KPATKA XAPAKTEPUCTHKA HA ITPOIYKTA

PERCARNIL.

INEPKAPHAJI
1. AME HA JJEKAPCTBEHHWA ITPOAYKT A
PERCARNIL 8 mg tablets OOOBPEHO!
[IEPKAPHHJI 8 mg tabneTkn \ OATA ... k\f ‘ J'\C‘,Of

2. KAYECTBEH A KOIMYECTBEH CHCTAB
Percarnil 8 mg:

Besika TabneTka chanpika 8 mg TpeT-OyTUnaMuHOB nepHHNONpHA (perindopril tert-butylamine),
EKBHBAJICHTEH HA 6.676 mg neprHIONIPHIL
[Tomoniuu Bemectsa: 125.56 mg 1aKkTo3a MOHOXHUIpAT.

3a MBJIHUA CIIHCHEK HA IMMOMOIIHHTE BelllecTBa BUK T. 6.1.

3. JEKAPCTBEHA ®OPMA
TabneTku

Benu, kpwriy, OHKOHBEKCHM TabneTku ¢ rpasupad Hagmuc ‘PP’ ot ennara ctpanHa U ‘8 OT
apyrara.

4. KIHHHUYHHU JAHHHA
4.1. TepaneBTHYHM NOKA3AHHA

XHUMEPTOHHSA
JledeHHe Ha XUIIEPTOHUS.

CrabunHa ¢popMa Ha KOpPOHApHa OOJIECT Ha CHPLIETO

HamaneHne Ha pHCKa OT ChPAEYHO-CHAOBHM MHIMACHTU MPU MALMCHTH ¢ NMPEeXHWBAH MHOKAapACH
HHAAPKT WHIK peBacKyIapuiaius.

4.2. /103MpoOBKAa ¥ HAYHH HA NPUI0KEHHE

[Ipenopnusa ce Percarnil ga ce npueMa BEAHEXK AHEBHO, CYTPHH Ha IIaJHO.

Jlo3aTa Tpa6Ba Aa ce MHAMBUAYAIM3UpPa CIHOpe] ChCTOSHHETO HA NauueHTta (Bx. 4.4 Cnenyaniu
MpeAYIPeKICHHA M COENMAIHH TIPESINa3Hd MEPKH IpH yrorpe0a) H MOBIMIBAHETO Ha KPHBHOTO
HAJIATAHE.

XUICPTOHHUA
Percammil Moxe ma ce npuinara caMoOCTOATENIHO HIH B KOMOHMHALMg C JOpyr#H Ipylu

AHTHUXHUIICPTCH3UBHU MEIUKAMEHTH.

[IpenopbunTENHATA HaYa)THA 1032 € 4 Mg, NPUETa eJHOKPATHO AHEBHO CyTPHH.

IIpy manMeHTH ¢ BHCOKA AaKTHBHOCT Ha CHCTeMaTa pCHMH-aHTHOTEH3WH-alJ0CTEPOH
(KOHKPETHO, DPEHOBA3aIHAa XHIEPTOHUA, HapyIUeHHA Ha BOJHO-CONEBHA OamaHCc H/HIH
AeXHApaTalys, ChbpAedHa IeKOMICHCAUMA WM TEXKKA XWNEPTOHUA), CIIe] MpHeMa Ha MbpBaTa
1033 MOJXKE Jia c¢ HabmoiaBa pA3KO MOHIYKaBaHe Ha KpbBHOTO Harane. IIpy Takupa mamueHTH
ce NMpenopbyuBa HayalHa J03a OT 2 mg, KaTO HaYyaJHUTE €Tald Ha JISYEHHETO TpAOBa Aa CE
M3BBHPIUBAT O] MEIHLIMHCKH KOHTPOIL.

Cnea eIHOMECEUHO JICYEHUE 103aTa MOXKE Ja ce YBEIUYH 10 8 mg Bpﬂ;ﬂm ,IlI-]E:BH:O

Ciell HaualaoTo Ha Tepanusra ¢ Percarnil Moxke 1a ce MosBH cH ﬁMﬂTﬂ‘lHﬂ xnangHHﬂ TOBA €

1 A
MO-BEPOATHO MNPH TALOUECHTH, KOHUTO MPHEMAT YCIOPEAHO 1 pB'muH Ho
P,




Openops4uBa IPH T4X JEUEHWETO Ja C€ H3BBHpIIBA C TOBHIIECHO BHHMAaHHWE, ThbH Karo TaKHBa
MaldeHTH MOraT la UMaT HapyIIeHHA Ha BOJHO-COJICBHA OanaHc /UK JeXHApaTalHs.

AKO e BBb3IMOXKHO, MYPECTHYHOTO JeYeHHe TpsabBa na ce cnpe 2-3 OHU mpedH HAvdaloTO HA
TepanusaTta ¢ Percarnil (Bx. 4.4 CoecuMalHi NpeayIpeolOAeHNA U CIIELHAIHH [peila3sHH MEPKA
npy ynotpeoda).

IIpy XHIEPTOHULM, IIPH KOWTO € HECBB3MOXHO CIIMpPaHE Ha AMYpeTHKa, Tepanuara ¢ Percarnil
TpaGBa 1a 3amo4YHe ¢ jfo3a oT 2 mg. Tpabea na ce koHTpomupaT OnOpeuHaTa QyHKUHS H
cCepyMHHTE CTOMHOCTH Ha kayimA. Cren ToBa gosara Ha Percarnil TpsOBa aa ce kopurapa crnopen
MOBJIMSIBAHETO HA KPBBHOTO HAJISATaHEe. AKO € HEOOX0AUMO, IHypeTHYHATa TCpanusa MOXE Ja ¢
MOIHOBH,

[Tpy manUeHTH B HaOpeAHAIa Bh3PacT JiedeHHeTo TpAOBa Ja 3amo4yHe ¢ J03a OoT 2 mg, KOATO
NOCTENEeHHO MOXe j1a ObAe yBenndeHa 10 4 mg cien eAuH Mecell 1 10 8 mg B MOCIEACTBIE, aKo
€ He00X0/IMMO U B 3aBHCHMOCT OT OB0pedHaTa QpyHKIHA (BXK. Tabaunara no-xomny).

Crabunna ¢popMa Ha kopoHapHa $0/IECT Ha ChHPIIETO

[IpenoprudTENHATA JHEBHA N103a € 4 mg BEIHBX AHCBHO B MPOIBIDKEHUE HA 2 CeIMMIH, KaTo
TS MOXe Ja Ob¢ yBeIH4YeHa A0 8 mg BeAHBXK JHEBHO, B 3aBUCUMOCT 0T O10peunaTa GpyHKUMS H
NpHy NOJ0KEHHE, Y€ 103aTa 0T 4 mg ce noHacs 1oope.

[Ipu naiHeHTH B HampeAHala BB3pacT, Percarnil Tps6Ba ga ce mpuema B 1032 2 mg BEAHBK
IHEBHO B NPOABIDKCHHE Ha €JHa CECAMHLA, clich ToBa 4 mg BeIHBX JHEBHO €JHA CCAMHIA,
npean yBeluyaBaHe HA 103aTa A0 8 mg BeOHEK AHEBHO, B 3aBUCHMOCT 0T Ob0peyHaTa (PyHKIHA
(8x TaGnuua 1 "Kopekips Ha no3ata npy Hapymena 666peuna ¢ynxkuus"). Jozara TpA0Ba 1a ce
YBEJIMYaBa, CAMO aKo NMpeaMIIHaTa II0-HUCKa 103a ce IOHAcs qo0pe.

Kopexyus na dozama npu napyuerna 6vbpeuna pyHxkyus
[Tpu manueHTH ¢ HapyuieHa Op0pedHa (hyHKUHUA [03aTa TpAOBa Ja ce€ choOpa3H ¢ NOCOYCHHTE B
Ta0nuIaTa Mo-A0J1y CTOWHOCTH HA KPCaTHHHHOBHA KITMPBHC:

Tabnuua 1: Kopekuus Ha no3ara npH yBpeacHa On0peyHa (yHKLIHA

KpeaTHHUHOB KJIHPBHC (ml/min) NIpenopBhYHUTEIIHA 1034

Cler = 60 4 mg AHEBHO

30 <Cler <60 2 mg OQHEBHO

15 <Cler<30 2 mg npe3 IcH
[TanpeduTH Ha xeMoaManms3a*

Cler<15 2 mg B ACHA 3a JUain3a

* MHaNM3HUAT KIUPBHC HA nepunaonpunar € 70 ml/min. ITanneHTH HA XeMonHanu3a TpAdOBa 1a mpHeMar
J03aTa ciel NPOBSKJaHe Ha ANATHIATA.

Kopexyun na oozama npu 4epHoOpobHU y8pencoaHus
[Tpu nauMeHTH ¢ YePHOAPOOHH YBPEKAAHUS HE C¢ Hajlara Kopekiuus Ha no3ata (Bx. 4.4 u 5.2)

Vnompeba npu oeya
He ca nmpaBeHu m3caeaBanns Ha epUKACHOCTTa M 0€30MACHOCTTA Ha W3NoI3BaHeTo npy fena. Ilo

Ta3H IIPUYHHA, HE CC MTPCIIOPBYBa H3IIOJI3BAHC Ha TO3MW NPOAYKT IIpK Aclia.

4.3. IlporuBonokazaHus

. CBpPBXUYBCTBUTETHOCT KBM IEPHHAONDHI, KBM HAKOE OT MOMOIIKHTE BEICCTBA Ha
NpoayKTa HIH KM Apyrd ACE-HHXuOHTODH. T
. AHAMHE3a 32 aHTHOHEBPOTHHMEH EIIEM, MOJYydYeH IpH npeux:)ﬂ{,z(ama ‘tepanig ¢ ACE-
MHXUOHUTOPH. AR TR AN, \
. BpoieH HIH HAHOTATHYEH AHTHOETEM, (f SIS ﬂ
e /



. Bropu ¥ TpeTH TpUMECTHp Ha OpeMeHHOCTTa (BX. 4.6 bpeMeHHOCT H KBPMEHE).

4.4. Cneunanyu npeaynpeskaeHHs H NPeana3s’HA MEPpKHU NpH ynorpeda

Crabunna ¢opMa Ha KOpoHapHa G0JIecT Ha CHPLETO

AKO Mpe3 MBPBHSA MECEL] OT JICUEHHETO ¢ MIEPUHAONPIIT Bh3HUKHE CHMITTOMaTHKA Ha HECTaOH/THa
aHrMHa IekTopHc (0e3 3HaueHHe OT TexKecTTa), TpAOBa Ja ¢€ U3BBLPIIM BHUMATE/IHA OLICHKA Ha
CHOTHOILIEHHETO MMOJI34/PUCK MPeaH JIEUCHAETO Aa ObAc MPOIBIKEHO.

AUIMOTOHMS

CuUMNTOMAaTH4YHA XHMIOTOHHMS ce Ha0moAaBa paakKO INpPH IMAIHEHTH ¢ XHIEPTOHHMA Oe3
YCIOKHEHHA H € MO-BEPOATHO Ja €€ MOABH IPH ACXMApPATHpaHW IalHeHTH, Hanp. nopand
IMyPETHYHA Tepalus, OrpaHU4YEeH HPHEM HA Tpale€3Ha COJI, AHAIH3a, AHAPHA WIH TOBPBIIAHE,
HIH KOUTO CTpajaT OT TeXKa PeHHMH-3aBHUCHMa XWrnepToHHA (BX. 4.5 JlekapcTBEHH H IpYIH
B3auMojieiicTBus U 4.8 Hexenanu nexkapcteeHu peakuuu). [IpH nanHeHTH ¢hC CUMNTOMATHYHA
ChpAEYHA HEAOCTATBYHOCT, ChC WIM Oe3 npuipyxkapamia 6hGpeuHa HEXOCTATHYHOCT, € Ouia
HaOmoaBaHa CHMITOMATHYHA XHIOTOHMA. ToBa € Hail-BepoATHO jAa ce HabirozaBa Mpu
MallMEHTH C MO-HanpeHala CTelneH Ha ChpACYHATa HEeNOCTAaThYHOCT, Karo IpHYHHA OT
M3II0J3BAaHET0 Ha BUCOKM J03M OpPHMMKOBM [OUYPETHLH, XWIOHAaTPHEMHS HIM HapylleHa
OpOpeuHa ¢ynxuma. Ilpw naumeHTH ¢ MOBMINEH PHCK OT pasBHTHE Ha CHMITOMAaTH4YHa
XHIOTOHMA, TpsIOBa Aa ce W3BBpIIBa CTPOr KOHTPOI IO BpEMe Ha HavyajHaTa Ha T€panud H MpH
Kopurupade Ha no3ute (Bk. 4.2 JloaupoBka M HauuH Ha npuioxeHHe d 4.8 Hexenanm
NeKapcTBeHM peakuuH). CrlupTe chOOpaKEHHA BaXaT 3a MAIIMEHTH ¢ UCXCMHYHa OOIeCT Ha
CHPIIETO HJIM MO3BYHO-CBIOBA OONECT, NPU KOUTO [PEKOMEPHOTO MOHUKABAHE HA KPHBHOTO
Haysirane 64 MOTJIO J1a MMa 3a pe3ylnTar HH(papKT Ha MHOKapaa WIH MO3BLYHO-CHA0B HHIHACHT.
[Ipy mosBsABaHE Ha XUIIOTOHMsl, MALMEHTHLT TpAOBa Oa c€ MOCTaBH B JIETHAIO TMOJOXEHHE TI0
rpeb M, ako € HeoOXoauMo, TpAGBA Ja Ce NpPUIIOKH HHTPAaBEHO3HO HH(pY3UA OT PH3HOIOTHYEH
pa3TBOp. EQHa NMpexogHa XUIMOTEH3MBHA peakiWs HE € NMPOTHBOINOKAa3aHWE 3a NMO-HATATBUIHO
IEYEHNE ¢ MPOJIYKTa, YHHTO MpHEM OOMKHOBEHO MOXeE A2 NMpoAbkH Oe3 nmpobiheMu cries
I[MOBBHIUABAHC HA KPBEBHOTO Ha/IATaHE, BOJICACTBHC HA YBCIIHYUCHHA obeM.

IIpH HAKOM MAlMEHTH ChC 3aCTOMHA CBhpACYHA HEAOCTATEYHOCT, KOMTO MMAT HOPMaIHO HIIH
HHCKO KPBBHO HalAraHe, BCIeAcTBHE Ha ynoTpebara Ha Percarmil, Moxke Aa ce NoABH

MOMTBIHUTEHO [IOHMKABAHE HA CHCTEMHOTO KPHBHO HajlfraHe. ToBa e o4akBaH €(eKT W
O0OMKHOBEHO He MpEACTaB/IABa OCHOBAHHWE 3a IpeKpaTaBaHe Ha JE€YeHHETO. AKO XHMIIOTOHHATA
npepacHe B CHMIOTOMAaTHYHA TaKaBa, MOXE Ja Ce HaI0XKH HaMalfiBaHE Ha J03aTa HIH
NpeKpaTABaHe Ha npyeMa Ha Percarnil.

CteHO03a Ha aOPTHATA M MHUTDPATHATA KIana/XunepTpo@uyHa KapIHuoMHUONaTH

Kakto u apyrute ACE-uHxubutopy, nepuHaonpuin TpsadBa Aa ce npMiara ¢ BHUMaHMC TIpH
[MALMEHTH MUTpATHA KJAallHa CTEHO3a U OOCTPYKLUHMA Ha M3XOMHHA KPHBOTOK HA JIsBa KaMepa,
KaTO aOpTHa CTEHO3a WIH XHUIICPTPOPHIHA KADAHOMHOIIATHA. .

Hapyinena 656peyna QyHKUHA
B cayvaute Ha HapyweHa ObOpeuna GpyHKIMs (KpeaTHHHHOB KIMpBHC <60 ml/min), HayanHaTa

11032 Ha TIEpUHIONPHJ TpAOBa Aa C€ KOpHrvpa B 3aBUCHMOCT OT KPCaTHHHHOBHA KIHDBHC Ha
naunenTa (Bx. rabmuna 1 B 1. 4.2. Jo3upoBKka H HauydH HA MPHIOKEHHE) H B 3ABUCHMOCT OT
OTrOBOpa Ha MaUUCHTa cIpsAMo Jedenwero. Heobxoaumo € pyTHHHO NpOCIeNdBaHC Ha
CTOMHOCTHTE HA KAIMH H KpeaTHHHH MNpH Te3d mauveHTH (BXK. T. 4.8. HexenmaHH JNeKapCTBEHH
peaKiiu).

[Ipm nmanueHTd CHC CUMNTOMATHYHA ChpIeYyHa HENOCTAThYHOCT, XHHOTOHM cne,[[ Ha4yaaoTo Ha
nedyedrero ¢ ACE-HHXHOHTOpH MOXeE A3 JOBEne 10 HO-HEIT&TBHIHﬁ yapamme ﬁa;
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IIpy HAKOM NIALKHEHTH ¢ ABYCTpaHHA CTEHO3a Ha OpOpevHaTa apTepHs WIH CbC CTCHO3a Ha
eqMHCcTBEH OBOpek, kouto ca nekysanu ¢ ACE-mHxuOutop, ca HaOmiozaBaHy NOBHIICHW
CepyMHa ypes H KpeaTHHHH, 0OMKHOBEeHO 00paTHMO cjiell MpPEeKpaTABaHE Ha JeyeHHero. ToBa ¢
0COOEHO BEpOATHO MpH NanueHTH ¢ 6b0pevyHa HeToCcTaThYHOCT. AKO € HaJIHIe H peHO-Ba3anHa
XHIEePTOHHUA, ChILECTBYBa IOBHIIEH PHCK OT TEXKAa XHIIOTOHHA ¥ OBOpeuHa HEAOCTATBYHOCT.
[Ipy Te3W MalMeHTH NIedeHMeTo TpAOBa Aa 3amodpa MoJ MEAMIMHCKO HaOMIoAcHHe, ¢ HUCKH
03 H BHUMATEJIHO THTpUpaHe Ha Jo3ara. Twil KaTo JEYeHHETO ¢ AUYPETHLIA MOXKE Aa ObAe
JOMPHHACAIL GaKTop 3a H3JIOKEHOTO Mo-rope, To Tpabea Ja Ownae cnpsHo M OBOpeyHaTa
¢GyHKUMA Aa OpAe noa HaOmoJAEeHHWE 10 BpEME Ha MNBPBHTE CEAMHUIM OT JICYCHHETO C
TIEPHHAOTIPH,

Hakon XHNEPTOHHLUH ¢ HENpoOsBEHA ChllecTBYBama OnOpeyHa cbjaoBa Oonect ca pasBHIIM
yBeJIMYCHHE Ha CEPYMHMTE KPEATHHHH H yped, OOHKHOBEHO ¢1abo K MpexoaHo, 0co0eHO Koraro
NEPHHAOCIPUA € NpUIArad ¢ AUypeTHK. ToBa € MO-BEPOATHO Aa HACTBIU NPU NAUUCHTH ChC
chlecTBYBallo OBOpeuHo 3aGoisBaHe. Moxe fa ce HANOXH HaMalfiBaHE HA [03aTa W/ MK
[PEKbCBAHE HA JUYPETUUYHOTO JICYCHUE W/HIIH HA IEPHHAOTIPHIL.

ITaltMeHTH HA XeMOIHAAIH3a
IIpu nauMeHTH, AMATH3HNPaHH ¢ MeEMOPaHH C BUCOKA MPOMYCKIHBOCT U €THOBPEMEHHO JIEKYBaHH

¢ ACE-uuxuburtop, ce crobmansa 32 Bh3HMKBaHe Ha aHAapWIAKTOMIHH peakuud. [Ipv TaxkHuBa
NalMeHTH TpAOBa fa ce 00ChAH BE3MOXKHOCTTA 33 H3II0J3BaHE Ha APYT THI J{alli3Ha MeMOpaHa
HIIH Ha AHTHXHUINEPTEH3UBEH MeAUKAMEHT OT APYT KJac.

brOpeyHa TpaHCIIaHTALIUS
HsiMa HaTpynaH ONHMT OTHOCHO MpHMiaraHeTo Ha Percarnil mpy manpeHTH ¢ U3BbpIIcHa OBOpeuHa
TPAHCIUIAHTALHS,

CBpBXYYBCTBHTEIHOCT/ AHTHOCAEM

AHrvoezeM Ha JIMLETO, KPalHHULIMTE, YCTHUTE, e3HKa, TIIOTHCA H/HIH JTapHHKCa ¢a HaONrAaBaHu
npy nanueHTH, jnekyBaHd ¢ ACE-UHXHOMTOpH, B TOBa YHC/IO M ¢ NepHHIoNpuI. ToH MoXe na
BBE3HHKHE MO BCAKO BpEMe Ha JeyeHUEeTO. B Te3u ciay4yan JCYCHHETO C€ NpEyCTaHoBABA N CC
npunara MOAXOMAIlA Tepalisa H HAOMIOIEHHE A0 OT3By4aBaHe Ha CHMNTOMHTE. B chydaure,
KOraTO OTOKBT C& OTPaHMYM Ha JUIETO M YCTHHTE, CHCTOAHHETO MO NpPHHIMNI ce OBIalsiBa Oe3
JeYcHHEe, MakKap ue 3a OO0JeKYaBaHE HAa CHMITOMHTE € TMOJC3HO [PHIAraHCTO Ha
AHTUXMCTaMHUHOBM IpenaparH.

AHrHoezieM, CBBP3aH ¢ OTOK Ha JapHHKCa MOXE Ja uMa ¢aTaleH u3xond. B coydaure, npy KOHTO

MMa aHTAXHUpaHE HA €3HKa, IJI0THCA MIIH JapUHKCa, KOSTO € BEPOATHO Aa IPUYHHH 00CTPYKLKA
Ha AUXATEIHUTE MBTHINA, He3abaBHO TpAOBa Ja ce 3amo4yHE CHEIIHO JedeHhe. To Moxe aa

BIUIFOYBA IPUJaraHe Ha ajpeHalliH W/WIM NOAAbpXKAaHE HAa MPOXOAMMOCT Ha BB3AYLIHHMTE
neTHma. [1alMeHTBT ce MoCcTaBd Ha CTPOr MEAMIMHCKH KOHTPON A0 NBJHOTO M TPaHHO
OT3BYYaBaHE HA CHMIITOMHTE.

MuxuOduTOprTEe HAa AHTHOTCH3MH KOHBEPTHPAIKMA €H3WM MPHUMHABAT aHTHOSAEM C mO-TojlsiMa
YyeCTOTa IIPH YSPHOKOXKH MTAIHEHTH, OTKOJIKOTO [PH HE YEPHOKOXKH TaKHBa.

[TanyeHTH C aHaAMHE3Aa 32 aHTHoeNeM, HecBbp3aH ¢ Tepamuara ¢ ACE-unxuburop, Mo¥ke Aa ca
M3JI0’KEHH Ha MOBMIIEH PUCK OT aHTHOEIEM B mpoieca Ha npueMane Ha ACE-uHxuOuTOpa (BXK.
4.3 IIpoTuBONOKa3aHMA ).

AHaQHUIAKTOMNHN PEAKLWM NpH adepe3a Ha JUNONPOTENHN ¢ HUCKa NIbTHOCT (LDL)
Panko npu nanmentH, nexkysadi ¢ ACE-uHxuOuropu, npu nposexiane Ha LDL (low density

lipoproteins) adepesza ¢ JekcTpaH cyiagar, MoraT Ja BB3HHMKHAT, --JKHBOTO3aCTpalllaBally

o'V

aHa(uIaKTOMAHA peakiyn. Tesn peakunH ca O6WIH H30ATBaHHU Ype3 «BpeMeHHQ TpeKpaTABaHe Ha

repanuaTa ¢ ACE-unxuOutopa nipeim Besika adepesa. T e \\ o\
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HeceH3ubuIHU3aIus

[Ipy nmauueHTH nonydaBaimid ACE-HHxmOWTOpM MO BpeMe Ha JAECEH3HOMIIM3Hpallla TepamnHid
(Hanp. hymenoptera venom) Morar jaa ce MOSBAT aHAaQUNAKTOMIHU peakLHU. Te3H peakluH
mMorar aa ObpaaT u3bderHaTu, kato TepandsaTa ¢ ACE-uHXHONTOpH BpEMEHHO Ce€ MPEeKpaTH, HO TE
MOraT MOBTOPHO JAa C€ MOABAT IPH HEBHHUMATEIHO, MPEXKAECBPEMEHHO NOJHOBABAHC HAa
JICYCHHUETO.

YepHoapoOHa HEAOCTATHYHOCT

Panko, npunoxkeHueTo Ha ACE-uHxuburopn ce acourupa cbC CHHAPOM, YHATO NBPBOHAYAIHA
M3fBa € XOJEeCTATHYHA >KBITEHHWIA M [Iporpecupa K0 ¢yJIMHHAHTHA HEKPO3a H (MOHAKOIra)
daraned u3xod. MexaHU3MBT Ha TO3H CHHApOM € HesceH. [lampenture, kouro npHemat ACE-
UHXUOUTOPM M IIpU KOHTO c€ HalloJaBa KBIATEHHLIA WIH H3pa3cHO IOKayBaHE Ha
qyepHOApOOHHTE €H3MMH, TpAOBa ma npekparsT npHema Ha ACE-unxmuburopa M Ina Onjat
NPOCIEAECHH OT JeKap.

HeyTponeHus/arpanyaouuTo3a/TpOMOOIIMTOIICHHA/aHEMH S

Mma c¢hoOmIeHMA 3a HEYTPONeHWA/arpaHyJIOLUTO3a, TPOMOOUUTONEHHS W AaHEMHUA IIpH
nauuedTH, noay4yapanm ACE-unxubutopu. IIpn nmanpedTd ¢ HopManHa Op0peuHa QyHKLUSA H
Ge3 IpyrH YCIOXHEHHsA, HeyTponeHus ce HaOmiomasa psiako. [lepunponpun TpsabBa ga ce
M3MOJI3Ba M3KIIOYMTETHO BHHUMATEIHO MPH MalMCHTH CTpajallld OT CHCTEMHH KOJAareHO3H,
IPOBEKJAILH JeUeHHEe C UMYHOCYIIPECUBHM CPEACTBA, AJIONYPUHON KA MPOKaHHAaMHKI, WUIIH NIpH
KOMOMHHMpaHEe HAa TE3M YCIOXKHABAIM (AKTOpH, OCOOEHO INpPH HAJHYHME Ha CHIICCTBYBAUIO
yBpexaaHe Ha 6n0peunata GyHxuMa. Hakou oT Te3d MaNMEHTH pa3BHBAT CEPHO3HH HH(EKIIHH,
KOMTO B MAIBK MPOIEHT HE c€ MOBIHABAT OT HHTe3WBHA aHTHOHOTHYHA Tepanud. Ilopaan ToBa,
aKo TMEPHHIOIPUII Ce MpHUIara Ha TAKHBa NalHEHTH, € HeOOX0uM MEpHOJHYEH KOHTPOI Ha Opos
Ha JIEBKOLIMTHTE, KaTO MallMeHTHTE TpAOBa Aa OBIar MHCTPYKTHPAHU Aa ChoOIIaBaT 33 BCEKH
PH3HaK Ha HHQEKLHUA.

PacoBa IpHHAUIEKHOCT

YepHOKOXHTE NAIMEHTH ca ¢ [I0-BHCOK PHCK OT pa3sBUTHe Ha aHruoenem npwu aedeHue ¢ ACE-
MHXHOUTOPHU B CPaBHEHHE C HE-YECPHOKOXU.

Kakto u apyrure ACE-uuxuburtopH, mepHHAoNpua Moxe Aa Obae no-cinabo e€peKTHBEH Mo
OTHOLIECHUE HA GHTUXHIEPTEH3IUBHHA CH €(eKT IMpH YEPHOKOXH NAlMEHTH B CPABHEHHE C HE-
UepHOKOXkH. ToBa BEpPOATHO c€ ABIXKH Ha ¢Pakra, 4e B MNONyJalMiATa Ha YSPHOKOXKHTE
XHUIIEPTOHHUIIM € IMO-TOJIAM MPOLCHTHT HA HUCKO PEHHHOBHTE NAllHEHTH.

Kanuinua

HNma cpoOIneHHs 3a KalumHi@a, cBbp3aHa ¢ jedeHuero ¢ ACE-uHxubutopH. XapakTepHo 3a
KAlTMLATa €, Y€ TA € HENPOAYKTUBHA, NMPOABKUTENHA H H34Ye3Ba CJICA NPSYyCTaHOBIBAaHC Ha
nedeHueTo. Tepamuara ¢ ACE-pHxuOntopn TpabOBa BHHArM Ja C& HMa TMpeaBHO B
AM(pepeHIManHaTa JuarHo3a Ha Kaluuiiiara.

XUpyprus/aHecTe3us

BB3MOHa € mosBaTa Ha XUIIOTOHUS [IPH MalUEHTH, TTOAIEIKalld Ha XMPYPrHYHH HHTEPBCHIIHH
M JeKyBaHH ¢ mepuHionpun. Toea ce mbDkH Ha OjOKMpaHe HAa BTOPHYHOTO oOpa3yBaHe Ha
aHrnoTeH3MH II B OTroBOp Ha KOMIIEHCATOPHOTO OCBODOXKNABAHE HA PEHUH 110 BpeMe Ha To/IEMH
XUPYPruuHY OINepalyy W/HIH NPOBEHKIAHETO HAa AHECTE3UA C MECIAWKAMCHTH, KOWTO MoraT Aia
OPEAW3BHKAT XUNOTOHMA. llpM HacThOUIa XMIIOTOHWS IO TO3M MEXaHM3BM TA MOXKE Ja CC
KOpPUTHpa ¢ YBeJIH4YaBaHe Ha obema.

XHUnepKaiueMus I
IIpy 4acT OT MAUUECHTHTE C XUIICPTOHHA, JIEKYBAaHH C ACE-HHxHGHTopu MO}Ke na B’B@{{HKHB
XUNepkanuemMus, PuUckoBATe (akTOpHM 3a Pa3BUTHE HaA xunepxanuem Bwl‘f@aBaT ﬁb. YHa
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CbXPaHABAUIH AHYPETHIM, KAJTHEBH MNPOAYKTH H/WIH KaIUU-CHOBPXKAINKH 3aMECTHTECIH Ha
roTBapcka CoJjl, HIH IpHeM Ha MeJIUKaMeHTH, NIpeJH3BHKBAIY OBHIIABAHE Ha CEPYMHHA KalHH
(Hamp. xenapuH). AKO €JHOBPEMEHHHS IIPHEM Ha TOPHHTE JIEKAPCTBEHH NPOAYKTH €€ TIPHEME 32
NOAXOAAIl ¥ HEOOX0aUM, HEOOXONMO € MPOBEKIAHETO Ha [IEPUOANYEH KOHTPOJ Ha CEPYMHHA
KaJIuu,

Huabetunu

[IpM nmanMEeHTH, KOMUTO MPOBEXAAT JIEUEHHE C TMEepOpPaiHM AHTHAWA0ETHYHH CpPEACTBA HIM
HHCYJIHH, TpA0Ba J1a € OCBLISCTBARA PSAOBEH INIMKEMHYEH KOHTPO MO BpEME Ha ITBPBHAA MECELL
oT JieueHHeTo ¢ ACE-uHxubuTop.

JIMTHH
EnHOBpEeMEHHOTO NMPUIOKEHHUE HA JIMTUH M NEPHHAONPUI IO NPHHLMUI HE ce NMPENnophyBa (BXK.
T. 4.5 JlekapCTBEHH W ApyrH B3aUMOACHCTBHA).

Kanuii cexpaHsBalid AWYPETULIM, KalHeBU JAO0OABKA WM KATWH-CBABPIKAIIH 3aMECTUTENH Ha
TPANE3HA COJI

[Io npuHIMN He ce npenopbuBa KOMOWHHpaHe Ha MEPHHACIIPHA H KaJlHH-CBXpaHABaLM
IHYPETULIH, KAJHEBH N00aBKH MM ChIBPKALIY KAJIHH 3aMECTHTETH Ha Tpalle3Ha coll (BK. 4.3
JlekapcTBEHH U OPYTH B3aMMOICUCTBHS).

bpeMEeHHOCT

Tepanusa ¢ ACE-unxubnropu He TpiaGBa Oa ce 3amoyBa Mo Bpeme Ha OpeMeHHOCT. Ilpu
MalMEHTKHUTE, IIPH KOMTO NpoJbKaBaHe Ha 3anoyHaroro JedeHne ¢ ACE-nnxuburop ce cMaATa
38 HAJOXKHTEIHO € HeoOxXonumo, NpM IUIaHHMpaHe Ha OpeMEeHHOCT Ja C¢€ CMCHH
AHTHXMIIEPTEH3MBHATA Tepanud ¢ alTepHATHBHA, C YCTaHOBEH npodua Ha Oe30MacHOCT [0
BpeMe Ha OpeMeHHOCT. AKO ce yCcTaHOBH OpemenHocT, neueHnero ¢ ACE-raxubutopn tpsadsa
71a e NPeyCTaHOBH He3abaBHO, M aKo € MOJXOAAILO J1a ¢ 3all0YHe AITEPHATHBHO JICUEHHE (BHX

T. 4.3 n 4.0).

JlakTO3a
[Topagu HanWuMe Ha JaKTO3a, TO3HM JIEKApCTBEH MPOLYKT HE TpaOBa Ja ce HW3NoJ3Ba INpH

MAlMEHTH C BPOJEHA rajakTo3eMHsA, IIIOKO3Ha WM TaTaKkTo3HAa ManabcopOLMs HIIHM JIaKTaseH
nehUIINT.

4.5. B3aumMoaeiicTBue ¢ JPYry JEKAPCTBEHH NPOAYKTH H APYrH opMH Ha B3aUMOJAEHCTBHE

Auypetuiu

[IpK Mal{eHTH, IpHEMalllH JHYPETHIIH, 0OCOOEHO TaKHBa C AEXHIPATalMA M/UIH BOJHO-COJIEBHU
HapyllleHHd, MOXXe a2 ce HadmoJaBa NMPEKOMEPHO MOHWXABaHE HAa KPBBHOTO HANATAHE CIEN
HayanoTo Ha Tepamuata ¢ ACE-uaxubutopH. BeposaTHOCTTa OT XHNIOTEH3UBHH €(PEKTH MOXKE A2
ce peAyllMpa upe3 CIHpaHe Ha OAMYpeTHKa, yBelM4YaBaHe Ha obeMa WM MpHEMA Ha COJ MPeAM
HA4YAJIOTO HA TEPAIIMATA ¢ HUCKHM M HAPACTBAIIlM J03H NEPUHIAOMIPHIL.

Kanuepu A00aBKH, KANMU-CHXPAHIBAIIM AMYPETHIIA MM 3aMeCTHTeNH Ha roTBapcKara Co,
ChABDXKALIY KaJIHH

Brerpekn, 4e CepyMHMAT Kandid OOMKHOBEHO OCTaBa B HOPMAHH TPAaHUIM, XHIICPKATHEMHS
MOX€E Ja C€ YCTaHOBH IIPH HAKOM mnauuenTH. Kanuii-chxpaHsBalld AHYPETHIM (Hamp.
CIIMPOHONAKTOH, TPHAMTEPEH HIH aMHIOPHA), KAJIMEBHTE NOO0aBKHM HIM CBHABPKALUNTE KaJIHH
3aMECTHTENH Ha TOTBapCKaTa COJ MOraT Ad AOBEAAT /10 3HAaYHMMO YBEIM4YaBaHE Ha CTOHHOCTHTE
Ha cepyMHHua kanumid. Ilo Tasu npuyHMHa, KOMOMHHMpAHETO HAa TIEPHHJONPIUl ¢ rOpernoCoO4YCHUTE
MEIMKAMEHTH HE ce npernopbysa (BkK. 4.4). A0 eIHOBpeMEHHATa ynmpeﬁa 'ernc};(a:?.aﬂa, nmopajau

[pociaeiABaHe Ha CTOHHOCTUTE HA CEPYMHUS KaIHH. [. *-'.:
r




JInTHi

Ama cnobinenns 3a 00paTUMO NMOKaYBaHE Ha CEpyMHATa KalnHeBa KOHLICHTPAUMA H TOKCUYHOCT
10 BpeMe Ha €AHOBPEMEHHOTO NpuiokeHHe Ha NUTHA U ACE-uHxuOuTOopH. ENHOBPEMEHHOTO
IPHIOKEHUE ¢ THA3UAHN JAYPETHIIA MOXE J1a YBEIMYHY PHCKa OT JIMTHEBA MHTOKCHKALMA M 1A
ycuJIM moBHlIeHaTa 0T ACE-HHXHOUTOpHUTE TMTHEBA TOKCHIHOCT. YIOTpeOaTa Ha NEPHHAOIPHI
€JHOBPEMEHHO C JIMTUH HE ce NpenopbyBa. AKO Bce MaK KOMOHMHHMPAHETO MM CE€ NpHeMe 3a

HEOOX0AMMO, TpAOBa Ja ¢¢ M3BBHPLIBA BHUMATENHO NPOCIICASBAaHE HA CEpYMHHUTE HHBA HA JIUTHAL.
(BHX T. 4.4).

Hecreporann npoTuBoBb3nanuTe Hd cpeacrsa (HIIBC), Bk, aneTHa caaHIiIoBa KHCEINHA

>3 g/neH

[I[ppeMaHeT0 Ha HECTEPOHMAHM IPOTHBOBB3NAIMTENHH CPEIACTBA MOKE Ja HaMalM
anTuxunepreH3uBHua edekT Ha ACE-unxubutopure. B pomennenne, HCHBC u ACE-
MHXHOWTOPUTE UMaT aJUTHBEH €(eKT 33 MOBHIIABAHE HA CEPYMHHs KaIHH H MOrat Jia A0BeJaT
N0 BJIOIUaBaHe Ha OLOpeunaTa Gyukuua. OOuKHOBeHO Te3H edekTH ca 00paTHMH. Paako Moxke
Ia C€ MoABH OcTpa OBLOpEYHa HEAOCTATBYHOCT, OCOOEHO MPH MALMEHTH ¢ KOMIIPOMETHpaHa
OnOpeuHa PYHKIHSA, KATO HATIpUMEP MTO-BB3PACTHH UIIH. ACXUAPATHPaHH MMAllHEHTH.

AHTUXHUIICPTEHIWUBHHU CPEACTBA M BA3OAMJIATATOPH

EnHoBpeMEeHHOTO M3MO0I3BaHE Ha TE3M CPEACTBA MOXKE JIa YBEINYH XMIIOTEH3UBHUTE €QEKTH Ha
NEpUHAONPUI. EMHOBpEMEHHOTO NMPHUIOKEHHE ¢ HATPOTMHLUEPHH H APYTH HUTPATH WA IPYTH
Ba30JIMJIATATOPH MOXE JOMBJIHUTENHO Aa IOHUKHU KPHBHOTO HAIATaHe,

[TepopaliH¥ IPpOTHBOIMAOECTHH MEAUKAMEHTH U HHCYJIHH

EnuvaeMuoNorHyHM Npoy4YBaHHA YCTAHOBABAT, ue€ e€AHOBpeMeHHata yrorpeba Ha ACE-
MHXMOUTOPH M aHTHAUAOETHH NPpOAYKTH (MHCYJIMH, NIEpOpaIHi XHITOTIHKEMH3HPAIH CPe/ICTBa)
MOJXKE J1a NIPEAN3BUKA TIOHK)KABAaHE HA KPHBHATA 3aXap M PUCK OT XUNOraukeMHs. Tosu edekT ¢
MO-BEpOATHO Ja Ce pa3BHe IIpe3 ILPBUTE CCAMHLM Ha KOMOWHHPAHOTO JICYEHHE W IIpH
MaIMEeHTH ¢ OBOPEYHO YBpEKIAHE.

ALIETII CATMIIMIOBA KHCEIWHA, TPOMOOIUTHLM, GeTa-010KepyH, HUTPATH
[lepungonpun MOXE Ja C€ H3M00J3Ba €JHOBPEMEHHO ¢ AaLETHICAIHIMIOBA KHCEJHHA,
TpOMOOIUTHUIIH, OeTa-010KepH WM HUTpaTH.

TPpUIHKIHYHA aHTHACTIPECAHTH/AHTUIICHXOTHLIW/ aHECTETHLIH
EMHOBpEMEHHOTO M3MOJ3BaHE HAa HAKOH aHECTETUYHH JIEKAPCTBEHH MPOAYKTH, TPHUMKIHYHH

AHTHACTIPECAHTH M AHTUNCHXOTHUM ¢ ACE-uHxuOuTopH MOXE Ja Hma 32 pesynrar
NOIMBJIHUTETHO HAMAJIIBaHE HA KPBBHOTO Hansrane (Bx. 4.4).

CHMMOaTHKOMHUMETHIIA
CUMNaTHKOMHMETHLIMTE MoOraT JAa HaMaisT aHTHXHnepreH3uBHMAT edexkt Ha ACE-
HHXHONTOPHTE.

3naro

MMa cpoOleHKs 33 NoABaTa Ha HUTpaTo MOAOOHH peakluHd (CHMIITOMH Ha Ba30JHJIaTalysi, KaTo
3aYepBsABaHe, raJeHe, 3aMaiiBaHe M XMIIOTOHHS, KOHTO Morar Aa OBJaT J0CTa TEXKH) CIeX
HH)XEKTHPaHEe Ha 37aTHW NMPOAYKTH (Hamp. HATPHEB aypoTHomanar). Te3u cHMOTOMH ca Ouimu
MO-4eCTH NPH NaUMEHTH, npoBexaamu jJeuyeHue ¢ ACE-HHXuOUTOpH.

4.6. BpeMeHHOCT M KbPMEHE e T

BpeMeHHOCT ,, e “1z, N
Vnorpebata Ha ACE-MHXMOMTOpH He ce NpenopnyBa Ipg lI'EpEPIFI rp}m"e p Ha
6peMeHHoCTTa. Ynorpebara Ha ACE-HHXHOKWTOPH IO BpeMe Ha B t:)pﬁﬂ 7t TpeTHH Tp‘gam THp Ha

GPEMEHHOCTTA € NIPOTHBOINOKA3HA. \ LA _j .




EnuaeMHONOrMYHNTE JaHHH OTHOCHO TEPATOreHHMA PHUCK BeneacTBHe npunoxeHHe Ha ACE-
HHXMOHTOPH IO BpEME Ha ITbPBHA TPUMECThP Ha OpEMEHHOCTTA HE Ca YOSIUTETHH, HO BCE IAK
He MOXKE JIa C€ H3K/IKOYM H3BECTHO IOBHIICHHE Ha TO3HM pHCK. IIpH mamMeHTKHTE, NpH KOHUTO
MpOALIXKABaHE Ha 3anmo4yHaroto nedeHue ¢ ACE-unxuburop ce cmATa 32 HANOKHTCIHO €
HeOoOXO0aUMO, TIPH TUIAHUpAHE Ha OpeMEHHOCT Ja ¢¢ CMEHH aHTHXMIIEPTCH3HBHATA TEpanuA C
alTEPHATHBHA, C YCTaHOBEH MNpodun Ha Oe30MacHOCT MO BpeMe Ha OpeMEHHOCT. AKO ce
yCTaHOBH OpemenHoct, nedenrero ¢ ACE-unxubutop TpsbBa aa ce NpeycTaHOBH HE3a0aBHO W
aKO € MOAXOMIIO [a CE 3all0YHE ANTEPHATHBHO JICUEHHE

[Ipunoxenuero Ha ACE-uaxubutopy no BpeMe Ha BTOpPHA M TpPETHA TPHUMECTHED HA
OpeMEHHOCTTA € CBBP3aHO ¢ YBpeXKJAaHe Ha Ioja (moHmKeHa ObOpedwHa ¢YHKUNA,
OJIMTOXHIAPAaMHHOH, XHIIOILUIa3Md Ha dYeperna) M HoBopoAcHOTo (ObOpeuna HeZOCTAaTHYHOCT,
XMIIOTOHHA, XHIIEPKaIHeMHs ).

AKO c€ yCTaHOBM ekcrmo3uuua Ha ACE-UHXUMOMTOpPHM OT HAYaloTO HA BTOpHA TPUMECTBD Ha
OpEeMEHHOCTTA, € MPEeNOPBYKHTEIHO YATPa3BYKOBO H3cIe[BaHe 3a mpocneasBaHe Ha 6pOpeyHaTa
(YHKLMA U Yeperna.

Hosoponenu, guuro Mmaiiky ca mpueMaay ACE-unxubutopH, TpsOBa CTPHKTHO Ja OBAAT
IIPOC/IEAABAHH 32 10ABA HA XMIIOTOHHUA.

Kspmene
He e u3BecTHO Jajid NMEPHHAONPHUI c€ EKCKpPETHpa B MaiYMHOTO MJISIKO IpH Xxopa. [lopaan ToBa
ynoTpedaTa Ha NEPUHJICNPH] MO BpEME HA KEPMEHE HE CE NPENophYBa.

4.7. EdexTH BLpXy cnocobHocTTA 32 opupane u padboTa ¢ MALLHHH
[Ipu wiodpupane ¥ pabora ¢ MaluHH, TpAOBa Ja ce B3eMe MOJ BHHMaHHE BB3MOXKHOCTTA 32
10ABA HA OTNAJHAJIIOCT K 3aMaiBaHe,

4.8. Hexkes1aHH 1eKAPCTBEHU peakinM

ClegHUTE HEXENAHM pEaklMe ¢a HaOmroJaBaHH M OMMCAaHM B X0Ja Ha JICYCHHE C NCPHHAOIIPHII
ChC CHOTBETHATA Y€CTOTA: MHOTO uecTH (>>1/10), yectu (>1/100 mo <1/10), Hewectn (=1/1 000 no
<1/100), peaxu (>1/10 000 g0 <1/1 000), mHoro peaxu (<1/10 000), c HeU3BECTHA YeCcTOTA (He
MOXMKE 12 OBbJEe YCTAHOBEHA OT HATWYHUATE JaHHU)

Hcuxuunu napywenus:
HeuecTH: pascTpOHCTBA HAa HACTPOSCHHETO WIIH ChHA.

Hapywenus na nepenama cucmema.
YecTH: rmapo0oMe, 3aMasgHOCT, CBETOBBPTEXK, MAPECTEIUM.
MHoOro peJKku: 00BLPKaHOCT.

Hapywenus na oyume:
YecTH: 3pUTETHU HAPYLICHHUA,

Hapywerua na yxomo u rabupunma:
YecTH: uryM B ymure,

Cvpoenno-cv008U HAPYULEHUA!

YecTH: XMNOTOHUA U €(PEKTH, CRBP3aHK C XUIIOTOHHUATA.

MHOro penkH: apMTMHA, AHIMHA MEKTOpHC, MHUOKapAeH WHQapKT HIH MO3IbYHO-CHAOB
MHILMJICHT, BEPOATHO BTOPUYHO, MTOPaJH U3pa3cHa XHUIIOTOHHUA NPH BUCOKO DUCKOBH ITALHEHTH.

Pecnupamopru, epeonu u meduacmuHanny HAPYULEHUSL.
Yectu: KamnHua, AHCTIHEA. |
HeuecTu: OpoHxocna3bm. e T
MHOro peiki: €03uHO(MHIHA [THEBMOHHS, PHHHT. e |



CmoMauHo-4peeHy HApYIEHUA.

YecTH: rageHe, nopprliaHe, kopeMHa 0ojika, ABCencusd, AMapus, KOHCTHIALHUA,
HeuecTH: cyxora B ycrara.

MHOro peaKu: naHKpeaTHT.

Xenamo-ounuapru HapyuweHun.
MHOro peaku: LUTONMUTHYEH WIH XOJXECTATHYCH XEaTHT.

Hapywenus na koocama u nOOKOXCHAMA mMovKaH.

Yectu: obpus, chpodek.

HeuecTd: aHTMOHEBPOTHYEH OTOK HA JIMLIETO, KpaHWIMTE, YCTHHTE, €3MKa, INIOTHCA H/WIH
JapyHKCa, YPTUKapHUA.

MHoro peaKu: epureMa MyJITH(OPME.

Hapywenus Ha MCKYIHO-CKenemHama cucmema 1 CoeOUHUMeARama muvKau.
HecTH; MYCKYJIHU KpaMIIH.

Hapywenun na 6vopeyume u nuxounume nomuwa:
Heuectu: HapymeHa 050peuHa GpyHKIIHA.
MHoro peaxu: octpa 6b0pevyHa He10CTATEYHOCT.

Hapywenun na ev3npouszsooumennama cucmema u 2vpoama:
HeuyecTd: HMIIOTEHTHOCT.

Obwu Hapywenus u ehexmu Ha MACIMOMO HA NPUIONCEHUE:
YecTH: acTeHM.
HeuecTu: u3norsBaHe.

Hapywenua na kpvema u aumgnama cucmema:

[ToHmkaBase Ha XEMOTTIOBHMHA M XEMATOKPUTA, TPOMOOLIHTOIIEHHA, IEBKONICHHS/HEYTPONICHHS H
cIy4yad Ha arpaHy/JoLMTO3a WIM NaHUMTONEHHA ca OMan HabmoaaBaHH MHOrO panko. MHoro
PAIKO ca GHIH CHOGIABAHM ClIydal Ha XEMOJIMTHYHA AHEMHA MPH NALEHTH ¢ BPOJEH ACPHUMT
Ha IVIKK030-6-Qocdar gexuaporeHasara.

HzcnedeanuA:

Morart na ce TogBAT IOBHIIIaBaHe Ha CTOMHOCTUTE Ha KpbBHATa ypes W ILUIa3MEHHSA KPEaTHHHH,
XHnepkamieMus (o6paTHMa ciel TIpeKhCBaHe Ha NpHeMa), OCODEHO IpH HaJAH4YACTO Ha
OBpOpeyHa HEAOCTATHYHOCT, TEKKA CBPACYHA HEeJOCTATRYHOCT H PEHOBAa3aIHA XHUNEPTOHHA.
Pinko ce choOmaBa 3a MOBHIUEHH CTOHMHOCTH HAa YEPHOAPOOHHMTE €H3HMH H CCPYMHUA
OMNHUpYOUH.

Krunuvwnu npoyusanus

[To BpemMe Ha MepuoAa Ha paHIOMH3MpaHe Ha nanueHTHre B npoydysaHero EUROPA, ca
MpocNeasBaHH CaMO CEPUO3HHTE HEXENaHHA ChOMTHUA. HAKOIKO MAalHCHTH ca MMajld CEpHO3HH
HeXelany ¢pOUTHA: choTBeTHO 16 (0.3%) oT 6 122 nauueHTH, NOTyYaBallld NEPUHAONPHT, B 12
(0.2%) ot 6107, monyvyapamy nnanebo. B rpynata Ha MauMeHTHTE, NOJIYyYaBally NEPHHACIIPHII,
XHOOTOHHA € HabmiogaBaHa NpH 6 NallMeHTH, AHCHOEAeM TIpH 3 MalHEHTH H BHE3AMEH ChPACUYCH
apecT npH 1 naumeHT. IloBedye mamMeHTH ca OTNaAgHaAM OT MPOYYBAHETO NMOpajH KalllKMua,
XUIIOTOHUSA WM HEIMOHOCHMOCT, B I'PYIAaTa, JIEKYBaHU ¢ MEPHHIONPHJ, OTKOJIKOTO B Ipymnara,
JIEKYBaHM ¢ IL1anebo, 6% (n = 366) cupsamo crorBeTHO 2.1% (n = 129).

4.9. Ilpeno3upane -

HMMa orpaHH4eHH OAHHH OTHOCHO IIPEAO3HPAHETO IPH XOpa. CHMHEMEW"@EEWQMWH@ C
ACE-urxuOuTOpH MOraT [a BKIKOYBAT XHUIIOTOHHA, uﬂpl{yﬂa;rﬁgﬂﬂ “IIOK, “EJEKRROMNTHH

HapyuieHus, ObOpeuHa HENOCTATBYHOCT, XHICPBEHTHIAUMA, [/ Ta)fh@pgﬁa;{}} allMu,
Opaaukapavs, 3aMallBaHe, HECMOKOUCTBO, KallIULIa. T e
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[IpennopbYHTENHOTO J€YEHHE TMpH NpPeAo3upaHe BKINYBA WHQY3WpaHE HA CTaHIAPTCH
¢H3HOJOTHYEH Pa3TBOp. AKO C€ YCTaHOBH XHWIIOTOHHA, NMALACHTHT TpAOBA Ja C€ MOCTaBH B
nerHano nonoxeHue. Tepanus ¢ MHGY3HA HA aHTHOTEH3MH 1l W/HIH BEHO3HM KaTCXOQJaMHHH,
ChILO MOXKe Ja Obje uanonspaHa. [lepuHaonpua MoXe Ja ce eMHMHUHNpPA YPe3 XEMOAHAINA3a, HO
HE 4Ype3 BUCOKOMPONYCKIMBM MOJHAKPHIHUTPUIHN MeMmOpand. IlpH HamM4yue Ha
MEIWKAMEHTO3HO PE3UCTEHTHAa Opaaukapausa € MNOAXOMAIIO IIOCTaBAHETO Ha BPEMEHCH
pacemaker. HeobxoauM € NOCTOSHEH KOHTPOJ Ha BHUTAIHMTE TI0KA3aTEeIH, CEPYMHHUTE
eJIEKTPOJINTH H KpeaTHHHHA.,

5. PAPMAKOJIOTUYHHU CBOUCTBA

5.1. PapMakogMHAMHYHH CBOMCTBA

ATC xog C 09 AA 04

[lepungonpun € HHXUOHTOP Ha €H3MMA, KOHNTO KOHBEPTHpPA aHTHOTEH3HH | B aHrHOTeH3uH [l
(anruoTeH3nH koHBeptwpall ¢H3nM, ACE). KoueepTHpalllHAT ¢©H3HMM, WJIM KHHa3a,
MpEeACTaBIABA €K30MEeNTHIas3a, KOATO IMO3BOJISBA KOHBEpCHA HA AaHrMOTEH3HH | BbHB
BAa30KOHCTPUKTOPa aHTHOTEH3MH II, KakTO M OTroBapsu] 3a pasrpadJIaHETO Ha Ba3oAMIaTaTOopa
OpagWKUHUAH 10 HEAKTHBEH XEKTAalEeNTH,

Muxnbunuara Ha ACE uMa 3a pe3yaTaT peAyKunsa Ha aHruoteH3dH L B nasmara, KO€TO BOAM
[0 YBeJIMYEHa IU1a3MEeHa PEHWHOBA AKTHBHOCT (4pe3 HHXHOMLMA Ha OTpHULATEIHATa o0paTHa
BpB3Ka 33 OCBOOOXKIaBaHEe Ha PEHHH) M HamaieHa cekpelns Ha angoctepoH. Twil kato ACE
UHAaKTUBHpa OpaaUKUHUAHA, HEroBaTa MHXHOMLMA UMa 3a pe3yJTaT NOBHIIABAHE HA aKTHBHOCTTA
Ha LUHMPKYJHPALIATE M JIOKAJIHH KATMKPEHH-KMHUHOBH CHUCTEMH (M MO TO3H HAYHH CBIIC TaKa
aKkTUBHMpaHE Ha MMpOocTariaHJAMHOBaTa CUCTEMa). BB3MOXKHO € TO3M MEXaHH3bM J1a JONPHHACA 33
IOHHKABAIOTO KPBBHOTO HansAraHe jeictBie Ha ACE-MHXHOMTOpHTE M OTYacTH Aa €
OTTOBOpEH 32 TEXHHTE CTPaHHYHM €(deKTH (HaIp. KalIuua).

[lepuHaonpun AEHCTBA Yype3 CBOA aKTHBEH MeTabomuT mepHHaonpuiar. Jpyrure MeTabolInTH
He noka3BaT HHXuOuus Ha ACE akTUBHOCTTa HH BUTPO.

XUNEepPTOHUA
[lepunaonpun € AaKTHBEH TNPH BCHYKM CTCIIEHHM Ha XUIIEPTOHHA: JIEKa, YMEPEHA, TEXKKa;
Ha0/TI0/1aBa ¢€ MOHMXKABaHE HA CTOMHOCTHTE Ha CHCTOJHOTO H AHACTOJHOTO KPBbBHO HAaAraHe,
KaKTO B JIETHAJIO IIOJI0XKEHHE Mo rpb0, Taka U B H3MPABEHO MONOKEHHE.

Ilepunponpun HaMalsaBa NEpHPEPHOTO CHAOBO CHIIPOTHUBICHHE, KOETC BOAH N0 NMOHKIKaBAHE Ha
KPBBHOTO Hansrade. BeiefcTBHe Ha ToBa ce yBenudaBa nepudepHHs KpbBOTOK, 0e3 edext
BEPXY ChpPJACYHATA YECTOTA.

Kato npaBullo ce¢ yBenauyaBa OBOpEUHHMAT XPBBOTOK, AOKATO CKOPOCTTa Ha TJIOMEpPYJIHA
¢untpauus (CI'P) 0OMKHOBEHO OCTaBa HEMPOMEHEHA.

AHTHXHUIIEPTEH3HBHATA aKTHBHOCT € MaKCHMallHa MExay 4 U 6 4. cieq MpueM Ha €IMHHYHA
71033 ¥ IIPOAB/DKABA NOHE B Tedenue Ha 24 4.: 87-100% oT edexTHTe NOMaAaT B MEKIYNHKOBHTE
CEKTOPM.

CrnagbT Ha KpBBHOTO HaJsiraHe HacTehnea Onp30. IIpH mnoBnHaABamM €€ MNaLMEHTH,
HOpMaJu3auMs ce MOCTMra B paMKHTe Ha 1 Mecell W mnepcucTHpa Oe3 TNOsBABaHE Ha
Taxudunaxcus.

CnupaHeTo Ha JIeYCHUETO HE BoAH 10 pebayHa edekrt. [lepuuaonpun HaManaBa JICBOKaMEpHATa
Xuneprpogus.

Jlokas3aHo e, ue MpH Xopa NepHHIONPHI [TOKa3Ba ChAOpa3MpsaBalM ceoiicTBa. Toi moxoOpsisa
eIaCTUYHOCTTA Ta IOJIEMHTE apTEpHM H HAMaJi®xBa OTHOLUCHHETO MB,E[HH/J]YM@H Ha MajIKUTe
apTCpHH. o

CrnoMaraTellHa Tepanua ¢ THa3WJIeH JUYPEeTHK BOOW 10 cHHeerﬁ .OT., GAUTHBEH THIL.
Kombunauusara or ACE-nHXHOMTOp M THa3Wj CHLIO HAMRJiABa pucka OT. %Hfmlcmmemm
peaH3BHKAHA OT AUYPETHYHOTO JECYEHHUE, fli N T w.
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[laneHTH ¢Bbe cTabuiiHa dopMa Ha KopoHapHa 00JECT Ha ChPLETO

[Ipoyuranero EUROPA ¢ MHOTOUEHTpPOBO, MEXAYHApOIHO, PaHAOMH3NPaHO, ABOHHO-CIIAINO,
r1anebo-KOHTPONIMPAHO KIHHMYHO NPOYYBAHE, C NPOABIDKUTENIHOCT 4 TOTHHH.

JIBaHajeceT XU ABecTta U oceMHageceT (12 218) nanueHTH Ha BB3pacT Haj 18 roguHu ca
OUnK paHIOMU3NPAaHH Ha nepuHaonpu 8 mg (n = 6110) uax nnauedo (n = 6103).

[TonynaiuaTa, BKJIOYEHA B [IPOYHYBaHeTO, € OHIa ¢ AoKa3zaHa KOpOHapHa 0OlIeCT Ha CHPUETO,
0€3 KIMHHYHM MPH3HALK 3a ¢hpAeyHa HeaocTaTbyHOocT. O0mio 90% OT MalMEHTHTE ca MMAIH
[IpeALIECTBAINNY MUAOKapAeH HHPApKT W/WiK pesacKynapuasalusa, MeaMKkaMeHTO3HaTa Tepanus B
npoy4YyBaHCTO € Ouna noGaBeHa Ha (OHA HAa KOHBEHUHOHATIHA TepanHsa, BK/IKHYBAIlA
aHTHArperaHTH, JHITHAO-IIOHMXAaBallld MEAUKAMEHTH U GeTa-010KepH.

OCHOBHMAT KpUTEpUH 3a ¢(PEKTUBHOCT € DI KOMOUMHAIMATa OT CHPACYHO-ChA0BA CMBPTHOCT,
HedaTajleH MHOKapAeH HHQapKT W/WIK ChPAECUEH apecT ¢ yenellHa pecycuuTanus. JledeHnero ¢
MEPUHAONPHI 8 mg BeJHBXK JAHEBHO € JOBEIO N0 3HAYUTENHO abCOMOTHO HaMaleHHE Ha
OCHOBHAaTa KkpaiiHa Touka ¢ 1.9%, ChLOTBETCTBALIO Ha pelaTHBHO HaMalcHHE Ha pHCKa ¢ 20%
(95% CI1 [9.4; 28.6] - p<0.001).

[Ipu nmanueHTHTE ¢ IpeaIIecTBall MHoKapAeH HHPAPKT W/UIH peBacKynapu3auus, abcomoTHOTO
HaMaJIeHHe Ha pUcKa e 610 2.2%, CHOTBETCTBALIO Ha PelaTHBHO HAMaJIeHHE Ha pUcKa ¢ 22.4%
(95% CI) [12.0; 31.6] - p<0.001) no oTHoILEHHE HAa OCHOBHAaTa KpaHHA TOYKAa, B CPaBHCHME C
m1auebo.

5.2. PapMaKOKHMHETHYHH CBOWCTBA
Cnen nepopanHo NpHEeMaHe, MEPHHAONPUHI ce pe3opOupa OBpP30 H NMHKOBH KOHICHTPALIMM CE
NocTHraT B paMkute Ha | 4. buoHanvynocrra My € 65 o 70%.

Okono 20% ot ob6moto konwdyecTBO abcopbupaH MepuHIAONPHI C€ KOHBEpPTHpPa B
[IEPUHOONPHUIAT, HETOBUA aKTHBeH Meraboautr. OcBeH [0 AaKTHBHHA II€pHHAONMPUIAT,
ICPHHAOIIPHII Ce pasrpaxia A0 ome 5 MeraboiMTa, BCHYKMUTE HEakTHBHH. llnasmeHmart
NONYXUBOT Ha IMepuHaonpun € paeeH Ha 1 4. IlukoBa mma3MeHa KOHLEHTpalMA Ha
NEPHHAONPHIAT C€ NOCTUIa B pAMKUTE Ha 3 10 4 Y.

Tei KaTro NpHEMBT HAa XpaHa HAMAISIBA KOHBEPCHATA B NEPHHAONPHJIAT W CICAOBATEIHO —
OMOHaIMYHOCTTA, NEepUHAONPHI TpabBa Ja ce mpuiara OpajHo KaTo €IMHMYHA JHCBHA 03a,
CYTPUH Ha IJIaJHO.

ObeMbT HA pasnpenenende € mpuOau3urenHo 0.2 kg 3a HECBBP3aH NEPHHIAOMPUJIAT.
CBBbp3BaHEeTO ¢ MNPOTeHHH e <¢labo (CBBP3BaHETO HA MEPUHAONPUIAT C AHTMOTEH3UH
KOHBEPTUPAILMA €H3UM € No-Malko OoT 30%), HO 3aBHCH OT KOHLIEHTpaLMATA.

[lepuHponpunar ce oOraens B YpHHAaTa W IOJYKHBOTBT Ha HECBBbp3aHaTa (pakiuus ¢©
npubansurenHo 3 o 5 u. duconpanusTa Ha MNEPUHAONPHIAT, CBBP3aH ¢ AHIHOTCH3WH
KOHBEPTHUPALIHA €H3UM BOIH J0 “‘edekTHBEH" eTHMHHAIHOHEH ITOIYXUBOT OT 25 4., KOETO HMa
3a pe3yJITaT nocTurade Ha “steady-state” cien 4 auu.

Cnel MHOTOKpPATHO NPHIIOKEHHE, HE ¢ce HabMoaBa akyMyIHdpaHe Ha IEPHHIOIPHII,
EnMMHHMpaHeTO Ha NEpHHAONPHUIAT HaMalsiBa MpH Xopa B HalpeAHala BB3pacT M CHILO Taka
NpH NMalKUCHTH ChC ChpAcyHa MW 650peyHa HepocTaThYHOCT, [IpH OBOpeYHa HENOCTAaTBYHOCT €
KEJIATEIHA KOPEKIMSA Ha J03aTa B 3aBHCHMOCT OT CTENEHTa Ha YBPEKIAAHETO (KpeaTHHHHOBHA
KJIMPBHC).

JIHaTH3HHUAT KIMPBHC HA NEpUHAONPHUIIAT € paBeH Ha 70 ml/min.

KnneTHkaTa Ha neprHIONPWI € [IPOMEHEHA TIPH MALMEHTH ¢ [HMpOo3a: XENaTAIHUAT KIKPBHC Ha
MAaTEpPHATa MOJEKYyJa Ce peAyIHpa HanoaoBHHA. KoOaudecTBOTO oﬁpazyfﬁgﬁ AT
obaye He HaMaNABa M MO Ta3d NPHUYKHA HE CE€ Haara KOpeKUHs Ha ,IlDJSa’I‘:ﬂi‘fjf:f:"" RN
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5.3. IlpeaAKIHHHYHH 1aHHH 332 0€30MACHOCT

[lpy nmpoyuBaHe Ha XpOHHYHA TOKCHYHOCT (IIPH TUTBXOBE M MAMMYHH) IPHLENHHATE OpraHH ¢a
OBOpennTe ¢ 0OpaTHMH yBpEXKAAHHSI.

B npoy4Banus 1n vitro ¥ 1n vivo BE ¢€ HaOniogasa My TareHHoCT.

[IpoyuBaHHA 3a penpodyKTHBHA TOKCHYHOCT (TINBXOBE, MHIIKHM, 3aifiy M Ma¥iMyHH) He
YCTAHOBABAT IPU3HANM 33 SMOPHOTOKCHYHOCT WIIH TEPATOTEHHOCT. 3a HHXHOHTOpPUTE Ha
AHTMOTEH3HH KOHBEPTHpPAUIHUd €H3UM, ofade, xaro rpyna e OUl10 NOKa3aHo, Y€ UHAYLHPAT
HeOMaronpuaTHH e€(heKTH BBPXY KbCHOTO (eTamHO pa3BHTHE, HMAIIX 3a pe3ylTaT {(eTajHa
CMBPT H KOHICHUTAIHM eQeKTH IpU I'pu3auM U 3aiuH: ObOpeyYHH J€3UH H yBejIMYeHA NEpU- H
MOCTHATATHA CMBPTHOCT.

B oBparocpovHH npoy4dBaHHA BBPXY INIbXOBE H MHIIIKHM HE € YCTAHOBEHA KaHLIEPOre¢HHOCT.

6. PAPMALIEBTHYHH JAHHHU

6.1, CIIHCBK HA NOMOMHUTE BEeMIecTBA
CriaulMeR IHOKCHI, XHApohoOeH, KOMOHAEH.
Henyo3a, MUKPOKpPUCTATHA

JlakTo3a MOHOXHIpAT

Maruesues cTeapar

6.2. HecLBMeCTHMOCTH
He e [mpHinoxuMo.

6.3. CpoxK Ha TrOJHOCT
2 (oBe) TOAWHY OT JATATA Ha IIPOU3BOACTBRO.

6.4, Cniexuainy ycJ10BHA HA ChXPaHeHHe
[Tpu TeMneparypa noa 30°C .

6.5. /IaHHH 32 ONMAKOBKATA
bructrepu ot AIVAL domvo(ase ).
bpoill TablneTku B €1Ha onakoBka: 14, 20, 28, 30, 56 u 60.

6.6. CoenuaaHy npeana3sHd MepKH NPpHU U3XBbpJisaHe H padoTa
Hsmva cienmaniyl H3nCKBAHUS.

7. IPUTEXATEJ] HA PASPEILIEHHUETO 3A YIIOTPERA
Actavis Group PTC ehf

Reykjavikurvegur 76-78

IS-220, Hatnartjordur

HMcnanans

8. HOMEP HA PASPELNIEHUETO 3A YIIOTPEBA

9. IATA HA TIHPBO PAZPEIMABAHEMIOTHOBABAHE HA PASPEHIEHHETO 3A
YIIOTPEBA
10. TATA HA AKTYAJIN3ZUPAHE HA TEKCTA
FOmu, 2008 r.
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