KPATKA XAPAKTEPHCTHKA HA ITPOJAYKTA

1. HME HA JEKAPCTBEHHA INPONAYKT e e i e
8 W3NLAHUTERHA ATEHLNA 00 REXAPLIBATA

Penanpun 20 mg tabneTkn KpamKa XapakmepLCITIIKA Ha APOGYKMa - [IpUACKENLIG !

i
. . i
Renapil 20 mg bl e e ADOROOM, e

2. KAYECTBEH H KOJHMYECTBEH CHCTAB | Paspowerus Ns ’B ....................................................... i
.............. 1.0-08- 2000
Besxa tabnetka chabpika 20 mg eHANanpHIOR Maear (ena}mlgw::: ......... X

HOMOQJ&D BELIECTBO € W3BECTHO ,geﬁcmne: JTAKTO3a
Beska TaGnerka chabpxka 158,65 mg nakrosa MOHOXMADAT.

3a ITLIHHR CNHCHK HA IOMOUIHHATE BEINECTRA BHKTE TouKa 6.1,

3. JEKAPCTBEHA ®OPMA

Tabnerka

Onrvcande: KpHIIH, ABOWHOH3TEKHANH, OIeA00paKeBH TabNeTKH ¢ eIUHHYHH TOYKH M C KCITUTEIHA
4YepTa OT eHAaTa CTpaHa,
TabneTkara Moxe na Oble paspencHa Ha ABe PaBHY JO3M.

4, KIHHWYHYU JAHHH
4.1 TepaneRTRuUHH NOKAIAHHA

JleueHHe Ha XMNEPTOHHUA,

JleueHne HAa XPOHHYHA {CHMIITOMATHYHA) CHPACYHA HEAOCTATHYHOCT.

[TpotunakTH4HO JeYEHUE Ha CAHMITTOMATHYHA ChPAEYHA HENOCTATEYHOCT NPH ACHMITOMHM
NauHeHTH ¢ auchyHKIHA Ha N9Ba kamepa (dpaxuua Ha H3TiackBaHe < 35 %).

4.2 JIo3MpOBKA H HAMHE HAa APHIOKCHAE

EOBHQOBK&

AGcopbunsTa Ha Tabnerxkure PeRanpun He ce MOBNUABA OT PHEMA HA XPAHA.

JoszaTa ce onpenens HHANBMAYANHO B 3aBUCHMOCT OT ChCTOSHHETO HA NallueHTa (BxK. Touka 4.4) u
MIOBITMABAHETO HA APTEPHANHOTO HANAraHe.

XUNEePTOHHR
Hauannara nosa e 5 mg g0 MakciManso 20 mg B 3aBHCHMOCT OT CTENEHTa Ha XHIIEPTOHUATA H

CHCTOAHHETO Ha NalkeHTa. PeHanpui ce npueMa BEAHEXK AHeBHO. [IpA neka crelleH Ha XHNEPTOHKS,
NpenopbYHTENHATA HauaaHa 1o3a € 5 mg Ao 10 mg axesno. [1pr NatiHEMTRTE ChC CHIHO AKTHBHpPaHA
PEeHMH-aHrMOTEH3HH-ANA0CTEPOHOBA CHCTEMA (HAlP, PEHOBACKYIApHA XHNEPTOHHSA, CONEBH W/HIH
obemeH 1edHIHT, CHPACTHA NEKOMIISHCAIMA HIIM TEXKA XUNEPTOHHA) MOXKE [ia HACTHITH eKCLECHE

H3BBLPLIUBA 1O MCAHUHHCKHA KOHTPOI.
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B cny4an Ha npeAxoxkIaulo JeueHue ¢ BUCOKH 1034 QUYPETHIM MOXKe 2 HACTHIH ofeMeH AeduimT 1 na
ce NOABH CHMOTOMATHYHA XHNOTOHHA NIPH 3an0YBaNe Ha JICUEHHE ¢ eHANANpHA. IIpy TaKkHBa NAUKEHTH €
[PENOPHLUMTENHO HAYATHATA J03a Aa Obje 5 mg Han Ho-HUCKA. AKO e BB3MOKHO, AUYPETUYHATA Tepanus
TpAGRa na 6bae npeycranoneHa 2 - 3 IHH npeM HAYAIEOTO NPHAGKEHNE Ha eNananput. brbpeunara
byHKIMA B cepyMHuA kammii TpAGBa 1a FHAAT MOHHTOPUPAHH,

Obuualinara nopuppxanta no3a e 20 mg AueBHo. MakcuManuarta noAmspxKaila 1o3a € 40 mg AHEBHO.

CrpaeYna Hen0CTaTbYHOCT/ACHMITTOMHA JHC HE Ra JIABaTa KaM

[Ipy neveHHe HA CHMITOMATAYRA ChPASYHA HEAOCTATHYHOCT, SHAANPIIT CE H3MOMN3BA KATO RONBHEHHE
KbM AHYPETHIM H KBACTO € MOAXONAILO KbM KUTHTANHCOBY TTHKO3HAH Ky Geta-Onoxepu. HavanHara
1032 eHanafpuyl Py NAHEHTH CbC CHMIITOMH Ha ChpAeqHa HeJ0CTATBYHOCT WK ACHMITTOMHA
AHCQYHKUHA Ha 14BaTa KaMepa e 2,5 mg eMH IrbT qHeBHO U TA TPpaGBa a ce mpuiara noa cTpor
MEIUUMHCKH KOHTPOJ 33 OleHKa Ha HAYaNTHHA edeKT BLPXy KpBBHOTO HamsraHe. [Ipn orcueTBHe Ha
CHMMTOMATHYHA XHTIOTOHNA KM Cnex edeKTUBHOTO i oBAaAIBaHE, CIEA 32I0YBaHe HA TEPANHATA ¢
€HaNanpHI OpK ChPAeUHA HENOCTaTEYHOCT, Ao3aTa TPAOBa Ja ce yBeNHYaBa [0CTEREHHO O AOCTHTAHE Ha
obyuaiina moaIEpKama Joza o1 20 mg, NpueMana eAHOKPATHO MIH paslelicHa Ha Npa IIpHeMa CIope
TOHOCHMOCTTA Ha NauuenTa. TOBa THTPUpPAHE HA JO3ATA € IPENOPBYUTENHO A CE NMPABH B PAMKHTE Ha
ABE [0 YSTHPH CEAMHUHM. Maxcumainara 103a e 40 mg nHeBHO, pa3feNieHa B 1Ba MPHEMA.

ITpenopeyHTENEH PeXKAM 3a THTPHPAHE Ha HAANPUY OPY NAMHEeHTH CHC CHPACYHA
HEJIOCTaTHYHOCT/aCUMITTOMHa NHChYHKIUA Ha 19Ba KaMepa

Ceamuna Jo3a mg/aneBno
Cepmuua 1 Hen 1 a0 3: 2,5 mg/nHeBHO* eaHOKpaTHO

Hed 4 1o 7: 5 mg/OHeRHO B ARA OTAENHY ipHeMa

Cenmuua 2 10 mg/nHeBHO AHOKPATHO WV B 1B OTAENIHM MpHeMa

Cenmunn 3 n 4 20 mg/nHeBHO eAHOKPATHO HITH B XBa OTASIHRA IIPpHEMA

* Cneupanno pauManie TpAGBa 12 ce oGbpHe Ha NANMEHTH C yRpeaeHa Grbpeuna GyHKIMA WIH NPHEMAIIH
Juypetuun (Bx. Touka 4.4)

Aprepuannoro Handrane u 6u0peunata pynkaus TpaGea 1a Gpaat npocieaiBaly BHMMATEIHO KaKTo
TIpeJH, TaKa M CNEJ 3arodBane Ha ICHCHHETO ¢ EHAIANDH) (BX. Touka 4.4), nopany ¢Ho0IneHHs 3a
pa3sBHTHE Ha XMIIOTOHHS K (TIO-PAAKO) HA MocheABaina 6b6peuna HegocrarsuHOCT. [IpH nanueHTH,
NEKYBaHH ¢ IUYPETHIIH, 703aTa UM TPAOBa 1a ce MOHIDKH, ako € BEIMOKHO, OLIE P/ 3aMouBane Ha
TepanusaTa ¢ eHananpui. ITossara Ha XUNOTOHKS CNe NPHIAraHE Ha HaYalHa 032 SHANAMPUS HE
03Ha4aBa, Ye XMIIOTOHYS 1I¢ Bb3HAKHE NIPH No-HATATBLUHATA TEPANUs ¢ EHATAPHI W He Hanara
NpexpaTaABaie Ha 3ano4HaToTo gedeHne. Heobxonmmo e eple Taka 1a Opje npocneassano HUBOTO Ha
cepyMHHa Kanuit u Gu6pettara QyHKUHA.

Jlo3npoeka npn 6KOpeuHa HeNOCTATEYHOCT
IIpy nauyenTH ¢ yspeneHa 6e0peuna dyHxius TepanuaTa Tpabea Ja 3aN04Ba C NO-HACKA K032 WlIH TipH
YAB/KEHH HHTEPBAJIH MEXDY NPHEMHATE, KaTO TOBa ce ¢hoOpa3sBa ¢ KPeaTHHHHOBHA KIHPHHC H ce

NpOBE:KAA MPY YecT GUIHKANEH H 1a50paTopeH KOHTPON.

Kpearunnuos widpbie (CrCl) mimin | Havanna AHeBHa 1033 mg/aen
30 < CrCl < 80 ml/min 5-10mg
10 < CrCl < 30 mV/min 2,5 mg
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| CrCl < 10 ml/min | 2,5 mg B aunTe Ha AHaTHIA*
*Brxk Tovka 4.4. EHananprnar ce orcrpandea upes avamusa, JoszaTa npes anute Ge3 xemonnaausa Tpabsa 1a ce
8JanTHpA B 3aBMCHMOCT OT NPOMEHKTE B KPBEHOTO HaNAraHe.

Crapyecka Bp3pacT
Hozata TpaGea na 6b0e B choTBeTCTBHE © 6BOpedHaTa GyHKIMA HA NAUMEHTHTE B CTAPUECKA BH3PAcT (BX.
TOuKH 4.4).

IeanaTpyyna nonynaung
Hma orpaHvyeH OfKBT OT IOIMHHYHE H3NATBAHKS C MPHWIOKSHHE HA SHATANPHIT IPH NeIHATPHYHH

TMAIWEHTH ¢ XUTIepTORUA. (B3K. ToukH 4.4, 5.1 1 5.2),

IMpy naHenTH, KOHTO MOTAT JA IIOrABLIAT TabkeTky, No3aTa TPAGBa 1a ce ONPeAei HHIABUIYANHO
cnopea npodKaa Ha NaHEeHTa H OTTOBOPA HA KPHBHOTO HaNArane. IIpenopEuHTeNHATa HauanHa 5034 e
2,5 mg npu mauventy c-rerno 20 kg no < 50 kg 1 5 mg npx nauxenty ¢ rerno > 50 kg, Exananpun ce
npunara BeIHEXK AHEBHO. [lo3ata TpibBa Aa ce KOpUTHpa CipsSMo HyXIHTe Ha TAUHEHT2 10 MaKCHMAIHO
20 mg arerno upy manventy ¢ Terno 20 kg g0 < 50 kg n 40 mg npu nauueHTH ¢ Terno > 50 kg (Bik.
TOUKH 4.4).

Enananpun He ce Npenoprisa IpH HOBOPOAEHH ¥ NPy JeNna ChC CTeNeH Ha [NoMepyaHa GuiTpauus
<30 ml/min/1.73m’ nopamu JHICa Ra AaHHY 38 eDEKTHBHOCT H H5e30macHOCT NIPH T43H IPYIA NALMEHTH,

Haunn xa npusoxenne

Tlepopanno npHnoxeHve,

Tl kaTo abcopbuugTa Ha TabneTKUTe eHANATIPHI HE ce NOBNMABA OT NPHEMAHETO Ha XpaHa, T¢ MOraT a
Ce Ra3Ha4aBatT npeay, o BpeMe Wiy cliel XpaHeHe.

4.3 [Ipormponokazapnsg

. CBpbXYYBCTBATENTHOCT KbM €HANANIPUI MANCaT, KbM HAKOE OT MOMOLIHNTE BEIIECTBA HIIH KbM

ApyrH ACE-nuxuburtops.

Axamuesa 3a aHruoezieM, CBbp3aH ¢ npenxogHa Tepanua ¢ ACE-HHXHOHTODH.

Bpones HiIM HAHONATHYEH BHIHOCTEM.

Bropu 1 TpeTH TpUMECTLD Ha GpeMeHHocTTa (B, ToUkH 4.4 i 4.6).

Ennospemennara ynotrpefa ra Penanpuil ¢ anHCKHpeH-ChABPKAIM [IPOAYKTH € NPOTHBOMOKA33HA

TIpH MALAEHTH Che 3axapeH auaber win Gu0Opeuso yepexaane (GFR < 60 mi/min/1,73 m?) (Bx.

ToukH 4.5 1 5.1).

. CorpTeTBalNa ynotpeba ipH Tepanug Cbe cakybuTpii/Bancaprad. Enananpun we tpabea aa ce
3a7I04Ba O-PaHo OT 36 Yaca clex moceHara 103a caKyOuTpu/BajicapTay (8. ChIIO TOYKM 4.4
H 4.5)

4.4 Cpenaaany upeAynpe:xAcHEN U NPeANa3HH MePKH NPH Ynorpeda

CRMIOTOMaTHYNA XHOOTOHHS
CHMITOMAaTHYHE XHOOTOHHA ¢€ HabmoNaBa pAAKD NPH NALMENTH C HEYCIOKHEeHa OopMa HA XHIMEPTOHMS.
[To-ronama e BepOATHOCTTA 32 PA3BUTHE HA CHMITTOMATHYHA XMIIOTORYA NIPH XHNEPTOHUIM TONYYABAIY
SHANANPH, KOHTO UMAT oOeMeH AeHINT, HANp. MPK ANYPETHYHA TEPANUA, AHETA ¢ OTPAHHYEHHE Ha
rOTBAPCKATA COJI, AMATH3A, THAPHA UK TOBPRIIAKE (B, TOYKY 4.5 u 4.8). CHMITOMATHYHA XHUTIOTOHNA &
Ha0IolaBaHA IPH MAHEHTH ChC CHPACYHA HEAOCTATHUHOCT ChC Wi fe3 On0peyna negoctaThutoct. [To-
BEPOATHO € T4 Ja Ce NOABH NPH NAIHEHTH ¢ NMO-TeXKa CTeNeH Ha ChplevHa HeNOCTaTEYHOCT, K
65 1¢e 0bycoBeHa 0T BHCOKH 1034 GPHMKOBH SHYPETHIH, XUNIOHATPUEMUSA WK (YHKIUOHAN
yepexaane. [lopaau puck 0T BHesammeH pAIEK CTIaji Ha aPTEPHATHOTO HAJATAHE TIDH TE3K TP

NOO7



MalMeHTH, TepanuaTa Tpa0Ba Ja 3ano4ne o4 tekapcko Habmozenune u nanpenTHTe TPI6Ba N2 GLjar
ApocieIBadd BRUMETERHO NPH NPOMAHA B A03ATA Ha SHANANPUI W/HNH HA THYPETHKA.

Cruioro TpsGsa Aa ce MMa IIPeNBHJ U NIPH NIAUHEHTH CTPAJALIH OT HCXeMKIHa BOMNECT Ha ChPNETo Wi
MO3BYHO-CBI0BA GONECT, [IPM KOHTO PE3KHAT CIIAK HA 2PTEPHANHOTO HANAraHe MOXE [a IOBELE A0
HHGApKT Ha MUHOKapXa HITH IO MO3BYHO-CHJ0B HHLMIEHT.

B cnygall Ha N0fBa Ha PASHEK CHaX Ha KPHBHOTO HAIATAHE € HeoOXOAMMO MALMEHTET 14 C& TIOCTABH B
XOPH3OHTAIHO NONOXKCHUE K NIPH HY)KNA ia ¢ NPANOKA MHTPABCHOSHO GH3HOIOIHYEH PasTaop.
Tipexofua XMNOTOHMYHA PEakHA He € NPOTHRONOKA3RHHE 32 NPOABIKABAHE Ha ICUEHHUETO C eHANanpH
B a/leKBATHA /1032 C/ie/ BH3CTAHOBABAHE Ha 00eMa U HOPMAaiM3HpaHe Ha KPBBHOTO HAJATaHe,

I1py HAKOM MALKERTH CbC ChPREYHA HEXOCTATHEHHOCT, KOMTO HMAT HOPMATHO WM HUCKO KPBBHO
RajATaHe, MOXKe /12 HACTBIH JONBIHUTENHO NOHIKABAHE HA KPBBHOTO HAMAraHe npd ynorpeba Ha
enananpu. To3u edext e o9akBaH H OONKHOBEHO HE CTABA NPHYMNA 32 IPEKECBARE HA NEUeHHETOo. AKO
XHNOTOHHATA CTAHE CHMITTOMATHYHA MOXKE 112 ¢ HANOKH PEAYLIIMpPaHe HA NO3ATa W/UIH CHpaHe Ha
ANYDPETHKA WHIH HA eHananpHn.

AoprHa cTenoza/XuneprpodHyHa KapAAOMHOTIATAS

Kakro BcyukH Bazoannararopi, ACE-nHxuburopnte Tpabea Aa ce H2MON3BAT BHUMATENHO NPH NALAEHTH
¢ o0CTPYKIAA Ha KIANHYA H HIXOZHUA KPBBOTOK Ha /11BA KAMEPA, KATO HE € XENATENHO TAXHOTO
MPHIOKEHHE NPY XAPAHOTEHeH UI0K H TIPH XeMOIUMAMYYHO 3HaYuMa 06CTPYKIEA.

Vepexaade va 6s0peunara pynkuus

B ciy4an na 6x6peuno yepexane (kpeaTHHHHOB KANPBHC < 80 ml/min) navanyata 5032 Ha eHANATPUA
Tpsi6Ba Na 6be KOPHIYpPaHa CHIAaCHO KPEATHHHHOBAS KAMPHHC Ha fMaudenta (Bxk. Touka 4.2) ¥ ciiex ToBa
cnopen BHARBHAYANHHA OTIrOBOD HA NAMUEHTa KbM JIEUECHHETO. ﬂplfl TE3H MMAIACHTH ¢ HOpMaTHa
OPAKTHKA 13 OBAAT PEAOBHO NPOCHEATBAHN KAMTHAT H KPSATHHHHBT.

Mma crobmenns 3a 6u0pevHa HeOCTATEYHOCT NPH ynoTpefara Ha eHANANPHI, II2BHO NIPH FIAIMEHTH C
TEKKA CHPJSUHA HENOCTATEYHOCT KM Hoiexamo opfpevno 3a60ngEaHe, BRINOYATENHO CTEHO34 HA
6b6peuna apreprs. AKo ce pasio3Hae HaBpeMe | ce JIEKYBa NoAXoAAo, GuOpetHaTa He0CTaTEEHOCT,
CBbp3aHa ¢ NPUIOKEHHE Ha CHANAanpui, O0HKHOBEHO € 00paTHMa.

B13MOXHO £ NOBHLIEHNE Ha KPpBHATA Ypes W KPeaTHHUHA B KPBBTA OPH XRIEPTOHHUH ¢ HPedLISCTBAID,
HO HEeU3SBEHO OBLOPEYHO YBpEkAaHe, KOETo Ce CPpelia fO-1eCTO, AKO CHANANPUII Ce MPHJIATA CHBMECTHO C
Arypetdk. TIpH Te3n NaUMenTH e BEIMOMKHO J1a C& HAJIOXKH NOHIKABAHE Ha 1103aTa HA CHANANPHA H/HIH
NpeycTaHoBABaHE HA AHypeTHYHaTa Tepanus. Bp3MoKHOCTTA Ra ce Habmonasa Ta3H CHTYalus € 1o~
BHCOKA NpH HEH3sBCHA CTeHO03a Ha OnOpeyHaTa apTepus (k. Touka 4.4, Penopasanna xunepronus),

PenoBasania Xuneproxus

ChillecTBYBa MOBAIIEH PHCK OT PA3BHTHE Ha XHNOTOHMA 4 GLOpedHa BEA0CTATLYHOCT, KOTATO MANHERTH
¢ Gunarepanna cTeHo3a Ha OBOpedHUTE apTCPHH WIH apTEPHAIRA CTEHO3a Ha ERHHCTBEH DYHKIHOHNPAL]
6u6pex ce nexysatr ¢ ACE unxubutopn. 3ary6a Ha Gebpeunara hyHKUHS MOXKeE 4 HACTBIM JOPH NIPH
MAHHMAIHH IPOMEHH B CepyMERS KpeaTHHUH. [TpH Te3y nanuenTH nedenneTo TpAOsa Aa 3arouse nox
HENOCPEACTBEH JIEKAPCKY KOHTPON ¢ HUCKY JO3H, BHHMATEHO THTPHPAHE H NPOCIEASBAHE HA
GuOpeunara dyukums.

BrOpeyHa TpasCHaaHTAIMA
HsMa OfHT 0 OTHOWEHRE IPWIONKEHHETO Ha EHANANPUI NPH NIAUHEHTH ¢ HeoTAaBHaHA G16peuna

TPAHCHIIAHTALIUA. Tlo Tazu IPHYHHA NEYCHHAE C EHANAMPHI HE ¢ NIPpenophipa.
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YeproapoGHa HEAOCTATEYHOCT

Panxo ACE unxuburopute ca GHil CEBP3aHM CHC CHEAPOM, KOKTO 3aM04B4 ¢ XOIECTATHYEH HKTED H
nporpecupa A0 dhyTMAHAHTRE 4epHORPOGH2 HeKpO3a M (NoHAKOra) GaTaneH H3xo4. MexaHH3MBT Ha TO3H
CHHIPOM He e AceH. [TauneHTHTe nonysasaiy ACE uHXHOHTOPH, KOHTO Pa3BHBAT HKTEP WM H3PA3eHO
NOBHIICHHE Ha YepHoApoOHIiTe eH3uMu, TpaGBa fa npexpatiT Nederueto ¢ ACE unxuburopa u cnep
TOBA TAXHOTO CBCTORHUE fa ObAe NPOCHENEH0 OT JeKap.

Hevrponenns/Arpanynourosa

IIpn nauvents, nexypany ¢ ACE mxuburopy, ce ¢hollana 3a HeyTponeHus/arpaHysouHTO3a,
TpombouHToneHus U aHeMuA. [Ipy naiHeHTH ¢ HopManHa 6h0peuna pynKkuus u 63 Apyra yenoxHABAILH
thaxToph, HeyTponeHns ce pa3BiBa paako. Enananpun Tpabsa fa ce Mpaiara HIKIHOYHTEIHO BHAMATENHO
NPH NalHeHTH ChC ChA0BA KONAreH03a, HMYyHOCYNPECHBHA TePals, JieueHne ¢ A0NyPHRON Wik
NPOKAHHAMMI, HAW KOMOHHAIHS OT TE3H YCIOKHABALY $aKTOPH, 0COGEHO NPH NPEABAPUTENHO
chileCTRYBaIna yapeaena 6n0peyna dynkund. Hakou oT Tean nailueHTH pa3ssyuBaT TEXKH HHYPEKIHH,
KOKTO B PelIKH CIydaH HE ce NOBMHABAT OT HHTCHIHBHO aHTHOHOTHYHO Nevenye. AKO eHANANPHN ce
HpHAara Ha TAKUBA NALMEHTH, NPENOPBHYBA ce IEPHOARYHO 3 C¢ KOHTPONHPAT HHBAT4 HA OelUTe KPHBHH
KJIETKH (JICBKOLUMTHTE), H NaUHeHTHTE TpROBa Aa GbAaT YBeIOMEHH, U ClelBa 1a cHoOIIaBaT BCska
NposBa Ha nHdexund.

CRDBXMYRCTBUTENHOCT/ AHTHOEAEM

AHTHOEAEM Ha NRUETO, KPAHHUIMTE, YCTHHTE, €3HKa, ITIOTHCA W/WIIM NapHHKCa ¢ HaGniogaBan Tipy
NMauuenTH, neKysand ¢ ACE uHxuburopu, B ToBa 7HCIO ¢ eHananpui. ToBa MOXe J1a e NOABH Ti0 BCAKO
BpeMe na JevendeTo. B Tesu ciyuan neveHneTo ce MpeycTaHOBABA He3a0aBHO U Ce MPHIAra MOAXORsIla
Tepanus ¥ Npocne aBaHe KO IbJIHO H3Ue3BaHe Ha cHMIToMUTE. JlopH B cliydanTe Ha OrpaHH4eH OTOK
€aMo Ha e3uKa, 6e3 pecMpaToper ANCTpec, NpH NAUMEHTHTE MOXe 4 Ce HATara HPoAbIKHTENHO
HabmoeHHe, Thif KaTo FEHEHHETO ¢ AHTHXMCTAMMHN H KOPTHKOCTEPORIH MOXKE A3 HE € NOCTaThYHO.

HmMa cbobleHns 3a MHOTO PEKH PATANHH ClIyYaH HA AHTHOEEM aCOLMHPAH ¢ IapUHIeaNeH eAeM HIn
€EM Ha ¢3MKa. [IpH MAUNEHTHTe Che 3acATaHe Ha e3HKa, [TIOTHCA HiM JIADHHKCA MMa NO-ToNAMa
BEPOATHOCT OT OOCTPYKIIMA Ha NMXATENHHWTE IThTUIIA, OCO0EHO NPH Te3H, KOHUTO Ca MpeThpIIeiH
onepatnbua OenopodHa HHTEPBEHIIMA,

[Tpu oTox ¢ axraxHpane Ha e3HKA, TIOTHCA WIH JApHHKCA € BB3MOXKHO A3 HACTBIH OCTpa 06CTPYKUMA Ha
JUXATENHATE bTHIIA | B TAKHBA CITydan e HeolXxoanMa nezabapia Tepaling: NOAKOXKHO NIPMIJATAHE Ha
pa3Tsop Ha agpenanyH pasrsop 1:1 000 (0,3 no 0,5 ml) u/unn nmpepnpreMane na HeoGXONUMHETE MEPKH 3a
oCcBOOOKIaBAHE HA JUXATENHUTE ITBTHILA.

Yepuokoxure MalMeHTH ¢4 ¢ OBHLIEH PHCK OT PA3BHTHE Ha aHryoeaeM npu neverne ¢ ACE
HHXHOMTOPH B CpaBHEHHE C Te3u oT Ganara paca,

ChiliecTByBa NOBHIIEH PHCK 3a Pa3BHTHE HA AHTHOREBPOTHYER OTOK B X0Ja ua neuchnero ¢ ACE
HHXHOHTOD PH TALHEHTH C aHAMHE3a 32 NIPEIXOXKIAL] AHIMOEAEM OT APYT NIPOM3XO (BiK. CHLIO
Touka 4.3).

CribrerpatiaTa ynoTpeba na ACE naxuburopn cee cakyGHTpII/BANCApTaH € MPOTHRONOKA3AHA OPaaK
NOBMIIEH PHCK OT aHrHoesieM. Jleuenne che cakyOHTpUN/BasicapTaH He TpabBa Aa ce 3anouBsa N0-pano o1
36 uaca cnes nmocnenara no3a eHananpu. Jledenue ¢ eHananpun ue TpsOBa Ja ce 3ano4sa 10-paso oT 36
Haca Clel MocneAHaTa A03a CakyOouTpun/rancaprad (Bx. Touka 4.3 1 4.5).

Cenerereamara ynorpeda na ACE urxuburopu ¢ pauekagorpus, mTOR nnxuburopy (Hanp.

CHPORHMYC, EBEPONUMYC, TEMCHPONHMMYC) H BHIIATTHITHH MOXE Ja JOBENE A0 MOBHILISH PHCK
anrvoeneM (Hanp, OTOK Ha JHXATCAHHTE METHINA MM €3UK3, CHC WIH 063 HAPYLICHHE Ha JMII
rouka 4.5). Heobxoaumo e 5ia ce oaxoay ¢ NOBMIIeH0 BHUMAHAE, KOraTo Ce 3a87i04Ba JeieH
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panekanotpun, mTOR uuxuburopu (Ranp. CHPOAUMYC, €BEPOTHMYC, TEMCHPOIMMYC) ¥ BHAATHIITHH
IpPH NalMenT, koiito Bewe nprHeMa ACE ruxuOuTOp.

Anadmnaxro EaKIMH pu gecencufimaayns

Paaxo npu nansenty nonydasamy ACE HEXuGHTODH O BpeMe Ha feCeHCHBHIM3Upalna Teparms ¢
0TpoBa OT hymenoptera MOrar a ce pa3sBUAT KHUBOTO3ACTPALIABALIN aHADKAAKTOMANY peakuuy. Tean
peakuud morar ia 6s4at n3bernath, xato TepanuaTa ¢ ACE unxuGHTOpY BpeMeRHO ce NPpeKpaTH mpeau
BCAKA JeceHCROUNM3aMA.

Apadunaxronauy peakuuu 1o epeme na LD -adepesa

Panko, naipenTy, nexysany ¢ ACE HHXHOUTOPH, NOMyHABAT XUBOTO32CTPAIIABAINY aHAPUIAKTOUIHH
peaxunn rio speme ra LDL (Low Density Lipoproteins — MHIONpoTenHH ¢ HHCKA IBTHOCT) adiepesa ¢
Aexcrpat cyndar. Tesn peakiuu ce n36AreaT 4pes BpeMeHHO npekscBane Tepanusta ¢ ACE nuxuGuroph
npenwu Bedka adepesa.

[aunenTu Ha XeMoJHaaH3a

AnadunakTouIHHu peakuuy ca HabnoAaRaHY PH NBLHERTH, MOANOKEHE HA NRATH3E ¢ BHCOKO-
nponycknusx MemOpauy (Manp. AN 69) u nexyrann exnoppeMesno ¢ ACE nHxuGuropu. Ilpr Tesn
nausedTd &x TpAbBaN0 Aa ce o6CHAN M3NOI3BAHETO HA APYT BUA ARANM3KA MeMOpanH Wik Ha APYT Kiac
AHTHXUNEPTEH3UBHYA CPEACTRA.

Xunornukemus

[TanyenTrTe ¢ AHaberT, Nexypauy ¢ nepopanHi aHTHARAOETHH CPENCTBA WM WHCYNHH, TpabRa na Gpaar
BHHMATENHG NPOC/ieIABaHe N0 OTHOWEHHE HA TTAKEMUYHASA KONTPOII NPe3 ThPBHT MECEL] OT
koMGKHUpanaTa Tepanua ¢ ACE unxuGurop (Bx. Touka 4.5).

Kanummia

ITpu neuenue ¢ ACE uHXHOHTOPH € BBIMOKHA NOABATA HA KAUWLIMLA. XApaKTePHO 33 KAILNHIATA €, ue T
€ HENPOAYKTHBHA, NPOSLIKUTEIHA M H3Ue3Ba CIeA NpeycTaHOBABaNe Ha deqenuero. [Ipeaussukanara or
ACE unxufuropn Kawnuma tpalea 4a ce KMa OpeisHA B AudepeHIHanHaTa IHardo3a Ha KaulinuaTa.

Xupyprus/Auectesns

BB3MokHa € TOABATA Ha XHIIOTOHRA NPH HAHMeHTH, NOUIOKEHH Ha NONEMY XHPYPITHYHH HHTEPBEHLHHE H
nexyeauy ¢ enananpui. Tosa ce OuibkH Ha Gokupate Ha BTOPUYHOTO 00palyBane Ha aHrnoredsus 11 8
OTTOBOP Ha KOMIIEHCATOPHOTO 0CBOGMKAaBaHe Ha PEHHH N0 BPeMe Ha IoJIeMH XHPYPruvHH Onepauum
H/HH NPH HINEJI3BAHE HA AHECTETHIH, KOUTO MOTAT Aa MPEAU3BHKAT XUnoTonus. [lpn #acThnnaa
XHNOTOHMSA O TOZH MEXAHNIBM TA MOKE Ia ¢e KOPHTHPA ¢ BL3CTaHOBABaHe Ha obeMa.

XunepKanieMus
ACE HHXHOUTOPHTE MOTaT Aa NPEAU3BHKAT XHIIRPKATHEMNA, Thi Kat0o HHXKOUPAT 0CBOGOKIABAKETO HA

angoctepod. EdekTrT 0OHKROBEHO He € 3HAYUTENEH NPH NALHEHTH ¢ HopMasina Gu6pevna dynxuus, Npu
nagueqTH ¢ napyuena 6u6pedna Qyukung obasic H/HiK NpH DALKEHTH, TPHEMallH XPaHHTENHH J00aBKH,
CHABPMAINH Ka/IHH (BKIIOUHTENHO 3AMECTHTEIIH Ha CONTA), KalMi-ChXPAHABALIN JUyPETHIIH,
TPUMETONPUM HITH KO-TPUMOKCA30]1, M3BECTEH CBIHO KaTo TPHMETONpHM/cyndamMerokeaszon, U ocobeno
AHTArOHHUCTH HA AAJ0CTEPOHa WY AHTHOTEH3WH-DEUENTOPHH Gllokepy, MOXe a Bh3HHKHE
xunepxameMus. Kanuii~CoXpansBamuTe AUypeTHLY U aHTHOTEH3UK-perenTopauTte biokepn Tpabea aa
Ce NpHIAraT BHHMATEIHO NpH naudedTy, npueMaink ACE uixubutopy, KaTo cepyMHMAT Kanuil i
61bpevnara Gysxuus TpsOea Ia ce npocneassar (BXK. Touka 4.5).

Jutruit
KomOunapaneTo Ha JATHH U €HANATPUI IO IPHHURKI HE CE APEIOPbUBa (BX. Touka 4.5).
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Jsoiido Gaoxupane Ha peHHH-aHIHOTEH3HH-NA0CTepOHOBATA cHcTema (PAAC)

Hwma panuy, 4e egroBpeMennaTa ynorpeba Ha ACE nuxuCnrops, aurnoredsus l-peentopuu 6nokepu
HiM aMHCKHPSH NOBUINABA PHCKA OT XHIIOTOHAA, XUIlepKanueMus ¥ HaManaBade Ha Gebpeunara Qyrkims
(axmoynTenno octpa Gu0peuna repocraTbuioct). [Topanu ToBa He ce npenopbusa ABOAHO GroKHpane HA
PAAC vupes xomGunupanara ynorpeba na ACE suxnburopn, anrnotensiH [1-penentopsn 61okep Hid
anuckupen (Bx. Todid 4.5 u 5.1).

AKo ce Ipeten, Ye TepanuaTa ¢ nsofino Gnokupane e aGCoMOTHO HeoOX0AHMa, ToBa Tp#bBa Ja cTasa
camo nox HabmoIeHHETO Ha CNeUMANMCT H IPH 4ecTO BHHMATETHO MOHHTOpupaHe Ha 6nOpeunara
byHKUHSA, ENEKTPONATATE H KPbBHOTO HAIATAHE.

ACE urxu6HTOPH H arruoTelsuH Il-penentopan Onokepy He TpaGBa Aa c€ M3MONIBAT eAHOBPEMEHRO
[pH nanHentH ¢ Anaberna HedponaTua.

IenuaTpuusa nonynanns

¥ima orpaHHteH OMHT N0 OTHOLIEHHE Ha ¢(PEKTHRHOCTTA M G30NACHOCTTA PH MPUIIOKEHHE HA JeUa ¢
XMIEPTOHHA, K2 PBE3PACT >6 TONUHH, B HUKAKEB OMUT (P OCTaHANuTe noxasannd. Hatwaum ca
orpannveHy (papMaKOKHHETHYMH AAHHHA NPH ACUA HA Bb3PacT Haj 2 Meceua (Bx. Touku 4.2, 5.1 1 5.2).
He ce npenoprusa ynorpeGara Ha eHazanphi NPH Jela ¢ ARArHO3H Pa3IHYHA OT XHNEPTOHAS,
Enananprn He ce MPenopsypa NP HOBOPOLEHH ! IIPH HEANaTPUYHY NAUEHTH CBC CTENEH HA TIOMEPY/IHA
¢$urrpauna < 30 mmin/1,73 m®), nopany NKNCa Ha JAHHH IPH TE3R IPYNH NAUHEeHTH (XK. Touka 4.2).

BpemeRHOCT

Jleuenue ¢ ACE nnxuburops He Tps0Ba Ja Ce 3a1104Ba [O BPeMe Ha OpeMEHHOCT. AKO BCE Hax TepanysTa
¢ ACE uuxufutop ce cCMATA 3a HANOKUTENHA, NTaUHeHTKUTE TAaHHPaUI GpeMEHHOCT TPsSOBa Na
NPEMHHAT Ha JPYTro alTEPHATHRHO AHTHXUIICPTEH3HBHO IeY€HNe, KOETO UMA YCTAHOBEH Npodui ua
GesonacHoct o BpeMe Ha GpeMernoct. Koraro ce yeranosu Gpemennoct, nedeudero ¢ ACE aaxuburop

TpsbBa Ra ce npeycTanopy He3abaBHO M aKO € HEOOXOAUMO CE 3AITOYHE ATTEPHATHEHO JeueHye (BX.
Togxn 4.3 B 4.6).

Eranueckn pasnuqng

Kakto # ocrananute ACE uHXuOHTODH, ¢HaNanpun € no-cnado edeKTHBEH 32 NOHIKABANE HA KPHBHOTO
Hanarage rnpH YepPHOKOXHY MALMCHTH B CPABHEHNE C OCTAHANHTE NAUHEHTH, Hali-BepOATHO Nopany
BUCOKATA 4ECTOTa Ha PAsIpOCTPAHEHHE HA HHCKO PEHMHOBA XUIIEPTOHUA NPH YEPHOKOXKHTE HALHSHTH.

IMoMown BelecTra
Jarxmosza

ITanuenTH ¢ peaky HacAeACTRERY MpobieMH Ha HENOHOCHMOCT KbM ra/aKTo3a, heH NaKTaseH aedHuuT
AIH [II0K030-TaiakToana ManabeopOnus, He TpSOBA 1a IpUeMaT TOBa IEKapCTBO.

Hampuii
Topa neKkapcTBO CBABPAKE NO-MaMxo oT 1 mmol marpuit (23 mg) ua Tabnerxa, T.e. MOXKe 1 ce Kaxe, %e
NPaKTHYECKH He ChIBDKA HaTpuii.

4.5 BsammopeiicTBHE ¢ APYrH JeKapCTBCHH UPOAYKTH H ZPYrn PopMH B B3auMOJelicTBREe

JlekapcTea, TORHIIABAINY PHCKA OT aHTROSNEM
Cenpreramara ynotpeda Ha ACE uHxubuTopH cbe cakyGHTpH/BaICapTaH & NPOTHROTIOKA3AHA, Thi
KaTo TOBA NOBMILABA PHCKA OT AHTHOEAEM (BXK, Touka 4.3 u 4.4).

Comrererpainara ynotpeba Ha ACE unxuburopn ¢ pauekanorpun, mTOR auxsburopu (nanp.
CHPOJHMYC, EBEPONMMYC, TEMCUPONKMYC) H BUIAATTTHITHH MOKE 12 JOBeAe JO NOB
auruoeneM (Bx. To4ka 4.4),
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JsoiiHo Grokupate Ha peHVH-AHTHOTEH3MH ANA0CTepOHOBATa cHeTeMa (PAAC)

Janny OT KIMHIYHH NPOYYBAHUA [TOKA3BAT, e RABOUHOTO ONOKHpale Ha pEHUH -AHTMOTEH3HH
anpocreponoBara cucreMa {(PAAC) upes xomOnBnpanara ynorpeta na ACE MHXHGUTOPH, aRTMOTSHIHH
II-penenropuy GnokepH MK ANHCKAPEH Ce CBEP3BA C NO-BHCOKA HECTOTA HA HEXKENANY CHOHTHS, KATO
HanpyMep XMIOTOHHA, XHIIEPKATHEMAS ¥ HaMansgBaHe Ha On0peynara Gyuxing (BKIIOYHTEIHG OCTpa
OBp6peusa HefOCTATHYHOCT), B CPABHEHME ¢ YOTpebata caMo Ha eHO CPEACTRO, ReHCTBAIIO BEPXY
PAAC (mx. Toukn 4.3,4.4 1 5.1).

Kanuii cpxpanaBany JHYPeTHIH XPAHATENHY A06aRKM, ChAbpXay Kanuh uiy xanuii-crabpikaim
3aMeCTUTE]H Ha COITa

Borpexn ye, cepyMHuAT Kanuli 00HKHOBEHO OCTARA B PAMKHTE Ha HOPMaJHHTE IPaHHIINA, NIPY HAKOH
TMALMEHTH, eKYBaHH ¢ TOBA IEKaPCTBO, € BBAMOXKHO 22 Bh3HHKHE XunepkanueMud. HanonssaHero Ha
Kanui ChXpaHqBallyu JUYPETHIH (CIHPOHONAKTOH, EIICPEHOH, TPHAMTEPEH HIIH AMIIOPHT), KanneBH
NoGaBKH WIH KaTui-ChAb[Kaily 3aMECTHTENH Ha COJITa, MOKE Ja OBeAE A0 3SHAYHTENHO YBeHYABAHE
Ha cepyMuHg kanmni. TpaOpa cplio Na ce BHHMAaRa, KOTATO TOBA IEKAPCTBO C€ NPHIATA €XHOBPDEMEHHO ¢
JIPYTH CPEACTRA, KOUTO NIOBHINABAT CEPYMHHA Kangi, KaTe Hanp. TPHMETONPHM H KO-TPHMOKCA3011
(TpuMeTonpHM/CyndaMeToKeasoln), Thil KaTo e HIBECTHO, Ye TPHMETONPHM JISHCTBA KATO Kammii-
CBXpaHABAIl AMYpPeTHK NonoOHo Ha aMuiopui. [Topaan Toea He ce npenopbysa KOMOMHHUPAHETO KA
SHAIANPHI C TOPECIOMEHaTHTE 1eKapceTBa. AKO eJHOBPEMEHHATa YnoTpeda Ha Te3u MPOAYKTH &
HAJOXKHUTENHA, Te TPAOBA Aa ce MPUIAraT BHHMATENHO # [IPH 2eCTO NPOCIEAZBAHe HA CEPYMHNA Kanuil
(Bx. Touxa 4.4).

_U,HKI[OCIIOQPIH
Ipu censreTBaa ynotpeba Ha ACE nEXuGHTOpH ¢ NMKIOCTIOPHY MOJXKeE 1a Bh3HHKHE XHIEPKATHEMHA.
Ipenopsyra ce npocneadBaHe HA CEPYMHAA Kal#H.

Xenapun
Ipu ceopTeTBattia ynorpeba va ACE uuxubuUTOpH C© XenapiH MOKe J1a BLIHHKHE XMIEPKATHEMAL,
Ilpenoprusa ce NpocneasBane Ha CEPYMHKA Kanui.

Auypersun (ThasuaHy uiM GpuMKORK)

TMpenxoano jiedenue ¢ BUCOKH 034 JHYPETHIR MOXe Aa NpeAN3BHKA NOHWKABARE Ha 0feMa Ha
TEYHOCTH H NOBUIIEH PUCK OT PA3BUTHE Ha XMMOTOHHS NP 3aN0YBAaHE HA TEPATTHA C €HanaupH (BK.
TouKa 4.4). Xunoten3npuute edekTH MOraT na 6vaar peAyHpaHy Upes NPeKpaTaBane Ha TePANHATA ¢
IMYPETHK, 4pes MoBYIIABAHE H2 NPHEMA Ha TeYHOCTH HIH COM MM |pe3 NPUIIOKEHHE Ha MTO-HHCKA
Ha4aJIHa 032 eHaNanpun,

TH aHTEXWIEDTEH3HEHH NPOIVKTH

EnnoBpeMenHata ynotpefa ¢ Apyr# aHTHXMGEPTEH3HBHH IPOSYKTH MOXE /13 3aCHAH XANOTEHIHBHNS
eeKT Ha eHananpuil, ENB0BpeMeHHOTO NPUAIMKERHEe ¢ HUTPOTIMIEPHH i APYTH HUTPATH HIH APYTH
BA30JMNATATOPH, MOMKE A2 3ACHNIY OHIKABAHETC HE KPHBHOTO HANATAHE.

JInTui

O6paTHMO ITOKAYBaHE Ha CEPYMHMTE ITUTHEBH KOHUEHTPAIlMY H HA TOKCHYHOCTTA MY ca Hab/oasanu
NpH EJHOBPEMeHHO Npunoxenne Ha nuTHH ¢ ACE nuxuburopu. EqdospeMennata ynorpeba Ha THABMIHA
auyperann 3aenHo ¢ ACE unxubutoprte Moxe fa npeIu3BHKa A0TLIHATEIHO IOKAYBaHE B HUBATA HA
RATHA H Ja YBeJIHYH PHCKa OT JIMTHEBA TOKCHHHOCT. [Topaau TOBa eHOBPEMERHOTO OPUIOKEHHE Ha
JIMTHIA ¢ €HANANDUN HE € NPeNOPBUKTERHO, HO 8K BCE 2K TOBA € HAIOKHUTENHO € HeoOXOAMM
BHHMATENeH KOHTPCN Ha CEPYMHHTE HUBA Ha MuThA {BXK, ToYKa 4.4),
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TpunHICTHIHT memmmﬂmncummggmﬂggremgnﬂ{apxomlmn CpencTsa

ENHOBPEMEHHOTO NMPHAOKEHAE HA HAKOH AHECTETHIM, TPHIMKAHYMY GHTHACHPECAHTH K AHTHNCHXOTHLH
¢ ACE ruxubHTOpH MOXE 12 TIPENU3BHKA JOTBIHHTENHO TOHHKABAHE Ha KPBBHOTO HaArade (Bx.
TouKa 4.4),

Hecteponnny npotueorb3nanyrenty cpeactsa (HCTIBC), BKIIOYHTEAHO CENEKTHBHH NHXHOMTODH Ha
uuooxcurenasa 2 (COX-2)

HCIIBC, sxmoyurenso cenexrupaure COX-2 UHXUGHTOPH MOTAT Aa MOHKKAT e()eKTa Ha AUYPETHIIHTE
¥ ApYrH AHTHXUIIEPTEH3UBHU CpeficTBa. CrieJOBaTEIHO aRTHXUIEPTEH3HBHNA ethbexT Ha aHryoTeH3uH II
peuentopHu autarosrcTy Wi ACE umxabutopu Moxe na 6nae namanen ot HCITBC, srnrountenyo
cenektueRHTE COX-2 HEXUOHTODH.

Ennospemennoto npunoxkerne Ha HCIIBC (sxmountenno COX-2 unxuburopn) u ACE unxuGutopuTe
HpOABABAT AHTHBEH eheKT PEPXy HOBUINABAHE HA CEPYMHUN KAMMI, KOETO MOXE A3 AOBEAE 10
BAOIDApaue Ha Opbpednara Gyuxuns. Tora ofukHOBEHO € 06patumo. B penkn ciyuan, MOXKe 1a ce
passie ocTpa 6nOpeuHa HeROCTATHHHOCT, 0cODEHO NpY MALHENTH C KOMITpoMeTupasa 6u0peuna dysiumus
{KaTO MALHEHTH B CTapUECKa BB3PACT MM AEXMAPATHPAHU MAaldeHTH, BUIIOYHTENHO TAKHBA Ha
AnypeTtHuHa tepanus). [TanuentrTe TpaGea Na 6pAaT AAEKBATHO XHAPATHPAHH M € HeoOX0auM KOHTPO
Ha 6pOpeanaTa DyHKLUHA CIEA 3aM04BaHe Ha NPHPYKABAIUATA TEPATHS U HA PEryNAPHH WHTEPBATH CleH
TOBA.

3naro

HurpHronass peaxiiy (CHMITTOMH, BKTIOMBALIY 3a4SPBIARAHE Ha THUETO, MANCHE, IOBPBLIAHE H HHCKO
KPBBHO HAlBIrane) ca JOKNaJBaHH PAIKO PH MAUHCHTH Ha NedeHHe C HAXeKIHOENa GopMa, ChABpXKalIa
anaro (sodium aurothiomalate) n cbnsrerBania Tepanus ¢ ACE HHXHOUTOPH, BRIIOYUTENHO M SHANATIPUI.

CUMIaTHKOMUMETHLH
CHMNATUKOMUMETHIHTE MOTAT 1a HAMANAT anTHXMnepTeH3nBnug edext Ha ACE unxubntopure.

AnTynuabeTny NpoAYKTH

Enupemuonornyuy n3creABaRHA NoKa3BaT, Ye eJHoBpeMenHara ynorpeba na ACE unxuburopH u
aHTHANAOETHH JIEKapCTBEHM NPOAYKTH (WRCYNUH, NEPOPANHN AHTHARAOETHI CPEACTBA) MOXE I3
NpeAM3BHKA TIOBHIIABAHE HA XMNOTTHKEMH3UPALIHTE ePeKTH C PHCK OT PasBHTHe HA XUOTTIHKEMHH,
Tosn peromMen H3rIeKIA, Ye & NO-UECT NPe3 IIbPBUTE CEAMNLY HA XOMOMHHAPAHOTO JieYeHUe | PR
naunenTH ¢ Ge0peyno yBpexnane (K. Touxa 4.4 u 4.8).

_AJ__!KOXOJI

AnkoxonsT 3acmnpa xunoreH3usHus epext Ha ACE unxuburopure.

AleTuNicatMuUNoBa KrceanHa, TpomMGonutuny i B-Groxepu

Enananpun moxe Hezonacno na ce KOMGMHAPA ¢ aleTHNCATHLUMIOBA KUCENHHA (B KapAHONOTHYHM JI031),
TpoMGoauTHIY M GeTa-Gnokepn.

leanarpuyna gonynaupa
[Tpoyusanus 3a B3aNMOAEHCTBRN Ca MTPOBEKAAHH CAMO TIPH BH3DACTHY.

4.6 @eprRaRTET, GPEMEBBOCT A KEPMEHE

BpeMeHnoct:

Vaorpebara na ACE-#RXUOHTOPH He ce PenopsyRa pes WbPBHA TPHMECTBP H

6peMeHHOCTTa ¢ TPOTHBONOKA3aHa (BX. Touku 4.3 W 4.4).

]
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EnupeMHOn0THIRATE JaHHH OTHOCHO TEPAaTOTEHHNA PUCK BCNSACTBHE Nprnokehne Ha ACE-unaxubutopn
no BpeMe Ha ITLpBHA TPHMECTHD Ha OpeMeHAOCTTa He ¢a yOeARTeNHH, HO BCE Nak He MoXe fa ce
A3KINOUY H3BECTHO NOBHILIEHHE Ha TO3Y PHCK. I1pH NallneHTKATE, IPM KOKTO NPOABIDKABAHE HA
3ano4HaToTo JedeHye ¢ ACE-HHXROHTOP ce CMATA 38 HANOKUTENHO € HEOOXOAUMO, TIPH TLIAHHPEHE Ha
GpemennOCT, da ce CMEHH aHTHXHNEPTEH3NBHATA TepANUA ¢ ANTEPHATHBHA ¢ YCTEHOBEH NPOQHA Ha
GesonacHocT Ho BpeMe Ha GpeMeHHOCT. AKO Ce yeTaHOBH OpeMerHoOCT, nevenueTo ¢ ACE~-unxubrrop
TpAOBa Ja Ce MpeycTaHORH He3abaBHO H AK0 € MOAXOIMUIO Ja C€ 3aNI0YHE aNTEPHATHBHO CYeHHE.
Mpunoxenneto Ha ACE~-HHXHGATOPH MO BpeMe Ha BTOPHA H TPETHA TPUMECThP Ha OpeMeHHaCTTa €
CBBP3aHO ¢ PETOTOKCHYHOCT (ROBIWKeRa OhOpeuna GynKuMa, ONUrOXHAPAMHHOH, 386aBeHa ocHbHXaNs
HA yepena) H HeOHaTalHa TOKCHYHOCT (GpOpeuHa HEAOCTATHHHOCT, XHITOTOHHA, XHIIEPKAHEMHS) (BK,
Touxa 5.3). Habmonasanara npu Maitkarta oJIBIOXHAPOAMERO32, BEPOATHO TOPAIA NOHMKEHA (eTanHa
6n6peHa DyRRIUA, MOKE A2 AOBAE A0 KOHTPAKTypa Ha KpaliHuuuTe, Kpanuodautaidy fehopManuy H
XHOOMIasux Ha Oemna Apob.

Axo ce ycTanoBu excriosniMa Ha ACE-HHXHOHTOPH OT Ha4aI0T0 Ha BTOPHS TPHMECTBD HA
OpeMeHHOCTTa, IPENOPBIHTENHO € MPOBeXIAHe Ha YNTPa3BYKOBO U3CNEBaHe 3a NPOCIEAABAHE Ha
Ou0peynara Gyuxuug ¥ depena.

Hopopoaern, uunTO Maiiku ca npiemanu ACE-auxuGuropu, Tpabsa cTpukTHO J2 6bJaT npocneassanu
33 NOABA HA XUMNOTOMHS (BXK. ToukH 4.3 1 4.4),

KspMere
OrpannyennTe hapMAKOKMHETHYHH JAHHE AEMOHCTPRPAT MROIO HICKH KOHLENTPalMd B MailqHHOTO

MIIAKO (BXK. Touka 3.2), Berpexy, ue Te3d KOHREHTPalHH BEPOITHO ca KIHHUYHO He3HaYHMH, ynoTpeGara
Ha CHANANPUS [0 BpeMe HA KbPMEHE HE Ce NPenophyba IPH NPEKIEBPEMEHHO POICHM Sena U fpe3
OBPBHTE HAKOJIKO CEAMULHM CNel POKIARETO, NMOPARH NOTCHLUMANEH PHCK OT KAPAHOBACKY/IAPHH M
6p6peqny ethexTH ¥ IOPAIH HEAOCTATHYEH KnukndeH onut. [IpH no-ronemy kepMavera ynotpebara Ha
EHANANPUIT MO%e Aa Ce 0OMAUCIM, AKO TOBA IEHEHHE & HRNOKMTENTHO 3a MalikaTa M axo JeTeTo ce
Ha0mozaBa BHUMATE/THO 34 NosBaTa Ha Hexenann edexTy,

4.7 EderTa pppxy cnocobroctTa 33 modupane u pabora ¢ Manann

[Tps modupase 1 pabora ¢ MatukHH TpaOBa Ja ce HMA NPENBUT, Ye MOHIKOra MOXKE A3 Ce MORBY
3amMaifsaHe WiaH 06IA OTNARHANOCT.

4.8 Hexenasn JeKAPCTBEHE peakKIAR

HabnofagaHn ca CIEAHHTE HEXENAHH PeAKUMH ¢ SHATIANPWL NPH KTHHHYHE TPOYYBAHHA 1
IOCTMapKeTHHIOB ONHT:

Cnctemo-opranes Muoro Heern (>1/100 no Heuvectn Penxcn (21/10 000 | Muoro C
KJIAC YeeTH <1/10), 1/1 000 a0 o <1/1 000}, peaxy HeH3BECTHA
1/10) <1/190), (<1/10 4600), yectoTa (0T
HATHYHNTE
DAHHMN He
MoxKe 2a
6bae
HanpaseHa
olEHKA).
Hapymenus Ha AHEMHA HEYTPOREHHHA,
KpbBTa B nuMbHaTE {BKITIOYLTENHO HamaneH
cHCTEMA ATINACTHYIHA U XEMOT100HH,
XeMONHTHYHA) HamaJeH
XeMATOKpH
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TpoMGouMTOTICHNA,
arpaHYIOLMTO3a,
ROTHCKAHE HA
KOCTHHA MO3IbK,

NAHNHTOICHHA,
nuMbaneHonATHA,
ABTOUMYHHH
3a6omiBaHmHA
HapymeHnua ra CHHAPOM Ha
E€HAOKPHHHATA HEaNeKBRTHA
cHcTEMa CeKpelHs Ha
AHTHAUYPET
HYAMA
XOPMOH
(SIADH)
Hapymenus Ha XHOOTTTHKEMMA
METACONH3MA 1 (BK. Touka 4.4)
XPAHEHCTO 1
TIcHXHuHH i nenpecus obnpkanocT, Beobuualinn
HapyMeHus HEepBHOCT, ChHHINE,
Geachune HapYHeHNS Ha
ChHSA
Hapymenua na samaiieane | riasofoane, CHHKON, | CHHIMBOCT,
HEPBHATA CHCTEMA NIPOMEHEH BKYC NapecTe3uH,
BEPTHIO
Hapywenus Ha oyuTe | 3aMEBIIEHO
3penne
Hapymenns Ha yxoto LIyM B YIRHTE
¥ nabHpUHTA
CupneuHd Bonka B repaMTe, TIANNHTALHY,
HapyleRHa PHTHLMHH Hapyuleund, | usdapkr Ha
CTEHOKAPAHA, MHOKAPIa MK
TAXHKAPAHSA MO3BYHO-ChAOB
HHUMHEHT®,
BEpPOATHO
BCNEZCTRBYE Ha
EKCHECHBH2
XHIIOTOHHMA NPH
NAUMEHTH C
BHCOK PHCK (B,
TouKa 4.4)
ChbnoBH HapyDieHHA XUNIOTOHMY (BRI, 33UEPBABAHE Ha deromMeH Ha
OPTOCTATHYHA JTHUETO, Raynaud
XHIIOTOHHA) optocTaTHiHa
XHNOTOHHA
Pecnupatophy, Kallnuua | pucnHes Ha3aIHa Henonpobun
IDBIHE 1 cexpenns, Sonku | HHGUITPATH,
Me IKaCTHHATKH B FBPIOTO M PHHHT, aneprideH
HAPYIHCHMS Apesras Tac, AITBEONHT/
Gponxocnazpm/ eozuBodHIHA
acTMa NHEBMOHHA
CroManIHo-4YpepHy raneHe IMaPHA, KOPEMHA Hiaeyc, CTOMATHT/ MHTECTHHANCH
HapyLICHHA Gonka IIAHKPEeATHT, aTo3HN AHTHOEAEM
NOBPBINAHE, ynuepauue (a3gn),
[HCHENCHS, FTIGCHT
KOBCTHOALN,
AHODEKCHSA,
CTOMAIHO
1
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Apa3neHe, CyxXoTa

B yCTaTa,
TIETHYHA 1382
Xenarobunnapun gepHoapobHa
HAPYIIEHHSA HEAOCTATHYHOCT,
XENSTHT —
XenaTouemynapeH
MM XONECTATHYEH,
XeIaTHT
BITIOYBALL
geprogpobua
HExpo3a,
Xonecrala (PKI.
HBITTEHHLA)
Hapymienna Ha obpug, auadopess, epHTEMA JoxnanpaH €
KoXaTa H CBPBEXUYBCTBHTENHOCT/ | chpOek, MyaTHdopme, KOMIUIEKC,
NOIKOKHATA THKAH BHTHOHEBPOTHCH ypTHKaph4, CHHIIPOM Ha Kkoiiro
enem. ANONELANA Stevens-Johnson, BKITIOYBA
BHMHOHEBPOTHICH exchoAnaTHBSH HAKOH WA
OTOX Ha THUETO, JEePMA&THT, BCHYKH OT
KpaltHuOHTe, YCTHHTE, TOKCHUHA CIeIHHTE
e31Ka, ITOTHCa W/ HaH enHAepMaTHa CHMITOMH -
AapHHKca {BX. HEKPOINN3Aa, noBHIISHA
TouKa 4.4). nemburyc, TEMNEPATYDSE
epHTPONEPMA » CEpO3NT,
BaCKYJHT,
MHANTUs/
MMO3HT,
apTpanrun/
apTPHT,
TONOKHATEN
HH ANA,
YCKOpeHa
yTalixa,
€03nHODH-
nHA H
ACBKOLATO34
. Moxe na
ce HOABH
ofpHe,
Gorouys-
CTBUTENHOCT
HTH JpyTH
KOKHH
NpoOABH
Hapymenns sa MYCKYAHH
MYCKYIHO-CKENETHATA KpaMmu
CHCTEMA |
CLEAHHHTE/IHATA
THKaH
Hapymenns Ha 6p6peuna OAHTYPHA
GrOpeunTe 4 IncyHKOMA,
IMKOYMHTE ILTHIUA Grbpeuna
HEIOCTATBMHOCT,
NpOTEHHYPHS
Hapywenus Ha HMAOTEHTHOCT THHEKOMACTHA
BB3NPOH3BOAHTENHATA
CHCTEMA H I'bpAaTa
12
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O61umn HApymeHHA U | acrenus yMOpa o6io
e()SKTH Ha MACTOTO Hepa3tonoxeHHe,
Ha OpPHIIOKEHHE BHCOKa
TEMNEpaTypa
Hscnenpasus XHNEPKATUEMHA, TIOBHLIEHA TIOBHLUEHH
NOBHIUEH CEPYMEH KPBBHA Ypes, CTOMHOCTH Ha
KpeaTHHMH XHIIOHaTpHeMua | wepHOapoGHMTE
EH3NMH,
NOSHIIEHH
CTOHHOCTH HA
CepyMHAA
Gmpy6un
* YecroraTa Ha Teau chOKTHA € Gina CpaBHYMA C TA3H HA TPYIIHTE C INALCCO H HA AKTHBEH KOHTPON GPH KINHHYHM
H3NHTBAHHA.

Crolmapane Ha IONQ3NPAHY HEKEIAHN Deakilui
Crolimarsaneto Ha NOIO3WPaHH HeXKENAHH PeakuyH Cliek paspeliaBase 3a ynotpeba Ha 1eKapCTREH s

APOAYKT e BaxHo. ToBa N103B0/IARA 2 NPOALILKH HabMIOICHHETO HAa CHOTHOMEHHETO NON3a/PHCK 3a
JACKApCTBeHHA NpoAYKT. OT MEIHIMHCKUTE CICHMATTHCTH C& M3HCKBA Ja choOMmaBaT BCAKa NOA03UpaHa
HeXeNaHa peakupa upe3 H3ubIHHTEINa areHuHA o TekapcTeara, yn. Jlamsin Ipyes” Ne 8, 1303 Codus,
ren.: 02 8903417, yeGeaiit: www.bda.bg.

4.9 Ipexosapase

Hma orpanuyicHH IaHHK OTHOCHO fIpeA03HpaHe NpH xopa. Hail-3abenexxuMATe CHMITOMH, NpeU3BHKAHH
OT NPEAO3HPaHE Ca H3paseHa XUIIOTOHH, 3aN0MBALIM OKOJIO 6 Haca citel MpueMa Ha TableTKnTe,
BCJIGACTBHE Ha GI0KMpaHe Ha PEeHHH-aHTMOTeH3HHOBATA CHCTEMA U CTYNOp. CHMNTOMUTE CBBP3aHH C
npeznosupate ¢ ACE nHxu6nTopy MOraT fa BKIIOYBAT UPKYIATOPEH 0K, ENEKTPOINTHH HAPYIIEHHA,
OnOpeuna HelOCTATRYHOCT, XHIIEPBEHTHIALIHA, TAXHKAPAYA, NATHTALMH, Opafakapaus, 3aMasHOCT,
TPEBOXKHOCT, Kamuuna. CepyMHA HHBa HA eHamanpsn or 100 o 200 nbTa Han Tesw Dpy cTaHzapTHa
JIO3HPOBKA ce HabmoaBat cnej npunoxenne Ho 300 1 440 mg eHananpwi, pECHEKTHRHO.

ITpenopbyuTeHOTO AeHEeHHE IPY NPeJO3HPaHEe € HRTPABEHO3HA HHPY3AA HA H3OTOHHYCH (H3HONOrHueH
PasTBOpP. AKO Bb3HHKHE XHIOTOHHA, TAalHEHTHT TPAGBA Ja ce NOCTABH B JETHATO TOJOXERHEe. AKO €
Aani4Ha, REQY3uA ¢ aHTHOTEH3HH [ W/HNY HHTPaBEHOZHH KaTEXOMAMHHH MOKe Ja OnJe oT 11o3a. AKo
MEIMKAMEHTET € IOrbJIHAT CKOPO, YMECTHO € Aa ce NPEeANnpHeMaT MepK: 3a eTHMHHUpAHE
(Tipean3BHKBaHE HA NOBpPbINAKE, CTOMAMEH JIaBakK, IpUNoKeHHe Ha abcopbenTn u Harpuer cyndar).
Enamanpuiat MOXe 2a ¢e npeMaxHe 0T UHPKYIalMaATa ypes xeMoguammsa (Bx. Touka 4.4). [Ipn
PE3UCTCHTHA HA MEAHKAMEHTO3HO NiedeHne OpanHkapina ¢ HeobXoaUMo NOCTABSHE Ha BPEMEHEH
neficMelixbp. HeobxoauM € nocTosHen KOHTPON Ha BUTANHHTS MOKA3ATENY, CEPYMHHATE eNEKTPONATH H
CTOHHOCTATE HA KPEATHHHHA.

5. ®APMAKOJIOTHYHHA JAHHH
5.1 ®apMaKoAHHAMHYHH CBOJICTBA
®dapmakorepanestiuna rpyna: ACE uuxuburopu, ATC koma: CO9AAD2.

AKTHBHOTO BellecTBO Ha Penanpus (eHanampunos mMasnear) e MaeaTHa coJl HA SHANANPKN, POH3BOAHO
Ha B¢ aMHHO KHCEIHHH, L-ananys 1 L-nponyH. ARrnoTeH3HH KoHBepTHpamuaT eHium (ACE) e
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adruoTen3uH 1, koeTo NoBHIIARA 1a3MEHATa PEHHHOBA AKTHBHOCT (NIOPANM OTCTPAHABAHE Ha
HeraTMBHATA 00paTHa BPB3Ka Ha OCBOGOKAABAHETO HA PEHHH), U A0 HAMANEHA CEeKPeLHs Ha alROCTEPOH.

Toit kato ACE ¢ uenTHYeH Ha kuHasa Il, eHaranpun chino Taka Moxe Aa Grokupa pasrpaxaaHeTo Ha
GpanuKRHHHA, MOLICH BasonenpecopeH nentia, OGaue ponaTa Ha TO3H edieKT Ha eHANanpwI B
TepanesTHYHO OTROBIEHHE 0CTABA Ja C& MIACHH,

MexannapsM Ha aelicTeye

Bunpexn, 4e MeXaHU3MBT N0 KOKTO eHANANpI NOHHKABA KPEBHOTO HANSIaHe C& IBIDKA OCHOBHO Ha
CYNpecHsTa Ha peHYH-aHTHOTCH3HA-AILIOCTEPOHOBATA CHCTEMA, KOATO HIPae OCHOBHA POJiA B KOHTPOAA
Ha KPBBHOTO HAJSITAHE, € YCTAHOBEHO, 4¢ eHANapPHN 0KaiBa aHTUXMNEPTeH3HBeH edeKT LOopH NpH
NAIMEHTH C XHITEPTOHHA ¢ HUCKO HHBO HA PEHUM.

DapmakogusamMuyns edexTy
TIpANoXeHKeTo Ha eHaNapHN Ha N2UHEHTH C XUIICPTOHHS BOAM 0 NOHMKABAHE HA KPHBHOTO HAIAraHE B
H3NPABEHO W CeAHAN0 HoNnoxkeHHe 6e3 3HAUMTENHO NOBHIIABAHE HA ChPIEYHATA YECTOTA.

CHMNTOMATHYHATA NOCTYPANHA XMNOTOHKA He ¢ yecTa. [Tpy HAKOH HALHENTH HOAYYABAHETO HA
ONTHMAEH CaZ Ha KPHBHOTC HANATAHE MOXKE 1A HIUCKBA HAKOJKO CEAMHMHO leyenne. Buezanuorto
fipexpaTsBaHe Ha NPHEMa Ha CHATANPU He ¢ GUTo ACOUMHPAHO ¢ BHE3aNHO NOKAUBAHE HA KPhBHOTO
HanAraye.

Edextunnoro uxubupane Ha ACE airupHocTTa 06Halino ce nonyyasa 2 10 4 4aca cliesl Nepopanto
NPAIOKEHHE HA eNMHUYHA J03a eHananpu1. HavanoTo Ba anTHXUTIEPTEH3NBHATA aKTHBHOCT 06Hualing ce
na0mionana B TeUEHUE HA SHH 4aC, KATO MAKCHMANHO [TOHWKABAHE Ha KPBBHOTO HATATGHE €€ HOCTHIA OT
4 10 6 4aca cne NpuIoKEHHETO Ha NexapeTBoTo. [lpoxsivkuTenHoctTa Ha ediexra e nozo3asucuma, [lpu
NPENOPLUYHTETHHTE JO3H, AHTHXHICPTECH3URHRAT eheKT ¥ XEMOAHHAMIYHUTE eekTs Ce HOATBPXAT B
paMkuTe Ha noRe 24 gaca.

Iipu npoyusanya Ha XeMOAMHAMUKATA (IPU MAUMEHTY C ECCHUHANHA XHIEPTORHY, HAMANSIBAHETO Ha
KPBBHOTO Ha/iarane € 6uno npuapyXeHo ¢ NOHWKaBale Ha nepHdepHaTa apTepHaiHa PE3NCTEHTHOCT,
NOBHINABANE HA CHPAEYMHA YNapeH 006M W He3HaqHTe/TIHa HJi HHKAKBa IPOMSHA B ChPAEUHATA YECTOTA.
TpoanoxiTeTHOTO PANOKERNE RA EFATANDPHI € OHI0 acounupano ¢ nosumeH (r0peyUeH KPLBOTOK,
A0KaTO HUBOTO Ha ITIOMEPYNHA PUITPands ce e 3alasuao Henpomereno. He e YCTaHOBEHA 38JPBKKa HA
HaTpuil B Bona. Obave, NpH MAIREHTH C HHCKO HHBO Ha rJoMepyaHa GUNTPALNA NPEIH TePanus,
CTeneHTa Ha punTpauus oGRKHOBEHO € 1I0Ka3ana YBenHveHue.

[Ipr npoBeXaane HA KPATKOCPOYHH KIHHEYHH NPOy4BAHHA NIPH NaLWMeHTH ¢ GL6pedno 3abonanane, ¢ 1
Oe3 npuApykasall AHaler, clien NpWIOKEeHNe Ha SHANATIPU ca HaGoJaBaHH HAMANABIHE HA
anSyMHHYpHATa, ypRERATa exckpeuns Ha [gG u ofmvs GenThk B ypHHATa.

Ako eHazianpuil ce IpHIara CHbBMECTHO C THA3HHH AMYPETHUH, ePeKThT HA HAMATIBAHE HA KPBBHOTO
Hajfrane € aguTHBEeH. Enananpun Moxe fa HAM&TH WA NPETOTBPATH BE3HHKBAHETO HA THABUIHO
HHAYUHDAHATa XUTIOKATMEMS.

ITpH nAUREHTY CBC CHPAEUHA HENOCTATEYHOCT, IEKYRAHH C JUFHTANHCOBH TNMKO3HAY B TUYPETURH,
TepanyATa C NEpOpaneH Wiy HHKEKUHOHEH eHaanpHy e aACOLHUpA ¢ HaManseaHe Ha nepudepHara
ChA0Ba PE3UCTEHTHOCT H KPRBHOTC HanArane, ChpAeYHHAT yiapeH 00eM e YBENHYEH, JOKATO ChpAcYHaTa
yecToTa (00uvaliHoO yBeHYCHa MPH NalHeHTH ChC CHPAEYHA HEROCTATHUHOCT) Ce TIOHHIKABA.

[MynMokanumapHoTo Hangraxe (CHIPOTHBICHKETO Ha OenoapobHITe KANWASPH) CHIUO HaMangBa, Cho

Teparug.
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Tpyn nanuenTH ¢ fieka 10 yMepeHa ChpREYHa HEJOCTATEYHOCT, EHATANPHI 3a0a81 HHBOTO Ha
MPOrpecuBHATA ChPASYHA JHNIATAUMA ¥ HEAOCTATRUHOCT, KoeTo & 0TOend3aH0 upe3 HaMalnsBaHe Ha
Kpalingd JHACTONEH U KpallHus CHCTOMNCH 00eM Ha JinBaTa kamepa i nogoGpssane Ha dpaxupnsra Ha
A3TIIACKBAHE.

Knunnana CQHKS,CHOCT 1 GesonacHocT

HdBoiino OroxnpaHe Ha PEHEH-AHIHOTEH3IHH-ANI0CTEPOHOBATa cucTema (PAAC)

[Be roneMu paHIOMH3RpaHH KOHTpoNHpaHu npoyisanus — ONTARGET (ONgoing Telmisartan Alone
and in combination with Ramipril Global Endpoint Trial - Tekymo rofanso H3nHTBAHE 32 KpaHHH TOUKH
HA TENIMHCAPTaH, CAMOCTOATENHO U B koMBuuauua ¢ pamunpun) ¥ VA NEPHRON-D (Knauuuso
ApOy4BaHe CBLP3aHO ¢ pa3sBHTHE Ha HediponaTHa npy Auaber, NpoBeneHo OT MUEHCTEPCTBO MO
BBIIPOCHTE Ha BETEPaHHTE) ~ IpOYZBAT yHoTpebaTa Ha KoMOuHauATa oT ACE uHXHOHTOD M
auruoTen3uH I1-penentopeH Gmokep.

ONTARGET e npoy4saHe, NpoBeIeHO NPH NAUHEHTH ¢ AHAMHESA 33 CHPACUHO-CBA0BA HITH
MO3BYROCHA0BA GonecT, Win 3axapeH Auaber TN 2, NPHAPYXEHN ¢ JAHHY 32 YBpeKIaHe Ha e(eKTOpHY
opradH. VA NEPHRON-D e npoy4pane Npy NallHEHTH CbC 3axaper Auaber tun 2 1 auaberHa
HedponaTHs.

Te3n npoyyBaHUA He TOKA3BAT 3HAYWM OJaronpuiaren edexT BhpXy OBOpeyHMTE A/HIR CHPIEIHO-
CBHAOBHTE MOCNEAKIIN ¥ CMBPTHOCT, KAaToO ChIIEBpeMEHHO ca HAOMIONaBaku OBHILEH PUCK OT
XMIIEPKATHEMHSL, OCTPO yBpexane Ha OpOpeiliTe WHANM XHIOTOHKS B CPaBHEHUE ¢ MOHOTEpanuaTa.Karo
c€ HMAT HpeRH] CXOAHHTE HM (hapMaKoIHRAMB4YHH CBONCTBA, TE3N PE3YNTATH CA TPHIIOKHAMH H 33
Apyru ACE nexuGHTOPH 1 arryoTeH3uH lI-peuentopun 6nokepu.

ACE upxu6uropy u aHruoTeHsnH [[-peuenTtoprn 6noxepn ciegosatenHo He TpabBsa Ja ce H3NOM3BAT
eTHOBPEMEHHO NpY TIaliHeHTH ¢ nraberHa HedpomaTus.

ALTITUDE (Knun#yHo Npoy4Base NPOBEASHO ¢ AIMCKUPEH MIPH NALWEATH ¢be 3axapeH Auaber i 2 ¢
H3INONIBAHE Ha CHPAEHHO-ChAOBH H OBGpeuHn 3a00n9BaHUA KATO KpaliHH TOYKH) € NPOYYBaHe,
MPeAHa3sHAuEHO A H3CIeIBa 03aTa OT AoGaRAHETO Ha ATHCKHPEH KbM CTanaapTHa Tepanus ¢ ACE
vHXuOuTOp WM aHrHoTensuH 11-penenTopen Grokep Npu NamMeRTH CBC 3axXapen AHaber tvin 2 |
xpouuyHo 6%6peuno 3abonasae, chpaedHoO-CHA0BO 2abonapane unu u asere. [IpoyunaneTo e
NPEKPATEHO NPEKACBPEMERHE NTOPaii NOBKIIEH PHCK OT HeGnaronpusaTun nocnennny. Kakro chpaeuno-
CHA0BATA CMBPT, TAKA ¥ HHCYITHT Ca MO-YECTH B MPYTIaTa Ha aTHCKHPEH, OTKONKOTO B FPYNaTa Ha
mwiauebo, a NpeacTasiABall¥Te HHTEPEC HEXeNanyu ChOUTHA H CEpPHO3HN HEXENaHH ChbONTHA
(xunepKanueMus, XHUOTOHUA H OnOpeuHa aucdyHKUNA) ce choOIABAT MO-YeCTO B rpyNaTa Ha
ANHCKHPEH, OTKOIKOTO B FPyNaTa Ha fauebo.

B MHOrOneHTpoBo, paHIOMH3HPAHO, ABORHO CAANO, iauefo-KOHTpOARpare npoyysane (SOLVD
Prevention trial) ca u3cnesasy mamueHTV ¢ ACHMITTOMHO HapylleHue Ha kamepHara gynkuug (LVEF

< 35 %). 4 228 nanmenTH ca 0HnA pasIOMH3NPAHN Ja nonyuapat WM mnanebo (n=2 117) uan
eHananpun (n =2 111). B nnauebo rpynara 818 nanyenTy ¢ uMany CEpAEYHa HEJOCTATLYHOCT AN Ca
nourHany (38,6 %), B cpasneHHe ¢ 630 8 rpyinara ¢ enananpun {29,8 %) (Hamanenwve Ha pucka: 29 %;

95 % CI; 21 - 36 %, p < 0,001). 518 nauuentd B naaueGo rpynara (24,5 %) 1 434 B rpynarta c eHananpun
(20,6 %) ca moypHANM WK ca OHNHM XOCIUTANH3APAHH, MOPaTK HOBA MK BIOWICHA ChPASYHA
BepocTarbyHOCT (HaManeHue Ha pucka: 20 %; 95 % Cl; 9 - 30 %,; p < 0,001).

B MHOroLeHTpPoBO, paHXOMH3UPAHO, JBOHHO ciAno, miauebo-koHTpoRHpaHo npoyusare (SOLVD
Treatment trial) ca n3cneaBaHy NAUKERTH CbC CHMITOMATHYHA 3aCTOHHA ChpAedHA HeJOCTATHYHOCT,
ALK ce Ha CHCTOMHA muchyHKiMA (Ppakuus Ha WaTHackeane < 35 %). 2 569 naugeHTH nony4asainy
KOHBCHUHOHATHO JledeHH e 34 ChPAEHHA HEAOCTATEYHOCT ¢a OHNM PaHIOMIT3UPANY 1A NMONY4YARAT MITK
nnauebo (n = 1 284) unn enananpun (n = 1 285). B naaueGo rpynara 510 nauyenty ca nousHanu
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cpaBHeHHe ¢ 399 B rpynata ¢ eHananpui (Hamanekue Ha pucka 18 %; 95 % CI; 6 — 28 %; p < 0002),
I71aBHO NOPanH HAMAa/siBaHe Ha CMBPTHOCTTA NPEAM3BUKAHA OT NPOrPECHpalIa ChpACYHA HEHOCTATBHHOCT
(251 B nnanebo rpynara, cnpamo 209 B rpynata c eHananpuy, Hamanesne Ha prcka 22 %; 95 % CI, 6 -
35 %) Io-Manko nanueHTH ca NOYHHANH BiH ca GHIH XOCHHTAINIAPARH, NOPAIH BIOLIeHA ChpAeYRa
HegoctaThuHocT (736 B mnane6o rpynata ¥ 613 B rpynarta ¢ eHalanpHIT; KaMaieHHe Ha pHCka 26 Y%;

95 % CI; 18 — 34 %,; p < 0,0001). O6o6mennTe Aanuy oT Npoyyrareto SOLVD nokassar, ue npu
NALHEHTATE C IEBOKaMEPHa RUCHYHKIUA, CHAJIANPA HAMANAEA PHCKA OT PasBHTHE HA MHOKApACH
nadapkt ¢ 23 % (95 % CI, 11 - 34 %; p < 0,001} ¥ HaMansBa pHCKA OT XOCIIHTANH3ALHAH 33 HecTabuIHa
crenokapana ¢ 20 % (95 % Cl1, 9 —29 %,; p < 0,001).

Ienuarpuyna nonynauus
HMa orpaHnteH ONUT ¢ NPRIOKEHHETO HA SHANATIPW MPH NPANCKEHHETO Ha AeHa ¢ XUIICPTOHRSE, Ha

BB3pacT > 6 roauuH, B eH0 KIMHHYHO TIpoyuBaHe, Bnoysaiho 110 zena ¢ xunepronus Ha BB3pacT 6 10
16 roannu ¢ TesecHo Ternio > 20 kg u cTenien Ha roMepy/ua $untpauns > 30 ml/min/1,73 m’,
NalBeATHTe, KOUTO ¢a Texkany < 50 kg ca nonyqasanu 0,625, 2,5 rnn 20 mg enananpHa JHEBHO, 4
[aBMEHTHTE, kouTo ¢a Texanu > 50 kg ca nonyuasany 1,25, 5 unu 40 mg enananpyun gHesHo. [IpHeMbT
Ha eHATANPUI €AHOKPATHO JHEBHO & IOHIKIT KPBBHOTO HANAraHe M0 J0303aBHCHM HAYMH.,
H0303aBHCHMUAT AHTHXUIIEPTEH3UBEH eEKT Ha EHATANPHI ¢ GHl TOCTOAHEH NIPH BCHYKY NOATPYIH
(BB3pacT, ckana Ha TaHep, mon, paca). Bee nak, Haif-auckuTte uscneasaun gosu 0,625 mg u 1,25 mg,
oTrosapiauu cpeato Ha 0,02 mg/kg eanokpaTHO ZHEBHO, He Ca NOKA3ANH CHIIECTBEHA
aHTHXMNEPTEH3UBHA erkacHocT. MakciuManHaTa H3caeABaHa 7032 e Ouna 0,58 mg/kg (10 40 mg)
€IHOXPATHO AHEBHO. [TpoduiThT Ha HeNeNaHUTe PeaKUHH IPH MEAUATPHIHATE NALUHEHTH HE Ce
pa3nHyaea oT To3H RabnonaRaH NPy BB3PACTHHTE NAUACHTH.

52 ®apmMaKoKBHETHYHH CBOHCTRA

Abcopbuus

TlepopadHRAT eHananpun ¢e pesopiBpa OLP30 K ACCTHIA MAKCHMANHA cepyMHa KOHIICHTPAIMA Clel
1 yac. baznpatiky ce Ha ypHHHUS aHANM3, cTeNlenTa Ha abcopOLHs cies mepopaneH npHeM ¢
rpuabGausuTenno 60 %. AbcopbunsTa Ha nepopandara GopMa He ce BIUAe OT IPUCHCTBHETO Ha XPaHa B
FACTPOUHTCCTHHATHUA TPAKT.

Cuen abcopOumsaTa To# ce xuapomaznpa 65p30 10 eHananpuiat, moied ACE-nuxuburop.
Maxkcumanpara cepyMHa KOHISHTpalMA Ha eHalanpuiaT ce KOCTHra OKono 4 Jaca e nepopaieH
IpHeM Ha CHATANpHIOB Matear. EQexTuBHMAIT IIONYKUBOT 33 aKyMy/IHPaHe HA eHANANPWIAT Clief
MHOTOKpaTeH MpHEM Ha nepopanek edananpun € 11 waca. I1pn nuna ¢ nopmansa 6p6peyna Gynxmms,
steady state cepyMRa KOHLEHTPAUHS HA EHATANPHIAT Ce JOCTHIa HA YETEBPTHS ACH OT IEYEHHETO C
€HananpHIoR Manear.

Pasnpenenenne
CBLp3paHeTO HA eHANANPHIAT C MOBELIKNTE TIA3MEeHH NPOTeHHH He HABMIIaBa 60 % npu TepaneBTHYHR
KOHLIEHTPALUA.

BuotpancdopmMaims
C uskmodenue Ha TpadcopManysaTa A0 HANANPUIIAT, HAMA JaHHH 38 IHAYMTENEH METaloNH3IbLM Ha
eHATANPHI.

EnnMuHEpane
ExckpenmaTa Ha eHaTanpHAaT € OCHOBHO 4Ypes Db0OpenuTe. [aBHNTE KOMIOHEHTH B YPHHATA Ca
esananpunat (okono 40 % oT fo3ata) ¥ HenpomeHeH edananpua {okono 20 %).

Bulpeuno yepexzane
Hupata Ha eHananpun | eHANpPHIAT Ce yBeIHYABAT NPH NallHeHTH ¢ OpOpeyuna HellocTaThUH

Jieka 110 yMepeHa cTeneH Ha Ou6pevHa HeloCTATEYHOCT (KpeaTHHHHOB KidpsHC 40 - 60 ml)
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state AUC na enananpunaT e npuGIH3IHTEIHO ABA NBTH N0 BHCOKA, OTKOMAKOTO NpH HopManua 6n0pedna
GyHKHS, clles IPHEM Ha 5 mg eRHOKpaTHO JHeBHO. [IpH Texka 6rbpeuna neaocTaTsaHOCT
(xpeaTHHUHOB KMupsHE < 30 ml/min) AUC ce ypenudasa npuGauzurento 8 nbtd. EdekTHBRMAT
NOJYXHBOT H2 eHAIANPHNIAT e/l MHOIOKPATeH NIPHEM Ha eHAANPHIIOB MANEAT C¢ YAB/IKARa IIPH Te3H
HUBA Ha GBOpeyYHa HeROCTATHYHOCT H BPEMETO Aa JOCTHrane Ha steady state ce yubkara. Enananpunar
Moxe Aa Obae 0TCTpateH OT KPhBOOOPAIIEHUETO Ype3 XeMouanu3a, JIHanH3nAT KIrpbue e 62 ml/min,

ﬂega H IOHOUTR

IIposeaeHo e fapMakoKuHeTHYHO H3CENBAHE C NPHNOKEHHE Ha MHOTOKPATHH 1034 TIPK

40 nenuaTPHYHA MANYMERTH C XUNIEPTOHHUA OT MBIKKH M KEHCKH IT0/1 HR BB3PACT 0T 2 Mecela 10

< 16 roauHH chien HepopanHo NpioKeHne Ha eHananpunos Manear ot 0,07 xo 0,14 mg/kg nuesro. He ca
YCTAHOBEHH ChLIECTECHH PasHYKA BhB (PapMaKOKHHETHKATA Ha €HANANPHUNIAT IPH J€la, B CPABHEHHE C
AaHHMTE IIPH BB3pacTHH. JlaHuuTe noka3saT nosHmarake Ha AUC (criopen 103a HA TENECHO TErno) ¢
MOKAYBAHE H4 BR3PACTTA, MaKap 4e NoBHINaBaHETe HA AUC He ce yeTanoBABa, KOrarto NaHHHTE ca
NPEeH3YHCNIEHH CIOpeT 034 HA TeNeCHa TOBBPXHOCT. B cTallMOHAPHO ChCTOAHHE CPEAHHAT eheKTHBEH
NOIYXNBOT HA KyMyJHpaHe Ha CRATANPHAAT Clie] MHOTOKPATEH IpUEM Ha eHANANPUNIOB MAJear e

14 uaca.

Kepmene

Cren nipunoxeHHe Ha efHOKPaTHA NEPOPaTHa K03a 0T 20 mg eHANANPII [IPH NeT POAWIKH, HETOBOTO
CpeIHO MHKOBO HUBO B MAAK0TO € 6uno 1,7 pug/l (B rparuus or 0,54 no 5,9 pg/l), 4 1o 6 yaca cnen
Aosnpanero. CpeHOTO NHKORO HUBO HA eHananpuiar € 6uno 1,7 pg/l (B rpanmum ot 1,2 go 2,3 pugl);
TIHKOBE €2 YCTAHOBEHH MO Pa3NHYHO BpeMe B Hpoab/ikeHue Ha 24 vacos nepuon. Hanonssaiixn nanuure
32 IUKOBOTO HUBO B MIAKOTO, H3UHCEHUAT MaKCHMAJICH NIPHEM TIPH eHO KbpMade, XpaHeHo
eOHHCTBEHO C KbpMa, 64 Gut okone 0,16 % ot Maliugnara 1032, npensuvcicHa Ha §a3a TenecHo Terno,
JKena xogT0 € npHeMana fepopanHo eHananpun 10 mg AHEBHO B MpoIRKEHuE Ha 11 Mecella ¢ HMana
TTHKOBH HHBA HA €HAJANPHA B MIAKOTO oT 2 11g/l, 4 yaca cien JO3MpaHe A NMKOBY HABA HA €HANAIPHIAT
or 0,75 ug/l, 9 yaca cnen ao3upane. O6LOTO KONHYECTBO Ha eHANANPRT M CHANAOPHIAT, H3MEPEHO B
MIIAKOTO, B IPOAbIDKeHHE Ha 24 yacos nepyon e 6uno 1,44 pg/L u 0,63 pg/l cborserHo.

Hueata Ha eHananpunar B MIAKOTO ca GHJTH 1O mpara Ha ycraHoBsBane (< 0,2 pg/l), 4 vaca cnen
eRHOKpaTHa J032 OT 5 Mg eHANANpKI NPH eLHa Maifka # oT 10 mg npu IBe Maliki; HARATA HA CHANAIIPUIT
HE ¢a ONPeNengHy.

53 TIipeaxananuns Januf 34 Gezouacuoct

IIpenxnAHAYHUTS JAHHH HE ITOKa3BaT 0coBeH PHCK 33 X0pa HAa OCHOBATA HA KOHBEHIMOHANHM
(hapMakoTOTHHMHY NPOYYBAHKA, TOKCHHHOCT IIPH MHOTOKPATHO MPHAOKEHHE, TEHOTOKCHYHOCT B
KAPUHHOTEHEH noTeRuuan. Fscnenpanuata 3a pefipolyKTHBHA TOKCUYHOCT NOKA3BAT, e SHATATIPU He
oka3Ba eeKTH BLPXY hepTUnARTeTa H PENPONYKTHBHOCTTA IPH ILIBXOBE U HE € TepaToreseH, B enHo
H3CNCABANE, B KOETC AKEHCKH TbXoBe ca Gunn fo3upany npeny YHdTOCBAHE H TIP3 reCTAltHONHHIA
NEpHOA, ¢ HabNIoJaBaHa MOBHINEHE YECTOTa H8 CMBDPTHOCTTA NIPH HOBOPOJEHNTE ITHXOBE B MIEPHOJA HA
KBpMeRe., VeranoBeno €, Ue ChCIHHEHHETO NPEMUHABA TIPE3 IIIALIEHTATA U ¢ SKCKPEeTHPa B MIIAKOTO.
ACE prXHORTOpUTE, KaTO KIac MeJUKAMEHTH, RE MOKA3BAT (PEeTOTOKCHYHOCT (IPUYHHABALA
YEpeKJaHHs WHI cMbPT Ha eTyca), KoraTo ce npwiarat npe3 BTOPHA WIM TPETHA TPHMECTRP HA
O6peMeHHOCTTA,

6. DPAPMAIEBTHYHH NAHHH

6.1 CuRcLK HA DOMOIHETE BEMECTBA

JlaxT03a MOHOXH/IPAT
Marnesnes creapar
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JKpAT xKeneseH oxcu

YeppeH xKeNeeH OKCHJ

Tank

Lapesuyio HEIECTE

Harpues xunporeukapGoHaT

6.2 HechBMECTBMOCTH

Henpunoxumo

6.3 Cpox na rorpocT

3 roguEn

6.4 Coenuannpn yc10BHS Ha ChbXPaHeHRE

Jla ce cexpanssa nof 25°C B OpHIHHANINATA ONAKOBKA, 34 Ia Ce Ipe/inasy OT Bjara.
6.5 BnapcnabLpKANKAE HA ONAKOBKATA

ITo 28 u 30 trabaerxa B KyTHA, B 6macTepn ot AVAI oo,

6.6 Cpenmannn upeaua’Ifiy MepKH BPHA H3XBLPASHE

Hsama cieuHanuH H3HCKBaHAS

HeusnonspanusT 1eKapeTBeH MPOAYKT KM OTHATBYHUTE MATEPHATH OT HEro TPA0Ra 1a ce H3XBLPJIAT B
CLOTBETCTBHE C MECTHRTE M3ACKBAHHA

7.  TDPATEXATE] HA PAIPEHIERHETO 3A YIIOTPEEBA

Tera Papma EAJl

ya. ,Jiio6a Bennakosa™ Ne 9, 1407 Codus

bearapus

8. HOMEPHA PAIPEINEHHETO 3A YOHOTPEBA

Per. Ne 20030611

9. JATA HA IBPBO PAIPENIABAHE/NIOJHOBABAHE HA PAIPERIEHHETO 3A
YIIOTPEBA

Jara Ha mspRo pa3zpeisasane: 29 centemBpy 2003 r.

Jara Ha nocneano nogHesgsade: 19 xexemppu 2008 r.

10. JATA HA AKTYAJIMINPAHE HA TEKCTA
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