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KPATKA XAPAKTEPHCTHKA HA HPOIAYKTA
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2. KAYECTBEH H KOJIHMECTBEH CbhCTAB
Besxa Tabnerka ot 10 mg ceaspka 10,89 mg nusunonpwios muxwapar (Lisinopril dihydrate),
exBHBaneHTeH Ha 10 mg msuHonpun (Lisinopril).
3a ITRIHHS CIHCHK ¢ IIOMOIHHE BEIIECTBA BIDK TO4Ka 6.1

3. JEKAPCTBEHA ®OPMA

Buronpwn 10 mg ca, 6emi, KperiH, ABOHHOM3MLKHAMK TabneTkH, ¢ Mapkuposxa "10" or enpata
CTpaHa H ¢ JCITHTEIIHE TePTH OT JBeTe crpaHy. Tabnerkara Moxe Aa 6bae pasjesicHa Ha YSTHPH paBHH
TIOOBHHH.

4, KTHHHYHHA JAHHW
4.1 TepanesTHYHH NOKAIARHAN

Apmepuaing xunepmonui
JleaenHe Ha apTepHaTHA XHIIEPTOHMA.

Cypoeuna nedocmamvunocm
JledeHHE HA CBPNCYHA HEAOCTATEIHOCT.

Ocmrep ungapxm na muoxapoa
KpaTKocpouHo (IIECT CefMHUHO) NCYeHHEe HA XeMOTMHAMEIHO CTAGWINM TIAIMEHTH B ILPBHTE 24 -
¥aca Ha OCTpUA MHOKapaeH HHapKT.

Bu6peunu yenoocnenus npu ouabem
Jeuenne Ha 616pedru 3a6019BaHMA NPH XANEPTOHHIM ¢ HabeT THI 2 M Ha%aTHR HeQPONaTHA (BHXK T.
5.1).

4,2 lo3BpOBKa H HAYHH HA NPHIOKCHAE

Tabnerkure Buronpun ca npefHasHadeHn 3a mepopaneH NpHeM BeIHLXK JHeBHO. Karto BeuuKn
NEXApCTBa, PUEMAHH BENHEX AHesHO, Buronpun Tpabea na ce npHeMa NpHOIMBATENHO N0 eAHO W
CBINO BpeMeE BCEKH JieH. AGcopbUHaTa Ha BHTOIPHI HE CE MOBJMABA 0T XpaHa. Jlosaposkara Tpabsa fa
OBae amanTHpaHa WHAHBMAYATHO B 33BHCHMOCT OT npodwia Ha NalMeHTa M MORIHABAHETO Ha
KpBBHOTO HansArane (Bmx T. 4.4).

TaCnerkara MOKe A3 Ce pasfend Ha YeTHpPH PapHM 4acTH. 3a LiesfTa TaGnerkara ¢e NOCTaBA BBPXY
TBBPAA IUIOCKA NOBBEPXHOCT ¢ ACIHTENHATA YepTa HArope H ¢ HATHCKA JICKO C [IPBCT.

Xunepmonus
BuTonpen Moke A3 ¢¢ H3MOA3BA CAMOCTONTE/IHO HAH B KOMOMHaUM# C JApPYIH JIGKAPCTBA 34
AHTHXHANEpTeH3HBHaTepamHg (BxK. Touku 4.3, 4.4, 4.5 1 5.1).

Havama dosa

Ilpn nalMeHTH ¢ XMIEPTOHHS IIPENOpHYMTEHAT HaYaiHa 1033 ¢ 10 mg. [Ipy naipeHTH CbC CHIHO
aKTHBHPAHA PEHHH-aATHOTCH3HH-AIAOCTEPOH CHCTeMa (MO-CNEIHAJHO TNpH peHOBacKylapHa
XMOEPTOHHMA, HEJOCTATBMHOCT Ha TEYHOCTH H CONH, CHPACYHA HEJOCTATHIHOCT MM TeKKA
XHIICPTOHMA), C/eJ NPHEM Ha IMHPBOHAYAJHATA A032 € BBAMOXKHO PA3KO NOHIDKABAHE HAJIATAHE.
ITpenoprunTenHaTa HayasmHa 1038 B TAKHBA CTy4aH € 2,5-5 mg, KaTo B HA4AJIOTO JIEYSHHETO 'fpnﬁna Aa

6pOpevdHa HEAOCTATHYHOCT (BHX no—,uony tabmua 1).




TTooovpoicawa do3a

O6HKHOBEHO edeKTHRHATA IO/TEPAAmIa 1032 € 20 mg, npunoxeHa peaaex aAxesHO. Ilo npuHImn, ako
KeJaHHAT TepaleBTHvicH edekT He (e MOCTMrHAT 3a Nepuod oT 2 10 4 CeIMHIM, AO3HPOBKATA
TpsabBa Aa OwnAe ysemmdena. Maxcumanrara fo3a, npuiaradHs B JHITOCPOMHH KOHTPOIHPAHH
KIHHWYHH HichenBannd, ¢ 6wia 80 mg/nen.

Hayuenmu, nexysarnu c Ouypemuyu

Cnen 3aniodBaHe Ha Ie9cHHE ¢ BHTONPHI MOke Aa ce IOABH CHMITTOMATHYHE XHIOTOHHA. Topa e 1mo-
BEPOATHO NIpH TIALMEHTH, KOHTO C¢ JEKYBAT ¢ AWypeTauM. [IpM TAKHBa TAUHEHTH ¢ HeoGxoamMo
BHHMAHHE, Thif KATO IIPH TAX MOXeE JIa C& NOTYHH HEJOCTHT Ha eIEKTPOIHTH H TeTHOCTH. Te Tpabra na
CHpaT MpHeMa Ha UYPETHLIM, AK0 € BE3MOXKHO, 2 110 3 ZHH NPEAH A3 3all09HAT JICIEHHETO C BATOMNpPHIL.
[pH XHUNepTOHMIM, THETO JIEYCHHE ¢ JHYPETHIH He Moxke Ja ObJe CHpAHO, JIEJEHAETO ¢ BHTOTIPHII
Tps6Ba Ja 3aTO%HE ¢ HaYaIHa 103a oT 5 mg. Tpatea aa 6saat npocaenssany (a6penHaTa PYHKIMA H
HMBOTO Ha cepyMrms Kanwii. Tlocnensamara no3nposka TpaGea fa 05/ croOpaseHa ¢ NOBIAABAHCTO
HA KPHBHOTO HaNAraHe. AKo € HeobXOHMO, IeYEeHHETO ¢ AMYPETHLH Moke Ja Gbae BE300HOBEHO
(Bux 1. 44 HT. 4.5).

Hozupave npu nayuenmu ¢ Gv0peuna nedocmamuvunocm
Jlosupopkata Tipu nalweHTH ¢ OnOGpedHa HejocTarbuHOCT TpubBa nma Gnae cnobpaseHa ¢
KPSaTHHHHOBHA KIMPEHC, TaKa KAaKTO € yKa3aHo no-J0iy, B Tabmia 1.

Tabaana 1
Q3HpaBE JIPH NARMEHTH ¢ HA BEAOCTATEIHOCT
KpearnauHoB KaappEC ()/min) Havanaa no3a (mg/nen)
Ho-Maiko or 10 mlmin (skmounTtenHo 2,5 mg*
MAIHEHTH HaAHAITH3a)
10-30 ml/min 2,5-5mg
31-80 ml/min 5- 10 mg

* JlosMpoBKaTa H/HIM 9€CTOTATA HA MpHioXKeHue TpaOBa fia Obaar ONMpeNeNeHH B 3aBHCHMOCT OT
' NOBNHABAHETO HA KPHBHOTO HANATAHE.

HMHPOBK&T& MOXEe Dna G’BI(E NIOBMIIABAHA AOKATO C€ IOCTUTHE aieKBaTeH KOHTPROI Ha KPBEBHOTO

HAJIATAHE WIH A0KaTo B/ie AOCTHTHAT MakcHMYM OT 40 mg JTH3HHOIIPHI JHEBHO.

YnotpeOa Mpy NeqUATPHIHH MAUMEHTH Ha BBE3PACT HA BB3pacT ot 6 Jo 16 romuxu

HpenoprarTendara Ha9anHa 703a € 2,5 mg €HOKPATHO NHCBHO NP MAIASHTH C TENECHO Terno
mexay 20 kg u 50 kg 4 5 mg eAHOKpaTHO OHEBHO IPH MALMEHTH ¢ TeAecHo Tero = 50 kg. Hosara
TpabBa Na ce alanTHpa MHAMBHMAYANHO 10 MAKCHMaTHA Xo3za oT 20 mg AHEBHO IIPH NALMEHTH C
TenecHo Terno mexay 20 kg u 50 kg u o 40 mg npu nanMenTH ¢ TenecHo Terno > 50 kg, Jlosu no-
pucokn ot 0,61 mg /kg (MnH mo-prcoKM oT 40 mg AHEBHO) HE ca NPOYIBAHH NPH NEAHATPHIHH
pAIMeHTH (BIKTE Touka 5.1).

Ilpu mema ¢ yppeaeHa 6v6peunata ¢yrkius TpabBa Aa ce Mpwiara No-HECKa HaJalHa 1032 HIH Ja ce
YABIDKH HHTEpPBANa MEXK/Y IBE AO3H.

Crupoeyna nedocmanounocm
ITpn manMeHTH ¢Be ChpAeYHa HeOCTaTLYHOCT, BHTONPHA MOKe Ja ce MPeANHCBa KaT0 JOITBIIHEHHE
KBM JIEYECHHETO C THYPETHLH M KOraTo € HeobxoaumMo auraramc wix Gera-Gnokep. JleuenneTo Moxe
Na 3aI0YHE ¢ HAYATHA 1033 OT 2,5 mg BATONPH), €HH ITLT QHEBHO, KATO TpsOBa Ja ce OCHINECTBIBA
O JeKapcKH KOHTPOJI, 32 Aa 61ie npocnesiel eeKThT BEPXY KPBBHOTO HANATAHE;
[MopwmasaHeTO HA [038Ta TPAOBA Ma cTaRa:
- Ype3 NoBHIaBaHe, He Mo-roiaMo oT 10 mg;
- HA HHTEPBAITH, HE AI0-MANKH OT 2 CeIMHILH; \
- 10 Half-BHCOKATa, HOHOCHMA OT TALlMeHTa J03a, A0 MAKCHMATHA Afsd
JAHEBHO.




JosupaseTo Tpsabpa Aa e CHO0paseHO ¢ HEAMBHIYANHUS KIMHHIEH OTTOBOp Ha MaieHTa. [Ipn nanwenTy
¢ BUCOK PUCK OT CHMITTOMATHYAA XMTIOTOHWS, HANDHMEP NALMEHTH ¢ HEJOCTHI Ha cony, ¢ Wi Oes
XMIIOHATPHEMMA, TIALHEHTH ¢ XMIIOBOJIEMMs HITH TTALIHEHTH, IPHEMAIIH CATHIHYPETHK, aKO € BBE3MOKHO,
Te3u HApYWIeHUd TpaGBa 13 GLAAT KOPHIHMpauH Dpeay Janousane Ha NevcHue ¢ BuTompwn. TpsGea Aa
6Bnar npocieassany 6L6peunara byHKUHA M HHBATA HA CEpYMHHA Kainuit (Bix T, 4.4).

Ocmup undaprm na muoxapia

IMarmenTrTe TpabBa Aa NOAYIABAT CHOTRETHATA CTAHJAPTHA NPETIOPHYHTENHA TEPANHA ¢ TPOMGOIHTHLIM,
acoHpuH H Heta-6noxepu. BE3MOXHO € ¢IHOBpeMEHHO HHTPABEHO3HO HJTH TPAHCACPMAIHO IIPHIOKEHHE
Ha TJTHLEePHI TPHHATPAT (HUTPOrJIHIEPHH) H Buronpui.

Hauanwna 0o3a (npe3 nopsume 3 Onu cred ungpaprma)

Heuernnero ¢ BATonpun Tpabpa Aa 3anouHe 10 24 Jaca CJI¢A NOABATA HA MEPBHTE CHMITTOMH.
JleucHneTo He TpsOBa Na Gb/ie CTAPTHPAHO NPH CHCTONHMYHO KPHBHO HANATAaHE, NIO-HHCKO OT 100 mmHg.
Hauansara 1038 OT 5 mg BHTONPHI ce NocJaeIBa OT 5 mg cnes 24 daca u ot 10 mg cien 48 gaca. Caeny
ToBa J03aTa € 10 mg Ha aen. [TaumenTu ¢ Hucko cuctoauyHo Hanarane (< 120 mmHg) B HaganoTo Ha
NEYEHMETO WIK Npe3 ITLpRHTe 3 JHu cren HAdapicra TpaOBa 14 oMyvaBar No-HHCKa 1034 - 2,5 mg (BHK T.
4.4).

B ciyuaii na Gubpeusa HezocTarsunOCT (KpeATHHMHOB KmuppHC < 80 ml/min), wadannata nosa
Butonpui Tps6Ba fa 6h1e choGPaseHa ¢ KPEATHHHHOBHSA KITMPBHC Ha nauueHTa (broxk tafmma 1).

Hooovpxcawa dosa

Tloaaspxaara nc3a € 10 mg gHeBHo. IIpy DauMEeHTH ¢ XMIIOTOHHUA (CHCTONHYHO HAMAraHe 10-HUCKO
wik paeHo Ha 100 mmHg) AneBHaTa nopgbpkama No3a He TpabBa Aa mpeBHIIaRa 5 Mg HIH akO €
HEOGXOMHMO MOXE BPEMECHHO Jia C€ HaMaid J0 2,5 mg AKO XWIIOTOHHSTa HPOALEKH (CHCTONMMHO
KPHBHO HAIATAHE TIO-HHCKo oT 90 mmHg 3a nopewe or 1 9ac), NpueMBT HA BHTOTIPHI TpAbBa ja ce
npeyctanoBH. Jleqennero TpaGBa na MpOXE/LKH 6 CeIMMIM, CTeA KOETO NAlHEeHTET TPAOBA OTHOBO Aa
6bae npernemaH. ITAUMEHTH CBC CHMITTOMM H3 ChpAEYHA HEAOCTATHYHOCT TpaGBa Na NPOIWDKAT
JIEYSHHETO © BUTONPHA (BIDKT. 4.2).

Brvopeunu yenoocnenus scnedcmeue Ha ouabem

TIpH XHIIEPTOHMITM ¢ AHabeT THIT 2 H HAYANTHA HedponaTia n03aTa e 10 mg BHTONpPH/I JHEBHO, KOATO, 4K0
e HeoOxomMo, Moke Ja Opne nosuuieHa 0 20 mg AHERHO, 34 Ja ¢€ AOCTHIHE AHACTOMMIHO HANATaHe
non 90 mmHg. B cnyuamre na 656peuna HenOCTATHIHOCT (KpeaTHHHHOB KIMpBHc < 80 ml/min),
HavallHaTa A03a BHTONpHT TpA6ea na 6bae crobpaleHa ¢ KpeaTHHHHOBHS KIIHPBHC Ha NMAUHMCHTa (BI3K
Tabmaua I).

Heduampuuna nonysayus

HiMa orHT N0 OTHOMICHKE HA §e30NaCHOCTTa H €(pHKACHOCTTA NIPH Jelia Haj 6 roqHmHa B53pacT caMo NpH
eUeHHE HA APTEPUANHA XHTICPTOHMS, HO HAMA KIMHIUEH ONWT HPH OCTABATHTE NOKA3aHM (BIDKTE TOMKA
5.1). IlpenicppuBa ce nedeHHe HAa OeUA ¢ JHIHHONPHI CAMO 33 XHIIEPTOHMA, HO HE H 33 OCTaHAIWTE
TepaneBTHYHH NOKAZAHHA.

JIM3HHONIPAN He ce NpeTophYBa IPH Aclia NOA 6-TOAMIIHA Bh3pacT, HAH NPH Aela ¢ TeXKO O50pedHo
yepexaane (GFR < 30 ml/min/1,72 m?) (gumxre Touxa 5.2)

Ynompeba om nayuenmu & cmapviecka 8b3pacm

KimspyeTe H3cleABaHHS He €A YCTAaHOBWIM 3aBHCHMOCT MOy BBH3pACTTa Ha [MAIMEHTHTC H
edHracrocTTa H OesomacHocrra Ha Burompui. Karo ce HMa npenpufi, 4€ CTapuecKara Bb3pacT €€
CEBp3Ba ¢ HaMajneHa Ou6pedna dynkmus, Tpabea ja ce cneasar ykasaHuara B Tabmana 1, 3a 1a ce
onpeneny HaYAMATa 1033 BHTONPWI NMPH Taxupa NaupeHTs. Cliesl TOBa N03HPOBKATA TpAGea na Guae
cbo0pa3eHa ¢ NOBITHABAHETO HA KPHBHOTO HAJIATAHE.

Ynompeba npu nayuenmu ¢ bubpeuna mpancnranmayun
Teii KaTO HAM2 ONHT C MPHJIOKSHHETO Ha BHTONpMA NpPM DALUMEHTH CBC CKOpomHa GnOpeuna
TPAHCILIAITAIMA, IETCHHETO HM C TORA JEKAPCTBO HE C& NPEnophiBa. -

Hauyn na npunoocenue




ITepopanHo nprnoKeHHe.

4.3 IlporaBonoxa3annsg

- CBpPBXUYBCTBHTE/IHOCT KbM BHTOIPH, HAKOE OT MOMOILIHHTE BEIIECTRa, H3GpoeH: B TodKa 6.1 mm
apyr ACE-urxuGurop.

- AHamHe3a 3a aHTHOeIeM IpH npeqmecTaino aedenne ¢ ACE- naxubuTops.

- XepeAWTapeH MiTH WIAONATHYECH AHT HOEEM.

- BTOpH HTH TPeTH TPHMECTEP OT GpeMeHHOCTTa (BIokTe TO4KA 4.4 U T. 4.6).

- ExnoBpeMerHaTa ynoTpeda Ha BUTONpHA ¢ aMHCKHpeH-Ch LKA HPONYKTH ¢ NPOTHBONOKA3AHE OIPH
MALMEHTH ChC 3axapeH quaber Wi GuGpeuro yppexaane (GFR < 60 mVmin/1,73 m?) (Bx. Toukn 4.5 1
5.1).

- CBITBTCTBAIA YTIOTpeGa NpH Tepamus che cakyOHTpw/Baicaptal. JIWsuHONpwI He TpaGea xa ce
3anovBa N0-Pano oT 36 gaca cyieAl MOCheTHATA 034 CakyOHTpr/BancapTas (BX. Cho ToUkH 4.4 1 4.5).

4.4 CoenuaiinH npeAynpexkeHns # NpeANa3HH MEPKH NPH yrorpeda

Cusmnmomamusna Xunomonus

CHMITOMATHIHA XHIOTOHMS Ce CPEIta PAIKO HPH NALHMEHTH ¢ HEYCIOXKHEHA XHIIEPTOHHA. XHUTIOTOHHATA
€ [O-BepOATHA MpH JeXHAPATHPAHH NAUMEHTH WIM TAKHBA C CIEKTPONHTHE HENOCTATHYHOCT, IPH
JleueHde ¢ ARYPETHIM, [IPH AMETa ¢ OTPaHAYeH IpHEM Ha COJ, CJel AHANH33, ApH NOBPBIIAHE HITH
JHApHA WIH (IPA NAMERTH C TEKKA PEHHH-3aBHCHMA XHTICPTOHKA (BHK T.4.5 1 T. 4.8). TasH xunoroHns
ce cpobmasa r7IaBHO NMPH NAIMEHTH ChC 3HAYHMA ChpIETHA HEACCTATHYHOCT, NPHIPYKCHA HIIH HE OT
OB0pevHa HEAOCTATEYHOCT, NPH NAIMEHTH Ha Tepamnd ¢ OpUMKOBH AHYPETHIIH BBB BHCOKH J[O3H H ITPH
MAIMERTH ¢ XHIIOHATPHEMES Wi QyuximoHanHa 6x0pedHa He0CTATEIHOCT. [IpH NALMEHTH C NOBKINEH
PHCK OT CHMITTOMATHYHA XHIIOTOHHMA B HAYAJIOTO, NIEYEHHETO TPpsOBa Ja ce H3BBPLIRA TOJ HOCTOAHEH
AEKAPCKH KOHTPOA. CHIMOTO BaykH 1 33 NAIMEHTH ¢ WCXeMMMHa GoNecT Ha CHPUETO Wik MO3BYHO-CBAOBA
fomecT, IPH KOHTO APEKOMEPHOTO OHIbKaBAHE HA KPHBHOTO HATAraHe MOXKe Ja oBeje 10 HHapKT Ha
MHOKApJAa HJTH MO3BYHO-CBAOB HHIIEHT.

TlpH nofBa HA XHIIOTOHMS, NAIMEHTHT TPAGBA Ja ce NOCTABH B JIETHATO HOJI0KEHHAE H aKO € HeO0XO0HMO
la ce TIPHIOKH HHTPaBeHO3HO ¢umHonorHueH pasteop. KparkorpaeH XHINOTOHWYCH OTTOBOp HE €
MPOTHBOTIOKATaHHE 38 MONLIHMTEIHM J03H, KOHTO Morar fAa Owvaar Naeamu, obumxuoBeHo Oes
YCIIOXKACHHA, MOM KPHBHOTO HANATAHE ce NOBWIUM CJieH yBejndaBaHe ofema Ha TedHocTre. [Ipn
MAIUEeHTH ChC CHPAEYHA HEAOCTATHIHOCT, ¢ HOPMANTHO MIH HHMCKO KPBBHO HA/MTAHE, MOXKE na Ce
Ha0MONaBa JOMBIHHTERHO NOHHXABAHE HA KPBHBHOTO HAAraHe ciel ynorpebata Ha Buronpwi. Tosu
edexT ¢ NpesRUAMM ¥ OOMKHOBEHO He € NPHIHHA 33 NPeyCTAHOBABAKE Ha JIYEHWETO. AKO XHNIOTOHHATA
CTaHe CHMITOMATH4Ha € HeoGXOAMMO JO34Ta BHTOMpPHI Ja ObAe HaMasieHa WM [a ce NpeyCTaHOBM
fIPHEMBT.

Xunomonun npu ocmep ungapxm Ha Muoxapoa

He Tpabsa na ce 3anousa JiedeHne ¢ BHTONPHAJ MIPH [ALMEHTH ¢ OCTHP HH(APKT HA MHOKAPAA, TIPH KOHTO
HMa PHCK OT CEPHO3HO BJIOMIABAHE HA XEMOIMHAMHIHOTO CHCTOAHHE CMEH JIeUeHHE C BAsORMIATATOP.
Toma ce OTHACH 33 MAIMCHTH CbC CHCTOIMYHO Hajsrane, no-aucko ot 100 mmHg mnu Taxuea ¢
KapiHoreHeH oK. Ilpes mepeHTe 3 OHM cnej MHQapkra fAosara TpaGea na Gope HamaleHa, ako
CHCTONHMHMHOTO HanArase e 120 mmHg win no-swcko. Momrspxatara foza Tpabea fa GHAC HaMaNCHA KO
5 mg WM BpeMeHHO 10 2,5 mg, ako CHCTONHMYHOTO Hamrade ¢ 100 mmHg mwmm no-mmcko. Ako
XHIIOTOHHATA € MOCTOSHHA (CHCTOMHYHO Hanarage nmoj 90 mmHg 3a noseve oT 1 uyac), JIe9EHHETO C
Buronpun tpabea 1a ce MpeyCcTAHOBH.

Aopmua uru mumpanua cmero3a /xiumepmpoguina KapouoOMuUONamus

Kaxro scvuke ACE-unxuburopy, Taka H sHTonpun Tpadka /1a ce mpuiiara ¢ NOBHIICHO BHUMAHKE NPH
NALHEHTH ¢ MHTPaJHa CTeHO3a W oOCTPYKUHA B H3X0[4 Ha nABaTa KAMEpa, KATO a0pTHA CTEHO3a HIH
XHNEPTPOPHIHA KAPIHOMHOTIATHA.

Bvbpeuna nedocmamvunocm
[lpr naumedTn ¢ Onbpewsa HexocTaThuHOCT (KpeaTHHMHOB KIMpHHC <80 ml/min), HagamHara
HO3UPOBKA HA BHTONPHA TPabBa Na Gele chobpaseHa ¢ KPeaTHHHHOBHA KNHPHHC Ha-NAUHEHTA (BHXK
1abnnua 1 B 1. 4.2), a creAi ToBa, B 3aBHCHMOCT OT OITOBOP& Ha NMALHEHTa Ha




HalmoneHye Ha Kanud ¥ KPeaTuHMHA ¢a YacT OT PYTHHHATA MEMIMHCKA MPaKTHKA PPH Te3n
MALREHTH.

ITpH HAKOHM MALMEHTH Ch¢ ChpAeYHA HEJOCTATHYHOCT MOKE /13 BE3HAKHE XHITOTOHHA CJIGA 3all0YBaHe HA
nesenne ¢ ACE-HHXRGHTOPH, KOSTO MoXe Ja JIOBSHE A0 HONRIHHTENHO HapymasaHe Ha GBOpedHara
ynKipa. Hma chobmenns 3a ocTpa 656peiHa HeOCTATHIHOCT B TEKHBA CHTYALMH, KOATO OGMKHOBEHO
e obparuma.

ITpu nsixou MamUeHTH ¢ ABYCTPaNHA CTeHO32 Ha ObOpeuHaTa aprepHA WITH ChC CTEHO3A HA IPTEPUATE HA
eauHcTBeH On0pek, nekysauu ¢ ACE-MHXHOHTOPH, c¢ HabmoAaBa NOBHIIABAHE HA YPESTa H CEPYMHHA
KPEaTHHUH, KOETO OGHKHOBEHO € 0GPATHMO cJiel peyCTaHOBABaHe HA TepanHATa. Tosa BaxH 0c0GeHO 32
nareATd ¢ GROpedHa HEROCTATHYHOCT. AKO € HANKIS ¥ PSHOBACKYIIAPHA XMTIEPTOHHA, HAPACTBA PHCKBT
OT OCTpa XHNOTOHHS ¥ 610pedna HemocTaThaHOCT, [IpH TesH NALMEHTH NevcHHeTo TpAObBa fa 3anoune
NOA HEMOCPEACTBEH IEKAPCKH KOHTPOJI ¢ HECKH JI03H H IPH BHUMATE/THO JosupaHe. ThH KaTo jedente ¢
AMypeTvi Moxe Ja Obie daxrop, KoHTO aa AonpHEece 3a NOBHIIABAHE HA CTOHHOCTHTE HA ypeATa M
CepyMHHA KPeATHHHH, TIPE3 [THPBHTE Ce/IMHIM 0T IeueHHeTo ¢ Butonpin TexsusT nprem Tpadsa ra Gune
npeKnCHaT i TPsGBa ga Gele npoclieadeaHa Gr0pednaTa HyHKIHA.

Tlpu HAKOM NALHENTH C XHITIEPTOHHA 663 BHIHMO ChIIECTBYBAlH GHOPeTHH 3a00/IMBAHIA CA YCTAHOBCHH
NIOBHINICHH CTOHHOCTH Ha ypes H CepyMeH KPeaTHHHH B KPBBTA, 0OHKHOBCHO HE3HAUHTEITHH H NPEXORHH,
ocobeHO KOraTo BHTOTIPHA € NPHEMaH EQHOBPEMEHHO ¢ JHypeTHUH. ToBa € MO-BEpPOSTHO 1a &
Halmo/IaBa NP MAUKEESHTH ¢ Bede ChiecTsyBallla GLOpeyra HeloCTaTHIHOCT. B TaknBa CITyaH MOXe &g
ce HANOKy HaMansBaHe Ha N034Ta WHIHM MPEKbCBaHe Ha AMYPETHKA H/HAH BHTONpHIL

MatpedTd ¢ ocTEp MHGAPKT Ha MMOKapla He Tp:uO6Ba Aa 3amo4BaT NEYCHHE ¢ BHIONDHN, aKO HMaT
CHMITTOMH Ha OTKIOHeHMs B ObOpeynara ¢yHKups, AedHHHpaHH ¢ KOHIEHTPALHA HA CePyMHHA
KpeaTHHMH, Hampuinasama 177 pmol/l w/unu apotenHypus, Hagpumasama 500 mg/24h. Ako naueHTsT
pasBHe OBOpedHa HeAOCTATHYHOCT MO BpeMe Ha JMEYCHHETO C BHTONpHA (cepyMHR KpPCaTHHHHOBA
KOHLIHTpallMs, HaApumasama 265 micromol/l unu yasossane Ha 6a30BUTS KOHICHTPAIME HA CCPYMHNS
KPEATHHHH), IPHEMET Ha BHTONPHN TPAOBa Na ce NPeyCTAHOBH.

Cepoxvyscmsumennocm / anzuoedem

Hma cro6ImeHns 3a peJIKH CJTyqaH Ha AHTHOJIEM HA JIHUETO, KPAHULTe, YCTHHTE, €3HKa, ITIOTHCA W/HIH
NapUHKCA TIPH MAUMEHTH JleKyBanu ¢ ACE-uixu6urops, sxmodaTemso H Buronpui. Toea Moxe Jfa ce
TIPOABH TIO BCAKO BpeMe Ha Tepanuata. B Taxusa corytanm, NpieMbT Ha Baronpun Tpabea aa 61ae cnpsu
HesaGaBHO M Ja (Bble HA3HAYEHO MOAXOOAINO NeveHHe oz HabmoacHMe OO MBIHOTO H3YE3BAHE HA
cHMnroMATe. JOpH H B CTy9aHTe, KOraTo NOAYT € CaMo €3HKLT, 63 PeCHHpATOpPEH AHCTPEC, NAlHCHTET
MOXe A2 C¢ HyXKNAE OT TPOABNKHTENHO HabmioJeHWe, Thil KaTo NedeHHe C AHTHMXMCTAMHHH H
KOPTHKOCTEPOMAM MOKE Ja He € JJOCTATHYHO.

Mporo psagxo ce ¢hofillapa 3a CMBPTHH Chydal, JRDKAIM Ce Ha aHTHONEM, CBBP3aH ¢ JIapHHTEANCH
¢leM HAH ¢eM Ha €3HKAa. AKO aHTHOe/ieMa BKJIOYRA €3HKa, [NOTHCA HIH NapHHKCA € fO-BePOSTHO O3
HAacTHNH ODCTPYKUMA HA JHXATENHHTE IBTHINA, 0co0eHO MPH MALHEHTH C Ollepamid Ha NHXATeHHUTC
mhTHIIA. B TakuBa chiydad € HeoOXoaMmo fa ce 3ariouHe Heza0aBHO jgedenHe. To MoxXe [a BHOTB2
UpMEM Ha aNPeHANMH WWIH (oaThLpxane Ha Awmianero. IlalmeHTsT Tpabea sa Onge mion
HENOCPEeACTBEHO JIEKAPCKO HAaGMoNeHue 0 MKWIHOTO OT3BYY4aBaHe Ha CHMMITOMHTE. IIpH UEepHOKONH
nanHeHTH BepoaTHocTTa ACE-HHXHOHTOpHTS Ja NpeH3BHKAT aHTHOSIEM € [10-rojiMa, OTKOJIKOTO NpH
TIAMEHTHTE C APYT LBAT HA KOXKATS,

Tlpy mauMeATH ¢ aHaMHes’a 33 aHrHoegeM, koiro He ¢ ceupiad ¢ npuem Ha ACE-mmxulmropsm,
CBIIECTBYBZ HOBHIIEH PHCK OT aHTHOZEM NpH ynoTpebaTa uM (BIK T. 4.3).

CrmercTRamara ynorpefa Ha ACE-mxuburopH che cakyOWTpmn/Bancaprad € OPOTHBONOKA3AHA
NOpajd MOBMIIEH PHCK OT aHruoereM. JleueHue che cakyOHTpI/BaicapTad He TpsOBa Aa ce 3am04Ba
no-paHo ot 36 waca ciex MocleaHaTa 5033 JMsHHompwi. JleueHue ¢ JM3MHOMPHI He Tpabma Aa ce
3aM09Ba NO-Paso OT 36 waca criey nocneaHara 103a cakyOHTPHIY/BANCAPTaH (BXK TOYKH 4 38FF




Cenpicreamara ynotpeba na ACE-mmxuburopu c panexagorpwi, mTOR wmxubutopy (vamp.
CHPONTAMYC, €BEPONMMYC, TEMCHPOITHMYC) M BHIJACTHIITHH MOXE Ja HOBEJE JO NOBHIICH PHCK OT
aHTHOEAEM (HAT. OTOK HA JIMXATE/IHWTE TIHTHIA KM e3AKE, CHC Wik 6e3 HapyICHAS Ha JAMANETO) (BK.
Touka 4.5). Heobxomumo ¢ Ja ce nOOXOOH ¢ NOBHIIGHO BRHMAHHE, KOraTo ¢¢ 3amovBa JCUCHHS C
panekagorpit, mTOR HHXHEHTOPH (Hamp. CHPOTHMYC, BEPOITHMYC, TEMCHPOIHMYC) 1 BHILIATTITTHH
fIpH NMALHEHT, KoiTo Bede npreMa ACE-uHXHOHTOP.

Consmcmeawa ynompeba na unxubumopu #a mTOR (Hanp. cupoRUMYC, e6ePOTUMYC, MEMUPORUMYC)
[TanMenTH, KOWTO NpHEeMaT ChipTcTBAmo HHXHOuTOpH Ha mTOR (Hanp, CHpONHMYC, €BEPONHMYC,
TEM3HPOJIUMYC), MOXKE 18 GBIAT HIOKEHH Ha TIOBHILIEH PHCK OT aHPHOeEM (T. €. OTOK HA RHXATE/IHHTE
THTHINA WIH €3HKA, Ch¢ WM Ge3 HapymeHde Ha TUIIAHETO) (BXK, TOUKA 4.5).

Anagunaxmuvnu peaxyuu npu nayuermu Ha XeMoouanusa

CrobmieHo e 3a ana(HNaKTHIHK PEAKIMH [IPH MBLHEHTH, MMOUI0OKEHH HA JHAIH3A ¢ BHCOKONIPONYCKITHBH
memBpanu (Hanp. AN 69) u B cemoTo BpemMe nexypand ¢ ACE-unxuGurop. TIpH Te3H naiMeHTH TpAGRa
AA c& W3NOMBAT APYTH AMANMINpanis MeMOpand WK /a ¢ H3TION3BAT APYTH JIEKAPCTBA 32 JICYHCHHE HA
XHNEPTOHHA.

Anapunaxmisanu peaxyuu no epeme na LDL-mmuona agepesa

JKupoTO3acTpAmABAIM AHAGWIAKTHIHH PeaKUHH c3 BB3MOXKHHM [IPH HALMEHTH Ha JICYCHHE ¢ ACE-
uAXHOUTOpPH, mpeThpnenn LDL (runonporessy ¢ gucka mwsTHocT-adepesa ¢ nexerpancyndar. Tean
peaKumH ce M3GATBAT KaTo BPEMEHHO ce mpeKbeba Tepanuata ¢ ACE-mixuGHTOpa npey Beaxa adepesa.

Anapunaxmuwimu peaxyuu no speme na Oecercuburusayun

Tlaumentu, npuemanu ACE-unxu6aTopy no BpeMe Ha JicueHHe 3a geceHcHGmnmmanms (Hanp. ¢ oTpoBa
OT LMNOKPHJEA), MOTAT Ja MOAYYAT TEXKKH aHaunaxTHIHu peaxiwd. Tezu peaxtpan Morat aa Gsaar
H30erHaTh, KATO BPEMEHHO e IpeKbeHe MpueMbT Ha ACE-HHXHOHTOPH, HO MOTAT /i3 Ce TIOABAT OTHOBO
p¥ MOBTOPHA HEBHUMATEJIHA YNIOTpeba Ha TaKHBA NEeKApCTBA.

Yepnodpobna Hedocmammvutiocm

Jleqenue ¢ ACE-MHXHOMTOPH MHOTO pPAZIKO C@ CBBLP3Ba CHC CHHPOM, 3aMoYBaml ¢ XOJECTaTHIHA
JBITEHML3, IPOTpecHpalia A0 YepHOaApo6Ha Hekposa ¢ (aTaneH H3xo/l B HAKOH Ciiydan. MexaHH3MBT Ha
TO3H CHH/IPOM He € H3BeCTeH. AKO NMALMEHTH Ha JIEYeHHe C BHTONIPH/ Pa3BHAT XBITCHHIA HIH NOKKaT
UOBMIICHWE HA dYepHOnpOGHWTe ¢H3MMH, NPUMEeMBT Ha NEKaperBoTO TpabBa a ce MpPEyCTAHOBH H
NALHEHTET TOJICHKH Ha JICKAPCKHA KOHTPOL.

Heymponenusa / azpanynoyumosa

Hma chobmeHda 3a HeyTpoleHus / ArpaHyloUMTO3a, TPOMOOLHTONEHHS M AHEMHI NPH MALMEHTH,
upuemanty ACE-mnxuGuropu. Ilpm naimenra ¢ HopmamHa Ou0pedna Qynxims H Oes mpyrw
YCIIOKHABAIMH (DaKTOPH, HEYTPONECHWA BLIHMKBA pagxo. HeyTponcHHSTA M arpaHylonWrosara ca
obpaTHMH cliel] TPEYCTaHOBABAHE Ha jieueHueTo ¢ ACE-mixuburopa. Butonpun Tpatea aa ce H3NON3Ba
¢ 0cobeHO BHEMaHue NP MALMEeHTH ChC CHCTEMHE 3800/BaHHA HA CHEJHHATE/THATA THKAH; TNAIHEHTH,
NIEKyBaHH ¢ HMYHOCYITIPECOPH; IIAiMEHTH, JEKYBAHH ¢ ANOMYPHHON HIH NPOKAMHAMH/ WIH TIAIgHEeHTH,
NPH KOHTO ¢ HanWile KOMOMHallMA OT Te3H YCNoxHapainn daxTopH, oco0eHO ako MMAT HapymieHa
656pesa dynkums. [Tpy HEKOM NAUKMERTH MOTAT 13 CE PA3BEAT CEPHOIHA HHOEKIHMHN, KOMTO B PefKh
c/lyqad He Ce TIOB/HSBAT OT HHTEHIMBHA aHTHOMOTHIHA TepanHs. [IpH TAKHBA NAIMEHTH & HeoOXommM
HEPHOAMYEH KOHTPOR Ha HuBaTa Ha Getute xphBHM KieTks, [aluenTHTe TpA6Ra Aa crofmasar 3a BCEKH
NPH3HAK 32 HHPEKLMS.

Heoiino Groxupane na penun-anzuomensun-andocmepovosama cucmema (PAAC)

HMa nanHy, Ye eqHOBpeMeHHaTa ynorpefa Ha ACE uHxHGHTOpH, aHrHoTeH3MH [I-petienrophn 6i0kepn
WIH ATHCKHpEH TOBHIIaBE PHCKA OT XHIIOTOHMA, XHIEpKAIHeMus ¥ HaMalasaHero Ha GnOpeuHaTa
bynkums (BTOYHTENHO ocTpa GBOpeuna HenoctaTsaHocT). Tlopamu ToBa He ce TPENOPHYBA HBOHHO
6roxnpane Ha PAAC qpes komGraRuMpanata ynorpeSa Ha ACE momburoph asruorerpitl-pellenTopHy

abcomoTHO HeoGxomUMa, ToBa TpabBa fia cTaBa caMO NOA HAOMIOREHHETO HA s
BHHAMAaTeIHO MOHHTOpHpaHe Ha 050peuraTa GyHKIINA, eIEKTPOIHTHTE H KPBB oy
ACE-unxnbuTopu ¥ anrnorersuH [1-peuenropas Sokeps He TpsA0Ba Na ce iy
TPH NANKERTH ¢ AuabeTra RedponarTHs.



Paca

[Ipn gepuokokn maumeRTH BepoarHocrra ACE-unXMOHTOpDHTE A8 NPCOH3BHKAT AaHTHOCHEM € 1O-
rofama, OTKOJIKOTO NpH MAIMEHTHTE ¢ ApPYT LBAT Ha Koxara. Buronpwi, kakro H Apyrure ACE-
HHXKOUTOPH, MOXKE Ja € 0-MATKO epeKTHBEH IPH YePHOKOKH NALMEeHTH, OTKOJIKOTO NPH TallHEHTHTE C
Jpyr LBAT Ha KOXKaT&, HAH-BEPOATHO NOpaaH HHUCKHTE HHBA HA PSHHHA MPH 4YE€PHOKOKATA MOMyJalaA,
CTPaAma OT XUNEPTOHHAA.

Kawauya

Crobmasa ce 3a MoABATA Ha KAIUTHUA 110 Bpeme Ha ynotpebara Ha ACE-unxuburopu. Tasu kamnnua e
HENpONYKTHBHA, NICPCHCTHPAIIA W NIPeMHHABA Clej] CITHPaHe Ha JiedeHHeTo. Kauumnnars, NpeanIBHKaHa
ot ACE- unxuGuropH, TpabBa f1a ce MMa npeABHA NpH AH(epeHIIMATHATA JHATHO32 Ha KamHIATa.

Xupypeus / anecmesun

Buronpuwi Moxe na Giokupa BropuyHO (opMHpaHero Ha anrmoTensuH Il cnen KOMIICHCaTOpHO
0cBoO0KABAHE HA PEHHH NPH [ALMEHTH, NOATOKEHH Ha 3HAYMTCIHA XHPYPrHTHH HHTSPBCHITHMA HIH Ha
aHECTEINA C NEKApCTBa, MOHIDKABAIlM KPLBHOTO HansraHe. Karo pesyimrar ce MojyuaBa H3pascHa
XMIIOTOHMS, KONTO MOJKE /12 C€ KODHTHAPA 9pe3 RIHBAHE HA M/1a3MO3AMEeCTHTETH.

CepymeH kamii

ACE-#HxuCHTOpHTE MOFAT Ja TEpeJA3BHKAT XHIIEPKATHEMHUS, Thit KaTO HHXAGHPAT OCBOBOXIABAHETO HA
anuocTepod. EQekTsT 0GHKHOBEHO He € 3HAYHTENEeH NPH NALMEHTH ¢ HopManHa Op0bpedna QyHKipiA.
Tlpu panuenTH ¢ Hapymweda OnOpedHa dyHkupa w nuaGer obade WiLIH MPH DALMEHTH, NPHCMAITH
XpaHUTENHH X06aBKH, CHABPKAINA KAIHHA (BKITIOYHTE/HO 3AMECTHTE/TH Ha COJITA), KAHH- ChXPaHABAIIA
IMYPETHITH, TPHMETONPHM HIH KOTPHMOKCA3O0N, WIBECTEH CHINO KATO TPHMeTonpuM/cyndameroxcason,
H 0coDeHO AHTArOHHCTH Ha a1Z0CTEPOHA H/IH AHFHOTEH3HH- PENeTITOPHH GIoKepH, MOXKe A BL3HHKHE
xunepkasemml. Kannii-ChXpansamuTe IHyPETHIA H AHTHOTeH3HH-PellenTopHETE {oKepH TpabBa 1a
Ce MpWIAraT BHUMATENHO NpH MauueHTH, npHeMaugi ACE-MHXUGHTODH, KATO CEPYMHMAT KadHH H
ObOpeunara bynxuma Tpabea na ce npocneassar (Bxk. Touka 4.5).

Juabemuyu

IlpA DAUMEHTH, TNpPHEMAIIA NEpOpPATHO AHTHIMAGCTHH NEKAPCTBA WIM WMHCYNMH, Tpabea aa ce
OCHIIECTBABA HEHOCPEACTBEH NIMKEMHYER KOHTPON 1O BpeMe Ha ITspBiA Mecent ot Jedennero ¢ ACE-
unxuburop (mwk 4.5 BaauMoneiicTeue ¢ JApPYTH NEKapCTBEHH NPOAYKTM H Apyr# ¢opmm Ha
B3aHMOICHCTBHE).

Jlumuti
o npHHIpIT KOMOKHAITMATA Ha JTWTHIA ¢ BHTonpun He ce npenopbysa (BIDK T. 4.5).

Bpemennocm

ACE-gHxuOuTOpH He Tpa0Ba ma ce ymnorpe0gar HO BpeMe Ha OpeMEHHOCTTa. AKO Jie9EHHETO ¢
ACE-nHXuOHTOP € HaIOXKHTEHO, NALMEHTKATE, [1aHApani SpeMeHHocT, Tpabea na 6pAaT NooNONKeHH
HA ATTEPHATHBHO AHTHXHITEPTEH3HBHO JICYEHHE C YCTAHOBEH MpodiuT Ha 6e30NacHocT IIpH GpeMEHHOCT.
Koraro ce ycraHod GpemesHoct, JeveHuero ¢ ACE-unxuGurop Tpabea Aa 6boe IpEeyCTAHOBEHO
BE3MOKHO Hai-GBp30 U Aa ce NpeMHHe KoM AITePHATHBHA Tepanus (Bik T. 4.3 H T. 4.6).

4.5 BaaAMOReliCTBAE ¢ APYTH JEKAPCTBEHH NPOAYKTH W APYrH GopME HA BisHMoaelicTBHE.

Hpyzu aumxunepmensugnu rexapcmea

EnsoBpeMenHaTa ynoTpeba ¢ aHTHXHMOEPTCH3HBHH NIEKAPCTBA (HATIPUMEP TTIHIKSPHIT TPHHHTPAT H APYTH
HATPATH WM APYTY BAOSMIATATOPH) MOJKE /14 3ACHIIM XHIIOTEH3HBHAA eekT Ha BATOMPHA




EnuoBpemeRHaTa ynotpe6a Ha BHToNpH ¢ AMMCKHPEH ChABPAKALIH JIeKapcTBa Tpa0Ba 1a ce HI0Arsa
(Bx. 7. 43 HT. 4.4).

JlaHHH OT KIMHMYHH HAPOYYBAHMH INOKa3BaT, 9e NBOHHOTO ONOKHpaHe HAa PEHHH-BHTHOTCH3HEH-
anpocTeponopata cucremMa (PAAC) upes xomOwmmpapara ynorpefa ma ACE-umxwOuropw,
anrnoTensuH Il-petenTopHu GIOKEpH WM AMHCKHPEH ¢C CBBP3BA ¢ MO-BUCOKA MeCTOTa Ha HEKENaHH
CHOMTHA, KATO HANPHMED XHIOTOHMS, XHMNEPKATHEMHA M Hamandpadne Ha OuOpeunara QyHkuma
(xmoanTeNHO octpa GEOpeuna HeOCTATEIHOCT), B CPABHEHME ¢ yIOTpe(aTa caMo Ha €HO CPEACTBO,
neficreamo 8upxy PAAC (Bx. Touku 4.3,4.4 1 5.1).

Huypemuyu
OGMKHOREHO TIOHWIKARAIIMA KPHBHOTO HandraHe eiekT Ha BKTONPHIL CO YCHIIBA OPH HOBPCMCHHO

npuemane Ha aaypervi. IlanHenTy, MpueMaly JHYPETHIH, H NO-CIICLHAIHO TE3H, KOHTO OTCKOpO
C€ JIEKYBAT C AMYPETHIH, MOTaT NOHAKOra IIPH 3ar709Base HA JICUCHHE ¢ BUTONPHI 18 NOIyYaT CHIHO
NOHIKABAHE Ha KPBBHOTO HAJATaHe. PHCKBT OT CHMITOMATHYHA XUITIOTOHHA 110 BPEME Ha JICUCHHe ©
BHTONPHI MOXE Jia ce HAMAJIH ‘ipe3 CIHpaHe Ha JHYpeTHKa [peay Ha9IOTO HA JICUCHHETO C TOBA
nexapcTBo (BHK T. 4.4 4 T. 4.2).

Kanuii-coxpanssauu Ouypemuyy, Xpanumeniu 006asku, CoObpICauU Kanuli unk Kanui-CoObpoicausu
IaMecmumeny Ha coama

Brnpeku 5e cepyMHHAT Kamuii OOHKHOBEHO OCTasa B paMKHTE Ha HOPMANTHWTE IDAHHIM, IIPH HAKOH
MALMEHTH, NCKYBAHH ¢ JIH3HHOTIPHJ, MOXKE Ja Bh3HHKHE XHIEpKamHeMmHi. YmotpefaTa Ha KamH-
ChXPAHABALIH JHYPETHIH (HATIP. CTIMPOHOIAKTOH, TPHAMTEPESH HITH AMHIOPHA), XPaHHTENHH A00ABKY,
CHIBPKANTE KANHH WIH KATHI-ChABPIKAlIM 3aMECTHTE/IH Ha COITA MOXe Ja AOBEAE [0 3HATHTEIHO
NOBHIIEHNE HA CEPYMHMA KAIHH NpH NAlMEHTH ¢ yBpenena 656pedna GyHKuusa HiH 3axaped AHaber.
TpaGea cHO Aa ce BHUIMABA, KOTATO JIHIMHONPHI CE TIPHIIATA @THOBPEMEHHO C APYTH CPEACTRA, KOWTO
MOBMIIABAT  CEPyMHMA  Kaimif, Kkaro  Hanp.  TPHMETONPHM  H  KOTPHMOKCA3CH
(TpuMeTOnpHM/cyndaMeTOKca30NM), TH KAaTO & M3BECTHO, W€ TPHMETOMPHM JeHCTBA KATO KATHH-
CLXpaHABAI JHYPETHK T0R06H0 Ha ammiopha. [Topamd Tosa He ce NPENOPEYBA KOMOHHHPAHETO Ha
JM3HHONPH/I ¢ TOPECTIOMEHATHTE JIEKAPCTRA. AKO € TI0Ka3aHa CHITBTCTBANR YrioTpeba, Te TpabBa aa ce
H3MIO/I3BAT C NOBHINEHO BHAUMAHHE H TIPH Y€CTO NPOCIEAABAHE Ha CPYMHMR KAMHiE.

Jlumui

HMa chobmenns 38 o5paTHMO MOBHIIIABAHE HA TOKCHIHOCTTA M HA CEPYMHHTE KOHLICHTPAUMH HA THTHH
NpH egHOBpeMeHHaTa My ymotpeba ¢ ACE-umxuburopu. CpBMecTHara ymorpeGa Ha THA3HAHH
Auyperaiit B ACE-HHXUOHTOPH MO3ke fla YBETHIH PHCKA OT JINTHEBA TOKCHYHOCT H Ad 3aCHIH BEYC
CHINECTBYBAINA Takasa. Exnospementa ynotpeba Ha JIHIHHONPHA H JIMTHIA HE € NPENOPBYHTENHA, HO
ako oOCTOATENCTBATA HANAraT Takapa koMOHHaimi, TpAOBa Ra OBAAT MPOCHCAABAHH BHHMATEITHO
HUBATA HA CEPYMHHA JIMTHIT HA NALHCHTA.

Hecmepoudnu npomusosvsnanumentu nexapcmeenu npodykmu (HIIBC) 3aedno ¢ ayemuicaruyuiosa
Kucenurna > 3g/0neeno.

Hpogemxurenauar (xpoHndeH) npuem Ha HIIBC Moxe fa HaManyl aHTHXHICPTOHHYHHS edekT Ha
ACE-unxuturopa. HIIBC u ACE-guxuburtopHte OKa3par OMKIHHTENHO RIHAHAE BBPXY
MOBHINABAHETC HA HABOTO HA CCPYMHHA Kasuii, KOETO MOXKe Ja AOBE/IE N0 BIOMABAHe HA On0pevnaTa
dysximsa. Toan epekT oOHKHOBEHO ¢ 0OpaTHM. B penxH cirydan Moxe 1a BE3HHKHE 0cTpa Gu6peuna
HEAOCTATHYHOCT TPH MIAUMEHTH ¢ Hapymena 6n6peuna QyHKIMA, XAKTO H NPH NALMHEHTH B CTAPYCCKA
BB3pacT HITH ASXHAPATHPAHH MAHHEHTH.

3namo

Hurpuronaay peakimn (CHMITTOMH Ha BasOAWIaTallys, BKIIOYBANIA 3a%¢pBABAHE, HPHIOINABAHE,
3aMasHOCT H XHIIOTOHHA, KOHTO MOFaT 1a GbAaT TekkH), B Pe3yATaT Ha HAPEHTEPAIHO MPHIOKEHO
3naro (HANpUMep HATPHMCB AYPOTHOMANAT) Ca JOKAAABAHH I10-9€CTO NpH NAUHCHTH MOMLIOKEHH HA
Teparms ¢ ACE-mmxaburopn.

Tpuyurnuanu anmudenpecanmu / anmuncuxomuyu / auecmeniiyu




Eanospemennara ynorpefa Ha ACE-HHXHOUTOPH ¢ OMpPEJCACHH AHECTETHIH, TPHIMKIHTHA
AHTHNIENPECAHTH H AHTHIICHXOTHIM MOXe Ja AoBele A0 MOMBIHHTENIHO NMOHWKABAHC HA
KPBBHOTO HAJAraHe (BiK T. 4.4).

CumnamuxomumMemuyu
CHMIATHKOMHMETHIH MOTAT 18 HAMAJIAT AHTHXUNEpTeH3HBHHS edext Ha ACE-HHxuburopute.

Anmuduabemuyu

EmuaeMHONOrHUHUTE HACJISIBAHUA [IOKA3BAT, 9¢ CHBMECTHOTO MprioxkenHe Ha ACE-uHXHGHTOPH H
anTuauaberHu cpeacTBa (MHCYINH, TepopaNnHM aHTHANAOCTHH nexapcTBa) MOXE Ja HPHIHHH
3acH/IBaHe Ha e(eKTa Ha NOHIKABAHE HA [THOKO34Ta B KPBETA ¢ PHCK OT Xumormdkemus, [lo-sepogTio
€ To3H (eHOMEH J]a BE3HHKHE NPe3 ITHPEHTE CeZIMUI OT KOMOHHHPAHOTO JIEI€HHE H TIPH NAIHEHTH ©
GrOpeuHa HEROCTATHYHOCT.

Ayemuncanuyunosa xuceruna, mpombommmugu, bema-onoxepu, Humpamu
Buronpun Moxe na 6pae yoTpebaBaH ¢THOBPEMEHHO © aUETIICAIHIIOBA KHCE/THHA (B J03H,
WITION3BAHM B KAP/IMOJIOTHATA), TPOMOOHTHIM, OGeTa-0n0KepH H/WIH HHTpaTH.

Luxnocnopun
Tipn cenpreTBama ynorpeba Ha ACE-HHx#OMTOPH ¢ HLHKIOCHOPHH MOXe /13 BB3HHKHE
XHnepkantveMus. [Ipenopyasa ce npochenssane Ha CepyMHMS K.

Xenapun
Tpu croererBama ynotpeba Ha ACE-wuXxuOGHTOpH ¢ XenapHH MOXe O3 BE3HHKHE XHIICpKaTHeMH.
Ipenoppuea ce npociespaHe HA CEPYMHHR KATUH.

Jlexapcmsa, nosiuaeaiyu puUCKa om aHzuoedem

Crovrersaiara ynorpeda ua ACE-unxuburopn ¢be caxyOHTpii/BaicapTal ¢ IPOTABONOKA3AHE, Thit
KA4TO TOBA MOBHIABA PHCKA OT aHrHoeeM (BxX. TouKa 4.3 1 4.4).

Criprereamata ynorpefa Ha ACE-uuxubaropr ¢ pauexagotpii, mTOR mmuxubGeTopd (Hamp.
CHPO/THMYC, €BEPOJIMYC, TEMCHPONHMYC) W BHIAATIHIITHH MoXke Ia JOBEAS AC NOBHICH PHCK OT
anATHOeASM (BXK. Touka 4.4). Mixunburopn na mTOR (Hamp. CHPOIHMYC, €BEPOIHMYC, TEM3HPOHMYC)
[Maupen s, monydaBamy chirbTeTBamo wuxuburopu #a mTOR, moxke na GpAar WIIOKEHM HA
NOBHMICH PHCK OT aHTHOEXEM {BXK. TouKa 4.4).

Ko-mpumorcazon (mpumemonpum/cyahamemoxcaszosn)
TanueHTH, FONYIABAIIA CHIBTCTBAO KO-TPAMEKCas0Nl (TPHMETOIPHM/CY/1paMeTOKCA30/), MOXE A3
O'p1aT HATOKCHH Ha NOBHINECH PHCK OT XHIIepKanHeMas (BX. Todka 4.4),

4.6 ®eprRAATET, GPEeMEHHBOCT H KbpMeHe
Bpesennocm

Enwpeﬁam Ha ACE-HuxHOHTOpH € DpoTHBOMOKA3aHa MO BPEME H3 OBPBAA TPHMECTHP HA

peMeHHOCTTA (BinKTe Touka 4.4) [poraeonoxkaauo ¢ aa ce npuemar ACE-nmxuburop npes BTOpHA U
4 TPHMECTLD oT OpemetHocTTa (BiokTe Touka 4.3 1 4.4).

EnupeMuonoryauiTe NpOyYBaHMS 10 OTHOINGHME Ha PHCKa OT TePaTOr¢HHOCT B pE3yATaT Ha
npwiokeHue Ha ACE-uHXUGHTOpH N0 BpeMe Ha MEPBHS TPUMECTREP OT GPEMEHHOCTTA HE €4 HATBIHO
yOenurenHy; Jneko NMOBMIGEH PHCK, o0aue, He Moxe na Obae M3KMIOYeH. AKO NPOALDKABAHE HA
nevenrero ¢ ACE-HHXAOMTOp He € HANOXKHTENNHO, AUHCHTKATE, IIaHHpammy OpeMenrocT Tpabra 1a
MPEeMUHAT HA ANTEPHATHBHO AHTUXMICPTEHSMBHO JiedeBne ¢ J00pe ycraHOBeH npopun Ha
GesonacHocT Mo BpeMe Ha Gpemmenoct. Koraro GpemeHHOCTTa € NOTRLPACHE, dedennero ¢ ACE-
HHXHOWTOP TPAOBA Ha ce NpeycTaHOBH hezaGaBHO M Ja 3aNovHe ANTEPHATHBHA TEPAITMA,

Vrnorpebara Ha ACE-uHXHOUTOP Ipe3 BTOpHA | TpeTHs TPHMECTLP Ha OPEMEHHOCTTA NPEAHIBHUKEA
¢eTOTOKCHYHOCT NPH X0pa (BromaeaHe Ha On0pedHaTa GYHKIMS, ONHIOXHMAPaMHEA, SEPENHO-THIICBH
JethopMaui) W HEOHATANHA TOKCHYHOCT (0B0peHa HEAOCTATHYHOCT, XHITOTOHHNA, XHIIERKAAHE
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BIK CBfo T. 5.3). [Ipenoprunrento e Habmonenne Ha GpOpeunara ¢yHxips U Yepena Ha 1ona or
BTOPHS TPUMECTHP Ha GpemennocTTa, ako excnosuumsra kbM ACE-usxuburop ¢ NpoawbKuia npes
BTOPHA H TPESTHA TPHMECTHD Ha GPEeMEHHOCTTA.

KnpMavera, kouTo ca GHIHM H3N0KEeHH BETpeMaTowHo Ha ACE-mxuGirropy, Tpabsa A4 ce H3caenBar

33 XMIOTOHHA (BrkTe Touka 4.3 | 4.4).

Kypuene

He e m3BecTHO AaiH BHTONpMZ Ce eKCckpeTHpa B 9OBEWIKATA KbpMa. YnoTpebara Ha Buronpin no
BpeME Ha KbPMEHE HE € TIPETIOPHYHTENHA M € MPEAOMEIUTSNIHO A3 ce MPEeMHHEC KbM anTepHATHBHO
neuenHe ¢ 205Gpe yCTAHOBEH PO HA Ge30MACHOCT 10 BpeMe Ha KbpMeHe, 0c00SHO PH KEPMCHE Ha
HOBOPOACHC HIH NPeKAEBPEMEHHO POLEHO eTe

4.7 Edexrtd Bnpxy cnocofnectTa 33 modupane u pabota ¢ Mamnany
Tpa6Ba na ce MMa NpelBHA, Ye crOcOGHOCTTA 33 AKTHBHO YYaCTHE B ITBTHOTO ABHIKEHHE WIH A e
YIIpaB/IABAT MAllIHAH, MOKE NIOHAKOra 1a 6b/ie HaMaleHa TOPaJH CBETORBPTENK WIH OTHANHATIOCT.

4.8 Hexenan jieKkapcTBeHH PeakniH

Cnennure HexenaHW peakiud, HAGMIONAaBaHH M JIOKIANBAHH N0 BPEME HA JIeWeHHE C BHTONPHI H
apyrn ACE-HHXHOMTOpH, ca HOZPEICHH 1O Y€CTOTA, KATO ce M3MO3Ba CleNHATA KIacH(HKALMA:
Meuoro uecrn (1/10); sectr >1/100, < 1/10); newectd >1/1000, < 1/100); peman =1/10 000, <
1/1000); muoro peaxu (< 1/10 000), ¢ HeH3BecTHa 4ecTOTA (OT HANMYHHTE JAHHH He MOXe Ia Opae
HAIPaBeHa OLECHKS).

Hapymeand AA KPHBTA H JIHMpHATA CHCTEMA:

Peoru: Tlompxkarane Ha XeMOTTIO0WHA, TOHIKABAHE HA XeMaTOKPUTA.

Muozo peoxu: KocTHO MO3BMHA [CNPECHA, AHEMHS, TPOMOOLMTONCHHS,
NIEBKONICHUA, HEYTPONSHMs, ArpaHyIoIMTO3a (BIDK T. 4.4), XeMOMTHYHA aHCeM¥S,
AHMpaICHOTIATHS, ABTOUMYHHO 3abonsBase.

Hapymenug 5a MeTafoad3Ma B XPaneseTo:
Mhnozo pedxu: Xunornukemus

Hapymenns Ha HEPBAATA CHCTEMA A NCHXWIHE HADYMICHES:

Yecmu: CBETOBLPTEX, INIaBoGONME

Heuecmu: TIpoMeHH B HACTPOEGHHETO, [TAPECTE3HA, BEPTHTO, BKYCOBH HapyIIeH A,
CMYIIEHHs B ChHA

Peoru: YMCTBEHH HapYIIEHAR

Cuprevsn B ChAOBH HAPYHICHHS!

Yecmu: OproctaTHYHH HAPYMCHHA (BKIT, XHNIOTOHMS)

Hevueemu: Undapkr Ha MHOKAPIa W MOIBYHO-CHAOB HHIHIIEHT, KOWTO MOXe Jia NOBEAE AC TEKKA
XHMIIOTOHHA APH BHCOKOPHCKOBH NanueHtH (Bix T. 4.4), chpuebdeHe, Taxukapaud, CHHIPOM Ha
Peiino.

Pecomparopn, rpbHE # MeAEACTHHANHYE HAPYIICHHASN:

Hecmu: Kamma
Hevecmu: Puaur

Mhnozo pedxu: BpOHXOCTIAZEM, CHHYMT, AICPIHYCH a/IBEOIHT/ €03HHODUTHA ITHEBMOHHUS

CroMamH0-4peBHH HAPYMEHHS

Yecmu: Jlnapus, MOBpEILaHe

Heyecmu: Tapene, kopemHa GOJKa ¥ CTOMAIIHO Pa3CTPOHCTBO
Pedxu: Cyxora 8 ycrara

Mruozo pedxu: TankpeardTd, aHTHOSAEM, XEMATHT, XLITCHMUA, UepHoApolHa
HEJIOCTATBIHOCT (BIXK T. 4.4)

HapymeHAs Ha KOKATA H HONKOKEATA THLKAR:




Hevecmu: O6paB, chpbex

Pedxu: CBPHXIYBCTBHTENHOCT/ AHTHOHEBPOTHYCH OTOK: aHTHOHEBPOTHYCH OTOK HA JIHIETO,
KpaiHMI[UTe YCTHHTE, 3MKA, II0THCA W/IIH JapHiKkca (BHK T. 4.4), YPTHKADHA, anoneums,
TICOPHA3MUC.

Mhrozo pedwcu: CiHO TIoTeHe, NeM(PUTYC, TOKCHIHA elTMAePMATHA HEKPOJTH3a, CHHAPOM Ha CTUBBHC-
JixoHCBH, epuTeMa MymTHBOpME, KOXKHA NceBaonuMOMa.

JepMaToNOrHaHUTe HIPOMEHH MOTAT Aa OBaaT npHIpYKEHH OT MOBHINICHa TEMIICPATYPA, BACKYIIHTH,
MUAITHA, APTPAI i, JIEBKOUHTO3a H/WIH NOBHIUEH ANA-THTHD, HOBHIICHA CKOPOCT HA YTAABAHC HA
EPHTPOLATHTE, O3HHODWIHS ¥ TEBKOLHTO34, OOPHB, HOTOTYRCTBHTENHOCT.

Hapymenns Ha {LGpensaTe B DEKOTHATE DHTHINA:
Yecmu: Henpasunno dpyrkumoHupade Ha 6n0pemyte
Peoxu: Vpemus, octpa OuOpetdna HENOCTATHIHOCT
Mhuozo peoxu: Onurypria / anypus

HapymenHS Ha penpoAYKTHBRATA CHCTEMA H rbpPAATE:
Hevecmu: UMDmoTeRTHOCT
Pedry: TunexoMacTua

O0mu Hapymenss B ePeKTH Ha MACTOTO HA NPAIOKEHEE:
Hevecmu: YMopa, acteMus

Hzcnensannga:

Heuecmu: YpennuapaHe HA CEPyMHHTE HHBA HA Yped, KpeaTHHHH, NOBHINABAHE Ha IEPHOAPOGHHTE
SHIMMU, XMIEPKATHCMHARL

Peodxu: TloBumapane Ha HUBOTO Ha cepyMHHS OWIHPYOHH, XHITOHATPHEMHAS

HJanmuTe 3a GE30MACHOCT, NOMYHCHH NPY KTHHHMHE NPOyYBAHHA NOKA3BAT, 9¢ TEPANEBTHITHIAT
OTTOBOp KbM JIM3HHONPI € N0GHp MpH NeTHATPHIHH NANUSHTH ¢ XHICPTOHHA | IPOGHILT Ha
6e30MacHOCT TPH Ta3H PH3PacroBa Tpyna € chusMepum ¢ Tpofmna ma GesomacHOCT mHpH
BH3PACTHH.

Crobnasaie Ha NORO3APAHH HEXENAHH DEaKIIHK

Cro6mananeTo Ha NOAOIHPAHH HEKETAHM PEAKLMH CIIE] pasperiaBaHe 3a ynotpeGa Ha JIeKapCTBeHAA
TPORYKT € Bawuo, ToRA NO3BONARA /A2 NPOTWIKH HACMOACHMETO BA CHOTHOMIEHKHETO NOM3A/PHCK 34
AEKApPCTBEHMA OpoaykT. OT MEIMIHHCKHMTE CHENMANMCTH ce M3MCKBa [a ChobilaBaT BeAKa
TNIOJIO3HPaHA HEe)XKelIaHA PeaKims upes:

HansHHTENHA ar¢HIA N0 nekapeTsata, yi. Jlamsw [pyes 8, 1303 Codus, Tenedon: +359 2 8903417,
yebangpec: www.bda.bg

4.9 IIpenosapane

HMa orpaHs9enH JaHHM 32 Ipeio3UupaHe IPH XOpd. B 3aBHCHMOCT OT CTENCHTAa Ha IPEI03HPaHE MOTaT
A3 ce OYaKBAT C/EJHWUTE CHMITOMHE: TeXKa XHIIOTOHHSA, HIOK, eleKTponHTeH aucOananc, 6nbpeura
HEIOCTATHYHOCT, XMICPBEHTHIALMA, TAXWKAPAWS, Chpuebuene, OpagmKapsms, CBETORBPTEXK,
feanokoicTBo H kanuvna, TTpenopraHTeNHOTO edcHHe IIPH MPeAC3HPaHe ¢ HHTPABCHO3HA HH(Yy3ua
Ha $H3RONOTHYEH PasTEOP. AKO € HAIMIIE XMITOTOHHH, MALHEHTHTe TPpAOBa Aa ce IIOCTABAT B JIETHAIO
NORONEHAE. AKO € BEIMOXKHO, MOXKE /12 C& HanpaBH MH(y3ka ¢ anrvotensus 11 w/umy Moxe xa Onie
00CBAeH0 HHTPABEHO3HO NPHIOKEHHE HA KATEXOMAMHHH. AKO NPSAO3HPAHETO € H3BBPIIECHO CKOpO,
TpsOpa fa ce TpeANpHeMaT MEPKH 32 CTAMMHAPAHETO Ha BHTONDHN (Hanp. Tpe/IH3BHMKBIHE HA
NOBpbIIAHE, IPOMMBKA HA CTOMAXA, TIpIiaraHe Ha abcopOGeHTn H HaTphes cyndar). BHTonpir Moxe
Ja ce OTCTPaHH 9pe3 Xemonuanusa (BIoK 1. 4.4 CrieliuaTHE NPenyRpICHHA M CIICHHAMHH NPEna3Hi
Mepkd npu ymorpeba). IIpu ycroiamBa wa newesue, Opajukapmad, TpsGea fa ce w3nonsa
neiicmeiikep. TpaGBa wecTo Aa ce npocnenapaT XH3HCHHTE NIPH3HALY, CCPYMHHTE KOHLICHTPAUHH HA
EJIEKTPONIMTHTE ¥ KPeATHHHHA. .

5. DPAPMAKOJIOTHYHHA CBOUCTBA



5.1 .PapmakogaHEAMHYHH CBOHCTEBA
{dapmMakoTepaneBTHYHa rpyna: HHXubuTops Ha aHrHOTEH3HWH KOHBEPTHPAGIHA CHIHM,
ATC xon: CO9A AQ3

MexauuzeM Ha AeHCTBHC

JIA3HHONPHWI ¢ MEOTHAWN AWTenTHaasa uHxaturop. Toif HHxMOMpa aHTHOTCH3HH KOHBEPTHPAME
em3uM (ACE), KoifTo KaTaAnH3Mpa NpeBphIiaHeTo Ha GHTHOTEH3HMH 1 BbB Ba30KOHCTPHKTOPCH NEMTHL
anrsorensuH I, Arruotersus II chiio CTHMY/IHpa CEKpELAATa HAa ANNOCTEPOH OT HAAOROpewHaTa
menyna. Muxubupanero Ha ACE mozu no HaManABaHe Ha KOHUEHTpAIHHTe HA amrHorensuH II
BOJEIIO [0 HAMANABAHE HA BA3OMPECOPHATA SKTHBHOCT ¥ HAMANABAHE CEKPELMATA HA AINMOCTEPOH.
HamangBaHeTo Ha IUIa3MeHHTe HHBA Ha A0CTEPOHA MOXE Ja I0BEeAE A0 NOBHIIABAHE HA CEPYMHATa
KOHIICHTPaLMA Ha Kajimii.

dapMaKko HHAMHIHE edekTH

Benpekn ge ce mpemmonara, 9¢ MEXAHM3MET, 9pe3 KOHTO JIM3HHONPHTHT HOHHXKABA KPHBHOTO
HaNAraHe € OCHOBHO NOTHCKAHE Ha POHHA-AHIHOTEHIHH-ANAOCTEPOH CHcTemMaTa, Tofl neficTsa CHMO ¥
IIpH XKNEPTOKHYHH MALMEHTH ¢ HHCKA TMIA3MEHa KOHIEHTpanuas Ha peHuH. ACE e HIEHTHYEH ¢
xuHuHaza 11, exsuM, Koiiro pasrpaxaa Gpamy ksunHa. He e Bceome H3ACHEHO JajiH NOBHIUABAHETO HA
HMBATa Ha GPaJAKHHMHA, CHUIeH BA30HIATATOPEH NEMTHI, HIPAe PO 33 TEPANesTHIHOTO JelicTBHe
Ha JIH3HHONPHIL.

KimHHugHa epHKacHOCT K 5e30MacHOCT

BiHSHAETO HA IM3MHOTPHN BLPXY CMBPTHOCTTA H 3a00NeBASMOCTTA OT ChpASYHA HCAOCTATEUHOCT ¢
H3CIIE/iBANA, KATO C4 CPABHEHH TNAIMEHTH C TIPHEM HA BHcOKa no03a (32,5 mg mwmu 35 mg JAHEeBHO) ¢
TaKMBa C MPHEM Ha HACKA A03a (2,5 mg Wi 5 mg auesHo). Tlpu mcnempanu 3164 nanpeHTH, 3a
nepHos CBC CpefiHa HpPOABMANKHTENHOCT 46 Mecela 34 TPEKHBEIHTE NMALMCHTH, NpH NalHEHTATE,
TIPHEMATIH BACOKA /1038, HMa 12% HAMasleHHe Ha PHCKa OT CMBPT M XOCTIHTA/IH3aLHs B KOMOHHHpaHATA
KpaiiHa ToJka 3a BcHukH caydad (p= 0,002) cpemyy 8% HamaneHde Ha DHCKa OT CMEBPT H
CHPACYHO-CH/IOBA XOCIHTANHIANAA B KOMOHWHMpaHaTa KpaiHa TOYKa 3a BCHIKM CAyMaH, IPH
NalMeHTHTe NPHeMANH HIcKa no3a (p = 0,036). HaOmonanpato © NOHMKABAHE Ha PUCKA NPA BCHIKK
cmyyuad Ha cMBpT (8%; p = 0,128) u ot chpaeanocsaoBa cMBPT (10%; p = 0,073). B nocT-X0K aHATH3a
GpOAT Ha XOCTIMTAIMIHpAHHMTE 33 CHPAEYHA HEJOCTATHYHOCT € HamaneH ¢ 24% (p = 0,002) npu
NalHeHTH, JIEKYBAHM C BHCOKA 033 JIM3MHONPHIL, B CPaBHEHHE C Te3H, NCKYBaHH ¢ HHCKa j03a.
CUMOTOMaTHYHATE MO13H ca NOAOCHH NpH DAlMEHTHTE, JEKYBAHH ¢ BHCOKH M HHCKH JO3H
H3HHONIpHAL.

Pesynrature OT wacnenpaHWATa GOKA3BAT, ue o0musT npodun Ha Hexenaww eeKTH MOAYHEH OT
NaLMeHTH JIeKYBAHH C BHCOKM H HHCKM fO3M JIHBHHONPHI e nofoben mo ecrectso M Gpoi.
HpenckasyeMuTe CHOMTHS, BE3HHKHAMH B cneacTeHe Ha ACE-aHxuOUpaHeTo, KaTO XHIIOTOHHA HIH
u3MeHeHHe B Obp0OpedHara QyHKIpis, ca JeCHO YIPamIAeMA H PAAKO BOFAT A0 MpEeYCcTAHOBABAHE HA
nedenreto. Kamnmunata e 1o-paako cpetliaHa NMpH NAUHEHTH JIEKYBAHK ¢ BHCOKH IO3H JHSHHOMPHIL,
OTKOJIKOTO TP Te3H NIEKyBAHH ¢ HHCKH.

GISSI-3 npoydBaHe, IpH KoeTo ce W3NON3Ba 2x2 dakTophaned ju3aiin 3a Aa ce CpaBHH edexta or
NpHieM Ha JTH3HHONPAJ # TIHOEPHI TPHHATPAT, IIPHEMAHH CAMOCTOATETHO HIH B KOMOHHAUMA, B
TPONBIDKEHHE Ha 6 CEIMMLM IO OTHOMICHNE HA KOHTPO/IHA TPYIia NOKa3sa, ue IpH 19 394 naimenTs,
KOHTO ca GHITH IOI0KEHH Ha Jie9eHHe C JTM3HHOOPHI B paMKHTe Ha 24 vaca ciiei OCTEP HHPAPKT Ha
MMOKapJia, HMa CTATHCTHYECKH 3HAYHMO HAMATABAHE Ha PHCKa OT cMbpTHOCT ¢ 11% (2p =0,03) mo
OTHOIIEHHEe Ha KOHTPOIIHATA TPyTa.

HaManaBaHeTo Ha PHCKA cel NPHEM HA IIIHIEPT TPHHATDAT HE € 3HA9HMO, HO KOMOMHALMATA OT
JH3MHOMPHN ¥ TTHUEPHN TPHHUTPAT NMOKA3BA THAYAMO HAMANsABaHe Ha PHCKA OT CMBpTHOCTTR (2p
=0,02). B noarpynara Ha NALHEHTHTE B CTapuecka BE3pacT (Hal 70 rofMHH) W XKeHH, onpeneneﬂn
TIpeIBAPHTEITHO KAaTO NALHEHTH ¢ BHCOK PHCK OT CMBPTHOCT, ¢a Ha0moaapaHH 3HayHMo-H i

3a KOMOMHHpAaHATa KpaifHa TOYKA Ha ChpACYHATA (YHKUHMA H HAMAIABE
KomOGHAHpaHaTa KpaiiHa TOYKa 38 BCHIKH ITALMEHTH JICKYBAHH C TH3HHOTIPHI M/




AM3HHONPH/ H ITHLEPWIT TPHHUTPAT B NPOXBDKEHHE HA 6 CCIMHLH, KAKTO U NP TAlHEHTHTE OT
BHCOKODHCKOBATA TOATPYIIATa JeKYBaHH B TNPONL/DKeHHe Ha 6 Mecela, ChLIO IOKA3Ba 3HATHM
NIpeBaHTHBEH edeKT Ha musuHompun. Kakto 6m MOrmo fJa ce O4aKBa OT BCAKO JCHYCHHe C
BA30/HNATATOP, C& VBENMUABAT CIYUaWTe HA XHTOTOHHA W Ge0Opeuna AuChyHKIMA, CBBP3IAHM C
NeHEeHHETO ¢ TH3HHONPHJ, HO Te He Ca CEBP3aHH C MPONOPLUHOHATHO HApACTBAHE HA CMBPTHOCTTA.

B [IBOHHO-CIIEIH, PaHAOM W3IpPaHH, My/ITHIETPOBM TIPOYHBAHNS, CPABHABANIH JH3MHONDPHI ¢ Grokep
HA KAIMEeBHMTE KaHAmH, npe 335 xupepromuuu ¢ jpuaber THO 2 W ¢ HadanHa HethponaThi,
XapaKTepH3Hpalla ¢& ¢ MHKpOAIOYMHHypHS, ¢ mpwiarad gmuHonpan 10 mg u 20 mg IHCEHO B
npojwDKeHHe Ha 12 Meceua, BCIGACTBHE Ha KOSTO € TOHIKEHO CHCTONMMHOTO!/JHACTOMHIHOTO
KPBEHO HayArase ¢ 13/10 mmHg | ¢ HaManeHa ckopocTTa HA YPHHAPHATA eKCKpews Ha anbyMHH ¢
40%. CpapHeHH ¢ MalMeHTH, TpreManiy 60kep Ha KATLHCBHTE KAHATIH H IIPH KOHTO NIOHIKABAHETO
A2 KPBBHOTO HA/ATaHe ¢ MoJo0HO, NALMEHTHTE, NEKYBAHH ¢ II3HHONPHI, TIOKA3RAT IHAMMTEINHO 1O~
rolaMa peayKupA HA CKOPOCTTa Ha YPHHAPHATA eKCKpelMs Ha anbymmH, koeTo jokassa, ue ACE-
HHXHOHTOPHOTO JeHCTBHE HAa JIM3MHONPMI HAMAIABA MHKpOanOyMHHYpHsTa 9pes HAPEKTeH
MEXAHM3IBM B GnOpediuTe THKRHW, KATO AOMEIHEHHE KbM NOHIDKABANMMA MY KPLRHOTO HARdraHe
edexTt. JledenneTo ¢ TH3MHONPHI He OKA3BA BITMIHHE BbPXY IIHKEMMYHHS KOHTPO, OKA3aHO C THICA
Ha 3Ha9MM e(eKT BHLPXyY HHBATE HA [JIHKHApaHHs xemornoOoun (HbAlc).

Jlge ronemu paHNOMM3HDAHH KOHTpONHpaHH mpoyusamns - ONTARGET (ONgoing Telmisartan
Alone and in combination with Ramipril Global Endpoint Trial - Tekymo rnofanno H3MHTBAHE 33
KpaiiHi TOUKH Ha Te/IMMCAPTAH, CAMOCTORTE/HO U B KomGumauma ¢ pamumpin) 1 VA NEPHRON-D
(KnuauuHO npoyuBaHE CBBP3AHO C pasBHTME Ha HeponaTHa NpH pualeT, MpOBeAEHO OT
MHUHHECTEPCTBO 110 BHIPOCHTE HA BETEPAHHTE) - NpoydsaT ynorpebara Ha xomGuHaumsta o1 ACE-
HEXHOHTOP | anTHoTeH3HH [I-penenropen Gnokep.

ONTARGET e npoydsaHe, NpOBEACHO HpPH MALIHEHTH ¢ aHaMmpe3a 3a CHPACYHO-CHAOBA HAH
MO3bYHOCBIOBa Gonect, WM 3axapen gualer Tun 2, MpHApYKEHM ¢ AAHHH 34 YBPEKAaHe Ha
ethexropun oprams, VA NEPHRON-D e npoyusane NpH DalleHTH Che 3axapen smaber THn 2 H
nuabeTHa HedponaTua.

Tesu NpOyUBaHUA HE NOKAIBAT SHAYMM GrAronpuATeH edekT BLPXy GBOpedHITe /WM CHPASYHO-
CHAOBMTE TOCHEOMIM W CMBPTHOCT, KATO CBHIUEBPEMEHHO ¢a HabMoJaBaHH MOBHIIEH PHCK OT
XMIIepKaTHEMHs, OCTPO yBpekAaHe Ha 6p0peLTe #/HAM XMIOTOHHS B CPABHCHHE C MOHOTEPAHATA.
Karo ce mmar npeaBEA CXOIHHTE M (PapMaKOqHHAMHYHH CBOHCTBE, TE€3H Pe3yNTaTH Ca NPHIOKHMH H
3a spyrn ACE-unxuOHTOpH # anrHoreHsun l-peuenropud GnokepH. ACE-HHXMOHTODH H
anruotessuH ll-penierrropHy 610KepH ceA0BATENHO HE TPAOBA fa C¢ HW3ION3BAT €AHOBPEMEHHO MPH
nampeHTd ¢ quaberna HedponaTys.

ALTITUDE (Kn#rmdHO npoydsaHe NPOBEAEHO ¢ AMHCKHPEH IIPH ALHEHTH ChC 3axapeH Auaber Tim 2
¢ H3MOM3BaHE HA CHPACYHO-CHAOBH H GBOpedHM 3alonAmaHHs KATO KpaiHW TOUKH) € Hpoy4BaHe,
DpeAHa3HAYeHO A H3CTe/IBa MOJ3aTa OT A0GABAHETO Ha ANMCKHUPEH KBbM craHgapTHa Teparis ¢ ACE-
uEXHOHTOp HIH arTHOTEH3HH [I-peLeTTopeH GnoKep IPH HALUMEHTH ChC 3aXapeH puaber THO 2 #
xpoHHYHO 6u6pedHo 3abonaBane, chpaeuHO-chaoBo 3alonseane Wi # Asere. [Ipoyupastero ¢
TPEKPaTeHO NPEKACBPEMEHHO MOPAJH MOBMOICH PHCK OT HeOnaronmpusTHH nocnenuiy. Kakro
CHPAEYHO-CHAOBATA CMEPT, TAKA H HHCYNTET Ca 7O-4eCTH B rpynara Ha aiHCKHpeH, OTKOJIKOTO B
rpynara Ha wianeGo, a NpeACTABASBAIMTE WHTEpeC HExenand ChOMTHA U CepHO3HM HeKenaHu
CHOUTHA (XHIIEPKATHEMHA, XATIOTOHHEA H OB6pedna aucdYHKIH) ce choblasar 0-4ecTO B rpynaTa
HA aJTHCKHPEH, OTKOJIKOTO B rpymnaTta Ha nanebo.

Heouampuuna nonynayus

B WIMHHIHO TIpOy4BaHe, BIUIOIBAMIC 115 HeAHATPHIHH NALFEHTH ¢ XHIIPTOHHA, Ha BB3PacT OT 6 70
16 romuuu, ¢ TenecHo Terno nox, 50 kg ca npuemanu 0,625 mg win 2,5 mg wm 20 mg mH3uHOnpUI
eTHOKPATHO AHOBHO H TIALMEHTH C TEJECHO Terno Hax S0 kg ca mpuemann 1,25 mg, 5 mg wiw 40 mg
JM3HHOTIPHJI €AHOKPATHO AHEBHO. B Kpas Ha BTOparta ceAMHLIA, JIH3HHONPHA TOHHKABA KPBLBHOTO
HAJAFAHE NO303ABHCHMO ¢ HENPSKBCHATA AHTHXUIICPTEH3HBHE eHKACHOCT, MPOABABAIA-CL
MO-BHCOKH 0T 1,25 mg.

To3n edeKT ce NOTBLPXKIABA BB (Pa3aTa Ha OTHEMAHE, KOTaTO AHACTONHOTO HamM o)
9 mmHg npu rpynara nnaneo, HOKATO NALMEHTUTE, IPUEMaNH CpeH# A0 BUCKE
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ca OWIH ¢ NOCTOAHHM NoKasaTelH. J[0303aBHCHMHAT aHTHXHNEPTEH3HBEH €(EKT HA NHU3HHOMPHI €
TMOCTOSHEH IPH HAKONKO AeMOTpadhcKi NOATPYIIM: PB3PACT, Ti0, paca.

5.2, PapMakoKHHETHIHR CBOHCTBA
JIM3NHONPWITBT € HEPOPATHO AKTHBEH He-Cynduapun-cuabpxam ACE-HxHbHTOD .

Abcopbyus

Crienl NepopaTHo NpUEMaHE Ha TH3HHONPHJL, MHKGT B [UIA3MEHATA KOHIIEHTPAIHSA Ce JOCTHTA 32 OKoio 7
Yaca, KATO NpPH NALMEHTH ¢ OCThP MH(ApKT HA MHOKApJA CHIUECTBYBA TCHACHIMA 33 HE3HATHTCITHO
YABIKABAHE Ha BPEMETO 33 MOCTHTAHE HA MAKCHMAIHA IUIA3MEHA KOHIEHTpaimd. IIpH KIHHHYHH
TIpoyuBAHHMA, Ha Ga3zaTa HA NOMYYCHM CTOHHOCTH B OT/AENEHATa YPWHA, CPCAHOTO abcopOupano
KOJHYECTBO HA TH3HHOTIPHIT € OKOMO 25%, KaTo MATHBHIyATHATE BApHAGHIHOCT PH BCHIKH K03H (5- 80
mg) e 6-60%. AbcomoTHara GMOHANHYHOCT Hamansea Ao okono 16% NpH NalMeHTH CBC CHPASTHA
HEHOCTATHYHOCT. AGCOPOLMATA HA MHIMHONPHUI HE ce TIORANYBA OT eJHOBPEMEHEH NPHEM Ha Xpana.

Pasnpedenenue

JIH3HHONPUILT HE CE CEBP3Ba CHC CEPYMHHTE TIPOTEHHH, OCBEH ¢ AHTHOTCHIHH-KOHBEPTHPAIIAA SH3HM
(ACE). Hacnenpasus NpH [UTBXOBE NOKA3BAT, HYe JM3HHONPHILT IpeMHHaBa cnafo Ipes
KPBBHO-MO3BURATA OapHepa.

Enumunuparie

JIH3MHONPHITET He o6 MeTaboNM3Mpa H c6 eKCKPETHpA HAITBJIHO HCTIPOMEHEH B YpuHATA. Bpemero Ha
TOYKUBOT Ha JIN3HHOMPHIT CJIEA MHOTOKPATHO MpriokerHe ¢ 12,6 4aca. KNHPHHCHT Ha IH3HHOMPHIL
nipu 3apabu Aobposomm e okono 50 ml/min. ITo-romsMara 4acT OT AKTHBHOTO BEILECTBO C€ OTACHA B
panaTa (aja, KOSTO IpH HHCKH KOHIEHTPAIMH Ce TOCNeBa OT yARDKEHE TePMUHATHA basa, KoeTo He
BOZHM OO KyMyJMpaHe Ha jexapcroto. Tasw tepmunanHa dasa seposTHo ¢e Gazgpa Ha HACHTCHO
cebp2eaHe XbM ACE H He € MPOfNoOpIHOAATHA Ha 1034Ta.

Yeproopobra redocmamyyHocm

Hapymena 9epHompotHa (yHKIMA fIpH NMAaIMeHTH ¢ HUpo3a HamangBa aGcopOmMsra Ha JH3HHONPHI
(oxomno 30% onpeneneHo B OTAC/ACHATA YPHHA), 4 YBEMYaBa eKCNOHUpaneTo (mpuGusurenso 50%) B
CpaBHEHHE Cb¢ 3/paBHTe ROGPOBOMIM, KOETO C€ XB/IKH Ha 3a6aBeHHS IIHPBHC.

Bvbpeuna nedocmamvunocm

Hapymerns B 656peunaTa PyHKUHA HaManaBaT 6LO0pPeIHOTO eNHMHUHAPAHE Ha JTH3HHONPHI, KOATO ce
excKkpervpa upe3 OnOpeumre, HO TOBa HAMANCHHE € KIMHHYHO 3HAYHMO CaMO KOTaTo CKOPOCTTA Ha
rnoMepyiHa (GUATpamEs € no-Hucka ot 30 ml/min. ITpu nexa no cpeana 6n0petuna HEJOCTATHIHOCT
(kpeaTerHHOB KHHpsHC 30 - 80 ml/min) cpemuime AUC cTofiHocT ca ce NOBHIIMTH camo ¢ 13%>,
[OKATO TIpH ocTpa OROpeYHa HEZOCTATHUHOCT € Hammile 4,5-bTH HapacTBaHe Ha cpeanmre AUC
CTOHKROCTH (KpeaTuHHHOB xmupbHc 5-30 ml/min). JlmssHonpwimsT Moxe na Ghje OTCTPaHEH 4pes3
Imuanusa. ITo BpeMe Ha 4-4acoBa XeMOAMANH3A, TUTA3MEHHTE KOHLCHTPALMH Ha TH3IHHOTIPIJI HAMAJABAT
cpeaso ¢ 60%, npu quaniied wWAPBLHC Mexay 40 H 55 ml/min.

Cvpoeyna nedocmamvynocns

[MaupeHTHTE ChC CHPCYHA HOAOCTATHUHOCT HMAT YBEIMUYCHA SKCTIO3MITAS Ha JINSHHONPHT B CPABHEHAE
cre 3apapmTe RoGpoBomm (mopumabane Ha AUC crofiHoctute cpeano ¢ 125%), Ho Ha Gazata Ha
CTOMHOCTHTE OTIPENE/ICHH B OTAEICHATA YPHHA, HATHLE € elHa HaManeHa abcopbuua Ko okono 16% B
CpaBHeHu’e ¢1e 3npasuTe JoOPOBOITEH.

Heouampuvna nonyrayus
DapMakOKHHETHIHUAT TPOGHN HA NWIWHONPWI € NPOYYeH npu 29 UenHATPHYHE TAUHCHTH ©
XHIEPTOHHA, Ha BBHIPACT MexXny 6 u 16 roxuuH, ¢ uagekc Ha I'® > 30 mi/min/1,72 m?. PasHOBECHH

BB3PACTHH.



Habmoparanure croitocTd Ha AUC u Cum Ipy [i€lia B TOBA NPOYHUBAHE Ca MOAOOHK HA TeM,
HabmonaBasM PH BE3PACTHH.

Hayuenmu e cmapuecka ev3pacm
TlamienTHTe B CTapyecka BE3PACT HMAT NO-BHCOKH CTOMHOCTH B KPBBTa M nopxmenH AUC- crofiHocTH
(rpubmuzurenno ¢ 60%) B cpaBHEeHHE C TIO-MAAIHTE ITALHEHTH.

5.3. llpeaxnamHIHA JaHNRE 34 GezonacHocT

TpeaKIHHAYHIATE JaHHH 3a Ge30NacHOCT He NMOKA3BaT ocobeHH PHCKOBE 3a Xopara Ha Gasata Ha
TpaAMUHOHHHTE (apMAaKOJOrHMYHN H3NHTBaHMA 32 Oe30MacHOCT, TOKCHYHOCT OPH MHOTOKDATHO
NpMaraHe, FEHOTOKCHYHOCT, KapuHHoreHeH edext. YcranoseHo ¢ ve, ACE- HHXHOHTOPHTE, K4ATO
KAAC, OKA3BAT BAKAHME BLPXY KbCHOTO PAasBUTHE HA 3apOJHINA, KOSTO MOKe Ja INOBeAe JO CMBPT H
KOHPeHHTATHH aHOMAIHY, 0cobeHO YepenHo-THIeRH aedopMalys. MMa chuio chobienis 3a teranHa
TOKCHHHOCT, 3a6aBsHe Ha BLTPEIIHOMATOURIS PacTeXk H oOTBOpeH ductus arteriosus. CMATa ce, Je TesH
AHOMAJIMH B PasBHTAETO Ce JB/DKAT OTYACTH Ha Npskoro Aciicteue Aa ACE-HHXHGHTOpHTE BBPXY
PEHHH-AHTHOTEH3HH cHCTeMaTa Ha dieTyca H OTY4acTH Ha HCXEMHA, AH/DKAMA e HA XHIIOTOHMA IPH
MaiikaTa i HaMalABaHE HA UIAICHTAPHURA KPBBEH TOK H NPHTOKA Ha KHCIIOPOA IO 33POAHING.

6. PAPMAIIEBTHYHA JAHHH
6.1.Cuschk Ha HOMOIHHTE BENIECTBS
Kammer xuaporen docdar quxuapar
Kononnes CHTHIIAEB MOKCH]T

Marnesues creapar

IfaperHuHO HHAMECTE

Manwron

[IpexxelaTHHH3HPAHO NAPEBHYHO HHUINSCTE

6.2 HechBMECTEMOCTH
Henpunoxumo.

6.3 Cpok Ba TroAHOCT
3 rogpHH.

6.4 Coenpanny yeiopas Ha ChXpRHeHEE
Ja ce coxpanssa npy Temnieparypa noa 25°C.

6.5 aung 38 0NAKOBKATR
TIBX/asxymurmen Cnnctep.
Onakosky 1o 30, 50 u 100 tabnerxy.

6.6 CnenuANER OpeJIa3ER MepKH NPH H3XBLPJIAHE
HaMa crieliHanHA H3HCKBAHMA.
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