KPATKA XAPAKTEPUCTHKA HA ITPOAYKTA



1.

HME HA JIEKAPCTBEHUS ITIPOIYKT

Ennpun 10 mg rabnerxu
Enpril 10 mg tablets

2.

KAYECTBEH U KOJIMYECTBEH C'I)CTAl

EHBHHMTEHHA ATEHUNA N0 IEKAPCTBATA

Kpamxa xapaxmepucmura na npogyxma  [Npusoxenye 1

Kom Poz. Ne V(O / K O’Z ?f

snume., SZFES 0300
Blgobperue Ae .......... P — Ui o]

Besika tabnetka ceappxa 10 mg enananpmios manear (enalapril maleate).
TToMolHO BeIeCTBO ¢ H3BECTHO AEHCTBHE: CBABPKA JIAKTO32 MOHOXHJIpAT.

3a TBJIHUS CIMCHK Ha TTIOMOIIHUTE BEIIECTBA BHXKTE TOUYKA 6.1.

3. JEKAPCTBEHA ®OPMA
Tabnerka

Kprrim, 6enn no nouty 6enH miocku TabneTky, ¢ pacera v nenuTeNHa YepTa OT eHaTa CTpaHa.

4. K/IMHUYHU JAHHU

41 TepaneBTHuHA NOKA3aHAN

EHHpIdJI € NOKAa3aH 3a JICUCHHE Ha:

1. Bcwuku crenenu Ha eceHIMaIHA XHIIEPTOHHA.

° Ilpy wmsnonseane 3a Nleuenwe Ha Aena, BX. Touku 4.2 J[o3UpoBKa ¥ HauuH Ha

ynorpe6a u 4.4 CneuyanHu HpOTHBONOKA3AHUS M CHEeLHATHH IIpeyTIpeKACHHI 3a

ynotpeba.
2. Bcuuku cTeneHH Ha ChpPACYHA HEIOCTATHYHOCT.

e ]lpu manmeHTH chc CHMITTOMATHYHA ChpJIeuHa HAJIOCTAThYHOCT EHNpHI € nokazan
CHIIO 32 NOA0OPABaHE Ha NPEXHUBAEMOCTTA; 3a6aBaHe TporpecHsATa Ha ChpACYHATa
HENOCTaTbYHOCT; HaMANIABaHe GPOs Ha XOCIUTANM3AIHHTE O TIOBO HA CBpACYHA
HEIOCTATHLYHOCT.

3. HsKkowu THTOBE peHOBACKY/ApHA XHIIEPTOHUs®,

Exnpun e nokasan 3a
4. TlpodunakTyka NpH NALKMEHTH CBC ChPACYHA HEJIOCTATBUHOCT **

e  Ilpu acumMnTOMHH NaukeHT!H ¢ AMCHYHKLMA HA JTSBaTA Kamepa 3a 3a0aBsuHe
Pa3sBUTHETO Ha M3ABEHA ChPJIeHA HEOCTATEUHOCT; HAMAABAHE Gpos Ha
XOCMHTAIU3ALMUTE 110 MI0BOJ Ha CHPACYHA HEIOCTATBYHOCT.
*  Ilpn nanyentn ¢ nepokaMepHa auchyHKIMS (PpaKLEs Ha H3TIACKBAHE HA JABA
kamepa paBHa Ha Wik 110]1 35%) 3a HaMaJIsBaHe YECTOTATA HA MHOKAP/HUTE HH(apKTH H
XOCIHMTATU3AUUHTE 110 OBOJ Ha HecTaOMIIHA CTEHOKApAus, HPUAPYKABAIH [I0SBATA HA
CHMITTOMATHYHA ChPJEYHA HEAOCTATBYHOCT.

* BIDK TOYKA 4.4 CHCI.IPIaJIHH IMPOTUBONOKA3aHHA U CIIELHAITHA NPEYNPEIKACHUA TIPH YIIOT, —
Ha

Hpunoskenne npu mawueHTy © IBYCTpaHHa CTeHO3a Ha O6B0peuHuTE apTepun WM CTeH);
apTepuaTa Ha eIMHCTBeH ObOpek.
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** BroK Touka 5.1. GapMaKoIHHAMUYHY CBOMHCTBA. Pesyntatu ot npoyusanero SO VB,
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4.2. Jlo3upoBKa 1 HAYMH HA NPHJIOKEHHE

ﬂowpomca

Tvif kaTo abcopbuusara Ha Tabnerkure EHOpr He ce MoRMMsBa OT NPHUEMAHETO Ha XpaHa, Te MOraT
Aa ce Ha3sHa4aBaT IPeJiy, [0 BpeMe M Cliefl XpaHeHe.

Hosara Tpabea na 6s1e onpenenena MHIMBHAYATHO B 3aBUCUMOCT OT Npoduia Ha mauuenTa (Bix.
TO4Ka 4.4) 1 OTrOBOpa Ha KPEBHOTO HANATAHE.

lleouampuuna nonynayus
OmMreT oT KINHWYHM M3MHTBAHHA © ynotpe6a Ha EHNpHN npu NeMaTpHYHM HALMEHTH
XHMNEPTOHHA € OrpaHuYeH (BK. ToukH 4.4, 5.1 u 5.2).

Xnnepronus

Hauannara noza e or 5 mg no Makcumanso 20 Img B 3aBUCHMOCT OT CTENEHTAa HAa XMIIEPTOHUATA U
CBCTOHUETO Ha NauyeHTa. EHnpn ce npuema equH bt anesHo. Ipn neka crenen Ha
XHIICPTOHHS NpeNopbUBaHaTa HayaiHa 103a € 5 mg 1o 10 mg nuepHo. Ciex HaYaTHATA 1032 npu
TatUeHTH CBC CHIHO aKTUBHPaHA PEHHH-aHTHOTEH3HH-AIOCTEPOHOBA CHCTEMA (Harp.
PEHOBACKY.1apHA XUIEPTORMS, HEAOCTHT HA COITM H/HIH BOAEH Ne(HITHT, ChpAeHa
ACKOMIICHCAIMA WIIH TEKKa XHIEPTOHAA) MOXKE 1a HACTBIIH MPEKOMEPHO NOHIKABAHE HA
KPBBHOTO Haslrane. [Ipu TakuBa nauieHTH NpeNnopbLYNTETHATA IILPBOHAYAHA 1034 & 5 mg Win
TI0-HHUCKA U JIEYCHHETO TpAGBa Aa 3aII04HE 10/ JIEKAPCKO HabmoIeHHe.

[IpenurecTBamo jeyeHue ¢ BUCOKU J03H AUYPETHLN MOXKE 11a AOBEAE N0 BPOAEH AeGHIMT U pHCK
OT XMIOTOHHA NPH 3aN0YBAHE Ha JieueHHe ¢ eHananpwl. HavanHa no3a or 5 mg wiu mo-HucKa e
TpCTIOPBIMTENHA PH TAKMBA MAIMEHTH. AKO € BB3MOMKHO, IHYPETHYHATA TepaIis TpabBa na 6bae
NpeyCTAHOBEHA 32 2-3 JHM Mpeay 3arodBaHe HA JICYEHHETO C Ennpun. bebpeunara dymxims u
CEPYMHMAT Kaauii TpsGBa Aa 6BAAT MOHHTOPHpAHH.

Obnyaiinata nogmkpykana g03a e 20 mg AHeBHO. MakcHMaIHaTa noanspkama no3a € 40 mg
JHEBHO.

Peno-packy;apna xanepronus

Tt kaTo penanHaTa hyHKUHMS U APTEPHATHOTO HANAraHe TIPY TaKWBa NAIUEHTH MOTaT Ja ObaaT
dyBeTBUTENHN KbM ACE nuxuGnpane Tepanusta ¢ Exnpun 61 TpA6BAIO JJa 3aMOYHE ¢ NO-HHUCKH
no3u (5 mg NHEBHO Wi no-Manko). Cliex ToBa 103ata Tps0Ba N1a ce ajanTupa B 3aBUCHMOCT OT
HHIMBUIYATTHATE HyXAW Ha NallieHTa. [I0BeYeTo NaumenTH ce OBIHABAT OT eHA Tab1eTka

20 mg Beanwk aHerHo. IpH marmenTy ¢ XHIICPTOHUSA, HAa KOUTO HETIOCPEACTBEHO IIPEH TOBA ca
OHIIH IPUIATARH Ty PETHIW, € HEOGXOANMO /12 C& MOIXOMHY ¢ IIOBHIIEHO BHUMaHHE (BXK.
crensamys naparpad).

ChubTCTBaA AHYPeTHYHA Tepanus Opu XHOCPTOHHUA

Crnien npuemManeTo Ha MbpBAaTa 1032 MOXE a CE TIOABM CHMITTOMATHYHA XHIOOTOHU, [I0-BEPOATHO
TIpH IaLMEHTH, KOUTO C€ JIEKYBAT MOHACTOAEM ¢ AMypeTHLH. [IpenopbuBa ce 0co6eH0 BHUMAHME
KbM TE3H NALMCHTH, NIOPaji|t BEPOATHOCT OT HapyIleH BOAHO-coneBu Ganauc. [IpuemMsT Ha
JMypeTHK Tpabpa na 6bae npeycTaHoBeH 2-3 AHU Npey HA4aN0TO Ha TepanMaTa ¢ Exnpun. Ako
TOBA HE € BE3MOXKHO, Ce MpHJlara /103a, I0-HMCKa OT HayanHara (5 mg JHeBHO WK I10-MaNKO) 710
ONPEAEIISHE HAa HAYAITHAS eheKT BBPXY KPBBHOTO Hansrane. CleJl ToBa 03aTa TpsA6Ba f1a ce
ajianTypa B 3aBUCUMOCT OT MHAWBHAYATHHTE HY>KIH Ha NMAMEHTA.

Ho3uposxa npu 6vbpeuna nedocmamvunocm
Haii-06mo unTepBanure Mexmy otnennure IpreMH TpsOBa Na ObaaT yIbIKeHH WK nozata=——_
HaMaJleHa. 4



HosupoBka npu 6E6pe Ha HeAOCTATHYHOCT

KIMpBbHC Ha KpeatnHuHa (CrCl) ml/min HavanHa f03a B mg/aeH ]
mexay 30 u 80 ml/min 5-10 mg Ha nen

Mesicry 10 1 30 ml/min 2,5 mg Ha aeH

no-mMajiko oT 10 ml/min 2,5 mg B IeHS Ha XeMOHaIH3a* * |

** Bak. Touka 4.4 CrieLMaIHi NpOTHROMOKA3aHUS H CIIELHATHY npeIyNpexeAeHU U MPEINasHu
MEpKH npu yniorpeda. Enanpunar ce otctpanssa upes quanusa. Jlozata 1pe3 JHUTE Ha
XEeMOIMaIk3a TPi0Ba Aa Ce a/lanTHpPa B 3aBUCHMOCT OT [IPOMEHHTE B KPBEBHOTO HAJIATaHE.

¢ Cobpaeuna HeJOCTATHLYHOCT/ ACHMITOMATHYHA JIEBOKAMEPHA ABCHYHKIHS

Ennpun mMoxe ma ce u3nonssa 3a neueHune Ha CUMITTOMATHYHA Chp/IEYHa HEAOCTATHYHOCT
00KYaHHO C IMyPETHLM K KOTaTo € MOAXOAAIIO C JUTHTATHCOBH TTTHKO3UIU WM 6eTa-6nokepu.
Havannarta nosa npu nauyesTy chc cuMIITOMaTHuHa ChpAE€YHA HEOCTATHYHOCT HIIH
aCHMITOMaTHYHA AHCQYHKIMA Ha JBaTa Kamepa e 2,5 mg u T4 Tp6Ba 1a ce MPHJIara oA cTpor
MEJIHIHMHCKH KOHTPOJI 32 OLIEHKA Ha HaYalIHuA eheKT BHpXy KPBBHOTO Hansrane. [Ipu
OTCBCTBHETO Ha CHMNITOMATHYHA XHIIOTOHHMS MITH CJle] €(peKTHBHOTO U OBJAAABaHE CJIeN
3aNovBaHE HA TepanusTa ¢ EHNpu npu chpaedHa HeNOCTaTBYHOCT, 103aTa TPAOBA MOCTENEHHO
Ja Ce yBenuiasa 10 A0CTUraHe Ha obnyalinata mopabpxama noza ot 20 mg, npHeMana
CAHOKPAaTHO MITH pasie/IeHa Ha [iBa NPHEMa, B 3aBHCHMOCT OT MOHOCHMOCTTA Ha NALHEeHTa.
AllanTHpaHeTO Ha I03aTa MOXE 12 CE HATPABH B paMkuTe Ha 2 10 4 ceamMuuM. MakcumanHata
noza e 40 mg, pas/ienieHa Ha ABa PHEMA THEBHO.

l'[pe;:mo;ero TATPHUPAHC HA 103aTa Ha EHHpPIJ'[ IIPH NAIHEHTH CBhC CHPACUHA HEAOCTATHYHOCT/
aCUMIITOMaTHYHAa IIPIC(byHKIII/I}I Ha JidBaTa KaMepa

Ceamuma Jlo3a (mg/nueBHO)

Cenmuna 1 1-3 nen: 2,5 mg nueBHO* €IHOKpPaTHO
4-7 nen : 5 mg IHEBHO, pasesieHa Ha 1Ba
npHeMa

Cenmmua 2 10 mg nHeBHO exHOKpaTHO WM pasfieneHa Ha
[lBa nprieMa

Cenmuna 3 u 4 20 mg HEBHO ETHOKPATHO WK pa3/ielieHa Ha
ABa npHemMa

*CrienmanHy NpenasHA MepKy TpsGBa a ce B3eMaT NpH NaUKEHTH ¢ yBpeseHa 6p0peuna
(hyHKIKS MM NPHEMAIIH [UypeTHIM (BXK.TouKa 4.4)

KpbBHOTO Hansrase u 656peynara dbyHkuus TpsibBa Ja 6bAaT NpoCchenIBAHH BHEMATEIHO KAKTO
TIPE/H, Taka M CJIeJ| 3a104BaHe Ha JiedeHneTo ¢ Exnpuu (Bxk. Touka 4.4), nopaau ceo6uienus 3a
HaCTBIBAHE HA XWIIOTOHMA U (TIO-PS/IKO) Ha Moc/eABala 650peuHa HeOCTATEYHOCT., Ipu
TaITHCHTH, JIEKYBaHH ¢ JHYPETHLW, J03aTa Tps0Ba /1a Ce HAMANH, aKO € BB3MOMHO OLIE NPEH
3ano4BaHe Ha TepanusTa ¢ Exnpr. IlossaTa Ha XMIOTOHMS ciie MpUiarane Ha HAYAHA 1034
EHMpu He 03Ha4aBa, ye XHIOTOHNUS IIe BH3HUKHE NPH [I0-HATATHIIHA Tepanus ¢ Exanpun u ue
HaJjlara NpexparsBaHe Ha 3an04HaNOTO JieyeHue. Heo6xoammo e chimo Taxa na 6baat
TNpOCIICIBAHA HABOTO HAa CEpyMHUs Kamuii i Gu6pevnara GyHKIms.

Ynompeba npu nayuenmu 6 cmapuecka evspacm

Ho3ata Tps6sa na 6ble choGpasena c 6xGpedHaTa (yHKUWS NpH NalHeHTH B cTapuecka BE3PacT
(BX. Touka 4.4).

Ynompeba npu neduampuunu nayuenmu //
ITpu maryeHTH, KOUTO MOTAT Aa MOTIIBINAT TabneTku, no3arta Tpsa6Ba na 6w1e onpe}d,’é._‘_l_éﬁa"
MHIMBU/aJIHO Criope] NpodHia Ha MALMEHTa ¥ OTFOBOPa Ha KPBBHOTO HaJlAraHe. | ," o
IIpenioprusanara Hauanua fosa e 2,5 mg Ipu IAMEHTH ¢ Terno ot 20 no < 50 kg 15 mg npu

nauueHTy ¢ Terno > 50 kg. Ennpun ce nprema Beansbx auesHo. Jozata TpAOBa a 65€



KOpHI'HpaHa CpAMO HYX/IHTE Ha NAlHEHTa MaKCUMYM 110 20 mg JHEBHO [PH NALWEHTH C TEIO0 OT
20 no <50 kg n 40 mg AHEBHO NPH MALMEHTH C TerIo > 50 kg (Bx. Touka 4.4).

Ennipun ne ce npenopbusa mpu HOBOpOKEHH 1 TIpY MEJHATPUYHH NAllHEHTH C HUBO Ha
rioMepyaHata gunTpanms < 30 ml/min/1.73m?, TI0pajiil JIUIICA HA IAHHH NP TE3U IPyNH
MalUeHTH.

Hauusn pa npunoxenuve
Iepopanto npunoxenue.

4.3. TlporuBonoxazanus

- CBpBXYYBCTBHTEIHOCT KBbM aKTHBHOTO BELLIECTBO HIIM KBM HAKOE OT TIOMOILHHTE BEIIECTBA,
u36poenu B Touka 6.1, win apyr ACE HHXUOHTOD .

- AHamHe3a 3a aHTHOe/IeM NpK NPEeAHIIHO Jeyenue ¢ ACE HHXUOHTOP

- Hacrnenctsen unm upnonatuden anruoenem.

- Bropu u Tpetu TpEMecThp Ha GpemenrocTTa (BXK. ToUKH 4.4 1 4.6).

Ennospemennara ynorpe6a na Ermiprur ¢ THCKMPEH-CHABPKAIIY POIYKTH € NMPOTHBOIOKA3aHa
TIp1 NAIMEHTH CBC 3axapeH muabet wim 616peuno yepexnane (GFR < 60 ml/min/1,73 m2) (Bx.
ToukHu 4.5 u 5.1).

4.4 Cnennaying npeaynpexienns n npeanasHn MEPKH IIPH yOoTpeda

CHMOTOMAaTHYHA XHIIOTOHMUS

CuMNTOMATHYHATA XHIIOTOHHS ce HAGMOAABA PAAKO TIpY XUMepToHULH 6e3 yenoxuenus. [Ipu
XHIIEPTOHHINTE, NOTy4aBaly EHNpri € mo-BeposTHO Ja ce HaGMIOaRa XHIIOTOHMS, Ko
TIALHCHTHTE Ca C XUTIOBOJIEMHS B PE3YNITAT HA AMyPETUYHA TEPAIHs, OrpaHHYABAILA CONTA JMeTa,
AMATU3a, THapys UK NOBPEILAHE (BXK. TOYkU 4.5 u 4.8). CHMIITOMATHYHA XUIIOTOHMS €
HaloN1aBaHa NPH TIALMEHTH ChC ChpIeYHA HEAOCTATEYHOCT ChC MITH 663 610peuna
HEOCTaTBYHOCT. [10-BepOATHO € T4 Jja ce MpOsBM NPH ALMEHTH C MO-TEKKA CTeNeH Ha chpaeyHa
HEZIOCTATBYHOCT, KAKTO U a Obie 00YCNoBeHa OT BHCOKH 103 MY PETHLH, XMIOHATPHEMHUS HIH
¢yHKuMoHaNHO 6B0peuHo yBpexaane. [Ipy TakuBa narueHTy TepanuaTa TpAOBa Aa 3amo4He Mo
JICKApCKH KOHTPOJI, ¥ TOH TpsibBa N1a € 0COGEHO MpeLU3eH NPH KaKBaTo M 1a e MIPOMSHA B 103aTa Ha
Ennpun w/umv iuypernka. ChluuTte M3MCKBAHNS BAXAT U 34 TALMEHTHTE C HCXeMHWYHa 00JIecT Ha
CBPLETO M MO3BYHO-CBHAOBO 3a60sBaHe, IPH KOUTO NPEKOMEPHOTO MOHMKABAHE HA KPBBHOTO
HaJiraHe Moxe Jia 6B/ IPHYHHA 32 MEOKAP/IEH MH(APKT HIIH MO3BYHO-CHJIOB HMHLIAAEHT.

AKO IPH NaIMEHTA HACTHIIN XUIIOTOHHSA, ToM TP6Ba Aa JierHe 1o IpB0 ¥ NIPH HEOOXOAUMOCT MOKE
Aa €€ Ha3HAYH MHTPABEHO3HA MH(Y3Ms HA H3OTOHHYEH COJIEBH PasTBOP.

TlosiBata Ha NPeXOJHO XMITOTEH3UBHO CHCTOSHHUE He € NPOTHBONIOKAa3aHUE 32 M0-HATATHLIHO
TIpHIOXKEHHE Ha EHIpIII ¥ TO MOJXe /1a NPOABIDKY 6e3 3aTpyIHeHNA IPH BH3CTAHOBEH 06eM
CHOTBETHO MOBHIIEHO B XEJIAHH TPAHKIM KPHBHO HAIATaHe.

TIpy HAKOH MALMEHTH ChC ChPAEYHA HEOCTATHYHOCT, KOHTO HMAT HOPMAJIHO MJIH HECKO KPhBHO
HAJIAraHe, MOXKe Nia HACTBIA JONBIHHTEHO IOHIKABAHE HA KPHBHOTO MM HAJISraHe Y
ynorpe6ata va Exnpun. Tosu edekT e 0uakBaH 1 0GHKHOBEHO He CTaBa NPHYHHA 32 IPEKBCBAHE
Ha JIEYEHHETO. AKO XMIIOTOHHSATA CTAHE CUMITOMATHYHA, MOXE 114 Ce HAJIOKH pexyuMpane Ha
N03aTa W/MIH CTIPaHe Ha IMypPETHKA /WK Ha Exmpun.

1BofiHo GI0KKpaHe Ha PEHMH-aHITHOTEH3MH-AI10CTEPOHOBATA cicTema (PAAC ) e
WMa nanum, ye enHoBpeMennarta ynorpeGa Ha ACE HUHXHOUTOPH, aHTHOTEH3UH H-perierfroptiy

s

6;10KepH MM ATHCKHpEH NOBALIABA PHCKA OT XMIIOTOHMS, XHMEPKATHeMHA M HAMA/IABANHE Ha
60peunara dyHKimA (BKIOUMTETHO OCTpa 610peuHa HeOCTATEYHOCT). Hopaﬂﬂosﬁ He'ce
MpenopsHBa ABoiHO Giiokupane Ha PAAC upes kom6uHupanata ynorpe6a na ACE unxuburopu,
aHrMoTeH3HH Il-peuenTophu Ga0Kepy WM anuckupeH (BX. TOUKH 4.5 1 51). |




AKo ce npeleHH, Ye TepamuaTa ¢ ABOHHO 6riokupane e aGCoMmoTHO Heo6XO0MMa, TOBA Tpsab6Ba na

CTaBa caMo NoJ| HAGJIIOAEHHETO Ha CIIELUATHCT U IPH YeCTO BHUMATE/IHO MOHHMTOPHpaHE Ha
6B6peunata byHKums, eTeKTPOIHTHTE H KPBBHOTO HANATaHE.

ACE vHXMGHTODH M aHTHOTEH3MH II-peuenrropuu Giokepn He TpsGBa fa ce M3MON3BAT
CAHOBPEMEHHO NPH NMAlHEHTH ¢ AabeTHa HeponaTus.

CreHo3a Ha A0PTHATA WM MUTpATHATA Knana/XHneprpoduna Kap/HOMHONaTHs

Kakro Bcuuky Basonunararopu ACE MHXUOHTOpHTE TPAOBa Aa 6BAT IPUIAraHH C MOBHILEHO
BHUMaHUE NP NAleHTH ¢ OGCTPYKIUHS Ha KPBBHHS MOTOK HA JIEBOKAMEPHHSA H3XOA H a 6baaT
H30STBaHM B CITy4aH HA KapMOTEHEH IOK M XeMOIUHAMUIHO 3HAYMMA obcTpyKumA.

YBpesxzaHe Ha GnOpeunara GpyHKiws
B ciryqau Ha 6B6peuno yspexnane (kpeaTHHHHOB KIHMPBHC < 80 ml/min) HayanHaTa goza

CHamanpui Tp51613a Ja 6’]:]16 KOpHIrupana Cupsamo KPCaTHHHUHOBUA KITHPHHC HA MAaLEeHTa (B}K. TOYKa

42) H ClIea TOBaA Karo (I)yHKI_II/ISI Ha OTroBOpa Ha MAIUEHTA KbM JIEUCHUETO. HpI/I TE3H MalTUCHTH,
PYTHHHOTO MOHUTOPHPAHE Ha KaJuii 1 KPE€aTHuHMH Ca 4acT OT HOpMaJlHaTa J1eKapcka IIpaKTHKA.

Hma cbo6menus 3a 6u6peuna HeOCTATHYHOCT, CBBbP3aHa C MPHIOKEHHETO Ha EHATANPHJI, FIABHO

IIpH NIAIUEHTH C TEXKKa ChpACYHA HENOCTATHPYHOCT HITH TIOIeKAaIo 6’56])6‘-IHO SaGOH}IBaHe,

BIITFOUYMTEITHO CTeHO3a Ha 6b0pedHaTa apTepus. AKo ce pasnosHae OBp30 ¥ ce JIeKyBa NOAXOAAILO,

650peunara HEOCTaTBYHOCT, CBbP3aHa C JICYEHHE C EHANANDPHI, OOHKHOBEHO & obpariMa.

Ipu Bsxon nanuentu ¢ xunepronus 6e3 NpOABEHO NpeAIecTBamo 6s0pedHo 3a6omnsapane ce
HabJo1aBaT O0MKHOBEHHO HE3HAYMTETHH 1 NPEXO/IHH NMOKAYBAHHKS HA CEPYMHHTE ypes U

KpeaTHHWH, koraTo EHnpwn ce npunara eqHoBpemMeHHO ¢ suypeTuk. B Taknpa CIIy4al MOJXKe [ja ce
HaJIOXH penyLpaHe Ha 103aTa /WK [IPeKbCBaHe Ha AHypeTHka. [Ipy ToBa ChCTOSHHE TpsbBa ga

ce 06Ch M BBE3MOXKHOCTTA 32 TIOJIEXKAINA CTEHO3a Ha 6B6peunata aprepus (BX. Touka 4.4
PenoBackynapha xunepronus)

Penopackynapha xunepronus

ChblllecTByBa NOBHIIEH PHCK OT XHIOTOHHUS H 6B0OpedHa BeROCTATHYHOCT, KOTATO NALMEHTH C
britatepanta GE0peuHa apTepHaNHa CTEHO3a I CTEHO3a Ha apTepuATa Ipy eQHHCTBEH
¢yHkumonupain 656pek ca nekyBanu ¢ ACE MHXHGHTOPH. 3ary6a Ha 6B6peuHa GyHKIHs MOKe

JAa

C€ MOJIYYH CaMO C JICKH IIPOMEHH Ha CEPYMHHUA KpCaTHHUH. HpH TE3H NMaIUCHTH JICYECHHUETO TpﬂGBa

Aa 3ar0YHe MO0/ HENOCPE/ICTBEH JICKAPCKH KOHTPOJ ¢ HUCKH J03H, BHUMATETHO THTPHpaHe H
npociesaBaHe Ha 6BOpeyHaTa GynKLys.

Br6peyHa TpancruianTaims
Hima onuT 1o oTHOLIEHUE HA MPHTOXKEHHETO Ha Exnpun npu nanmenty ¢ HeotnapHamna
656peuna TpanctanTanys. o Tasu npuumHa, NeveHue ¢ Ennpun He ce npenoprusa.

Yepuospobua HeA0cTaTHUHOCT
Panxo ACE naxuGuropure ca 6uim cBLp3BaH# Che CHHZAPOM, KOWTO 3aIl0YBa C XOJECTATHUEH

HKTEp H NPOrpecupa /o $y/IMHHAHTHA YEPHOAPOOHA HEeKpo3a U (noHsKora) cMBpT. MeXaHU3MBT
Ha TO3U CUHIpPOM He e siceH. [TaupenTure, momyuapamu ACE MHXHOMTOPH, KOHTO Pa3BHBAT HKTEp

HIIN U3PA3CHO HOBULICHHE Ha YePHOAPOOHHTE €H3MMH, TPSGBa a mpexpaTaT nevenuero ¢ ACE
HHXUOUTOPH M Ja GbIaT NpocaeIsBaHHM Cliell TOBA.

Heyrponenus/Arpanynonuroza

I[1pu naunenTy, nonyyasamy ACE HHXHOHUTOPH, Cce ChoOIaBa 3a HEYTPONEHHA/arpaHy,I0LKTO3a,

TpoMGoImToneH s 1 aHemus. IIpy NaIMeHTH ¢ HopMaTHa Ov0peuna dynkims u 6e3 npyru
YCAOMKHSABAIH (AKTOPH, HEYTPOTICHHS Ce PA3BHBA PAIKO. Enmnpun tpsa6sa na ce npunara______
HSKTFOUHTEITHO BHUMATEITHO NIPH MAllMeHTH ChC ChI0BA KOJAreH03a, HMyHOCYIIPECH M@ Tepanus
JICHCHHUE C ATIOIYPHHOJ MM NIPOKAUHAMH, WM KOMOMHALMS OT Te3H ycnommsam{gm;:r{ﬂm,ﬂ
0COGEHO IPH NpeJIBAPUTENHO CHIIECTRYBALIA yBpezaeHa 6s6peuna GpyHkuus. Hﬂﬁﬁ_H}QI'TESH
MALMCHTH Pa3sBUBAT TeXKH HHPEKIMK, KOMTO B HAKOM CITYdaH CITydaH He ce MOHIEaT oT
MHTEH3UBHO aHTHOHOTHYHO JieyenHe. Ako EHNpmi ce mpuiiara Ha Takusa manmesis ce
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NPEnoprYBa NCPHOAHYEH KOHTPOJI Ha HUBATA HA JIEBKOLIMTUTE H NAITUCHTUTE ’I‘pﬂGBa Aa 6'b,I[aT
YBECOOMCHH Ja C’BOGH.IaBaT 3a BCsKa IposABa HA I/IH(l)eKI.IPIH.

CBpBXtYBCTBUTENHOCT /AHTHOHEBPOTHYEH OTOK

Crol1uaBa ce 3a aHTHOHEBPOTHYEH OTOK, 0OXBAIIAlN JIMLIETO, KpaliHUINTE, YCTHUTE, €3HKa,
IVIOTHCA, W/HJIH JTapHHKCa [IPH NaLHeHTH, nexyBaHu ¢ ACE uHXUGHTOPH, BKIIIOUUTETHO
eHaanpui. Tosa Moxe a ce CIIy4H 110 BCAKO BpeMe Ha JiedeHreTo. B Takuea CJIy4aH MIPHEMET Ha
Ennpun 1pa6sa fa 6sae cipsaH He3aGaBHO ¥ NALMEHTET 1a 6be MOJIOXKEH Ha HabmoeHue 10
IIBJIHO M31E3BaHE HA CHMITTOMUTE NPy H3NKCBaHeTo. JIopH B CiTy4aHTe, KOTaToO OTOKET 0GXBalIa
camo esuKa, Ge3 ia MMa pecTIMpaTopeH AUCTpec CHHZIPOM, MOJK€E J1a C€ HAJIOXKH NO-IIPOAB/IKHTETHO
Hab/oeHHe Ha [TALIAEHTHTE, ThH KAaTO JIEYSHHETO ¢ AHTHXHCTAMAHH KOPTHKOCTEPOHIH MOKE Ja
HE € JI0CTaTh4YHO.

MHoro psaaxo e 6110 JoKIagBaHO 3a CMBPTHH CITyYau B PE3yJITaT HA AHTMOHEBPOTHYEH OTOK,
3acsraiy 001acTTa Ha JIapUHKCA WM e3uka. [lapenTy, MIPH KOHMTO € 00XBaHAT e3MKa, MIOTHCA MK
JIapHHKCa, € BE3MOXKHO J1a NONy4aT 00CTPYKIMs Ha JHXATeTHHTE ITBTHINR, 0COBEHO OHE3H, KOHTO
HMAT aHAMHEe3a 32 OTepaTHBHA HHTEPBEHIMA B 00JIaCTTa HA AMXaTeNHUTe NbTHINA. KoraTo ca
BBBIIEYCHH €3HKa, TJIOTHCA WIH JIAPHHKCA, © BE3MOXKHO JIa HACTBIIM 0CTPa 0OCTPYKIMS Ha
AVXATC/IHUTE MBTHLIA U B TAKKBA CJIy4aH TpAOBa He3a6aBHO [a Ce NpeANpHEMaT MOIXOAAIIH
MCEPkH, BITIIO4BALIM NIOAKOKHO NpuiioxeHue Ha 1:1000 pastsop Ha aapenamun (0,3 ml 10 0,5 ml)
H/WJIH MEPKH 33 0CBOGOXK/IaBaHe HA ANXATETHHTE ITBTHINA,

Jloxsia/iata € mo-rojiiMa 4ecTOTa Ha AHTHOHEBPOTHYEH OTOK NPH YEPHOKOXKH MAIIHEHTH,
nexyBaHu ¢ ACE naxu6uTopy, B cpaBHEHHE ¢ [IALMEHTH OT 6471aTa paca.

anuenTu ¢ aHamMHe3a 3a aHIHOHEBPOTHYEH OTOK, HECBBP3aH C npunoxenue Ha ACE uaxuburopu
Morar ia 6b/1aT ¢ IOBMIICH PUCK 32 Pa3BUTHE HA AHTHOEAEM npu ynorpe6a na ACE uHXuGuTOpH,
(Bx. cbII0 TOYKA 4.3).

AHa(WIaKTOM/1HA peakLs NPy JIeceHOWIH3ALMS ¢ XUMEHOIITepa

Psnko, naupentn npuemaimyu ACE uBXuGHTOpH 110 BpEME Ha IeCEH3MOMTH3ALNS C OTPOBa OT
XMMCHOIITEpA Ca pasBHBAIH KUBOTO-3aCTpaIIaBALIK aHaUIAKTOWAHK peakumy. Tesu peakuuu ca
Ounm u3barpanu upes npexparasane Ha ACE HHXMOUTOPHOTO JICUCHHE MPEAH BCAKA
JNECEH3HOWTH3aLIH.

Ana(wiakTon 1M peakuun no Bpeme Ha LDL adepesa

Paako naumenTy, nexysanu ¢ ACE urxu6uTopH, TMOJTy4aBaT JKHUBOTO-3aCTpallaBalH
aHa(UIaKTOHIHY peakuuy no Bpeme Ha LDL (Low Density Lipoproteins-nunonpoTrenns ¢ Hiucka
ILTBTHOCT) apepesa ¢ AekcTpaH cyndar. Tesu peakuuyu ce u3barpar 4pe3 BPEMEHHO NPEeKbCBaHE
Ha TepanuiTa ¢ ACE uHxuburop npenu Besxa adepesa.

TaunenTy Ha XxeMoIHaTH32

AnadHNaKTONIHH peaklMy ca HabmonaBaHy NIPH NAlMEHTH, TOJIOKEHH Ha AHAJN3a ¢ BUCOKO-
nporycknuBy MeMOpanu (Hanp. AN69®) u nexysanu crimespemerHo ¢ ACE HHXUOWUTOPH, BKIL.
eHananpun.lIpu Te3u manuenTy 6u TpaGBato qa ce 06CHIH H3NOI3BAHETO HA BPyT B THATTH3HU
MeMOpaHy WK IPYT KJIAC aHTUXUIIEPTEH3HBHH CpencTEa.

Kanumia
IIpu ynotpe6a na ACE MHXHGHTOPH € BE3MOMKHA [OSBA Ha KAILTHIA. T5 OGHKHOBEHO €

HEMPOIMYKTHBHA, TEPCHCTHPAINA M H34e3Ba Cle[ CIIHPaHe Ha TepanusTa. [Ipeausprkanara ot ACE
MHXHOUTOp Kauumua Tpsa6sa Aa ce MMa NpenBHy Tipy AngepeHIAATHATA IUArHO3a Ha KallUTHLIATA.

o —

Xupyprus/aHecTesus /,_./
TIpn nauueHTy, MOUIOKEHH Ha rOAMa XHPYpPrudecKa WHTEPBEHLIHS KM NPH I/I3H0,Ej-lﬂaHe Ha

AHECTCTHLH, NIPEAM3BUKBAINY XHIIOTOHMS, EHANANPIII G10KHpa o6pasyBaHeTo Ha g;,'ﬂmo;mmuﬂ 11,
00YCJIOBEHO OT KOMIIEHCATOPHOTO OCBOGOXKIaBaHE HA PeHHH. AKO HACTBIIM ChCTOAHME HA

§ |
XHIIOTOHUA ¥ C€ IPHEME, Y€ TOBA € PE3YJTAT Ha BeUe ONHCaHUs MEXAHH3BM, T MOKE /12 ce

KOPHWTHpa 4pe3 BB3CTaHOBABAHE Ha 00eMa. ‘



XurepkanreMus
Ipn vaxou nmanmenTy, JexyBanu ¢ ACE HHXHOUTOPH, BKJIIOUHTEITHO CHAJIANIPWJT ca HaOoqaBaHu

TOkauBaHHA B HUBATA HA CEPYMHHUs Kaui. PuckoBHTe QakTopu 3a pasBuTHE Ha XHNepKaTHeMHs
BKTIOYBAT 6B6pevHa HeJOCTATEYHOCT, BIOLIABAHE HA 6B0peunaTa (yHKUMA, BE3paCT

(> 70 ronunn), 3axapen muaber, CHIBTCTBAIIH CBOHTHS, 0COOEHO AeXHApaTalMa, 0CTpa ChpaevHa
ACKOMIICHCAIMS, METabONMTHA allM/I03a H eIHOBPEMEHHA yIioTpe6a Ha KaJIHH-chXpaHaBalu
AHypETUITH (HAIp. CIMPOHOJAKTOH, EILIEPEHOH, TPHAMTEPEH HITH aMUJIOpUN), J06aBKK
CBIbPIKALH KM WIH 3aMECTHTENTH Ha COJITA WIHM TAKMBA [TALHEHTH, MIPHEMALIH IPYTH
JICKapCTBa, CBbP3aHHU C NIOBUILABAHE HA CEPYMHMS Kayluii (Hamp. XenapHH).

Ynorpebara Ha 106aBKy, CHABPKALIY KAIHH, Ha KaNnnii-CbXpaHABaLH AHYPETHLH WM Ha
3aMECTUTENH Ha COITa, CHABPIKANIM Ka/IHA, 0COGEHO NMPH NaUKeHTH ¢ yBpeNieHa Guopedna
QyHKLWS, MOXKe Aa JOBEie 0 3HAYUMO HOBUUIEHHE Ha CEpYMHHUS KaTHH. XHUIIepKATHEMHATA MOKE
Aa NPUYHHHA CEPHO3HM, NIOHAKOTA (DATAIHH APHTMHH.

AKO Ce Hanara ChITBTCTBaIA yMoTpeGa Ha €HaJIalIpHII C KOE 1a € OT TOPECTIOMEHATHTE CPEJICTBA, TO
Te TpsAbBa fa ce U3MO/3BAT BHUMATENHO U C YECTO MOHHTOPHUpPaHe HA HMBATA HA CEPYMHHUS KAJIHi
(Bx. TOuKa 4.5).

XUNorTHKeMHs

Hanpentu ¢ quaber, ekyBaru ¢ nepopainy aHTHIHAGETHH CPCICTBA WM ¢ MHCYJIMH, 3a[I0YBAIIH
neqyenHe ¢ ACE uaxuburop, Tpa6sa BHUIMATENHO 1a ce MIPOCJICASBAT 32 XHITOTJIMKEMHS, 0cOOEHO
Tpe3 IbPBHS MeCell Ha KOMOMHMPAHOTO JIeueHHe (BxK. TOUKa 4.5).

JIuTnii
Komb6unupanero Ha nutwii n CHaIanpHII 110 NIPHHLKI He Ce MPEnophuBa (BX. TOUKa 4.5).

JlakToza

Exnpun ceaspika naxtosa u 3aToa He TpsGBa na ce Ipuiiara nNpy NanMeHTH ¢ PeIKu
HACJIE/ICTBEHH MPOOJIeMH Ha rallaKTO3HA HETIOHOCHMOCT, Lapp-nakrasen AeQULUT WITH TIIHOKO30-
ranaxTo3Ha ManaGcopbums. EHnpun cpappika no-maiko ot 200 mg NTaKTo3a B €AHA TabneTka.

VYnotpeba npu gena

HWma orpannyenn nannm 3a 6€30macHOCTTa B e(eKTMBHOCTTA NPH JELa ¢ XHTIEPTOHHS > 6 FOAHHH,
HO HAMA OIIUT 3a Apyrute nokasanus. Hanuunu ca orpaHiyenn GpapMakoKMHETHYHY TaHHK IpH
Aiena Hajl 2 Mecena (B. ChINO ToukM 4.2, 5.1 1 5.2). Ennpun ve ce npenopsura npu gena c Ipyru
NOKa3aHHUs OCBEH XMUIIEPTOHMS.

Ennprn Tabnetku He ce npenoprusa Npu HOBOPOZEHH 1 TIPH [iena ¢ HUBO Ha IJIOMEePYJIHATa
@rrtpanmsa < 30 ml/min/1,73 KB.M, nopany NuIca Ha naHHM IIPH TE€3M I'PYITH MALHEHTH (BK.TOYKA
4.2).

bpemennoct

To Bpeme Ha GpemenHoCT HE TpAOBa Ja ce 3amo4Ba jiedenue ¢ ACE HHXu6uTOpH. OCBEH ako
TIpoRbLKaBaneTo Ha TepamusTa ¢ ACE uHxuburop He ce cumra 3a HanoKuTeNHa, NaUUeHTKUTE,
TIaHupany GpeMeHHOCT TpsAGBa fa PEMUHAT Ha [pyra JITSPHATHBHA AHTUXUIIEPTEH3UBHA
Tepars, KOSTo MMaT yCTaHOBEH Npodun Ha 6e30macHOCT npu ynotpe6a mo BpeMe Ha GpeMEHHOCT.
Koraro ce ycranoeu 6pemennocr, neuenuero ¢ ACE HHXWOUTOPH TPAGBa 14 Ce MPeyCTaHOBH
He3a0aBHO M ia ce 3all0YHe aNTepHATHBHA Tepanus, ako € MOAXOAAO (BXK. TOUkH 4.3 U 4.6).

ETtHHyecku pasnuyus T I
Kakro u ocrananure HHXMOUTOPH Ha aHTMOTEH3HH KOHBEPTHPALIl €H3HM, EHAJIAIp tt.a’éé nocnabo’ , -
e(rKaceH 3a OHWXKABAHE HAa KPHBHOTO HANATaHE TPH YePHOKOXKH NallUCHTH, B %a’imqu A,
OCTaHAINTe NAUMEHTH, HAal-BEPOSTHO NMOPA/IM BUCOKATA YECTOTA Ha pasnpocTpagichue Ha

CBCTOAHHSA C HUCHK PEHUH IIPHA YEPHOKOXKUTE MallMEHTH C XHUINCPTOHMS. [




4.5 BianmopeiicTeue ¢ Apyru sexapcreenn OPOAYKTH B APYrH (hopMu HA
B3aHMofeilicTBHE

Kanyii-coxpansBaum AuypeTvim wim 106aBKH. ChIBDKALIA KaTuii

ACE uHxuburopuTe oTcnabear HHIOYLMpaHaTa OT TUypeTULUTe 3aryba Ha kanwit. Kammii-
ChXpaHABaIINTE HYPETHLM (HAIp. CIHPOHOIAKTOH, ETLIEPEHOH, TPHAMTEPEH HIIM AMIJIOPHL),
RoGaBkuTe, ChABPIKALIM KATHI WIH 3aMECTUTENUTE Ha COJITA, CHABPKAIIM KATHI MOrar Jja
ROBEJIAT 10 3HAYMUMO MOBHLICHHE HA CEPYMHUS KAJTHIA.

AKO ce Hanlara eHOBpeMeHHa ynotpe6a TNIopazy yCTaHOBEHA XHITOKAJIMEMHA, Te TpsA6Ba na Gbaar

H3MOJI3BAHH C ITIOBUIIEHO BHHUMAaHME U IIpH 4YeCTO IpociecasaBane Ha Cep}'MHPI}I KaJIHEA BXK. TOUKa
4.4),

Juypetnuy (THasuau u OPUMKOBH IHMYpPETHITH)

IpenwecTpaino seuenue ¢ BHCOKH 103U AHYPETHLIH MOXKE J1a AOBEE JIO BOACH Ae(HLMT H PHCK OT
XHITOTOHMI IPH 3aMI04BAHE Ha JICYCHUE C HANANPUII (BXK.TouKa 4.4). XumoToHUYHUTE edexrn
MoraT fa 6B1aT HaMaJeHH Ype3 PEyCTAHOBABAHE HA JICICHHETO C AUYPETHIIM, Ype3 NIOBHINABAHE
Ha 0OeMa MITH NPHEM Ha COJI, WIH Upe3 3aIl0UBaHe Ha JICYSHHe ¢ HHCKa J1032a CHAJIATIPHIL.

Zpyru aHTHXHNEPTEH3UBHE Cpe/ICTRA

EnHoBpeMenHo npriioxenue ¢ pyru AHTHXMIEPTEHIUBHH CPEJICTBA MOXKE /1A YBEIHIH
XHIIOTOHMYHATE epeKTH Ha eHananpwl. EnHoBpemenHata yHoTpeOa ¢ HUTPOTJIHLIEPUH U IpyTH
HHTPATH WK APYTH Ba3OAUNATATOPH MOXE AONBIHHTEIHO 12 OHIKY KPHBHOTO HAJIATAHe.

JlaHHH OT KIMHWYHH NPOYYBAHHS [IOKA3BAT, Ye JBOHHOTO O/OKHMpaHe Ha PEHHH -aAHTHOTEeH3MH
anpocTepoHosara cucreMa (PAAC) upes koMGunupansara ynotpeba na ACE unxuGuropu,
aHrnoTensuH Il-penentopru 61okepyn Wi ankckupeH ce CBBP3Ba C NO-BACOKA YE€CTOTA Ha
HEXEJIaHH CBOMTHS, KAaTO HAapUMep XHIIOTOHHS, XUNEpKAIMeMUs M HaMasigBaHe Ha GrOpeyHaTa
$yHkuwMs (BrTIOUHTENHO OcTpa 6B6peyHa HEIOCTaTBhYHOCT), B CpaBHEHHE ¢ ynoTpebara camo Ha
€AHO CPeACTBO, AelicTBaino Bepxy PAAC (x. Touku 4.3, 4.4 u 5.1)

JInruii

IIpu enHOBpeMeHHO npunarane Ha urwii ¢ ACE HHXMOMTOpH ca chobimenn obpaTtuMu
TOBHIICHHAS Ha CEPYMHUTE KOHLICHTPALIH Ha JIATHH K ToKcHYHoCT. EnHoBpeMenHaTa ynorpeba ¢
THASHIHA AUy PETHIIN MOXE IONBIHHTEIIHO /12 IOBUINH HMBATA HA JTATHIA H 12 YBEIUH pHCKa OT
nuTHeBa TokcHiHOCT ¢ ACE naxuburopu. Ynorpebara na CHaJIaIIpWI C TUTHI HE CE IPEnophYRa,
HO aKo KOMOHHALATA Ce OKkaxe HeoGxomuMa, TpsGea na ce H3BBPINH BHUMATEHO MOHUTOpUpaHe
Ha CEpyMHMTE JIMTHEBH HUBA (BXK.TOUKA 4.4).

Tpuumknnysy aHTHIenpecanTH/ aHTUNCUXOTHII/ aHECTETULIH/ HADKOTHYHH CPE/ICTBA
EnnoBpemenHoTO NpHioskeHHe Ha ONpeNe/ICHH aHECTeTULH, TPULMKIHYHY AHTUAETIPECAHTH U
aHTUNCHXOTHLH ¢ ACE HHXMGHTOPH MOXe a2 JOBe/e A0 MO-HATATHIIHO HaMaJsIBaHEe Ha KPHBHOTO
Hajiarade (Bx.Touka 4.4).

Hecreponinu npoTHBOBB3NAIHTEIHU cpelictea (HCIIBC) BKMOYHTEIHO CEIEKTHRHA
LHKITOOKCHI €Ha3a-2-HHXHOUTOPH

Hponsmkurentoro npunarane va HCIIBC Moske na noHwku AHTHXUNEPTEH3UBHUA eekT Ha ACE
HHXUGHTOp. HecTeponanuTe NMPOTHBOBB3NAIMTEIHY cpeactea (HCIIBC), BmourTenso
CCNCKTHBHH LIHKIIOOKCHTeHasa-2-uuxuburopure 1 ACE naxuturopurte NPOABABAT aAUTUBEH
e(eKT BbpXy NOBHIIIABAHETO HA CEPYMHHUS KATHH U MOraT Jla A0BEMAT 10 BIIOIIABAHE HA
6B6peunaTa ¢yHkums. Tesu edekTr 0GHKHOBEHO ca obpatuMH. Psnxo Moxe fa ce nossu ocTpa

60pedHa HeAOCTATHYHOCT, 0COGEHO NPU TIALMEHTH ¢ yBpeneHa 650peuna QyHKums (ka0
HANPHMEP MAIMEHTH B CTAPYECKA BB3PACT WM NALMEHTH ¢ O0eMeH AehUIIT, BRIOYHTENHO Tes Ha _

MYPETUYHA Teparus).
IanmenTure TpsaGea na 6B0aT anekBaTHO XU/IpaTUpaHK K TPOBa 1a ce 0OMHCII MOHHTOpUpaHe Ha
ObOpeunara QyHKIus cie]] 3an04BaHe Ha CAHOBPEMEHHOTO JICYEHHE H NIEPHOAHNHO CIIE] TOBA.
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HuTpurHu peakimu (CHMIITOMH, BKITIOUBALITH 3a4epBABaHe Ha JMUETO, rajieHe, NOBPEILAHE U
HHCKO KPBBHO HaniraHe) ca Cb00IIaBARH PAAKO NIPH MALMEHTH Ha JICYeHHe C HIKEKIHOHHaA
dopma, cpaBpxawa snarto (sodium aurothiomalate) u exHOBpeMeHHO neuenue ¢ ACE
HHXUOUTOPH, BKIIOUHTEITHO eHATANPHIL.

CHMIaTHKOMUMETHIIH
CHMIaTHKOMHMETHIIUTE MOTAT 4 HAMANIST aHTHXHMNEpTeH3HBHUS ehekT Ha ACE unxubutopure.

AHTHAHA0ETHY TEKAPCTBEHU IPOIYKTH

Enmnpemuonoruanm npoyusanus npeamnonarar, ue TIpPH €IHOBPEMEHHO npwiioxenne Ha ACE
MHXMOMTOPH 1 aHTHIHAGETHH NEKAPCTBEHH IPOLYKTH (MHCYNHH, IEPOpANTHH aHTHIHAGETHH
JICKapCTBEHM NMPOAYKTH) € Bb3MOKHO [ja Ce YCHITH e(peKTa Ha HAMANIBAHE Ha HUBOTO Ha KpBBHATa
3aXap € pUCK OT Xurorinkemus. Tosu GpeHoMeH MoXe NO-BEPOATHO /1a ce TIOSABH 11pe3 ITbPBUTE

CeAMULM OT KOMOHHHPAHOTO JIEYCHHE H IIPH IAUUEHTH ¢ GHOpedHO yBpexciane (BX.To4kH 4.4 1
4.8).

AJikoxon
AJKOXOJTBT [IOBUILIABA XHNOTEH3MBHHS etexr Ha ACE uHxuGHTOpHTE.

ALETHIICATHIMIOBA KHCENMHA, TPOMGOIHTHLH M -610KepH
EnHOBpeMeHHOTO npruiarane Ha eHANANPUIL ¢ AUETHIICATHIIHIOBA KHCETHHA (B KapaAMOIOTHYHH
n03H), TpomGonuTHLWM U B-610KepH e Ge30macHo.

Ilennarpuuna nonynanus
ITpoyuBanusa 3a B3aUMOXEHCTBUATA Ca HPOBEX/IaHU CaMO IIPH BB3PACTHH.

4.6 PepruaaTeT, GpeMEHHOCT M KLPMeHe

Bpemennocr
ACE uHxututopn

He ce npenopbuBa ynorpe6ara na ACE HHXMOWTOPM IO BpeMe Ha IbPBHS TPUMECTDD Ha
6pemenHocTTa (BK. Touka 4.4). Ynorpe6ara na ACE HMHXMOWUTOPH € MPOTHBOHOKA3aHA 110 BpeMe
Ha BTOPUA M TPETUS TPUMECThD Ha GpeMeHHOCTTa (B, Touku 4.3 u 4.4),

Enunemuonoruynure 1aunu 1o oTHOWEHHE Ha TepaTOTeHHUA pHUCK ciex u3narane Ha ACE
MHXHOHTOPH N0 BpEMe Ha ITbPBHSA TPHMECThp Ha GPeMEHHOCTTA He ca OKOHYATEJTHH, HO MaJIKO
TIOBUIIABAHE Ha PHCKA He MOXKe /ia Obae H3KmodeHo. OCBeH ako NPOIbIDKABAHETO HA Tepanusira ¢
ACE vHXMOGHTOD He Ce CUMTa 33 HAIOXKUTEIIHO, MAIMCHTKH TIaHUpaIy 6peMeHHOCT TpabBa aa
TIPEMHHAT Ha aNTePHATHBHA aHTHXHIEPTEH3MBHY TEPANTHH, KOMTO UMAT YCTAHOBEH Npodun Ha
GezomacHOCT NpH ymoTpe6a no BpeMe Ha GpPeMEeHHOCT.

Koraro ce ycranoeu 6pemennocr, neuennero ¢ ACE HHXUOUTOPH TpAOBa N2 ce NpeyCcTaHOBH
He3a0aBHO U 1a Ce 3aM0YHe ANTePHATHBHA TEpaNys, aKO € MOIXO/AILIO.

MsBectHo e, 4e n3naranero Ha Tepanus ¢ ACE MHXHOHTOD 1O BpeMe Ha BTOPHS U TPETHS
TPHMECTBP HHAYIHPa (ETOTOKCHIHOCT NIpH XOpa (HamasleHa GB6pedna byHkuus,
OIHIOXHUIPAMHHOH, 3a0aBsHe Ha OCHHKALMATA HA Ueperia) i HEOHATAIHA TOKCHUHOCT (6B6peuna
HEJIOCTAaTLYHOCT, XMIIOTEH3), XUIIepkaemMus) (Bx. Touka 5.3). OnUroXuapaMHHOH 1pu
MakKkaTa, BEPOSTHO NPE/ICTABIABALL HAMAIEHa eMOPHOHATHA OB0Opeuna hyHKLMS ce TOABABA U
MO2KE Na 10BE/IC 10 KOHTPAKTypa Ha KpaiHUUMTE, YePEIHO-THLEBH AehOPMALIHA H XMHOA3HS Ha
6emms apo6.

Axo usnaranero Ha ACE unxu6urop e 6mio ot BTOpHS TPHMECTBP Ha 6peMeHHocnuz§%cef—‘“~\___

TpenopbiBa eXorpaicko uscieBane Ha 6b6peunata GyHKIMs U depena. beGera, updro.maiikuca
npuemamn ACE unxuGuropu Tpabea 1a 6n1aT BHUMATEIHO HAGTIONABAHM 32 XHMIT ORHF(BX.
ToukH 4.3 u 4.4). /
( {
Kbpmene &=}
OrpanugenuTe GapMakoKMHETHUHH JAHHU NIOKA3BAT MHOIO HUCKH KOHueHTpaun\v'l B'KBpMaTa (BX.
Touka 5.2). Benpekw, e Te3u KOHUEHTPALMHY M3ITIEKAA HAMAT KIIHHAIHO 3Ha4eHue; yrotpebara
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Ha EHIIpHN 1Ipn KbpMeHe He Ce NMpenophuBa IPU HEIOHOCCHHU KbpMayeTa U 1pe3 MbPBUTE CeIMHIU
CIeA pasiiaHe, opaaH Bh3MOXKHHS PUCK OT ChPACYHO-CHAOBH H 6LOpeuHH edekTH 1 nopaau
JIUIICATA HA IOCTATBYEH KIMHHYCH ONHT. B ciydau Ha no-roneMu KbpMadera, MOXe J1a ce
obmuciu ynorpe6ata Ha EHnpmnt ot KbpMeIlaTa Maika, ako JJe4eHHETO € HeoBXOMMMO 32 MalikaTa
M aKO NIETETO Ce HAOIIONaBA 32 BCSAKA HEXKENIAHA PEaKIUs.

4.7 Edexrn Bopxy cnoco6HocTT? 32 mogupane 7 paGora ¢ MamHHH

[Ipn modmpane wnm pabota ¢ MamMHm TpAOBa Ja ce UMa TNPEIBU, Ue TIOHAKOTa MOJKEe Ja ce TOABH
3amaiiBaHe WK o6Ia OTIIagHANOCT (BiK. TOUKa 4.8).

4.8 Hesxesann nexkapcTBeHn peaKknuu

Ennprn nokassa no6pa ofima norocumocT. IIpu xrHMYAK IPoyuBaHKs 06IATa YecTOTa Ha
CTPaHHYHHTE e(eKTH He € T0-BHCOKa Ipu Exmpui, B CpaBHeHHe ¢ mane6o. B mo-ronsamara cu
HacT HEXETAHNTE PEAKLMK € JIEKH W IIPEXO/IHH MO XapaKTep M He H3HCKBAT NPEKpaTIBAHE Ha
TepanuITa.

HecroTaTa Ha MpesCTaBEHUTE T0-T0JTy HEXENAHUTE PEAKIHH € ONpezeNieHa KaKTo CIIEBA: MHOIO
uecTH (> 1/10); yeetu (= 1/100 no < 1/10); veuectu (> 1/1 000 go < 1/100); pexxu (= 1/10 000 mo
< 1/1 000); mHoOrO pexku (< 1/10 000), ¢ HeM3BecTHa YecToTa (OT Ha/TMYHKTE JAHHH HE MOXE Ja
Obae HanpaseHa ouenka). ITpu Besiko TpynHpaHe B 3aBUCUMOCT OT YECTOTATa, HEXEIAHUTE
JIeKapCTBEHM PeaKLUU ce u30poABaT B HU3XOMAMI PeJl IO OTHOIIEHHE HA TIXHATA CEPHO3HOCT.

C’LOGH.[aBaHI/I Ca CIICAHUTC HEXKEJIaHH JICKaAPpCTBCHH pEaKIUM 3a CHaJIaIpWJI NIPH KITUHHYHU
IIpoyYBaHud H NMOCTMApKEeTHUHI'OB OIMT:

Hapymenwns Ha kpbBTa H MM HATa CHCTEMa

HEUCSCTH: aHeMus (BKIIOYUTENHO aIUIaCTHYHA | XEMOJIUTHYHA)

PEAKH: HEYTPONICHHS, HAMAJICH XeMOTrTIOOHH, HaMaJIeH XeMATOKPHT, TPOMOOLUTONE NS,
arpaHyJjiouMTO3a, KOCTHO-MO3BYHO NOTHCKAHE, NaHIHTOIICHH)S, naMbaneHonaTHs, aBTOAMYHHH
3a00M9BaHUA

Hapymrenus Ha enl0KpHHHATA cHCTeMa
€ HEHU3BECTHA Y€CTOTA (OT HAJIHYHKTE JaHHH He MOXe /1a Oble HalpaBeHa OLIEHKa): CHHAPOM Ha
HECHOTBCTHA CEKPELMA HA aHTH/HY peTHYEH XopMOoH (SIADH)

Hapyiienus Ha MetaGonu3ma ¥ XpaHeHeTo
HEYECTH: XHIIOTIIHKeMus (BXK. Touka 4.4).

Hapyuenns na HepBHaTa cHcTeMa H ICHXHYHA HAPYLICHUS

4eCTH: raBoboitue, genpecus

HEYeCTH: 00BPKAHOCT, CBHIUBOCT, Ge3ChHNE, HEPBHOCT, [IapacTe31H, BEPTHUTO;
PEAKH: HApYIIEH ChH, HEOONYAlHU CHHMIIA

Hapvirenus Ha ouure
MHOI'0 YeCTH: 3aMBIICHO BHXKIAaHE

Chbp/ICYHH M CHAOBH HAPYILIEHHs
MHOT'O Y€CTH: 3aMaiiBaHe

1CCTH: XMIIOTOHHS, BKITIOUMTEITHO OPTOCTATHYHA XHIIOTOHMS, CHHKOIL, GOJIKa B I'PBAHHSA KOILI,
PUTBMHH HApYIIEHKA, CTEHOKAPAMS, TAXUKAPIHS )
HCUCCTH: OPTOCTATHHA XUIIOTOHMS, TIAJIMTAIIMH, HHOAPKT Ha MHOKApZa U MOBBYHE CBIIOB !
MHLMCHT ™, BB3MOXHO BCIIEACTBUE HA €KCLECHBHA XUITOTOHHS NpY MALMEHTH C BUEOK PHCK (BXK.
TouKa 4.4); ';/ i

penxu: cunapom Ha Peiino (EX

PGCHHDaTODHI/I. I'PBAHA U MCIHACTHHAJIHH HapYILIECHUA

11



MHOI0 Y€CTH: KallIHIa
4eCTH: 3ayX

HEHECTH: Hasa/lHa CEKpeLys, GOJIKH B IbPIIOTO M APE3TraB riiac, GPOHXOCIATEM, acTMma,
peaku: 6enoNPOOH MH(HITPaTH; PHHMT, anepriden aNBEOJIUT/€O3MHO(HWIHA TTHEBMOHHS

CroManiHo-YpeBHH HAPYLIEHHS

MHOTO YECTH: raJicHe

HCCTH: AUapHsl, KOPEMHH GONKH, IPOMEHEH BKYC

HEUCCTH: nIleyC, IAHKPEATHT, NOBPBINAHE, KOHCTHIALMS, JUCTIETICHS, AHOPEKCHS, CTOMAIIIHO
Apa3HeHe, CyXOTa B yCTaTa, MENTHUYHA S3Ba;

PE/IKU: CTOMATHT/aQTO3HH yiiuepauuu (S3BH), [IOCHT

MHOTO PEAKH: HHTECTHHAIEH aHTHOEIEM

XenaToOunuapHH HAPVIIEHUS
PEAKH: YepHONPOGHA HEIOCTATHYHOCT, XEIIaTUT (xenatouenynapen unu XOJIECTATHYEH), XEHATHT
BKIIIOYBAL HEKPO3a, X0NeCTa3a (BKIIOUMTETHO HKTEp)

Hapymrenws Ha koxata ¥ nojkoxHaTa ThKaH

4ecTH: OGPHB, CBPBXUYBCTBHTEIHOCT, AHTHOHEBPOTHYEH OTOK; aHTHOHEBPOTHYEH OTOK Ha JIMIIETO,
KpalHMIIMTe, YCTHHTE, €3UKa, IIIOTHCA W/ TN TapuHKca ca Ouim choGIIeHH (BXK. TOuKa 4.4);
HeYeCTH: Auadopesa, ChpGex, ypTHKAPHS, ATONeLs;

penku: eputeMa MynTHGOpME, CHHAPOM Ha CTHBEHC-/PKOHCEH, eKkchoMaTHBEH JepPMaTHT,
TOKCH'Ha eTM/IEPMATHA HEKPOJIU3a, IEM(HTYC, EpUTpOIEpPMA

¢ HEM3BECTHA 4eCTOTA (OT HAJIMYHHTE JaHHU He MOXe 1a Oble HarpaseHa OLleHKa): ChobInaBa ce
3a CHMITOMOKOMIUIEKC, KOHTO MOJXe [1a BKJIIOUBA HIAKOM HITH BCHYKH OT CJICIHHTE NIPOSBH: BUCOKA
TeMIICPATypa, CEPO3UT, BACKYJIUT, MHAIIHS/MHOHT, apTPAITHs/APTPHT, NOMOKUTENCH ANA,
noeuieHo CVE, eosunodumus u neskonurosa. Morar 1a BB3HUKHAT 00puB, GOTOUYBCTBHTETHOCT
WIH IPYTH KOXKHU NPOSIBH.

Hapyiienns na 656peunte u nukounwTe mpTHina
HeuecTH: 6s6peuHa qucdyHkums, 656peuna HE/IOCTaTbYHOCT, NPOTEHHY PHUsl
PEAKH: OJMTYpPHs

HaDYIHeHIfIﬂ Ha BL3NPOU3BO/IMTENTHATA CUCTEMA U repaara
HEYECTH: UMIIOTEHTHOCT
PEAKH: THHEKOMAaCTHA

O611u Hapyenys u edekTH Ha MICTOTO Ha TPUJIOKEHHE

MHOI'0 Y€CTH: aCTEHHSA

YECTH: yMOpa

HEHECTH: MYCKYJIHM KPaMITH, 3a4epBABaHe Ha JHIIETO, IIYM B yLIHTe, 06110 HepasnooxKeHHe,
BHCOKa TeMIIepaTypa

Hacnensanus
HECTH: XHTIEPKAJTHEMHUS, IIOBHLIEH CEPyMEH KPEaTHHHUH

HEeYEeCTH: MOBHILEHA KPBBHA Ypes, XUIIOHATPHEMHUS
PCAKH: MOBUINEHH CTOHHOCTH Ha YSPHOAPOGHHTE EH3MMH, MOBHINEHH CTONHOCTH Ha CEPYMHHSA
6uwmpy6un

CrobuiaBane Ha I0/103HPAHY HEXENAHH PEaKIMH
CrobiaBaneTo Ha MOJ03UPaHH HEKENAHH PeaKLHH Clie/l paspeinaBade 3a ynotpebama
JIEKapCTBEHHs NPOAYKT € BaxkHO. ToBa [103BOMIsIBA 1A IPOXBIHKH HAGTOZEHHETO Ha
CHOTHOIICHHETO T0/138/PHCK Ha JIEKAPCTBEHMS NPOTYKT. OT MeAHLIMHCKHTE eIy ictH ce -
HM3HCKBA /13 CBOOIIABAT BCSKA MONO3MPAHA HeXeNaHa Peakius Ype3 HAHOHATHAT, cHcTémA 3a

crobmapane: 3

MsnbiauTenna areHuus no nexapcreara
yi. ,Jlaman I'pyes® Ne 8
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4.9 IIpeno3npane

Wma orpanndenu cBeieHHsS OTHOCHO Tpefo3npate npH Xopa. Hali-BaxHHTe CHMITOMYU CBBP3aHH ¢
TIPe/IO3Npane ca: U3paseHa XUIOTOHH, 3aN0uBallla OKOJIO 6 Yaca e IpUiarake Ha Tabnerkure,
NpHJApYXeHa ¢ 6I0Kafa Ha PEeHUH-AaHTHOTEH3MHOBATA CHCTEMA U ctynop. CHMITOMHTE, CBBP3aHH ¢
npenosupare Ha ACE MHXHOMTOPH MOXe 11a BKITHOUBAT LIHPKYJIaTOPEH IOK, ETEeKTPOJIUTHH
HapymieHus, 6b06peuHa HeOCTATEYHOCT, XHITePBEHTHIALINS, TaXUKapAWA, TATIMTALMH,
6panuxapyus, 3aMaiiBane, 6e3M0KOMCTEO 1 KammHLa, Mma CHOGLIEHN 3a CTO 0 JIBECTA ITHTH I10-
BHCOKH CEpYMHH HUBA eHAJIAPHIIAT ciied NpueMane Ha 300 mg, pecniekTurHO 440 mg eHaJanpu,
B CpaBHEHME ¢ O6MYaiiHO HabMoaBaHHTe Cllel MPHIIAarase Ha TEPAaneBTHYHH J03H.

IIpu nipenosnpase ce npenopbuBaHOTO JTedeHHe € WHTPaBEHO3HA HHDY3Hs C H30TOHHUYEH
(u3nONOrHUeH pasTBOp. AKO BB3HHKHE XHTIOTOHHS, IALIMEHTHT TPAOBa /1a CE MIOCTABH B JIETHAJIO
NONoXeHUe. AKO Ca HUIHYHH, MHPY3HS ¢ aHrHoTensuH I w/wim HUHTPaBEHO3HU KaTEXOIaMHHH
Mozke Aa 6bAAT OT noi3a. AKO IPUEMAHETO Ha npenapaTa € CTaHaJI0 HaCKOpo, € HEOHXOIHUMO /1 ce
B3EMAT MEPKH 32 eIMMMHMPAHE Ha CHANIANPHIIOBYS MasleaT ( HAIp. NpeAM3BHKBAHE Ha NIOBpBIIAHE,
CTOMalllHa IPOMHUBKA, PUEMaHe Ha aICOPOEHTH U HaTpHeB cyndar). Enananpunar moxe na 651e
OTCTPaHEeH OT KPHBOOGPALICHHETO H Ype3 XEMOMAITH3A (BXK.TOUKA 4.4). Ileficmeiikbp Tepanuara e
fiokasata 3a JieYeHHe Ha pe3sucTeHTHa Gpanukapaus. JKusHenuTte nokasatenm, CepyMHHUTE
CIICKTPOIIUTH H KOHLICHTPaUMHTE Ha KpeaTHHUHA TPAGBa fa GBIaT HelIPeKbCHATO MOHHTOPUpAHH.

5 DPAPMAKOJIOTHIHU CBOUCTBA
5.1 PDapMaKoIAHAMUYHHE CBOCTRA

DapMakoTepalleBTHYHA IPyTIa: HHXHOUTOPH Ha AHTHOTeH3HH-KOHBEPTHPALLMA €H3HM,
CAMOCTOATENHO
ATC xon: C09AA02

Ennpun (enananpunos maneat) e Masieatsa co Ha CHAJIaNpWII, JEPUBAT Ha JBE AMHHOKHMCETHHH,
L-ananun u L-nponus. AHrHOTEH3HH koHesepTupamus ensuM (ACE) e nentuamn aunentuzaasa,
KOATO KaTanu3upa KOHBEPCHATA HA aHTHOTEH3HH I 10 IpecopHaTa cyberaHuus anruorensuH I1
Cnen abcop6upsta, enananpun ce XHIPOIIU3NPA 10 CHANANpPHUIIAT, KOHTO HHXHOUPa aHTHOTEH3HH-
konsepTHpaiws ensuM (ACE). Tosa Boau 1o HaMansaBaHe Ha IUIasMeHMs aHrHOTersuy I (cvnen
BA30KOHCTPHKTOP ¥ CTUMYJIATOP Ha alZIOCTEPOHOBATA CEKPELHA ), KOETO BOIH JI0 YBeJIMUaBaHe Ha
TNIa3MCHATa PEHUHOBA aKTHBHOCT (B PE3yJITAT HA MPeMaxBaHe HA HETaTHBHATA obpaTHa BpB3Ka Ha
PEHHHOBOTO OCBOOOIKIABaHE) M HAMANIIBAHE Ha aJI/IOCTEPOHOBATA CEKPELHs.

ACE e nnenTryen na kunasa II. Taka, Ennpun moxe cbino na 6nokupa pasrpaxxaaHeTo Ha
GpasnKuHUH, MOLIEH BasozenpecopeH mentua. Ponsra Ha Tosu edext Ha EHnpun B TepameBTHYHO
OTHOLIEHHe 00aye oCcTaBa a e H3ACHH.

MexauussM Ha JieiicTBHe

B’LHPGKH HC CC CYMUTA, YC MEXAHH3MBT, qpes KOHTO EHIIpPIJ'I TNOHIWKaBa KPBBHOTO HAJIATAHE, €
IIbPBUYHO NMOTHUCKAHE Ha PEHHH-aHT HOTGH3HH-HJII[OCTCpOHOBaTa CHCTEMA, KOSATO HIpae riiaBHa

POJIL B pErynamnusaTa Ha KPBBHOTO HaJIATaHE, EHHpPIJ'I HMa aHTHUXWUNICPTEH3UBEH e(l)eKT » 20 I;L\
T

MAalHEHTH C HHCKO-PCHHHOBA XHIEePTOHMA.

"

®apmakouHaMuyHn edekTH 4

IpuemsT Ha Exnpun npu naupenty ¢ aprepuania XUNEPTOHMS BOAH IO HAMAILIBANE Ha KPBBHOTO
HAIAraHe, KaKTO B JICTHANIO, TaKa H B M3MPABEHO TONOXKEeHUe 663 3HAUHTEITHO YBETHUABAHS Ha
CBpJIEYHATa YeCTOTA. \
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CPIMI'ITOMaTPl"IHaTa OPTOCTAaTHYHA XHUIIOTOHHA € paaka. HpH HAKOH NAIUECHTH ONTHMAJIHOTO
IIOHH)KaBaHE Ha KPBBHOTO HaJIITaHE MOXE 1A H3HCKBA TIIPOABJLKHUTEIIHOCT Ha TCpanusTa HAKOJIKO
cenMuiy. BHesannoTo CITHpaHe Ha EHHpPIJI He OH TpSIGBa.IIO Aa ¢€ CBBpP3Ba C PA3KO YBE€IW4YapaHe
Ha KPBBHOTO HAJIATaHE.

EpexrurnoTro nuxubnpane Ha ACE akTMBHOCTTA 0GHKHOBEHO HaCTBIBA OUle Ha 2-ua 110 4-M4 gac
CJIEN IEpOpaneH NpueM Ha eJHOKpaTHa Jio3a eHananpwi. Hauanoro na aHTHXHUIIEPTEH3UBHATA
aKTHBHOCT € Hab/II0NaBaHO OGHKHOBEHO Ha IThPBHA YAaC, ¢ MUKOBO HAMATSBAHE Ha CTOHHOCTHTE Ha
KphBHOTO HaJLAraHe Ha 2-Hs 10 6-us uac ciex npuema. I[IpoasmKUTeNHOCTTA Ha edekra e
3aBHCHMa OT Jo3aTa. [Ipy npenopsuBanaTa 103a AHTHXMIIEPTEH3UBHHAT K XeMOJIMHaMu4eH edeKT
€€ MOAXBPKAT HAK-MAJIKO B MPOABDKEHHE Ha 24 yaca,

B XEMOAHHAMHWYHH Npoy4YBaHUA HA MALIMECHTHU C CCCHUHATTHa XHIICPTOHHA, HAMAJIABAHETO HA
KPBbBHOTO HAJIAraHe € IPHAPYXEHO OT HaMaNnsgBaHe Ha nepnd)epHaTa apTepHaliHa PE3HCTEHTHOCT C
YBCIIMYaBaHe Ha CBPIACYHHA obeM 1 MajIka HiH JHIICBAIA NPOMSHA B CbpAcYHATa YECTOTA.

Benencreue nprema ha eHananpun ce yeenraara GBOpeuHHs KPBBEH TOK; HUBOTO Ha
TJIOMEpyIHaTa (UATPalKs OCTaBa HempoMereHo. Hama nokasaTencrea 3a 3a[PbXKKa Ha HATPUI
1 Boga. OGade, py MALHEHTH ¢ HICKO HUBO Ha rIoMepyHaTa QUITpalys IpeaH JIeueHHEeTo,
TOBa HUBO OOMKHOBEHO C€ yBEIMYaBa.

B xparkotpaiinm winHuYEK NpOyYBAHHA NIpK NALMEHTH C M Oe3 anabet, umaiu 6E6pedHo
3a0ongBane, cnen NpHEMa Ha €HAJIANPHUI € HabJII0JaBaHO HAMaJICHHME Ha anbyMHHYpHATA U Ha
CKCKpEeLMATA ¢ ypHHa Ha IgG u o6y GenThk.

Koraro ce AaBa 3aC€THO ¢ THa3HUIHU AHYPECTHULIH, eq)em’r Ha EHHpI/IJ'I » BOJAEI 0 HAMAJIABAHE Ha
KPBBHOTO HallAraHe, € Hal-MaJko ATUTHBEH. EHHPHJI MOXKE Ja HaMaJIi UJIH Ja Ipeanasy ot
Pa3sBHTHE Ha THA3HA-UHAYLHPAHA XUIIOKATHEMHS.

Jleuennero ¢ Eunpu e cebpsano ¢ Gnaronpusren edeKT BbpXy (pakumumTe Ha MIA3MEHHTE JTHTIO-
NPOTEMHHUM GIIArONPUATEH WM JTUIICBALL eeKT BBPXY HUBATA Ha 001y XomecTepo.

Ilpy mauueHT! Che ChpIEUHA HEAOCTATHYHOCT HA TePanHs ¢ JUTUTATHCOBH [NIMKO3MIH U
ARYPETHLH, JICYeHHETO ¢ EHNpun e cBBp3aHoO ¢ HaMaigBaHe Ha nepudepHaTa pe3sHCTEHTHOCT U
KPBBHO HallArane. CoplevHuUAT yaapeH o6eM e YBEJMYEH, JIOKAaTO ChPIEYHATA YecToTa (06HYaiiHo
BHCOKa MPH NaLHEHTH CbC ChPACYHA HEAOCTATHYHOCT) € HaMaJIeHa. IMono6penu ca pusmyeckara
aKTHBHOCT H TEXKECTTa HA ChPAeYHA HEJOCTATEYHOCT, H3MEPBaHA CHPAMO KpuTepHiTe Ha New
York Heart Association (NYHA). Tezu edexTH ca MPOABIKIIIN MO BpeMe Ha XpOHHYHATA
Teparnus.

HpPI MalUCHTH C JIEKA OO0 YMEPEHO TeXKKa ChpIcYHa HEIOCTAaTBYHOCT, CHaJIarmpun 3abages
MporpecuaTa Ha ChpJIcYHaTa Auinaranusg u HEAOCTAaTBYHOCT, IOKA3aHO HpE3 peNyKIHATa HA
JICBOKaMEPHHUS KpacH JUACTOJICH H CUCTOJIEH 00em H nonoﬁpeHaTa (bpaxuml Ha U3TIIaCKBaHE.

Kinnnuna eduxacHocT 1 GesonacHocT

Eano MHOTOUECHTpPORO, IU1a11e60-KOHTPOIHPAHO, ABOHHO CIIANO KIMHUYHO TIpOyYBaHe Mpu
AuchyHKIMS Ha 1MBaTa kKamepa (SOLVD), nposenero BEpxXy 6 797 nanmenTH € HMaIO 32 Len 1a
OLIeHH ePeKTHBHOCTTA Ha eHANANPHIL. 2 569 NAMEHTH ¢ BOHUKH BB3MOKHH CTETIEHH Ha TIPOABEHA
ChpIeHA HENOCTATEHHOCT (TJIaBHO Jieka 10 cpeHa — 11 u I kiac 1o NYHA) ca 6wy BKmouenu

B PaHIIOMH3UpaHa TePaNeBTUYHA IPyNa, a 4 228 NalMeHTH ¢ aCHMITTOMHA AMcYHKUHS Ha 19BaTa
KaMepa ca OUIH BKIIOYEHH B PaHAOMM3HpaHa npodunaxTuyHa rpyna. ObequHeHuTe pesyTaTh
TIOKA3BAT €/(HH CPE/IHO NOHILKEH PUCK OT PAa3BHTHE HA CEPHO3HM HCXEMHYHH HHITHJIE PH =N
Enananpun nonmxkasa dectorara Ha MHUOKapHuUs HHOApKT H Hamansea 6pos Ha / z s
XOCHMTATH3ALMATE MO TIOBOJ HeCTabMIIHA CTEHOKAP/MS NPH MTALHEHTH ¢ auchyH j]il’]ﬂ Ha IaBaTa
Kamepa. (=

\ \
OceeH ToBa B nIpodunakTHYHATA rpyIa CHANANpPW/ 3HAYMMO NPeAOTBPaTIBA PA3RUTHUCTO HA
CHMIITOMHTE Ha ChP/I€UHA HEIOCTATHYHOCT H pefylypa 6pos Ha XOCTIHTAIH3ALH € 110 TIOBO. Ha
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CbPACHHA HENOCTATBYHOCT. B TepanesTidHaTa rpyna enananpi, IpHAOKeH B NOITbIHEHHAE KEM
KOHBEHLHOHA/IHATA TEPAIHA, CHTHHHKAHTHO € peyIupan obmara CMBPTHOCT H
XOCIMTAIM3ALAUTE 10 TTOBOA ChPACYHA HEAOCTATHYHOCT H B TO3H CMHCHI € Nono0pHA CHOTBETHHA
dyHkmoHanen kinac mo NYHA.

B apyro nono6Ho npoyusane, B xoeTo ca GHIH BIUIOYEHH 253 mauMeHTH ¢ TexKa CHpAeUHa
HeaocTaTbyHOCT (IV knac mo NYHA), npunosxenuero Ha CHAJIATIPHIT € JOBETIO 0 MOJIOKUTETHH
TIPOMEHH B CUMIITOMATHKATA ¥ 3HAYMMO HAMAJICHHE HAa CMBPTHOCTTA.

Kapauonporextvsnure croiicTsa Ha CHAIATIPHII €2 IEMOHCTPHPAHH B TE3H IIPOYYBAHHS, UPE3
no100psABaHE Ha NPEXKUBIEMOCTTA M 3a0aBIHE Ha IporpecusITa npH ChplevHa HeIOCTaThYHOCT Ha
TIalMEHTH ChC CHMITOMATHYHA TakaBa, 3a0aBsHe HA PA3BUTHETO HA CHMIITOMATHYHATA chpaedHa
HEAOCTAaTHYHOCT IPH ACHMITOMHH NAMEHTH C JMCQYHKIMS HA NIBaTa Kamepa; ¥ IpeJInasBaHe OT
KOpOHAPO-HCXeMUHM HHIMACHTH NPH NAaLHEeHTH ¢ MUcYHKIWSA Ha NIBaTa KaMepa, OTYETIIHBO
HaMajieHHe Ha 4eCcTOTaTa Ha MUOKAPIHUS HHAPKT U XOCHUTATTM3UPAHETO MO IOBOA HeCTabMIHa
CTEHOKap/Iusi.

HAe ronemu pangoMusHpanu KoHTponupanu npoyusanusd — ONTARGET (ONgoing Telmisartan
Alone and in combination with Ramipril Global Endpoint Trial - TEKYIIO MIOOATHO H3MHTBAHE 3a
KpaifHM TOYKH Ha TeJIMMCAPTaH, CAMOCTOATE/THO U B KoM6HHaIms ¢ pamunpun) u VA NEPHRON-
D (Kimunauo npoyusane cebp3ano ¢ pasBuTHe Ha HeponaTus Npy AMabeT, NPOBELEHO OT
Munucrepeteo no Benpocure Ha BETEPAHHMTE) — MPOYYBAT ynorpebata Ha koMGuHamusta or ACE
HHXUOHUTOP U aHTMOTEH3MH II-peuenTopen Gnokep.

ONTARGET e npoyusane, nposeieHo TIpY MAllHEHTH C aHAMHE3A 33 ChPAEYHO-CHI0BA HIIH
MO3BYHOCHI0BA GOJIECT, K 3axapeH auabeT Tvn 2, NPHAPYKEHH C JaHHM 3a YBPEKAaHe Ha
ebexropun oprann. VA NEPHRON-D e IIpOYBaHE NMpPH MALMEHTH CBC 3aXapeH Auadet Tun 2 1
AuabeTHa HeponaThs.

Te3u npoyuBanms He nokassar 3Ha4NM GnaronpusTeH edekT BLpXy GLOpeuHHTE H/HIH ChpIEeYHO-
CBAOBHTE HOCIEAMIM H CMBEPTHOCT, KaTO ChIIEBPEMEHHO Ca HAG/IIONaBaHH [OBHINEH PHCK OT
XHINIEPKATHEMHS, OCTPO YBpEXKAaHe Ha OBOPELUTe H/HITH XHIIOTOHUSA B CpaBHEHHME C
MoHoTeparnuiata.Karo ce uMar npenpua cxonuuTe HM dbapmakonuHamMuuHm cBojicTRa, Te3u
Pe3yJITaTH ca NpwioxuMu U 3a Apyrd ACE MHXWGMTOPH 1 aHMMOTeH3UH II-peuenropuu Gokepy.
ACE HHXWGHTOpH H aHTHOTEH3HMH H-peuenropru Gnokepu cienosateaHo ne TpabBa na ce
H3MOJI3BAT SIHOBPEMEHHO NPH MALKWEHTH ¢ AHabeTHa HedponaTus.

ALTITUDE (KmumuHo npoy«sane TIPOBE/ICHO C alMCKUPEH NPH MALMEHTH ChC 3aXapeH nuaber
THII 2 C H3N0JI3BAHE HA ChPIICYHO-CHAOBH H 6b0peunu 3aGomsBanus KaTo kpaiinu TOYKH) €
NpoyYBaHe, MPEAHA3ZHAYCHO J1a H3CAEBA I10J13aTa OT HOOABSIHETO Ha A/TMCKMPEH KbM CTaHAapTHA
Tepanus ¢ ACE HHXHOUTOD WITH aHMMOTEH3MH II-penenropen Gnokep npy nauMeHTy che 3axapeH
Auabet THI 2 ¥ XpOHHIHO GEOpeuHo 3aboiBaHe, CHPHEYHO-CHIOBO 3a60NIBaHe WM JBeTE.
IIpoyuraHneTo e npekpareHo TIPEKNEBPEMEHHO NOPa/IH NOBHIIEH PHCK OT HeGNATONPUATHH
nocneauun. Kakro cbpaeuno-cbaosara cMbpT, Taka u HHCYJITBT €a N0-4€CTH B IpyIiaTa Ha
ATUCKHPEH, OTKOJIKOTO B IPyIiaTa Ha Iawe6o, a peCTaBIABaIIMTe HHTepeC HeXEIIaHH ChOUTHS U
CCPHO3HH HEXEIIAHH CHOMTHA (XMNEPKATHEMH S, XUIIOTOHHUS 1 6bbpeuna aucdynkums) ce
cb001IaBaT Mo-4ecTo B rpynara Ha AJTACKHMPEH, OTKOJIKOTO B IPyIIaTa Ha miauebo

Ilenuarpuyna NonyJalyg

B wimH#4HO npoyusane, BiumouBamo 110 gera ¢ XHUIIEPTOHMS Ha BB3PAcT oT 6 10 16 roauny,
NaHeHTHTe ¢ Terno < 50 kg ca nomyyasanu 0,625, 2,5 wmm 20 mg eHaNatpui JHEBHO U
TIALMEHTHTE C TCTII0 paBHO WiH noseye oT 50 kg ca monyuapamm 1,25, 5 unu 40 mg eHananpun
AHEBHO. [IpreMBT Ha eHanmanpun BeAHDX HA ICH € HAMAJTH 10303aBHCHMO Hali-HHCKUTE
CTOMHOCTH Ha KPHBHOTO HasAraHe. J{0303aBHCHMUAT AHTHXHUIIEPTEH3NBCH €(eKT Ha EHATHPATT €
6w NPOsBEH 10 CXOJEH HAYMH IIPH BCHUKH HOATPYIH (BB3PACT, CTEMEH M0 CKANIaTa Ha Fanner,
noi, paca). Obaue Hali-HUCKUTE M3C/IeABAHH aozy, 0,625 mg u 1,25 mg, CHOTBETCTBAMIH HA CPeAHO
0,02 mg/kg enHoKpaTHO IHEBHO, He ca TOKa3aTH CBLUIECTBCHA AHTHUXHUITEPTEH3HBHA J,(?'d)eKTHBHOCT‘
Maxkcumannara uscnensana nosa e Gina 0,58 mg/kg (n0 40 mg) exnokpatHo AHeBHO. B ToBa
NpoyBaHe eHaJIanpii € 61 o610 Ao6pe TOHOCHM. \



IIpodureT Ha HexenaHWUTe TeKapCTBEHH PeaKUHH NpK NIe11a He Ce pa3iu4aBa OT TO3M, HabJIIoaaBaH
TIPH BB3PACTHH MALIACHTH.

5.2 DapmMakoKHHETHIHH CBOHCTBA

Abcopbims
Crnen nepopanHo npuioxenvie CHallanpui1 Manear ce abcopGupa 65p30, ¢ THKOBH CEPYMHH

KOHLICHTPALMM Ha €HaNanpi, HACTBNBAITH B PAMKHTE Ha ThpBus yac. Ha 6asara Ha OTKPHBAHETO
B ypuHaTa, CTeNeHTa Ha aGcopOLUs Ha eHANIANPIIT OT TaBeTKUTe e npubam3uTeTHO 60%.

Cnen abcop6rimsra, nepopanuus €HaIanpun 6sp30 M MPOABDKATENHO ce XMPOJIH3UpA A0
CHAJIANPHUIIAT, MOLIEH HHXHOWTOP Ha AHTHOTEH3HH KOHBEPTHPALIHS SH3HM. ITonobHu mukoBH
CCPYMHH KOHLICHTPaUMH HA CHAJIATIPUIIAT HACTEIIBAT OKOJO 4-Hs Yac cjief nepopalHara 103a OT
TabyieTky enananpun. OTHENsIHETO Ha cHananpuiiaT € MbpPBUYHO 1pe3 6x6peunre. EpextnrrOTO
BPEME Ha TOTyOTAENAHE 33 KyMyJIMpaHe Ha eHANaNPHIIAT, ClieABalla MHOTOKpAaTeH MpHEM Ha
eHananpun ¢ 11 4aca. AGcopGuusaTa Ha NIEPOPAHO NPHUIIOKEHHS CHANIATIPIIT HE CE BIIUSE OT
HAIMIMETO Ha XpaHa B raCTpO-HHTECTHHAIHNSA TPAKT.

Pasnpenenenne

CBbp3BaHeTo Ha eHaNaNpPIIAT ¢ YOBEMIKATA T1asMa, ONpeesneHo WK 4pe3 OanaHcHpaHa quaniza,
WA 4pe3 yaTpaduiTpaims, u3sesasa aeydasan Scatchard IUIOTOBE, NOKA3BAII0 HATMYHETO HA JIBE
CBBp3Bany MecTa. EanoTo e ¢ BHCOK aduAUTET, HHCHK KanaiHTeT, KOeTo IOMHHHAPA NPU
KOHOCHTpallMK Ha eHalanpuiar no-Manku ot 8 ng/ml. Toa cBBp3BaHe ¢ BHCOK aduHUTET Ce
OTiara Ha masmenns ACE. JIpyroto uMa mo-rojiam KanamyTeT B HO-HUCHK aduHUTET, HO HAx
HHBaTa Ha KOHLICHTPAIMHTE, KOUTO Ca C TepaneBTHYHA 3aBHCHMOCT, CBBP3BAHETO HE HAIBHINABA
60%, koero BHyIIaBa, Ye He € BasKHO M0 OTHOLICHHE Ha (apmakoKHHeTHKATA HA IEKAPCTBOTO.
Hpoyusanus npu kyuera nokassar, ue CHananpui NpeM1HaBa TPyAHO KpbhBHO-MO3buHa Gapuepa,
4KO He W BbOOIIe; EHANPHIIAT He HABJIH3a B MOBKA.

Buotpancdopmarms

C m3kimouenue Ha KOHBEpCHATA B CHAIANPUNAaT, JJUIICBAT JOKA3ATEICTBA 3a 3HAYUTECIICH
MeTaboIM3BM Ha €Halanpmumia.

EnuMunupane

EnumunupaneTo Ha eHananpui e npeaumHo upe3 6p6penure. OCHOBHUTE KOMITOHEHTH B ypHHATa
Ca CHaNanpuiar, M34ucisBan] ce Ha okono 40% oT 103aTa ¥ UHTAKTEH CHaIanpuII.

XaDaKTeDHH ocobenoctn IIPpY DalieHTa
EHanppmaT MOX€ J1a C€ IIPEMaxHe OT LHUPKYJTAUATa Ype3 XeMOaHAINRA.

Kepmene
Ciren enqHokpatHa nepopaiHa 1o3a ot 20 mg npu mer xKeHHu ceq paxiaHe, cpeiHaTa NHKOBa

KOHUCHTpalys Ha eHaNanpu B Kbpmata e Guna 1,7 pg/l (rparmnuwm 0,54 1o 5,9 pg/l) Ha 4 a0 6 yaca
cnen nosupaneTo. CpeHOTO MUKOBO HHBO Ha eHananpun e 6mino 1,7 pg/l (rpanuum 1,2 1o
2,3 pg/l); mukoBerte ce HaGMmoOAaBAT B Pa3inIHO BpeMe 3a nepron ot 24 yaca. Mznonspaiiku
ZTAHHUTE 3a MHKOBOTO HUBO B KbPMAaTa, YCTAHOBEHHAT MaKCHMAICH NpHEM OT KbpMaue, XpaHeHO
€amo ¢ Kbpma 11e 6sae oxono 0,16 % or a[lanTpaHaTa /103a KbM TErJIOTO Ha Malikara. XKeHa,
KOATO € puemana nepopanuo 10 mg enananpun nHeBHo 3a 11 Mecena e HMana NHKORH
KOHUCHTpAlMK Ha EHANANpPHI B kKbpMaTa oT 2 g/l 4 yaca cieq No3aTa M TMKOBY HKMBA Ha
enananpunar ot 0,75 pg/l oxono 9 uaca cnen nosara. O610TO KONMYecTBO Ha eHaanpwi u
CHANIATIPUIIAT, H3MEPEHH B KbPMATa 110 BpeMe Ha 24 4acoBHs Teproj e 610 1,44 pg/l 1 0,63 pg/l
CLOTBETHO OT KbpmaTa. HuBaTa Ha eHananpuiar B KEpMaTa He ca MOTJIH 1a 6B1aT ycTanoBEHH
(<0,2 pg/l) 4 gaca cnen enHoKpaTHO AOSMpaHe Ha eHATANPHII 5 Mg MPH €/lHa OT MakkuTeAr T0 1 iey
IIpH 1B OT MAMKKUTE; HHBA HA SHAJIATIPHI He ca OnpenesaHu. ,4/ _ N
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/ N\
53 Ilpeaxnunanann 1annn 3a GezomacHocT (2

Enananpunop manear \



TokeraHOCTTa € NpoyYeHa Npy MUmKY, TUTBXOBC, Ky4eTa 1 MaiMyHH. EHananpun uma aucka
ocTpa TokcudHoCT. Ilepopannara LDso npu Muwmky # mrbxose e 2000 mg/kg.

IomuepTano noreHMpaHe HA TOKCHYHOCTTA © HabJronaBaHo pH MTLXOBE, npuemamy 90 mg/kg
CHaJIANIpWJI THEBHO, MO/IOXKEHH! Ha J1eTa 6e3 NocTaThueH OpHeM Ha HaTpuii.

Teparorensocr

Hsma pokasarencrea 3a Teparorenen e(eKT NpH IIBX0Be M 3aiiIy, KAKTO U 3a HeOnaronpusTHH
©()eKTH BBLPXY PENPOIYKTHBHATA CIOCOBHOCT Ha MBIKKH 1 HKEHCKH TUTEXOBE.

Kapumuorennocr

Hsma pokasarerncrsa 3a kapupHorenen edexr.

Myraresnocrt
Enananpun u CHAJIATIPUTIAT HE Ca NMPOABMIIH MyTareHeH e(eKT.

6. PAPMAIEBTUYHHA NTAHHA

6.1. Cnncbk Ha moMomunTe BeIEeCTBA

Jlaxtosa MoHOXHIpaT

IMmennuHo HumecTe

Konounen Gessozxen cunmumen muokcun /Aepozun 200/
Tank

Marnesues creapar

XKenarun

6.2. HecwBmecTHMOCTH

Henpunoxumo

6.3. Cpok Ha rognoct

2 (11B€) TOAMHM OT JaTaTa Ha TIPOH3BOACTRO.
64. Cneunaunn ycjaorns 3a ChbXpaHeHHe

Ha ce cexpansBa Ha CyX0 U 3aIHTEHO OT CBETIMHA MJCTO, IpH TemnepaTypa g0 25°C.
Ha ce crxpansBa Ha MACTO, HEOCTBIHO 32 Jiena.

6.5. Buan chabpkanHe HAa OMaKOBKATA

Io 20 (50 nmu 60 Tabnerxu) B TIOIMIPOTIMTICHOBH ONAaKOBKH 3a Tabnetku ¢ o6em 5 (12) ml,
3aTBOPSHHU ¢ MONMETH/IEHOBH Kanauku. ETakernpanara 6aHka, 3a€[HO ¢ IHCTOBKA 34 MALKEeHTa €
NOCTaBeHA B KAPTOHEHA KyTHS.

Io 7 TaGnerku B Gmuctep ot Alu-Alu ¢onuo. o 4 (wetupn) biucTepa ca nocTaBenu B kKapToHeHa
KYTHS.

15 ml, xouTo ce 3aTBapsaT ¢ Kanauka Ha BHHT OT TIO/TMIPONIKIIEH, 3aIIMTEHA OT TOJIIpPaBS
HHTErpHpan AecHkanT. Ilo eann eTukeTHpan KoHTeliHep, 3ae/HO ¢ THCTORKA 32 namygrTa ¢
>
NOCTaBeH B KAPTOHEHA KyTHS. /"
Il
I

ITo 20, 50 win 60 Tabnerkn B KoHTefiHepH 0T nonuerwieH (HDPE) ¢ Homunanua BMec;I?aa"
€.C
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6.6 Cnennanau npeanazun MepKM HpH H3XBBpJsHe H paboTa

1.7



Hama cnenmanan msnckeamms,

7. IIPATEXXATEJ HA PA3PEIIEHUETO 3A YIIOTPEBA

HWHBHOTEX 001

Codus 1000, yn. Tpuaguua Ne 5 A

Brirapus

8. HOMEP(A) HA PASPEIIEHUETO 3A VIIO

Per. Ne 20130276

9. HJATA HA THPBO PA3PEIIIABAHE/MIO/TH
3A YIIOTPEBA

Hara Ha mepeo Paspemasane 3a ynorpe6a: 01.10.2013

TPEBA

OBSIBAHE HA PA3PEINEHHETO

10. AATA HA AKTYAJIMBUPAHE HA TEKCTA

roHu 2023



