHTE Ha CHCTONHOTO H AHACTOJHOTO KPHBHO HAJIATAHE,
KaKTO B JISTHAIO IIOJICXKEHHUE N0 rpw0, Taka U B M3NPABEHO IOJIOKEHHE,

[lepungonpun Hamansea nepudepHOTO CHAOBO CHIPOTHBICHHE, KOSTO BOAH 0 NOHHKABAHE Ha
KPBbBHOTO HajiAraHe. BcnecTBHe Ha ToBa ce yBenmuasa mnepudepHus KPBBOTOK, 0e3 edexrt
BEPXY ChPIAEYHATA JESCTOTA.

Karo mnpaBuno ce yBenH4aBa OBOpPCUHHAT KPBBOTOK, JOKATO CKOPOCTTA Ha IJIOMEpPYJIHA
punrparus (CI'®) 0OHKHOBEHO OCTaBa HEIIPOMEHEHA.

AHTUXUOEPTEH3UBHATA AKTUBHOCT € MAKCHMalHa MeXay 4 u 6 4. cinel IIpHEM Ha eJuHHYHA
7103a ¥ IpOoABIXKAaBa oHE B TeweHue Ha 24 4.: 87-100% o1 ehexTiTe monanat B MEXIYNHKOBHTE
CEKTOPH.

IloHM>KaRaHETO HA KPBBHOTO HajAraHe HacTblBa OBp30. IlpH moBmH4BaIU C€ MHAIMEHTH,
HOpMaIH3alMid ¢¢ I[IOCTHra B paMKuTe Ha | Mecell W Iepcucrupa 0€3 II04BABaHE Ha
TaxHbUIaKCHAL

CnupaHeTo Ha JIeUeHHEeTO HE BOIH A0 pebayny edexr.

[lepunponpun HaMaJIsBa JTEBOKAMEPHATA XUIIEPTPOdH.

JokazaHo €, ue NnpH Xopa NEPUHAONPHI NOKa3Ba ChAOpasmNpABaIiy ¢cpoicTea. Tol noxobpsaea
€NaCTHYHOCTTA @A FOJIEMHTE apTEPHH H HaMajlfiBa OTHOIICHHETO MEIMA/AYMEH HAa MAIKHTE
apTepyH.

ConoMaratejlHa Tepanud ¢ THASHACH UYPETHK BOIH OO0 CHHEPrHA OT AaJAUTHBEH THIL
KomOunamuara or ACE-pHXUOHTOp W THA3M[ CHINO HaMalsdBa pPHCKA OT XHIIOKAJIHEMHA,
IpeAU3BHKaHa OT JHYPETHYHOTO JIEUCHHE.
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[lanpenTd che crabunsa dopMa Ha KopoHapHa OonecT Ha CBpLETO /7 .
[Ipoyusanero EUROPA e MHOIOLEHTPOBO, MEXIYHAPOIHO, paH,u;meHpaHn nﬁoﬁtﬂﬂ-mﬂnn
ane60-KOHTPOHPAHO KIIMHAYHO MPOYYBAHE, C HpO,I['bJI}I{HTEJIHOCT 4 I‘GJ.IHHH SRRSEI
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[Bananecer xunaau npecta u oceMHaneceT (12 218) manueHTH Ha BB3pacT Haz 18 roauHu ca
Oy paHJOMH3HpaHK Ha MepuHAonpun 8 mg (n = 6110) unu nuauedo (n = 6108).
[lonynanuaTa, BKIOYEHA B NPOYIBAHETO, € OHMIIa ¢ JoKa3aHa KOpoHapHa GosecT Ha CHPLETO,
0e3 KIMHHYHM NpH3HALM 3a ChpAcdYHa HeaocTaTh4yHocT. O6mo 90% OT malMeHTHTe ca HMAH
NpeanecTBamyi MHOKAPACH HH(papKT H/UIH peBacKynapHu3aniid. MequkaMeHTo3HATa TepalHg B
npoy4yBaHeTo ¢ Omina gofaBeHa Ha (oHA HA KOHBEHIHOHANHA Tepanys, BKIIOYBAINA
AHTHArperalTH, JHIHAO-TIOHHXaBalld MEANKaMeHTH H 6eTa-0IoKepH.

OCHOBHMAT KPHTEPHH 32 ¢(PEKTHBHOCT € Ol KOMOHHAIHMATA OT CHPASYHO-CBIOBA CMBPTHOCT,
He(aTaneH MHOKapAeH HHGAPKT W/HIH ChbpACYEH apecT ¢ yclellHa pecycuTanud. JIe4eHAeTO ¢
MEPHHAONPHI 8 Mg BEAHBX AHEBHO € JOBEIO A0 3HAYHTEIHO aOCOMIOTHO HaMaICHHE Ha
OCHOBHaTa KpaiHa To4ka ¢ 1.9%, ChOTBETCTBaNIO Ha penaTHBHO HaMalcHHE Ha pucka ¢ 20%
(95% CI [9.4; 28.6] - p<0.001).

IIpu maneHTHTE ¢ MpeIecTBAll MHOKApAEeH HH(APKT W/HIIH PeBacKyIapH3alus, abcoTIOTHOTO
HaMaJIeHHe Ha pHcka ¢ Omiio 2.2%, ChOTBETCTRAIIO HA PENATMBHO HaMalleHHe Ha pucka ¢ 22.4%
(95% CI) [12.0; 31.6] - p<0.001) no oTHOLIEHHe Ha OCHOBHATA KpaifHa TOYKa, B CPaBHEHHE C

nanedo.
5.2. PapMaKOKNHECTHYHH CBOHCTBA

Cnen nepopanHo npHeMaHe, NEpuUHJIONDHI ce pe3opOHpa GBP30 U MHKOBH KOHLEHTPAHH Ce
JOCTHraT B paMKHUTe Ha | 4. buonanuuuocrra My ¢ 65 go 70%.

Oxono 20% or ofmoro komuuectso abcopOupaH NEPHHAONPHA C€ KOHBEPTHPA B
NCPUHAONPUIAT, HErOBHA akKTHUBCH Merabdomutr. OcBeH A0 AaKTHBHHA NEpHHIONPHIIAT,
OEPpHHAONPUI €€ pasrpaxia g0 Ome 5 MeradonuTa, BCHYKHUTE HEAaKTHBHHM. IlnasMeHHSAT
IOJIY;KHBOT Ha ICPHHAONPHA € paBeH Ha 1 4. JIMkoBa mjiasMeHa KOHLCHTpAUHA Ha
IIEPHHOOIPHIIAT C€ IIOCTUIA B paMKHATE Ha 3 710 4 u.

Teit xaro mpHeMBT Ha XpaHa HaMallfaBa KOHBEPCHATA B LEPHHAONDPHIAT MU CIEIHOBATEIHO —
OHOHANMHYHOCTTA, NEPHHAONPHI TPSOBa Ja ce IpHJIara opagHO Karo eJHHHYHA AHEBHA /034,
CYTpHMH Ha [J1aaHo.

ObemMpT Ha paznpeneneHue e mnpubmusurenno 0.2 l/kg 3a HecBBp3aH NEpUHIONPHIAT.
CBBp3BaHETO € MNpoTeMHHA € cnabo (CBBp3BaHETO Ha IEPHHAONPHIAT C AHTHOTEH3HH
KOHBEPTHPAIIHA €H3UM € Mo-Manko oT 30%), HO 3aBHCH OT KOHLUECHTPAIHATA.

[leppnmonpunar ce oTAens B ypHHATa W TNOJNYKHBOTHT HA HecBbp3aHaTa Qpakips e
mpubmuautenHo 3 no 5 4. JucouuwanusaTa Ha NEepHHAONPHIAT, CBBp3aH ¢ AHCHOTEH3HH
KOHBEPTHPAINHA €H3UM BOAH 10 “‘eeKTuBeH" eTHMHHAIIHOHEH MOJIYKHBOT OT 25 4., KOETO HMA
3a pe3yJTar nocturade Ha “steady-state” cnem 4 nuu.

Ciiex MHOTOKPaTHO NMPHIIOKECHHE, HE Ce Habmolapa akyMyJIMpaHe Ha IEPHHIOIPHIL.
EMMMUHUpaHETO Ha NEpHHAONpUIAT HaMAaJIABa IPH Xopa B HalpeJHala Bh3pacT H CHIIO TaKa
IIpH TalNeHTH CBC ChpaedYHa wim 0bp0peuna HemocTarbyHoCT. [Ipn OBOpeuHa HeOCTATHLIHOCT €
KelaTenHa KOpEeKIH] Ha J03aTa B 3aBHCHMOCT OT CTEIIeHTa Ha YBpeXXJaaHero (KpeaTHHHHOBHA
KJIMPBHC).

JHanu3HUAT KIIMPBHC HA NEPHHIONPHIAT € papeH Ha 70 ml/min.

KuHeTHKaTa Ha IIEPHHIOIPUIL € IIPOMEHEHA IIPH NAlHEHTH ¢ IXMPO3a; XCNaTaTHHAT KIHPBHC HA
MaTepHaTa MOJICKyla ce peayuupa HaroigoBuHa. KomuuectBoTo 00pasyBaH mepHHIOIPHUIIAT,
obadye He HaMa/IsIBa M MO Ta3HW [MPHYHHA HE Ce HaJlara KOpeKIys Ha J03aTa.

3.3. IlpeakIHHENYHY JaHHM 34 0€30MACHOCT

F
P
.

IIpu mpoy4BaHe Ha XpPOHHYHA TOKCHYHOCT (IIpM IUTBXOBE H M&HM}'HH) TIPHHen HHTe S
OpOpenuTe ¢ 0OpaTUMM yBpexXaaHUA. _ o
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B npoy4BaHus in vitro H in vivo He ce HabmogaBa MyTar¢HHOCT.

[IpoyuBasins 3a pENpOAYKTHBHA TOKCHYHOCT (ILUTEXOBE, MHUINKH, 3aWIE H MaWMyHH) HE
YCTAHOBABAT INpH3HALKM 3a eMOpPHOTOKCHYHOCT HIH TEPaTOreHHOCT. 3a HMHXHOHTOpHUTE HA
AHTHOTCH3HH KOHBEPTHpAINUs €H3MM, obaue, xaro rpyna € OmIO mOKa3aHO, Y€ MHAYLHpAT
HeOIaronpuaATHU €(eKTH BBPXY KBCHOTO (PETAHO pa3BHTHE, HMAIOK 3a pe3yiarar (eTaiHa
CMBPT H KOHICHATAIHH €(EKTH IpH IrpU3ajvd U 3aiiy: Ob0pedHH €3N H yBENWYECHA NEpU- H
MOCTHATAIHA CMBPTHOCT.

B BArocpoysy npoy4BaHHUs BbPXY ILIBX0BE H MHIIKHM HE € YCTAHOBEHA KAHLIEPOTEHHOCT,

6. PAPMALHEBTHUYHH TAHHH

6.1. CnuchbK Ha NIOMONMHHATE BeNIieCTRA

CwiIMiiHeB JHOKCHI, XUuaApodoOeH KOIOHIeH
MEKpOKpHCTalIHA ey 1034

JlakT03a MOHOXHIOpAT

Marnesues creapar

6.2. HecbBMecTHMOCTH

He ¢ npunoxumo.

6.3. Cpok Ha roqHoCcT

2 TOIMHH

6.4. CnenuadHH yCJIOBHA HA ChbXpaHEHHE

Jla ce cpXpansARa OIpU TEMIEpaTypa moj 30°C.

6.5. JanHHu 32 OIAKOBKATA

Bnucrepu ot AIYAL domuo

bpoii TabneTku B eiHa onakoBka: 14, 20, 28, 30, 56 u 60.
B13MOXHO € HE BCHYKH pasMepH Ha OIIaKOBKAaTa Jia ¢e Ipeajiarar Ha rasapa.

6.6. Cneguaann npeana3Hu MEPKH IIPH H3XBbPJasgHE H paboTa

Hewsnons3BauuaT MPOAYKT HIH OTHAABRYHHTE MaTepHaau TpAOBa Oa ce H3XBBPIAT B
CHOTBETCTBHE C MECTHHTE M3HCKBAHUA.

7. IPUTEXXATEJI HA PAZPEIUEHUETO 3A YIIOTPEBA

Medicamenta a.s.,

Belohorska 39, Prague 6, AR
Uemka Penybimiika AR L e
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8. HOMEP HA PAZPEIIEHHUETO 3A YIIOTPEBA

9. JATA HA ITBPBO PA3PEIIABAHE/IIOJTHOBSIBAHE HA PAZPEINEHHNETO 3A
YIIOTPEBA

10. JATA HA AKTYAJIMN3UPAHE HA TEKCTA
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