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Lorista 25 mg film-coated tablets T —

Lorista 50 mg film-coated tablets
Lorista 100 mg film-coated tablets

2. KAYECTBEH U KOJIMYECTBEH CbCTAB

Bcesika dunMupana tabnerka cbabpka 25 mg, 50 mg unu 100 mg nocapran kanui (losartan
potassium), eKBUBaJICHTEH pecrekTuBHO Ha 11,4 mg, 22,9 mg, 45,8 mg v 91,5 mg nocapraH.

[IoMOLLHO BELLECTBO C U3BECTHO JICHCTBHUE: JIAKTO3a MOHOXH/paT.
Jlopucra 25 mg: 27,3 mg B Tabnerka

Jlopucra 50 mg: 54,7 mg B Tabnerka

Jlopucra 100 mg: 109,3 mg B Tabnerka

3a MbJIHUA CITUCHK HA MOMOILIHUTE BELIECTBA, BHXKTE To4Yka 6.1

3. JIEKAPCTBEHA ®OPMA
duamupaHa TadseTka

Jlopucra 25 mg: OBaJIHH, H3NMbKHAJIH, XKBJITH, PUIMHpPaHHU TaONETKH, C AENHUTE/IHA YepTa OT eHaTa
crpaHa. TabneTkure morar aa ce 4eAT Ha AB€ paBHH J03H.

Jlopucta 50 mg: Kpbriu, H3NbKHAIHK, 0e1u PUIMHpaHU TaONETKH, C AE/IUTEIHA YEPTa, CbC CKOCEHHM
kpaviia. /lenurenHara yepra He € npeAHa3Ha4YeHa 3a cHyrnBaHe Ha TabneTkara.

Jlopucrta 100 mg: oBasiHM, H3NbKHAIH, OeM HUIMUPAHU TaDNETKH.

4. KIUHUYHHU JAHHH

4.1 TepaneBTHYHH NOKA3AHHA

- JleyeHue Ha eCEHUMATHA XUTTEPTOHHUS MPH Bb3PAaCTHU M NMPH J€Ua W FOHOLLM Ha Bb3pacT 6-18
FOJAMHH.

- Jleuenue Ha 6bOpeuHO 3a0015BaHe MPU Bb3PACTHHU NALMEHTH C XUITIEPTOHUA M 3axapeH auader
TUI 2 ¢ NpoTeuHypus = 0,5 g/aeH KaTo 4acT OT aHTUXHUNEPTEH3UBHO JiIeYeHHUe (BXK. TOYKH 4.3,
4.4,45,n5.1).

- JleueHne Ha XpOHHYHA CbpAEYHA HEAOCTATHYHOCT (MPH Bb3PaCTHHU MALIMEHTH ), KOraTo JICYEHHE
C HHXHOUTOPHU HA AaHI'MOTEH3UH-KOHBEPTUpALUUAT eH3uM (ACE) He ce cuuTa 3a noaxoasiuo
Nopaau HECbBMECTUMOCT, 0COOEHO KaLJIMLA HJIK NMpOTHBOMNOKa3aHue. [lauMeHTH cbe cbhpacuHa
HEOCTAaTbYHOCT, KOUTO ca cTabunusupaHd ¢ ACE uHxuburop, He TpsaOBa 1a NnpeMUHABAT KbM
nocapraH. [launenture TpaOBa na UMar JieBokamepHa ppaxkums Ha ustinacksaHe <40 % u
TpsAOBa 1a ObAAT KIMHUYHO CTAOMJIHM M J1a ca C YCTAHOBEH PEXKUM Ha JieYeHHe Ha XpOHUYHAaTa
Cbp€4YHa HEAOCTATbYHOCT.

- HamasnieHue Ha pucKka OT MHCYJIT MPU Bb3PACTHH MALMEHTHU C XHITEPTOHMA C
xuneprpopusa nokymeHtupatHa ¢ EKI (Bxk. Touka 5.1 [lpoyusane LIFE, pa

4.2 Jlo3MpPOBKA H HAYHH HA NPHJIOKEHHE



QOSH POBKAa

XHIMEPTOHUA
O6yuaiiHaTa HaYalHa M NOALbPKALLA J03a MPH MOBEYETO NAUMEHTH € 50 mg eAHH NbT AHEBHO.

MaKCHUMaJIHUAT aHTHXMNEPTEH3IUBEH ePEKT ce nocTura 3-6 ceAMHLUM Cle 3anoUuBaHe HA ICUEHHETO.
[Ipy HAXOHW NALHEHTH MOXKE a MMA AOMBJIHUTENHO DnaronpusaTer ePeKT OT NOBHILABAHE HA A03aTa
20 100 mg eAuH MbT AHEBHO (CYTPHH).

JlocapTaH MOKe [1a ce MpHiaara ¢ Apyrd aHTUXHIEPTEH3UBHU CPEACTBA, OCOOEHO ¢ AUypeTHLH {Hanp.
Xuapoxnopruazua) (Bx. Touku 4.3,4.4,4.5u 5.1).

[TauneHTu ¢ xuneprouua u auader Tun Il ¢ nporennypus > 0,5 g/ aen
OOnuaiinaTa HauanHa 103a € 50 mg BeaHbX AHeBHO. Jo3aTta Moxe aa Owae yeenuueHa o 100 mg

BE/IHBXK JHEBHO, B 3aBUCHMOCT OT MOBJUABAHETO H3 KPbBHOTO HAAraHe ClieA eAHH Mecel OT
3anoyBaHe Ha TepanuaTa. JlocapTaH MOXKE Aa Ce Npuiara ¢ Ipyrd aHTHXHEPTCH3HBHH CPEACTBA
(Hanp. AHYpeTHLM, OJTOKEpH Ha KalLMeBUTe KaHaH, anda- Uik 6era-b6okepu U LIeHTPATHO
neucreaily areHTH) (BxK. Toukd 4.3, 4.4, 4.5, u 5.1), KakT0 ¥ ¢ MHCYJIMH U APYrd YECTO M3NOI3BAHU
XHNOrIHKEMHYHHU cpeacTRa (Hanp. cyndaHuaypeliHy NPON3BOAHM, IMHUTA30HU W INIMKO3HAA3HH
HHXHOUTOPH).

Cupeyna HeJOCTATLYHOCT
Of0unuaiiHaTa HauanHa 1032 10CapTaH, NPU NAUKEHTH CbC CHPASYHA HEAOCTATBYHOCT, € 12,5 mg

BEAHBX AHEBHO. Jlo3aTa no npvHuMn TpadBa na ce TUTPHPA Npe3 HHTEPBANHM OT eHa ceaMulia (T.e.
12,5 mg aHeBHO, 25 mg aneBHO, 50 mg aAxesHo, 100 mg nHesHO, 10 MakCHmanHa ao3a ot 150 mg
BEHDbXK JHEBHO), CNIOpE] MOHOCHMOCTTA Ha MALMEHTA.

HamansasaHe Ha pHCKa OT UHCYJT NPH XHNEPTEH3UBHH NALMEHTH € JICBOKAMEpHA xuneprpodus,
pokymeHntupana ¢ EKI'

ObuuaiiHaTa HauanHa no3a Ha nocaptad € 50 mg Beanvk gHeBHO. Tpabea aa ce nobaea HUCKa Ko3a
XUAPOXNIOPTHA3K] M / WK 103aTa Ha JlocapTaH TpaOBa Aa ce yeenn4du 40 100 mg BeaHbK AHEBHO
Crope NOBAUABAHETO HA KPbBHOTO HanAraHe.

Cne HU nonvaayuu

Ynorpeba npv NaLuMeHTH ¢ HAMAIEH BETPECHAOB 00eM:
[Ipy nauKeHTH ¢ HaMaleH BbTPECHAOB 00eM (Hanp. TE3H, JEKYBaHH C AHYPETHLH BbB BUCOKH JO3H),
TpabBa Aa ce 3anouBa JICYeHUe ¢ HayaaHa J03a OoT 25 mg BeAHBXK JAHEBHO (BXK. Touka 4.4).

Ynorpeba npy nauyeHTH ¢ 6b0peYHO YBpexKAaHE H NALHEHTH HA XEMOAHAITH3A!
He e HeoOxoauMa KOpEeKLHA Ha Ha4aJTHAaTa 1033 [IPY NALMEHTH ¢ O0BbOpeyYHo yBpeXKaaHe K NpH
NaUMEHTH Ha XeMOIUaNnu3a.

Ynorpeba npy NaLKEeHTH ¢ 4epHoApOoOHO YBpEXKIAHE:
[Tpy nayueHTH ¢ aHAMHE3a 3a YepHOAPOOHO YBpeKNaHe TpaOBa 4a ce H3MOoI3Ba No-HUCKA Jo3a. Hama
TepaneBTHUYEH OMUT NMPH NALKEHTH C TEXKO HepHOAPOOHO yBpexaaHe. [Topaau ToBa socapraH e

NPOTUBONOKA3aH NPH NALMEHTH ¢ TEKKO HEPHOAPOOHO yBpexaaHe (Bx. TOUKH 4.3 1 4.4).

[leavaTpuyHa nonynauus

6 Mecella - noa 6 roAMHH
beszonacHocTTa M €PHKACHOCTTA HA JIELIa HA Bb3pPAcT OT 6 Meceua A0 noja 6 roaAMHU He
HanuunuTte NOHACTOALLIEM JaHHHM CA OMMUCAHU B TOMKHM 5.1 M 5.2, HO HE Morar aa ce n ot
3a JO3UpaHE.

6 roanuy 1o 18 roauHu

3a NaUUEHTH, KOUTO €A B CBCTOAHHME Aa MpUueMaT TaldJMICTKH, NpenOpPLYMTE/IHATA 11
nbT AHEBHO NMpK nauueHTH > 20 ao < 50 kg. (1o M3kmoueHre no3aTa MOXe aa 668




makcHmMyM 50 mg eaHH nbT gHeBHO. Jlo3ara caeasa ga Obae KOpurupasa cnopen nosjiHABAHETO HA
KPbBHOTO HANATaHeE.

[lpy nawsieHTH > 50 kg, obruaiinarta no3za e 50 mg eauH nbuT AnesHo. o W3KAKOYEHHE J03aTa MOXKE
na 6wae kopurupana 1o MakcumyM 100 mg eaun nut guesno. Jo3u sHan 1,4 mg/kg (unu Han 100 mg)
AHEBHO HE Ca NPOY4YBaHH NMPH MEAHATPHYHH NMALMEHTH,

JlocapTaH He ce npenopbUBa 3a NPUIMKEHUE NPKU AeLa HA BL3PACT NoA 6 rOOHHH, Tbi KaTO RaHHHUTE
3a TE3HU MPYNH MALHEHTH Ca OrPAHHUECHH.

He ce npenopbyBsa npy geua cbe CKOpPOCT Ha raomepyiaHa gunrpauus < 30 ml/min/1,73 m?, Tbii kaTo
HAMA HATHYHU NAHHHM (BXK. ChLIO TO4YKA 4.4).

JlocapTaH He ce nNpenopbUBa ChLIO U MIPH AeLa ¢ YepHOAPODHO yBpexaaHe (BX. Cbllo TouYka 4.4).

H3nonzsaHe NpH NailtMCHTA B HANPEAHATIA Bb3pacT

Bnnpeku, ve TpsdOBa aa ce 0OMMCIIH 3aM0UYBAHE Ha JICYEHHETO C 25 mg Npu nauueHT!a Haja 75-
rOQMLIHA BBL3PACT, OOMKHOBEHO HE CE HaNara KOPEKLUHA Ha 103aTa NpH NalLWeHTH B HAMpeHana

BB3pacT

MeToa Ha IPHUNQKEHHE
Tabaerkure nocapraH TpAbBa ga ce NpUeMar c yaila BoJa.
JlocapraH TabneTkun MOXe na ce npunara cbC Wi 6e3 xpaHa.

4.3 IlporHBONnOKA3AHHS

- CBpPbLXYYBCTBHTE/IHOCT KbM aKTHBHOTO BELUECTBO HJIH KbM HAKOE OT NOMOLLHHUTE BELIECTBA,
H30poeHH B Touka 4.4 1 6.1,

- 2-pH U 3-TH TPUMECTBP Ha OpeMeHHOCT (BX. Touka 4.4 1 4.6).

- TexK0 4yepHOApOOHO YBpexKaaHe.

- EanospemenHara ynorpeba Ha JIopicTa ¢ alHCKHPEH-ChALPAKALIHA NPOLYKTH €
NMPOTHBOMNOKA3aHa MNPH NaUMEeHTH ChC 3axapeH auaber unu 616peuno yepexaaHe (GFR <
60 ml/min/1,73 m?) (Bx. Touku 4.5 u 5.1).

44 Cnenuanss npeaynpexacHHs H NpeANa3ZHH MEePKH NpH ynorpeba

HutepdepeHUMH NpH CEPONOTHUHH M3CACABAHUA

CBpBXYYBCTBHTETHOCT
Anzuoedem. Ilaunentu ¢ aHaMHesa 3a aHrHoeaeM (NoAyBaHe HA JIMLETO, YCTHHTE, MbPJIOTO WHAH
e3uKa) Tpsdea aa Obaar HenpexbcHaTO HabNoAaBaHu (BXK. TOUKA 4.8).

XHOOTOHUS W BONHO-CIEKTPOJIUTEH JucOanate
CumnroMaTHHHa XHINOTOHMA, 0COOEHO cliea TbpBaTa 4032 U ClieA NOBHILABAHE Ha 103aTa, MOXKE f1a ¢

[IOSBH MPH MALKEHTH CbC 3aryba Ha o0eM W/WIK HaTpHil NPpH HHTEH3MBHO AMYPETHYHO JICYEHHE,
OrpaHHYCHHA Ha NPUEMA HA COJI ¢ XpaHaTa, AMapHus WK nospbluaHe. Te3u CbCTOAHUA ClieBa Aa
6bAaT KOPUrHpaHU Npead NPUICKEHHUETO Ha IOCAPTAaH WIH 12 Ce M3N0N3Ba NO-HUCKA HayalHa 1034
(Bx. Touka 4.2). Toea ce oTHacs 1 3a aeua ot 6 10 18 roaMuiHa BBL3pacT.

EnexkTponureH aucbanaHc
EnexrponurHuTe aucbanaHcu ca 4ECTH NMpU NALKEHTH ¢ Ob0peuHo yBpexaade, ¢ unu Oe3 nuader u

TpaOBa na ObAaT kopurupanu. B K IMHHYHO NpPOYYBaHE ¢ NauuMeHTH ¢ fHaber Tvn 2 ¢ He
4ECTOTAaTa HAa XUIICPKATHEMUATA € [10-BUCOKA B I'pyrara, JieKyBaHa ¢ JIoCapTaH, B cpapyt
rpynata Ha nnauebo (Bxk. Touka 4.8). [lopaan ToBa cToHHOCTHTE Ha NIA3MEHHTE KOk #{ QP rpak
KaTHH U KPeaTUHUHOBHAT KIUPBLHC TpAOBa na ObaaT HenpekbCHATO HabnroaaBaHu, ot/
MAUHEHTH CBC ChbPAEYHA HEJOCTATLYHOCT U KPeaTUHUHOB KMUpBHC 30-50 mi/min.




EQHOBPEMEHHOTO NPHAOKEHHUE HA KANHH-CbXpaHABALLH QHYPETHLIH, XPAHUTEIHH 100aBKH ¢ KaJIIH#,
KaJIHH-CbAbPKaLLM 3aAMECTHTENIH HA COJITa WIIH JPYTH NEKapCTBa, KOUTO MOraTt 1a NOBULIAT CePYMHHS
Kanui (Hanp. npoaAyKry, ChabpxKalld TPUMETONPHM) 3a€AHO € IOCAPTAH HE C€ NPEnopbUBa (BiK.
Toyka 4.5).

HMHTeCTHHANIEH aHrHoeaeM
3a MHTECTHHAICH aHTHOEAEM ce cbOOLIaBa NPU NALMEHTH, JIEKYBaHH C aHruoTeH3uH Il peuentophun

aHTArOHKUCTH, BKIIIOUYUTEIHO JocapTaH (BXK. TouKa 4.8). Te3u nauuweHTy umart kopemda 60Jika, rajeHe,
NOBpbLUAHE U AHApUA. CHUMITTOMHUTE OTLUYMSABAT C/ICH NPEYCTaHOBABaHE HA aHTHOTeH3HH I
PEUCMTOPHHUTE aHTArOHHUCTH. AKO €€ AHArHOCTHLIMPA HHTECTHHAIEH @HTHOEAEM, JIEYHEHHETO ¢
JjocapTaH TpaOBa Ja C€ NPEYCTAHOBH Y Aa CE 3anoy4yHe NoaxoAfio HabmoaeHHe 10 MBJIHOTO
OTLUYMABAHE HA CHMITTOMMTE,

YspexaaHe Ha yepHoapoOHaTa QyHKLUHA
Cnopen apMakOKHHETHYHHTE AAHHH, KOMTO MOKA3BaT 3HAYHMO MOBHIIEHHE Ha IU1a3MEHHUTE

KOHLEHTPAUHM HA 10CAPTaH MPH NMALMEHTH C LUPO3a, MPY NALKUEHTH ¢ aHAMHE3a 33 YEPHOAPOOHO
yBpEXAaHE CIEBa Aa Ce NpelleHK NPHIaraHeTo Ha no-HUMcKa no3a. HamMa onut oT neuyeHue ¢
J0capTaH MpU NaLKMEeHTH C TeXKO YepHOAPoOHo yBpeacnaHe. Ilopanu Tora nocapraH He TpsadOBa aa ce
npuaara npy¥ NauMeHTH ¢ TEXKO YepHOoaApoOHO yBpexaaHe (BxK. ToUkH 4.2, 4.3 u 5.2).

JlocapraH He ¢e NpenopwpYRa MpH Jeua ¢ YyepHoapoOHO yBpexxaaHe (BxK. Touka 4.2).

YBpexaaHe Ha OnOpeunre
Wma cpbobiuenus 3a npomeHu B 6vOpeuHaTa PyHKIUA B pe3yiTaT OT NOTHCKaHe HA CHCTEMATa PEHHH-

aHTMOTEH3KH , BKIIOUMTENHO 6B0peuHa HepocTaTbuHOCT (0COOEHO NPH MAUMEHTH, YHATO OBLOpeuHa
(GYHKUHSA 3aBUCH OT CHCTEMATA PEHUH-AHMMOTEH3HH-ATIAOCTEPOH KAKBUTO Ca Te3H ¢ TeXKa ChpAeyHa
HEeOCTATHYHOCT WK npeaxoxaawa Oudbpeuna aucdynkums). Kakro u npu Apyru MEQHLIMHCKH
NPOAYKTH, KOHTO 3aCAraT CUCTEMAaTa PCHHH-AHMMOTEH3UH-A0CTEPOH, NPH NALMEHTH C ABYCTpPaHHA
CTeHO3a Ha ObOpeuHarTa aprepus UM CTEHO3a HA APTEPHUATA KbM €AHHCTBEH OBOpeK ce chobLIaBa 3a
NOBHLUEHHE HA KPHBHATA YPEA H CCPYMHHA KPECaTHHHH; Te3H NMpoMeHH B 6u0peunara GyHKLMA MoraT
na 6baaT oOpaTHMH4 NpH NpeKpaTaiBaHe Ha JIC4eHHETO. JlocapraH cneaBa a ¢ce U3M0/13Ba ¢ MOBHLIEHO
BHHMAaHHE MPH NALMEHTH C ABYCTpaHHA CTEHO32 Ha OLOpeuHaTa apTepHs WK CTEHO3a HA APTEPHATA
Ha eOWHCTBEH ObOpexk.

H3nonzeane npu neduampunnu nayuenmu ¢ yepederu 6vbpeyu
JlocapraH He ce npenopb4Ba NpH jela Cbe CKOPOCT Ha riaoMepynHa ¢uatpauma < 30 ml/min /1,73 m?,
Thbi KaTO HAMA HAJIMYHHK AAHHH (BX. TOYKA 4.2).

brOpeunara ¢pyHkUHA cnenpa na ce HabMOAaBa PEAOBHO NIPH JIEYEHHE C JIOCAPTAH, Thif KaTO MOXKe Aa
HaCTBIK BAOLIaBaHe. Tora ce OTHacH 0COOEHO NMpH MpHlaraHe Ha A0CAPTaH NPH APYrH ChCTOSHHA
(noBHllIeHA TEMIIEPATYpa, AEXUIpaTaLHsa), KOUTo OMxa Moriiu na yepeaar 60peuHaTa yHKLUMA.

Hma naHHK, ue eQHOBPEMEHHOTO MpunoxeHue Ha nocaptaH H ACE-uHxubuTtopH yBpexaa
O0BOpeunaTa pyHkums. Ilopaau ToBa €JHOBPEMEHHOTO NMPWIOXKEHHE HE Ce npenopbyBa (BHXK TOUKa
4.5).

bubpeuHa TpaHcIaHTALMA
Hsama onur npy nauueHTH ¢ HeoTAaRHallHA OB0peuHa TpaHCHIaHTaLHA.

[ IbpBUUEH XHNEPANAOCTEPOHKIBM
[TauMeHTH ¢ MBPBHYEH XHNEPANNOCTEPOHHIBEM OOMKHOBEHO HE OTFOBAPAT Ha AHTUXHUNEPTE
NIeKapCTBEHH MPOAYKTH, AeiicTBalH Ype3 NOTHCKaHE Ha CHCTEMATa peHHH-aHrHoTeH3Hue  ioming /o
TOBA U3M103BAHETO Ha TabneTku nocapraH He Ce NpenopbYBa.

KopoHapHo cbhpacuHo 3abonssane u uepedposackynapHa donecr




KakTto NMNPH BCEKH AHTHXHIIEPTCH3HUBCH NPOAYKT, MIPCKOMEPHOTO NOHHMKCHKE Ha KDBbBHOTC HAIATAHE
MMpH NAaLHEHTH C HCXEMHYHA CBPIACYHHO-CbA0BA 0oJiecT H MO3BYHOCDHIOBA BostecT MOXe Ada [TPHYHHH

HH(pAPKT Ha MHOKapAa WK HHCYNT.

CbpaeuHa HeAOCTATBYHOCT
[Ipn naumeHTH CBbC CHPACUHA HEAOCTATBLYHOCT, C WK 6e3 OBOpeUHO yBpexKaaHe, ChILECTBYBA, KAKTO

M NPH APYTH NE€KAPCTBEHHU NPOAYKTH, ACHCTBALIW HA CHCTEMATA PEHHH-AHTHOTEH3HH, PHCK OT TEXKKa
apTepHajiHa XHNOTOHHA U (YecTo ocTpo) OBOpeYHO yBpeXkKaaHe.

HamMa 0ocTaThb4HO TEpaneBTHYEH OMUT C NOCAPTaH NPH MALUMEHTH CbC ChbpAeYHAa HEAOCTATBYHOCT U
CBNPOBOXKAALO TEXKKO ObOpeuHO YBpEeAAHE, NPH NALMEHTH C TEXKKA CbPAEHHA HEAOCTATLYHOCT
(xnac 1V no NYHA), kakTo ¥ npy NAUHEHTH CBC ChpACYHa HENOCTATHYHOCT H CHMITTOMATUYHH
KHBOTO3aCTpaLLaBalllM ChpacHHH apuT™MHM, [Topaau Toea nocapraH TpabBa Aa ce U3NOI3Ba
BHUMATEHO IMPH TE3M rpynu nauueHTH. KoMOHHaLMATa OT locapTaH M 6era-6a0kep OM cneasano aa
ce U3M0J13Ba BHHMATENHO {BXK. Touka 3.1).

CTteHo3a Ha a0PTHA H MUTpaJIHA K1ana, 0OCTPYKTHBHA XHNEPTPOGHUHA KAPIHOMHONATHA
KakTo ¥ npy Apyry Baz0oAWIATATOPH, PENOPHLYBA C€ CNCUMATHO BHUMAHHUE INPH NMAUWEHTH CTpaJally

OT a0pPTHA WY MHTPANHA CTEHO3a WIH O0CTPYKTHBHA XUNepTpodHUHA KAPAMOMHOMNATHA.

IloMOIUHK BelllecTBa
Jlopucra csabpika 1akro3a MoHoxuapar. [launeHTHTe ¢ peikH HacAeACTBEHH NpoOIEMH Ha
raJlakTo3Ha HENOHOCHMOCT, 0011 TakTa2eH AePUUHT HIY MOKO030-ranakTo3Ha HENOHOCHMOCT He

TpaOBa [1a PHEMAT TOBA JICKapCTBO.

bpeMeHHOCT

JleueHue ¢ nocapraH He TpaOBa Aa ce 3ano4sa no Bpeme Ha HpemenHOCT. OCBEH B Cy4aHTE, KOraTo
HENPEeKBCHATO JICYEHHE C JIOCAPTAH CE CHUTA 3a KpaiHO HeoOX0AKWMO, MNaHHpALK OPEMEHHOCT
nauHeHTKH TpaOBa 1a MPEMHUHAT Ha AATEPHATUBHO AHTHXHUIEPTEH3UBHO JICYEHHUE, C YCTAHOBEH
npogun Ha 6e30NacHOCT 3a U3non3BaHe npH 6peMeHHocT. Korato ce nuarHocTHLKpa OpeMEeHHOCT,
JICUECHHETO ¢ nocapran TpAdBa na 6bae npeycraHOBEHO He3aDaBHO M, aKO € YMECTHO, J1a Ce 3afo4He
ANTEPHATHBHO JIeUeHHE (BXK. TOUKH 4.3 n 4.6).

rd n NPEeXACHUE U Npeana3HH MEpPKH

KakTto ce HabnrogaBa npd HHXHOUTOPUTE HA AHMHOTEH3WH-KOHBEPTHPAIUAA €H3HUM, J10CapTaH U
OCTAHAJIHTE aHITHOTEH3HHOBH aHTAarOHHCTH €2 BUAUMO MO-¢1abo ePUKACHH 32 MOHHXKABAHE Ha
KPLBHOTO HAIATaHEe MNP YepHAaTa paca B CPAaBHEHHE € OCTAHAIUTE PacH, Hal-BEPOATHO NOpanM no-
roJIAMOTO PasnpoCTPaHeHHe Ha ChCTOSHUA ¢ HUCHK PEHYH B NOMy/IaLUaTa XUNEPTOHUIIM OT Y€pHaTa
paca.

JBoiiHo ODa0oKHpaHe Ha peHHH-aHr HOTEH3HH-anaocTepoHoBaTa cucreMa (PAAC)

HmMa gannu, ue exnospeMennara ynorpeda Ha ACE unxuburopu, aHruoreHsuH ll-peuenropru
ONOKepH WIH ATUCKHPEH MTOBHILABA PUCKA OT XHNOTOHHUA, XUNEPKAITHEMHMS U HAMANABAHE Ha
OnOpeuHaTa PyHKLUHA (BIJIIOYHTENHO ocTpa 6L0peyHa HeaoctaTeuHOCT). [Topanu ToBa He ce
npenopbusa ABoitHO Onokupane Ha PAAC upes kombunupaHara ynotpeda na ACE nuxuburops,
aHruoTeH3uH [-peuenropau 6okepu WnH anUCKHpeH (BX. TOYKH 4.5 1 5.1).

AKO ce NMpeLeHHy, Y& TepanusTa ¢ IBoiiHo Onokvpane € abconoTHo HeoOxoauMa, ToBa TpaOBa aa
CTaBa camo nog HabNACHHETO Ha CNELIMAIMCT U NP YECTO BHHMATENIHO MOHHTOPHPAHE Ha
ObOpeunara QyHKLMSA, ENEKTPOJUTUTE H KPHBHOTO HaNAraHe.

ACE unxuburtopu 1 auruoressuH [I-penentopHu 6nokepH He TpaOsa 1a ce U3MON3BAT €AHOBPEMEHHO
NpH NatuHeHTH ¢ AuadeTHa HedponaTus.

4.5 B3aumoaelicTBHe ¢ APYTH JIEKAPCTBEHH NPOAYKTH H APYrd GOPpMH HA B3N

HP}TH dHTHXHNEPTEH3INBHHU CPEACTBA MOIaT da NMNOBHIUAT XHUIMCTEH3UBHOTO NEeHCTE / :
E,EI,HOBPEMEHH&T& ynorpeﬁa C APVYIrHd BEUICCTRA, KOHUTO MOTraT Ja NnpEan3BHKaAT XHII( '




HexeNaHa peakims (KaTo TPHUMKIMYHA aHTHAENPECAaHTH, aHTHNCUXOTHLY, Dakioder ¥ aMHPOCTHH)
MOTaT Ja NOBULLIAT PHCKA OT XMITOTOHHA.

JlocapraH ce metaGonusrpa npeaumHo oT uutoxpoM P450 (CYP) 2C9 no aktueeH kapOOKCH-
KUCENHHEH MeTaboauT. B KIMHHYHO M3NHTBAHE € YCTAHOBEHO, Y€ dyKoHa30a (MHXHOUTOp Ha
CYP2(C9) HamansaBsa eKCNO3ULMATA H3 aKTHBHUA MeTabonHT ¢ npubausuTenHo 30%. YcraHoBeHO e,
ye €JHOBPEMEHHOTO JIeYEHHeE ¢ fiocapTaH H pudaMnuUKH (MHAYKTOP HA €H3UMH Ha meTabonu3ma)
napa 40% noHHXeHHe Ha NJIa3MeHaTa KOHLUEHTpauua Ha akTUBHUA MeTaboaHT. KIIHHHYHOTO
3HAYEHHE Ha TO3H edeKT He e u3BecTHo. He ce ycTaHoBABa pa3nivka B eexra npu €AHOBPEMEHHO
nedeHue ¢ gaysactaTHH (cnab uuxudburop Ha CYP2C9).

KakTo npu apyry J1ekapcTBeHH NPOAYKTH , KOUTO On0oKupaT aHruoreHsuH Il unu Heropure edexty,
CbNPOBOXKIALIOTO MPUIOKEHUE HA APYTH NIEKapCTBEHH MPOAYKTH, KOUTO 3adbpXaT Kasinit (HanpuMep
KaJTHH-ChXPaHABALIM AUYPETHLH: AMHUNOPHI, TPHAMTEPEH, CNHPOHONAKTOH) HJH MOraT Aa MOBALUAT
HMBATa Ha KaNui (Hanp. XenapHH, NPOAYKTH, ChABPKALIH TPUMETOMPHM ), XPaAHHTENHH JO0aBKH C
KaJIMH WM KaNHH-CHABPAKALIKW 3aMECTHTE/IHM Ha CONTAa, MOXKE Aa A0BE/e A0 NOBHLIABAHE HA CEpYMHMA
Kanui. EfHOBpEeMEHHO NeUeHKe He ce NMpenopuuBa.

HUma cboblerus 3a 00paTHMO MOBHMILECHHE HA CEPYMHHUTE KOHLEHTPALIMH HA AUTHH U TOKCHYHOCT OpY
e IHOBPEMEHHO NpunoxeHue Ha NUTHH U ACE nHxuOuropu. Cbhoduiasa ce U 32 MHOTO peaKH Cllydau ¢
aHrioTeH3uH Il peuenropuu anraroHucTd. EAHOBpEeMEHHOTO NMPUIOKEHUE Ha JIMTHH K JocapTaH Ou
CleABano Aa ce npeinpueMa BHUMATENHO. AKO Ta3n KOMOKHHALIHA € KpalHO HeoOXoauMa, NpH
eAHOBPEMEHHO NPWICKEHHKE CE NPENOPbUBA HAOMAIOAEHHE HA CEPYMHHTE HHBA HA JINTHHA.

Koraro auruorenzus Il aHtaronuct ce npunara eanoepemerdHo ¢ HCIIBC (T.e. cenexktusuu COX-2
HHXHOHTOPH, aUETHACATHLMIIOBA KUCENMHA B IPOTHBOBBLINANUTENIHH 103K W HecenekTHBHH HCIIBC),
MOJKE /14 C& HACTBIHK OTCabBaKe Ha AHTHXHNEPTEH3UBHYA edekT. EAHOBpEMEHHOTO NPUNoXKEHHUE Ha
anrnoreH3ud Il anrarosncTy nu anyperuu 1 HCTIBC Moxe na AoBene 10 NOBULUEH PUCK OT
BJIOLIABaHe HA OBhOpeuHaTa PyHKLMA, BKIIKOYHTETHO Bb3MOXKHOCT OT OcTpa 6b0peunHa
HeAOCTATHYHOCT, H NOBHLIABAHE HA CEPYMHHA KANHH, OCOOEHO NPH MNALKUEHTH C HE3aN0BOIUTEIHA
npead Topa ObOpeuna ¢pyHkumsa. KombuHauuaTa cieapa aa ce npuyiara BHUMaTesIHO, OCODEHO B
crap4yecka 8b3pacT. [lauuenture cneapa Aa ObOaT aaeKBaTHO XHAPATHPAHH U TPAOBRA 1a ce oOChaH
HabmoneHue Ha 6OpeunaTa QyHKIUKMA cnej 3anoypaHe Ha €IHOBPEMEHHO JICUEHHE, KaKTO U
NepUoOAHYHO CAEI TOBA.

JIaHHM OT KNIMHUYHH NPOYYBAHUA MOKA3BAT, Y€ ABOHHOTO OioKkMpaHE HA PEHHUH aHTHOTEH3UH
anpocrepoHoBara cucrema (PAAC) upe3 komOnHHpanaTa ynorpeba Ha ACE unxuburopy,
anruoten3uH Il-peuernrropHy Onokepn WK ATUCKUPEH e CBBP3BA € NO-BUCOKA YECTOTA HA HEXKE/NAHH
cbOWTHS, KATO HANpUMEP XMNOTOHMS, XUMTEPKAIHEMHUA U HaManaBaHe HAa ObOpeuHaTa pyHKUMA
(BKJTOUUTENHO OCTpa ObOpeyHa HEAOCTATBEHHOCT), B CPaBHEHHUE ¢ ynoTpebara caMo Ha €AHO
CpeacTBO, AeicTraino Bbpxy PAAC (BX. ToukH 4.3, 4.4 u 5.1).

CokbT OT rpeiindpyT CbaAbpXa KOMIOHEHTH, KOMTO KHXKOUpaT eH3umuTe CYP450 u morar aa
NMOHWKAT KOHUEHTPALHATA Ha aKTHBHHS MEeTabOMMT Ha 10CapTaH, KOCTO MOXKE Na HaMaJlu
TepaneBTHYHHA MY edexT. KoHcymMauuaTa Ha cok oT rpeiindpyT Tpabea aa ce M364rea no Bpeme Ha
nedeHue ¢ TabneTku nocapraH.

4.6 DeprHIARTET, OpEMEHHOCT H KhpMEHE

bpeMeHHOCT

M3noi3BaHeTo Ha JlocapTaH He ¢€ MpenopbyBa Npe3 MbPBUS TPHMECTBD Ha Opeme
4.4). U3non3BaHeTo Ha OCApPTaH € MPOTHBONOKA3aHO NMpe3 2-pu U 3-TH TPUMECTD
(BK. TOukH 4.3 u 4.4).




EnxaemMyuosorHyHHTE NOKA3aTENCTRA 32 PUCK OT TEPATOreHHOCT chel aeueHue ¢ ACE HHXHOUTOpH
npe3 MbPBUA TPUMECTBD Ha OpeMeHHocTTa He ca ydeauTenHu. Cnabo ysennuenue Ha pucka, obaue,
He MOXE [1a ce M3K/IIOYH. Makap, e HAMa KOHTPOJIUPAHH ENMUAEMHONOHYHU JaHHH 3a PHCKA MPH
aHruoteHsuH Il peuentopuu unxnobuTopu (AlIRA), nonobun puckose Huxa Morny aa CbILECTBYBAT
MpU TO3H KJIac NEKAPCTBEHU NPOAYKTH.. OCBEH B CJIy4auTe, KOraTo HenpekbeHaTo JeyeHue ¢ AIIRA
Ce CYMTA 3a KpaiHO He0OX0AMMO, IaHUupaluTe OpeMeHHOCT NALUUEHTKH Tpa0Ba Aa NpeMHHAaT Ha
ANTEPHATUBHO AaHTHXUMNEPTEH3HBHO JIEUEHHE, C YCTAHOBEH NPOogH/I Ha OE30NacHOCT 3a H3NOA3BAHE
npu OpeMeHHocT. Korarto ce auarHocTuurpa OpeMeHHOCT, NeyeHHeTo ¢ nocaprad TpaOsa aa ovae
npeycTaHOBEHO He3abaBHO M, aKO € YMECTHO, 1a CE 3AM0YHE AITEPHATHBHO JIEYCHHE.

H3BecTHO €, ye neyeHneTo ¢ AIIRA npe3 BTopHa H TpeTUR TPHMECTLP Ha OpeMEeHHOCTTA HHAYLIHpPA
GETOTOKCHYHOCT MPH Xopa (noHwxeHa 6bOpeyHa QyHKUHMA, ONUIOXHUAPAMHHOH, 3abaBeHa
ocuthHKaLMA Ha Yepena) H HEOHATATHAa TOKCHUHOCT (ObOpeuHa HeaOCTaTbYHOCT, XMIIOTOHUS,
xunepkanueMmus) (Bx. cbllo 5.3). Ako npe3 BTOpHUS TPUMECTHP HA OPEMEHHOCTTA CE NPOBEAE JCYECHHE
C locapTaH, ce Npenopb4Ba exorpacKy KOHTpo Ha ObOpeyuHaTa QyHKUHSA H Yepena.

Horoponenu, unkTo Madku ca npueMaliy JlocapTaH, OH cieaBalo Ja ca MoJ HenpeKkbCcHaT
KOHTPOJ 3a XHITOTOHHUA (BX. CbIO TOukH 4.3 1 4.4).

KbpmeHe

Toii kaTO HAMA HATHYHA HHPOpPMaUHS OTHOCHO M3NOJI3BAHETO HA JIOCAPTAH MO BpEME Ha KbPMEHETO,
JIOCAPTaH He ce NMpenopbyBa ¥ aNTEPHATUBHM JleueHus ¢ no-nobpu npodunu Ha GesonacHoCT,
YCTRHOBEHH MO BpeMe Ha KbPMEHETO, Ca 33 MPEANOYUTAHE, OCOOEHO NPH MaHKH, KbpPMEIUH
HOBOPOJACHO MJIH HEAOHOCEHO AeTe.

4.7 EdekxTn Bupxy cnocofHOCTTA 32 odHpane H pabora ¢ MamuAH

He ca nposexaHH Npoy4BaHHA 3a epeKTUTE BBPXY cnocoOHOCTTA 3a modupaHe u paboTa ¢ MalliiEH.
Korato ce uwiopupa nnu pabotu ¢ MaluMHa odadve, TpsadBa Aa ce HMa MPEABH/, Y€ MAKap W PAAKO, NpH
MPOBEXAaHE HA AHTUXKMEPTECH3HBHO JICYCHHE MOXKE [1a CE NMOABH 3aMaiiBaHe U ChHAMBOCT, OCOOEHO
NPH 3anovBaHe Ha JIEUeHHETO WM NP NOBHILIABAHE HA 103aTa.

4.8 Hexenanu JexapcTBeHH PeAKIHHA

JlocapTaH € oueHABaH B KJIMHUYUHH U3MUTBAHHA KAaKTO CJIe/Ba:

- [IpH KOHTPOJHPAHO KIHHHUYHO npoy4BaHe npu > 3 000 pb3pacTHU NaLMEHTH Ha 18 roaWHH H
No-Bb3PACTHU C €CEHLHATHA XUITEPTOHHA,

- [Tpy KOHTPONKpAHO KAHHHYHO NPOYYBAHE NpH 177 XUNepTreH3HBHHU NeARaTPUHMHH MAUMEHTH OT
6 10 16 roauiHa ew3pacT

- [Ipu KOHTpONUpPAHO KMHHHYHO NMpoy4YRaHe NpH > 9 000 naueHTH ¢ XUNEPTOHUSA HA BL3PACT OT
55 no 80 rogunm ¢ neBokaMepHa xuneprpodus (Bx. npoyusaHero LIFE, Touka 5.1)

- [Ipu KOHTpONUpPaAHU KNUHHYHYH NpoyYBaHUA Npu > 7 700 BB3pacTHU NAUMEHTH ¢ XPOHUUHA
cbpacuHa HeaocTarbuHOCT (BX. npoyuBaHuaTa ELITE I, ELITE II, »n HEAAL, Touka 5.1)

- [Ipn koHTpONKHPaHO KIAMHHYHO npoyuBaHe npy > | 500 nauueHTy ¢ quabet Tun 2 Ha 31
FOAHNIHA BB3PACT M MO-BLE3PACTHH ¢ NPOTEHHYpuUs (BXK. npoyusaHeto RENAAL, Touxa 3.1)

an TC3H KNTHHHYHH NPpOoYyYBaHH1A, HAH-4EeCTO CpulaHaTa HCXKC/1aHa PpCaKLMg © MOARATA HA 3aMafAsHOCT.

YecToTaTa Ha HEXEJIAHWTE JIEKAPCTBEHH PEAKLIHH Ce OMNpees C H3NOA3BaHe Ha CIeJHATA KOHBEHIIUL:
- MHoro yectd (= 1/10)

- Yectnn (> 1/100, < 1/10)

- Heuectd (= 1/1 000, < 1/100)
- Penxu (= 1/10 000, < 1/1 000)




Tabauna 1. HecToTara HA HEXKECAAHATE PEeAKIHH, onpele/ieHa OT I1aned0-KOHTPOTHPAHH
NpOYYBAHHSA U NOCT-MAPKETHHIOB ONHT

¢ubpuniaLru

Hexenann peakuyun | YecToTa Ha HeXKeJARNTE PeAKIHH N0 HHIAKALHH Apyru
Xunep- Xuneptpo- XpoHH4YHA XHnep- IocT-
TOHHA $uuan ChpAe4Ha TOHHS H MapPKeTHH-
NAlHeHTH ¢ HeNoCTAa- THR 2 roB ONUT
JeBOKaMepHAa | ThYHOCT auaber ¢
XHIOep- On0peuno
TpodhHn 3a00414-
Bane
HapyileHHS Ha KPBBTA H JHMPHATA CACTEMA
aHEMHSA C
YeCTH HEH3BECTHA
4ECTOTa
C
TpoMOOLHUTONEHHUA HEHU3BECTHA
YECTOTA
Hapymenus Ha HMYHHATA CHCTEMA
XUNEPCEH3IUTHUBHH
peakLiHH,
aHaUNAKTHYHH —
peakLmH,
anrunoeaemM*, u
BacKynuT**
IicHXHYHA HAPYIIEHASR
C
AENpecHs HEH3BECTHA
4yecToTa
Hapymenus Ha HepBHATA CHCTEMA
3aMaAHOCT 4eCTH 4YE¢CTH YECTH YecTH
Oe3cHHHE HEYEeCTH
rnaodonue HEYECTH HEYeCTH
HAPYLUIEHHA HA CbHA | HEYECTH
napecTe3us pEAKH
C
MHMIPEHa HEH3BECTHA
YECTOTA
v
HaApYILIEHHA HA BKYCa HEU3BECTHA
4eCTOTa
Hapymenssg Ha yX0TO H Ja0HpHHTA
 BEPTHIO YECTH 4ECTH
C
THUHHUTYC HEeU3BECTHA
YECTOTA
Cohpe HH HADYIIECHHS
AAINHTALKSA HEYECTH
AHIMHA NEKTOPHC HEYECTH
CHHKON pEIAKH
ATpyaHu —




LlepebpoBackynapes

pabnomuonysa

MHLMICHT pedkH
Cb10BH HApYUICHHSA
(opTOCTaTHYHA)
XHUNEPTOHUA
(BIUTHOUYHTENHO
0303ABHCHMM HEUYECTH YECTH 4ECTH
OpPTOCTATHYHH
e(eKTH) l
PecnapaTopun, rpbIHA H METHACTAHAJIHH HADYIICHHSA
3a4yX HEUYECTH
v
KauuMLua HEUYECTH HEU3BECTHA
YeCcTOTa
CToMallHO-2peBHHA HAPYIICHHS '
KOpeMHH Bonkn HEYECTH
obcTHnanus HEUYECTH
C
avapus HEYECTH HEH3BECTHA
4ecToTa
raaeHe HEYECTH
NOBpPbLIAHE HEeYeCTy
MHTECTHHANCH
PEAKH
aHTHOEEM
XenaroGHIHADHE HAPYINCHHS
C
NaHKpeaTHT HEU3BECTHA
4ECTOTa
XenaTuT pEAKH
HapyLIECHHS Ha C
yeproApoOHara HEH3BECTHA
PYHKUHA 4ecToTa
HapynieHHA Ha KOXKATA H NOJKOKHATA ThKAH
v
ypTHKapHA HEYECTH HeU3BECTHA
YyecTOTa
C
NpYpHTYC HEYECTH HEH3BECTHA
yecToTa
v
o0OpuB HEYeCTH HEYECTH HEU3BECTHA
4yecToTa
CBETIOYYBCTBH- ©
TeTHOCT HEH3BECTHA
YECTOTa
HapymeHHRS Ha MYCKYJIHO-CKe/IETHATA CHCTEMA H CheJHHATENHATA THKAH
v
MHAT YA HEU3BECTHA
4ECTOTa
apTpairus




Hapyuienns ra 0b0penn H NHKOYHHTE NHTHIUA
OLOpeunu
HapYILECHHS
610peuHa
HEAOCTATbYHOCT
Hapymenus Ha BL3NPOA3BOIATENHATA CHCTEMA H ILpPAATA

ePEKTHITHA C
AHchyHKUuUs / HEeH3BeCTHA

MMMNOTEHUA YECTOTA
O0mn sapymieHHs H ¢PeKTH HA MACTOTO HA NPHIOKEHHETO

ACTECHHA HEeYeCTH YECTH HEYECTH YECTH
rajacHe HEYECTH YyeCTH HEYEeCTH YECTH
OTOK HEYECTH

HECTH

HCCTH

C

Oe3nokoicTBO HEH3IBECTHA
HecToTAa

Hicienpanny
XKHNEPKATHEMHS

4yecTH HeuecTH' YEeCTH

NOBUILLIABAHE HA
anaHuH
aMHHOTpaHche-
| pasara (ALT)?
NOBHLLABAHE B
KPbBHHMS CEPYM Ha
KPEAaTHHHH U
CEpyMEH KAJIHH

XHINIOHATPHCMHA C
HCHU3BCCTHA

HCCTOTA

PEOKH

YCCTH

XHIIOTTTHKEMHUA YyecTH

*BKAOYHTENHO MOAYBaHEe Ha JIAPHHKC, MNIOTHC, JTHLE, YCTHH, hapuHKC, WHIH €3HK (NpHYHHABANKH
OOCTPYKUHS Ha BB3AYLUHHTE [THTULLA) M TIPH HAKOH OT TE3H NMARUEHTH € JOKIaBaH aHrMOeIeM B
MUHANOTO BbE Bpb3Ka C NMpHEeMa Ha ApYyru JIeKapcTBa, BILTioUMTENHO ACE HHXUOUTOpH.
“*BroyurenHo mypnypa Ha Henoch-Schénlein.

lOco6eHo npu naipeHTH ¢ HHTPaBacKyAapHO HU3TOMABaHE, HAND. NALMEHTH C TEXKA ChPACYHA
HEJOCTATBYHOCT MK TPETHPAHHU ¢ BUCOKH J03M AUYPETHLIH.

Y Yectn npu nauredTH, KOMTO nipuemar 150 mg nocaprau, smecto 50 mg.

[IpH KIMHHYHO MPOY4BaHE, NIPOBEACHO C MALMEHTH ¢ TUN 2 auaber ¢ Hedponarua, 9.9% or
NAaLMEHTHTE, IEKYBAHH C JJocapTaH TabJieTKH ¢a pa3BWaM XUnepkaanemMus > 5.5 mmol/l u 3.4% ot
NAaUMEHTHTE, TPETHPAHH ¢ IL1auedo.

3 O6uKHOBEHO ce NoaoOpABa cejl MPeKpaTaBaHe.

CneaHHTE HEXENAHH PEaKLKH CE€ APOABABAT MO-YECTO NMPH NMALMEHTH, KOWTO NpPUEMAT JiocapTaH
OTKONKOTO riaucbo (Hem3BecTHA uecToTa): Honku B ropba, HHPEKUMU HA YPHHADHHSA TPAKT M

CHUMNOTOMH, NOACOHW Ha rpur.

Hapywenun na 6vbpeyume u nuxowynume nomuuya:
Karto nocneacteie ot HHXUOHMpaHe Ha peHHH-8HTHOTEH3HH-ANA0CTEPOHOBATA CHCTEMAZ A,
¢hOOLIIEeHHS 3a TpoMeHH B HBOpeuHaTa PyHKLUS, BKIIOYHTENHO 6B0peuHa HeaocTay 4 43
MaUMEeHTH, U3NTOXKEHHN Ha pUCK. Te3u npomeHH B OBOpeuHaTa QyHKUMA MoraT Ja OHAGE

NPEeKpATABaHE HA JleueHHETO (BXK. ToYKa 4.4)

[leapaTpuyHa nonynauus




[IpoUNBT Ha HeXKENaHUTE peakUMH NPU NALKEHTH B AETCKA Bb3pacT € Oiu3bk A0 HabmonaBaHua npy
Bb3PAacTHH NauHeHTH. JJaHHHUTe OT NeguaTpHyHaTa NomyJjaurs ¢a OrpaHH4YeHH.

CpobliaBaHe Ha NOA03UPAHM HEHEIAHH PEaKUIHU

CpollaBaHeTo Ha NOAO3UPAHH HEXKEJIAHHW PEAKLMH Cle]l pa3peiliaBaHe 3a ynorpeda Ha nekapcTBeHus
NPOAYKT € BaxKHO0. ToBa NO3BO/NABA 1A NPOAB/IKH HaOMOACHUETO HA CHOTHOLIEHHETO NMOJT3a/PUCK 3a
NeKapCTBEHHA NMPoAYKT. OT MEAULMHCKHTE CMELIMATUCTH Ce M3UCKBA Ja choOLaBaT BCAKa
NOAO3HpaHA HEeXKeNaHa peaKkUHa Ype3

H3nbnuuTeHa areHLud no nexapcraara

yi. ,,Jdamsau I'pyes” Ne 8

1303 Codus

Ten.: +359 2 890 3417
yebcaiT: www.bda.bg

4.9 Ilpeposnpane

Cumnmomu na HHMOKCUKayun

Hanuue ca OrpaHHYCHH JaHHH 34 Npcao3HpaHe MNpyH Xopa. Hait yecrara MNposBa Hd MNpEAO3HPAHC Ca
XHITOTOHHA H TAXHKAPIOHA. BpﬁﬂHKﬂpﬂHﬂ MOXKC Ja BB3IHHUKHC B PC3YJITAT HA NNapaCcHMIIATHKOBA

(BarycoBa) CTUMYynaLus.
Jleuenue na unmorcuxayus

IIpy Bb3HMKBaAHE HA CHMOTOMATHYHA XHNOTOHMA TPROBa Aa ce NpeAnpHEMAT NOAIbPIKALLH MEPKH.
MepKHTE 3aBHCAT OT BPEMETO HA NPUEMAHE HA IEKAPCTBEHUA MPOAYKT M BUIA U TEKECTTA Ha
cumnromure. IIpHopuTeT cneasa aa ce fane Ha CrabIH3UpaHe Ha ChPACHHO-CBHAOBATA CUCTEMA.
Cren nepopalieH NPHEM € MOKAa3aHO NPWIOKEHUETO HA J0CTATbYHA 1033 aKTHBEH BbIeH. Cnea TOBa,
TpaOBa 1a ce OCBILECTBH HEMpeKbCHATO HabN0IeHHe Ha Xu3HeHUTe noka3areny. [1pu HeobxonnmocT
KU3HEHHTE MOKA3aTe/H C/1e[Ba Aa C€ KOPHIHpar.

Huto nocaprai, HUTO aKTHBHHS MeTabONUT, MOraT Aa ObAaT OTCTPaHEHH ¢ XeMOIHATH3A.

5. @®APMAKOJOI'MYHH CBOUCTBA

5.1 dPapmaxkoiuHAMHEYHH CBOHCTBA

PapmakoTepaneBTHYHA rpyna: AHruoreHsuH Il peuenropuu anraronucTu, ATC koa: CO09CAOQI

JlocapTaH € CHHTETHYEH nepopancH aHruoreH3uH-11 peuenrope (tvn AT1) aHTArOHHUCT.
AHruoTteH3uH [, koliTo € MolieH Ba30OKOHCTPUKTOP, € OCHOBHHUAT aKTUBEH XOPMOH HAa CUCTEMaTa
PEHUH/AHMTMOTEH3UH U BayKeH akTop B NaTOPH3IHONOrHATA HAa XHNEPTOHUATA. AHTHOTEH3UH 1l ce
cebp3Ba ¢ ATI peuenTopa, HaMHpail ¢€ B peAMLAa ThbKaHH (Hanp. rnaaKkara MyCcKylaTypa Ha CbAOBETE,
Haa0BOpeunTe, OBOpPELIHTE H CHPLETO) M NMPEAU3BUKBA HAKOIIKO BaXKHY OHONOrMYHY OEHCTRHA,
BKJIFOYHTEIHO Ba30KOHCTPHKLIHA H OCBOOOXKAABAHE HA ana0oCTePpOH. AHrHOoTeH3uH Il ctuMynupa u
nponudepauuaTa Ha rnmakKOMyCKYJHHTE KIETKH.

Jlocapran cenextusHo Onokupa AT peuenropa. In vitro 4 in vivo nocapTas M HETOBHSAT
¢apMaKOJIOrHYHO aKTHBEH KHcen KapOokcuneH Metabonut E-3174 Gnokupar BcHYkH (PH3HONIOTHYHO
3HAYUMHU JCHCTBHA Ha aHTUOTEH3HH LI, HE3aBUCHMO OT H3TOUHHKA WJIH TBTA HA HETOBUA -

JlocapraH HAMA aroHMCTHUEH edeKkT, HUTO MbK ONoKUpa APYrH XOPMOHATHU peLd
KaHa/l4, BAXHH 34 CbpAEYHOCHAOBATA perynauua. OCBEH TOBA J1OCAPTAH HE NOY
I1)— en3uMbBT, KOHTO pasrpaxaa OpaaukuHUHA. CNeA0BATENHO HAMA YCHIIBAHE
OpaAMKHHUH-MEAWUPAHU €PEKTH.




[1py nprIoKeHHETO Ha A0CApPTaH NPEMAaXBAaHETO HA OTPULIATENHATA 0OpaTHa BPb3Ka Ha AHTHOTEH3HH
Il no oTHOLUEHHE HA peHHHOBATA CEKPeLMs BOAW AO [OBULIABAHE HA AKTHBHOCTTA HA IU1a3MeHHA
pendH (PRA). [NoBuuiasanero Ha PRA Boau no nosvwiasaHe Ha aHrHoteH3uH Il B niasmara.
He3zaBucrMO OT T€3U NOBHLIEHHSA, AHTUXHMEPTEH3UBHATA AKTUBHOCT U MOTHCKAHETO Ha
KOHLEHTPAUHHTE Ha MJ1a3MEHHR ATAOCTEPOH CE 3aIbPXKAT, KOETO € MOKA3aTeMHO 32 €PEeKTHBHO
6aokupaHe Ha aHrHoTeH3uH I peuenrtopa. Cnea npexpaTaBaHe HA NPHIIOKEHHETO Ha JlocapTad, PRA
1 anruoreHsud Il cnanar 3a Tpy AHKW 00 W3XOAHH CTOMHOCTH.

KakTo nocapraH, Taka ¥ HEFrOBHAT OCHOBEH 8KTHBEH MeTabOoHT, ca ¢ No-BUCOK aduHHUTET KbM AT)-
peLenTopa, oTkoJkoTo kbM AT:-peuentopa. AKTUBHUAT MeTaboauT € 10 10 40 MeTU No-aKTUBEH OT
JIOCAPTaH NPH TErNoBHO YPaBHOBECEHO ChOTHOLIEHHE.

B npoyuraHe, NpoBEOECHO CIELMATIHO, 32 1A C€ OLCHAT CJAYYaHTE HA KaUUTHLA [TPH MAUMEHTH,
yecTOTaTa Ha KallMiaTa HabnoaaBaHa NPy TE3M, IEKYBAHU ¢ 1OCAPTaH WM XHAPOXJIOPOTHAIUA €
noxoOHa, ¥ 3HAUMUTETHO NMO-HHUCKA OTKOJIKOTO NMPH NaUUEHTH, JeKyBaHu ¢ ACE-unxuburtopu. B
AOMBLJAHEHHE, NpU 0000LIeH aHATH3 Ha |6 ABOHHO-CNENH W3c/ieABaHM, npoBeaeHu ¢ 4 131 nauueHTy,
C/ly4aMTe Ha CMOHTAHHO JOK/IAJIBAHA KaLTMLA [TPH NalMeHTHUTE, JIEKYBaHH C JIOcapTaH, € nojobHa
(3,1%) kakTo npu Te3u Tperupanm ¢ ninauedo (2,6%) win xuapoxnopornasua (4,1%), nokaro
cnyqanTe npH ACE-uHxubuTopure ca 8,8%.

[Tpu xuneproHHLiM 6€3 AHabeT ¢ NPOTEUHYPHA, NPHIOKEHHETO HA NIOCAPTAH KaflHii 3HAYHTETHO
HaMaJIsiBa [POTEHHYPHATA, YACTHYHATA eKCcKpenusa Ha anbyMuH U [gG. JlocapraH 3anasea cxopocTtra
Ha MIOMEpYHa GuUaTpauma B HamanaBa punTpupatara gpakuvs. Kato uano, nocapraH Boay o
HaMalsgBaHe Ha MHKOYHATA KHcenuHa B cepyMa {ooukHoBeHOo < 0,4 mg/dl), KoeTo € mocToAHHO NpH
XPOHHYHO NeueHue. JlocapTaH HAMA ePEKT BbPXY ABTOHOMHHTE peIeKCH U HAMA NPOABL/DKHTENEH
edekT BLPXY NasmMeHus HopenuHedprH. IIpH NauMEeHTH ¢ IEBOKAMEPHA HEAOCTATBYHOCT, I03H OT
25 mgu 50 mg nocapTaH BOAAT A0 NO3UTHBHH XEMOIUHAMHYHHY H HEBPOXOPMOHAITHH €EKTH,
XapaKTEpU3UpALIH CE C NOBUILLIARAHE HA ChPACYHUA HHAEKC H HAMAIABAHE HA BKJIMHEHOTO
OenogpodHO KaMWAsPHO HaNAraHe, CHCTEMHAaTa CbJ0BA PE3UCTEHTHOCT, CPEIHOTO CHCTEMHO
apTEPHANHO HAJIAraHE M CbPACYHATA YECTOTA, H ChOTBETHO HAMAJICHHE Ha LUMPKYJIHPALLUTE HUBA Ha
angocTepoOH H HopennHedpHH. [loaBaTa Ha XUNOTOHHUA PH TE3H NALIMEHTH ChC CHPACYHA
HEOOCTATBYHOCT € 1030-3aBUCHMA.

[IpoyuBaHHg BLPXY XHOEPTOHHA

B koHTpOIMpaHU KITMHHUYHH NPOYYBAHHA, MIPHUIATAHETO €IHH BT AHEBHO HA JIOCAPTaH MpH NAUHEHTH
C JleKa 10 YMEPEHA €CEHLMATHA XHMEPTOHUA NPUYHHABA CTATHCTHYECKH 3HAYMMH MOHWIKEHHUS B
CHCTOJIHOTO U AHMACTOJIHOTO KPbBHO Hansrave. CTOHHOCTUTE Ha KPbBHOTO HANAraHe, H3MepeHu 24
yaca clie]] 203aTa U OTHECEHH KbM H3MEPEHUTE 3-6 yaca Cinea 203aTa, NOoKa3BaT NOHWKEHHE Ha
KPbBHOTO HAAraHE 3a NEPHOA OT 24 4aca, NPU 3ana3BaHe Ha €CTECTBCHUS JCHOHOLIEH PHTHM.
HaManeHueTo Ha KpbBHOTO HanAraHe B Kpad Ha HHTepBana Ha go3upane € 70-80 % or edexra,
HabntogasaH 5-6 yaca cnea ao3ara.

[IpekpaTsaBaHEeTO HA MPUIOKEHHETO Ha JIOCAPTaH NPH XUIIEPTCH3HBHU NMALIMEHTH HE BOAM [0 PA3KO
NOBHIIIABaHE Ha KPbBHOTO HasAraHe (pebayHa edekTt). HezaBHCHMO OT H3pa3eHOTO MOHHKEHHE Ha
KPBbBHOTO HANATAHE JIOCAPTAH HAMA KJIMHHUYHO 3HAYMMH e(PEKTH BBpPXY CHpACYHATA YECTOTA.

JlocapraH € e1HaKBO €(pHUKACEH NPH MBXKE U XKEHH, ITPH NO-MJIaaH (Ha BB3pACT noa 65 roauHu) u no-
Bb3PACTHHU MALHEHTH ¢ XUNEPTOHUS.

[1poyusade LIFE

[IpoyusaneTo Losartan Intervention For Endpoint Reduction in Hypertension (LIF
pPaHAOMHM3HPAHO, TPOHHO-CIIANO, aKTHBHO KOHTPO/HPaHO npoy4BaHe ¢ 9 193 xun
MaLMeHTH Ha Bb3pact oT 55 go 80 roanHu ¢ noxkymeHrupana ¢ EKI J]E:BOK&MEPH
[latMeHTHTE ca paHAOMHU3UPAHH 34 NPHEM €XEIHEBHO HA JocapTad 50 mg Wi e} % .
aTeHonon 50 mg. AKo He ce MOCTUrHE LEEBATa CTORHOCT Ha KPhbBHOTO HAIATaHE a ,
ce nobasd nmbpro Xxuapoxnopruazua (12,5 mg) ¥ ako € HeodxoaKMo, 103aTa Ha JIO -~: :
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ateHonon ce yeenuuaea Ao 100 mg equH nbT gHEBHO. JIpyru aHTHXHIEPTEH3HBHH CPEACTBA, €
usknoueHne Ha ACE-uuxuburopu, anrnotensuH Il anraronucty unu 6era-6nokepH, ce 106aBat npu
HeoOXO0JHMOCT 3a JOCTHIAHE HA LIEIEBHTE CTOMHOCTH HA KPBbBHOTO HATATAHE.

CpenHaTa NnpoawDKUTENHOCT Ha npocniesBaHeTo € 4,8 roanHH.

[IbpBHuHATA KpaiiHa TOYKA € ChCTABHA M BIUTIOMBA ChPACHHOCHAOBATa 33001€BaEMOCT H CMBPTHOCT,
U3MEPEHH MO HAMAJICHHETO H& KOMOMHHpAHaTa YeCTOTa Ha CHPAEYHOCHAOBA CMBPT, HHCYJIT H
uudapkT Ha Muokapaa. [Ipu aBeTe rpynu KPbBHOTO HANATAHE CE MOHMIKABA 3HAYMTETHO 10 ONH3KH
HuBa. JleuenueTto ¢ nocapraH Boau a0 13,0% nonuxenune Ha pucka (p = 0,021, 95% unrepsan Ha
aoseputenHoct (0,77-0,98) B cpaBHEHUE ¢ aTEHONON NPH NAUHEHTH, JOCTHralllH MbPBUYHATA ChCTABHA
KpaiiHa Touka. Topa n1ONPHHACA OCHOBHO 32 HaMalleHHe Ha YECTOTATa Ha HHCYATA. JIeueHHETO ¢
N0CapTaH HaMaJIABa PUCKa OT HHCYIT ¢ 25 % B cpasHeHue ¢ areHonon (p = 0,001 95 % unteppan Ha
nosepurennoct 0,63-0,89). YectoTHTe Ha CHpACYHOCHAOBO 00YCIOBEHA CMBPT H UH(DAPKT Ha
MHOKApa HE C€ Pa3/iHuaBaT 3HAUHUTEIHO MEXKIY MPOBEAKAAINTE NCUEHHE TPYNH.

Paca

B npoyusauero LIFE nauueHTHTE OT UepHaTa paca, N€KyBaHH C JIOCapTaH, €a C MO-BHCOK PHCK OT
JIOCTUraHe Ha ITbpBH4HAaTa KoMOUHUpaHa KpaiiHa To4Ka, T.€. KapAHOBacKynapHo cebutHe (Hanp.
ChplieueH HH(APKT, ChPACHHOCHAOBA CMBPT) K OCOOEHO HHCYT, OTKOJIKOTO NMAUHEHTHTE OT YepHaTa
paca, JieKyBaHu ¢ ateHonos. [lopaau Tosa pe3yararure, HabmoaasaHH MpH J10capTaH B CpaBHEHHE C
aTeHonon B npoyusarero LIFE no orHoueHne Ha cbpAcHHOCHAOBATA 3a001€BAEMOCT/CMBPTHOCT, HE
ca NPWIOKHMH 33 MAUKHEHTH OT YepHATa paca C XMNEPTOHUA H JIEBOKAMEPHA XHNEePpTpOdHs.

[IpoyuBaHe RENAAL

I[IpoyusaHero Reduction of Endpoints in NIDDM with the Angiotensin I! Receptor Antagonist
Losartan (RENAAL) e KOHTPONHpaHO KIHHHYHO NPOYyYBaHe, NPOBEAEHO B Lenusa cear c 1 513
nauyeHTy ¢ Anader THN 2 ¢ NPOTEHHYPHA, C WK Oe3 xuneproHus. C nocapraH ca 1eKyBaHu 751
natdeHTH. LlenTa Ha npoyuBaHeTo e Aa ce NMmoKake HE(PpONPOTEKTHRHUA €EKT Ha IOCAPTaH KATHH Mo
OTHOILUCHHE HA MOHMKABAHETO HA KPBBHOTO HAIATAHE.

[TauueHTH C NPOTEUHYPHA H CEPYMEH KpeaTHHHH 1,3-3,0 mg/dl pannoMH3npaHo rony4asar Jocapraf
50 mg eaMH LT AHEBHO, MPH HYXJa THTPHUPaH, 10 NOCTHraHe Ha OTTOBOP MO OTHOLIEHHUE Ha
KPBLBHOTO HansArade, Wi rnaueto Ha ¢oHa Ha KOHBEHLIHOHANTHA AHTHXHIIEPTEH3HBHa Tepanus 6e3
ACE-uHXxuOUTOpH U aHTHOTEH3HH 1] aHTaroHucCTH.

H3cnepoparennte nojyHaBaT HHCTPYKUMH Aa TUTPHPAT NpOy4BaHOTO nedeHHe Ao 100 mg aHesHO
npH HeodxoaumocT; 72 % or nauuenTure 83emar 100 mg nHeBHa fo3a npes no-roaAMara 4acT OT
BpeMeTO. JIpyry aHTHXHNEPTEH3HBHH MPOAYKTH (IHYPETHLHM, KAIUHEBH aHTAaroHUCTH, anda- ¥ bera-
peuenTopHU GlIOKepH, & CHLLO H LEHTPATHO ASHCTBALIM aHTUXUNEPTEH3UBHH CPEICTBA) Ca MO3BONEHH
KaTO AOIMBJIHUTEIHO JICYEHUE U TIPU ABETE MPYNH B 3aBUCUMOCT OT Hy»aute. IlauneHture ca
npocnencnu 1o 4,6 ronunu (3,4 ronuHu cpenHo). [IbpeuyHaTa oCHOBHA KpaKHa TOYKA Ha
NPOY4BaHETO € ChCTABHA KpaiiHa TOYKa C YABOSBAaHE HA CEPYMHUA KpeaTHHUH NMpH ObOpeuHa
HEeAOCTATBHYHOCT B KpaitHa aza (HeoOX0AHMOCT OT AMaM3a UNTH TPAHCIUIAHTALIMA) HITH CMBPT.

Pesynararure noka3sar, ye neueHHeTo ¢ aocaptaH (327 cvbuTtus) B cpaBHeHue ¢ miauedo (359
cpOuTHa) BOoAH A0 a 16,1 % noHukeHue Ha pucka (p = 0.022) B 6pos Ha nauueHTHTE, JOCTHr AU
MbPBUYHATA CbCTABHA KpaiHa Touka. [1o oTHOLUEHUEe Ha ClIeJHHTE OTAEHH H KOMOHHHpaHH
KOMITOHEHTH HA ITbPBHYHATA KpaiHa TOUYKA Pe3yJTATHTE MOKA3BAT 3HAYMTETHO HAMAJIEHHUE Ha PUCKA B
rpynara, jleKyBaHa ¢ jiocaptaH: 25,3 % noHwKeHUE Ha pUCKa 3a YABOABAHE HA CTOHHOCTHUTE Ha
cepymMHHus kpeaTHHUH (p = 0,006); 28,6 % noHmwkeHHe Ha pycka oT 6BOpeyHa HEAOCTATHYHOCT B
kpatiHa daza (p = 0,002); 19,9 % noHwxenue Ha pucka 3a 6b0peuHa HEAOCTAaTLHHOCT B Kpat

KpeaTHWHHH WK On0pedHa HegocTaTb4HOCT B KpakiHa daza (p = 0,01). Yecrorara He
BCAKAKBA NMPHYKHA MOPTAJIMTET HE MOKA3BA 3HAYHUTE/IHH PA3IMKKH MEXAY ABeTe M Jpg
rpynu. IIpu TOBa NpoyuBaHe NOCapTaH CE NOHACH KATO L0 A00pe, KOETO e BUXKIK
NpeycTaHOBABAHE HA JIEUEHHETO MOpPaJH HEXKENAHHU PEAKLIUH, KOATO € CPaBHUMA C \
nnauedo.




HEAAL wicneaBade

Heart Failure Endpoint Evaluation of Angiotensin 11 Antagonist Losartan (HEAAL) npoyuBate €
KOHTPOJIMPaHO KIHHHYHO NPOYYBaHE, NPOBEICHO B cBETOBEH MalLad ¢ 3 834 nauuesTH Ha Bb3pAcCT OT
18 no 98 roauun cue cbpaeuHa HegocTaTbHOCT (NY HA knac 11-1V), konTo ca HMann HEMOHOCHMOCT
kbM neveHue ¢ ACE-uuxuburop. [MaurentrTe ca O paHaoMu3MpaHy Aa 1oay4yapart JiocapTaH

50 mg BeaAHBK Ha AeH WiK JocapTtad 150 mg, Ha (poHA Ha TPAAHLIMOHHATA TEPANHA, C HIKIIOYEHHE Ha
ACE-unxuburopu.

[MauueHTHTE ca NpocieaAsBaHe B MPOAb/KEHHE Ha nosede oT 4 roauny (cpeaHo 4,7 roaHHy).
[ILpBHYHATA KpaiiHa TOYKA HA NPOYUYBAHETO € CbCTaBHA KpaHHA TOYKA 332 BCHYKH NMPHYHHH 32 CMBPT
WK XOCTIHTA/IM3ALHUA MO NIOBOA ChPACYHA HEAOCTATHUYHOCT.

PesynratnTe nokazear, 4e neueHueto ¢xC 150 mg nocaprau (828 ciyuas) B cparHeHue ¢ 50 mg
nocapraH (889 cnyuas) soau ao 10,1% noxwxeHue Ha pucka (p = 0,027 95%, nosepurenen HHTEpPBAN
0,82-0,99) npu naumeHTUTE, JOCTUIHAIM NbPBUYHATA CCTABHA KpaiHHa Touka. Tosa ce AWKH rMaBHO
HA HAMATABAHETO HA YECTOTAaTa Ha XOCTIMTAIM3ALMS NOPaJH ChpaeyHa HEAOCTATBYHOCT. JieueHuero
c¢be 150 mg nocapraH HaMansaBa pUcKa OT XOCIMHTAIH3aUHA NOPaAH ChPACUYHA HEAOCTATBYHOCT C
13,5% B cpaBHeHuHe ¢ 50 mg nocapraH (p = 0,025 95%, nosepurenen uurepsan 0,76-0,98). Hecrorara
Ha BCHYKH NMPUUHHH 32 CMBPT HE CE paliv4aBa IHAUUTENHO MEXYy TepaneBTHYHUTE rpyny. bubpeuno
YBpEXAaHe, XHIIOTOHHA W XHITEPKAIHEMHUS ca NO-4eCTH B rpynara ¢ 150 mg, B cpaBHeHue ¢ rpynara ¢
50 mg, HO Te3u HeXKENAHMU PEAKUHH HE Ca OBENY A0 3HAYUTEIHO NMOBEYE CY4aH Ha NPeyCTaHOBABaHE
Ha JieueHne B rpynara ¢ 150 mg.

[Mpoyusane ELITE 1 v ELITE 11

[Ipoyusanero ELITE, nposeneHo 3a nepron oT 48 ceaMUUM npH 722 NauMeHTH CbC ChPOCYHA
HeaoctaThryHOCT (NYHA knac II-1V), He ce Habntoaapa paznuka MeXXOy MAalHEHTH, JICKYBAHH C
JI0CapTaH, H JIEKYBaHHTE C KaNTONPWI MO OTHOLLICHHE HAa NbPBHYHATA KpaiHa TOYKa 3a NpOMAHaA B
AWIrocpoveH nnaH Ha OnOpeunara pynkuua. Habnoaenuero npu npoyusane ELITE 1, ye 8
CpaBHEHHWE C KATONPUN N0cCapTad HaManaBa CMbPTHHA PHCK, HE CE MOTBBPI)KAABAa OT CJISABALIOTO
npoyusase ELITE Il, koeTo e onucaHo no-aoiay.

[Ipu npoy4sanero ELITE 11 nocapran 50 mg eaus meT aAnesHo (HayanHa no3a 12,5 mg, noBHilLIECHA 10
25 mg u cnen Toea 1o S0 mg eauH MbT AHEBHO) C€ cpaBHABA € Karrrornpuwia 50 mg TpH ITbTH JHEBHO

(HauanHa no3a 12,5 mg, noBHueHa A0 25 mg W caea Tosa 240 50 mg TpH bTH AHEBHO). [TbpBHUHATA
KpaiiHa TOYKa Ha TOBA MPOCNEKTHBHO MPOYYBaHe € CBbp3aHaTa ¢ BCAKAKBA NMPUYHHA CMBPTHOCT.

[Ipu ToBa npoyuBaHe 3 152 naueHTH cue cbpacyHa HeaocTaThuHOCT (NYHA xnac II-IV) ce
MpOCIeAABaT NOUTH B FOAUHH (MeauaHa: 1,5 roaMHn), 3a aa ce onpeaeny nand nocapTaH
NPEBBL3X0KAA KAMTONPII NMPH NOHHXARAHE HA CBbLP3aHATa ¢ BCAKAKBA NPUYMHA CMBPTHOCT.
[TbpBHYHATA KpaiiHa TOYKA He MOKa3Ba CbUIECTBYBAHE HA CTATUCTHYECKH 3HAYHMA PAa3INKa MEXAY
N0CapTaH H KaMTOMPH 3a MOHH)XXABAHE HA CBBLP3aHaTa ¢ BCAKAKBA NPUYHHA CMBPTHOCT.

H npu aBeTe NpoyuBaHUA, MPH KOUTO KOHTPOJIUPAHETO MPH MALHEHTH CbC ChPAEYHA HEAOCTATHLYHOCT
M C aKTHBEH NpoaykT (He ¢ riauebdo), MOHOCUMOCTTA KbM JIOCAPTAH NPEBBL3XOKAA Ta3H KbM
KanTomnpui, 3MepeHa Ha £a3aTta Ha 3HAUYUTEIHO TTOHKEHA YECTOTA Ha MNPEKPATABAHE Ha JICUCHUETO
NMOPaAH HeXeNaHU peaklMH H 3HAYHTENHO MO-HUCKA YECTOTA HAa 110482 Ha Kalllfulia.

[TopuiueHa cMbpTHOCT ce Habmonaea npu ELITE 11 8 mankara noarpyna (22 % ot BcuukpAariE
ChC ChPACYHA HEAOCTATHYHOCT), ipUEMana B Ha4anoTo 6era-oOnokepw. "
et \
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(KnHHHYHO Npoy4YBaHe CBLP33HO ¢ pa3BUTHE HAa HedponaTua npy anader, NpoBeaeHO OT
MUHUCTEPCTRO 110 BLIIPOCHTE HA BETEPAHHUTE) — MPOyYBaT ynorpedara Ha komOuHauusaTa ot ACE
MHXHOHUTOP M aHrnoTeH3uH ll-peuentopen Hnokep.

ONTARGET e npoyuBaHe, NpoBeACHO NPH NMALMEHTH C aHAMHE3a 33 CbPACUHO-CHA0Ba HIIH
MO3BbYHOCBHA0BA OonecT, Wi 3axapeH auader THn 2, npuAPYXKEeHH ¢ NaHHH 3a YBPEKAAHE Ha
edexTopHH oprain. VA NEPHRON-D e npoyusase npu naiueHTu ¢b¢ 3axapeH aMaber tin 2 1
AHabeTHa HedponaTh.

Te3n npoyuraHHA He MOKa3BaT 3Ha4YuM BiaronpuaTeH ePekT BbpXy ObvOpeuHuTe u/unu crpacuHo-
CHAOBHUTE NOCAEANLHA H CMbPTHOCT, KATO ChLIEBPEMEHHO ca HadN1oaaBaHH MOBMILIEH PUCK OT
XHMNEPKalHeMHa, OCTPO YBpexIaHe Ha 6L0pentuTe /MM XHNOTOHUA B CPaBHEHHE C MOHOTEPalUATA.
KaTo ce UMar npeaBua cXO0AHUTE UM PapMaKOAUHAMHYHHU CBOHCTBA, TE3H PE3YATATH Ca NPHIOKHUMH
1 3a Apyr¥ ACE nnxubutopu u anrnorenaud ll-peuenropau 6nokepn.

ACE unxubutopu u anrnoteq3uH [I-peuentopuu 6aokepH cnegosarenHo He TpaOBa aa ce U3non3sar
€AHOBPEMEHHO MpH MaUKEHTH ¢ AuabeTHa HeponaTus.

ALTITUDE (KnuHuuHO npoy4eaHe NpoBEACHO C AMHCKHPEH NPH MAalLMEHTH ChC 3aXxapeH Anader THM
2 ¢ M3N0JN3BaHEe Ha ChPACHHO-CbAOBH U OBOpeuHy 3abonaBaHus KaTo KpaliHi TOUKK) € POYYBaHE,
npeaHa3sHAYeHOo Aa W3cieiBa NnoJsara oT J00aBAHETO Ha ATMCKUPEH KbM cTaHaapTHa Tepanus ¢ ACE
HHXUOUTOP WNK aHTrHOTEH3HH [l-peuenTopen Onokep npy nalteHTH Cbe 3axapeH AMabeT TN 2 H
XpOHHYHO 6B06peuHo 3abonaBaHe, cbpAeHHO-CBAOBO 3abonaBsate WM U asete. [IpoyusaHeTo €
peKpaTeHo NpexAeBPEMEHHO Nopaay NOBUILEH PUCK OT HeGnaronpusaTHU nocnenuun. Kakro
ChPACYHO-CBHAOBATA CMBPT, TAKA H HHCYJITHT Ca NO-4ECTH B [PYIATa Ha AJTUCKUPEH, OTKOJIKOTO B
rpyriata Ha ruianefo, a npeacTapisBalliTe HHTEpEC HeXKENaHU ChOUTHSA H CEPHO3HYU HEXENaHH
cuOHTHA (XHNepKanueMus, XUNOTOHUA U ObOpeyuHa auchyHKLHA) ce cHo0LaBaT NO-4ECTO B rpynara
HA aJIMCKHUPEH, OTKOJIKOTO B rpynaTa Ha mnauebo.

[leaHaTpyyHa NOMY.NALIHA

XHUNepTOHHA B NEAHATPHYHATA NOMyAaLuns
AHTHUXHNEPTEH3HUBHHUAT e(PEKT Ha TOCAPTaH € YCTAHOBEH B NpOy4BaHe, BKIOousaio 177

XMTICPTEH3UBHH MALMEHTH OT NeaHaTpyMiHaTa NnomyJjaums Ha Bs3pacT OT 6 A0 16 roauHH ¢ TeNEeCHO
Terno > 20 kg v ckopocT Ha rnomepynHa dunrpauus > 30 ml/min/1,73 m2. [TaumeHTHTe ¢ Terno

> 20 kg no <50 kg nosyuaear 2,5, 25 unu 50 mg nocapras AHEBHO, a nauMeHTUTE ¢ Terno > 50 kg
nosryyarar 5, 50 uamn 100 mg nocapran aHeBHO. B kpast Ha TpH ceAMHUYEH NEPHOD JOCAPTAH €OWH ITHT
NHEBHO MOHW)KaBa Hali-HHCKHTE CTOWHOCTH Ha KPBBHOTO HaNAraHe Mo 3aBHCHM OT A034Ta HAUYHH.

Kato 110 umMa 3aBHCMMOCT Ha OTroBopa OT Ao3aTta. Bpbakara 103a-0TroBop cTasa ocobeHO SBHA NMPH
CpaBHsBaHE Ha rpynaTra Ha HACKa J03a € Ta3d Ha cpeaHa ao3a (nepuoa 1:-6,2 mmHg cpeuwy —11,65
mmHg), HO oTcHabBa, KOraTo ce cpaBHABa CPEAHA 403a C Hail-BUcOKaTa Ao3a (nepuoa I: —11,65
mmHg cpewty —12,21 mmHg). Hadfi-uuckure npoyvern ao3u — 2,5 mg u 5 mg, CboTBETCTBALIH Ha
cpeaHa aHeBHa no3a 0,07 mg/ kg — HAMAT NOCTOAHHA AHTUXHIEPTEH3UBHA ePUKACHOCT.,

Te3u pesyntaru ce noTBbpXxaaBat npe3 neproa I Ha npoy4uBaHeTO, KOraTo NaLKeHTHTE ca
PaHJOMH3IMPaHH [a NPOIBJDKAT € IocapTaH Wi miauebo cies TpH ceAMHULIM TevyeHHe. Pasnukara B
NMOBHLIABAHETO Ha KPLBHOTO HANAraHE B CpaBHEHHE ¢ rnaLebo e Hali-roiisMa B rpynara Ha cpeaHa
no3a (6,70 mm Hg cpeana nosa cpeiy 5,38 mmHg Bucoka s103a). [losuinaBaHeTo Ha MEXAHHHUTE
CTOHHOCTH HA OHACTOIHOTO KPbBHO HAIATAHE € €AHAKBO MPH NaLHEeHTHTE Ha auebo 1 Te3d Ha
J0ocapTaH B Ha-HUCKaTa 1033 3a BCAKa rpyna, KOETO OTHORO Mpeanonara, 4e Hai-HucKara x03a BbB
BCAKA CPyNa He NPUTEKaBa 3HAYUM aHTHXMITEPTEH3UBEH €QeKT.

HbarocpouHure epekTH Ha JJOCAPTaH BLPXY pacTexa, mydeprera v oOLIOTO pa3BHTHE HE Cz
npeaMeT Ha oueHka. /IvnrocpouHara epUKacHOCT Ha AaHTUXHIIEPTEH3HBHOTO JICUEHHE 4
JETCKa Bb3pacT MO OTHOLIEHHE HA HAMAJIABAHETO HAa CbpJEHHOCHAOBATA 3abosieBae
CBHLIO He ca OUITH NpeaAMET Ha OLEHKA.

[Tpu xuneproumuHu (N = 60) u HopMOoTeH3HBHH (n = 246), Jeua, ¢ NPOTEHHYPU1, €
NOCApPTaH BbpXY NPOTEHHYPHUATA € OLCHEH NpH | 2-ceAMUYHO mnauebo 1 AKTUBHO K




(aMIOAMMHH) KIIHHU4YHO npoyuBaHe. [IpoTtedHypus ce aepuHUpa KaTo CboTHOLIEHHE oT > 0,3 Ha
OenTbkK B ypHHaTa / KpeaTHHHH. XHNEPTCH3UBHUTE NauHeHTH (Ha Bb3pacT OoT 6 10 18 roanun) ca
OWSiM paHaAOMM3HpaHH 1a noay4asaT wiM nocaprad (N = 30) nav amaoaunuu (N = 30).
HopmoTeH3uBHuTe nauueHTH (Ha Bb3pacT oT | 10 18 roanuur) ca 6unmn paHaoMusnpaHu Ja nory4asar
uiad nocapradH (N = 122) uau nnauedo (N = 124). Jlocapran e npunaras B ao3u ot 0,7 mg/kg no

1,4 mg/kg (no makcumanua no3a or 100 mg Ha aen). AMnoaunuH € Oun npuiarad B A03H OT

0,05 mg/kg no 0,2 mg/kg (10 MakcHMaTHA 1034 OT 5 Mg Ha AcH).

Karo usno, caen 12 ceAMHLH HA TeUEHHE NPH NALMEHTHTE, JIEKYBaHH € J10CapTaH, ce Habnoaaea
CTATUCTHYECKH 3HAUMMO HaMaJIEHHE Ha H3XOAHOTO HUBO HA NPOTEHHYpHATA ¢ 36% B cpaBHeHue ¢ | %
yBeJWUCHHE B rpynara Ha nnauebo / amnoaunu (ctp. 0,001). [lpr naunenrHre ¢ XHnepToHus,
MoJy4aBallH NOCapTaH ce HabnaaBa HAaMANCHHUE OT U3X0AHATA NPOTEHHYpus Ha - 41,5% (95% CI.: -
29,9, -51,1) B cpaBHenne ¢ 2,4% (95% CI: -22,2, 14.1) B rpynara Ha amaoaunuH. CnaasT U NP
ABETE, CUCTOIMYHO KPbBHO HAJIAraHE M AHACTOMMYHO KPBBHO HANATAHE € MO-TONAMO B Ipynara Ha
nocaprat -5.5/-3.8 mmHg, 8 cpaBHeHue ¢ rpynara Ha amnoaunud (-0.1 / +0.8 mm Hg). [1pu
HOpPMOTEH3HBHUTE Jiela ce Habmoaasa cnabo MOHWKEHHE HAa KPLBHOTO HAJIAraHe B rpynara ¢
nocapras (-3,7/-3,4 mm Hg), B cpaBHenue ¢ rauedo. Hama 3HaunMa B3aHMOBpPB3Ka MEXKIY
HaMansiBaHe Ha NPOTEeMHYPHATA H KPbBHOTO HandraHe odaue, € Bb3MOXKHO, MOHHKABAHETO HA
KPbLBHOTO HajiAraHe Ja € NpMYHHA, OTHACTH, 33 HaMaNABaHe Ha MPOTCHHYPHUATA NP rpynara,
NIEKYBaHa C N10CapTaH.

JBArocpoynuTe epeKTH Ha TOCAPTAH MPH JCLA C MPOTEHHYPHA €a U3CNEABAHH B pAMKHTE Ha 10 3
rOAHHY B OTBOPEHA YABDKEHA (pa3a OTHOCHO De30MacHOCTTa Ha CBIOTO NPOYYBaHe, B KOETO ca
MOKAHEHM J1a yHacTBAT BCHYKH NAIHEHTH, 3aBbPIIWIH 12-CeAMHUHOTO OCHOBHO MpoyusaHe. 0010
268 nalHeHTH ca BKMOYEHH B OTBOPEHATA yabkeHa ¢da3a v ca OUNH paHIOMH3HPAHH Ha J10capTaH
(N = 134) unu enananpun (N = 134), a 109 nanMeHTH ca HManu NpocaeaAsBaHe 2> 3 roANHH
(npeaBapMTENHO NOCOYEHA TOYKA Ha npekparagase o1 > 100 nauHeHTH, 3aBbpLUAIHA 3 roAMHH
NpocaeiaBaHe B yaAbJ/LKEHHS nepron). JJ030BHTE HHTEPBAJIM Ha JIOCAPTaH H €HANATIPHIL, IPUNaraHH
criopeA NnpeueHKaTa Ha Hicieaosarend, ca 0,30 mg/kg/nen no 4,42 mg/kg/nen v 0,02 mg/kg/nen no
1,13 mg/kg/nen, cboTBeTHO. MakcumanuuTe qHeBHH A03u ot 50 mg/kg/neH 3a <50 kg TenecHo Terno
1 100 mg > 50 kg 3a noBeueTo NaLMEHTH NO BPEME Ha YAb/DKEHATA (aza Ha [POYy4BAaHETO He ca
NPEBHLUCHM.,

B 06o0uienye, pe3ynTaTiTe OT YABIKEHOTO NPOYYBAHE OTHOCHO 0€30MacHOCTTa NOKA3BAT, Ye
jocapTaH ¢e noHaca nodpe ¥ BoAM A0 TpaHO HAMANIABaHE HA MPOTEHHYPHATA O€3 3HAYKTENHa
MpOMSHA B CKOPOCTTA Ha rnomepyiHa ¢gunrpauud (GFR) B npoasnxkeHne Ha 3 roauun. Ilpu
HOPMOTEH3UBHH NaureHTH (n = 205) eHananpui € UMan YHCAEHO NO-ToNaM €eKT B CPaBHEHHE C
JaocapTaH Bopxy npoterHypusta (-33,0% (95% Cl -47,2; -15,0) cpemry -16,6% (95% CI -34,9; 6,8)) u
pupXy gFR (9,4 (95% CI 0,4; 18,4) cpewny -4.0 (95% CI -13,1; 5,0) ml/min/1,73m?). [1pu nauueHTH C
XUnepTorHa (n = 49) nocapraH ¥Ma YMCIEHO No-ronsm edekT BupXy nporeuHypusta (-44,5% (95%
CI -64,8; -12,4) cpeury -39,5% (95% CI -62,5; -2,2)) u gFR (18,9 (95% Cl1 5,2; 32,5) cpewry -13,4
(95% CI -27,3; 0,6)) mI/min/1,73 m>.

[TIpoBeneHO € OTBOPEHO KIHHHUYHO NPOYUBaHE HA JO30BHA PeKHM, 3a J1a ce npoyyuH Oe30nacHoOCTTa U
e(MKaCHOCTTA Ha JIOCApTaH NPH NEANaTPAYHH NMALMEHTH Ha Bb3pacT OT 6 Mecewia 10 6 roAUHH ¢
xuneproHud. O0wwo 101 nauneHTH ca paHAOMHU3HPaHHU HA €AHA OT TPUTE PaVIMUHH HAYATHY J03H Ha
naocaptaH: Hucka no3a ot 0,1 mg/kg/aen (N = 33), cpeana zo3a or 0,3 mg/kg/aen (N =34 ) win
Brcoka g03a ot 0,7 mg/kg/nen (N = 34). Ot 1ax 27 ca 6ebeta, KOMTO ca AedHHUPAHH KaTO elia Ha
BB3pacT oT 6 Meceua ao 23 Mecena. H3cneasaHoTo NEKapcTBO € TUTPUPAHO A0 CNEeABALIOTO HUBO HA
0034 B CEAMKLUH 3, 6 U 9 3a MALIMEHTH, NPH KOUTO HE ¢a OUIIM NOCTUIHATH LIENEBUTY.L

KPbBHO HAIAraHe W Bce olle He ca OHunu Ha MakcumaniHaTa no3a (1,4 mg/kg/neH, /a ge

no3a ot 100 mg/aen) or nocapra-.

Ot 99 nauneHTH, NEKyBaHHW ¢ U3CJ1eABaHO JekapcTeo, 90 naunenTH (90,9%) ng
pa3LIHPEHOTO NPOYYBAHE ¢ MOCNEABALILH NOCELeHUA Ha BceKH 3 Mecela. Cpenik
NPOABLIAKHATENHOCT Ha TepanuaTa € 264 QHu.




B 0606uwenne, cpeAHOTO AOHWIKEHHE HA KPbBHOTO HANIAMAHE OT H3XOAHOTO HHBO € CXOHO 3a BCHYKH
rpynH Ha JieYeHHe (NpoMAHATa OT H3XOAHOTO HHBO Ha CHCTONIHO KPBBHO HandraHe Ao ceamuua 3 e
6una -7,3, -7,6 u -6,7 mmHg 3a rpynure ¢ HUCKH, CPEAHH U BUCOKH 103U, CbOTBETHO;, HAMAJICHUETO
Ha H3XOAHO HHBO HA AHACTOJIHOTO KPbBHO HangraHe ao ceamuua 3 e -8,2, -5,1 u -6,7 mmHg 3a
rpyrnure ¢ HUCKA, CPeAHA M BUCOKa 1034a; odade He € UMANO0 A03032BHCHM CTATUCTHYECKH 3HAYHUM
€(EKT 33 CUCTOJIHO KPbLBHO HaNlAraHe ¥ JAHACTOJIHO KPBBHO HalAraHe.

JlocapraH, B no3u a0 1.4 mg/kg, obHkHOBEHO ce noHacs Ao0pe NMpH AeLa ¢ XUNEPTOHHA Ha Bb3pacT OT
6 Mecena 0o 6 roguHH caen | 2-ceanmuuHo neuerure. OowmMAaT npodun Ha 6e30nacHOCT H3rIexaa
CPaBHUM MEXAY JIEKYBAHHTE IPYIIH.

5.2 PapmMakoKkHHeTHYHH CBOHcTBA

AbcopOuus

Cnea nepopanHo npuioKeHue nocapraH ce abcopbupa nobpe H npu merabonuzma npu nbPBO
npeMuHaBaHe GopmUpa akrMBeH KapOOKCHKHCEAHHEH MeTabONMUT K IPYrH HEAKTHBHU METabONMUTH,
CucTeMHaTa OMOHAMHYHOCT HA nocapTaH TabieTku € npHbausurendo 33 %. Cpeanure BbPXOBH
KOHLIEHTPAaLMH Ha JlocapTaH U HErOBHSA aKTHBEH METaDONUT Ce 20CTHraT CbOTBETHO 3a | yac u 3-4
yaca.

Pasripeaenenue
KakTo nocapraH, Taka ¥ HErOBUSIT aKkTUBEH MeTabonuT, ce cBLp3Bar B > 99 % ¢ nnazmeHure

NPOTEYHH, OCHOBHO anbymuH. O0eMbT HA pa3npeneneHne Ha nocapTal € 34 nuTpa.

buorpaHcdhopmauus

Oxono 14 % oT BEHO3HO K NEPOPATHO NPHWIOKEHATA 4032 JIOCAPTAH CE NIPEBPHLLIA B HEFOBHS aKTHBEH
mMeTabonuT. Crnea nepopanHo U BEHO3HO NMpUnoxkenue Ha oenszau ¢ 14C- nocapraH KanHit
LMPKYJIHpalUaTa IasMeHa akTHBHOCT OCHOBHO €€ AbJDKH Ha JIOCAPTaH M Ha HErOBHA aKTHBEH
MeTabonuT. MUHMMaNHO NpeBpbILAHE HA 10CAPTaH B HErOBHA aKTHBEH MeTabonuT ce Habnmonaea npu
OKOJ10 €HH NPOLIEHT OT Y4aCTBAJIMTE B NPOY4YBAHETO HHAUBHIH.

OcBeH akTUBHUA MeTaDONMT ce POpPMHPAT W HEAKTHBHH METADOITUTH.

EnuMuHHpaHe
[[1a3MeHUAT KIMPBHC HA fIOCAPTAaH U HA HETOBHUA aKTHBEH METaboIMT ¢a ChOTBETHO OKOJO

600 mlI/min 1 50 ml/min. bb6peuHUAT KNMpBHC HA NOCAPTAH M HA HEMOBMA AKTHBEH METaOONMT ca
CBHOTBETHO OKO10 74 m/min ¥ 26 ml/min. KoraTo nocapraH ce npunara nepopanHo, OKoJo

4 % OT n03ara Ce EeKCKPETHpa HENPOMEHEHA B YPUHATA, 4 OKOJIO 6 % OT 103aTa ce €eKCKpeTHpa B
YPHHATA KaTO akTHBEH MeTabonut. PapMakOKMHETHKATa Ha JI0CAPTaH W HETOBHTE META00/IHTH €
NUHEHHa ITpH NepopasiHK J03M 1ocapTaH kanuii 1o 200 mg.

Caen nepopanHo NpWIOKEHHE M1IA3MEHUTE KOHLICHTPALMKM Ha OCapTad v HA HETOBHA AKTHBEH
MEeT200IUT CnaZaT MOJHEKCITOHEHIHAMHO ¢ TEPMHHATHO BpEME Ha MOJYKHBOT CHOTBETHO 2 4Yaca H 6-
9 yaca. [1pn no3upade eauH MeT gHEBHO Cb¢ 100 mg HUTO NOCapTaH, HUTO HEFOBUAT AKTHUBEH
MeTabonuT, ce HaTPyNBaT 3Ha4MMO B UIa3MaTa.

3a ENMMHHUPAHETO HA N0CAPTAH U HErOBUTE METaOONUTH AONIPHHACAT KAKTO MJTbYHATA, TaKa H
ypuHHaTa exckpeuusa. Cren nepopajiHa 103a/BEHO3HO NpunoXkeHue Ha 6enssan ¢ 14C-nocapran npu
xopa okono 35 %/43 % oT paaMOaKTHBHOCTTA C€ OTKPHBA B YPHHATA, a 58 %/50 % — par

XapakTepUCTUKH NP pasTHYHH NALUEHTH
[Ipu naLKHeHTH B CTAPUECKA BBL3PACT [UIA3MEHHTE KOHUEHTPALMK HA TOCAPTAH &
MeTabDONUT HE Ce Pa3NIM4aBaT CHLIECTBEHO OT TE3H NPU NO-MIAAH MALIUEHTH C {



[Ipu XKeHH ¢ XHNEePTOHHSA, MNa3MEHATE HABA HA JIocapTaH ca 10 1Ba NbTH NO-BUCOKH B CPABHEHHE C
MBIKE C XHMEPTOHHA, A0KATO NJa3MEHHUTE HHBA HA AKTUBHHA METAOOUT NPU MBIKE W XKEHH HE
MOKAa3BaT HAKAKBU PA3NHKH.

[Ipy mauMEHTH ¢ JleKa 0 CPeAHO-TEXKKA ANKOXO0I-HHAYLMpaHa YepHOAPOoOHa LMpo3a, MUTA3MEHHTE
HMBA Ha JIOCAPTaH U HErOBUs aKTHBEH METa0ONUT ciel nepopaiHO NPHIOKEHHE ChC CbOTBETHO 5 H

1,7 IbTH 110-BUCOKH B CPABHEHHE C MJIAJIH MBXKe JOOPOBOILUM (BXK. TOUKH 4.2 n 4.4).

[1n1a3smeHUTE KOHLIEHTPaUHH Ha TOCapTaH He ce MPOMEHAT NPH NAUKEHTH C KPpeaTHHHHOB KJIHPBHC
Haa 10 ml/MuHyTa. B cpasHeHne ¢ nauueHTH ¢ HopManHa 6b0peuHa ¢pyHkuus AUC na nocapraH e
OKOJIO 2 MbTH NO-BUCOK TPH NMAHHEHTH HA XEMOIHAIN3A.

[Mna3meHuTe KOHLIEHTPALHH Ha aKTUBHHA META0OUT HE ce MPOMEHAT NPH NauueHTH ¢ 6Bdpeuto
yBpEKIAHE HJTH Ha XeMOaHANH3a.

Huto J1oCapTaH, HHTO AKTHBHHAT ME’I‘ﬂﬁﬂJ'IHT, Morar ja Obaar OTCTPpaHCHH C XEMOJHANTH34a.

DapMaKOKHHETHKA NPH NCAHATPHYHH NALHEHTH

(dDapMakOKHHETHKATA Ha JiocapTaH € Ouna npoyveHa npy 50 XUNepTeH3UBHH NAaUMEHTH OT
leJUaTpU4HaTa NOMnyJialKua Ha Bb3pacT ot > | meceu Ao < 16 roauHu, cnea NpWIOKEHHE €IHH BT
AHeBHO Ha npubausuTento 0,54 ao 0,77 mg/kg nocapran (cpeaHu A03H).

PesynTaTHTe NOKa3BaT, Y€ AKTUBHUAT MeTaboONHT ce opMupa OT N0CApPTaH NPH BCHYKH Bb3PacTOBH
rpynu. Pesyararure nokasear npuONH3IHTENHO ChiiHTE PapMAKOKHHETHYHHK NapaMeTpH Ha 10capTaH
cllell nepopalHO NMPHIOKEHHE NPH HOBOPOAEHH H KbpMayeTa, NPH A€La B NpeIyYHIIHLIHA Y
YUHJIMIIHA BB3PACT H NpH noapacTealy. GapMakOKHHETHYHHTE NapamMeTpH 3a MeTadboauTa ce
pa3NM4aBaT B roNaMa cTerneH NpH paliu4yHHTe BL3pacToBH rpynu. Koraro ce cpasHsagar neua B
npeAyYWIHLIHA Bb3PAcT, TE3H Pa3fIMK{ CTaBaT CTATUCTHYECKH 3HaUuMH. EdexTsT npu
HOBOPOAEHH/KbPMAU€eTa € CPABHUTEIIHO BUCOK.

5.3 IlpeaxTHHHYHH JAaHHH 3a Oe3omacHOCT

IlpeAKAHHHYHHTE JAHHH HE MOKA3BaT HAKAKLB crniciudHyeH pUCK 3a Xxopa Ha ba3ara Ha
KOHBEHLIHOHANIHH NPOY4YBaHKA 3a 0011 (papMaxKoNOrHUyeH, FTeHOTOKCHUYEH H KApLIMHOIEHEH MOTEHLHA.
[1pu npoyuBaKus 33 TOKCHHHOCT [IPH MHOTOKPATHO NO3HPaHE NpUNaraHeTo Ha JiocapTtaH HHOYHHpa
NOHHXKABAaHE HA CTOKHOCTUTE HA YEPBEHUTE KPHLBHM TeaLa (EPUTPOLIUTH, XEMOII00UH, XEMaTOKPHT),
NOBHIlIABAHE HA ypea-N B cepyMa U B OTAC/THU CJTYYau MOBHIICHHE HA CEPYMHHS KpPEaTHUHHH,
HaMaJIeHO TEMNIO Ha cbpueTo (6e3 XHCeToNMoruiHa Bpb3Ka) H CTOMALHO-YPEBHH NPOMEHH (J1IE€3HH Ha
NWraByHLIaTa, A3BH, €PO3HH, KPbBOU3NUBH). KakTo U Apyru BeLIECTBAa, KOUTO AMPEKTHO Bb3ACHCTBAT
BbPXY CHCTEMATA PEHUH-AHTHOTEH3UH, JIOCAPTaH AOKA3aHO HHAYLMPA HEXEaHH peakiiMH No
OTHOLIEHHE Ha KbCHOTO PA3BUTHE Ha IU10a, KOETO BOAH A0 CMBPT Ha IU104a ¥ MandopMaLIHH.

6. DAPMAIIEBTHYHH JAHHH

6.1 CoHebk HA NIOMOIMHATE BEIECTBA

Jlopucrta 25 mg, 50 mg, 100 mg

Aopo na mabaemrxama :

LIENAKTO3a (N1aKTO3a MOHOXMAPAT H LENTY103a HA Npax)
NPeXeAATUHAIHPAHO LAPECBHYHO HHLIIECTE

LAPEBHYHO HULLECTE

MHUKPOKPUCTATHA LIENYN03a

CHAULIKEB JHOKCU, KoMouaeH be3BoaeH

MarHe3ueB cTeapar




Jlopucrta 25 mg

Obsuska na mabiemxkama.
XMITPOMEN03a

TaNK

MPOMUIACHIIHKON

TuTaHOB AHOKcHA (E171)
XHHOJNHHOBO XbJITO {(E104)

Jlopucta 50 mg. 100 mg
Obsuexa Ha mabaremxama:

XHITpOMESIO3a

TaJK

NPONMHICHTUKON

TUTAHOB AHOKCHA (E171)

6.2 HechBMeCTHMOCTH

Henpunoxumo

6.3 Cpok na roasocr

S rogunn

ITonuemunenos (HDPE) xonmeitinep 3a mabaemxu ¢ nonunponwrenogo (PP) 3ameapaue ¢ renma:
Jlopucta 100 mg: Cnen mppBOTO OTBapsAHe HAa KOHTeHHepa, MPOAYKTLT TpAOBa na ce U3non3sa B
pamkiTe Ha A0 100 aHHM.

6.4 Coenuanss yc/10BHA HA ChXpaHeHHe

To3u nekapcTBeH NPOAYKT He H3UCKBA CNIELHAIIHH YCNOBHS HA ChbXPaHEHHE.

6.5 BHa B cLAbLPKAREE HA ONAKOBKATA

bauncrep (PYVC/PVDC 6ancrep o1 o a4HO0 G0N0, ¢ MEHHEBO 0180, RINOJIIBAHO 34

NOKPHBAHE; KYTHH)
Jlopucra 25 mg: 10, 14, 15, 20, 28, 30, 50, 56, 60, 84, 90, 98, 100, 112 ¢punmupann Tabnerku

Jlopucta 50 mg: 10, 14, 15, 20, 28, 30, 50, 56, 60, 84, 90, 98, 100, 112 punmupanu TabneTku
Jlopucra 100 mg: 7, 10, 14, 15, 20, 28, 30,50, 56, 60, 84, 90, 98, 100, 112 punmupaHu TabaeTku
Ioanernaenos (HDPE, 61.1) koHTeliHep 32 Tab/1eTKH ¢ NOJIHOPONUIEHOBA 3anymaaka. [Innkue
OT MOJIHETHJIEH ChC CYIIHTE/1 CHANKAarel.

Jlopucra 50 mg: 250 ¢punmMupanu TabneTk, B KAPTOHEHA KYTHA.

IMoanernnenoB (HDPE, 64.1) korTelnep 3a Tab1eTku ¢ noannponuiaeHoso (PP) saTrsapsne ¢
JIenTa.

Jlopucra 100 mg: 100 ¢punMupanu TabneTkH, B KAPTOHEHA KYTHA.

He BcHuKky BHIOBE ONAaKOBKY MOraT Aa OboaT myCHATH Ha nazapa.

6.6 Croenuanan npeAna3Hu MepKH NPH H3XBLDIHRE

Hama cneuvanHy U3UCKBAHHUA.

7. TIPHTEXATEJI HA PASPEHIEHHUETO 3A YIIOTPEDBA




KKRA., d.d., Novo mesto, Smarjeska cesta 6, 8501 Novo mesto, CioBeHus

8. HOMEP(A) HA PASPELLIEHUETO 3A YIIOTPEBA

Per.Ne 20090403 - 25 mg
Per.Ne 20020598 - 50 mg
Per.Ne 20090404 - 100 mg

9. JATA HA ITbPBO PASPEIIABAHE/ITOAHOBSIBAHE HA PABPEHIEHUETO 3A
YIIOTPEBA

Jlata Ha mbpBO pa3pewaBane: 09.09.2009
JlaTa Ha nocneaHo noaHossiBaHe: 29.08.2011

10. JIATA HA AKTYAJIUBUPAHE HA TEKCTA

24 Anpun 2026

IMoapo6Ha uHdopmaLMs 3a TO3M JIeKapcTBEH NMPOAYKT € NpeaocTaBeHa Ha yebcaitra Ha M3nbanurenya
Arenuus no Jlekapcreara (UAJI) http://www.bda.bg.




