W3MLAHUTEAHA ATEHLMS N0 NEKAPCTBAIA
KPATKA XAPAKTEPHCTHKA HA MPOAYKTA He@ Ha npog - Tipunc !

1. HME HA JEKAPCTBEHHA MPOXYKT -

Buronpun 20 mg Tabaerxu N gg//fﬁ /Cf ﬁ -5 /19

Vitopril 20 mg tablets ,
09 04 200
|Ogodpers M ... %
2, KAYECTBEH H KOJIHMYECTBEH CHCTAB

Beska Tabnetka ot 20 mg cuaepxa 21,78 mg musumonpwios muxuppar (Lisinopril dihydrate),
eKBHBalIcHTEH Ha 20 mg nusuHonpun (Lisinopril).
3a ILITHHA CIHCHK C IOMOIIHH BEHIECTRA BIDK TOYKA 6.1.

3. IEKAPCTBEHA ®OPMA

Buronpun 20 mg ca, Genu, Kperiy, ABOHBEOH3MEKHATN TabNeTKH, ¢ MapkupoBKa "20" or eanara
cTpPaHa M ¢ Je/IMTelIHH 9epTH OT ABeTe cTpatii. TalnerxkaTa Moxe na Gbae pasneneHa HA eTHPH
PaBHH NOACBHHY.

4, KIMHAYHA JAHHHA
4.1 TepaneBTHUHH NOKAIRANY

Apmepuania xunepmonus
JleacHue Ha apTepHanHa XunepToHus,

Crpdeuna Hedocmamvirnocm
JleyeHne HA CHPACYHA HEAOCTATHIHOCT.

Ocmup ungaprm na muoxapoa
KparkocpodHo (IIeCT CeMHIHO) IEIEHHE Ha XEMOIHHAMHYHO CTabHIHE NalMeHTH B THPBHTE 24 Waca
HA OCTPHA MHOKap/ieH HHapkT,

Bwbpeunu yenoxcnenus npu onabem
Jledenne Ha 636peynH 3a6onaBaHKd MPE XHNEPTOHALM ¢ AMabeT THH 2 W HavaTHa HedponaTHd (BHXK T.
5.1).

4.2 Ho3upoBka B BAYEH BHA OPHIOKEHHE

Tabnerxkure Buronpun ca npeqHazHa%eHH 34 NEpOpaieH NpueM BeOHBXK AHeBHO. Kato scHukH
NexapeTea, NPHEMany BeIHbXK FHERHO, BHTONPHI TpAdea Aa ce npueMa NpuOImHTEHO 10 eHO M
CHILO BpeMe BCekH JeH. AbcopOuusTa Ha Bironpun se ce nortusea or xpana. Jlosuposkara Tpabsa na
6b7e amanmrHpaHa WHAHBHOYATHO B 3aBHCHMOCT OT TpoQIa Ha MaUMEHTA H MOBIHABAHETO HA
KpPBBHOTO Hangrave (oK 1. 4.4),

TaGnerkara Moxke Aa ce pasfiens Ha YeTHPH PaBHH 4acTH. 3a uenra Tabnerxata ce roCcTaBd BBPXY
TBBPAA NAOCKA NOBBPXHOCT © ASTHTENHATA YEPTa HAIOPe M ¢¢ HATHCKA NEKO ¢ MPBCT.

Xumepmonus
BuTonmpnsi Moxe Aa ce HM3INOM3BA CAMOCTOATE/IHO WIH B KOMOMHAallHS ¢ OPYIH JIEKapcTBa 3a
AHTHXHIIEPTEH3IUBHA Tepamua (BXK. To9kH 4.3, 4.4, 4.5 1 5.1).

Hauanna doza
IIpn naumeHTH ¢ XHUNEPTOHHA NPENOPBUATENHATA HAUYAIHA A03a € 10 mg. IIpH manueATH CbC CHIHO
aKTHBHpaH4 PCHHH-aHTHOTEH3HH-ANOCTEPOH CHCTEMA (NO-CTIELHANHO NPH peHOBACKY/IapHa

XHIEPTOHHA, HEAOCTATBYHOCT HA TEYHOCTH M COJIM, CBPACYHA HEJOCTATHYHOCT HIH TeKKa
XHIICPTOHHA), Clel NPHEM Ha ITHPBOHAYANHATA /038 € BE3MOXKHO PA3KO NOHIKABAHE




JeveHseto TpAGBa Aa ca npoBee noA JekapekH KoHTpod. Ilo-Hucka HavamHa J03a e Mperophisa H
TIpH MALHEHTH ¢ OGrOpevHa HEMOCTATEYHOCT (BHX TO-A0MTy Tabmema 1).

Tloddwvporcauia dosa

OGuxHOBeHO edleKTHBHATA FOJUBPXAaIna Ao3a ¢ 20 mg, NpUoXkeHa BeaHsk JHeBHO. [lo mpHHIpN,
aKO JKEMAHUAT TepaneBTHaeH edexT He Hba¢ MOCTHIHAT 3a NEPHOR 0T 2 A0 4 CeMMIT, RO3UPOBKATA
Tpabsa ja Obne ysenuwuena. Makcumanmara fola, [pmiaraHa B JWINOCPOYHH KOHTPOJHpaHH
KIMHHYHH H3CaeaBaHud, ¢ 6una 80 mg/aeH.

Hayuenmu, nexysanu c ouypemuyu

Cnen 3amouBae Ha Jjie9eHKe ¢ BUTOMPHI Mo3Ke J§a ¢€ TIOABH CHMITTOMATHYHA XHnoTonnd. Tosa e no-
BEPOATHO MpH MALUMEHTH, KOHTO ce NEKYBAT C JHYPETHIH. IIpH TAKHBA AALHEHTH ¢ HeoGXomumo
BHHUMAHHE, Thil KATO [P TAX MOXE /13 C¢ NOyYH HEJOCTHI HA SIEKTPOJIMTH H TedHoCTH. Te Tp#bsa fia
CTPAT NPHEMA Ha JHYPETHITH, KO ¢ BE3MOXKHO, 2 10 3 JHH NMpeAH A3 3an09HaT Ie1eHHeTO ¢ BHTOMpPHIL.
ITpu xunepToHHUM, YHETO NEYEHHEe C AMYPETHIIM He Moke Na ObAe CIPAHO, JIEYCHHETO ¢ BHTOTIPA
Tps6Ba Aa 3aM10YHe ¢ HAYANHA 103a OT 5 mg, Tpabsa aa 6baar npocaensrany 6xOpevnata GyHKIHI H
HMBOTO Ha cepymMris kanwii, ITocnegBamara no3upoBka Tpabea fa OAe chobpasena ¢ NOBNHABAHETO
Ha KPBBHOTO HajisraHe. Ako € HeoGXOIMMO, JIEYEHHETO ¢ THYpPETHIM Moxe Ja 6bac Bp306HOBEHO
(Bux T. 44 uT. 4.5),

Hoszupane npu nayuenmu c 6vbpeuna nedocmanreynocm
Joauposkata npH namkeHTH ¢ 6GBOpeuna HemocTaThuHOCT TpAGBa fa Ompae cpobpaseHa ¢
KPCaTHHHHROBUA KIHPEHC, Taka KaKTO € YKa3aHo No-Aosy, B Tabnuna 1.

Tadnana 1
Hoaspane nph nanuerTH ¢ fL0peyna HeAOCTATHYHOCT
Kpearunnnos xinpsuc (ml/min) Havanua no3a (mg/nen)
Tlo-mManko o1 10 mlmin (BrmowwTEnHO 2,5 mg*
NaIHeHTH Ha JHATH3A)
10-30 ml/min 2,5-5mg
31-80 ml/min 5-10mg

* JlosHpoBKkaTa W/MIH YecTOTaTa Ha NpHIOXKEHHe TpAbBa Aa OBIaT ONMpefeNeHH B 3aBHCHMOCT OT
NOBIHABRHETO HA KPHBHOTO HAJIATAHE.

JlosupoBkata Moxe na ObAe NMoBMmMABaHA NOKATO Ce NOCTHIHE aZCKBATCH KOHTPOJ H2 KPBBHOTO
HAJIATAHE WM J0KaTo OBAe AOCTHTHAT MaKCHMYM OT 40 mg MH3HHOMPHI IHEBHO.

Vrorpeba npH NeaHaTpHYHK NAIHEHTH HA BB3PacT 0T 6 A0 16 rompHu

IpenoprunTentata HavanHa o032 € 2,5 mg eXHOKPATHO JHCBHO IPH MalHCHTH C TENECHO Terio
mexny 20 kg 1 50 kg 1 5 mg eaHOKPaTHO FHEBHO NpH nauHeHTH ¢ TenecHo Terto = 50 kg. Jlosara
TpabBa M3 ce ajanTupa WHAHBMAYANHO [0 MAaKCHMAnHa Ao3a or 20 mg AHCBHO UpH HAllMeHTH ¢
TeaecHo Terno Mexay 20 kg 1 50 kg u no 40 mg npu napenTH ¢ TeNecHo Terio = 50 kg. Jlosu no-
BucoxH oT 0,61 mg /kg (wm no-Bucoku or 40 mg NHEBHO) He ca MPOYYBAHHM MPH AEANATPHYHH
TIAIMSHTH (BIOKTE TOUKA S.1).

Ilpn fena ¢ yspeneHa 6u6peunara ¢yHkius TpaOBa Aa ce NMpHAara No-HECKA HAYAIHA 032 HITH /A ¢&
YAWDKA HHTePBana MEKIY OB€ NO3H.

Copoeuna nedocmanrvunocm
Ilpu nanMeHTH ChC CHPASYHA HEXOCTATHYHOCT, BHTONPHI MOXE Ja ce MpeANHCcBa KATO

MOKE [a 3anOYHe ¢ HaYagHa o032 OT 2,5 mg BHTONPMWI, CAWH BT JHCBHO, } /

OCBHINECTBABA TIOJ| JIEKAPCKH KOHTPOI, 3a A4 ObJe npocieacH e(ekTsT BhpXy Mgy

INoeumasaneTo Ha gozaTa TpaGBa Za cTaBa: f
- 9pe3 NOBHINABAHE, He NO-To/iMo oT 10 mg;



- Ha HHTCPBaiH, He MO-MaJKH OT 2 CeOMHIH;
- Oo Hal-BHCOKATA, MOAOCHMA OT TAIMEHTAa 4033, 10 MAKCHMAalHa 103a oT 35 mg
JMH3HHONPHN JHEBHO.

Josupanero Tps6Ba fa e ch00paseHo ¢ HIAHBHIYATHNS KIMHHYEH OTTOBOP Ha nauuenTa. Hpa naupenta
C BHCOK PHCK OT CHMITTOMATHYHA XHIIOTOHHS, HATIPHMEp NAIMEHTH ¢ HEJOCTHT Ha COJH, ¢ WM 6e3
XHITOHATPHEMHA, TALHCHTH C XHNIOBOIeMHS HWIH IAHCHTH, IPHEMAIH CATHAHYPETHK, aK0 © BE3MOXKHO,
Te3H HapyHIeHHs TpaGBa a GHAAT KOPETHPAHM TpEH 3anodBaHe Ha JedeHne ¢ BHronpui. TpnaGsa xa
6Baat npocnensBany Gb0peunara GyHKund U HUBaTa Ha CEPYMHHA Kanuit (BEDK T. 4.4).

Ocmop undpaprm na muoxapoa

INampenTre TpabBa fa NoMy4aBar CHOTBETHATA CTAHNAPTHA MPENOPHYHTENHA TepanHi C
TpoMGoNUTHIY, actiHpuH H Oeta-6mokepu. BIMOKHO € €AHOBPEMEHHO HHTPABEHO3HO HJTH
TPAHCASPMAITHO MPHIOKEHHE HA TIIMIICPHI TPUHATPAT {HHTPOrnHIepHH) ¥ BuTonpu.

Hauanna d0o3a (npes nepeume 3 Onu caed unpapxmaj

Jleuennero ¢ Baronpun Tpatea Aa 3anoune Ao 24 9aca CieX NOABATA HA MEPBHTE cCHMINTOMA. Jleuennero
He TpibBa 1a Oblie CTAPTHPAHO NP CHCTOIMMYHO KPBEHO HalArase, no-aucko or 100 mmbg. Hauamara
1034 OT 5 Mg BHTOIMPHN Ce TIoCNEARa oT 5 mg cnex 24 waca w or 10 mg cnex 48 daca. Cnen ToBa no3ara e
10 mg na pen. IlanHeRTH ¢ HHCKO CHCTONHYHO HangraHe (< 120 mmHg) B Ha4anoTo Ha ICICHHETO WK
npes mepBMTe 3 OHH criel HEdapKTa Tpa6sa Aa NONy4ABaT NO-HACKA 1034 - 2,5 mg (Bwx T. 4.4).

B ciyuait Ha Op6peuHa HemeCTATHYHOCT (KpeaTMHHHOB KmpbHC < 80 ml/min), HawamHara A03a
Buronpun 1pafea na 6nae crobpasena ¢ KpeaTHHHHOBHA KITHPBHC HA NalHenTa (Brk Tabmima 1).

IToddwpocaya oosza

Tlopmspokamara gosa € 10 mg auesHo. TIpy nandeHTH ¢ XUBOTORMS (CHCTOMMTHO HAIATAHE NMO-HACKO HIH
paeHo Ha 100 mmHg) AHeBHaTa MOAXBpKAILA /033 He TPAORA /1a IPEBHIIAaBa 5 Mg WIH KO € HEOOX0IUMO
MOJKE BPEMEHHO JIa & HAMAIH A0 2,5 mg. AKO XHMIIOTOHHATA ITPOALIDKH (CHCTOIIHYHO KPBBHO HanAraHe
no-gucko oT 90 mmHg 3a nosede or 1 4ac), NpHEMBET Ha BHTONPWI TPAGBa Ja ce NPEYCTAHOBH.
Jleuennero TpaGBa fa MPOXLIDKH 6 CeIMHITH, CJIe] KOeTO NAlHeHTET TpLOBa OTHORO A3 Obje Iperniean.
TTaupeHTH ChC CHMITTOMM Ha CBPACYHA HEAOCTATHYHOCT TPAOBa Aja NMPOABIDKAT JICUCHHETO C BUTOTIPHI
{(BioK T. 4.2).

Buvbpeynu yenoocnenus scredcmeue wa duabem

IMpu xumepronuum ¢ AHabeT Thil 2 H HavaiHa HedponaTHi fo3aTa € 10 mg BHTOMPHIT AHEBHO, KOATO, 4K0
¢ HeoOXxo MO, MOXke fa Obae noBumena 1o 20 mg AHEBHO, 3a fa ¢¢ KOCTHIHE AMACTOIMIHO HA/lATaHe
rox 90 mmHg. B ciyuanre na 6u0peuna HemoctaThuHOCT (KpeaTHHMHOR KnHpBHC < 30 ml/min),
Ha9aNHaTa /10338 BHTOTPHA TpabBa Na 6uae chobpaseHa ¢ KpeaTHHHHOBMA KIHPBHC HA NALMEHTA (BEDK
Tabsmna 1}).

Heduampuuna nonyrayus

Hima onur no oTHOMmEH S Ha 6e30NAacHOCTTa ¥ e(PHKACHOCTTa IIPH Aelia Raj 6 TONMINHA BE3PACcT CaMO NpH
NeUEHHE HA APTEPHAJIHA XMIEPTOHHS, HO HiMA KIHHHYEH OITMT NPH OCTAHATIATE NOKA3aHHA (BIKTE TOUKa
5.1). Hpenopruba ¢¢ JicueHWe Ha Jena ¢ JTH3HHOMPHI CAMO 33 XHIICPTOHMS, HO HE H 3a OCTaHajHTe
TCPANEBTHIHH MTOKAZAHMKA,

JhnusONpAi He ¢¢ NPenopLYBa NPH Aelia NoA 6-ToJHIINA BHIPACT, HWIN IPH Jiela ¢ Texko Gubpeuno
yepexkaane (GFR < 30 mV/min/1,72 m?) (Bwkre Touka 5.2)

Vnompeba om nayuenmu 8 cmapyecka avapacm

Knunuamure d3cnefBaHuss He €34 YCTAHOBWIM 38BHCHMOCT MEXAY BLIPACTTA HA NMAUMEHTMIC ¥
edakacHocTTa W GesomacHocrra Ha Beronpun. Karo ce uma NpefBHI, 9¢ CTAPYECKATa BB3PacT Ce
CBBp3BA ¢ HaManeHa OBGpeuna dynxuma, TpaGBa ja ce clienpaT ykasaHuaTa B TaGmwila 1, 3a na ce
OMpene/H HATANHATA A03a BUTONPWI NpH Taxkupa naumeHTd. Crel ToBa AO3HPOBKaTa TpaGea na Onue
cp00paseHa ¢ NOBNHABAHETO HA KPHBHOTO HAMFAHE.




Ynompeba npu nayuenmu c 6vbpeuna mpancnranmayun
Teii KaTO HAMa ONMMT ¢ NMPUICKEHHETO HA BuTONpHR mpH maupeHTH CbC cKopomHa On6peuHa
TPAHCIUTAHTAIHA, JICFCHHETO HM C TORA JIEKAPCTBO He cé NPENopLYBa.

Haviun na npunoxcenve Ilepopaiso mpanoxeHsHe.

4.3 IlpornBonoxasanusd

- CBPLXYyBCTBHTENHOCT KbM BHTONPHMIL, HAKOE OT MOMOIIHHTE BEIIECTBA, n3GpoeHH B Touka 6.1 Wi
apyr ACE-unxuburop.

- AHaMHe3a 3a aHrHoeieM NpH npeamecTsamo neuckue ¢ ACE- rHXAGHTOpPH.

- XepenurapeH WiH HAHONATHYEH AHIHOEAEM.

- Bropu win Tpets TpEMecTBp OT G6peMeHHOCTTa (BokTe TOUKa 4.4 U T. 4.6).

- ExnospemernaTa ynorpeba Ha Buronpsn ¢ anucKipeH-ChABPKAITH NPOAYKTH € IPOTHBONOKA3AHA TIPH
TALIHERTH ChC 3axapeH suaber wiu 6u6peuno yepexaare (GFR < 60 mi/min/1,73 m?) (k. Touxm 4.5 H
5.1y,

-ChipreTBama yrnotpeba OpH TepanMs che caKyOHTpwi/sancaprad. Jhmsueonpun He Tpabea na ce
3ano4Ba Mo-PaHo 0T 36 uaca ciiea NOCTEAHATA K034 caKyOHTPII/BacapTaH (RX. CHIIO TOUKH 4.4 1 4.5).

4.4 CoenEa/HE NpeAYHPEKICHAS B DpelNasHd MepKH NPH ynorpeda

Cumnmomamuuna XunomoHus

CHMITFOMATHIHA XHTIOTOHHA C€ CPeIla PAAKO IPH NALMEHTH C HEYCI0KHERA XHNEPTOHM. XANOTOHUATA
€ MO-BEPOATHA NPH AEXHAPATHPAHH MALMECHTH HIK TAKHBa C €JCKTPOJHTHA HEAOCTATHYHOCT, IPH
JedeHKe ¢ OUYPETHIIH, NPH AHET4 ¢ OTPAHAYCH MPHEM Ha coJi, CNeN ANanH3a, NpH MOBPLINAHE KiH
AHAPHS AWK HPH MAUMEHTH C TeKKA PeHMH-3aBHCHMA XHTiepTouust (Biok 7.4.5 1 T. 4.8). TasH XHNOTOHHA
¢e cho0IlaBa IMABHO NPH NaIHEHTH ChC 3HATHMA CHPACTHA HEJOCTATHIHOCT, MPHAPYKEHA HIM HE OT
610peuHa HEROCTATHYHOCT, TIPH MALIHEHTH HA TeparHd ¢ OpEMKOBH JHYPETHUM BB BHCOKH JO3H K pH
NANMEHTH C XHIIOHATPHEMHES WK (YHKITHOHATHA OB6pe Ha HeAoCTaTHIHOCT. [IpH NALMEHTH ¢ ROBHINCH
PHCK OT CHMITTOMATHYHA XHTIOTOHHA B Ha4YaloTo, JicueHHeTo TpabBa Ja ce M3BBPHIBA MOJ MOCTOAHEH
JieKapcKH KORTPo1. CBIOTO BaKH H 3a NALMEHTH ¢ HoXeMHYHa Doslect Ha CBPIETO WIH MOIBIHO-CHI0BA
GosecT, IpH KOHTO PEKOMEPHOTO MIOHIKABAHE HA KPBBHOTO HANATAHE MOXE Ra JOBEAE A0 HHGApKT Ha
MHOKapA4 HIH MO3BIHO-CHI0B HHIH/IEHT.

TIpH nosea Ha XAIOTOHKA, NANUEHTHT TPAGBA Ja CE MOCTABH B JIEHATO TI0JI0XKEHHAE H aKO € HEOGXOMMO
Ia ce MPHIOKH HHTPaBeHO3HO (pu3MonordyeH pasrsop. KparkoTpaeH XMilOTOHHYEH OTTOBOD HE ©
NPOTHBONOKA3AHNE 34 INOITBIHWTENHH JO3H, KOMTO MOrar ja OBJaT AaBaHH, oOHKHOBEHO Ge3
YCNOMHEHHH, MIOM KPBBHOTO HATLATaHE Ce TIOBHINH Clie]] yBe/TH4aBaHe ofeMa Ha TeTHOCTHTE.

I1py maiMeHTH Che CHPACTHA HEAOCTATHIHOCT, ¢ HOPMAJTHO MIIH HHCKO KPhBHO HAJATAHE, MOXKE /3 ce
Hab/moaBa NOITLIKKTENHO [OHIDKABAHE HA KPHBHOTO HandraHe cief ynorpebara Ha suronput. Tosw
edexT e npeABMIHM H OGHKHOBEHO HE ¢ NIPUYIHHA 3a NPEYCTAHOBSBaHE Ha IEUCHHETO. AKO XHIIOTOHHATA
CTaHe CHMITTOMATHYHA ¢ HeOOXOANMO I03aTa BHTONpPHA Ja 6bje HamaleHa WIH fa ce MPEYCTaHOBH
MPHEMBT.

Xunomonur npu ocmep unghapxm ra Muoxapoa

He Tpa6sa na ce 3anousa je4eHHE ¢ BHTONMPHI NPH NALMEHTH C OCTHP HA(GAPKT Ha MMOKapJa, PH KOUTO
MMa PHCK OT CEPHO3HO BAOINABAHE Ha XeMOJHHAMHYHOTO CHCTOAHHE CNEJ| NEYCHHE ¢ BASOMHIATATOP.
ToBa ce OTHACA 3a NALMEHTH CHC CHCTONHYHO Handraxe, No-HEcKo ot 100 mmHg mimM TakHea ¢
kapauoreHeH mok. IIpes mspeuTe 3 mHM cnen uHdapxra Rozara Tpabea ma OpAe HamanieHa, ako
CHCTONHMYHOTO HansArase e 120 mmHg unu no-wucko. TTonaspkamara no3a Tpsa6ea ga OB HaManeHa
J0 5 mg WM BpeMeHHO 70 2,5 mg, ako CHCTONMYHOTO Hansrade e 100 mmHg wm mo-Hucko. Ako
XHIIOTOHHATA € MOCTOSHHA (CHCTOMMYIHO HajisraHe moA 90 mmHg 3a moBede oT 4ac), JEUSHHETO ¢
Buronpun Tpabea fa ce npeycraHOBH.




Aopmna ury mumpanna cmenoza/xunepmpouura KApOUOMUOnamus

Kakro sciuxi ACE-urxuGurops, Taka v Buronpyi TpsOBa na ce Npuara ¢ HOBHIICHO BHHMAHHC NpH
TIAIMCHTH ¢ METPAJIHA CTEHO3a H OOCTPYKUMA B H3X0/Ia HA JIMBATA KAMEPA, KaTO 0PTHA CTEHO34 WiIH
xuneprpodpHIHa KApAMOMHONATHY.

Bvbpeuna nedocmamvyunocm

Tpn nauseHTH ¢ GBOpeYHA HENOCTATHYHOCT (KPeaTHHHHOB KIMpBHC <80 ml/min), HauamHara
IO3MPOBKA Ha BHTONPHA Tpabea na 6vne crobpazeHa ¢ KpeaTHHHHOBHA KIHPBHC HA DAIHEHTA (K
tabnuna 1 B 1. 4.2), a cliesy TOBA, B 3aBHCHMOCT OT OTTOBOPA HA MAlMeHTa Ha NedeHnero. PenoBHOTO
HablmoONCHHEe HA KanMd M KPEATHHMHA €4 9JacT OT PYTHHHATA MEAMIMHCKA MPaKTHKAa NpH Te3H
[ALHEHTH.

TIpy HAKOH MALMEHTH ChC CHPACYHA HENOCTATEIHOCT MOXKE 13 PEIHHKHE XHIOTOHKSA CJIe]] 3aN04BAHE
Ha JsedeHHe ¢ ACE-HHXMOMTOpH, KOeTO MOXe fAa AOBeAe N0 AOMBIHATENHO HAPYIIaBaHE HA
6n6peunara gynxmus. UMa cpobmenns 3a ocTpa 6B0peusia HEROCTATLYHOCT B TAKHBA CHTYALHH,
KoATO OOHKHOBEHO € obpaTMa.

[p# HAKOH NALMEHTH ¢ ABYCTPAHHA CTEHO3a Ha OLOpeMHaTa apTepHa WIH ChC CTEHO3a HA apTepHATa
Ha emuHcTBeH GBOpek, nexysanu ¢ ACE-uxuGuropH, ce HaOmonasa NoBuIuapaHe Ha ypesta M
CepyMHMS KPEATHHHH, KOETO OOHKHOBEHO ¢ 00paTHMO citefl IpeycTaHOBRNBaHe HA Tepanusara. Tosa
Baxu ocobeno 3a naimeHTH ¢ OBOpeTHA HEJOCTATHYHOCT. AKO € HAWIHIE K PEeHOBaCKyJdapHa
XWNEPTOHHA, HAPACTBA PHCKST OT OCTpa XuMnotonus u On0pedHa HepocrareuyHOCT. [ipH TesH
NaLMEeHTH Ae4eHHeTo TpAOBa Aa 3ano09He NOA HEelOCPEACTBEH JEKAPCKH KOHTPO/ ¢ HHCKH [O3H H IpH
BHMMATETHO Ro3upaHe. THi Kato medenne ¢ AMypeTHIM Moxe Aa Obae dakrop, KoifTo Aa ZOTIpHHECE
3a MOBHIUABAHE HA CTOHHOCTHTE H2 YpedATa M CEPYMHHA KPEaTHHHH, (pe3 IIBPBHTE CCIMMIM OT
negenHero ¢ Butonpun TexumsT npueM Tpabea aa 6bae npexseHaT H TpaORa ma Gbae mpocneniBasa
Ou6pednara GyHKUMA.

Tlpr HAKOH NALMEHTH ¢ XMIEPTOHHA 6e3 BHAHMO ChriecTByBamy OnOpednn 3abonaBaHMA ca
YCTAHOBEHM [IOBMIIEHH CTOHWHOCTH Ha yped H CepyMeH KDEaTHHHH B KPbBTa, OOHKHOBEHO
HE3HAMMTEHH M NIPEXOHH, 0cOBEHO KOraTo BHTONPHI € IPHEMAH SAHOBPEMEHHO ¢ AHypeTHIH. Toba
€ HO-BEPOATHO A Ce Hab/mo/aBa MPH NALMEHTH ¢ Bevde ChIeCTBYBalla 636peuna HenocTaThIHOCT. B
TAKHEA C/Iy4aH MOXE ]1a C€ HATIOXKH HAMAMABAHE HA J034TA WIIH NPEKbCBAHE HA NHYPETHKA H/HITH
Buroripun.

[MaumenT ¢ OCTHP HRGapKT Ha MHOKApAA He TpAOBa 1A 3aN0YBAT JICYCHHE C BHTONPHI, 8KO MMaT
CHMITTOMHM HA OTKNOHeHHA B GnOpeunarta (ywkums, NepHHMpaHHM C KOHLEHTpAllHA HAa CCPYMHHA
KpeaTHHHH, HagBumapama 177 pmol/l wiwm nporenHypus, Hamemasama 500 mg/24h. Ako
NAMEHTST pajsue GeOpedHa HENOCTATHYHOCT MO BpeMe Ha JIUCHHETO ¢ BHTOMPWI (CepymMHa
KpeaTMHHMHOBA KOHLEHTpalldd, HaJBHmIaBamia 265 micromol/l wm yasossane Ha O0a3zoBHTE

KOHLIEHTPALHH Ha CEPYMHUA KPeATHHHH), [IPHEMBT Ha BHTOIIPHWI TPAOBA 1a Ce IPEYCTAHOBH.

Cspoxuyecmeumesmoem / anzuoedem

Hma cpoOmeHHs 3a pefkH CIy4aH Ha AHTHONEM Ha JIMHIETO, KpaHHHLMTE, YCTHHTE, €3HKa, ITIOTHCA
H/WIM JIAPHHKCA [P NauueHTH jekypanu ¢ ACE-wHxuburopH, kmounTenHo W Buronpun. Tosa
MO3e€ Jia Ce TIPOSBHK N0 BCAKO BpEMe Ha TepamusTa. B Takusa cnyyaH, npaeMst Ha Burorpun tpabea
aa 6sne cipaH HesabapHO U Na 6BAc HA3HAYEHO MOAXOAMIO JIEUERHS N0 HabMmoaeH#e O ITRTHOTO
H3Ue3BaHe Ha CHMITOMHTE. JIODH H B CJIy9aHTe, KOTATO MOAYT € CAMO ¢3HKET, Oe3 pecrnHpaTopeH
JHCTpEC, MAIMCHTHT MOXE A4 Ce HY)AAe OT NPOAB/LKHTENHO Habmonenue, T KaTo JieWeHHe
AHTHXHMCTAMHHH H KOPTHKOCTEPOHAH MQXe A2 He e JOCTATBYHO.

MHoro paako ce cbobmapa 3a CMBPTHE CIIYYaH, AWTKAIH CE HA aHTHOS/IEM, CBBP3aH C JlapHeHrcalcH
e/IeM UIH efleM Ha e3Hka, AKO aHTHOSACMA BKJTIOUBA €3HKA, FIIOTHCA WIH JIAPHHKCA € 1I0-BEPOATHO Aa
HACTBHIH oﬁc'rpylm,m Ha AHXATENHHTE METHINA, 0CO0EH0 MPH MANMEHTH ¢ OnepaiiHd Ha mmawume




NpHEM Ha AfPeHATHH WAIHM TOANLpKaHe Ba mamuasero. IlauuentsT TpsGea ma Geme mon
HETIOCPEACTBEHO JICKAPCKO HAOMoACHHE A0 ITRIHOTO OT3BY4ABAHE HA CHMITTOMMTE.

[Ipu gepuokokm naumenty pepostHocTTa ACE-unXAOWTOpHTE ja NpeIM3BHKAT AHTHOEAEM €
TO-TOMAMA, OTKOAKOTO MIPH NALMEHTHTE ¢ NPYT UBAT HA KOXKaTa.

[IpH NalMeHTH ¢ aHAMHE3a 33 aHTHOENEM, KOMTo He e cBbpian ¢ npueM Ha ACE-umxuGurops,
CHIUECTBYBA OBHIIEH PUCK OT AHIHOAeM NpPH ynoTpefata uM (Bmk T, 4.3).

CembreTBaiata ynotpeba Ha ACE-unxuburopu che caKyOHTpHA/BAIICAPTaH € MPOTHBOIIOKA3aHa
MopasH NOBHIIEH PHCK OT anTHoeneM. JledeHHe che cakyOHTpWI/BaIcapTal He TpAOBa Jia ¢¢ 3ano1Ba
no-pato ot 36 4aca ciex DOCHENHATA 032 IM3HHONPH). JleueHne ¢ JIH3HHONPH HE TpabBa 1a ce
3aMoYBa 1I0-PaHoO OT 36 Waca cjej HOCJAEAHATA A03a caKySHTpmi/BaicapTaH (BK. Toukd 4.3 H 4.5).
ComsreTRamara ynotpeba na ACE unxuburopn ¢ pauexagorpwi, mTOR umxuGuropn (manp.
CHPOJTHMMYC, eBEPOMMMYC, TEMCHPOJIHMYC) H BWIJAIIHNTHH MOXE Ad JIoBe/ie O MOBHILICH PHCK OT
aHruoesem (HAIP. OTOK HA JUXATETHHTE IHTHINA WM €3HKa, ChC MM 0e3 HapylleHHe Ha JHIIAHETO)
(Bx. TOuKa 4.5). Heo6xoauMo € aa ce moAX0NH ¢ NOBHINCHO BHHMAHUE, KOTATO ¢ 3a104Ba JIEYCHHE C
panexagorpwi, mTOR uuxuOuropm (HAmp. CHpPOJMMYC, €BEPOJHMMYC, TEMCHPOIHMYC) H
B IATTHITTA TPH NANEEHT, Ko#To nege npuema ACE- rrxnbuTtop.

Cunvmemeawa ynompe6a wa urxubumopu #a mTOR (nanp. cupoaumyc, e6epoTumMyc, MEMIUPORUMYC)
[TaiHeHTH, KOHTO TIpHEMAT CHIFBTCTBAMO MHXMOMTOpH Ha MTOR (Hafp. CHpOIHMYC, eBEPOIHMYC,
TEM3HPONHMYC), MOXE A3 OBJAT HUIOKEHM HA MOBMINEH DHCK OT aHTHoeneM (T. €. OTOK Ha
AMXATENHHTE THTHINA WK €3HKA, Ch¢ WIH (€3 HapymeHHe Ha JHIIAHeTO) (BXK. T09Ka 4.5).

Anadunaxmuunu peaxyun npu nayueRmi Ha XeMoOUQTU3Q

CrobmeHe € 3a aHaQWIAKTHYHM peakUMM [IpH Tal[HeHTH, TOMIOKEHH Ha JHam3a
BHCOKOMPOITYCKITHBH MeMOpasH (Hanp. AN 69) u B chinoto BpeMe nekysaHd ¢ ACE-uuxuburop. [Ipu
Te3d MALKEHTH TPA6Ba Aa ce H3MON3BAT APYIH AHANH3HPAIH MeMOpAHH WK 13 Ce H3MOI3BAT APYTH
REeKAPCTRA 23 NeUeHUe Ha XMICPTONNA.

Anagunaxmuuny peaxyuu no épeme na LDL-numuova adepesa

JKupoTosacTpamasaiy aHaHIAKTHYHY PEAKUMM ca BH3MOXHH TIpH NalMeHTH Ha nedenke ¢ ACE-
HHXHOHTOPH, OpeThprenu LDL (IHnonpoTeHHy ¢ HEcKa ITETHOCT)-atepesa ¢ Aekcrpancyndar. Teau
peaxuuu ¢¢ H30ArBAT KaTO BpeMeHHO ceé npekncsa TepamuaTra ¢ ACE-maxuburopa mpexu Bedka

aepesa.

Anagpunaxmunnu peaxyuu no apeme Ha OeCeHCUDURUIAYUR

TMaimenry, npueMarni ACE-HHXHOHTOPH NO BpeMe Ha JISICHKE 3a NeceHCHOMIM3alius (Hanp. © oTpoBa
OT LHMNOKPHIM), MOTAT Aa TIOAYYAT TEHKKH aHADMIAKTHIHM peakiuy. Tesu peakiuu MoraT 1a 6saar
H30ETHATH, KATO BPEMEHHO ¢o Tpekncne npuemsr na ACE-HWHXWOWTOPH, HO MOFAT Ha ¢ TMORBAT
OTHOBO HpH NOBTOPHA HEBHHMATEIHA YNIOTpeba Ha TaKHBa JIEKAPCTBRA.

Yeprnodpobra nedocmamovunocm

Jeuenne ¢ ACE-#HXHOHTOPH MHOTO pANKO Ce CREP3Ba CHC CHHAPOM, 3a7ovBaml ¢ XONCCTaTHYHA
HBITEHHL 2, IIPOrpecHpalua 10 YepHoapoGHa Hekposa ¢ daraneH IO B HAKOH CTyYaH. MexaHH3MET
HA TO3M CHHAPOM HE € M3BECTCH. AKO NMALMCHTH Ha JICYCHHE C BUTOTPH PA3BHAT KBITCHHIA HITH
TNOXAXAT NOBHIIIEHHEe HA 9ePHOAPOSHNTE SH3MMHE, IPHEMET Ha JIEKAapCTBOTO TPA0Ba Jia ce MPEyCTaHOBH
H NalHEeHTHT MOATEHKH Ha JIEKaPCKH KOHTPOJL

Heymponenun / azpanynoyumosa
Hima crobmieHua 3a HeyTponeHHa / arpaHy/IOLMTO3a, TPOMOOUHTONCHHA H aHCMHA HPH NAHEHTH,

npremami ACE-uaxuturopu. ITpu naupents ¢ HopmaaHa 6s0peuna dyrxuma 1 6e3 ApYTH
YCIIOXKHABAIIM (AKTOpH, HEYTPONICHHA BB3HHKBA paaxo. HeyTponeHHMATa M arpaHyJicLMTO3aTa ca
ofpatump cien npeycraHosapane Ha nedennero ¢ ACE-unxuburopa. Butonpsia TpaGBa oa ce
H3MO/N3B2 ¢ 0cOOCHO BHUMAHME ITPH NAUHEHTH ChC CHCTEMHH 3a001aBaHHA HA CHEJIH a2

I:a



THKaH; MAlHCHTH, JEKyBaHH C HMYHOCYIIPECOpPH; NALMEHTH, JCKyBaHH C QiONyPHHON HIH
TIPOKAHHAMHAA HIIH [ALACHTH, IPH KOWTO & HANKLE KOMOMHALHA OT TE3H YCIOXHABAIM (akTopH,
ocobeno axo wmar Hapymiena OnOpeuna ¢ysxums. Ilpy HAKOH malEeHTH MOTAT A4 Ce PasBHAT
CepHO3NH MH(EKIMH, KOMTO B PEAKH CAyYaH HE C¢ MOBIMABAT OT HHTCH3HBHA SHTHOMOTHYHA
tepamuy. [Ips Takupa naiedT! ¢ HeoGXOMHM NEpPHOAHIEH KOHTPON HA HHBaTa Ha Oe/mire KPHBHH
wieTkH. [TaipenTaTe TpaOBa Ja ¢HOOMABAT 32 BCEKH NPH3HAK 38 MHQEKIMA.

Heoiimo Groxupane naperun-anzuomensun-ardocmeporosama cucmema (PAAC)

Wma fanuu, ue emsoBpeMeHHara ynotpe6a ma ACE mmxuburopn, anrmoremsys Il-penenropru
OnokxepH WM ajgHCKHpeH NOBHINABA PHCKA OT XMNOTOHMA, XHICPKANHEMus M HAMAN4BaHE HA
6b6peunara QyHkuna (BKmOYMTENHO OCTpa OuOpedns HemocTarsdrOCT). Ilopazw Topa He ¢¢
npenopsuBa ABoiiHo 6nokupase Ha PAAC upes xomGuuupaHara ynotpeba Ha ACE uaxuburopw,
anruotexanH I-penenroprm Groxepn WiH ajvckuped (Bx. ToUkH 4.5 u 5.1). AKo ce TIpeneHH, 9¢
TepanmaTa ¢ ABOHHO Gnokupane ¢ abcomoTHO BeolxozuMa, ToBa Tp#bGBa ja CTaa camo IOA
HAGIONEHHETO HA CICLMATHCT M TIPH 9€CTO BHHMATE/JHO MOHWTOpHUpaHe Ha GhOpednara yHKIm,
eJIEKTPOITATHTE B KPHBHOTO HAJMATAHE,

ACE HHXMOMTOpH W aHrvoreHsuH Il-penenropid Onokepu He TpsbBa xa ce H3MOM3BAT
€/IHOBPEMEHHO TIPH NAIMCHTH ¢ AuabeTHa HedponaTHs.

Paca

Tlpu 4epHoKOXH mnaitdeHTH RepostHocTra ACE-HHXHMOWTOpHTe Ja NpeJU3BHKAT aHTHOENEM ©
[O-ToNsiMa, OTKONKOTO MpH NAIMEHTHTe ¢ ApYT LIBAT Ha KoXarta. BHTODPHI, Kakro H APYTHTE
ACE-HHXHOHTOPH, MOXeE 3 € MO-MAIKO epeKTHBEH IPH 9EPHOKOXKH [AHHEHTH, OTKOIKOTO NpH
MAHECHTHTE C APYT UBAT H4 KOXATa, Hali-BEpOATHO HOpaiM HMUCKHTC HHBA HA PCHHHA TIPH
YepHOKOKaTA IOIyNalMs, CTPAJAIa OT XHIepTOHHA.

Kawnuya

Crofmasa ce 32 mogsaTa Ha KAUUTHIA Ti0 Bpeme Ha ynotpeGata va ACE-umxuGuropu. Tasu xanuma e
HENPOYKTHBHA, IEPCHCTHPALIA W NMPEMHHABA ClIe CIMpaHe Ha JledeHHeTo. KauuTHiara, peiu3BHkaHa
ot ACE- aaxuburopu, TpaGBa ga ce MMa ipeiBHA NPH NH(epeHIManHATA IHArHO3A HA KanuiHuaTa,

Xupypeun /anecmesun

Buronpun Moxe na ONokHpa BTOPWYHO (opMHpaHero Ha aHrmorensuH I creg KoMOEHCARTOPHO
OCBOGO)K.I[H.B&HE Ha PpCHHH ITPH NaifHEHTH, MOAT0XKEHN Ha 3HAYATC/IHH XHPYPIrUTHH HHTCPBCHIHH HITH Ha
GHECTE3HA C JICKAPCTBA, TOHIDKABAMIM KPHBHOTO Hansrane. Karo pesynrar ce nofmy4aBa H3pascHa
XHIIOTOHHA, KOSTO MOMXE /1A C& KOPHI'Hpa Ype3 BIHBaHe Ha IUIA3MO3aMECTHTEIH.

Cepymen ranuii

ACE-unxu6MTOpHTE MOTAT 1A NPEAM3BHKAT XHIIEPKATHEMYS, Thii KATO HHXHOUpaT 0cBOGOXK/IABRHETO HA
angoctepon. EQekrsT 06HKHOBEHO He € 3HAYTHTE/ICH NPH TaiHEeNTH ¢ HopManka 6p0peuHa pynxigas. ITpu
MADMEHTH C Hapyiena 6s0peuna GpyHKMA 1 grHabet ofavde H/HITH GPH NALMEHTH, MPHEMAIITH XPaHHTE/THH
JoGaBKH, CHIBPXAIMM KAk (BKIOYUTENHO 3aAMECTHTENH HA COJTA), KATHHA-CHXPaHARBANIA AMYpPETHIM,
TPHMETONPUM HIH KOTPHMOKCA30M, HI3BECTEH CHHIO KATO TPHMETONPHM/CYa(aMeTokcason, H ocobeno
AHTATOHMCTH HA AIAOCTEPOHA WIH AHTHOTCH3HH-DELENTOPHH OJIOKepH, MOXe 13 Bb3HHKHE
xunepkanmHeMus. Kamuii-chXpanaBanyiTe JHYpEeTHIH H aHTHOTEH3MH-pelerrTopasTe Onokepy TpaGea na
¢ TIPWIAaraT BHHMATENHO TpM MAlMeHTH, npHeMamy ACE-HHXHOHTOpH, KATO CEPYMHHAT KAIHA H
6e0peunara dyHKums TpaCra aa ce mpochenseart (BX. Touka 4.5).

Huabemuyu

Tlpy nanWeHTH, TIpHEMAODA MepopayHO aHTHAWMAOeTHHW JekapcTsa WIM HMHCYIHH, TpsGea za ce
OCBINECTBABA HEMOCPESACTBEH IIHKEMHYEH KOHTPOJ ICG BpPEME HAa NbPBHA MECEL OT JICUCHHWETO ¢
ACE-ummburop (sik 4.5 BzauMogeiicTBHE ¢ APYrH JEKAPCTBEHH MPOXYKTH M Ayrd (QopMH Ha
B3aumMojciicTrHE).




Jlumuii
TTo npuHIMN KOMOHHALHATA Ha THTHH ¢ BuTonpun #e ce npenopsypa (BEX T. 4.5).

bpemennocm

ACE nuxuburopu He Tpabea aa ce ynotpebasar no Bpeme Ha GpeMEHHOCTTA. Ako JiedenneTo ¢ ACE-
HHXHOHTOD € HAJIOWKHTENHO, MAllMeHTKUTe, TIaHupamy OpemMenHoct TpabBa na GbAaT MOLIOKCHH HA
ANTEPHATHBHO aHTHXHIICPTCHIHBHO JICGCHAE ¢ YCTRHOBEH Mpodmr Ha Ge3onacHOCT MpH (peMeHHOCT.
Koraro ce ycramosu Gpemennoct, neuennero ¢ ACE-muxuburop Tpabea na Gbae mpeycTaHOBEHO
BB3MOXXHO HAW-GLP30 ¥ A ce MPeMMHE KM alTepHaTHBHA Tepanus (Bk T. 4.3 H T. 4.6).

4.5 B3anMoeliCTBHe ¢ APYIHA JeKAPCTBEHAH NPOAYKTH H ApYTH GOPMA HA B3aMMO/ICHCTBHE

Apyeu anmiocunepmen3zustu nexapcmed

ExHoBpeMeHHATa YTIOTpe6a ¢ aHTHXWIIEPTEH3HBHY JIEKapCTBa (HAIPAMED NIMUEPHA TPHHHTPAT H APYTH
HWUTPATH WIH JPYrH BasOMIATATOPH) MOMKE a4 3aciiM XHIOTCH3HBHHA edexT Ha Buronphi.
EnmoBpeMenHaTa ynotpeSa Ha BHTONpIUI ¢ AMHCKHpeH ChALPXKALIY IEKAPCTBa TPAGBa Aa ce H30ATBa (B,
T.43uT 4.4).

JaHH# OT KIHHUYHH NPOYYBAHMA IOKA3BAT, 9€ MABOHHOTO ONOKHpaHEe HAa pPEeHHH-AHTHOTCH3HH-
angoctreporoBara cuereMa (PAAC) upes kombunmpanara ynorpe6a Ha ACE-#HxuOHTOpH, AHIHOTECH3HH
H-penerrropau 610kepH WM ATACKMPEH C¢ CBBP3BA ¢ II0-BHCOKA UECTOTA Ha HEXE/IAHH CHOMTHE, KATO
HAIPHMEDP XMITOTOHHSA, XHIIEPKAIMEMHAS H HamangpaHe Ha OBOpednaTa QyHkiAS (BKIOYHTENHO OCTPa
6B6pedna HeOCTATHIHOCT), B CPaBHEHHME ¢ yMoTpebara caMO HA €HO CPEACTBO, ACHCTBAMIO BELPXY
PAAC (pxk. Touxn 4.3, 4.4 u 5.1).

Huypemuyu

OOHKHOBEHO MOHINKABAIINA KPBBHOTO HAMATAHE ©(pEeKT Ha BHTOIIPHI C€ YCHABZ NPH €THOBPSMCHHO
npueMaHe Ha Auypernun. [TanreATH, NpHeManiy JHYPETHUH, | NTO-CHEHHANHO Te3H, KOUTO OTCKOPO ce
JIEeKyBar ¢ AUYPETHIH, MOTAT NMOHAKOTA TIPH 3aMOvBaHE HA JIEYEHAE C BHTOMNPHI A3 MONYHaT CHIHO
MIOH¥DKABAHE HA KPHBHOTO HayraHe. PHCKBT OT CHMITTOMATHYHA XHMIIOTOHHA NO BpeME HA JICYCHHE C
BHTONIPHJI MOXE [ia C& HAMAJIH Ype3 CIHpaHe Ha AMYPETHKA NpPENH HaYajoTo Ha JISUEHHETO ¢ TOBa
nexapcTeo (BIK T. 4.4 u T. 4.2).

Kanudi-coxpanssauyu duypemuyu, xpanumennu 0obasxu, coObpxicayy Kanuii umi Kanui-CoOspicaufu
3AMECTTUIMENRY HA COnMma

BrLrpexs e cepyMHHAT Kanuii 0OHKHOBEHO OCTaBa B PAMKHTE HA HOPMANHHTE rPAHHLIH, IIPH HAKOH
DALMEHTH, JIeKYBaHH ¢ JIA3HHONDHJL, MOXe Ja Bb3HHKHE XWIEpKanWemus. Ynorpebara Ha
KaHi-ChXPaHABAINM JHYPETHIM (HANp. CIMPOHONAKTOH, TPHAMTEPEH WIH AMWIODHMI), XPaHHTEIHH
nobaBkd, CHABPHKAIM Kanui WIH Kaiui-Chaspikalll 3aMecTHTEIH Ha CONTa MOXe Jia JOBe¢ N0
3HAYHTEIHO OBHIIICHHE HA CEPYMHHS KAJTHIA TIPH NAIMEHTH ¢ yBpoAeHa 656peuna pyHKIHA WM 3aXapeH
auabet. Tpabea ¢rmo na ce BEMMaRa, KOraTo JH3HHONPWI CE NIPUIAra eHOBPEMEHHO C PYTH CPEACTBA,
KOHTO NOBHINABAaT CEPYMHHS KAAMif, Xaro Hanmp. TPHMCTONPHM H  KOTPHMOKCAson
(TpumeTonpuM/cynpamMeTokca3on), Thii KaTO € H3BECTHO, 4Y€ TPHMETONpHM JelCTBa KaTo
Ka/IMi-ChXpaHABANl AWYPETHK NOA0o6HO Ha aMiiopua. Tlopanu ToBa He ce TIpenopbuBa KoMGHHUpaHeTo
Ha JIM3HHONPI ¢ TOPECTIOMEHATHTE JIeKapcTsa. AKO € 110Ka3aHa ChIBTCTBaNla ynoTpeba, Te TpAGBa na ce
H3MON3BAT ¢ MOBHIIEHO BHAUMAHHE H IIPH MECTO MPOCEAABAHE HA COPYMHIR KAJHIH.

Jumuii
Hwma crobmenna 3a o6paTuMO MOBHIIABAHE HA TOKCHYHOCTTa H HA CEPYMHMTE KOHLICHTPAlMH HA IHTHH
npd enHoBpeMenHara My ymotpeSa ¢ ACE-ummxuburopn. ChpBMecTHaTa ynorpeba Ha THASHOHH
JuypetHid H ACE-HHXHOMTODH MOXe Aa yBeMUM PHCKA OT JMTHEBA TOKCHUHOCT H [Ia 3aCHIH Bede
CBHIECTBYBANIa Takasa, EnHospeMenna ynorpe6a Ha IM3HHONPKW H JTHTHIH He € IPeNoPHIHTEIHa, HO aKo
obcToATeNCTBATA HANarar TakaBa kKomGuHauus, TpaOBa Aa GbAaT HpocieA1BaHH BHUMATE/THO HHBATA HA
CEpyMHEH JIMTHIi Ha NAlTHEHTA.




Hecmepouonu npomusoevsnanumennu rexapcmeeny npooykmu (HIIBC) 3aedno ¢ ayemuicaruyunosa
Kucenuna > 3g/oneeno

HponbKATeNHUAT (xpoHmden) mpueM Ha HITBC Moke fa HaMamu aHTHXMnepTonH4Hus edexr Ha
ACE-yxuduropa. HIIBC u ACE-HHXHOHTOPHTE OKa3BaT JOTLIHHTEIHO BIMIHHE BEPXY NOSHILIABAHETO
Ha HUBOTO HA CEPYMHUS KaNHi, KOETO MoXe Jla NIOBEAE 40 Biomasaxe Ha Gu6peusara $ynkima. Tosn
edext 0GHKHOBEHO € 0OpaTiM. B peaxu cyuan Moxe a Bp3HBKHE ocTpa 0E0pedHa HEAOCTATEHHOCT IPH
DAUMEHTH ¢ HapyimeHa Gn0peuna ¢yHKUMA, KAKTO ¥ MpH NAUMEHTH B CTapdecKa BB3PacT HIH
JeX¥ApaTHPaHH HAIMEHTH.

3namo

HuTpHTOHAHY peakuMH (CHMITOMH Ha Ba3OJMIATALHS, BIIIOYBAIA 3aYepBABAHE, MNPHIOIIABAHE,
3aMASHOCT H XMIIOTOHHUS, KOMTO MOTaT ja GBIAT TeXKKH), B Pe3yiTaT HA MAPEHTCPAIHO IPHICKEHO
anaTo (HapHMEpP HATPHEB aypOTHOMANAT) ca AOKIAABAHM I10-9€CTO NPH NalHeHTH NOIVIOKCHH HA
Tepanus ¢ ACE-usxuburopmn.

Tpuyuxnuunu anmudenpecanmuy / aumuncuxomuyu / anecmemuyu

EnHoBpemennata yrnorpeba Ha ACE-WHXUOHTODH ¢ ONpEfc/CHH SHECTCTHLM, TPHLMITHIHH
aHTHAENPECAHTH ¥ aHTHIICHXOTHLM MOXKe Aa A0Bee IO AOMBIIHKTENHO IOHHKABaHE Ha KPBBHOTO
HasmarasHe (BIK T. 4.4),

Cumnamurxomumenuyu
CHMIIAaTHKOMHMETHIIHM MOTAT Jia HAMAIAT AHTHXHNIepTeH3uBHHS edexT Ha ACE-urxmburopHTe.

Aumuduabemiiju
EnmMaeMHONOTHIHITE M3CIE/BAHN TIOKA3BaT, 9¢ ChBMECTHOTO mnpaiokende Ha ACE-uHXuGHTOPH H
aHTHAHAGE THH cpeAcTBa (MHCY/IMH, NEpOpPATHE aHTHAHAGETHH IEKAPCTBA) MOXKE Na IPHIHHI 3aCHIIBAHES
Ha edekTa Ha MOHWKABAHE HA TMIOKO3aTa B KPEBTA C PHCK OT XHNOrMHKemHA. [I0-BEpoATHO ¢ TO3H
(heHOMEH J1a BB3HHKHE IPE3 ITHPBHTE CEIIMHIIM OT KOMGHHHPAHOTO JIeYCHHE H IPH MalHeHTH ¢ On6peusa
HEROCTATHYHOCT.

Ayemuncanuyunosa xuceauna, mpomborumuyy, 6ema-oaoxepu, numpamu
Buronpun Moxe Aa 651¢ ynorpeGaBaH eqHOBPEMEHHO C AlETHICATMIVIOBA KHCETHHA (B IO3H,
H3MON3BAHA B KAPBYONOruATa), TPoMOONHTHIH, OeTa-0ITokepH W/ HATPaTH.

Liuxaocnopun
Hpu cerereTBama yrnorpeba Ha ACE-unxuGHTOPH ¢ IHKIOCTIOPHH MOXKE Jd Bh3HHKHE XUTICPKAIHEMHA.
1Ipenopb4Ba ce NPoCNeaIBaHe HA CEPYMHHA Kamui,

Xenapun
Ipn cemercTBama ynorpeba Ha ACE-MHXWOWMTOPH C XenapHH MOXE [a BE3HHKHE XHIICPKaTHEMHA.
IIpenopr4pa ce NPoCieAsBaHe Ha CEPYMHNMA KaHH.

Hexapcmea, nosumasayu pucka om aH2uoeoem

Cemerersamata ynorpefa ua ACE-MHXHOHTOpH cBC CaKyOHTpHI/BAICApTaH € NPOTHBOTIOKAaHA, Thi
KAaTO TOBA MOBHINABA PHCKA OT aHTHoeAeM (Bxk. Touka 4.3 u 4.4).

Ceowrereamiara ynotpeba Ha ACE-unxuburopu ¢ panekagorpwn, mTOR mmxuburopu (sanp.
CHPOIIMMYC, €BECPOIAMYC, TEMCHPDOJIHMYC) H BHIJATNHITEH MOXe Aa JAOBeAe A0 NOBHINCH PHCK OT
aHrHoeaeM (BX. Touka 4.4).

Ko-mpumorcaszon (mpumemonpum/cyaghamemoxcazon)
TlarMeHTs, MNOMyYaBAITH CHITBTCTBAIID KO-TPHMEKCA30N (TpUMETONMPHM/CYI(daMETOKCar), MoXe Aa
OBAAT HANOKEHH Ha MOBHIIEH PHCK 0T XKIIEpKanHeMus (BkK. Touka 4.4).

4.6 DepTHANTET, GpeMEHBOCT H KbPMEHE




Bbpemennocm

Ynorpe6ata Ha ACE-uHXHOMTOpH € NpOTHBOMOKAa3aHa {10 speMe HA ITHPBHA TPHMECTBD HAa
GpemennoctTa (BibkTe Touxa 4.4). [IporyronokasHo € aa ce npueMaT ACE-HEXROHTOPH Npe3 BTOPHA H
TPETHA TPUMECTEP OT GpeMeHHOCTTa (BIDKTre TOUKA 4.3 H 4.4).

EnuaemyuonorHiiyuTe Npoy4YBAHHMA 0O OTHOIIEHME HA PHCKA OT TEPATOTEHHOCT B pe3yiTar Ha
npuiokense Ha ACE-HHXMOHTOPH 110 BpeMe Ha ITBPBHS TPUMECTHP OT OPEMEHHOCTTA He €4 HAIBIIHO
yOenuTeNHH; NEKO NOBHINEH pHCK, o0aye, He Moxe Ha OBIe M3IKMOYCH. AKC NPORL/UKABAHE Ha
nevenneto ¢ ACE-HEXHOGUTOP HE € HANOMMTENHO, NALMEHTKHTE, [UIAHApAIH OpeMeHHOCT Tpabsa jia
NPeMHHAAT HA ATTEPHATHEHO AHTHXMIICPTEH3HBHO JigHeHHe C Ao0pe ycTaHOBeH npodun Ha Ge30nacHoCT
o Bpeme Ha Gpemennoct. Korato 6pemennocTTa e noTebpaeHa, nedennero ¢ ACE-uaxuburop TpaOBa
Jia ce TPeyCTaHOBH Heza0aBHO U 2 3al09He ATTEpHAaTHBHA Tepanus.

Vuorpe6ara Ha ACE-nuxuGHrop npes BTOpHA W TPETHS TPHMECTHP Ha OPeMEHHOCTTa MPeAH3BHKBA
teToToKCHIHOCT npy xopa (BiomiaBaHe Ha GrOpedHaTa QYHKIHA, GIHTOXHAPAMHI, JePCITHO-NHLEBH
JedopManii) H HECHATATHA TOKCHIHOCT (OROpevHa HeAOCTATBYHOCT, XHIIOTOHHMA, XHNEPRAIHCMMA -
X bl T. 5.3). [IpenopsunTeno e HabmojeHue Ha OnOpednata QyHKIHS H Yepena Ha IUIOAA OT
BTOPHS TPHMECTBP Ha OpPeMEHHOCTTa, aKo excnosuiuata KbM ACE-AHXMOHTOp € MpOABIKHIA Ipe3
BTOpHS H TPETHA TPEMECTHP Ha OpeMeHHOCTTA.

Knpmadera, KoHTO c2 GHTH HanomeHH BETpeMaToyHo va ACE-HHxuOHTOpH, Tpa6Ba Na Ce H3cAe/Bar 3a
XUNOTOHHA (BHXXTe Touka 4.3 u 4.4).

Kvpmene

He e H3BecTHO Aanu BHTONPHN ce EKCKpeTHpPA B YOBCMIKATA KbpMa, YrroTpebaTta Ha Buronprna no BpeMe
Ha KbPMeHe HE € IIpeNophYHTeNHa H e MPeAOITBUHTENHO Ja C6 NPpeMHUHE KbM QITEPHATHBHO JICIEHHE C
nobpe ycraHoeeH mpodun Ha Ge30macHOCT No BpeMe Ha KkpPMEHe, 0co0eHO MPH KePMeHe Ha HOBOPOTICHO
HITH IIPEXAEBPEMEHHO POJCHO JieTe

4.7 EdexTB BPLPXY cn0co0HOCTTA 32 modupane H paboTa c MAIIEHH
TpabBa ma ce HMa NpeARHA, ue CMOCOOHOCTTA 32 AKTHBHO YYacTHE B IMETHOTO JABHKCHME HIH Aa ce
YIPaBIABAT MAIIHHH, MOXE TIOHAKOTa Aa 6bAe HaMaJleHa Nopank CBETOBBPTEXK HlH OTHAXHANOCT.

4.8 Hewe/1anH JEKAPCTREHE PeaKay

CrieaniTe HEKENIAHH PEakiMi, HaOMONABAHH B OKIQIBAHH IO BpeMe Ha JICUCHHE ¢ BUTONPHN H APYTH
ACE-uHX#OMTOpH, ca IOAPeISHH 110 9€CTOTA, KATO C€ M3M10/13Ba CeqHAaTa KiachpHKalps.

Mroro sectd (>1/10); gectu >1/100, < 1/10); Heuecru >1/1000, < 1/100); peaxn >1/14 000, < 1/1000);
MHOTO penkH (< 1/10 000), ¢ Hen3pecTHa uecTOTa (OT HANHYHHTE JAHHH HE MOXe Ja Ohlc HaNmpaBeHa
OLICHKa).

Hapymenns 52 RPHBTA H TEMPHATA CHCTEMA:

Pedrxu: TlommkaBane Ha xeMorno0HHA, NOHIDKABAHE Ra XEMATOKPHTA.

Mrnozo peoxu: KocTHO MO3BYHA AeTIpecHd, aHeMud, TPOMOOMMTONCHHSA, NEBKOICHHL, HEYTPONICHHS,
arpaHynonuTo3a (Bwk T. 4.4), XeMOTHTHYHA aHeMHA, TMM(aneHONaTHsA, ABTOHMYHHO 3a0onasane.

Hapywensd 82 MeTaGoJIH3Ma H XpaHEHETO:
Muozo pedxu: XHNorinaKeMus

Hapymenns 52 HePBHATA CHCTEMa H ICHXHYHE HApYIICHHES:

Yecmu: CeeToBLPTEXK, Masofomie

Hevecmu: TlpoMeHu B HACTPOEHHETO, MAPECTE3HA, BEPTHTO, BKYCOBH HAPYINCHHS, CMYIICHHS B ChHA
Peoxu: YMCTBEHH HAPYILCHHS

CrpievHH B CHAOBH HApYTIeHHA:




Yecru: OpTocTaTHIHH HapyIieHHS (BK/I. XMIIOTOHHA)
Heuecmu: Undapkr Ha MUOKapIa HIH MO3BYHO-CHIOB HHIMCHT, KOHTO MOXE 14 AOBENe JO TeXKa

XHIIOTOHHA [PH BHCOKOPHMCKOBH NaumeHTH (Bik T. 4.4), chpuebucHe, TaxvKapius, CHHAPOM Ha
Pettno.

Pecnuparopas, rpbHd B MEAHACTHHAIHE HAPYIICHAS:
Hecemu: Kanununa
Hevecmu: Puaur

Mauozo pedxu: BpoHXOCTIA3EM, CHHYHT, A€PriucH aNBeoaHT/ e03HHODHINE ITHEBMOHAS

CToMamHO-9PEBHA BaPyIICHHAR:

Yecmu: Jlnapus, HOBpbINaHe

Heuecmu: T'agene, kopemua 6olTka # CTOMAIIHO Pa3CTPOHCTBO

Peoxu: Cyxora B ycrata

Muozo pedxu: TIaHKpeaTUTH, AHTHOS/IEM, XESIATHT, HKLITEHHLA, YEPHOAPOOHA HEAOCTATHIHOCT (BIDK
T.4.4)

HapymenHs HA KOKATE H NOTKOKHATA ThICAH:

Hevecmu: O6pus, copbex

Peoxu: CBpBbXTyBCTBHTETHOCT/ AHTHOHEBPOTHYEH OTOK: QHIHOHEBPOTHYEH OTOK Ha JIHIETO,
KpaiHUIWTE YCTHHTE, €3HKA, TIIOTHCA H/HIH JapuHKca (BIDK T. 4.4), YPTHKAapHA, anoneiys,
NICOPHA3HC.

Mnozo pedxu: CHIHO NOTeHe, EMQHUTYC, TOKCHIHA SNHISPMAIIHA HEKPOITH3a, CHHAPOM Ha CTHBLHC-
JOKOHCBH, epHTEMA MYITH(pOPME, KOKHA IICEBAOITHMpOMA.

JlepMaToa0rHYHITE NPOMEHH MOTaT Jia OBAT MPHAPYXEHH OT MOBHIIEHA TEMIIEPATypa, BACKYJIUTH,
MHAITHA, ApTPANTrid, ICBKOLHTO3a Wi nosumed ANA-TUTED, NOBHIIEHa CKOPOCT HA YTAXBAHE Ha
€PHTPOLMTHTE, €O3HHOMIWIHA U NEBKOLHTO3a, OOPHB, GOTOTYBCTBHTEIIHOCT.

Hapymenns ga 0p0pensre 3 nHKOYBEHTE IHTRIIAS
Yecmu: Henpaswmo $yuxuuonnpane Ha Sn6penpre
Peoxu: Ypemns, octpa 6n6pena HeqOCTATEYHOCT
Mruozo peoxu: Onurypus / anypus

Hapymenss 53 peNpOAYKTHBHATA CHCTEMA H IbPIHTE!
Hewecmu: IMIIOTeHTHOCT
Peoxu: I'nuexomacTis

O6ma BapymeHRs B e(eKTE HA MECTOTO HA OPHJICHKEHHAE!
Heuecmu: YMopa, acTenus

Hicnensanna:

Hevecmu: VBeinqaBane Ha cepyMHMTE HMBA Ha ypes, KpeaTHHHH, OBHIIABAHE HA YePHOAPOOHsTE
CHIUMH, XHMEPKATTHEMHS

Peoxu: [losHinasane Ha HHBOTO Ha CepYMHHA OHIAPYOHH, XHIIOHATPHEMHS

Jannure 3a Ge30MacHOCT, NONYMEHH NPH KIMHAIHY IIPOYYBAHHA IOKA3BAT, Y€ TCPANCBTHHHAT
OTTOBOP KbM JIN3HHONPWI € N06BP NP NeJUATPHYHHA NANMEHTH C XHIIEPTOHHS H NPpoQIIET HA
OesomacHOCT NpH TasH BH3PacTOBA TPyNa € CHMIMEPHM ¢ npodmia Ha Ge30onacHOCT NPH
BE3PACTHH.

Crobimarane Ha NONO3MPAHE HEKENAHH PEAKIHH

CroblaBaHeTo Ha MONO3MPAHM HEXEIIAHH PEAKINH cIeA paspelllaBane 3a Ynorpeba Ha IeKapCTBCHUA
NPOLNYKT € BaxHO. TOBa MO3BONIABA A2 MPOAWDKH Ha(MOACHHETO Ha CHOTHOMEHAETO NOMT3a/PHCK 33
REKAPCTBEHHA TPONYKT. OT MEIMIMHCKHTE CHCHMATHCTH C€ H3WCKBA Ja ChoOINaBaT BCAKa

NOAC3HPAHA HEXKEIRHA peaKLid qpes:




W3Ire/HETeNHA aTeHIMA o Nekapereara, yi. Jamsu [pyes 8, 1303 Codus, tenedon: +359 2
8903417, yebaapec: www.,bda.bg

4.9 IIpenosmpane

Hma orpaHHYeHH JAHHH 32 TIPE03HPaHe NP Xopa. B 3aBHCHMOCT OT CTENEHTA Ha NPEAO3HPAHE MOTaT i3
CE OUAKBAT CIEJHMTE CHMITTOMH: TEXKa XHMIOTOHHS, IHOK, eNeKTpomureH mucbGanamc, Gnbpeura
HEAOCTATEYHOCT, XWINEPBEHTHIIALIHS, Taxukapius, cupuebueHe, OpanmmkapaHi, CBETOBBPTEX,
6e3M0KOMCTRO H Kanumua. [TpenopHLUHTeHOTO TeUeHHe MPH NPEAO3UpPaHe € HHTPABSHO3HA HHY3HA Ha
¢uzHonorvUeH pa3TBOp. AKO € HANMIlE XHIIOTOHHA, NAuMeHTuTe TPAOBA O3 ¢ MOCTAaBAT B JETHANO
TONOXKEHHE. AKO € BHIMOXHO, MOXE JIa ce Hanpasd MHOY3ua ¢ aHrHoTersuH [ W/ Moxe Aa Obae
0o0CBHACHO MHTPABEHOIHO MPHIIOKEHHE HA KaTeXollaMHMHW. AKO NpeJO3HPAHETO € H3BELPHICHO CKOpo,
TpsaOBa Oa ce NpeaNpHEMAT MEPKH 233 CNMMHHHPAHETO HA BHTONPHA (HANp. NPSAMIBHKBAHE Ha
AOBpBIaHe, IPOMUBKA Ha CTOMAaXa, Ipwiarane Ha abcopGenTy M HatpHeB cyndar). Buronpan Moxe ia
ce OTCTPaHH 14pe3 XeMopmanmza (BiK T. 4.4 CrnelHanH npeqynpekIeHs H ChelMATHH MpeAna3Hu
MepkH npH yniotpeba). [Tpy ycToitiuea Ha jedeHue Gpafukapaus, Tpa0Ba Aa ce H3NO/I3Ba NeHCMEHKEP.
Tpabpa yecto Aa ce MpocieqIBaT KUIHCHHTE IPH3HALM, CEPYMHHTE KOHUCHTpAlHH Ha €NEKTPOJIHTHTC i
KpeaTHHHHA.

5. PAPMAKOJOI'MYHH CBOMCTBA

5.1 .DapmMaxonaEAMEYEE cBoHCTBA

(dapmMakoTepanesTHYHA rpyna: HHXHOHTOpH Ha aHTHOTEH3HH KOHBEPTHPAILAA CH3HM.
ATC kom: C09A AO3

MexanmseM Ha JelicTere

JIzeHOOPIT @ NeTHAIUT AHBCHTHAA3a HHXROUTop. TolH RHXHOHPa aHrHOTEH3MH KOHBCPTHPAITHA SHIHM
(ACE), koifTo xaramWsupa nNpeBPBIGAHETO HA AHTHOTEH3MH | BBB Ba3sOKOHCTPHKTOPSH HEMTHN
anruoteHsut II. Anrmorensusi Il chio CTHMyNMpa CexpelliiTa Ha aNlOCTEpOH OF HAAOBOpewHaTa
megyna. Muxutupanero na ACE BonH 110 HaMansBaHe Ha KOHLCHTpaUMHTE Ha aHTHoTensHH I, Bonenio
JO HAMANIBAHE HA BAa30NPEeCOPHATA AKTHMBHOCT H HaMaMBAHE CEKpelMdTa Ha aJfoCTepoH.
HamanapaHeTo Ha Ia3MeHWTE HHBA Ha aJA0CTEPOHAa MOKe Aa JIOBEJE AC NMOBHINABAHC HA CepyMHATA
KOHLIEHTpALMs Ha Kaui,

GapMakOZHHAMHIHH ebeKTH

Bbnpexd e ce npenmosnara, 4e MEXaHH3MET, Upe3 KOWTO TH3HHOTPHITET MOHIDKABA KPLBHOTO HAJIATAHE €
OCHOBHO NOTHCKAHE HA PEeHHH-AHFMOTCHIWH-AIJOCTEPOH CHCTeMaTa, Toll JAeHCTBA CHINO H NpH
XHOSPTOHMYHM MALMEHTH ¢ HACK2 IU1a3MeHa korneHTpauus Ha peHuH. ACE e uaenTHden ¢ kunanasa 11,
€H3UM, KoHTO pasrpaxia Opamuksima. He e Bce ome H3ACHEHC Aa/IH MOBHINABAHCTO HA HHBATA HA
OpagVKHHHHA, CHNEH Ba3OMWIATATOPEH NEITTHI, Hrpae pofis 3a TepaneBTHUHOTO [ekcrsde Ha
J3UHONpPHIL

Kmnwuna edukacHocT 1 GesomacrocT
Bnuanuero Ha NH3HHOTPHI BBPXY CMBPTHOCTTA M 3a00/eBaeMOCTTa OT ChpHEYHA HEJOCTATHIHOCT €
M3CIIeBAKA, KATO Ca CPABHEHH MALHEHTH ¢ NPHEM Ha BHCOKa 1034 (32,5 mg win 35 mg NHEBHO) ¢ TaKHBa
¢ IpHeM Ha HHCKa no3a (2,5 mg wm 5 mg aHesHo). Ilpu m3cnensanu 3164 nampieHTH, 3 NEPHOJ CHC
CpeiiHa MPOIBIDKHTETHOCT 46 Mecella 3a NPeXMBENYMTE NAMEHTH, NPH NAUHEHTHTE, IPHEMATH BHCOKA
noza, uma 12% HamaeHHe HA PHCKA OT CMBPT M XOCImTAAM3awis B KOMOHHApaHaTa KpaHHa TOUKa 3a
Bcuaky ciaydad (p= 0,002) cpemy 8% mHamanense Ha pPUCKa OT CMBPT H CBPACTHO-CHIOBA
XOCMHTATH3AIHA B koMOMHApAHATa KpaiiHa TOYKA 3a BCHYKH CITy9aH IpH [AIHEHTUTE MPHEMAa/IH HHCKA
ao3a (p = 0,036), HabmoaasaHo e NOHKKABAHE HA PHCKA NPH BCHYKHA caydau Ha cMbpT (8%; p=0,128) n
OT CHPASIHOCHA0BA cMBPT (10%; p = 0,073). B moct X0k aHamu3a 6pOAT HA XOCHHTRIM3HPAHHTE 34
CBpICYHA HEIOCTATRUHOCT ¢ HamaneH ¢ 24% (p=0,002) 1mpH nNauHCeHTH, JIEKYBaHH C
JM3HHOMNPHII, B CPABHEHHE C Te3H, JEKYBAHH C HACKA /103a.




CHMITTOMATHYHHTE [IO/3H Ca HoAOOHH NPH MalHeHTHTE, ICKYBARH ¢ BACOKH H HICKH JI03H
JH3HHOTIPHIL.

PesynTarire OT wicneBaHAATa IOKA3BaT, 4e OOMMAT NpodHI Ha HEXEIAHN eQEKTH MOJNY4eH OF
MalMeHTH JIEKyBaHM ¢ BHCOKM M HMCKH JO3H JIM3MHONpHI € mofiofeH no ecrecTBO H Opoii.
HpenckasyeMuTe chOMTHA, Bh3HUKHAIH B ciencTeie Ha ACE aHxwOupaHeTo, KATO XHNOTOHHA HIH
w3MeHenue B Op0Opeunata GyHkums, ca ecHO YIPaBISeMH H PAAKO BOJAT 0 NPEYCTAHOBABAHE Ha
neueHnero. Kalummara e no-psaako cpelljaHa [pH NAHEHTH JIEKYBaHH ¢ BUCOKH O3 JIH3HHOIIPHT,
OTKONIKOTO IPH TE€3H JAEKYBAHH ¢ HHCKH.

GISSI-3 npoyuBaHe, NpH KOETO ce H3NON3Ba 2x2 (aKTopHaleH Au3aiiH 32 Ja ce CpaBHU edeKTa OT
[IPHEM HA JM3HHOTIPDHI H [MIHLCPHN TPHHHTPAT, MPHEMaHH CaMOCTOATEIHO WIH B KoMOuHALMI, B
IPOABIDKEHHE HA 6 CeMMIMH IO OTHOINEHWE Ha KOHTPONHA [PYMa Noka3ea, de npH 19 394 nauuenTs,
KOMTO ca GMTH MOTOKEHH Ba JIEYCHHE ¢ U3UHOTIPHIT B PAMKKTe Ha 24 daca clief] ocThp HHpAapKT Ha
MMOKAp/Ia, MMA CTATHCTHIECKH 3HAYHMO HAMATABAHE HA PHCKA OT cMBPTHOCT ¢ 11% (2p =0,03) no
OTHODICHHE Ha KOHTPOITHATA Tpyna.

HamaiaBaHeTo Ha pHCKa CEX TIPHEM Ha IIMIICPHT TPHHHUTPAT He ¢ 3HAYHMMO, HO KOMOHHALMSTA OY
JM3HHOIPMA | TTHIEPH TPHHHTPAT NOKA3Ba 3HAYMMO HAMANIABAHE HA PHCKA OT CMEPTHOCT ¢ 17% (2p
=(,02). B noArpynata Ha DAWHEHTHTE B CTapuecka Bp3pacT (Hax 70 TOMHHH) H XKEHH, ONpPeC/ICHH
TIpEIBAPHTENHO KATO NAIMEHTH ¢ BHCOK PHCK OT CMBPTHOCT, ¢4 Hab/IIonaBaHH 3HAMHMO NOA0OpsBae
3a KOMOMHMpaHaTa KpaiiHAa TOUKA HA CBpAcYHATa (QYHKIMS H HamandBaHe H8 CMBPTHOCTTA.
KomGunupaHaTa kpaifHa TOuXa 3a BCHYKM TAIMEHTH NEKYBAHH C JIMZHHOMpPWI ¥ KomOuupaims ot
JIM3HHCNPHI H TITHLEPH TPMHHTPAT B NMPOTBIKCHHE HAa 6 CEMMIN, KaKTO H IpPH MALMEHTHTE OT
BHCOKOPHCKOBATA TIOArpYNAaTa /NeKyBaHH B NMPOXBDKEHHE HA 6 Mecelid, CLIIO NOKA3Ba 3HATHM
npepanTuBeH edext Ha nuspHonpuia. Kakto 6M Morio Ja ce O4YaKBa OT BCAKO JICYEHHE ©
BA3OQWIATATOP, CC YBEJHYABAT CIydauTe Ha XWNoToHMA W ObOpedna mUCYHKUHA, CBHP3AHH C
JICYEHHETO ¢ THIMHOTIPHJ, HO Te HE ¢a CRLP3aHH ¢ MPONOPLMONANEO HAPACTBAHE HA CMBPTHOCTTA.

B ABoHHO-CIENH, paHAOMM3NPAKK, MYITHIICTPOBH NPOYYBAHHA, CPABHABAINM IM3HHONPHI ¢ GnoKep
HA KaMMeBUTE XaHAMM, npu 335 xunepromuuu ¢ guaber Tunm 2 H ¢ HasanHa Hedponarud,
XapakTepH3Hpama ce ¢ MHKpoanGyMHHYpHd, € Npanaran JrasaHonpun 10 mg u 20 mg nmeBHO B
OpoxB/DKeHne Ha 12 Mecella, BCICACTBHE HAa KOETO € MOHIDKEHO CHCTOJHYHOTO/AMACTONHTHOTO
KpBBHO HasTane ¢ 13/10 mmHg n ¢ RaManeHa CKOPOCTT2 Ha YPHHAPHATA €KCKpeIlHs Ba anGymuH ¢
40%. CpaBHEHH c NalMECHTH, pHeMaIIH GIOKep Ha KANMEBHTE KAHAIH M MTPH KOHUTO NOHWXKABAHETO
Ha KPBBHOTO HansAraHe € NnoaolHO, NalueHTHTE, JICKYBaHH ¢ JIMSHHONDHJ, AOKA3BAT 3HAYHTE/THO
HO-TO/IsMa PeNyKLM% Ha CKOPOCTTA HA YPHHAPHATA CKCKpeluus Ha alOyMMH, KOero AOKA3Ba, 4e
ACE-HEXu6HTOpHOTO [eiCTBME HA IH3HHONPAI HAMANIBA MHKpOanOyMMHYpHATA Ipe3 HAMPEKTCH
MeXaHu3bM B ObOpeuHMTe THKAHH, KATO AOITHIHEHHE KbM MOHIKABANHA MYy KPBLBHOTO HajsTaHe
edexr. JleyeHHeTO ¢ MHIMHONPWI HEe OKA3Ba BAHAHHE BLPXY TMIMKEMHWHHMs KOHTPOM, NMOKa3aHO C
NHTica HA 3HAYHM eIeKT BBPXY HMBaTa Ha [THRApaHus xemornobud (HbAlc).

JiBe ronems paHpoOMH3HpaHu KOHTpomupans mpoyusanus - ONTARGET (ONgoing Telmisartan
Alone and in combination with Ramipril Global Endpoint Trial - Texymo rmofanio H3NUTBaHe 3a
KpaiiHH TOYKM Ha TEIMMCAPTAH, CAMOCTORTENHO H B KoMGuHaia ¢ pamunpan) H VA NEPHRON-D
(KnMAH9YHO TpOyYBaHE CBLP3AHO C passHTHe HA Hedpomards npH NHaber, NPOBEJAEHO OT
MHHHCTEPCTBO TO BHIPOCHTE Ha BETEpPaHMTE) - npoydBaT yroTpebara Ha KoMOMHAUHATA OT
ACE-unxuburop m anrnorensud II-penerrropen Gokep.

ONTARGET e npoyusaHe, nmpoBeeHO NPH IALIHEHTH C aHAMHe3a 33 CHPAEYHO-CHAOBA HIHH
MO3b4HOCHI0BR Gomect, WiH 3axapeH gualer Tun 2, NpHAPYKEHH C JaHHH 33 YBPEXKAAHE HA
ebexropuu opraan. VA NEPHRON-D e npoyusaHe npd NalHeHTH ChC 3axXapeH amaber tvn 2 A
nnaberda HedponaTas.

Te3u npoyYBaHNs He MOKA3BAT 3HAYMM GnarompuaTed edekT BbPXy GBOpeuHMTe H/HWITH CHPASTHO-
CHAOBHTE MOCTEAUIM H CMBPTHOCT, KATO CHIIEBPEMEHHO €A HAGNIOAABAHH (OBHIICH pucx or
XHIEepKATHEMHA, OCTPO YBpexaane Ha OBOpeTe WK XHITOTOHUA B CPABHEHHE C O PRI AT S

Kato ¢ce uMaT npeasHi cXoauHTe HM PapMakogMHAMUYIHE CBOACTBA, TE3H PE3yNTaFd Cay
¥ 3a apyrd ACE-unxuburopm u anryorenzmu Il-peuernropru GnoxepHd. A
anrnoTens3uH [-petenTopHn 60KepH CleAOBATENHO He TPsOBA Aa ce H3NOMI3BE
naueHTH ¢ MHaberna Hedponarna.

ALTITUDE (KsuauaHo npoydBaHe NPOBESICHO ¢ ATHCKMPEH MPH NALHCHTH
H3MOJI3BAHE HA CHPHOCUHO-CHAOBH H OnOpeuns 3abonspaHyi KaTo Kpa




TIpeHA3HAYEHO /]a W3CJISHBA NoN3aTa oT A00aBAHETO HA ATHCKHPEH KbM CTAHJApPTHA TEPAITHA C ACE-
WHXH6HTOp MM anruorensny l-pemenmopen Gnokep NpH NaUMeHTH ChC 3axapen mHabeT THN 2 H
XpoHHuHO OB0peuno 3afonspane, CHpACUHO-ChAOBO 3abomiBawe mnH u gpere. Ilpoydsanero e
NPEKPaTeHO TIPSKACBPEMEHHO MOpajM IOBMIIEH pPHCK OT HeGmaronpusTHM nocieauuy. Kakro
CHPASIHO-CHOBATA CMBPT, TAKA H HHCYNITHT Ca [IO-4€CTH B IPYiaTa Ha ANIHCKHPEH, OTKOJIKOTO B IpyNaTa
Ha rane6o, a TMPEJACTABNABAILMTE HHTEPEC HEXKeNaHn CHOMTHA M CEPUOZHH HEKCNAHM cubuTHE
(xumepxaneMus, XHNOTOHHA H OBhOpeuna muchyHKip) ce chobmaBar mo-4ecTo B rpynarta Ha
ANMCKHPEH, OTKOJIKOTO B Ipyliara Ha mianebo.

Tlecuampuyna nonyaayus

B wisHMMHOC IIpoyuBaHe, BRTIOMBAMO 115 neanaTpiHy NalMERTH ¢ XHOCPTOHNA, HA BB3PAcT OT 6 o 16
roAMHH, ¢ TelecHo Terno moa 50 kg ca npuemann 0,625 mg wm 2,5 mg wm 20 mg JRSHHONPHIT
/THOKPAaTHO AHEBHO M MALMEHTH C TeNecHo Terno Haa 50 kg ca npremamy 1,25 mg, 5 mg win 40 mg
FAM3HHONPHIT €NHOKPATHO NHeBHO. B kpas Ha BTOpaTa CCAMMIA, JIHIHHOTPHN TOHHKABA KPBBHOTO
HAJArAHE JO303aBHCHMO C HEMPEKHCHATA AHTHXHIIEPTEH3UBHA e(hHKACHOCT, NpOABABAINA CE IPH JIO3H
mo-BHCOKH ot 1,25 mg.

Tosu edexr ce NOTBLPAIABA BHB (JazaTa HA OTHEMAHE, KOTATO JHACTONHOTO HAATAHE C& NOBHINABA ¢ 9
mmHg npu rpynara naanefo, ZoKATO MALKEHTATES, NPHEMaTH CPeIHH A0 BHCOKH JO03H JIM3HHOIPHI Ca
6UNH € NOCTOSHHM MNOKazarend. J[0303aBHCHMHAT AHTHXHIEPTeH3MBEH opeKT Ha JIM3HHOIIPHI ¢
MOCTOAHEH MPH HAKONKO JeMOrpad)cKH NOArPYIH: BB3pacT, MM, paca.

5.2.DapMAKOKRECTRYHE CBOHCTBA
JI3HHOTIPHABT € NEPOPATHO aKTHBeH He~cynduapun-chaspxan ACE-uaxuturop.

Abécopbyun

Cneji nepopanio NpHEMARE Ha JM3HHOMPHI, IMKST B [U1a3MEHATa KOHIEHTPALHA ¢6 JOCTHIA 33 0KoJo 7
4aca, KATO NpH MAIfHeHTH ¢ ocTbp MHGMAPKT Ha MHOKapia CHIIECTBYBA TEHICHILHA 332 HE3HATHTENHO
YABDKABAHE HA BPEMETO 32 AOCTMIAHE HA MAKCHMANHA TUla3MeHa KOHueHTpamua. [Ipy wmHWIRM
NpoyuPaHHd, Ha 0a3aTa HAa NOJYYEeHM CTOMHOCTH B OTAeNeHaTa ypuHa, cpemnoro abcopGupano
KOJIHMECTBO Ha JIM3HHOMPHI € 0Koo 25%, KATO HHAMBHIYaIHATA BapHACHIHOCT NPH BCHYKH 103H (5-80
mg) e 6-60%. AGcomoTHaTa OHOHANMMHOCT HAMAIABa A0 okono 16% npH malMeHTH CBC CBPACYHA
HEOCTATEIHOCT. AOCOPOIMATA HA JM3HHOMPIII He Ce TIOBJTHABA OT ¢AHOBPEMCHEH NPHEM Ha XpaHa.

FPasnpedenenue

JI3HHONIPHITET HE CE CBRP3BA CHC CEPYMHHTE IPOTCHHEH, OCBEH ¢ aHTHOTEH3HH-KOHBEPTHPAITHA CH3HM
(ACE). Hacnenmpanms TNpH NNBXOBE IOKA3BaT, Y€ JH3MHOTNPHTLT NpemHHaBa ciafo mipes
KPBBHO-MO3BYHATA OapHepa.

Enusmunupane

JIM3HHOTPMITET He ce MeTaboIH3Hpa W ce SKCKPETHpa HAITLIHO HENPOMEHCH B ypuHarta. Bpemero Ha
NOMYXKHBOT HA JIM3HHONPKI CJIEA MHOTOKPATHO Mpmjioxkenue e 12,6 qaca. KTMpBHCHT Ha JIM3HHOTIPIUT
fpH 3apaen nobpoeonuH € okoio 50 mi/min. IMo-ronaMara 9acT OT AKTHBHOTO BEWIECTBO CE€ OTACNA B
panHara (asa, KOATO HPH HUCKH KOHLICHTPAIIHH c€ MOCeBa OT YARLKeHa TepMUHANHA (asa, KoeTo He
BOAM 10 KyMYJHPAHE HA JIEKAPCTBOTO. Ta3d TepMuHANHA (aza sepoATHO ce GasHpa HA HACHTEHO
capp3pate KbM ACE H He € nponopMOBaHA Ha H03aTa.

Ueproopobra nedocmamvyrocm




Hapymena uepHoapo6ia (yHKIMA NPH NAIKMEHTH ¢ IHPO3a HaManiBa a0copOuMATa HA NH3HHOMPI
(oxono 30% omnpejeneHo B OT/IEJIEHATa YPHHA), & YBeIHYABA eKCIIOHUpaHeTo (mpubmmsurenHo 50%)
B CPABHEHME CHC 3APABHTE JOGPOBONLM, KOETO Ce JBJDKH HA 3a0aBERUA KIMPHHC.

bvbpeuna nedocmamvunocm

Hapymenns B G56peusata GyHxuns HaMaissar (rGpedHOTO eTMMHNMPAtE Ha JIMIHHONPHIL, KOHTO ce
eKCKpeTHpa dpe3 Or0pelrTe, HO TOBA HAMANICHHE € KJIHHHYHO 3H8YHMO CaMO KOTaro CKOpOCTTa Ha
rJioMepynHa QEATPaIHA ¢ no-HEcKa o1 30 ml/min. [Ipu neka no cpenHa 6x0pevHA HEAOCTATEIHOCT
(kpearnaanoB KphHC 30-80 mi/min) cpeanmre AUC croiiHOCTH ca ce IOBHIIWIH camo ¢ 13%>,
NOKATO TIpH ocTpa OGBOpeuHa HeNOCTaTHUHOCT € HamHue 4,5-meTH Hapacrease Ha cpemnute AUC
CTOMHOCTH (KpeaTHMHHHOB KmMpbHC 5-30 mi/min). Jlmsusonpmwist Moke Aa Obae OTCTpaHEH upes
granasa. Uo epeme Ha 4-4acoBa XeMOAMAIIN3A, TUIA3MEHHTE KOHLEHTPAIHH Ha JIH3HHOTIPHI HAMAaNIBaT
cpeaHo ¢ 60%, npu aHamuseH KpeHe Mexay 40 1 55 ml/min.

Cvpoeyna HeQocmamvunocm

Hauneﬂ'm're CEBC CEpACHia HEAOCTATEIHOCT HMAT YBENTHICHA €KCIIO3HIIHMA Ha JIM3HHONPHI B CPABHEHNE
che 3mpasuTe Aobpoeomm (nosumarane Ha AUC crolinoctrre cpemuo ¢ 125%), Ho Ha Gasara Ha
CTOMHOCTHTE ONpEIENeHH B OTHECHATA YPHHA, HATTHLE € eHa HamancHa aGcopbiws Ao okono 16% B
CpaBHEHHE CBC 3paBHTE AOOPOBOJIIH.

Tleduampuyna nonyaayus

QapMAKOKUHETHYHAAT NPOGH HA JIMSHHONDHI € MpoydeH NpH 29 NeAMaTPHYHH IAIKCHTH C
XMIICPTOHHMS, HA BB3PACT MEXAY 6 H 16 ropunu, ¢ uHaekc Ha ['@ > 30 m¥min/1,72 m?. PaBHOBECHH
IJIa3MEHU KOHIIEHTPAIMM HA JIM3HHOMPII ce HabMmoAaBaT 6 9aca cnes npwiarane Ha nosy ot 0,1 1o 0,2
mg/kg, kato crenenra Ha a6copbumsra, ¢ okoo 28%. CroiiHocTHTe Ca NOACOHH HA TE3M NpPH
BB3PACTHH.

Ha6moznapanute croiinocTd Ha AUC M Cuax OPH Ielia B TOBa NIpOy4BaHe ca nofobHH Ba TesH,
HaOJMOAABAHH TIPH BB3PacTHH.

Hayuenmu 6 cmapuecka sv3pacm
[aipenTHTe B CTapyecka BB3PACcT HMAT NO-BUCOKHM CTOMHOCTH B KpbETa H nosameHd AUC-
cTolHOCTH (NpubIH3ETENHO ¢ 60%) B CpaBHEHHME C NO-MIAINTE NAITHEHTH.

5.3. lipeaxnanaann OarHY 38 6e30HACHOCT

TpeaxiMHAwHATe NaHHU 3a 6€30MaCHOCT HEe IOKa3BaT 0cobeHW PHCKOBE 32 XopaTa Ha Gasata Ha
TPAAHIMOHHHTe (ApMAKONOrHYHM M3NMTBAHHA 33 0e301acHOCT, TOKCHYIHOCT NPH MHOI'OKPATHO
[pWIaraHe, reHOTOKCHIHOCT, KApLMHOreHeH edekT. YeraHoseno e e, ACE-unxuburopuTe, karo xiac,
OKA3BAT BJIMSHME PLPXY KBCHOTO PA3BHTHE HA 3apOJHIIA, KOSTO MOXe A3 XOBENE NO CMEPT H
KOHTEHMTATHH AHOMANHH, 0coBeHO Yepenno-miiesH Aepopmarmn. Hma cbiio cholmenns 3a deranHa
TOKCHYHOCT, 3a6aBAHe Ha BETPEMIHOMATOYHMA pacTex B oTBopeH ductus arteriosus. CmaTa ce, Ye TesH
AHOMANIHK B PasBUTHETO C& JBDKAT OTYAacTH Ha Tpakoro AeticrsHe Ha ACE-HHXUWOHTOpHTE BBPXY
PEeHHMH-AHTHOTEH3HH cHCTeMara Ha (eryca W OTYacTH Ha HCXEMHA, ARDKAINA & HAa XHMOTOHHA MPH
MaliKaTa i HAMaJINBAHE HA IUIALICHTAPHHA KPBBEH TOK H IIPATOKA HAa KHCIOPO A0 3apOTHINA.

6. DPAPMAIEBTHYHH JAHHH
6.1.CnEcHK HA DOMOIIEHTE BeIEeCTBA
Kamuaes xuapores pocdar pmxuapar
Konomnen ciIHIgHeB FHOKCH]

Marnesnes creapat

Tlapesuuno HumecTe

Maunwnron

IIpeskenaTHHI3BPaHO HAPEBHIHO HHIIECTE




6.2 HechBMECTHMOCTH
Henpunoxmmo.

6.3 Cpok Ba rogHOCT
3 romuu.

6.4 Coenuaing YC10BHA HAa ChXPAHCHHE
Ja ce cpxpaHaBa npH TeMieparypa nog 25°C.

6.5 JJannn 33 ONAKOBKATA

[IBX/anymunueB GimcTep.
Onaxoeku no 30, 50 v 100 Tabaerxu.

6.6 CoenEansd NpeaAns3nd MepPKH OPH B3XBLpJAHE
Hama crenpamiH H3NCKBAHHA,

7. MIPATEXKATEJI HA PASPEINEHNETO 3A ¥IIOTPEBA
STADA Arzpeimittel AG,
Stadastrasse 2-18, D-61118 Bad Vilbel,Tepmanns

8. HOMEP(A) HA PAPEINEHHETO 3A YIIOTPEBA
20030440

9. JATA HA ITBPBO PA3PEHIABAHEMOJHOBSBAHE HA PA3IPEIIEHHETO 3A
YIOOTPEBA
04.2003

10. TATA HA AKTYAJIH3APAHE HA TEKCTA
Mati 2019




