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[Ipuronpun 8 mg Tabnerxn i
Prinopril 8 mg tablets ) 2 9 09 2“21

1. HME HA JEKAPCTBEHHA ITPOOAYKT

2. KAYECTBEH A KOJIMYECTBEH ChCTAB

Begka tabnerka ceaspika 8§ mg Tepr-Gymiamunoe nepurgonput (perindopril tert-butylamine),
€KBHBaNEeHTCH Ha 6,676 mg nepunmonpun (perindopril).

HOMOIIIHO BCIIECTBO ¢ H3IBECTHO }Z(cﬁCTBHE:
Bceaxa Tabnerka chaspxa 58,385 mg naxro3a MOHOXHIpaT.

3a MEITHHA CTIHCHK HA MOMOLHMTE BEIIECTEA BHAKTE TouKa 6.1,

3. JIEKAPCTBEHA ©®OPMA

Tabnerka

Ilpanonpun 8 mg Tabaerxkn: benn 1o nouru 6enu Tabnetk ¢ gopma Ha kancyna, ¢ BATbGHaTO
penedHo o3nateHne P B 6 0T BCAKa CTPaHa HA eCTETHYECKATa YEPTA OT €JJHATA CTPAHA H ABJIGOKA

AENUTE/HA YEPTA OT APYraTa CTpaHa.

Tabnerkara moxxe na 6bIe pasnesnena Ha ABE PABHH J03H.

4. KIHHHAYHHA JAHHH

4.1 TepaneBTHYHH DOKA3AHHEA

Xunepronnn
Jleuenne Ha XMOEPTOHUA.

Craduina ucxemmana Gonect Ha ChpuUETo
Hamanspane Ha pHCKa OT ChbpAeYHH CEOWTHS NMPH NAUMEHTH C AHAMHE3A 33 MHOKAapAeH HH(apKT

#/WIH peBacKylapH3anud,

Ilpuxonpun Tabnerku e ﬁoxasaﬂ TIPH BB3PACTHH.
4.2 [o3BpoBKa H l-la'llﬂl HA NPHJI0KEHHE
Josuposxa

Hosara Tpabea na ce kopurupa HHAMBHAYAITHO CHIIIACHO MPOGMIA HA BCEKH MALMENT (BK. TOuKa 4.4)
H MOBJIMABAHETO HA KPEBHOTO HAJIATAHE.

Xnnepronus
IIpuHOmpun TabneTkn MOXKE J1a C& M3NOJ3Ba KATO MOHOTEpanHus Wid B Komﬁm_laum[ C IpYyL,

aHTHXHIICPTEH3UBHE NeKkapeTea (Bik. Touxu 4.3,4.4, 451 5.1).

IlpenopbuwTennaTa HauanHa fo3a € 4 mg, NPWIAraHa BeAHEK JHEBHO, CYTPHH.

Ipu nanHeHTH ¢ BHCOKA RKTHBHOCT Ha peHHH-AHr HOTEH3HH-A110CTEPOHOBATA CHCTE
PEHOBACKYIAPHA XHIIEPTOHUA, CONEBH AethULIMT W/HIIH XHIOBONEMHS, ChPAEYHA AeKO



TEKKA XHIIEPTOHHA) MOXKe J1a ce HabluoAasa pa3Kko cnajaHe Ha KPbBHOTO HAATAHE CJIel TpBAaTa
no3a. [IpH TakuBa nauMeHTH ce Mpenopbyba HaYalHa 103a OT 2 mg, a JeueHHETO TpA6Ba Aa 3artouHe
oA MEOHUHEHCKO Ha0moaeHue.

Cnen eqHOMece4HO JieueHHe J03aTa Moke Aa Obe nosylieHa no 8 mg BEAHBXK JHEBHO.

Cren 3anousane Ha EYEHHETO C NEPHHAONPIUT MOKE 118 HACTHIIA CHMITTOMATHYHA XHIIOTOHHA; TOBA €
NO-BEPOATHO NPH MALKMEHTH, KOUTO ¢ JIEKYBAT €AHOBPEMEHHO ¢ AHYpeTHIM. Hanara ce BHHMaHHe,
Thi K4TO NpH TE3W N2UHECHTH MOXKE Ja CE Pa3BHE XMIOBOJIEMHA H/HITH CONEBH AChHLHT.

AKO € BEIMOXKHO, JIMYPETHKET TPA0Ba A ce crpe 2-3 AHK Npeay 3arouBaHe Ha ICUCHHETO ¢
Flpunonpun (Bx. Touka 4.4).

IpH mauHeHTH ¢ XMNEPTOHHS, NPH KOHMTO HE € BB3MOXKHO Ja ¢€ cnpe yNnoTpedara Ha JHYDPETHLM,
neqeruero ¢ [TpuHonpun Tpabea aa 3anoune ¢ go3a ot 2 mg. TpaGea #a ce npocnenaea Gu6peunara
GyHKIMA 1 KOHUEHTpALUMAT2 HA CepyMHHS kanuii. [Tocieapamara nosa Ipuaonpun Tpabea aa ce
KOPHTHPA B 3aBUCHMOCT OT HOB/IMABAHETO HA KPBbBHOTO HaJIAraHe. AKO € He0DX0MMO, JIEUEHHETO €
JHYPETHK MO3KE J1a ¢€ BB30OHOBH.

Ipy mauMeHTH B cTAPYECKA BB3PACT JICUCHHETO TPAORA Aa 3aNIOYHE C 2032 OT 2 mg, KOATO [1pH
HeoOXOMHMOCT MOKe OCTENEHHO Ja Ce yBenu4H Ao 4 mg chea eIMH MECeL U ciied ToBa o 8 mg, B
3aBHCHMOCT OT 6b0peuHaTta dynkius (Bxk. Tabmuna 1 no-goiy).

Cr1abnnna ncxemnqna Goaect Ha chpuero
Jleuenuero c IMpuronprn TpaGBa Aa 3aMOYHE ¢ 103a OT 4 mg BEAHBXK AHEBHO, KOATO TpAbBa na ce

YBEJIHYH 110 8 mg BeAHBK AHEBHO Ciie] 2 CEAMMIIM, B 3aBHCHMOCT OT 650peunarTa GyHKUHA H OT ToBa
Jlany 1o3aTa oT 4 mg ce moHacs gobpe.

INanmenTure B cTapyecka Bp3pacT TpsOBa fa npHeMar 2 mg BeAHBK JHEBHO IPE3 MbPBATa CEAMHMUA H
4 mg BeANTE:K JHEBHO Npe3 CIeABAINATA CEAMMIIA, NPEIH A03aTa A ¢ YREJIMYH 10 8 mg BeAHbK
AHEBHO B 3aBHCHMOCT 0T OhOpeutara pyHkimsa (k. Tabnuua 1). Jlozata Tpabsa na ce¢ nosHinasa
€aMo, aKO NpeMIIHATA N0-HHCKA [103a Ce € IoHacAna a00pe.

Chnenaaian nony.1aunu

Ianuenrn ¢ 6uGpegno yBpexaane
Jlozara npu naupeHTH ¢ GB6peuno yBpexaaHe Tpabna a ce 0CHOBaBa Ha CTOHHOCTHTE Ha

KpeaTMHHHOBHSA KIMPHHC, KAKTO € IocoueHo B Tabnuua 1 mo-gomny:

Tabnauna 1: Koparapane na ao3ata npu 6n6peqno yspexaane

Kpearnuunos kaupbuc (ml/min) TpenopbunTeng Ao3a
Clcr > 60 4 mg Ha aeH

30 <Cler <60 2 mg Ha JeH

15 <Clcr <30 2 mg mpes fieH

TaumenTu Ha xemoauanusa*

Cler < 15 | 2 mg B AcHA HA HANH3ATA

* Io Bpeme Ha AUANH3a KITHPBHCET HA NepHHAONpHNaT € 70 ml/min. Ipu naumeHT™ Ha
XeMOJHaIH3a N03aTa TpAbBa Aa ce MpHEMa Clel JHAH3ATa.

HEHTH ¢ 9epHOAPODOHO VB aHe
He ce nanara kopurupase Ha 103aTa Npy NAUHEHTH ¢ YePHOAPOOHO YBpexzaaHe (B

IleanaTpHusEa NOMYAAUHRSA



EdmkacnoctTa u 6e3onacHocTTa npu Aeua | roHowmn (nox 18 roauns) He ca ycraHopeHH. M3recTHHTE
N0 MOMEHTA JaHHH Ca ONMCAHM B TOUKa 5.1, HO NpenopbKa 3a A03MpaHe He MOMKE J1a Obae JaieHa.
TNopanu ToBa He ce npenoprusa ynorpeba Npu Aena | IOHOIIH.

Haunn B5a DpRIOKEHRE
Iepopanen.
[penopruea ce [puHONpHN A4 ce NpHeMa BEAHBK JHEBHO CYTPHH NpEIH XpaHEHE.

4.3 IlporEBomoxa3anms

¢  CBPBXYYBCTBHTENHOCT KbM NepuHzonprt Wid apyr ACE-nHXu6HTOp, MM KBM HAKOE OT

MOMOIIHHTE BELIECTBA, M30pOoeH:E B ToUKa 6.1.

AHaMmHe3a 332 aHTHOEIEM, CBBP3aH ¢ npeaumHo Jeuetue ¢ ACE-uHXuGHTOp (BiK. TOuKa 4.4).

HacsiencTeeH Wikt uaHOnaTHYCH aHTHOEIEM.

BropH H TpeTH TpuMecThp Ha OpemMenHOCTTA (BXK. TOUKH 4.4 1 4.6).

EanoBpemennata ynotpe6a Ha [IpiHONpUI ¢ anHCKMpeH-ChABPKALLH NPOTYKTH €

NPOTHBOTIOKA34aHA NMPH NAlMEHTH ChC 3axaper auaber wiu 666peuno yspexsane (GFR < 60

mUmin/1,73 m’) (sx. Touxa 4.5 w1 5.1).

¢ EnHospemenna ynotpeba cbc cakyOuTpw1/Baicaptas. [Ipusonpun He Tpa0Ba aa ce mpwiiara mo-
paHo OT 36 yaca cjie nocneHaTa 1032 HA CAKyOHTpII/BasicapTaH (BK. ChILO TOUKH 4.4 K 4.5).

¢ ExcTpakopnopanHo reveHse BOACUIO 10 KOHTAKT HAa KPBETA C HEFATHBHO 3aPEICHH MMOBLPXHOCTH
(Bxk. TOuKa 4.5).

L4 3naunma ABYCTpaHHa CTCHO3a Ha pcHATHATa 4pTEpHA HIIH Ha apTepHiATa KbM COHHCTBCH
dyHxIMonupain 6s0pek (BXK. Touka 4.4).

44 Cpenuansu npeAyupexIcHHAA H NPeANA3HA MEPKH IPH ynoTpeba

Crabunua nexeMuuHa GONECT Ha CHPLETO

AKO Ipe3 ITEPBHA MECell Ha JISYEHHETO C MEPHHEACIIPUT Bh3HHKHE €MTM30] HA HECTAOMIIHA
CTeHOKapAHA {HE3aBHCHMO AAIH € CEPHO3CH IIH He), TpsaOBa a ce HanpaBH BHUMATEITHA OLicHKa Ha
CHOTHOLIEHHETO PHCK/NON3a NPEaH IPOABIKABAHE HA JIEUSHUETO.

XUnoroHus

ACE-uHxHOHTOpHTE MOTaT /12 NPEH3BHUKAT ClIaJaHE Ha KPEBHOTO HayArade. CHAMITTOMaTHYHA
XHIOTOHHSA BL3HMKBA PAAKC NMPH NALHMEHTH C HEYCJIOKAEHA XHIICPTOHHA # € TIO-BEPOATHO Aa HACTBHAM
[PH NaLKEHTH ¢ XUINOBONEMHA, IPHYHHEHA HANPHMED OT JIeHeHHE C JUYPETHLIM, AKETa ¢ HaMallcH
NMpPHEM Ha COJI, IHANM3a HIH NOBPBIIAHE U JHAPHA, HITH [IPH NALMEHTH C TEXKKAa PEHHH-CBbD3aHa
XHIepToHHA (BXK. Touka 4.5 u Touka 4.8). CUMNTOMATHYHA XHIIOTOHHA ¢ HAOMOAAB2HA NPH NALHECHTH
CBC CHMITTOMATHYHA ChpJeYHa HEJOCTATBEYHOCT Che WK §e3 canp3aHo OubpeuHo yepexkaane. Ta
BB3HHKBA ¢ HaH-roJiiMa BEPOATHOCT TIPH [TALMEHTH, KOHTO HMAT MO-TEXKKA (opMa Ha Chpe4Ha
HEJOCTaTBYHOCT, KOETO € ABHO OT W3MOJI3BAHETO Ha BHCOKH J103H OPMMKOBH JHYPETHLM,
XHIOHATpHEMHUA WM (yHKUHOHATHO OpOpeuHo yBpexaare. [Ipu nauueHTH, HANOKCHH HA 110-BUCOK
PHCK OT CHMITTOMATHYHA XUITOTOHHS, 3a[104YBAHETO HA JICYEHHETO H KOPHIHPAHETO Ha 103aTa TpAdBa
J1a ce TIpoc/ieaaBatT BHEMaTenHo (B3, Touka 4.2 1 Touka 4.8). Tean npeamasHyA MepKH ¢€ OTHACAT
ChHUIO ¥ 33 MALMEHTH ¢ HCXeMHYHa OOJIeCT Ha CHPLIETO WITH MO3BYHO-ChAOBA Gonect, MpH KOHTO
NPEKOMEPHOTO CIIA/]aHe Ha KPBBHOTO HAJIATAHE MOXE A2 JOBEAE /10 MHOKApACH HHAPKT HIH
MO3BYHO-CBHAOB HHUKCHT.

AKO HACTBITH XHITOTOHHS, MTAIMEHTDT TPAOBA /1a ce IOCTABM B JIETHANIO IONOKEHHE H, aKO €
Heo0X0MHMO, Jla c& MPIIIOHKH HHTPaBeHo3Ha HH(y3ud Ha dusHonoruyeH pasteop. Ilpe
XHIIOTOHHYEH OTTOROP HE € MPOTHBOMOKA3AHHE 3a [10-HATaTHITHO APHIAraHe HA Chb
KOETO MOXe J1a cTaBa Oe3 npobiieM, ako KPHBHOTO HANATAaHE CE € NOBHIBWIO el Y
CBHAOBHA 00eM.
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TIpH HaKOM NaUMEHTH Che 38CTOMHA CHPAEYHA HEJOCTATLYHOCT, KOHTO HMAT HOPMAIHO WIH HUCKO
KPBEHO HaJIAraHe, MOKE /14 HACTBIIN JOMBITHATENTHO IOHIKABAHE HA CHCTEMHOTO KPBBHO HAIATAHE
npH ynotpe6a Ha [Ipunonpun. To3# edekT e ouaksaH ¥ OGHKHOBEHO HE € PUYHHA 33 NIPEKpaTABate
HA JIEYCHHETO. AKO XMIIOTOHMATA CTaHE CHMIITOMAaTHYHA, MOXE [a € HeoDXOAMMO HAMANIABAHE HA
Jl03aTa WiH [IpeKparasate Ha iedeHHeTo ¢ [Ipusonpun.

(TeHo3a Ha A0pPTHATA H MUTPAHATA KIANA/XHIIEPTPOPHIHA KAPIHOMHOTIATHS

Kaxro u ocrananure ACE-unxuGurops, [IpsHoupun Tpabea Aa ce npuiara BHUMATENHO IPH
TALHEHTH ChC CTEHO3a HA MHTPAIHATA KJ1ana ¥ o0CTPyKIMA Ha MOTOKA OT JIABATa KaMepa, NPHYHHEHa
OT aOpPTHa CTEHO32 K XHIIEPTPOPUIHA KAPAHOMHONATHA.

Bu6peuHo yBpexkaane

Ipu 6B6peuto yBpexaane (KpearHHHHOB KIHpBHC <60 ml/min), HayanHaTa 1032 HA TIEPUHIONPHI
TpA0Ba fa Ce KOPHIHPa CNOPE KPSATHHHHOBHA KIHPHHC HA MALKEHTA (B, ToUKa 4.2), a ciiel ToBa B
3aBHCHMOCT OT MOB/IHABAHETO HA MALHEHTA OT JiedeHHeTo. [IpH Te3u naiMeHTH pyTHHHOTO
OpocnesMBaHe HA KA H KPEaTHHHHA € YacT 0T OOmIaHHHA MEAHIMHCKH npernen (Bxk. Touka 4.8).

TIpH nauMeHTH Chec CHMITTOMaTHYHA ChPAEYHA HEJOCTATHYHOCT, OABATA HA XMIOTOHMA Cle
lanoveade Ha JeueHHeTo ¢ ACE-unxuburopH Moxe Jia 1oBejie 10 yBpeKaane Ha OnOpeunara
¢yHxums. B Takuea cHTyauun e cpo0masaHo 3a pasBHTHE Ha ocTpa 6B6peuHa HETOCTATHUHOCT,
oOHKHOBeHO ofpaTHMa,

IIpu HsaKoM nalMeHTH ¢ AByCTpaHHA CTeHO3a Ha OnOpevHATa apTepHs WIH CTeHo3a Ha Gu0peunara
apTepus Ha equHCTBEH OBROpek, nekysauu ¢ ACE-unxuburops, ca Habmonasasy NOBHLIEHH HHABA Ha
ypesTa B KPbBTa H HA CEPYMHHS KPEaTHHHH, OGHKHOBEHO 00paTHMH clie]l IPeKpaTABaHe Ha
nedeHneTo. Topa e Mo-BePOATHO [PH NAUMEHTH ¢ GOpeYHO yBpekaaHe. AKO € HATHLE U
PCHOBACKY1apHA XHIIEPTOHHA, ChIICCTBYBA OBHILICH PUCK OT PA3BUTHE HA TEKKA XHTIOTOHHA H
66peuno yepescnane. [Ipu Te3n nanmenTy NeueHHeTo TpA6Ba A 3ANOYHE N0 CTPHKTHO MEIMUMHCKO
HabnioaeHHe ¢ HICKH J103M H BHUMATENHO TUTPHPAHE Ha 103aTa. Tbil KaTo JICUEHHETO C AMYPETHLM
Moxe fia 651 (HaKTop, KOHTO JONPUHACA 33 FOPENOCOYEHHUS PHCK, YIOTpe6aTa Ha MuypeTHiH TpabBa
na 6baie npeycTanosena, a 6r6peunara yHkuMa TpaGea Aa 61Ae MPOCAEANBAHA 1PE3 MbPBHTE
HAKO/KO CEJMHLH OT JicdeHueTo ¢ IIpuHonpu,

I1p# HKOH NaUKMEHTH ¢ XHTIepToHUA Ge3 npemuecTanio 656peuno cbaoBo 3a60nsBane ce HabmoxaBa
NOBHIIIEHHE HA CTOHHOCTHTE HA KPBBHATA Ypes M cepyMHHS KPEaTHHHH, KOSTO OOWKHOBEHO € JIEKO H
npexoaHo, ocobeno korato IIpuHONpHA e npunarad 3aeaHo ¢ AMypeTHK. ToBa € HO-BEPOATHO [IPA
IMALMEHTH ¢ npeuecTeamy 6s0peunn HapymeHHs. Moxe na e neobxoxumo HaMalsBaHe Ha J1o3arTa
H/HNW CTIMpase Ha JUypeTdka W unw na [lpeHonpuo.

IlanueHTH Ha XEMoaHATH3A
Crolumasann ca aHaNaKTOMIHN PeaKiHK DY MALMEHTH HA AAAIM3A ¢ MeMOpPaHH C BUCOKa

IPONYCKIIMBOCT, KOMTO €& JIEKyBaHH eaHOBpeMeHHO ¢ ACE-unxuGurop. [Tpe Te3u nauueHTH e
HeoOXO0MHMMO J1a ce OOMMCITH H3MON3BAHETO Ha APYT BWA JWanH3Ha MemOpana HIM Ha
AHTHXHIIEPTEH3HBHO JIEKAPCTBO OT Pa3NMyEa rpyIa.

Br6peuna TpaticnnanTanys
Hsma onuT 0T ynoTpebara Ha NEPHHIONPIII [IPK HALMEHTH, NPETHPIEIH HACKOPO 6u6peuHa

TPAHCIUIAHTALHA.

PeHoBackynapHa XHnepToHus
HMMa noBHImen puck OT XHNoTOHHs H GbGpevna HeOCTATHYHOCT, KOTaTo MALHEHTH G/

CTEHO32 Ha PeHaTHATa aApTEPHA WM apTEPHANTHA CTEHO3a Ha CABHCTBEH (YHKIHOHH{
nexysany ¢ ACE-naxuGHTOpH (BK. TOuka 4.3). JleueHHe ¢ JUyPETHIIH Moke aa On, !




¢axrop. 3aryba Ha GrOpeunaTa GyHKUHA MOKE 3 HACTBIK CaMO C MHHMMATHH HPOMEHH B
CCPYMHHA KPEeaTHHHH, JOPH IMPH MAHCHTH ¢ €JHOCTpaHHA CTCHO3A Ha peHaNHAaTa apTepHs.

CBpPBXYYBCTHTEIHOCT/AHIHOCAEM

Vma cpobilieHus 3a pefiki C/ly4ad Ha AHTHOEEM Ha JMIETO, KPAHHHIIMTE, YCTHHTE, JTMI' ABUIHTE,
€3HKa, [7I0THCA M/MIIM IapHHKCA TPH NAUACHTH, Jiekysanu ¢ ACE-aHXu0HTOpH, BIITIOUMTEITHO
IIpusonpun (k. Touka 4.8). Toau edekT MONeE Ja HACTHITM BBB ECEKH MOMEHT MO BPEME Ha
aeyensero. B Takusa cimyyan ynorpe6ara Ha [Ipunonpeut TpaGea ne3abaBro Aa ce NPEyCTaHOBH M 12
3all0MHe NOAXOAAIIC HAbM0AeHHe, KOETO Ja MPOALIDKH A0 ITEIHOTO H3YE3BAHE HA CHMITTOMHTE.

B cnyyaure, KOrato OTOKBT e OrpaHHuaBa JC JMUETO H YCTHHTE, ChCTOSHHETO COMKHOBEHO
oTiIYMABA Be3 eYeHHe, BRIIPEKH Y€ NPHIaraHeTo Ha aHTHXMCTAMHHM TIoMara 3a o6/ieK4aBaHe Ha
CHMITTOMHTE.

AHIHOeIEMBT, CBBP3aH C OTOK HA TapHHKca Moxe a2 6bae daranen. Koraro e Hannue asraxupane Ha
€3HKa, [NIOTHCA WIH JIAPHHKCA H CBINECTRYRA PHCK OT 3aMyLIBAHE HA AMXATE/THUTE METHING, TpAOBa 1a
CE NPHNOKH CMemHO JedeHue. To ce cheToH B prIaraHe Ha ajipeHalTHH W/HITH OCHTYPSBaHE Ha
NMPOXOHMOCT Ha THXATeNHHTE MbTHA. [TaieHTsT TpaOBa aa 6bae MO CTPHKTHO NeKAPCKo
HabAIOAEHHE O ITHIHOTO M TPAlHO OT3BYHABAHE HA CHMITTOMMTE.

[TaleHTH ¢ MpeaHIIHa aHAMHE3A 32 AHTHOS/IEM, KOMTO He € CBbp3aH ¢ geuenne ¢ ACE-uaxuburop,
MOKE 12 ca M3I03KEHH Ha TIOBHILCH PUCK OT Pa3BUTHE Ha AHTHOESEM, IOKATO MPHEMAT
ACE-uuxuburop (Bx. Touka 4.3).

AHrHOezieM Ha YepaaTa e ChOGIaBAH PANKO MPH NAUMeHTH, JekyBanu ¢ ACE-unxuburopu. Tesu
NaLyeHTH ¢a MManu KopeMHa 0osika (¢be K 6e3 rafeHe Wi MOBpPBILAHE) B HAKOH citydaH 6e3
IpeallecTBall aHTHOS/AEM Ha JIMLIETO ¥ ¢ HOpMAanHH HuBa Ha C-1 ecrepasara. AHTHOEIEMET €
AuarsocTHuMpaH ¢ noMomra Ha KT Ha kopema wie yiTpa3sBykoBO H3cIieEAHE WITH TIO BpEME HA
XHPYPriAuHa HHTEPBCHIMS, 4 CHMIITOMHTE Ca OT3By4aBanH crief cnupaHe Ha ACE-uuxuburopa.
YpesHusT anrnoenem Tpatea na 6bi1e BKIOYEH B AM(EPEHIMAIHATA IHATHO3A [IPH MALIMEHTH C
kopemHa Gonka, xouTo npuemMatr ACE-uuxuutopu.

EnHospeMenHata ynotpe6a Ha ACE-HHXHOHMTOpH Che caKyOHTpUa/BancapTaH e NpOTHBONOKA3aHa,
NOpajii YBEJIHYEH PHCK OT AHTHOEAEM.

Jleuenue cue cakyOHTpun/Bancapran He TpsOBa [a ce 3anoysa Mo-paro oT 36 Yaca OT NOC/IeHATa
noza [punonpun. Jleuenue ¢ Ipunonpun He TpsGBa a ce 3amouBa No-paHo oT 36 yaca ciie
nocleaHaTa 103a cakyOMTpun/BaicapTaH (Bk. Toukd 4.3 u 4.5).

Ennospemennara ynorpeta na ACE-unxu6uropu ¢ pauexanorpui, mTOR uaxuburopu (Hanp.
CHDONUMYC, EBEPOITHMYC, TEMCHPOIHMMYC) ¥ BHIIATTHIITHH MOXE 1a JOBEIE KO MOBHILEH PHCK OT

AHTHOEIEM (HaMp. OTOK Ha JMXATENHUTE [ThTHLIA WK €3HKa, ChC HIK §e3 HapyIneHHe Ha QHIIZHETO)
(Bx. Touka 4.5). Heo6Xx0aMMO € [a ce IIOAXO0M ¢ MOBHIIEHO BHUMAHHE, KOTATO CE 3aM0YRa JICYEHHE C
pauekanoTpunt, mTOR HHXMGHTODH (Hanmp. CHPOTUMYC, €BEPOTHMYC, TEMCHPOITHMYC) H
BHLAArTHITTHH IIPH NaLHEHT, Koiito Bede npuema ACE mxuburop.

Anadunakronnun H 110 BpeMe Ha adepesa Ha THUNONPOTEHHH ¢ HUCKa ITbTHOCT (LDL)

B peaxn ciryyau, npu nawpenTa kouto npuemar ACE-uixuGurops no Bpeme Ha adepesa Ha
JHMONPOTENHH ¢ HHcKa WIsTHOCT (LDL) ¢ nekcrpan cyndar, ca sabmogasanu
HHABOTO3ACTPALIABAINN AHADHIAKTOMAHH peakuyH. Te3n peakuyn ce H3GATBAT Ype3 NPeKpaTsBaHe Ha
nedennero ¢ ACE-uuxu6HTOPH npeau Beaxa adepesa. '

AHahHNaKTOHHK PEAKIIMH N0 BDEME Ha ECEHCHOWTHIAUNA
[TaupenTn, kouro ca 6w nexysanu ¢ ACE-HHXHOMTOPH N0 BpeMe Ha JAeceHCHOHN
(nanp. ¢ oTpoBa Ha XMMEHONTEPa) ca NONy4apany aHadHIaKTOHTHE peakiuu. Teau




Npe0TBPATABAT YPE3 BpEMEHHO NpeKparaBaHe Ha nedeHuero ¢ ACE-unxubHTOpH, HO ce mosABaBaT
OTHOBO MPH HENPEIHAMEPECHA MOBTOPHA CKCTIO3HLIHA.

Yepronpobia HENOCTATEYHOCT

B penku ciryuan ACE-HXHOHTOpUTE Ce CBBP3BAT ¢ Pa3BHTHETO HA CHHAPOM, KOHTO 3a1104Ba ¢
XONECTATHYHA KBIATCHHNA H TIporpecHpa 0 GyIMHHAHTHA 4epHOAPOOHA HEKPO3a H (MOHSKOTa)
CMBpPT. MeXaHM3MBT Ha TO3M CHHAPOM Bce olne He € w3AcHeH. FlaiuenTnTe, npueMalu
ACE-HHXMOHTOPH, KOHTO Pa3BMBAT XbJITCHHLA HWIH H3Pa3CHO NOBHIIEHHE HA Y€PHOAPOGHHTE
eH3HMH, TpabBa na npeycTanosst nedcHuero ¢ ACE-HHXHOHTOp W 12 MOTyYaT NOAXONALIO
MEIHIMHCKO IpocneaseaHe (BK. Touxa 4.8).

HeyrponeHus/arpanyaonupro3a/TpoMGOHHTONICHUS/aHEMHS

Hma crobmenns 3a HeyTpONeHHA/arpaHy IOLMTO32/ TPOMOOLIMTOTICHUS M AHEMHSA MPH MALKEHTH,
npuemaimi ACE-pnxuburopu. [Ipn naumenTyn ¢ Hopmanaa 6x0pedta QyHKUNA | IMIICA HA APYTH
YCIIOKHABAIH GaKTOpH, HEYTPOTICHHS BB3HHKBA paako. [lepunaonpun Tpabsa ja ce H3MON3EA ©
M3KTIOYMTEHO BHHMAHKME NP NALMEHTH C KONareHHH ChI0BH 3a00/I9BaHKA, MMyHOCYIPECHBHA
TEpaIH4, JCUSHAE ¢ ATOMYPUHOI WK IIPOKAMHAMH]L, WK [PH NAUKEHTH ¢ KOMOHHAIHA OT Te3d
YCIOXHABAINM dakTopH, 0coOEHO MPH HATHYME Ha yBpejeHa 0b0peuna dynkuma. Hakou ot Tesu
NALHEHTH Pa3BHBAT TEXKH HHOEKIIMH, KOMTO B MATBK OPO#t OT ClIyYaHTe HE CE IIOBIMARAT OT
MHTEH3WBHA AaHTHOHOTHYHA Tepanus. AKO EPHHAONPHN CE H3MOM3BA NIPH TAKMBA MAIHEHTH, CE
TpENopbuBa NEPHOIMYHO NPOCIEASBaHe Ha Gpos Ha GenuTe KPHBHH KICTKH, a NIALMEHTHTE TpAOBa 1a
crofINaBaT 32 BCEKH NIPU3HAK HA WH(EKLHS (Bh3N4NEHO MbpJIO, IOBHILEHA TEMIIEPaTypa).

Paca

[IpoLieHTHT Ha CIyuauTe ¢ aHTHOeAeM, MpHUHHEH 0T ACE-HHXHOUTOPH € MO-roNnAM Ipd YEPHOKOXKH
MALHEHTH, OTKOJKOTO IIPH TE3H ¢ JPYTa PacoBa MPHHALIEHHOCT.

Kaxro u npu apyrure ACE-MHXHOMTOPH, AHTHXHIIEPTEH3UBHHAT eeKT Ha NEPUHAOIIPHI € M0-c1abo
H3PA3CH MPH YEPHOKOKH NALHEHTH, OTKOIKOTO IPH HE-MEPHOKOKH, BEPOATHO NOpanH
npeobnagaBaHeTo Ha HACKO PEHMHOBO HHBO NPH YEPHOKOXKATA MOMYALAA ¢ XHIIEPTOHMS.

Kaninuna

HMa cpobmenns 3a nosea Ha Kauruna npe ynotpeba na ACE-unxuGuropu. [o xapakrtep
KalUTHIATA € HEMPOYKTHBHA, MEPCUCTHPAILA M HIUE3Ba CJICA [IPEKPATABAHE HA JIEYCHHETO.
Kamnunara, npeauserkaka ot ACE-unxuburopn Tpabea aa ce BMa npeABH B AH(epeHLHanHaTa
JHarHo3a Ha KalUlMIara.

XHpYPrHa/aHecTe3ns

IIpy naigieHTH, NOLIOKEHN Ha CEPHO3HA XMPYPrHYHA HHTEPBEHIIHA HITH MO BPEME HA AHECTE3Ms C
JNIEKApPCTBa, KOMTO MPHYHHABAT XMIIOTOHHA, [IpHHOTIpHN MoxKe a Gokupa o6pasyBaHeTo Ha
aHrroTeHsHH Il B pesysmar Ha KOMIEHCATOPHOTO OCBOGOKAaBaHe Ha peHuH. Jledenunero Tpadsa na ce
NpEYCTAHOBH €JHH N€H NPeAH XHPYPrHIHATA HHTEPBEHLMA. AKO € PA3BHME XHIIOTOHHA H CE [IpHEME,
Y€ e ABIKM Ha TO3H MEXaHM3BM, TS MOXeE Ra 6B/l KOpHIHpaHa 9pe3 YBEIHYABaHE HA TUTa3MEHMA
obem.

CepyMeH Kanmii
ACE-HHXMOWTOPUTE MOTAT 4 MPEAU3BHKAT XHUIIEPKATHEMHA, Thif KaTo MHXHOHpaT OCBOOOKIABAHETO

Ha angocTepoH. EdexrsT 00MKHOBEHO € He3HaYHTEeH NPH NalHeHTH ¢ HopMaiHa 6B0peyHa
¢ynxuws. [pu naumenTy ¢ Hapywmena 6s6peuna gyuxuusa cbade /iy NpH PaUHEHTH, TIPHEMAILH
XPAHUTENHA N00ABKY, ChIBPKAIIM KaTHii (BKIIOUMTENHO 3aMECTHTENM Ha CONTA), KAITHii-
ChXPAHABANIH AUYPETHIIH, TPHMETONPHUM HIM KO-TPHMOKCA30I1, H3BECTEH CHHIO KaTO

pelienTOpHA O10Kepu, MOXKE Aa BE3HHKHE XUnepkanmueMus. Kanuii-cexpanas
AHTHOTEH3HH peuenTopruTe 610Kepu TpAOBa 1a ce NpwiaraT BHUMATEIHO 1P



ACE-HHXHOHTOPH, KaTO CEpYMHHAT Kamuil 1 Gu0peunara GpyHximusa TpadBa A2 ce NpocieasBar {Bi.
TOuKka 4.5).

[laupeHTH che 3axapeH guader

Ilpu nanpenTH ¢ auaber, KOMTO C€ JIeKyBAaT ¢ [IepOPaHy aHTHAMAGETHH JIEKAPCTBA WIH WHCYJIHH,
[HKeMHYHMST KOHTPOJI TPAOBa [a ce H3BBPIIBA CTPHKTHO M0 BPEME Ha IThPBHR MECEL], OT JICUEHHETO
¢ ACE-unxuburop (BX. TOuXa 4.5).

JuTuii
KoMOHHMpaHOTO NPUIOKEHHE Ha SINTHIA B MEPHHIONPIIT HE CE Ipenophusa (Bk. Touka 4.5).

Kanuif-chXpaHsipamy AHYPETHLH, KAJMERH JOGARKH HIIH KANHii-ChIbPKALIN 3JAMECTHTENH HA COITA
OGMKHOBEHO He ce NpenopbBa KOMOMHHPAHO MPHIOKEHHE Ha NEPHHACNPWI C KaIHH-ChLXpaHABAIIN

JUYPETHLH, KANHEBH JOOABKH HITH KatHi-ChIbPKALIH 3aMECTHTENH Ha CONTa (BXK. TOUKa 4.5).

BbpeMeHHOCT H KbpMEHe
He tpsabBa na ce 3anousa npuem Ha ACE-uHxu6uropn no Bpeme na Gpementoct. [anuenTkare,

KOHTO TUIAHHpaT 6peMeHHOCT, TpAORa Aa NpeMMHAT KbM aJITEPHATMBHO AHTHXHIIEPTEHIHBHO JIEUEHHE
€ yCTaHOBeH mpo¢us 1a GesonacHocT npx ynotpeba o BpeMe Ha GPeMEeHHOCT, OCBESH aKo He Ce
CUMTa, Y€ € OT ocobeHa BaKHOCT Ja ce npoxb/oky NeyenueTo ¢ ACE-unxuburop. Ako €
AHArHOCTHLMpaHa 6peMenHocT, nevyeHneTo ¢ ACE-uHxubuTop TpaGea HesaGasho aa Gnae
MPEYCTAHOBEHO H aKo € HeoOX0AHMO, Aa Ce 3aM0YHE ATTSPHATHBHO JeueHHe (BX. TOHKA 4.3 M TouKa
4.6).

He ce npenopsuBa ynoTpebara Ha MEpUHAONPHI N0 BPEME Ha KbPMEHE.

Jlaxroza

Ipunonpen 8 mg TabneTku chaBPka nakro3a. [lauueHTy ¢ peakd HacneACTBeHH NpoblieMu Ha
HENOHOCHMOCT KbM rajnaxktosa, Lapp nakraseH AeHLMT A UOK030-TATAKTO3HA ManabcopbLHa He
TpabBa 1a MpHeMAaT TOBA JICKAPCTBO.

JlBoiino Gokupale HA pEHHH-AHTHOTEH3HH-ALIOCTEPOHOBATa cucTeMa (PAAC)

HMa nanum, ye e/iHOBpeMeHHaTa ynorpeta Ha ACE-uaxuburopu,anraorensus I-pererrropan
610KepH WM AIMCKUPEH MOBHIIARA PHCKA OT XMIIOTOHHS, XHIEPKATHEMHSA ¥ HAMAJIABAHE HA
Onbpeunara dyHkuma (BKMOURTENHO ocTpa Op6pedHa HeaocTaTeuHocT). [Topaau ToBa He ce
npernopb4sa ABoiiHO Gnokupade Ha PAAC upe3 komOunmpana ynorpeGa Ha ACE-nHxuburop,
anrvorensyH Il-peuenropun 6nokepn unw anuckupeH (BXx. Touk 4.5 u 5.1).

Ako ce npenieHy, 4e TepanuAaTa ¢ ABoiiHO GriokHpaHe ¢ abcomoTHo HeobxonHma, ToBa TpsaORa Aa
cTaBa camo noj HabJMIONEHHETO HA CIIELHANIHCT H IIPH YeCTO BHUMATENHO MOHHTOPHPAHE Ha
OnOpeunaTa GyHKUMA, ENEKTPOIHTHTE H KpEBHOTO Hansrane. ACE-unxu6uropu ¥ anruorensuH I1-
pelienTopHy GnoKepH He TPAOBa 1a ce U3MIQI3BAT EAHOBPEMEHHO TIPH NaLMeHTH ¢ AHabeTHa
setponarus.

ITbpBHYEH anIOCTEPOHH3EM

TMawsenTy ¢ MEPBHYCH XHNCPANLIOCTEPOHHIBM HAMA 14 CE IOBIHAAT OT AHTHXHIIEPTCH3HBHH
TIeKapCTBa, KOMTO IEHCTBAT Ype3 HHXuOHpaHe HA PeHNH-aHTHOTEH3HH CHCTEMATA. 3aToRa
H3MN03BAHETO HA TO3H NPOAYKT HE CE MPENopbhYBa.

4.5 BaammopeiicTBEe ¢ IpyrH JexapcTBend NPOAYKTH # Apyra GopME Ha B3aEmoseii

KnuHWYHHTE faHHK NOKA3BAT, Y€ /IBojinaTa 610Kana HA CHCTEMATA PEHHH-AHIHOTEH:
(PAAC) upe3 xomBunaums or ACE-unxuGnropH ¢ anruorensun 11-penentophu 61
aTHCKHPEH € CEBP3aHA ¢ NI0-BUCOKA JECTOTA HA HEXKE/IAHH PEaKLMH KaTo XHIIOTO



¥ BIomasaHe Ha 6s0peunaTa QyHKUHA (BITIOYHTENTHO ocTpa GEOpeHA HEOCTATHYHOCT), OTKOIKOTO
H3TION3BAHETO CAMO HA ¢IHO CPENCTRO ¢ AciicTHe BLPXY PAAC (Bk. Touku 4.3,4.4 1 5.1).

JlexapcTRa, HpeIA3BEKBAINN XHIEPKAIHEMHAN:

HsikoH NekapcTBa WIH TepaneBTHYHH KIIacOBe MOMKE /1A NOBMINAT 9€CTOTATA Ha XMMIEPKATTHEMHUA
AMHCKHPEH, K&THEBH COMTH, KaTHH-ChbXpaHaBailH AvypeTHun, ACE-HHXHEHTOpH, aHrHOTeH3HH 1]-
perienropa asTaroHuct, HCIIBC, xenapuHuy, MMyHOCYTIDECHBHH CPECTBa KATO LHKITOCTIOPHH HITH
TaKpONUMyc, TpumeTonpuM. KoMOHHaIMsATa HA TE3H JleKapcTea NOBHIIABA PHCKA OT XHNEPKATHEMHA.

EanoppemMennaTa ynorpefa € npoTHBONOKA3AHA (BXK. Touka 4.3):

AJHcKupeH:
py namyeHTH cbe 3axapen AHaber WM HapyieHa GhOpeuna QYHKIMS HApACTBa PUCKBT OT
XunepkafneMHs, Blomasane Ha ObOpednara QyHKuMA ¥ chpAe4HO cBA0BA 6ONECTHOCT M CMBPTHOCT.

Exc OpPHOPAIHO JICueHHe:

EkcTpakopriopaiHo neyeHue, BOACIIO A0 KOHTAKT HA KPBRTA C OTPHLETEHO 3apeJeHH TOBhPXHOCTH,
KaTO IHAITM3a WIH XeMODHITPALHS ¢ HAKOH MeMOPAHHK ¢ BUCOKA MPOITYCKIMBOCT (HATIp.
[0JIHAKPHIIOHHTPHITHH MemMGpaHi) 1 adepe3a HA MUIOMPOTEHHH C HHCKA TUTHTHOCT C JIEKCTPAHOB
cyndart, nopany NOBHILEH PUCK OT TEXKKH aHa(iIOUAHN peakuum (BXkK. ToUka 4.3). AKO TaKoBa
nevenne € HeobXxoauMo Tpabpa Aa ce OOMUCIH H3MOM3BAHETO Ha APYT B AHANH3HA MeMOpaua Wiy
JApPYT KI14C AHTHXHNEPTEH3UBHO CPEICTRO.

JlexapcTa, NOBUILIABAIKM PHCKA OT AHTHOESAEM:
Enxsospemennara ynorpe6a Ha ACE-HHXHOHTOPH CBC CaKyOHTPHII/BATICAPTAH € HPOTHBOMOKA32HO,
ThH KaTO NOBHIIIABA PHCKA OT aHruoeem (Bx. Touka 4.3 u 4.4).

EasospeMennara yiorpefa He ce npenophusa (B, Touka 4.4):

Anuckupen:
I[IpH nanKesTH, KOWTO HAMAT 3axapeH quabeT WK HapylieHa 656peuna pyHKIHA, PHCKBT OT

XHIIEpKATHEMHA, RIOIIaBaHe Ha GbOpeyHaTa (QyHKLHA U CHPAEYHO ChOBA BONECTHOCT K CMBPTHOCT
HapacTBa.

Ennospemenno nevenue ¢ ACE-MHXMOMTOD M AHIMOTEH3HH peLenTopeH biokep:

Wma crhoOmeHuA B IMTepaTypara, ue NPy NaUMEHTH ¢ YCTAHOBEHA ATEPOCKIIEpO3a, CHpACYHa
HEJIOCTAaTHYHOCT HITH 3aXapeH JHabeT ¢ opraHHO YBpeXaaHe, nedeHueTo eqHoBpemeHo ¢ ACE-
MHXUGHTOp M aHTHOTEH3WH PELIENTOPEH 6JI0Kep € CBBP3aHO ¢ MOBHLISHA YECTOTA Ha XHIIOTOHMS,
CHHKOII, XHIIEPKATHEMHS | BliolIeHa Ou0peyHa QyHKIMA (BKTIOYHTEIHO oCTpa Hp6peuna
HEJIOCTaTh4HOCT), B CPABHEHHE C H3NOM3BAHETO CaMO HA E/(HO CPE/CTBO, NOBIHABALIIO CHCTEMATA
peHHH-aHrHOTeH3UH-anaocTepon. JlsoiiHoTo GnokHpane (Hanp. upe3 koMOHHauuaTa Ha ACE-~
HHXu6HTOP ¢ aHrHoTeH3uH II-pelienTopen anTaronucT) Tpabaa na GbAE OrPaHHYEHO B CITYYaH, KBIETO
HMa CTHKTHO MOHHTOpHpaHe Ha 6b0peunara QyHKIMA, HHBOTO HA KAJTWA M KPBBHOTO HaJIATaHe.

CTHH:
Puck 0T MOBHIIABAHE Ha HEXEIAHHTE PEAKLMH, KATO 8HTHOHEBPOTHYEH OTOK (aHTHOEAEM).

Ko-tpuMokcazon (Tpumeronpum/cyadameroxcaszon):
flauenTs, npUeMamy egTHOBPEMEHHO KO-TPHMOKCA301 (TPUMETONPHM/CYTiaMeTOKCa301) MOXKE J1a
6BAaT ¢ NOBHILCH PHCK 33 XHNEPKATHEMUs (8. Touka 4.4).

Pauexaporpwir, mTOR uHxu6GHTOpH (HAND. CHPOIMMYC, EBEPOITHMYC, TEMCHPOIHMYC):
Ennospemettata ynorpeba Ha ACE-uHxubutopH ¢ pauexanorpun # mTOR uHxn6
CHPOIMMYC, EBEPONTHMYC, TEMCHPOIMMYC) M BHIAATIIMITHH MOXKe Ja AOBEIE IO MOB
aHrnoeneM (BK.Touka 4.4).

Kanuii-chxpanssa :
3aMECTUTENH HA CONTA:




Bunpexu, e cepyMHMA Kanii 0OMKHOBEHO OCTABA B PAMKHTE Ha HOPMAIHHTE MPAHHLIA, [IPH HAKOH
MALMEHTH, JIEKYBany ¢ [IpHHONIpHI MOXeE Jia BR3HUKHE XHIepKaTHeMis. YroTpebaTa Ha Kaluii-
CHXPAHABANIH JHYPETHLM (HAND. CTHPOHONAKTOH, TPHAMTEPEH WITH aMIIIOPK), XPAHHTETHH
pofaskH, ChIBPIKAIK KATHH HIIM KATHA-ChABP/KALLH 3aMECTHTE/H Ha COJITA MOXE Ia AOBEIE KO
3HAYWTETHO OBHINABAHE Ha CepyMHHA Kanuit. TpabBa chilo Ja ce BHUMaBa, Korato [IpuHonpun ce
NpHIAra €AHOBPEMEHHO C APYTH CPEICTBa, KOHTO IOBHINABAT CEPYMHMA KAJIHH, HATI TPUMETONPEM H
KO-TPHMOKCA30.1 (TPHMETONPHM/CyNaMeTOKCa30), Thil KATO € HIRECTHO, Ye TPHMETONPHM JeicTBa
KaTO KIHH-ChXpaHaBail AHypeTHK nogobHo Ha amunopun. Ilopaau Toea He ce npenopbyBa
komOuHupanero Ra [IpHHONPAI M rOPECTIOMEHATHTE JIEKAPCTBCHH NPOAYKTH. AKO € MoKa3aHa
CBITBTCTBAING YNIOTpeDa, Te TPAGBa 2 ce M3MOM3BAT C MOBHIEHO BHUMAHHE H MIPH 9eCTO
TpOCTICIBAHE HA CEPYMHHA Kaauii.

JIuTnii:

Hma crobmenna 3a 06paTHMO NOBMINABAHE Ha CEPYMHMTE KOHLIEHTPALHH HA IWTHH H IPOASH Ha
TOKCHYHOCT NPH €HOBPEMEHHO npuwiokenne Ha nutni ¢ ACE-nixuburopu. Ynorpebara Ha
NEPUHAONPHI B KOMOHHALMA ¢ TUTH# He Ce NPEnophYBa, HO AKO KOMOWHALIMATA € HANOKHTENHA,
CEpYMHHTE HHBA Ha JTHTHA TPAOBA CTPHKTHO Ja C¢ Ipocaeaisar {Bx. Touka 4.4).

Ennoppemenna ynorpe6a, KOATO H3IHCKBA CNENHAINO BHAMAHHE:
AHTHAHaGeTHH CpencTRa (HHCYIMHM, OPATHH XHIIOIJIMKEMHYHH CPEICTBA):

EnuaeMuonoryuHuTe NpoyuBaHus NOKA3RaT, Ye eAHOBPeMEHHOTO npuiokenne Ha ACE-uaxuburopu
H aHTHAHAOETHH CPEICTBA (MHCYJIMHH, OPATHA XMIOITTHKEMHYHH CPeCTBa) MOXKe Ja JIOBEE 10
3aCHJIBAHE HA [NTIOK030-IIOHKHIKABAIIAA €eKT, ¢ PHCK OT XMIIOT/IHKeMH:. To3u (peHoMEH € no-
BEPOATHO /ia ce MPOABH NIPE3 IBPBUTE HAKOIKO CEIAMHLIH OT KOMOMHHPAHOTO JIEUCHHE H TIPH
HalHeHTH ¢ OEOpeYHN HAPYLICHHS.

baknogen:

TloBxmen anTHxunepTeH3nBen edekr. [Ipocneassaite KPEBHOTO HANATAHE H TIPH HYXAA
KOpHIHpaHTe Ao3ata Ha aHTHXHIIEPTEH3HBHUA MEHKAMEHT.

Kanuii-HechbXpassBaiy JMYpPETHIH;
[1pn nauMeHTH Ha JIeYeHHe C AMYPETHLMA, 0CODEHO TAKHBA C XHITOBOIEMHS WM conesy AedHupT

MoKe Aa ce HabmonaBa pA3Ko cnagaHe Ha KpbBHOTO HANAraHe CJel 3ano4saHe Ha neveHnero ¢ ACE-
HHXHOHTOPH. BepoaTHOCTTA 32 XHITOTOHHA MOXE Ja C€ HAMATH Ype3 MPEYCTAHOBSBAHE HA JCHEHUETO
¢ IMYPETHKA, Ype3 ITEPBOHAYAIHO IOBHINABAHE HA CHAOBHA 00eM HiH nNpueMa Ha cOJl H I0C/IEABALIO
3aroYBAHE HA JICYEHHETO C HHUCKAa H [IOCTENEHHO [TOKAYBAaIlla ce A03a Ha NEPHHAONPHIL.

Ipu apmepuanna xunepmonus, KOrato NPSALIECTBALIO JUYPETHYIHO JIEYEHHE MOXE 1 € TIPHYHHRMIO
HEJOCTHT Ha CO/CHIOR 00eM, TPAGBA WIH JMYPETHKBT [a CE CIIpe MPSAH 3AM0YBaHE Ha JICUCHHE C
ACE-uHxuburopa, B Xo#iTo cy4aii KanWii-HechbXpanRaBai AHYPETHK BIOCIEICTBHE MOKE OTHOBO Ja
ce BnouH, win ACE-unxuburropa TpsbBa Jja ce 3ar04He ¢ HUCKA 1033, KOATO NOCTENESHHO Jla ce
MOBHILABA.

Ilpu sacmoiina cvpdeuna nedocmamvunocm, nexysana ¢ ouypemux, sevennero ¢ ACE-unxuburop
TpsiGBa Aa ce 3aM0YHe ¢ MHOTO HHUCKA [038, 110 BL3MOKHOCT Clel PeAYLHpaHe A03aTa HA ChOTBETHHA
Kandi-HechXpaHapall JHYPETHK.

[lpn BcHukM cirydan 6v6peuHaTa $pyHKUMs (HHBATA Ha KpeaTHHHH) TpAGBa Aa 6be MOHUTOPHpaHa
Mpe3 MpPBUTE HAKOJIKC CEJMHLM OT 3anousaHe Ha eyeHHeTo ¢ ACE-uaxuburop.

Hectepounni nporHrosb3nanprenny cpencrsa (HCHBC) BKIFOYHTEHO

KHCENHHa > 3 g/iien:
[IpuitoskeHHETO Ha HECTEPOMIHU POTHBORBINANHTEHI CPEACTERA (T.€. AUETHICATH
B MPOTHBOBE3NAMTENHH A03H, COX-2 unxuburopn H necenekrusiu HCTIBC) Mox
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anTHxunepreHsuBHHA edexT Ha ACE-unxuburopure. Eqnospemennara ynorpeba na ACE-
unxuburopn 1 HCIIBC Moske J1a joBese 40 IOBHIIEH PHCK OT BioliasaHe Ha OnOpeunara bynkuus,
BKIIOYHTE/HO BE3MOXKHA 0cTpa OLOpeyHa HEAOCTAaTHYHOCT U IO MOBHMINIABAHE HA CEPYMHASA Kanul,
0co6eHO MPH NALMEHTH ¢ NPEALISCTRALIO HapymeHa 6u6peuna hynkumsa. KomGunaumara tpséea na
ce Npunara ¢ NOBHIICHO BHUMAHKE, 0cOOEHO NMpH MALMEHTH B cTap4ecka Be3pacT. Heobxoaumo e
MALMEeHTHTE Ja ObJaT aNeKBaTHO XMAPATHPAHK K J12 Ce M3BBPLIBA MpOCieasBane Ha OsOpednara
(yHkuns criex 3amoYBaHe HA EAHOBPEMEHHOTO JICUSHHE H NIEPUOIWIHO ClIEJ TOBA.

Egnospgmeﬂﬂa Ynoi @a, KOSTO HIHCKBA H3IBECTHO BHHMAHHE:

AHTHUXWNEPTEH3UBHH CPEACTBA H BA3OHIATATOPH:

ExaxospemenHara ynorpeba Ha Te3u NeKAPCTBA MOXKE I YBEIMYH XHNOTEH3MBHHES 6ekT HA
nepuazonpui. ExnospemMentara yrnotpeGa ¢ BHTPOMTHIEPHH HIIM APYTH HHTPATH WM APYTH
Ba30AM/IaTATOPH MOXKE JOITBIHHTENHO 12 MOHKAW KPbBHOTO Ha/LATAHE.

LnMrrmesn (TMHATHITTAH, CAKCATIIHITHH, CUTATJIHIITHH, BULAATTHITTHH):
[MoBu1eH PHCK OT AaHTHOEHEM [1OpPafH HAMAICHA AKTHBHOCT HA JHNICTITHAAN nenmuaasa [V (DPP-IV)
noJj AeHCTBHETO Ha [NTHNTHHHA NPH MALHEeHTy, IpHeMaiy egHoBpemeHHO 1 ACE-uuxuGurop.

TQHQL]KI]PI‘-IHH aﬂ'rgge!;mca}mif AHTHICHXOTHIW AHECTCTHIIH.

EaxoepeMerHaTa ynorpe6a Ha HAKOM aHECTETHLM, TPHUMKIHYHH aHTHACIPECAHTH H AHTHICHXOTHLM
¢ ACE-unxubuTOpH MOXKe 1a OpeH3BHKA NOMLIHUTEIHO NOHIDKABAHE Ha KPLBHOTO HANATaHE {BIK.
TO4Ka 4.4).

CHMNATHKOMHMETHLIA:
CHMUATHKOMHMETHIHTE MOKE A2 HAMAAT aHTHXHNIEpTEH3UBHHTE epexTH Ha ACE-nuxuburopure.

3narp:;

Hma peaku crobuieHUs 3a HHTPUTOMAHM peakliii (CHMITTOMHMTE BKJIKOYBAT 3a4€pBABAHE Ha JTHLETO,
rajexe, NOBPHLIAHE H XMIIOTOHHUSA) NPH MALMEHTH HA IEYSHHE ¢ HIDKEKITHOHHO MPW/IATAHO 3711aTO
(HarpHeB aypoTHOMANAar) U eHOBpeMeHHa Tepanii ¢ ACE-HHXUOHTOP, BKIIOUHTENHO TEPHHIOIPHT.

ﬂl_iﬂ[OCHOQHHI

I1pn eaoBpemernna ynorpe6a Ha ACE-MHXHOHTOPH ¢ IHKTOCTIOpHH MO3Ke 14 BB3HHKHE
xunepkanuemus, [Ipenoprusa ce npocnenspaHe Ha CEPYMHHA Kanuid.

Xemapun:
I1pu egnospemenna ynorpe6a Ha ACE-MHXHOUTOPH ¢ XeapHH MOXE A3 BB3HMKHE XHIEPKAIHEMHS.

[Ipenopwusa ce npocieaABaHe Ha CepyMHHS KATHIA.

4.6 PeprTHARTET, GPEeMEAROCT H KbpMene

bpemenBocT

He ce npenopnusa ynorpebara aa ACE-unxuGaTOpH Ope3 WhpBHE TPEMECTHP Ha GpemMennocTTa
(Bx. ToiKka 4.4). Yuorpebara va ACE-BHXHOATOPE € NPOTHBONOKAZANA NPe3 BTOPHH B TPETHN
TPHEMECTHP Ha OpeMennoctTa (8. ToukE 4.3 B 4.4).

EnunemMuosorsyHUTE 1aHHH OTHOCHO PHCKA OT TEPATOrEHHOCT ciel ekcnosuuus Ha ACE-
HHXHOHTOPH NO BPEME Ha ITEPBHSA TPUMECThLP Ha OpeMEHHOCTTa He ca YOEIHTENHM; Bee Mg
Ja e H3KIIOIH NICKO NOBHINABaHe HA pUCKA. [TalMeHTKHTE, KOHTO IUTAHApAT OpeMEHH 74
NMPEMHHET KBM AITEPHATHBHO aHTEXHIICPTEH3HBHO JIeUeHUE C YCTaHOBEH npodiil Ha /f
npH ynoTpeda no Bpeme Ha GPEMEHHOCT, OCBEH aKO HE CE CYHTA, 4e € OT oco0eHa Ba
NpoARDKH neuyeHueTo ¢ ACE-nHXHOHTOpH. AKO € AHarHOCTHLMpaHa SPeMeHHOCT,
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uHxubuTOpH TpA6GBa He3abaBHO Aa 6bAE NPEYCTAHOBEHO ¥ AKO € Heobxomumo, Aa Obe 3ano4HaTo
ANTEPHATHBHO JICYCHHC.

YcTaHOBEHO €, 4e excro3numATa Ha ACE-HHXKOMTOPH npe3 BrOpHs M TPETHs TPUMECTEP
NPEAN3BHKBA GETOTOKCHIHOCT NP Xopa (noHmkeHa GpOpeuHa gyHKIEA, OTMTOXHAPAMHHOH,
3abaBena yepenHa ocHUKALMA) H HEOHATAIHA TOKCHYHOCT (Gb6peyHa HEOCTATEIHOCT, XHIIOTOHHS,
XHnepKaTHeMns) (BXK. b0 Touka 5.3 , IlpeaknnHndby gaHeuU 3a 6ezonacHoct™). [Ipenopsusa ce
YITpa3ByKOs npernex Ha GuOpeunara dyHKumA 1 Yepena, ak0 HacThIH ekcno3uums Ha ACE-
HHXMOUTOP Mpe3 BTOPHA TPHMECTHP Ha OPEMEHHOCTTA W ClieA ToBa. HOBOPOXEHHTE, YHHTO MAKH Ca&
npuemari ACE-unxuburops, TpaGea fa 6naar BHEMaTenHo HaGmOAaBaHu 3a HATTHYME HA XHIIOTOHHA
(Bx. cBio TouxH 4.3 u 4.4).

Kzpmene
Tri xato HAMa NaHHK OTHOCHO ynoTpebara Ha IIpHHONPUI B NEPHOAA HA KbpMeHe, TIPHHOMPHN He ce

NpenophYEa, a ce MPEANOYNTAT ANTSPHATUEHM JICUEHHS C [0-100pe YCTAHOBEH MPOdMT Ha
Ge30nacHOCT B MEpHONIA Ha KbPMEHe, 0cOBEHO MPH KbpMEHE Ha HOBOPOJEHO HITH NPEKAEBPEMEHHO
PONCHO JeTe.

Geprunurer
Hama edext BLpXy penpogykTHBHaTa CNOCOGHOCT Wi PEPTHIMTET.

4.7 EdexTu Bbpxy cuocofmocrra 32 modapane u paboTa ¢ MAMAHR

IIprsonpun He noBMMABa MPAKO cnocobHOCTTA 32 WogHpane M paboTa ¢ MAIHHY, HO IPH HAKOH
NanMedTH MOKE Jja Bb3IHAKHAT HHIMBHAYAITHH PCAKLMHA, CBbHP3aHH ¢ HUCKO KP'hBHO HAIATaHE,
0006EeHO NpPH 3aM04BAHE HA ACHEHHETO WIH NIPH KOMGHHHPAHE C IPYTO AaHTHXHIEPTEHIHBHO
JIEKApCTEO.

B pesyurar Ha Toa ciocoGHOCTTa 3a wodupane u paboTa ¢ MAlIMHH MOXe fa Onie HapyiieHa.
483 Hexelanu JeKAPDCTBEHH PeaKnHu

a. Kpatko omucasme Ha npodeia va GesonacHocT

TpoursT Ha GesonacHocT Ha [purONpun € B choTBeTCTBHE ¢ Npodmia Ha GesonacuocT Ha ACE-
HHXHOWTOpHTE:

Hait-qecTuTe HexenaHH IeKAPCTBEHH PeakI, CHOOLIABAHM B KIIHHMHUHE [IPOYYBaHUS H
HabnofaBanK np JIeueHKe ¢ IEPHHAONIPAT ca: 3aMaiiBane, [1aBo6OHE, MAPECTE3uA, CRETOBBPTEX,
3PHUTENEN HAPYILEHHS, THHUTYC, XMIIOTOHHS, KAIILTHLIA, AUCTIHES, KopeMHa §oIKa, 3anek, JHApHA,
AHUCTeY3HA, TUCTIENCHA, raficHe, NoBphIIaHe, cppbex, oOpuB, MyCKY/THH KpaMiH H aCTEHHA.

b. Tabnuyen cUCEK Ha HEKENAHHUTE PEaKLHK
CrneznuTe HeXenaH! Peakiy ca HaGIOAABAHN IO BPEME HA KIIMHHYHH NPOY4YBAHHS W/IITH OTIHTa
ciIeq MyCKaHeTo B Npodak0a Ha NEpHHAONPIII, ¥ ¢4 KNACH(HULIMPAHH CHOpe 4ecToTaTa:

Muoro uectd (>1/10); seci (>1/100 go <1/10); neuecru (>1/1 000 no <1/100); penxn 1/10 000 no
<1/1 000); MHOrO peaxu (<1/10 000), ¢ HeM3BecTHA YecToTa (OT HAMMUHMTE AAHHH HE MOXKE Jia 6b/ie
HanpagpeHa OLIEHKA).

CHereMO-0Opranen Kiac oo Hexenaun 1eKapcreeHn YecroTa
MedDRA peaKuHn
Hapymenns na xpLBTA B Eosunoduausa Heuecn*
JaM{pRaTa cCACTEMA
ArpaHynoumTosa wiH Mtoro penkH
HaHLHTONCHHA
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Tomwxkenune Ha xemornobusa 1 | MHoro peaku
XEeMaTOKpHTa
JlerxoneHus/neyTponeHus MHoro peaku
XeMOIUTHYHA AHEMHA [IPH Msuoro penkn
AUMEHTH C BPOAEHa
HenocTaThaHOCT Ha G-6PDH
{Bx. TOUKa 4.4)
TpombouxToneHHA MHoro peaks
Hapymenns Ha CHHOpOM Ha Hea/IeKBaTHA Peaxu
€HAOKPKHHATA CHCTEMA CEKpELIMA HA AHTHANYPETHIHUA
xopmou (SIADH)
Hapymenun na merabonnima | Xunormuxemus (px. rouku 4.4 | Heuectn*
H XpaHeHeTo u4.5)
Xunepkanuemus, o6paTHMa Heuectu*
TIpH OpeKpaTABaHE HA
nmeyeHuneTo (BxK. Touka 4.4)
XunoHaTpueMHa HeuecTn*
Ilcuxn9aA HApYHenHS TIpoMeHH B HACTPOCHHETO HeuectH
Hapymenue na cbHa Hegectn
Jenpecus Heuectn
Hapymenns Ha HepBuaTta 3amaiiBane Yectn
CHCTEMA
Caapobonme Yeeru
IMapecresus Yectu
CaeToBbpTEK Yectu
ChHIMBOCT Heuectu*
CuHkon Heqectn*
O0bpKaHocT MHoro peaxu
Hapymenns na ounte 3puTenHE HApYLISHUSA Yectn
Hapymennu 5a yxoro n Tunuryc Yectu
JACHpHETA
Copaednn napymenus MannMraman Heuectu*
Taxukapnus Heuectu*
CreHokapaua {BiK. Touka 4.4) MHoro peaxH

ApurmHs

Muoxkapnen uHdapkr,
BB3MOAHO BTOPHYEH NOpaId
TEHEKA XMITOTOHHA [pH

Ms=oro peaxd

MHuoro peaku
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BHCOKOPMCKOBH TTALHEHTH (BXK.
TouKa 4.4)
Cbaonn HapyeRHA Xunoronus (4 cebp3ani ¢ Hea | HYectw
edexTH)
Backynut Heuectu*
Hucyirr, Bs3MOXHO BTOpsteH | MHoro peaku
NOpafM TEXKKA XUIIOTOHUA PH
BHCOKOPHCKOBH MAIHEHTH (BkK.
TouKa 4.4)
®enomen Ha Peiino C HensBecTHa 4e€CTOTA
3aveppaBaHe Penxu
PecnnpaTopss, rpLAHE B Kamnuua Hect
MEAHACTHHAJIHH HAPYIMEeHAS
Hucrinesn Yectu
Bpouxocnasbsm Heuectn
Eosvuoprnna mieBMOHMS Mtmoro peaxu
Punur MHorc peks
CromamnBo-9peBHR Kopemua Gomka Yectu
HAPYMICHAS
Koucrunargis Yectn
Iuapua Yectn
Jucreyaus YecTi
Jucnencua Yectn
T'anene Yectu
INoBpbiane Yecn
Cyxa ycra Heuectu
TlankpeaTHt MHoro penku
Xenaro-6unuapau XenaTuT, LATOIHTHYEH WITH MHoro penxu
HAPYWICHHN XonecTeaTH4eH (BK. Touka 4.4)
Hapymenns Ha koxara 0 Cupbex Yeetu
OOAKOKHATA ThKAH
O6pun YectH
Vprukapus (Bx. Touka 4.4) Heuectn
AHTHOCAEM HA JTHLIETO, HeuecTn
KpaHHMIHTE, YCTHHTE,
TMraBHINTE, €3HUKA, IMOTHCA
H/HH TapHHKCa (BiK. Touka 4.4)
Peaxuuu Ha HeuecTm*
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¢$OTOUYBCTBHTEITHOCT
Hemburonz Heuect*
Xunepxuaposa Heuectn
Brnomiaeane Ha ncopHasuc Penxm
Epurtema MynTudopme Muoro peaku
Hapymenns na MycKyano- MyCKyJIHH KpaMITH Yecrn
CKeJIETHATA CHCTEMA X
ChLEe/IHHHTEIHATA ThKAH Aprpanrus Hegectu*
Muanrus HeueeTu*
Hapymenna Ha 6n0penute n | brnOpeuna HegocraTsuHOCT HedecTin
NHKOYHHTE IbTHINA
OcTpa 6B6peuna Penxu
HEJIOCTATBYHOCT
AHypus/onurypus Pearu
Hapymenns na Epexranua aucgyHkuus Heuectn
Bb3NPOH3BOHTEAHATA
CHCTEMA H FbpAaTa
Obmn sapymenns u epextn | Acrenns Yectn
HA MACTOTC HA NPHIGKEHHE
I'pbana 6onka HeuecTu*
OO61mo Hepa3NoONOKEHHE HeuecTu*
[Nepudepen oTox Heuectu*
ITupexcus HeuecTn*
Hicieapanns [fosuinena ypes B KpbBTa HeuecTu*
[Nosuien kpeatHuH B kpeBTa | Heuectn*
Iopumen 6nmupyOuH B xpwBTa | Peaxa
INoBuieH:A YepHOAPOSHH Penxu
EH3UMH
Hapanseanns, orpassnan v | [lapane Heuectu*
YCIOKHeHHEH, BL3HUKHANE B
Y/ITAT HA HHTEPBEHNHH

*UYecmomama e uzvucaena no OaHHU Om KIUHUMHY NPOYHUBARUA 3A HENCEAAHU NeKAPCINBERU PEARKYIU,

omyemeHy N0 CROHMAHRUME CoOMEeHUR.

Kiunuunu npoyusaumus

[To speme Ha mepuoia Ha paHOMH3aLMs Ha ipoyuBaHeTo EUROPA ca c1h6upaHd caMo CepHO3HH
He)KEe/NaHH peakiii. HAkonko nauueHTH ca Nomyy iz CEPHO3HH HexelaHH peakuuu: 16 (0,3%) ot
6 122-Te namenTH Ha nepuHaonp 1 12 (0,2%) ot 6 107-te maumenTd Ha manedo. Ot na
JIEKyBaHH ¢ NEPHHAQNIPAN, XHIIOTOHAA ¢ Ha0MonagaHa npy 6 NALMEHTH, AHTHOESOEM - 1T
NAnMEHTH, a BHE3ANeR CEpASUeH apecT - mpH 1 naiwenT. [Tosedye Ha Opoii DaLMeHTH C
NOpaAH KAlUTHLA, XMIIOTOHMA WIH APYTH IPOABY HA HEMOHOCHMOCT KbM NMEPUHAONP
rpynara Ha rarnebo, ceotBeTHO 6,0% (n=366) cpamo 2,1% (n=129).
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Crobmasane Ha MOAO3NPAHN HEXKENAHH PEaKIHK
CrobLaBaHeTo Ha NOAO3IMPAHM HEKENIAHH PeakllMH Clie/l pa3peiasane 3a ynorpeda Ha IeKapcTBeHns

MPOIYKT € BaxHo. ToBa 103RoNsBA /12 MPOXBILKM HAGMIONEHHETO HA CHOTHOINEHHETO NONI33/PHCK 32
JTEKApCTBEHAA NPOAYKT. OT MEAHIMECKHTE CIIEIHATKCTH CE M3HCKBA Aa cho011aBaT BCAKa
NOAO3MpaHa HeXeNdHa peakuus Ype3 M3nniHuTeHa areHIus no Jiekapersara, yi. . Jlaman Ppyes” Ne
8; 1303 Cogms; Tein.: +35 928903417, yeOcaiit: www.bda.bg.

4.9 IlIpepo3ampane

JauHHTe 32 Mpeao3Hpade MPH Xopa ca orpaHuyeHs. CHMITOMUTE, CBBP3BAHH C MPEA03HPaHE HA
ACE-#nxuGHTOPH MOXKe A2 BKIIOYBAT: XHIOTOHHA, HUHPKYJIATOPEH 0K, €MEKTPOJIHTHH HapyIEHHS,
610peHHO YBPOKAAHE, XHITCPBEHTHIALMA, TAXHKAPAKA, AJIUTALHY, SpaguKapans, 3aMalBaHe,
TPEBOKHOCT H KALILTHI(A.

[IpenopbYHTENHOTO JISYEHHE Ha MPEO3UPAHETO BKIIOUBA HHTPABEHO3HA HHOY3HA HA QU3HONOTHYEH
pazTBOp. AKO PB3HMKHE XHIIOTOHHMA, NALHEHTHT TPAOBa Aa b€ MOCTABECH B TIOJIOKEHHE 32 JICUCHHE
Ha oK. IIpH Haiuume, MOXe Aa Ce IPHIOKH HHTPaBEHO3HA HHGY3Ms Ha anruoTeH3uH I wwnu
HHTPaBEHO3HO MPHAOKEHHE Ha KaTexonamuu#., [lepHHAONpH MOXKE Ja Ce OTCTPaHH OT CHCTEMHOTO
KpbBOODpamene nocpeAcTEOM XeMoauanuaa (Bx. Touxa 4.4). IpH pesucTeHTHA Ha Ne4CHHE
Gpanukapaus e nokasaxa Tepanus ¢ neiicmeiixsp. Tpabea ma ce MpoBexaa HeNpeKLCHAT KOHTPO! Ha
JKH3HEHHTE TMOKa3aTel, CEPYMHHTE €NEeKTPOJIMTH M HABATA HA KPeaTHHHHA.

5. ®APMAKOJIOTHYHH CBOMCTBA
5.1 <®DapmakozEEAMHYHH CBOHCTEA

(PapMakoTepaneBTHuHa rpyna: MHXHOHTOpH Ha aHrHOTEH3UH-KOHBEPTHPAILHA CHIHM
ATC xox: CO9AAD4

MexanwbM HA feicTBHE
Tepuuaonpun e HHXMOHTOP Ha eH3UMAa, KOHUTO MpeBpba aHruoTeH3uH [ 8 anrnoreHzus I1

(anTHOTEH3HH-KOHBepTUpaLL et3uM (ACE)). KoHBEpTMpAINMAT €H3UM WM KMHA33 € eK30MeNTHAa3a,
KOATO TIPEBPBINA AHTHOTCH3HH | BB BA30OKOHCTPHKTOPA AHTHOTEH3HH [I M npeH3BHKBa pa3nalAHEeTO
Ha Ba30OHIATaTOpa OpaJHKUHKH 10 HeakTueeH XenranenTua. Huxudupanero Ha ACE Boau g0
HaMasIBaHE Ha [UTIA3MEHWTE HMBA HA aHrHotenzuH 11, kKoero BOAU A0 MOBHINABAHE HA PEHMHOBATA
AKTHBHOCT B IU1a3MaTa (KATO pe3yJITaT OT NOTHCKAHE HA OTPUIIATEIHATa 06paTHA Bpb3Ka OT
CCKpeLsTa Ha peHHH) H HaMaJIABaHe Ha CeKpelnsTa Ha annocrepoH. Toii kato ACE HHaKTHBHpa
OpanukunnHa, naxubupanero Ha ACE Boau # 10 MOBHIlIEHA AKTHBHOCT HA LIMPKY/IHPAILATA ¥
JIOKAJIHA KATMKPEHH-KHHHHOBA cHCTeMa (M MocieBalllo akTHBHPAHE Ha [pOCTarIaHzMHOBATA
cHcTeMa). BE3MOKHO € TO3H MeXaHM3bM Jla JOTIPHHACA 3a AHTHXHNIEPTEH3HBHOTO AeiicTeue Ha ACE-
HHXHOMTOPHTE H 10 H3BECTHA CTENEH Aa € OTTOBOPEH 33 HAKOM OT TeXHHTE HEeXEJIAHK peakLHH (Hanp.
KALLTHLIA).

HepHHaonpun neiicTea 4pes cBosA akTHBEH MeTabonmuT, nepuHaonpuaar. Jpyrure MeTaGonurH He
nokassaT ACE-uHxnbupaing akTEBHOCT in vitro.

Knunuuna edexTHBHOCT K Ge3onacHoCT

XHIEepTOHHS
Iepunponpu feiicTBa NPH BCHHYKH CTETIEHH HA XHIEPTOHHA: JIEKd, YMEPEHA H TEXKKa; 110

CHCTOJIMYHOTO ¥ AHACTOJHYHOTO APTEPHAIHO HANATAHE ce HAO/MIOAaBa KAKTO B IETHANO
H3PaBEHO TIOIOKEHHE.
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[lepurnonpun HaMalsBa NEpUGEPHATA ChIORA PEIHCTEHTHOCT, KOSTO BOAH A0 CHAAaHE Ha
apTepHAITHOTO HanArave. B pesynrar Ha ToBa ce MOBHILasa nepHQepHus KPBBOTOK Ge3 edexT BEpxy
CBHPACYHHA PHTHM.

BLOpedHHAT KpBEBOTOK OOMKHOBEHO C€ IIOBHLIABA, JOKATO CTENIEHTA Ha ITIOMEPYIIHA QUITpaIHs
(GFR) ocTaBa HenpoMeHeHa,

AHTHXHMIIEPTEH3HBHATA AKTHBHOCT JOCTHI MAKCHMYM 4-6 uaca clie]l eqiOKpaTHa /1032 H NPOAb/IKABA
Hait-manko 24 gaca: 87-100% oT edekTHTe nonajaT B MeXAYHKOBHTE CEKTOPH.

Cnaganero Ha apTepHATHOTO HAIMraHe HACThNBa Gbp30, [TpH NalMEHTH, KOMTO Ce NOBINABAT,
HOPMAJIHO HHBO OOMKHOBEHO Ce OCTHI'A B PAMKHMTE Ha CMH Mecel] U Ce 3abka be3 nosea Ha
TaxH(PHIAKCHA.

[IpexpaTaBaHETO Ha JIEYEHHETO HE BOAM [0 peGayHn edexr.
TlepHHIONPHN HAMANABA IEBOKAMEPHATA XHIIEPTPOGHS.

YcTaHOBEHO €, He NPH X0Pa epHHACHPHII IPUTEKABa Ba30IIATATOPHHE ceolicTea. Tol nonobpana
€IaCcTUYHOCTTA Ha FOJIEMHUTE apTePHH H HAMAIABA ChOTHOILECHHETO MEIHA/TYMEH Ha MAJIKHUTE

ApTEPHH.

JOIBIHUTENHOTO EUCHHE C THA3HACH JHYPETHK BOAH IO CHHEPrudeH eeKT OT AMTHBEH THIL
Kombunaiuara or ACE-MHXUGMTOD M THA31WJ HAMAIIABA CHINO M PHCKA OT XHIOKATHEMHS,
NPEIH3BHKAHA OT ICYEHWETO C JHYPETHK.

IayuenTy che crabunna ucxemuyra 0onecT Ha ChpIETO
IIpoyusanero EUROPA € MHOroueHTpoBo, MEKAYHAPOIHO, PAHIOMH3MPAHO ABOMKHO-CIIANI0, 1auebo
KOHTPOJIHP2HO KITHHUYHO U3NHTBAHE ¢ MPOIB/DKUTENHOCT 4 FOJAWHH.

Heananecer Xxunanu arecTa i oceMHaaecet naupenTH (12 218) ua ps3pact Hazn 18 roguuu ca G
paHIOMM3HpaHK Aa moTyyasaT nepusjgonpun 8 mg (n=6 110) win mwianebo (n=6 108).

[TonynaumsTa, BKAIOYEHA B H3NKTBAHETO ¢ GHJIA ¢ YCTAHOBEHA HCXeMU4Ha BonecT Ha chpiieTo 6e3
KIMHHMYHE NPH3HALH Ha ChpAe4YHa HegoCcTaTeYHOCT. OBmo 90% OT nanHeHTHTE Ca IManu
TpeJIIECTBAI MUOKAPACH HHGAPKT H/HIH peBacKyaphzauus. [ToBedeTo OT MAIMEHTHTE ca
NOXy4YaBali UINHTBAHOTO NIEKAPCTBO B JOMBJIHEHHE KbM KOHBEHI[HOHANHATA Tepallis, BIUIIOYBaIla
TPOMOOLMTHH HHXHOUTOPH, JMIEAC-TIOHIKABAIA CPEACTRA H GeTa-GnokepH.

OCHOBHHAT KpHTEpHIt 33 €HUKACHOCT € KOMOHHAIMATA OT ChPACUHOCHA0BA CMBPTHOCT, He(aTaTeH
MHOKapAeH HHAPKT W/HIH CEPAEUEH apecT ¢ YerelHa pecycHTalua. JIeyeHHETO © NepHHAOTIPHN 8
mg BEAHEXK AHEBHO € JIOBENO O 3HAUHMO a6CcoNmOTHO HaMaNaBaHe HA TbPBMYHATA KpaiHa TOYKa OT
1,9% (20% namanspane Ha otHocHTeNHHA puck, 95% CI [9,4; 28,6] — p<0,001).

IIpu naupeHTHTE C aHAMHE3a 338 MHOKAPZEH MH(APKT W/HIH PEBACKYIapH3alus € HabIoAaBaHo
abcomoTHO HaMaJIABaHE Ha MbPBHYHATA KpaiiHa ToYKA OT 2,2%, ChOTBETCTRAO Ha 22,4%
HaManaBaHe Ha OTHOCHTENHUA pHCKk (RRR) (95% C1 [12,0; 31,6] — p<0,001), » cpaBHecHIE ¢ mnateho.

IlenuaTpHiHa MONMYNALKSA
bezonacHocTTa H ePHKACHOCTTA HA MEPHHIONPHI MPH el H IOHOIH Nox 18 roaHiHa Bb3
YCTAHOBEHH.

FOJHHH CBC CTENEH Ha FIoMepyiHa durrpanus > 30 ml/min/1,73m2, nauueHTHTE €
NepHHONPHT CBC cpenHa Jo3a ot 0,07 mg/kg. [osaTa € Guna nHAMBHIYanHIHPaH
NaUHEHTCKHA MPOQMT H OTTOBOPA Ha KPBBHOTO HAINTAHE A0 MAKCHMAIHA 1033 OT
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59 pauMenTH Ca 3aBbPIIMINA TPHMECSYHHA NIEPHOA H 36 NAlMEHTH ca 3aBBPLIIA YABDKEHNS IEPHOX
HA MPOYYBAHETO, T.€. 61K ca npocaeasBany noHe 24 mecena (cpeaHa MPOXBILKUTEIHOCT HA
npoyusaseTo: 44 Mecena).

CHCTONTHOTO ¥ IHACTONHO KPBRHO HATTaHe € OCTAHAIO CTafMIHO OT BKIOURAHETO A0 MOC/eaAHATA
OLICHKA ITPH [TAUHEHTH, ICKyBaHH NPEIH TOBA C JPYI'H aHTUXHNICPTEHIHBHH CPE/ICTBA, H € HaMaluwio
TIPH HEJEKYBAaHH MALWEHTH.

Hogewe ot 75% 0T aeuaTa ca HMATH CHCTONHO M JIHACTOJTHO KPBBHO HaJAraHe N0A 95TH IEPCEHTHI
TIPH TAXHOTO HOCNENHO OLiEHABAHE.

besomacHocTTa € OHna cpoTBETHA Ha NI03HATHA Npodun Ha 5e30MACHOCT HA MEePHHIONPHIL.

Jlanau oT KITHHHUYHUTE NPOYYBAHMA 34 JiBOiiHA OI0OKa/Ia HA CHCTEMATA PEHHH-AHTHOTEH3HH-
angocrepos (PAAC)

Jpe ronemm paHaOMU3HpaHu KOHTponHpany npoy4eanus — ONTARGET (ONgoing Telmisartan
Alone and in combination with Ramipril Global Endpoint Trial - Tekyiio rioarHo 43NHTBaHE 3a
KpaliiHH TOYKH HA TEIIMHCAPTAH, CAMOCTOATENHO ¥ B XoMOuHaiwma ¢ pamunpun) 1 VA NEPHRON-D
(Knunuuno mpoydsaHe CBBP3aHO C pa3BHTHE Ha HedponaTHd npu Auaber, NPoBeaEHO OT
MHHHCTEPCTBO MO BLIPOCHTE Ha BETEpaHUTE) — NIPOYYBAT ynorpebaTa Ha kombunaumsta ot ACE-
HHXHOWTOp W aHrHoTensud II-peuernrrope Gnokep.

ONTARGET e npoyveasne, MpoBeAEHO MPH NALKEHTH ¢ AHAMHESA 32 CHPACYHO-CBHI0BA UK
MO3BYHOCH0BA Gonect, win 3axapen Anaber TvN 2, NPUAPYKEHH ¢ JAHHH 33 YBpPEXKaHe HA
edextoprn oprann. VA NEPHRON-D e npoyusase np naiueHTH Che 3aXapeH anaber Tun 2 1
Anabetna HedporaTHs.

Tesu npoyusaHHs He moka3sar 3Ha4MM GraronpuaTeH edext BbpXy HLOpeyHHTe WHIH CHPAEYHO-
CBIIOBHTE MOCIENANIIH M CMBPTHOCT, KATO CHUIEBPEMEHHO ¢a Habni0aBaHH ITOBHIIEH PHCK OT
XHIICPKAIHEMHA, OCTPO YBpekaHe Ha Gp0peLiHTe WHIH XHIIOTOHHSA B CPABHEHHE C MOHOTEPANHATA.
Kato ce HMaT npeABMA cxoaHHTE HM apMakoQHHAMUYHN CBOKCTBA, TE3H PE3YNITaTH Ca NPHICKHMHA
H 3a Apyrd ACE-HHXubuTOpH M aHruotensuH II-penernrropan 6nokepu.

ACE-uuxubuTopu H aHruorensud il-peuenropun ONOKepH ciieJOBaTeNHO He TpA0Ba k& Ce H3MOI3BaT
€IHOBPEMEHHO MPH NMALHESHTH ¢ JnabeTHa HedponaTHa.

ALTITUDE (KnuHH4YHO npoy4BaHe NpoBe/ICHO ¢ ATHCKMPEH TPH NMALMEHTH Che 3axapeH avaber THn
2 ¢ ¥3N0/13BaHE HA CHPACYHO-CHAOBH H GuOpeuHH 3a60nABaHNA KATO KpaHHH TOUKH) € IPOyYBaHe,
MpeaHa3HAYEHO Aa H3CJICABA NOA3aTa OT A0OABAHETO HA ANMCKHPEH KbM crauaaptHa Tepanus ¢ ACE-
MHXHOUTOD MIH aHTHoTeH3uH II-penenrropen 610Kkep NPy NAHMEHTH CBC 3aXapes JHaber THN 2 1
XpoHHYHO OBEOpevHo 3ab0IsBaHe, ChpAeUHO-CHAOBO 3a00/1aBane HIH H fAgete, IIpoyuBaneTo ¢
TIPEKPaTeHO MPEKACBPEMEHHO OPaIH MOBHINEH PHCK OT HebaronpuATHA nocieauim. Kakrto
CHPASUHO-CHAOBATa CMBPT, TaKa H HHCYJITHT Ca 10-4YECTH B TPYNaTa Ha AMCKHAPEH, OTKONKOTO B
rpymnara Ha IUianeto, a MpeACcTABIABALIMTE WHTEPEC HEKENAHH ChOMTH M CEPHO3HH HEXETaHH
CHOMTHA (XHNEpKATHeMHs, XHIIOTOHHSA ¥ Ou0peuHa quchyHKUHA) ce CROOIMABAT MO-4ECTO B rPynaTa
Ha ATHCKHPEH, OTKOJIKOTO B rpyNaTa Ha manebo.

52 <PapMakoKEHETHIHH CBOHCTBA

Abcopbums
Caen nepopanto npunoxenne aGcopuuara Ha neprHAONPH € O1p3a I MaKCUMANHA KOHLE

CE JOCTHIA HAITLITHO B paMKHTE HA | sac. [Lna3mMeHuAT NOIYKHBOT HA MEPHHIONPHII € P
[Tepuunonpu e tekapcTeeH npeamecTBeHHK. QKoo 27% ot 001oTo KonHyecTBo ab
TIEPHHJIONPHJI CE TIPEBpbIIa B NIEPHHIONPHIIAT, AKTHBHHA MeTtabonut. B gorrsiHenn
NEePHHACIPHIIAT, IEPHHAONPHI C& Pa3rpaxaa Ha owe 5 MetabonuTa, KOMTO ca H
MIa3MEHA KOHLISHTPALAA HA MEPHHACMIPUIAT C€ AOCTHra B paMKHTe Ha 3 710 4 Jaca.
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THH xato npHeMbT HA XpaHa HAMAJISBA CTENEHTA HA PEBPBILAHE B IEPAHAONPHIIAT, CHOTBETHO H
fuonanyurocTTa, NepuHAONPMA TPAGEA 1A ce NpHNara NepopaIHO KATO EAHOKPATHA AHEBHA 1032
CYTPHH NPEOH XpaHeHe. '

JleMoHCTpHpaHa e THHeiiHa 3aBHCHMOCT MEeX Ty J03aTa MEPHHAONPH H IUIA3MEHATA H €KCIIO3MIIHS.

Pasnpenenenue

Obembr Ha pajmpefeseHMEe Ha HecBep3anus mnepubgonpmnat ¢ okono 0,2 Vkg. Crenenra Ha
CBBP3BaHE HA MEePHHIOUPWA ¢ ritasMenwTe nporennn ¢ 20%, TaBHo ¢ aHTMOTEH3HH KOHBEPTHPAUIHA
€H3MM, HO € 3aBHCHMO OT KOHLCHTPALHATA.

EnnmpHupane
TepuHnonpunar ce e/lMMHHKPA C YPHHATA H NIONY>KHBOTET Ha HECBBP3aHaTa (pakiuy € okomo 17
Yaca, B Pe3yJITAT HA KOETO CTa0MIHO CECTOAHHE CE JJOCTHTA 3a 4 JHH.

CroenmanHy nonynaudu

EnuMHHApPAHETO HA EPHHAOTIPHII € HAMAICHO [IPH NAUMSHTH B CTAPYECKA BE3PACT, 2 ChINO K NpH
MALMEHTH ChC ChpAEeYHA HEAOCTATHYHOCT Wi 610peuno yepexxaane. [Ipu 656pedHo yBpexaane €
JKEJIATEITHO KOPHIHpaHe Ha /1034Ta B 328BHCHMOCT OT cTeneHTa Ha 6p6peuHoOTO yBpekaaHe
{KpeaTHHHHOBHA KIHPEBHC).

Tlo BpeMe Ha AManH3a KIMPLHCHT Ha nepuHgonpaiat e 70 ml/min.

Kunetnkara Ha nepusIONpHI € MPOMEHEHA NPH MALMEHTH C IHPO3a: YEePHOAPOOHHAT KIUPHHC Ha
H3XOAHATA MOJIEKYIIa € HaMaJleH HanonosHHa, KonuuecTsoro Ha o6pasysanns nepHHaonpwiat obade
HE € HaMalleHO M IOpali Ta3i NPUYHHA HE Ce Halara KOPUIHpAHE Ha J03aTa (BkK. ChIIO Touka 4.2 U
TOuKA 4.4).

5.3 IlpeixnARA¥YHA AAHHH 32 G€300aCHOCT

Tpx NpoyYBaHAATA 32 XPOHHYHA TOKCHYHOCT IIPH NIEPOPATHO NIPWIOKEHHE (TUTBXOBE ¥l MAHMYHH),
TIPHLETHUAT opraH ca 6s0peniTe KaTo yBpexaaHHaTa ca o6paTHMH.

He ¢ HaOmoniasana MyTArCHHOCT TpH in Vifro Wil in Vivo IPoyuBaHuA.

Hpn npoyusaHuATa 3a pENPOAYKTHEHA TOKCHYHOCT {IULTBX0BE, MHINKH, 3ail W MaiiMyHH) He ca
Habo1aBaHK NpUIHalH HA eMOPHOTOKCHUHOCT HIH TEPATOreHHOCT. YeTaHoBeHO e obave, de
HHXHOHTOpHTE Ha AHTHOTEH3WH KOHBEPTHPAINHA €H3UM HHIYLHPAT HeXeJaHH eeKTH BhpPXY KhcHATa
thasa 1a DeTaTHOTO pa3BUTHE, KOHTO BOUAT A0 deTaiia CMBPT H KOHFCHHTANHH e(EKTH ITPH IpH3ayH
 3aiin: Habmoaanu ca 6LOPEUN NE3uM ¥ YBENHYEHA TEPH- U IIOCTHATAIHA CMBPTHOCT.
DepTHIUTETHT He € GUIL HAPYIIIEH HHTC TPH MBKKHATES, HUTO TIPH KEHCKIHTE TUIBXOBE.

He e Ha6moagana kapUHHOTEHHOCT MPH ARIIOCPOYHH MPOYHBAHUA TIPH ILTEX0BE H MHILKH.

6. PAPMANEBTHYHN JAHHU

6.1 CopEcbK HA HOMODARTE BemleCcTRA

JlakT03a MOHOXHApPAT

Henynosa, muxpokpucranta (E460)

Marnesuer creapar (E470b)

Cunumer guoxcun, xononaes Geasonen (E551)
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6.2 HecnBmecTamocTn

Henpunoxumo.

6.3 Cpok na roamocr

3 roguHn

6.4 CuenuanHd yc10BEE HA ChLIpanense

Ha ce cexpansaBa nog 25°C.
Ha ce cexpaniBa B OPHIHHAIHATA ONAKOBKA, 34 11 CE MPEANas3y OT BJara.

6.5 Bup ¥ ChALPAKAHAE RAa ODAKOBKATA

ITbpeiuna onakoska - Ctyaeno gopmosan 6nuctep

10 raGnerxn B GiHCTEP OT HEMPO3PAUHO CTYAEHO GOPMOBAHO TPUCTOHHO honuo (CTPYKTYpa OT
BBHIIHATA KEM BETPEUIHATA CTPAHA - NONHaMH/anyMuHHeE0 $onuo/PVC duaM) H anyMHHHEBO
donwo.

Bropuuna onakoska - Kaprosena xytis ¢ Tpu 6nmctepa no 10 TabneTky u JIHCTORKA 33 MALHEHTA,
6.6 Crenuainm npelHa3nE MEPKA HPH A3XBLP/IHHC

HamMa cnenmnansy H3Mcksanms.

Hen3non3sanuar NexapeTseH POAYKT WIH OTHAAb{HHTE MATEPHAII OT HETO TPAGBA J1a CE HIXBHDIAT
B ChOTBETCTBHE C MECTHHTE W3HCKBAHMA.

7. HPHTEXATEJ HA PA3PEIIEHMETO 3A YIIOTPEFA

COOAPMA AQY
yai. Hmencko moce 16, 1220 Codus, Brarapua

8. HOMEP(A) HA PAZPEIIEHHAETO 3A YITOTPEBA
Per.No20140021

9. JATA HA IIBPBO PAIPEMIABAHE/MIOJHOBABAHE HA PASPEINEHUETO 3A
YNNIOTPEBA

Hata na epBo pazpeuasaune: 30.01.2014 r./26.11.2018 r.

10. JATA HA AKTYAJIMBHPAHE HA TEKCTA

Asrycr 2021
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