Berlipril® 5, Berlipril® 10, Berlipril® 20

KpaTka xapakrepucruka na NPOARYKTa

i. WME HA NEKAPCTBEHUS HPOARVKT
Bepmunpun® 5 (Berlipril® 5)
Bepunpun® 10 (Berlipril® 10)
Beprunpun® 20 (Berlipril® 20)
TabneTka
AKTUBHO BelllecTBO: €Hananpusios maneat (enalapril maleate).

2. KAYECTBEK U KOJINMECTBEH CLCTAB

Berlipril® 5

Besika Tabnetka chabpxa 5 Mg EHananpunos maneat (enalapril maieate).
Berlipril® 10

Besika Tabnetka chabpa 10 mg €Hananpunos manear (enalapril maleate).
Berliptil® 20

Besika Tabnetka chiibpka 20 Mg eHananpunos Manear (enalapril maleate).

MomolHu BelecTsa: nakTosa MOHOXuApaT U Ap.
3a IMbJIEH CNMCHK Ha NOMOLIHUTE BellecTBa, BX. Touka 6.1.

3. JEKAPCTBEHA ®0OPMA

Tabnetiu ¢ genurennHa uepra.

Berlipril® 5: noutu benn, nexo ABoHO M3MBbKHAMM TabNETKN CbC CKOCEHM Kpauula u
A€NVUTeNHa Yepta OT efHaTa cTpaHa.

Berlipril® 10: ceeTno KapsiBY, NIEKO ABOMHO UBMbKHAM TableTKNA Che CKOCEHU Kpaullia U
ACNNTESHa YepTa OT eflHaTa cTpaHa.

Beripril® 20: ceetno HEPBEHW, NIEKO ABOMHO U3IMbKHAMM TabNeTky CbC CKOCEHMU Kpaunuia
W BennTesiHa YepTa Ot e/lHaTa CTpaHa,

4. KIVHWYEW OAHHWM

4.1 TepaneBTUYHM NOKaZaHUS

-~ JleueHune Ha xuneproHus

- JleyeHue Ha cuMNTOMaTUYHG CbpAeYHa HegoCTaTbYHOCT

-~ lpodunaktika Ha cUMNTOMaTWUYNZ CbpA€HHa HeAOCTaTBYHOCT MPU NaUWeHTH C
dCMMITOMaTUYHA JieBOKaMepHa AnchyHKUMS (neBoKamepHa pakumst Ha M3THackBaHe

[NIKOWU] < 35%).

4.2 [03MPOBKa N HAYMH Ha ApunoXXeHne
Pe3opbLusata Ha €Hananpunos Manear He ce NoBnuaBa oT NpPUeMa Ha XpaHa.

flosata Tps6sa pa ce ornpepenu MHAVBUAYANHO B 3aBMCUMOCT OT CbCTOSHMETO Ha
NalreHTa n oT eeKTa BbPXY KDbBHOTO HalisiraHe.,

Xureprormus

HavanHnata fosa e ot 5 mg Ao MakcumanHo 20 Mg €HananpuioB manear, B 3aBUCUMOCT
OT TEXECTTa Ha XUNePTOHMSTa U ChCTOSHUETO Ha naumenTa. Berlipril® ce npunara BeaHbX
AHEBHO. [1pu neka xunepTouus NpErNopLyuTenta HavanHa gosa e 5-10 mg. B Hayanorto Ha
NEYCHUETO MOXe fAa ce NPposBY PA3KO NOHUKEHUE Ha KPBBHOTO HafsiraHe Npu flaLueHTV Cbe
CUNHO  aKTusupaHa PEHNH-aHMMOTEH3NH-a1A0CTePOHOBa  CUCTEeMa (Hanp.” peHoBackynapHa
XUNEPTOHKS, HEAOCTUI Ha CONK U/MNK BofeH AeDULNT, chpaeyHa; ASKOMNEHCaLIMS UK TeXKa
XUNEPTOHKSA). Tpn Tesn naumeHT nederueTo TpsibBa fa 3anpure ¢ 5 mg WK C ro-Hmcka
Ao3a 1 fda 6bfie noa fpsiko Jlekapcko HabnoaeHne. ife ok
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peawecTsao jieueHne ¢ BUCOKM JO3W AMYpeTnLlM MOXe fAa AoBeAe [0 AedUUUT Ha
TEYHOCT ¥ PUCK OT XUMNMOTOHWSA B HA4YaNOTO HAa JIEYEHUETO C eHananpwnos marnear. Tipn Te3n
nauueHT nevenueto Tpabsa pa 3anovHe ¢ 5 mg unn ¢ No-Hucka [o3a. [1py Bb3MOXKHOCT
MPUNOXKEHUETO Ha AuypeTvuu Tpabsa LGa Ce NpeyCTaHOBW 2-3 AHW Mpean 3anousaHe Ha
nevenne ¢ Berlipril®. Tps6sa aa ce npocneassa GubpedHatTa MyHKUUS Y HMBATa Ha CEpPYMHUS
Kanuii.

ObuuaiiHata noagbpXatia 1o3a € 20 mg eHananpuioB ManeaTt gHesHo. MakcumantaTa
noaabpXatia fo3a e 40 mg eHananpwuioB mManear gHEBHO.

ChhfeyrHa HefqoCTaThYHOCT/3CHMITTOMaTHYHE JIEBOKaGMEDHE ANCHYHKLIUS

[fpn neveHve Ha CMMNTOMaTU4Ha ChpacyHa HeAoCTaTbYHOCT Berlipril® ce npunara Kato
JONMb/IHEHME KbM AWYpeTHWUM W, aKo € TfOKasaHo, KbM gururanuc uvnu deta-bnoxep.
Havannata p[o3a eHahanpunoB Maneat e 2,5 mg npu naunesTu CbC CUMNTOMaTU4YHAa
CbpAeyHa HEAOCTaTBbYHOCT WMAM acUMNTOMaTUYHA feBoKaMmepHa AucdyHkuus. JievyeHneTo
TpsibBa Aa 3arnoYyHe Noa NPSK AeKapCKu KOHTPOA, 3a Aa ce onpefenu Hadanuua epekt Bbpxy
KPBBHOTO Hansdrawe. AKo cnep 3anoyBaHe Ha feveHue ¢ eHananpusiioB Manear rnpu cbpaeyHa
HEAOCTaTbYHOCT HEe HacTbiK CUMATOMaThYHa XWNOTOHUS WM akKo eMeKTUBHO C& KOopUIrvpa,
no3aTa TpsbBa Aa ce yBenuMuM MocTeneHHo A0 obuualHa noanbpkawa posa oT 20 mg.
(ToppbprKallaTa fio3a MOXE fa ce gasa €4HOKP3THO LHEBHO WNY pasAencHa Ha gBa NpHeMa B
3aBUCMMOCT OT NOHOCUMMOCTTA Ha MauueHTa. ToBa TUTpUpaHe Ha fosata Tpabea ga ce
OCbLUECTBSABA 3a nepuoa ot 2-4 ceaMuln. MakchiManHata ao3a € 40 mg AHEBHO, pasjaeneHa
Ha ABa fipuvema.

MIpenopuyuTento TuTpHpane Ha Jgosara Beriprif npum naymweHty CbC ChpgeyHa
HENOCTATBYHOCT/SCUMITTOMATUYHE JIEBOKGMEDHE JUCQHYHKLINA!

Ceqmutia Hosza (mg/aeH)
1. cepmuLia i.—3. neH 2,5 mg/per* envs MbT AHEBHO
4, — 7. neH 5 mg/aeH paspeneHa Ha ABsa npueMa
2. ceaMMLia 10 mg/aeH eaviH MbT AAHEBHO MK
pasfgeneHa Ha asa npueMa
3. ¥ 4. cegMuLia 20 mg/pex eavH MbT AHEBHO UK
pa3fesieHa Ha ABa NpueMa

*TpabBa fJa ce B3eMatT npeasus crneluasnty MpeanasHn Mepku 3a nauveHTn C
HapyuleHa 6bbpeyHa MYHKUMS WM NalueHTy, KOUTO npuemMaT guypetuum (BX. T. 4.4).

Mpeay v cren HavanoTo Ha severne ¢ Berlipril® Tpsbea fia ce npocnensT KPbLBHOTO
Hansirane 1 6LbpeuHaTta dyHkuma (BX. T. 4.4), TbM KaTo ¥Ma AaHHW 33 XUMOTOHUA W (ro-
psako) nocneasalla 6ubpevHa HegoCTaThYHOCT. [IpW NauMeHTH, KOUTO Ce JIeKYBat C
OWYpeTuLlM, aKo € Bb3MOXHO, Ao3ata TpabBa Ja ce MOHWKW npean JieYeHWeTo C
eHananpunos Maneat. lposiBata Ha XMNOTOHUA Cnen HavanHata ao3a Berlipril® He o3xauasa,
ye XWUMNOTOHMA e Ce MNpPosiBABa MpU MPOSBLMDKUTENHO seveHne C Berlipril® u ne wWanara
fipeyCcTaHOBABaHe Ha MO-HaTaThlUHOTO fiedeHne ¢ Berlipril®. Cepymuust kanuii 1 6n6peyHara
(hyHKUKS TpsibBa CbLO Aa Ce NpoCnenssar.

Z030poBKa fpy OBOPEYHA HEHOCTATEYHOCT

Mo ApUHLMN UHTEpPBANUTE MEXJLy MPUAOKEHWETO Ha eHananpunos Maneat TpsibBa Aa
ce yabJkasaT W/unu aosarta TpsibBa fa Obae HaManeHa.

KpeariHuHOB KItnbHC Hadasnra gosa
(CrCl) mi/min (mg/feH)
30 < CrCl < 80 ml/min 5-10 mg
10 < CrCl < 30 mi/min 2,5 mg .
CrCl < 10 mi/min 2,5 mg B gHvTe Ha guanusa™ -
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*Bx, T. 4.4 NMaLeHT Ha XemMonnanmnaa.

ErananpunaT (enalaprilat) e ananuzabunes. [lozata ce onpenens oT NOHWKEHUETO Ha
KPBLBHOTO HajsiraHe B AHWUTe 6e3 aAnanusa.

TIonnoxermne B HanpegHana Bb3pact

Ho3ata ce onpefens or 6vbpedHara dyHKLMS Ha NauneHTa B HanpenaHana Bb3pacT
(B¢, 7. 4.4 HapyweHa 66bpeyHa yHKUMS).

Tpurnowxerne rnpn gela

[laHHuTe OT KAMHUYHMTE W3MUTBaHMS 3a npwioxenue Ha Berlipril® npu geua ¢
XUNEPTOHUS ca orpanndenu (Bx. T.4.4, 5.1, kakto u 5.2).

[ipn nauneHTH, KOWTO Morar Aa npuemat TabneTtky, Ao3ata TpsbBa fa ce onpeaeny
NHAMBUAYE/HO B 3aBUMCMMOCT OT npoduna Ha naumenta M OT MOHMKEHUETO Ha KPbBHOTO
Hansarake. fpenopwynTenHaTa HadyanHa fos3a € 2,5 mg 3a nadueHT™ C TenecHo Terno ot 20
[0 <50 kg 1 5 mg 3a nauneHTH ¢ TenecHo Terno = 50 kg. Berlipril® ce npunara egHokpatHo
pHeBHO. [do3zata ce onpepens oT HYXAWTe Ha nauueHTa, HO He Tpsbsa fa ce npeBuiuaBaT
MakcuManuy o3y 20 mg/aeH 3a nauneHT ¢ TenecHo Terno ot 20 ao <50 kg v ot 40 mg/aeH
38 NauueHT ¢ TenecHo Terno > 50 Kg (Bx. T. 4.4).

Berliptil® He ce npenopv4Ba NpM HOBOPOAEHW M Jelld CbC CKOPOCT Ha [JIOMEpYnHa
cuntpaumns < 30 mi/min/1,73 m?, nopaan nurca Ha gasHy NPy Te3u rpyni NauveHTH.

4.3 [@pornBONoOKasaHKusa

Berlipril® He Tpsi6Ba aa ce npunara npu:

—  CBPBbXYYBCTBUTENHOCT KbM €HananpunoB maneat, Apyr ACE uHxmburTop unn Hskoe
OT MOMOLLIHWATE BeINECTBa Ha JIeKapCTBEHNA NPOAYKT;

- aHamMHe3a 3a aHrvoegeM, npegm3sukad ot ACE uHXMOUTOp npyn npeguecrsatlo
neyeHue;

—  HacHeACTBEH WKW uAMoNaTUYEH aHrnoeem;

— 2.1 3. TpUMECTBD Ha OpeMeHHocTTa (BX. T. 4.6).

4.4 ChenManiy npepynpeXxgeHust ¥ npepnassn MepKM fipy ynoTpeba
CHUMITTOMaTHYHHE XUITOTOHNUSA

CUMITTOMaTUUHa XWMNOTOHUSI Ce Habsloaasa psaKo MpU NauUeHTU C XUMEPTOHUs 6e3
YCHOXHEHUS],

Mpy XURepTeH3uBHY MalmerTy, nekyeany ¢ Berlipril®, cumnroMaTuHa xunoToHus Moxe
A3 ce fposBY fipy OedUUUT Ha TeyHOCTH, Kato Hanp. cie AUYPEeTUdHa Tepanug,
HWCKOCONEBa AWETa, AWanusa, Avapus nnu nospbluaHe (BX. 7. 4.5 n 4.8). CumMnToMaTnuHa
XUMNOTOHUSE ce HabjionaBa npu NauMeHTW CbC CbpAieYHa HEefoCTaThYHOCT — € win Hes
CbMLTCTRaLa 6bOpeyvna HegoctaTbyHoCT. OT TOBa Morat Aa Ce 3acerHaTt 0CobeHo nauneHTu C
NO-TEXKa crefied CbpaeyHa HenoCTatThYyHOCT, B Pes3yTaT Ha NpUnoXeHUe Ha BUCOKU 03U
BpUMKOBMA  AWYDETHUM, XMRoHarTpuemus wnm HapyweHa O6bbpeuHa @yHkums. flpy Tesu
MAUMEHTU fAIeYeHWEeTOo 3arnoyYsa Nnoa SIeKapckM KOHTPON M NPOAbIKaBa fa €& MpocieasnBa npu
MO-HaTaTbWHO aganTypaHe Ha gosata Ha Berdipril® w/unm auypetuk, ToBa ce uMa npeasua U
Mpy NauuMeHT¥ C MCXeMudHa O0secT Ha CbPLUETO WiM MO3bYHO-CbLOBWU 3abonsBaHus, nipu
KOUTO PSA3KOTO CriafldHe Ha KPbBHOTO HanAraHe MoXe Aa AoBeae A0 MHMapKT Ha MUoKapaa
WK 10 MO3BYHO-ChA0B UHLMOEHT.

[1py niposiBa HAa XUMNOTOHWS, NABUEHTHT TPAOBa Aa Ce NOCTaBW B NIETHAN0 NOJIOXKEHNE U
aKko € HeoBbxoAMMO Aa Ce MPWIOXKW WHTPaBeHO3Ha WHQY3MA C (HU3NONOrMYeH pasTBop
xnopua. llpexoAHa XWNOTOHWYHA peakuMss He € NPOTUBONOKa3aHWE 33 MOo-HaTaTbLUHO
nevyeHne, Koeto ODMKHOBEHO MOXE Aa ce npoarfxky 623 npobneMn ciieg noBUILUEHWE Ha
KDBLBHOTO HanaraHe ¢ obeMosamMecTuTenHa Tepanys.,
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lMpn HaKOW NauMeHTWU ChC CbpAeYHa HeACCTaTbYHOCT C HOPMAAHO WM HUCKO KPLBHO
HansiraHe nipy npuaoxenve Ha Berlipril® cucTeMHOTO KpbBHO HansraHe MoXe JOMbAHUTENHO
Aa ce noHmKu. To3n edekr MoXe HJa ce ovyaksBa K ODUMKHOBEHO He € NpuuMnHa 3a
NPeyCcTaHOBSIBAHE HA JIGUEHMETO. AKO TMOHWKEHUETO Ha KPLbBHOTO HafgraHe e
CUMNTOMaTUYHO, MOXE fAa Ce HaNoXU MOHWXEHXE Ha ao3ata u/uan npeyCraHoBABaHe Ha
NPUAIOXKEHNETO Ha aAnypeTuk u/unwn Betlipril®.

CTeHO3a Ha a0pPTHATa WK MUTPATHAETE KAaiia/XunepTpo@uMyqyHa KapanoMmuonaTis

ACE nhxmbutopnte, nogobHO Ha BCUUKKM BazoaunataTopy, Tpadbea Aa Ce WU3Non3Bar C
BHUMaHWE NpW NauneHTU C O6CTPYKUYA Ha Kranarta Ha nasarta KaMepa uiv Ha KPbBOTOKa Ha
nepoxkamMephuua waxod. [punoxeHueTo Tpsabea aa ce wuzbarsa nNpu KapaAuoreHeHd LIOK WU
XEMOAUHAMNYHO 3HaYMMa OOCTpYKUMS.

HapyiweHa 6p6peyra QyHKUNSA

Mpu HapylueHa ObbpeuHa hyHKUMA (KpeaTUHWMHOB KMMpbHC <80 mi/min), HavanHaTta
032 eHananpuwnos ManearT ¢e onpeaens cnopel KpeaTUHHUHOBKS KNMPBHC Ha nauveHTa (BX.
T. 4.2), a cneg Toea - OT OTrOBOpa Ha fallMeHTa KeM JiedeHneTo. PefqoBHOTO npocneaasaHe
Ha Ka/Ma ¥ KpeaTuHMHA e 4acT oT obuyaikHaTa Nekapcka npakTuKa 3a Tesy NauueHTh.

MMa panHn 32 6bbpeuyHa HepoCTaTbYHOCT BbB  BPbL3KA € NPUWIOXKEHWETO Ha
eHananpwnos Maneart, ocobeHo npy NauMeHTU C TeXKa ChpAevHa HeLoCTaThYHOCT WK C
nognexawo O6bbpeyHo 3abosgsaHe, BKAOUUTENHO CTeHO3a Ha OvnbpeyuHa apTepus.
brbpeuHaTa HefoCTaTbYHOCT NpW NPWIOXKeHUE Ha eHananpunoB Manear OOUKHOBEHO e
obpaTtiiMa, KoraTo e AvarHoCTULMpaHa BefdHara v e nNpuoXKeHo ROAXCAAWO fAeHeH e.

[py HAKOU XunepToruliM 6e3 npeawecTealo SxbpeuHo 3abonssaHe ce Habnofasa
NOBMILEHNE Ha HMBATa Ha ypes W KpeatWHWH B KpbBTa npy KOMOKHMpaHe Ha €Hananpunos
ManeaTt C AnypeTuK, Moxe Aa ce HanoXun HaManeHue Ha Jo3aTa enHananpwnos ManeaTt u/unm
MpeycraHoOBsABaHE Ha AuypeTuka. B Te3n ciayvaun TpsibBa Aa ce uUMa NpesBuA BEPOATHA
NOANeXalla CTeHo3a Ha 6ubpeuraTa aprepus (BX. T. 4.4 PeHOBacKy/iapHa XUFOTOHWUS ).

PEHOBACKYIGDHE XMITEPTOHNS

MauventTn ¢ BunatepanHa cTeHo3a Ha OLbpeunuTe apvepum wWiayv NPU CTEHO3d Ha
aprepusaTa ripy eguHCTBeH dhyHKUMoHVIpaw 616peKk ¢a ¢ NOBUILEH PUCK 3@ XWUNOTOHUS Uniu
6uOpeuna HepoCTaTbuHOCT Npy npuoxernne Ha ACE uHxubutop. Moxe ga HacTbnu 3aryba
Ha OvbOpeuHara dyHKUMS DU MHOTO JieKM MNPOMEHM B CepyMHMA KpeaTuHuH. [py Tesu
naurMeHTn nedveHnero TpabBa pga 3anoyHe MNoA ApSK JIeKapCKW KOHTPON C HUCKW LO3H,
BHUMaTENHO TUTPUpaHe ¥ ¢ npocnegsisasie Ha ObbpeyHata GyHKLNA.

bubpeydrHa TpaHCnaHTaLus

HsiMa onuT OTHOCHO neyedweTo ¢ Berlipril® npw maumeHTM C Hackopo NperTbpnsHa
6u6peuna TpaHcnnaHTauwms. Mopaan ToBa nevenneto ¢ Berlipril® He ce npenopbusa npy Tesu

nayueHTI.

HepHoAPOOHa HEAOCTAThYHOCT

Pagko npy npunoxenune Ha ACE uHXMBUTOP € Habniofasar CUHAPOM, KOUTO 3aroysa C
XONIECTaTUUHE KbATEHMUE MWAM Xenatut ¥ MOXe fa nporpecupa A0 (Y/IMUHAHTHA
yepHoapobHa Hekpo3a ¢ (MOHAKora) ¢ fieTaneH U3Xoh. MexanuaMbT Ha TO3W CMBAPOM He e
usgecteH. [Nauventn, kouto npu nederne ¢ ACE mHXMbUTOpU pasBUBaT XbATEHULA WAK
3HAQYUTENMHO NOBULLEHME Ha YepHoAPOOHUTE eH3UMKM TPAOBa Aa MPEeYCTaHOBAT JIGHEHUETO C
ACE nuxuburop 1 aAa ce npwioXy CbOTBETHOTO JieYeHUe.

HeyTporerus/arparyIoUuTo3a

HeyTponierus/arpasynoumrosa, TPOMOOUMUTONEHNA W aHeMus ca cboblaBaHu npu
nevyenne ¢ ACE uHxubutopu. HeyTponeHus Bb3HKWKBA PSAKO NpU MaiMeEHTU C HOpManHa
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6LOpevHa dyHKLUMS W 6e3 Apyru YCIOXHSBaWW PUCKOBWU hakTopyu €HananpunoB Manear
TpsibBa fAa ce u3nofi3Ba C 0cobeHo BHUMaHMe fpW NauueHTU CbC CbAOBW KONareHosn, npw
MMYHOCYTIPECUBHO NieUeHWe, feyeHue ¢ ajionypuHos, NpokakHamug wian nipu KombuHauusa oT
Te3n yCcnoXxHsasawn gaxTopu, ocobeHo npu HapylueHa 6ubpeuna gyHKUMs. Mpy HAKOW OT
TE3N NalMeHT¥ BL3HUKBAT TEXKU UHMEKLNN, KOUTO MOHAKOra He OTrosapsaT Ha UHTEH3UBHO
neyexve ¢ aHTubuoTuun. Ipu ApunoXKeHUe Ha eHananpwuioB ManeaT npu Te3n nauueHTn ce
ripenopbyYBa pPeRoBHO npocriegssaHe Ha Opos Ha fieBKOUMTUTE W naumeHTuTe Tpsabsa fa ca
yBEAOMEHU Aia CboDLUaBaT Ha fiekaps C BCEKU NpU3HaK Ha UHpeKUMS.

CBPBXYYBCTBUTENTHOCT/GHIMOHEBDOTUYEH OTOK

AHFMOHEBPOTUMEH OTOK, ObBXBalualll NULETO, KpalHWLMTE, YCTHUTE, €3UKa, T/IOTMCA
u/uan napuHkca e coodbllaBan ripy nauneHTH, nekyeaun ¢ ACE uHXMbUTOpKH, BRIKOYUTENHO U
Ha Berlipril®. ToBa Moxe fa ce Habmoaasa Mo BCAKO BPEME Ha hedeHueto. B 1esu cnyyan
npunoxennero Ha Berlipril® TpsGsa HesabaBHO Aa ce npeycraHoBYM M Aa Ce hpoBeae
MOAXOAAWO NPOCnefsaBaHe, 3a 438 € CUIYpPHO, Y€ CUMMNTOMUTE HaMb/HO Ca M3YE3HANN npeau
U3MMCBaHETO. B cnydal Ha orpaHWyeH OTOK Ha NULIETO U YCTHUTE, CUMITTOMUTE OTLIYMSBAT B
noBeuyeTo chayday 6e3 neueHue, a aHTUXUCTaMUHKWTE WMaT OGnaronpusaTeH edekT 3a
obniekyaBaHeTo UM,

AHIMMOHEBPOTHUYEH OTOK, CBbpP3aH C OTOK Ha NapuHKca, Moxe fa e dataneH. [pu
3acsireHe Ha e3KWka, MoTUCa N NapuHKCa U PUCK OT auxaTernHa obCTpyKuus, BegHara Tpsbsa
[a Ce 3arnovHe afeKBaTHO JiedeHue, KOSTO BKJII4YBa HanpuMep MOSKOXXHO ApUIoXXEeHWe Ha
0,3-0,5 ml aaperanud (paspegeH 1:1000) u/van MepKkU 3a ocurypsisaHe MpPOXOAUMMOCT Ha
AnxaTenHuTe bTULla.

[pyt YepHOKOXKM MauMeHTH ce HabnlogasBa NOo-BMCOKA 4YecToTa Ha aHrvMoHEeBpOTUYEH
OTOK fipy nipunoxenune Ha ACE mHxubuTopu, B CpasHEeHNE C HE-HEPHOKOKK NauueHTy.

MaumMeHTU C aHaMHE3a 3a aHrMOHEBPOTWYEH OTOK, KOWTO He e npeauseukaH or ACE
NHXMBUTOP, Ca C MO-BUCOK PUCK 3a aHIMOHEBPOTUMEH OTOoK npy npunoxeHne Ha ACE
MHXMONTOP (BX. Cho T. 4.3).

AHEPUIIEKTHYHU DEAKLIMY 10 BPEME HE JECEHCHONTUINPALIIO JIEHEHME cpellly OTpoBa Ha
LINITOKPHITU

Panxko ca cuobuLi@BaHu XUBOTO3ACTpaaBaluyt aHaUNakTMUHU peakuum no Bpeme Ha
neceHcubunuanpallo ficyesne cpelly OTpoBa Ha LWMNOKPUAW U egHOBPEMEHHO NpUNoXeHWe
Ha ACE uhxubutop. Tesu peakuum morat fa ce ns3berHart 4pes BpeMeHHO npeycraHoBaBaHe
Ha neverneTo ¢ ACE MHXUBUTOP Npeayn BCAKO geceHcubunusnpalto neveHue,

AHaDunaKTusdHu peaxktymy 1o speme Ha LDL - agepesa

Psoko ca cbobBLUaBaHin XUBOTO3acTpallaBali aHatIakTUHHN peakLlMi no BpeMe Ha
LDL-acdbepesa (AMNONPOTEMHK C HUCKA NIbTHOCT-adepesa) ¢ fAeKkcrpadH cyndatr W
eiHOBpeMeHHO npunoxeHne Ha ACE uHxmbutop. Tesn peakuymm Morar Aa ce usberHar C
BpEMEHHO NMpeycTaHoBABaHe Ha fiederueto ¢ ACE nHxmubutop npeav BCsika agepesa.

llatimerTi H3 XeMoqHainsa

AHahvnakTuirM peakunn ca CcbobllaBaHn npy MauneHTu Ha Auvanusa C BUCOKO-
hnykcHu membpann (Hanp. AN 69) u epHospeMenHo fiedeHue ¢ ACE unxubutop. ETo 3a11o
npy Te3X mauneHTu TpsbBa Aa ce u3NonsBa WKW Apyr Tvn avanusHa membpana, wiw
pasfuueH Knac aHTUXUIMEPTEH3UBHW NeKapcTea.

JTnabermiiv

Mpy anabeTuly, KOUTO ce NeKyBaT € NepopanHy aHTUAUa6ETHU CPeACTBa UMK MHCYNH,
npes nepBusA Mecely oOT npunaoxenneto Ha ACE uHxuMbutop € HeobxoAMMO CTPOro
npocneasBaHe Ha MMUKeMUY4HKs KoHTpon (BX. T. 4.5 AuTnanabernu nekapcrea).



Kawnta

CobLaBaHa e Kalunvua npy npunoxkeHme Ha ACE naxmnbutopy. ObMKHOBEHO KawnuuaTa
€ HenpoayKTUBHA, NepcucTUpalla W OTWYMsBa Mpu MPEyCTaHOBABAHE Ha JIEYEHWUETO.
Kawrnuua, npeamsBukaHa oT ACE wuHxubutop Tpsbea Za ce wuma npegsug  npy
AndepeHunanHa gnarHo3a Ha Kawnuua.

XUpYDrndHit MHTEDBEHLIM/ aHecTe3ns

[py nauuMeHTN, NpPeTbpPnesn MNo-rofifgMa XUpypriudHa MHTEpPBEHUWS WNU MO BpeME Ha
aHecTesuMa C Bewecrsa, BOAEWM A0 XWIMNOTOHWS, €Hananpwnos ™aneaT wWHxubupa
obpasyBaHeTo Ha aHruoTeHsuH II B pe3ynTtar Ha KOMreHcaTopHaTa peHuHoBa cexpeuus. Tlpu
Bb3HMKBAHE Ha XWNOTOHUS, KOATO ce OobscHABa € TO3M MEXaHW3bM, TH MOXe fa ce
KopurupaHa ¢ obeMHa 3aMeCTUTeNHa Tepanusl.

XUITETKE/TMEMUS

fipy HsIKOW niauweHTn npy npuaoxkeHue Ha ACE mexubutop, BKIIOYUTENHO WU
eHananpwioB Maneat , ce HabiiopasaBa yBeAMUEHME Ha CepYMHNUA kanui. PUCKOBM daxTopu
33 xunepkanvemmss ca O6ubpeuHa HepgoCTaTh4HOCT, 3axapeH Aavaber, enHOBpeMeHo
MPUAOKEHNE HA Kanui-CbXpaHssay AWYPETUUM, KanueBu fipenapat Wan  Kanuu-
CbADbDXaWM COMIEBU 3aMeCTUTENM, KAaKTO N €AHOBPEMEHHO NPUIOXEHNE Ha APYTU NeKapcTBa,
KOUTO MoraTt Aa BOBeaT A0 YBEe/MUEHME Ha HMBaTa Ha CepyMHMA Kasiui (Hanp. XenapuH).
AKO e noxasaHO €AHOBPEMEHHOTO NPUIOXEHNE C HAKOE OT rope-CrioMeHaTuTe BeljecTsa ce
ApernopbyBa PeAOBHO NpOCNeAsBaHe Ha CEPYMHUS Kanuil.

STuTuif
Mo NprHLMA He ce npenopbyBa KOMOMHMUPaHETO Ha NUTWIA U eHananpusioB Maneart (BX.
T. 4.5).

[pnrnoxeerue rnpu getia

iMa orpanyveHy aadHn 3a eeKTUBHOCTTa M NMOHOCMMOCTTa NpU Aeua Hapa 6 rognhu C
XuneptoHusl. HaMa gaHHu 3@ Apyrute  nokasanud. Hanuue ca  orpaHuyenu
(hapMaKOKMHETUYHY BaHHU Npy Aella Hag 2 Meceua (BXK. Cbllo T. 4.2, 5.1 1 5.2). Berliprii® e
Ce MperopbyBa 3a NPUNoXKEHNE NMPU Aella OCBEH 38 NMOKa3aHNETO XUFNEPTOHMS.

EHananpunoB ManeaT He Ce mperopbyBa 3a HOBOPOAEHM U 33 Aela CbC CKOPOCT Ha
rioMepynHa duntpaums < 30 mi/min/1.73 m?, Thii KaTo HAMa HaAUUHW TaKuBa AaHHN (BX.

T. 4.2).

BpeMeHHOCT 1 KEpMEHE

EHananpwioB ManeaT He TpsibBa Aa Ce fApunara no BpemMe Ha NbpBU TPUMECTBP Ha
6pemenHocTTa. Berlipril® e npoTuBonokasaH no BpeMe Ha BTOPUM M TPETU TPUMECTBP Ha
6peMeHHoctta (BX. T. 4.3). llpn ycraHossiBase Ha OpPEMEHHOCT, NPUROXEHUETO Ha
eHananpunos MaseaT TpsbBa Aa C& NPeyCTaHOBW Bb3MOXHO Hal-6bp30 (BX. T. 4.6).

MpunoxersneTo Ha enalapril maleate He ce NpenopbyBa MO BpeMe Ha KbpMEHE.

Pacost paziusis

MonoBHO Ha Apyrn ACE wHXMGUTOPW, SHalanpunoB ManeaT € fo-Manko edexTuBeH 33
MOHWKaBaHe Ha KPbBHOTO HaNAraHe y YEpHOKOXY NauueHT#, B CpasHeHWe C OCTaHanuTe,
MOXe 61 3alOTO YEPHOKOXUTE TNalNeHTU C XUNEPTOHUA YeCTo Ca C NO-HUCKU NiasmMeH HUBa

Ha DEeHuHa.

Apyrv
Berlipril® coappixa nakro3a U nopaau ToBa He TpabBa Aa ce npwiara npy NauueHTH ¢

neduunT Ha NaKTasa, ranakToseMmns Win CMHAPOM Ha Manabcopbums Ha rioKo3a/ranakrosa.
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4.5 BzanMopeicTBNE C APYry SIeKapCTBeHN MPORYKTH M Apyry popMu Ha
B3aMOieCTBHNE

Kanui-CoxpaHaBaltif JuypeTiii nim Kaaesu Rpenapar

ACE uuxubutopute Hamangsar 3arybata Ha Kanui oT  guyperuuure. Kanwi-
CbXpaHsiBalure auypetuun (Harmp. CNMpOHONaKTOH, TPMaMTEPeH WM aMunopua), Kanueeure
NpernapaT wiv Kanuit-CbAbpXalluTe CONEBY 3aMeCcTUTeN MOraT fa floBedat fO 3HAYNTENHO
yBENMMUYEHUE Ha CepYMHUS Kanuii. AKO e nokasaHa egHOBpeMeHHaTa ynoTpeba npy AoKasaHa
XUMOKaNnMemmnsa, npuaoXeHneto Tpsabea ga ce WM3BLPWKW BHUMATEHO ¥ Npu  4YecTto
npociefsBaHe Ha cepyMuus kanui (BxX. T. 4.4).

LJayperips (TiasifHu uim 6puMKoBH uyperuLiu)
[MpefliecTBallo AeUeHWe C BUCOKWM 034 AWYpPeTHUM Moxe Aa pgoseae po obemed
Aednunt U SO PUCK OT XMIOTOHWS B HAYanoTo Ha JSIEHeHUETO ¢ eHananpuaos Maneat (BX. T.

4.4), XUNOTOHWYHUAT edMeKT MOXe fa Ce HaManM C MpeyCcraHoBABaHe Ha AUYPETULIUTE,
yBENIUUEH NPUEM Ha TEUHOCTM W COMN WAKM 4pe3s 3anoyBaHe Ha JIEYEHNETO C eHananpuioB

MafieaT B HUCKU A03U.

LIpyrvt SHTUXUIEDTEHINBHM JICK3PCTBAE

EAHOBPEMEHHOTO TMPUAIOXKEHME Ha TE3U NeKapCTBa MOXE fad YCWIM XWUNOTEH3UBHMS
edekT Ha eHananpunos Maneat.EAHOBPEMEHHOTO NPWIOXKEHUE Ha HUTPOTAMLEPUH W ApYrU
HUTPATU WM ApYrK BasoAunaTatopy Chlo MOXE AOMbIHUTENHO Aa NOHWXW KPbBHOTO

HansraHe.

STarvid

O6paTMO MOBULLEHWE Ha KOHLEHTPaLUMUTE Ha CEPYMHUS IMTUIN U TOKCMUHM edekTU ca
CHOBLUaBaHN MPU  €AHOBPEMEHHOTO npunoxenue Ha ACE WHXMBUTOPWM W AUTUN,
FrHOBpEMEHHOTO NPWIOXEHWE C TUasnaHW BUYPETUUM MOXE AOMbMAHUTENHO Aa YBEIU4u
KOHLEHTpaUMUTE Ha CEpYMHUS NUTMW U TOKCUMUYHOCTTa Ha AuTus npn nedenme c ACE
UHEXMEUTOPU. He ce npenopbyBa NPUAOKEHUETO Ha eHanarnpuiioB Maneat C JIMTUH; HO aKo
Tasy KoMbuHauus € HanoXutendHa TpsibBa BHUMATENHO Aa Ce KOHTPOAWPaT CEpyMHUTE
KOHUeHTpauuy Ha nuiug (BX. 1. 4.4).

TDULIKITNYHY GHTUAETTPECAHTH/SHTUIICUXOTULIN/GHECTETULIN/ HAGPKOTHLIN

EnHOBPEMEHHOTO MPUAIOXKEHWE HA HAKOW aHECTETULY, TPUUUKIUYHN aHTUAENPECaHTU U
auTuncnxotvun ¢ ACE uuHxXubutopy MOXEe Aa aosefe A0 [OMbAHUTENHO HaMmaneHue Ha
KpbBHOTO HansraHe (BX. T. 4.4).

HecrepouaHy rpoTHBoBb3TanMTeIHN cpeactea (HCTIBC)
MpoabmxnTentoTo Aeyenune ¢ HCTIBC MOoXe Ba NMOHWXK aHTUXMNEPTEH3UBHYS edEKT Ha
ACE nuxuburopa.

HCIMBC u ACE unxubutopute MOraTr fa uMMaT aguTMBeH edeKT MO OTHOLUEHME Ha
CepyMHusi Kanuit U ToBa MOxe Aa Aoseae A0 BhaowasaHe Ha 6vbpedHara QyHKUuA. Tesu
edexkTn obvkHoBeHo ca 0bpatumu. Octpa ObbpevHa HegOCTaTbHHOCT MOXE Aa Bb3HUKHE
pAAKo, ocoBeHO Npy MauueHTM C HapylweHa 6vbpeuHa dyHKUMS, Hanp. npy HanpepHana
Bb3pacT WK Aexuppartaius.

CHMIIGTUKOMUMETHLIV
CUMINaTUKOMUMETULINTE MOFaT [a HaManaT aHTuxuiepreHsusHua edekt Ha ACE
vHXubuTopute.

AHTUOHNEO0ETHH

ENMAEMUONOrM4HNTE MPOYYBaHUg NMpeanonaraTt, 4e npyu efgHOBpEeMEHHOTO NpUioXeHUe
Ha ACE nHxubutopu u aHTuauabeTHM cpencTBa (MHCYNWH, NEpopayiHA XWUITOTIUKEMUYHK
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CpefcTBa) MOXe [a Ce YCUAM TOHWXKaBalUMAT KpbBHaTa 3axap e@ekT C puck or
XUNOTAvKeMUs. Te3n ciyyan Bb3HUKBAT 0COBEHO Npe3 MbpBuUTe ceamuLiy 0T KOMOUHKPaHOTO
JieYeHue, KaKTo v rpy NaLMeHTn C HapylueHa 6vbpevHa yHKUuS.

AnKoxos
AJNTKOXONMBT yCusBa XUAotTeH3uBHMA edekt Ha ACE uHxuburopure.

AUETHIICGITMLINIIOBE KUCE/TNHE, TDOMBOSIUTULY 1 BETa-ON0KEDH
EHananpunoB manear Moxe 6e3 npobneMu na ce U3NosBa €AHOBPEMEHHO C

aueruncanmuunoea kKucenwHa (B A03M, NpEenopbuvTenHy 33  CbpAEYHO-ChAOBA
npod®UNakTuKTa), TpombonuTuln u beta-6nokepu.

4.6 DpeMeHHOCT M KbpMEHE

BpEeMEeHHOCT

FHananpunoB Marneatr He 7psibBa fa Ce nfpunara npe3 MnbpPBUs TPUMECTbP Ha
6peMeHHOCTTa. AKO Ce faHupa Wi e AivarHocTuymMpaHa 6peMeHHOCT, Bb3MOXXHO Hal-paHo
TpaAbBa Aa ce npeMuHe Ha Apyro nedeHne. He ca npoBeXaaHM KOHTPOAMpPaHW KINHUYHU
npoyusanus ¢ ACE uHXubutopu BbpXy XOpa Mo Bpeme Ha OpeMeHHOCT. Bbhpekn ToBa B
orpaHudeH bpoy criydau Ha eKCrnosuuus fpes MbpBuUS TPUMECTLP He ce fiposBaBaTr
Mandopmalmi B II04a B pe3ynTat Ha (METOTOKCUMUHOCT Y Xopa, Onucakn fo-gony.

Enalapril € npoTMBONOKasaH no speMe Ha 2. U 3. TpUMecTop Ha OpeMeHHoCTTa.

[poAb/KUTEIHa €KCNOo3MUUS Ha eHananpunos Maseat npes 2. u 3. TPMMEeCTbp OKa3Ba
EeTOTOKCUIHOCT Y Xopa (Bholasake Ha bubpeyuHaTa (pyHKUNS, ONuroxXnnpaMHUoH, 3abaBeHs
oCUMMKaUUsa Ha JveperHUTEe KOCTW) M HeoHaranHa TOKCMUHOCT (6nbpeyHa HeZoCTaTbyHOCT,

XWNOTOHUS, XUnepKanuemus (Bx. CblUo T. 5.3).

Ipy ekcriosuuusi Ha enalapril npes 2. TPUMECTBP Ce MPEenopbyYBaT Y/TPasBYKOBO
nacnefeaHe Ha 6vbpeuHarTa dyHKUMA M Yepena.

KbpMaueta, UMmMTO Malku ca npueMany Betlipril®, Tpsisa Aa ce mpocneassat MHOro
BHMMaTENHO 3a XWIAOTOHWS, OfnMroypus U xunepkanuemusi. EHananpwios Maneat, KOWUTO
npeMmMHaBa npe3 nAaueHTaTa, MOXe 4a Cce OTCTpaHu OT  KpbBoOOpalleHMETO Ha
HOBOPOAEHOTO Ypes nepuToHeanHa aAnanusa ¢ Ao00bp KINHKUYEH edeKT, a TEOpPeTUHHO MOXe
[a ce oTCTpaHn ¢ 0OMEHHO KpbBOnpenusaHe.

KopmeHe

Evananpunos maneat v enalaprilat npemMuHaBaT B MaM4MHOTO MIASKO, HO He ca
npoy4ysaHy edekTUTe UM BbPXY KbpMauetara. ETo 3al0 He ce npenopbyBa MPUIOKEHUETO
Ha eHaianNpPUIoB ManeaT NPy Mallku-KbpMa4ku.

4.7 Edexkiry BLpPXyY cnocobHOCTTa 3a LUo(HpaHe u pabota ¢ MaluMH#

TpsibBa Aa ce uMa rpeasus He NpyY akTMBHO Y4yacTue B YJIMYHOTO ABWKEHWE W Tipy
paboTa C MaLMHK NOHSAKOra MOXe /1a Bb3HMKHE 3aMasHOCT ¥ OTNagHaNnocCT.

4.8 HewenaHy neKapciBeHM peaklinun
KaTo OCHOBa 3a OLeHKa Ha HeXeflaHUTe edeKTy ce B3eMa criegHaTa 4ecToTa:

Muoro vectn: = 1/10

Uectu: >1/100 po < 1/10
Heueciu: >1/1 000 po < 1/100
Penku: > 1/10 000 go < 1/1 000

MHoro pesxkn: < 1/10 000, HemssecTHW (He MoraT Aa Ce USUUCHAT OT HaluyHuTe
AAaHHU), L

HapyleHns Ha KpbBTE v JIMMEHAETE CHCTEME .



HeuecTtu: aHeMus (BKAIUUTENHO anfacTUtHa M XEMONUTUYHG aHeMust).

Peaxu. HEYTPOMEHUsi, TMOHMXKEeHNEe Ha XeMoryiobuHa, MOHWXeHWEe Ha
XEeMaToKpuTa, TPOMOOLUTONEHUS, arpaHyAoLuuTOo3a, [MOATVICKaHE Ha
KOCTHO-MO3bMHATA  YHKUMS, FaHUMTONEHYs, nuMibaneHonaTus,
aBTOMMYHHW 3a00551BaHNS.

HapyLieHnss Ha MeTabosinamMa U XpaHeHeTo

Heuectu: XUMNOFAUKEMUS (BXK.T. 4.4).

HapyLeHnss Ha HEPBHATa CUCTEMS

Uectu: rnasobonue, aenpecusi.

HevecTu: obbpKBaHe, CbHMMBOCT, He3CHHNE, HEPBHOCT, NapecTesnun, BEPTUro.
Penxu: HeoBMYalHKW CbHULILA, HaPyLUeHUs Ha CbHS.

HapyieHnsa Ha ouure
MHOro Yectn: 3aMblIeHO 3peHue.

CopaeyHt u Ch40BM HAPYIIEHUS

MHOro uecrn: 3aMasiHOCT.

YecTu: XUROTORMS  (BKJIOUUTENIHO  OpPTOCTaThYHA  XWUNOTOHWSA),  CUHKOM,
WHQapKT Ha MMOKapha WM MO3bYHO-CHAOB WHUUAEHT, BEPOATHO
NpUYMHEH OT psi3Ka XUMNOTOHMA MPU BUCOKOPKCKOBU nauuneHTy (BX.
T.4.4), OOfKa B ropauTe, HapylleHra Ha CbpaeyHMA PUTHM, alrvHa
NeKTOPNC, TaxnKapaus.

Hevyectu. OpTOCTaTUYHa XMNOTOKHWUSA, AaNnUTauni.

Peaku: theHoMeH Ha PeitHo.

PecrimpaTopHi, rpbaHn # MEAUICTUHAIHN HAPYLLEHWS
MHoro yeciv:  Kawnuia.

UectH: 3aayX.

HeuecTu: PUHOpPEes!, Bb3NaseHo MbPAC ¥ Apesras rnac, bpoHXocnasbM/acTMma.

Peaku: 6enoapobhn MHOWATPATH, PUHWT, anepruyeH anBeosiuT/eo3nHOUnHa
NHEBMOHMS.

CTOMALLIHO-YPEBHU HAPYLICHUS
MHOro HecTy: rafeHe,

Uectn: avapus, 60fiKa B KOPEMA, NMPOMEHM BLB BKyCa.

Heuecrn: Uneyc, TaHKpeaTuT, NOBpblUgHe,  AUCNEncWs,  KOHCTUMNauus,
6e3aneTUT1e, pa3CTPOeH CTOMaX, CyXxoTa B YCTaTa, NenTu4Ha s3Ba.

Penkn: CTOMaTWT/aTO3HY YALepaLuy, FNOCUT.

Xeriaro-OmmmnapHmn HapyLUIEHNs

Penxu. YepHoapoOHa HedOoCTaTbUHOCT, XenatuT - XenatouenysapeH Wn
XOMECTaTUMEH, BKMIOYUTENHO dYepHoApobHA HEKpo3a, Xonecrasa
(BKNIOUUTESIHO XXBATEHWULIA).

Hapy11eHmns Ha KoXara 1 NOAKOXHAETE ThKaH

Yectu: obpuB, CBPBLXYYBCTBUTESIHOCT/aHIMOHEBPOTUYEH OTOK: MMa AaHHW 3a
AHIMOHEBPOTUYEH OTOK, OOXBawawi AMLeTO, KpauHuUWUTE, YCTHUTE,
e3uKa, FNoTnca u/uny napuHkca (BX. 7. 4.4).

Heuectu: nnacopesa, chpbex, YpTUKapusi, anoneums.
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Penku: eputTemMa Myntudopme, crbapoM Ha CTebHC-[KOHCEH, excdonuatveeH
NepMaTuT, TOKCUYHa ervaepMarnHa HEeKponuz3a, nemMduryc,
epuTpoaASpPMUS,

CbobiaBaH € CUMATOMOKOMIUIEKC, KOUTO MOXE fAa BK/IIOUBa HSAKOS WM BCHMYKW OT
crnefHuTe HeXxenaHu edeKTu: NoBUleHa TeMnepaTypa, CEpOo3UT, BacKyauT, MUanrua/MMUO3NT,
aptTpanrua/apTput, nonoxuteneH ANA TuTbp, noskweHo CYE, €03MHOMUIUA U AEBKOLUTO3A.
Moxke ga ce nposBAT KoXeH 06puB, (hoTOUYBCTBUTENHOCT MY APYTY KOXHN U3SBM,

Hapyieruns Ha 6pOpeLnTe U ITUKOYHNTE BTG

Heuectu: Hapyllenuss Ha Obbpedhara dyHKUMA, O6LOpevHa HEeAOCTaTHYHOCT,
NPOTENHYPUS.

Penku:. onuroypus.

HapyLeHmsi Ha Bu3pPOU3BOGNTENHATE CHCTEME U MbPAaTa

HeyecTy: MMNOTEHTHOCT.

Peaku: rMHEKOMacTHS.

O6ut HapyLUeHus 1 eOEKTH Ha MSICTOTO Ha ripUIOXeERNne
MHOI'O YecTu: acreHus.

YecTu: yMopa.

HevecTtu: MYCKY/IHM KpaMiii, 3adepsssaHe, WyMm B ywmre, obia cnabocr,
AOBULLEHA TeMepaTypa.

HNBECrEBaHUSA

Hectn: XUTIEPKAJINEMUST, TIOBUILEHWE Ha CEPYMHNSE KDEGTUHUH,

HeuvecTu: FIOBULLEHME Ha cepyMHaTa ypest, XUrnoHatpuemms.

Pegku: NMoBULLUEHME Ha uyepHOAPODHUTE eH3MMK, NoBUlIEeHMEe Ha CepyMHUS

GUnUpybuH.

4.9 [lIpepo3npane

3a npego3vipaHe y xopa ca Hafavlle orpaHuyeHn Aankn. Hal-xapakrepHuTe CuMnToMu
npy fipeaosvpaHe, HabngaBaHy 3acera ca M3paseHa XUNOTOHWUSA, KOSTO 3anoyBa OKoAo 6
Jyaca cnej npueM Ha tabnertkure, ¢ eAHOBpPEMEHHO OJIoKMpaHe Ha peHUMH-aHrMoTeH3nHOBaTa
cvicteMa ¥ crynop. B pesyntat oT npepo3npaHe Ha ACE MHxubuUTOp Morat fa ce nposaBar
CUMITOMY KaTO HWPKYNaToOpeH WIOK, enekKTponuTHY HapylleHus, 6ubpeyna HepgoCTaTbyHOCT,
XUMEpBEeHTUNaLNS, TaxuKapaws, nannuTauuy, Opaaukapaus, 3aMasiHocT, 6Ge3nOoKOUCTBO W
Kalunuua.

Crnieg npmneM Ha 300 mg v 440 mg eHananpuaoB Manear ce ONPSASRAT CepyMHU
KOHUeHTpauuu Ha enalaptilat okono 100- go 200 nbTU NO-BUCOKKW OT TE3N NpU TEPaneBTUYHN
DO3M.

3a neyeHue Ha npeaosvpaHe ce npenopbYBa WHTPaBEHO3Ha UHMY3MA Ha M30TOHWYEH
dunauonormuer pasteop. [IpM Bb3HMKBAHE Ha XWMNOTORUSA, MNAUMEHTBT CE€ NOCTaBs B
aHTMILOKOBO TOMoXeHMe. TIpy Hannuye MOXe Aa ce vMa npeasuil NMpUIoKEHNEe Ha MHpY3us
Ha aHruoteHsuH II W/unu MHTPaBEHO3Ha WHMY3US Ha KaTexonaMuHu. AKO TabneTkure ca
nMpyueT Hackopo, Tpabsa fAa ce npeanpueMatT MepKy 3a eiuMWHUpaHe Ha €Hananpuios
Manear (Hanp. NeBpbitiaHe, CToMallHa NpoMUBKa, NpunoXeHne Ha abcopbeHTU unn HaTpues
cyndar). Enalaprilat Moxe pa ce OTCTpaHu OT CcucTeMHaTa UUPKYRaums yYpes XeMoguanusa
(BX. T. 4.4 MNauuneHTu Ha xemoaumanusa). Tpn pesucTeHTHa Ha riedeHue Opagukapavs e
AoKasaH NencMEnKbp. ButaniuTe NOKa3aTesid, CepyMRUTE efISKTPONUTYA W KOHUEHTPaLMuTe
Ha KpeaTuHKHa B cepyma TpsibBa NOCTOAHHO Aa C& MOHWTOpUpaT.
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5. PAPMAKOJIOMNMYUHW CBOMCTBA

5.1 ddapmakognHaMHUHK CBOMUCTEA

dapmakoTepaneBTUYHa pyna: MHXUOUTOP Ha aHrMOTEeH3WH-KOHBEPTUPauus eH3nM

ATC kog: C09AA02, ACE naxubutopw, Enalapril

Berlipril® (eHananpwnoB wmaneat) e MajieaTHa coji Ha eHananmpuna (enalapril),
NPOU3BOAHO Ha ABE aMWHO-KUCeNuHn, L-anadny 1 L-NposyiH. AHMOTEH3YIH-KOHBEPTUPALLNAT
eH3uM (ACE) e nentuann guneniiaasa, KoATo Katannsupa rnpespbliaHeTo Ha aHTMOTEH3VH I
BbB Ba30KOHCTPUKTOPHOTO BeuwlecTBo adrvoTeHsud II. Cnen pesopbuuata, eHananpuios
Maneat ce xuaponmsupa Ao enalaprilat, konto nexnbupa ACE. Uuxubnpaneto Ha ACE soan fo
HamaneHWe Ha aHrvoTeHsuH II B nna3Mata. ToBa BOAW A0 yBenWYeHKe Ha akTMBHOCTTa Ha
peHuHa B nnasMara (nopagn OTCTPaHsBaHETO Ha oTpuuarenHara obpathHa BpL3Ka BbpXy
CEKpeuVsITa Ha peHyH) ¥ HaManeHa cexpeums Ha anfocTepoHa.

ACE e upaeHTMYeH C KuHuHasa II. lMopagu ToBa e Bb3MoXHO Berlipril® coo ga
MHXMbMpa pasrpaX@aHeTo Ha OpaAMKMHEMHE, MOLWEH Basogenpecoped nenTua. Ponsata Ha
TO3N MEXaHM3bM IO OTHOLLIEHUE TepaneBTUYHUTE edieKTy Ha eHananpwioB Malsear oCcTaBa Aa
obae U3ACHEeHa.

Bobhpeky Ye MOHWXKABAWUMAT KPbBHOTO HanaraHde ecdext Ha Berlipril® ce onpenens
OCHOBHO OT MHXMOWPAHETO Ha PEeHUH-aHIUOTEH3UH an[oCcTepoHoBaTa CUCTeMa, eHananpwios
MaleaT OKasBa aHTUXUINEPTEH3UBEH edeKT A0PY U NMPU XMNepTOHUS C HUCKN HWUBa Ha peHuHa.

Mpunoxenueto Ha Beripril® Bogu 0 noHwkaBaHe Ha KPBHBHOTO HasfiAraHE KakTo B
AETHANO, TaKka ¥ B U3MPaBEHO MOJIOXEeHMWe MPW NaUKEeHTU C XUNEPTOHWs 6e3 3HaYUTEeNHO
FoBULWLEHUE Ha ChpAedHaTa YecToTa.

Psaako Bb3HUKBaG CUMINITOMaTUUHa OPTOCTaTUYHA XUNOTOHKUA. [1pY HAKOW NauneHTn MoXe
ha ca HeobXoauMn HSIKOSIKO ceaMULiK SiedeHne 3a ACCTHraHe Ha OnTuMalsiHg NoHWKeHWe Ha
KPBBHOTO HansiraHe. BHE3amnmHOTO npeycraHoBABaHE Ha NpUIOKEHNETO Ha Berlipril® He soau
A0 PA3KO MoBULLICHWE Ha KPBBHOTO HansaraHe.

EdexruBHoTO MHXUOUpaHe Ha ACE-akTuBHOCTTa ODMKHOBEHO HacTwbiiBa 2-4 yaca cnef
nepopaned npMeM Ha efuHuuyHa  [03a €eHananpunoB  Maneatr. Hadanoto Ha
aHTUXUNEPTEH3NBHUSI edeKT ce HabsiiaaBa B AOBEYLTO Cydan cnef 1 vac, a MakCcuManHoTo
MOHWXEHWE Ha KPbBHOTO HajisiraHe — 4-6 4aca caea npuema. lpoAb/KuTenHocTTa Ha
pencTBMe 3aBUcK OT no3aTa. [pu npenopbunuTenHuTe A03KW obade, aHTUXUNEPTEH3UBHUAT U
XeMOAVMHaMUYHUAT edeKT ce NOARLDXET NoHe 24 Jaca.

XeMoavHaMUUHUTE MDOYYBaHNS NpKW NALUEeHTH C eCeHLManHa XUNepToHus NnoKaseaT, ve
MOHWXEHNETO Ha KPbBHOTO HafgraHe ce CblpoBOXAA OT HaManeHWe Ha nepuepHoTo
CbAOBO ChAPOTUB/IEHWE W YBEJIMUEHWE Ha CbpASYHUsA MUHYTEH 06eM, HO € Majika win 6e3
NpoMsiHa B CbpAeuHaTta uectoTa. Cnep npuem Ha Berlipril® ce noBuwasa 6bu6pevHusT
KPBBOTOK, & CKOpOCTTa Ha roMepynHata untpauus ocrasa HenpoMeHeHa. Hama npusHaum
Ha 3agpwXKa Ha HaTpui M Boga., Obave mpM nauueHT C HWUCKa CKOPOCT Ha INOMEepysHa
unTpauus npeaM Ne4YeHWeTo, Tasu CKopocT 0OUKHOBEHO ce yBennaBsa.

B xAMHUUHM KPaTKOCPOYHY Mpoy4yBatus Npy nauneHTy ¢ 6u06peyuHy 3abonaeanHus C nan
6e3 aunaber cren npueM Ha enalapril ce HabniogaBa HaManeHue Ha anbyMunypusTa, Kakrto U
Ha cekpeuusita Ha IgG n Ha NpoTeUHU C ypuHaTa.

MNpy KOMOMHMPEHO HPUIOXEHNE C TUA3WAHW AWYPETUUK, FOHVKEBaIMAT KPbBBHOTO
Hansrane edewr Ha Berlirpil® e wait-mankoto aguTuBeH. Berlipril® mMoxe ga Hamanu unw
npeanasy oT nposisaTta Ha ThasnA-uHayLMpaHa XMnokanuemms,

MpunoXXeHWeTo Ha eHananpuaoB ManeaT (MepopanHo AW  UHTPABEHO3HO) npy
NMauMeHT¥ CbC CbpAEYHa HEeAOCTaTbYHOCT Ha fieYeHUe C gururanmvc U AWYpeTuun, Boau Ao
HaManeHne Ha nepudepHOTO CHAPOTUBNEHUE W KPBBHOTO HansraHe. CbpAcyHWAT MUHYTEH
obeM ce noBulaBa, @ CbpAeyHata 4ectota (OO6MKHOBEHO TMOBMILEHE NPy MaUWEHTU C
aprepyiantia XWnNeproHns), ce fnoHwxasa. benoApobHOTO KanunsipHO 3aK/IMHEHO HansiraHe
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CblLO Ce noHwKasa. Pu3nyeckarTa U3OLPXJIIMBOCT W TEXECTTa Ha CbpAeyHa HeAOCTaThYHOCT
(criopen Kputepmuute Ha New York Heart Association) cblio ce noaodpasaT. Tesu epexTn ce
3ariassat npu AbIFOCPOHHO NIeYeHue.

EHananpunos ManeaTt 3abaBa nporpecusta Ha aunatauus/ysenuueHmne Ha CbpueTo U
CbpAedHata HeloCTaTbyHOCT MpY NMaUMeHTU C AeKa A0 YMepeHa CbpAeuHa HegoCTaTbyHOCT,
KOETO ce obsicHABa C HaManenue Ha MeBoKaMepHWsa KpaeH AnactoneH ¥ cucrtoneH obeM u
yBEnMUEHHe Ha (ppaKkumaTa Ha U3Tnackeane.,

[foriynauust ¢ acuMnOroMaTuyHa nepokamepHa ancdyHkums (JIKOU<35 %) e nipoyyeHa B
MHOTOLIEHTPOBO, pPaHBOMU3WNPAHO, ABOWHO-CASNO, niauebo-KOHTPOZIMPaHO NpoyuBaHe
(npoyysaneTto SOLVD Prevention). 4228 naunenta ca paHgoMuaupaHn Ha nnauebo (n=2117)
unu enalapril (n=2111). B nnauebo-rpynata ce Habmopasat 818 cnyyas Ha cbpgeqHa
HeJoCTaTBYHOCT AN CMBPTEH u3Xof (38,6%); 3a pasnuka OT TOBA, B €HAManpusioB Manear
rpynata ce Habsiomasat 630 cnydas (29,8%) (HamanedHue Ha pucka: 29%; 95%
noseputened uxtepsan: 21-36%,; p<0,001). 518 naumwenTta oT nnauedo-rpynata (24,5%) u
434 ot eHananpunos Marneat rpynata (20,6%) yMupat win ca xXocnutranusupaln o nosog
HOBOMNPOABWIIO Ce BAOWABaHe Ha CbpAeYHaTa HEROCTaTbUHOCT (HamaneHue Ha pucka: 20%;
95 % noeepuTenex uHTepBan: 9-30%,; p<0,001).

[lonynauusa cbC CMMNATOMaTYHa 3acToMHa CbpAeYHa HEAOCTATBYHOCT Nnopaan CUCTOSHA
anchyekiina (GU<35 %) e mnpoyyeHa B MHOIOLEHTPOBO, paHAoMM3MPaHo, LBOWMHO-CAANO,
nnaunebo-KoHTponupaHo fpoydsaHe (rpoyusaHeTto SOLVD ftreatment). 2569 nauueHTn,
NEKYBaHW KOHBEHUMOHaNHO 38 CbpAedyHa HefoCTaThYHOCT, Ca paHaoMUsupaHy Ha nnauebo
(n=1284) unn Ha enalapril (n=1285). B nnauebo rpynata ca Habnwoaasadn 510 cMbpTHY
cnyyas (39,7%), B cpaBHenKe ¢ 452 (35,2%) B rpynarta Ha enalapril (HaManenue Ha puUcka:
16%:; 95% noseputenek MHTepean: 5-26%; p=0,0036). B nnauebo rpynata ca HabnwzaBarsn
461 CMBPTHM C/ly4as OT Cbpae4HO-CbA0BM 3abosiaBaHns B CpaBHeHue ¢ 399 cnydas B rpynata
Ha enalapril (Hamanenne Ha pucka: 18%, 95% nosepureneH wHTepsan: 6-28%,; p<0,002);
T0Ba ce 0DACHSBa HaM-BeYe C HaMalieHWe Ha CMbPTHUTE Chiydan o MOBOA HanpepHana
cbpAoevHa HegocTathuyHOCT (251 B nnauebo-rpynarta cnpamo 209 B rpynata ¢ enalapril,
HaMmaneHye Ha pucka 22%, 95% noeepureneH unTepsBam: 6-35 %). lo-manka dact oT
MalWEeHTUTE YMUPAT WAM Ca XOCMUTaiM3upaHKW no MOBOA BAOABAHE HA CbpAEuHaTa
HegoctaThuHocT (736 B nhauebo-rpynata u 613 B enalaptil rpynava; HaManeHUe Ha pUcKa
26%:; 95% noeeputeneH nHTepaan: 18-34%; p<0,0001). Kato ob1io, eHananpunoB Maneat
HaMansBa pucka oT uHdapkT Ha Muoxkapaa ¢ 23% (95% nosepuTtened uHTepsan: 11-34%;
p<0,001) 1 pucka oT XocnMTanusmMpaHe no nosof HectabunHa axruHa nexkropuc ¢ 20% (95%
noBepuTeneH wuHtepsan: 9-29%, p<0,001) B npoyusadero SOLVD npu nauvelty C
neBoKaMepHa guchyHKumnA.

Hanuue ca orpaHM4eHM fHaHHW 3a MPUAOXKEHUETO Npy Jeua Haa 6 roouHW C
XUNepToHus. B KMMHWYHO NMpoyuBaHe cbe 110 Aeua ¢ XMNepToHMs Ha Bb3pacT 6-16 rognHy,
TeniecHo Ternio 220 Kg M CKOpOCT Ha rnoMepynHa ountpauus >30 mi/min/1,73 m?
naunentute ¢ Terno <50 kg nonyvasar 0,625 mg, 2,5 mg unn 20 mg eHananpusios mManear
Ha JeH, a NMauueHTUTe € TenecHo terno = 50 kg nonyyaeat 1,25, 5 unu 40 mg enananpunos
Maneatr Ha AeH. TpuAOXKEHMETO Ha eHananpuioB maneaT eAHOKPaTHO AHEBHO MOHWXaBa
KPbBHOTO HansraHe B 3aBUMCUMMOCT OT aozata. [lo303aBUCUMUAT aHTUXUNEPTEH3UBEH edeKT
Ha eHananpuaoB MasieaT € 3HAYUTENEH NMPU BCUYKKW noarpynu (Bu3pacTt, CTafnidi no Tadep,
oA, pacoBa NPUMHaANEeXHOCT). Hal-nuckure npoyusann gosu obave, 0,625 mg v 1,25 mg,
KOUTO cboTBeTCcTBaT Ha cpenHo 0,02 mg/kg BeaHbX AHEBHO, He AeMOHCTPpMpaT 3HauUTesnHa
aHTUXunepTeHsuBHa edunkacHocT. MakcumanHaTa npoyysaHa aosa e 0,58 mg/kg (ao 40 mg)
BeAHBX AHeBHO. Mpodunbt Ha HeXenasuTe edeKTy Mnpy Aela He ce pasnndasa OT TO3U Npu
BL3PaCTHM,



5.2 @apMaKOKMHETHUHM CBOMCTBa

EHananpun ce pesopbupa O6bp30 Cfien NepopanHe NpUIOXKEHWe, a8 MakcumanHm
MasMeHy KOHUEHTpauuu eHananpuwios MasieaT ce AoCTUraT 8 paMKkute Ha eauH 4ac. Ha
bazaTta Ha OTKpMBAHE B ypuHaTa, NpWU nepopasieH NpueM Ha eHanarnpurioB Mmaneatr fof
chopmaTa Ha Tabnetkn, creneHta Ha pes3opbuunsi Ha eHananpunos Maneatr € okono 60 %.
Pe3opbumnaTa Ha eHananpuios Maneart Npu nepopaneH npueM He ce NoBUABa OT HaNYUETO
Ha Xpaha B CTOMalUHO-UpEBHUS TPaKT.

Criep pe3opbuusaTa, NepopanHo NpUNOoXEH eHananpuioB ManeaTrT ce Xuaponusupa
6bP30 W BbBB BUCOKa cTened [0 enalaprilat, MOWEH WHXMOUTOP Ha aHTUOTEH3WH-
KOHBepTUpaLius eH3uM. MakcuMannuTe fnasMeHM KosueHTpauun enalaprilat ce pocrurar
OKOJI0O 4 Jaca chiell nepopanHe npunoxeHue Ha enalapril noa dopmata Ha TabneTkw.
EdexTMBHOTO akyMmynaTMBHO BpeMe Ha nonyXuBOoT Ha enalaprilat e 11 wvaca cnep
MHOFOKDETHO nepopanHo npunoxenne. CepyMHUTE KoHUeHTpaumy Ha enalaprilat B
CTALMOHapHO CbCTOAHKWE Ce AOCTUraT OKOMo 4 AHW Cnel HayanoTo Ha JiIedeHUEeTo Mnpwu
rnayueHT C HopManHa 6ubpeyHa gyHKUNS.

B paMKuTe Ha TepaneBTUHHO-3Ha4YMMK KOHLIEHTpauuu, CBbp3saHeTo Ha enalaprilat ¢
rasMeHuTe NpoTenHn e He noseye oT 60 %.

OcBeH npeBpbllaHeTo B enalaprilat, HaMa Apyru gaHHU 3a 3HaunTeneH MeTaboM3bM Ha
eHananpusioB Manear.

Ekckpeuvsita Ha enalaprilat ce ocbldectBsiBa rMaBHO ¢ Oubpeuure, OCHOBHUTE
KOMMNOHEHTW B yDUHata ca enalaprilat, konto cbcrasnsiBa okono 40 % oT posata, W
HerpoMeHeH eHananpunos maneat {oxono 20 %).

bb6peyHO VBPEXKAaHE
ExcriosuuuaTa KbM eHananpwioB mManeat u enalaprilat ce yesenvuasa npw naumeHt C
OLOpevHa HE[OCTAaTHYHOCT.

lpy nauueHTu C neka Ao ymepeHa 6bbpeuHa HepoCcTaTh4HOCT (KPeaTUHMHOB KIMPBHC
40-60 mi/min), steady-state AUC Ha enalaprilat e okono fABa MbTY MO-BMCOKa OT Tasn Npu
NaunenTn € HopManHa ObbpeuHa MyRKUMA NpY NPUNoXeHWe Ha 5 mg BeaHbX QREBHO. T1pn
Texka 6bbpeyHa HeaoCTaThYHOCT (KpeatuHUHOB KnuMpbHC < 30 ml/min), AUC e noBuiteHa
oKoo 8 nbTU. ECGEeKTUBHOTO BpeMe Ha nonyxusor enalaprilat cneg MHOIrOKpaTHO AO3MpaHe
Ha EeHanarnpwioB ManeaTt Ce yAb/KaBa A0 ToBa HMBO npu OvbpeyHa HeAoCTaThbyHOCT, a
BPEMETO 3a AOCTUraHe Ha CTalMoHapHO CbCTostHUE ce yabmkaea (BX. T. 4.2.).

Enalaprilat Moxe pna ©Obae oTCTpaHeH OT CUCTEMHOTO KpbbBooDpalleHue 4pes
xemognanusa. JnanusHusit KnnpbHc € 62 mi/min.

eLa v roHoLWn

MapMaKOKUHETUYHO Mpoy4yBaHe ¢ MHOroKpaTHO aosupaHe e npopeaeHo nipu 40 geua,
MOMWYETa M MOMUETA, C XUNEPTOHUS Ha Bb3pacT 2 Mecella Ao < 16 roguHy cnep nepopanHo
npunoxeune 0,07 go 0,14 mg/kg eHananpunoB Manear AHEBHO. HsMa roneMu pasnvki BbB
thapMakokMHeTukaTa Ha enalaprilat y aAela, B cpaBHeHMe € HanuyHuTe AlaHHW 338 Bb3pacTHM.
[aHHnTte rokasBaTt HapacrsaHe B AUC (HopManusnpaHO criopes [o3a Ha TENeCHO TErno) C
yBenMYaBaHe Ha Bb3paciTa. KoraTto obadve faHHUTE Ce HOpManuaupat Criopes TenecHa
MOBBLPXHOCT, HE ce Habmogasa HapacTeaHe B AUC. lNpu CrauuoHapHO CbCTOsiHUE, CPeAHOTO
e(eKTUBHO BpeMe Ha NONY»XXUBOT 33 aKyMyiaums Ha enalaprilat e 14 vaca.

5.3 TpepxnvHnyHN AaHHU 3a 6ezonacHoCT

MpenkiMHYHMTE A3HHU HE pasKpuBaT ocobeHn prckose 3a xopa, 6asupailky ce Ha
KOHBEHLMOHANHW MpoyYBaHWa OT <dapMakonorus Ha 0e30nacHOCT, TOKCUMYHOCT FipU
MHOFOKPaTHO JA03MpaHe, I'eHOTOKCUYHOCT M KapuuHoreHel noteHuwan. [lpoyyBaHuaTa 3a
PEMpPOAYKTMBHA  TOKCMYHOCT  npegnonarar, 4e enalaprilc HaMa e(ekr  Bbpxy
BbaMNpPOM3BOAUTENIHaTa CNOCODHOCT U pPenpoAyKTUBHOTO MOBe4eHWe Npy MTbXOBE U HE €
TepaTtoreHeH. B npoyyBaHe, B KOETO XEHCKWN MUTbXOBE Ca TRETUpaHy Npean “nudTocsBaHe v Mo
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BpeMe Ha GpeMeHHOCTTa, MO BpeMe Ha nakrauuara ce Habnogasa NoBuileHa CMbpPTHOCT Ha
NOKOSIEHUETO NbXoBe. [IeMOHCTPUpaHo €, Ye BReWECTBOTO NpeMuHana Mnpe3 nnaueHTaTa U ce
cekpetupa B MASKOTO. MHXMbuToputTe Ha aHrMoTeH3uH-KOHBEPTHUPallMA eH3MM, Kato Knac, ca
AeMOHCTPUpann (PeToTOKCHMYHOCT (Ype3 3acsaraHe W/unn CMBLPT Ha nnoga), Korato ce
npuAaraT Npes BTOPY Wi TPETU TpuMeCTsp Ha OpeMeHHOCTTa.

6. SOAPMALEBTUYHWM AAHHWA
6.1 CnhucbK Ha NOMOMIHMTE BellecTBa

JenatuH, NaKTo3a MOHOXUApaT, MarHesneB Crapart, JieKk MarHesueB KapboHar,
KosionganeH 6e3pofieH CUAULIMEB ANMOKCUL, HaTpUeB HutliecTeH rnkonaT {Tnm A).

Berlipril® 10 ceappa pjorbiHuTenHo: xenesex oxkeug kadss (E 172).

Berlipril® 20 chabpxa ponbnHUTENHO: Xenesex okecua kadss (E 172).

6.2 HecubBMeCTMOCTH
He ca n3BecTHn A0 MOMEHTa.

6.3 Cpox Ha rogHocT

CpoKbT Ha rogHocCT Ha Betliprif® 5/ 10/20 e 3 roaviNn B MHTaKTHa OMNakoBKa.
JlexapCTBEHUAT NPOAYKT He TpabBa Aa ce M3NoN3ea cnea M3TMYaHe CpoKa Ha rogHOCT.

6.4 CrneuHanHy yCoBis Ha CbXpPaHeHHe

Berfiprif’ 5 u Berfiprif® 20
[la ce coxpanssa noa 30 °Cl

Berliprif® 10
[a ce coxpansisa nog 25 °Cl

6.5 [iaHHM 3a ONaKoBKaTa

TabnetkuTe ca onakoBaHu B anyMuHnesy OAMCTepn 3aneyatany C TBbpAo aNyMUHUEBO
donuvo.

OpuryHanHn ONaKkoBKy C.

20 Tabnevku

30 TabneTku

50 Tabnetku

100 TabneTku

6.6 WMHcTpyKUMNM 3a ynioTpeba
Berlipril® 5/10/20 e no nexkapcko npeanvcaHue.

7. APUTEXXATEJ1 HA PASPELUEHMETO 3A YINNIOTPEDBA

Berlin-Chemie AG (Menarini Group)
Glienicker Weg 125
12489 Berlin

' epMaHus

8. PEMACTPAUVMOHEH HOMEP
Berlipril® 5 - 9600019

Berlipril® 10 - 20020460

Berlipril® 20 — 20020461

9 AATA HA IbPBOTO PASPELUEHME 3A YNOTPEBA HA NEKAPCTBEHMSA
NMPOAVKT

05.06.2002
10. [OATA HA AKTYAJINBWUPAHE HA TEKCTA

Hexemepun 2006



