KPATKA XAPAKTEPHUCTHKA HA ITPOAYKTA



. HUME HA JIEKAPCTBEHMS ITIPOAYKT Rescliveslabdii : :

JlopucTa 25 mg puamupanu tabnerku M P N @ 8 e
Jlopucta 50 mg puamupanu TabaerTku faaa— = ,/,.:; = (v, ?u‘y

Jlopucra 100 mg puamupanu Tabaerku .5 Y T & e e 2 [lﬁ 20?.5

Lorista 25 mg film-coated tablets
Lorista 50 mg film-coated tablets
Lorista 100 mg film-coated tablets

2. KAYECTBEH U KOJIHYMECTBEH CBCTAB

Besika punmupana tabnerka cbabpxka 25 mg, S0 mg uam 100 mg nocapran kaawmii (losartan
potassium), eKBUBaNeHTEH pecnekTBHO Ha | 1.4 mg, 22,9 mg, 45,8 mg u 91,5 mg nocapraH.

[IoMOLIHO BEUIECTBO ¢ U3BECTHO ACHCTBHE: JIAKTO3a MOHOXM/IPAT.
Jlopucra 25 mg: 27,3 mg B Tabaerka

Jlopucta 50 mg: 54,7 mg B Tabnerka

Jlopucta 100 mg: 109,3 mg B Tabnerka

3a MbJIHUA CMUCHK Ha MOMOILHHUTE BELIECTBA, BUKTE TOYKaA 6. 1

) JIEKAPCTBEHA ®OPMA
dunmupaHa Tadaerka

Jlopucra 25 mg: oBasIHK, U3MTbKHAIM, XKbJITH, (PUAMUPAHU TaONETKH, C IEJIUTE/IHA YEPTa OT eHATA
cTpaHa. TaOieTkure Morar a ce JesT Ha 1Be PaBHH [103H.

Jlopucta 50 mg: kpbrau, usnbkHaIu, 0enn puamupaHu TableTKH, C AeIMTEIHA YepTa, ChC CKOCEHH
Kpauiua. /lesdresnHara yepra He € npeaHa3Ha4yeHa 3a cyyrnBaHe Ha Tabierkara.

Jlopucra 100 mg: oBasiHH, M3NbKHAK, Oen puamupanu TabneTKH.

4. KJIMHHUYHHU JAHHHA
4.1 TepaneBTHYHH NOKA3AHHS

- JleyeHue Ha eceHLMaIHA XUIIEPTOHUA NMPHU Bb3PACTHH U MPH JeLa W FOHOLLM Ha Bb3pacT 6-18
FOIMHH.

- JleueHune Ha OLOpeuHO 3a00s19BaHEe NPHU Bb3PACTHHU NALMEHTH C XUIIEPTOHUS W 3axapeH auaber
TN 2 ¢ npotenHypus > 0,5 g/a1eH KaTo 4acT OT AaHTUXHMINEPTEH3IUBHO JIeueHHe (BXK. TOUKH 4.3,
4.4,4.5,u35.1).

- JleueHue Ha XpOHUYHA CbpAECYHA HEAOCTATHYHOCT (NPH Bb3PACTHU MALMEHTH ), KOraTo Je4YeHHe
C HHXHOUTOPH HA aHrHOTEH3UH-KOHBepTHpaLLUAT eH3uM (ACE) He ce cuMTa 3a noaxoasiuo
nopaau HeCbBMECTUMOCT, OCOOEHO KaULTMLIA WK NPOTUBOMOKa3aHHe. [laumeHTH cbe Chp/ieyHa
HE/I0CTaTBbYHOCT, KOUTO ca ctaduansupanu ¢ ACE nuxuburop, He TpsaOBa J1a npeMUHABAT KbM
nocapraH. [laumenture TpaOBa na umar neBokamepHa ¢Gpakius Ha ustinackBave < 40 % u
TpsAOBa 1a ObAAT KWIMHUYHO CTaOMIHU M J1a ca C YCTAHOBEH PEIKUM Ha JICYEHUE Ha X
Cbhbp€YHA HEAOCTATbUYHOCT.

- HamaneHue Ha pucka OT MHCYAT NPU Bb3PACTHH MALUEHTH C XHIIEPTOHHS C

4.2 Jlo3MpOBKA H HAYHH HA NPHJIOKEHHE

d



Ho3upoBka

XHNEePTOHUA

ObuyaiiHaTa HAYaTHA M NOAABPAKALWA 034 MPH MOBEYETO NnauneHTH € 50 mg eAnH NbT AHEBHO.
MakCUMATHHAT aHTHXHNEPTEH3INBEH €(EKT Ce MocTUra 3-6 ceaAMHULIM Cliel 3aNoYBaHe Ha JICUEHHETO.
[1py HIKOH NALMEHTH MOXKE 1a HMa JONMbAHKTEAHO BraronpuaTeH edekT OT NOBHILIABAHE HA A034Ta
no 100 mg eanH NbT AHEBHO (CYTPHH).

JlocapTaH MOXe Aa ce npunara ¢ Apyru aHTUXUNEPTEH3MBHH CpeCTBa, 0COOEHO ¢ AnypeTHUM (Hanp.
xuapoxnoptyasua) (Bxk. Toukn 4.3,4.4,4.5u 5.1).

[TaumenT ¢ xunepToHua K anabet Tun ll ¢ nporenHypusa > 0.5 g/ nex

Obuuaiinara Hayaina no3a € 50 mg BeaHbk aHesHo. Jfo3ata moxke aa Obae yBenwuena o 100 mg
BEIHBXK AHEBHO, B 3aBUCHMOCT OT MOBAXABAHETO HA KPBBHOTO HajAraHe ciel eauH Mecel OT
3anoYBaHe Ha TepanuaTa. Jlocapran Moxe Ja ce npuiara ¢ Apyryd aHTUXHIEPTEH3MBHH CPEACTBA
(Hanp. anypeTuUH, OIOKEPH Ha KalUuUeBHTe kaHanu, anda- uan Heta-0IoKEPH U LIEHTPATHO
JACHCTBALIH areHTH) (8. TOUkH 4.3, 4.4, 4.5, 1 5.1), KAKTO ¥ C HHCYJIMH U APYTH YECTO U3MON3BAHH
XHUIMOrJHKEMHYHH cpeacTBa (Harp. cyndaHunypeiHi Npou3BOIHH, MTUTA30HH W TNHKO3H1a3HH
HHXUOUTOPH).

CbpaeyHa HeJOCTaTBbYHOCT

ObuuaiiHaTa HaqanHa 403a NOCapTaH, MPH NALUEHTH CbC ChpASUHA HEAOCTATLYHOCT, € 12,5 mg
BEAHBXK AHEeBHO. J/lo3aTa no npuHUMN TpsaOBa na ce TUTpUpa Npe3 HHTEPBAIH OT €AHa CeaAMHLA (T.¢.
12,5 mg aHeBHO, 25 mg aHeBHO, 50 mg aHeeHo, 100 mg aHeBHO, N0 MakcuMaliHa Ao3a ot 150 mg
BEIHBX JHEBHO), CMIOPELN MOHOCHMOCTTa Ha NALMEHTA.

HamangasaHe Ha pUCKA OT MHCYJIT NPH XUNEPTEH3UBHU NALMEHTH C JIEBOKAMEPHA XHUNIEPTPOd U,
aokymentupana ¢ EKI

OO6wuakHara HauanHa 103a Ha nocapTtaH ¢ 50 mg BeaHbk AHeBHO. TpaGea Aa ce nobasa Hucka A03a
XHAPOXJIOPTHA3ZHA ¥ / MITH A03aTa Ha JlocapTaH Tpabaa na ce yeeanun a0 100 mg BeaHbK JHEBHO
cnopea NOBJUABAHETO Ha KPLBHOTO HANATAHE.

Creyuainu nonyiauuu

Ynorpeba Npy NauuMeHTH ¢ HaMaleH BLTPEChAOB 0bem:

[Ipu naumneHTH C HaManeH BBLTPECHAOB 0beM (Hanp. Te3u, JIEKYBAaHH C IHYPETHLH BbB BUCOKH JO3H),
TpAOBa Aa ce 3anoyBa NeveHWe ¢ HavallHa 1033 OT 25 mg BeAHBbX AHEeBHO (BX. Touka 4.4).

Ynorpeba npy nauneHTHU ¢ ObOpeUHO YBpekKIaHE W NALMEHTH HA XEMOAHAIN3A:
He e HeobxoanuMa KOpeKLMA Ha HaYafHaTa 1033 NpH NauueHTH ¢ HLOPEeYHo yBpekKaaHe U NMpH
MaLMEHTH HA XEMOAHATH3A.

Ynorpeba npu NauMeHTH ¢ YepHOAPOOHO YBpEXKAAHE:
[Ipy nauMeHTH ¢ aHaMHe3a 3a YepHOAPOOHO yBpekaaHe TpabBa Ja ¢e U3MoN3Ba No-HUCKA Ao3a. Hama

TEPANEBTHYEH OTNIMT NPH NAUMEHTH C TEXKO YepHOoApoOHO yepexaaHe. [lopaauw Toea nocapraH e
POTHBOMNOKA3aH NPH MALHEHTH C TEXKKO YepHOAPOOHO yBpexaaHe (BxK. TOUKH 4.3 1 4.4).

ﬂegna rpHydHa nonyiauuri

6 mecella - noa 6 roAUHM

33 JO3UpaHE,

6 rogunu 10 18 roauxu
3a NaLMEHTH, KOUTO Ca B CbCTOSHKE Aa npuemar TabneTku, NpenopbuHTeHATa 103k
NbLT AHEBHO NMpH nauueHTH > 20 ao < 50 kg. INo uzkmouenne no3ata Moxe z1a 6bae




MakcHMyM 50 mg eanH mwT aHesHo. [ozara caeasa aa 0bae KopvrupaHa cnopea NOBAUABAHETO Ha
KPbBHOTO HansAraHe.

[lpv naunentH > 50 kg, obuuaiHaTa 103a e 50 mg eauH nbT AHeBHO. [1o U3KIOUEHHe n03aTa MoXe
na 6vae kopurupana ao MakcumyM 100 mg eavH neT aHeBHO. [Jo3u Haa 1,4 mg/kg (uau Haa 100 mg)
AHEBHO HE Ca MPOY4BaHH MPH NeAUATPUHHUA NALUWEHTH.

JlocapTaH He ce npenopbuBa 3a NPUACKEHHE NpH Aela HA Bb3PAcT Noa 6 roAHHM, Thit KaTO JaHHHUTE
32 T€3W MPYNH MaLUMEHTH Ca OrPaHHYEHH.

He ce npenopbyea npy aeua ¢bC CKOPOCT HA riioMepysiHa dunTtpauus < 30 ml/min /1,73 m2, it kato
HAMAa HATMYHH JaHHH (BXK. CbLIO TOHKA 4.4).

JlocapraH He ce npenopbyBa CbLLO U NPH AcUA ¢ YepHOAPOOHO yBpekaaHe (BXK. CbLIO To4ka 4.4).

M3noa3BaHe [IPpH NAUHEHTH B HANPENHATA BL3pacT

Bunpeku, ue Tpsabea na ce obMHCAH 3aM0UBaHE HA IEUYEHHUETO € 25 Mg nNpy NaUHEHTH Haa 75-
roaMLLIHa Bb3pacT, OOMKHOBEHO He Ce Hanara KOpeKUMa Ha 403aTa NPH NaLUMEHTH B HanNpeHana
Bb3pacT

MeToa Ha NMPUIOKEHHE
Tabnaerkute nocapran Tpabea na ce npUeMar ¢ 4aia Boaa.

JlocapraH TabneTku MOXe 1a ce npuaara ¢bC WK Oe3 xpaHa.
4.3 IIpoTrHBONOKA3AHHA

- CBpbXUYBCTBHTENHOCT KbM aKTHBHOTO BELLECTBO MJIM KbM HAKOE OT MOMOLLHHUTE BELIECTBA,
n3bpoenu B Touka 4.4 u 6.1.

- 2-pH 1 3-TH TpHUMECTDBP Ha OpeMerHoCT (BXK. Touka 4.4 H 4.6).

- Texko uepHoapobHO yBpexkaaHe.

- EnHospemeHHata ynorpeda Ha JIopHcTa ¢ anuCKUpeH-ChAbpKaLM MPOAYKTH €
NPOTHBOIOKA3aHa MIPH NAUMEHTH CbC 3axapeH Auaber unu 6B0peuHo yspexnade (GFR <
60 ml/min/1,73 m2) (Bx. Touku 4.5 1 5.1).

4.4 Chneunansd npexynpexicHHs H MpeiRazHH MEpPKH NpH ynorpeba

HHurtepdepenHunu npu CEPONIOrHuHE W3CAEABAHUS

CBpPbLX4YYBCTBHTEIHOCT

Ancuoedem. ITaunenTH ¢ aHaMHe3a 3a aHrMoeaeM (NOAyBaHE HA IMLETO, YCTHHTE, MbpJIOTO W/HAH
e3uKa) Tpabpra na 6bAaT HenpekbeHATO HabAOAaBaHU (BXK. Touka 4.8).

XHUNOTOHWUA U BOAHO-CNEKTPONUTEH AUcOanaHC
CuMnTOMaTHYHA XHNOTOHHA, 0COGEHO cea MbpBaTa 403a W Clel NOBHLIABAHE HA 103aTa, MOXE /A ce

MOSBY NPH NALIMEHTH CbC 3aryba Ha 00eM U/MNKW HATPUIH NPH HHTEH3MBHO WY PETUYHO JICUEHHE,
OrpaHHUUEHUs HA NIPUEMA HA COJI C XpaHarTa, AHapuys WM noBpbLiaHe. Te3n cheToAHKA cieBa Jaa
6bAAT KOPUrMpaHHW NpeaH NPUIOKEHUETO Ha NOCAPTaH MK [a Ce M3NOA3BA MNO-HHCKA HAYalHa [034
(Bx. Touka 4.2). Toma ce oTHacsa u 3a aeua oT 6 o 18 roauiuHa BbL3pacT.

Enexrponuten aucbanauc
EnexrponutuuTe ancbanaHcy ca 4eCcTH NpH NautueHTH ¢ OLOpeyHo yBpeKaaHe, ¢ Hau Ge ﬁmﬂ?ﬁﬂ
k

TpabBa 12 ObAAT KOPHIrMpaHH. B KAMHUYHO MPOyYBAHE C NAaUMEHTH ¢ AHabeT THN 2 c/haPpernaTns 6"@
YECTOTATa Ha XUNEPKATHEMHUATA € NO-BHCOKA B pyNnaTa, JIEKyBaHa C JOCapTaH, B ? qﬂ_ﬁq ) ",, | -g_..\\
rpynara Ha naauedo (Bx. Touka 4.8). [lopanu ToBa CTORHOCTUTE HA IUIA3MEHUTE KL sl Ba

KaJIHi ¥ KPEATUHHHOBHAT KIMPBHC TpabBa aa Obaat HenpexbcHATO HabMIOJaBaH! gl ‘ j!
NauMeHTH CBhC ChPASHHA HEAOCTATBYHOCT U KPEaTUHHHOB KnupbHE 30-50 ml/min.




EAHOBPEMEHHOTO NPUIOKEHHUE Ha KATHH-CbXPaHABALLM IUYPETULIM, XPAHHTENIHH A00aBKH C KalHi,
KaTMA-CbABPAKALLH 3aMECTUTE/H HA CONTA WM APYTH JIEKAPCTBA, KOMTO MOraT J1a MNOBULLAT CEPYMHHUSA
Kanui (Hanp. NPOAYKTH, CbbPXKalLUH TPHMETONPHUM) 3a€4HO C 10CApTaH HE C€ NPENnopPbUBaA {BK.
Touka 4.5).

HHTecTHHAaNEH aHruoeaem

3a MHTECTHHANEH aHTHOEAEM Ce CbOOLLABA NPY MALMUEHTH, IEKYBAHH ¢ aHIrHoTeH3HH [ peuentopuu
aHTarOHHCTH, BILTIOYUTETHO nocapTaH (Bx. Touka 4.8). Tezu nauMeHTH umaTt kopemHa Hounka, raaeHe,
NOBpbLLAHE W Anapus. CHMNITOMKTE OTLLYMABAT CNEA NPEYCTAHOBABAHE Ha aHTHOTeH3HH ]
peLuenTOPHHTE aHTAarOHUCTH. AKO €€ AMarHOCTHLIMPA HHTECTHHANIEH aHTHOEAEM, JIEUEHHETO C
nocaptaH TpsOBa 13 ce npeycTaHOBH M J1a Ce 3aMoYHE NOAX0AL0 HabnoaeHHe 1O MBJIHOTO
OTWYMSABAHE HA CUMITTOMMUTE.

YBpexaaHe Ha YepHoapoOHaTa dhyHKLUS

Cnopea papMaKOKHHETHUHUTE JAHHH, KOUTO NMOKA3BAT 3HAYMUMO NTOBHLIEHHE HA MNJ1A3MEHHTE
KOHLEHTPALWH Ha JIOCAPTaH NPH NaLMEHTH C HUPO3a, NPH NAUMEHTH C AaHAMHE?3a 3a YepHOAPOOHO
YBpEXAAHE CNEBa Ja CE NPELEHH MPUIAraHeTo Ha Mo-HUCKa Ao3a. Hama onuT ot neueHue ¢
NocapTaH npy NaLUMEHTH ¢ TeXKo yepHoapobHo yBpexxaaHe. [lopaau Tosa nocapran He Tpadsa pa ce
MpUIara Npy NauHEeHTH ¢ TEXKO YepHOoApOoOHO yBpexaaHe (Bk. Touku 4.2, 4.3 n 5.2),

JlocapraHd He ce npenopbuBa NpH Jeua ¢ yepHoapobHo yBpexcaaHe (Bx. Touka 4.2).

YepexaaHe Ha ObOpeLuTe

Mma cpobuenns 3a npomenn B Ob0peunHaTa QyHKUMA B pe3ysiTaT OT NOTHCKAaHE HA CHCTEMATa PEHUH-
AHMHOTEH3IUH , BIVHOUHTENHO 61bOpeuHa HegocTaTbuHOCT (0c06eHO Npu nauneHT!, yuaTo 66peuHa
(PYHKLUHA 32BUCH OT CUCTEMATA PEHHH-aHTMOTEH3HH-ANA0CTEPOH KAKBHTO Ca T€3U C TEXKA ChpAEUHa
HeAOCTATbYHOCT HITH Npeaxoxaama 6u0peyna aucyHkuna). Kakro v npu apyrd MEAKWUHHCKH
NpOAYKTH, KOMTO 3aCAraT CUCTEMATa PEHHH-AHTHOTEH3HH-AJIA0CTEPOH, NPY NALUHEHTH ¢ ABYCTPaHHA
CTeHO2a Ha ObOpeuHaTa apTepHa MM CTEHO3a HA apTEPUATA KbM eAuHCTBEH O1LOpek ce ¢chobLuasa 3a
NOBHLLIESHHE HAa KPbBHATA YPEA H CepYMHHA KpeaTHHHH; T€3H NpoMeHH B 6b0peuHaTa dyHkuMa Morat
na 6vaar oGpaTHMU NpU NpekpaTaABaHe Ha neveHueTo. JlocapraH cienBa Aa ce M3NOo/3Ba ¢ NOBUILIEHO
BHUMaHHE NPH NaLBHEHTH C ABYCTPAHHA CTeHO3a Ha OLOpevHaTa apTepHa WIH CTEHO3a Ha apTepusaTa
Ha edWHCTBEH ObOpEK.

H3noazeane npu neduampuunu nayuenmu ¢ yspeoeHsu ovopeyu
JlocapTaH He ce mpenopbYBa NP AeLid ChC CKOPOCT HA riomMepy/iHa puntpaums < 30 ml/min /1,73 m?,
TbH KATO HAMA HANTHUHU AaHHU (BXK. TOuka 4.2).

bubpeunara pyHkuua cnenpa na ce Habntonasa peIOBHO NpH JIEYEHUE C NOCAPTaH, Thbid KATO MOXKe 12
HACTLNH BNOWIaBaHe. TOBa € OTHACH OCOOCHO MpH MpHIaraHe Ha JI0CapTaH Npu ApYrH ChCTOAHHUS
(nosuLIeHa TeMNepaTypa, AexuapaTauus), KOuTo 6Uxa MOrIM aa yBpeaaT ObOpeuHara QyHKUHA.

HMma naHHM, 4€ €AHOBPEMEHHOTO NPpUAOKeEHHE Ha ocapTad U ACE-uHxubutopun yepexaa
6v6peunara QpyHkums. [lopaau ToBa €AHOBPEMEHHOTO NPHIOKEHHE HE CE MPENOpbUBa (BHXK TOUKA
4.3).

bb6peuHa TpaHcMIaHTALUS
HaMa onuT NpH naudeHTH ¢ HeoTaaBHauHa 6bOpeyHa TpaHCITaHTaLKA.

[TbpBRHYEH XUNEPATAOCTEPOHHI DM
[TaMeHTH C NBbPBHYEH XUNEPANAOCTEPOHUIBM OOMKHOBEHO HE OTIOBAPAT Ha AHTMXUNEPTECH3IWBHH
JIEKAPCTBEHH NPOAYKTH, ACHCTBALIUH Ype3 NOTHCKAHE HA CUCTEMAaTa peHUH-aHruoTeH3uy, [lopanu

TOBA U3M0A3BAHETO Ha TabNeTKH JIOCAPTAH HE Ce NMpEenopbYBa. ‘

KoponapHo cbpaeuHo 3abongsane u uepebporackynapHa osiect




KakTo npu BcekH aHTMXMNEPTEHIUBEH NPOAYKT, IPEKOMEPHOTO NMOHWXKEHHUE Ha KPBHBHOTO HansraHe
MPpH NAUHEHTH C HCXEMUUYHA CHPAEHHO-CHAOBA DONECT M MO3IBUHOCHA0BA DONECT MOMKE Aa NPHUYUHH
HH(pAPKT HA MHOKAPAA UK UHCYAT.

CobpaeyHa HEAOCTATbYHOCT

[Ip1 naunMeHTH cbC ChbPACHHA HEAOCTATBLYHOCT, C UK Oe3 OLOpeuHOo yBpeKaaHe, ChILECTBYBA, KAKTO
U NPy APYTH N€KAPCTBEHHU NPOAYKTH, ACHCTBALUM HA CHCTEMATA PEHUH-AHTHOTEH3HH, PUCK OT TEXKa
apTepraiHa XMNOTOHHUA M (UecTo 0cTpo) OLOpedHO yBpexkaaHe.

Hsama aoctaTbyHO TepanesTHUYEH OMHT C 1I0CAPTAH NPH NAUUEHTH ChC ChPAEYHA HEAOCTATbYHOCT U
CBNPOBOXJALIO TEXKKO OBOpEeYHO yBpexKaaHE, NPH NAUMEHTH C TEXKKA CbpAeYHa HEAOCTATbUYHOCT
(knac IV no NYHA), kakTo M npy NaUMEHTH CbC ChpAEYHA HEAOCTATHYHOCT M CUMNTOMATUYHH
KMBOTO3acTpallaBatln cbpaedHd apuTMinn. flopaau ToBa nocapraH Tpabsa na ce H3non3ea
BHUMATEIHO FIPH Te3H rpyny nauueHTH. KomOMHauuaTa ot nocapran u 6eta-61okep 64 cneapano aa
C€ H3MON3Ba BHUMATENHO (BXK. TOuka J.1).

CTeHO3a Ha A0PTHA W MUTpPaJHa Kiana, 00CTpYKTHBHA XUNepTpodHUHA KapAHOMHONATUS
KakTo v npu apyru BazoaunataTopu, Npenopbuyba ce cneurajiHo BHHMaHHE NPH MaLMEHTH CTPaaLly
OT aOpPTHAa WIH MHUTPaiHa CTEHO3a WiIH OOCTPYKTHEHA XHNEPTPOHYHA KAPAHOMHONATHA.

[lomMolHK BeLecTBa

JlopucTa cvabpxa NakTo3a MoHoXHApaT. [launedTHTe ¢ peaky HacieacTBeHH NpobaeMH Ha
rajlakTo3Ha HeMOHOCHMOCT, O0LL TAKTa3eH AePULINAT WY FNIOKO30-TanakTo3HA HENMOHOCUMOCT HE
TpadBa Aa MPHEMAT TOBA JIEKAPCTBO.

bpemMeHHOCT
Jleuenue ¢ nocapran He TpaOBa aa ce 3ano4sa no BpeMe Ha 6pemeHHOCT. OCBEH B Cy4anTe, KOraTo

HETIPEKBLCHATO JIEYEHHE C NOCAPTAH CE€ CUKTA 3a KpaHHO HEODX0AUMO, NNIaHKpaWH OpeMEHHOCT
naureHTKH TpAGBa Na NPeMHHAT Ha aNTePHATHBHO AHTHXMUITEPTEH3UBHO JIEYEHHUE, ¢ YCTAHOBEH
npodun Ha He30nacHOCT 3a U3noN3BaHe nNpu OpemedHocT. KoraTo ce aMarHocTHLMpa OpeMeHHOCT,
NIEYEHHETO € NnocapTaH TpaOBa fa 6bAe NpeyCTaHOBEHO HEe3a0AaBHO U, AKO € YMECTHO, /13 C€ 3aNno4He
aJITEPHATHBHO JieueHHe (BXK. TOukH 4.3 1 4.6).

[ N n E€HHA ¥ IPEANA3HU MEDKH
Kakto ce HabmonaBa npyM HHXMOMTOPHUTE HAa AHTHOTEH3HH-KOHBEPTHPALLIHA €H3HM, JIOCAPTaH H
OCTAHATMTE AHMMOTEH3UHOBH AHTAMOHUCTH Ca BHAMMO NMo-c1abo ePukacHH 3a NOHWXKABaHE Ha
KPBBHOTO HAJIAraHE NpH YEpHaTa paca B CPABHEHUE C OCTAHAIMTE PacH, Hail-BepoATHO Nopaaun No-
rOJIAMOTO Pa3NpOCTPAHEHHE HA ChCTOAHHA ¢ HUCHK PEHUH B NOMYNALMATA XUNEPTOHULIM OT HepHaTa
paca.

JBoiino 6nokvMpaHe Ha peHWH-aHCHOTEH3UH-anJocTepoHoBaTa cucTtema (PAAC)

Mma nanuu, ve eaHospemerHara ynotpeda Ha ACE unxuburopu, anruorensun ll-peuentophu
Onokepy WU ATUCKHUPEH NOBHLLIABA PUCKA OT XUMOTOHMA, XUIIEPKATHEMHA H HAMAa/IABaHE Ha
ObOpeunara pyHKUHs (BKIIOUMTENHO ocTpa 6h0peuHa HeaocTaTbuHOCT). [Topaam ToBa He ce
npenopbyBa ABOMHO OiiokupaHe Ha PAAC upes komOuHnpaHarta ynorpeba Ha ACE nHxubutopu,
aHruoTeHs3uH lI-peuenToprn Baokepn unu anuckupex (BXx. Touku 4.5 4 5.1).

AKO ce npeueHH, ue Tepanuara ¢ ABOHHO bnokupaHe e abcomoTHO HeobXxoaMMa, Toea TpsabBa Ja
cTaea caMo noj HabnrAEHUETO Ha CNEUMATUCT U NPH 4ECTO BHHUMATEIHO MOHWTOPHpaHe Ha
OB0OpeUHaTa PYHKUMA, ENEKTPONUTHTE U KPBBHOTO HAJIATAHE.

ACE vnxuburopu v anruoteH3uH ll-peuentopiu 6nokepu He TpabBa na ce U3MON3BAT €AHOBPEMEHHO
Mpy NauMeHTH ¢ quabeTHa HegponaTus.

4.5 B3aumoaelcTBHE C APYTH JEKAPCTBEHH NPOAYKTH H ApYrH popMH HA B

Jpyru aHTUXHMNEPTEH3IUBHHM CPEACTBA MOraT Aa MOBHUIAT XKITOTEH3UBHOTO A€
EoHospemenara ynortpeba ¢ Apyry BeleCTBa, KOUTO MOraT Ja MpeAU3BUKAT X



HEXenaHa peakuns (KaTo TPUUMKIMYHH aHTHAENPECAHTH, aHTHICHXOTHUH, DaknodeH U aMUGOCTHH)
MOTaT Ja MOBMLIAT PHCKa OT XUMOTOHHA.

JlocaptaH ce meTabonninpa npeanmHo ot uutoxpom P450 (CYP) 2C9 ao akTuBes kapbokcu-
KUCEHHEH MeTaboauT. B KIHHUYHO H3NUTBAHE € YCTAHOBEHO, ve dhykoHa3on (WHXHOMTOp Ha
CYP2C9) namanaea ekcno3nuusaTa Ha akTUBHHA MeTabonut ¢ npubansurenHo 50%. YcranoseHo ¢,
Ye €AHOBPEMEHHOTO JEHYEHHE C JIOCAPTaH U pHPAMNULUKH (MHAYKTOP HA €H3HUMH Ha MeTabonn3mMa)
naBa 40% NoOHUMKEHHE HA NNA3MEHATA KOHUEHTPALMA Ha aKTUBHUA MeTabonuT. KiHHUYHOTO
3HAYEHHE Ha TO3H €EeKT HE € U3BeCTHO. He ce ycTaHoBABA pa3inka B €eKTa NpH €AHOBPEMEHHO
neverue ¢ ¢paysacrarun (cnad nuxudburop Ha CYP2C9).

Kakto npH Apyry nekapcTBEHH NPOAYKTH , KOMTO On10kupat aHruotensuH Il unu Herosute edexTy,
CBNPOBOKIAWIOTO NPHNOKEHHE HA APYIH JICKAPCTBEHH NPOAYKTH, KOUTO 3aQbpKAT Kanui (HanpumMep
KaIHH-CbXpaHABALLUN AHYPETHLH: AaMUNOPHA, TPHAMTEPEH, CMUPOHONAKTOH) HIIH MOTaT a NOBHLUAT
HWBaTa Ha Kanui (Hamnp. XernapvH, NPOAYKTH, CbAbPKALIH TPUMETONPHM), XPAHHTENHHK 10DABKH C
KATHH HIH KATHH-ChABPKALLM 3aMECTHTEM HA CONTA, MOXKE Ja AOBEAE 10 NOBHLUABAHE HA CePYMHMS
Kanui. EAHOBpEMEHHO NeueHHe He Ce NpenopLYBa.

Hma cpobuucHrA 3a 0OpaTHMO NOBHLIEHHE HA CEPYMHUTE KOHLEHTPAUHUM HA TUTHH H TOKCHYHOCT NpPH
€AHOBPEMEHHO NpHUNoKeHHe Ha MUTHIH U ACE unxuburopu. CHobiasa ce M 3a MHOTO PEAKU CAYHaH ¢
aHrnotensud Il peuenTopHu aHTArOHMCTH. EAHOBPEMEHHOTO NPUNIOKEHUE HA JIMTHI K nocapTaH O6u
CIeABANO Aa CE NpeaAnpUeMa BHUMATENHO. AKO Ta3W KOMOHHaAUHA € kpaHHO HeobxoauMa, npy
€HOBPEMEHHO NPWIOKEHHE C€ NpenopbyBa HabN1OAEHHE HA CEPYMHHTE HHUBA Ha JIMTHH.

KoraTto anrnotensuH 1l antaronuct ce npunara eaHoppemeHHo ¢ HCTIBC (t.e. cenextusuu COX-2
UHXHOHTOPH, ALETUICANHLIMIOBA KHCETHHA B NPOTHBOBL3NAJIUTENHH 1034 H HecenekTHBHU HCTIBC),
MOJXKE [a C€ HacThNM oTcNabBaHe HAa aHTHXUNEPTEH3UBHHUA €deKkT. EAHOBPEMEHHOTO NPUNOXKEHHE HA
aHrnoTeHsuH Il antaronucTd wnu anyperuun 1 HCIIBC moxe na noBeae a0 NOBULIEH PUCK OT
BIOLIABaHE Ha ObOpeuHaTa PpyHKUMSA, BKIIOUHTENHO Bb3MOXKHOCT OT ocTpa 6b0peuHa
HEAOCTATLHYHOCT, W MOBHLIABAHE HA CEPYMHHA Kanuii, 0COOEHO Npy NaLUWEHTH ¢ HE3aJOBO/IHTE/IHA
npeau Tosa 6vOpeuna bpyukuna. KomGuHaunaTa cneasa aa ce npuaara BHUMAaTenHo, 0cobeHo B
cTapuecka Bb3pacT. IlaukeHTyre cneapa na 6baaT agekBaTHO XHApaTHpaHH U Tpabea na ce obcbau
HabmoaeHue Ha ObOpeuHara PyHKUUA ciea 3anouBaHe Ha eJHOBPEMEHHO JIeYeHHE, KaKTo H
NEpHOAUMHO CliEl TOBA.

JlaHHH OT KIIMHUYHU NPOYYBAHUA MOKA3BAT, Y€ ABOWHOTO O/IOKMpaHe HA peHUH aHMTMOTEH3HH
anaocrepoHosata cucrema (PAAC) ypes komObuHupaHaTta ynotpeba na ACE unxuburopn,
aHruoTeH3uH Il-peuentopHu 610Kepy UK ATUCKUPEH CE CBBP3BA C MO-BHCOKA YECTOTA HA HEXENAHU
cbOMTHA, KATO HANMPUMED XHIMOTOHHSA, XUNEPKAIMEMHA U HaMansBaHe Ha ObOpeuHara QyHkuus
(BKIIOUHTENHO ocTpa ObLOpeyHa HeA0CTATHEHHOCT), B CpaBHeHHUe ¢ ynorpedara camo Ha eIHO
cpeacTso, Acicreawo Bbpxy PAAC (Bx. Toukn 4.3,44 u 5.1).

COKbBT OT rpeHn@pyT ChbAbPKA KOMIIOHEHTH, KOUTO HHXUOHpAT eH3uMHuTe CYP450 v MoraT na
MOHHWXAT KOHLEHTPAUHATA Ha aKTUBHUA METAOO/IMT Ha JlocapTaH, KOETO MOXKE Aa Hamanu
TepaneBTUYHHA MY edekT. KoHcymauuaTa Ha cok oT rpeitndpyT Tpabea aa ce n3barsa no speMe Ha
neyeHue ¢ TabieTKH JlocapraH.

4.6 DepraanTeT, GpEeMEHROCT H KbPMEHE

bpemeHHoOCT

M3non3saHeTo Ha nocapTaH He ce NpenopbLYBa Npe3 MbPBUA TPUMECTLP Ha Ope
4.4). M3non3BaHETO Ha J0CapTad € NPOTHBOMOKA3AHO Npe3 2-pyd U 3-TH TPpUME
(Bx. ToukH 4.3 u 4.4).




EnuaeMHONOrHUHHTE NOKa3aTe/ICTBA 38 PUCK OT TepaToreHHocT caea Aevenne ¢ ACE nHxubutopwu
npe3 NbpPBUA TPUMECTLP HAa OpemeHHOCTTa He ca yoeauTennu. Cnabo ysenuueHue Ha pucka, obave,
HE MOXXE Aa Ce H3KM0YH. Makap, 4ye HAMa KOHTPOAHPAHH eNWAEMHONAOrHYHH AaHHHW 3a PUCKa NpH
aHroTeH3uH 11 peuentopuu unxudutopu (AlIRA), nonobHM prckose 61Mxa MOMIH Na CbLUECTBYBAT
MPU TO3HU KNac NEeKapCTBEHH NPOAYKTH.. OCBEH B C/lyyauTe, KOrato HenpekbeHaTo JieueHue ¢ AIIRA
ce CuUMTa 3a KpaHO HeoOX0AHMO, MIaHWpALLMTE OpeEMEHHOCT NaLMEHTKH TPAOBA A4 NMPEMUHAT HA
ANTEPHATUBHO AHTUXHUMEPTEH3UBHO JIEYEHHUE, C YCTAHOBEH Npodun Ha 6€30nacHOCT 3a W3NoA3BaHe
npu OpemeHHOCT. Koraro ce anarHoctuuMpa OpeMeHHOCT, IeHeHHETO ¢ locapTaH TpaOBa na Ovae
NpeycTaHOBEHO He3abaBHO M, aKO € YMECTHO, /1a C€ 3aN0YHE aJTEPHATHBHO JleveHHe.

HM3BecTHO €, ue neuenreTo ¢ AIIRA npe3 BTopust M TpeTHS TpUMECTHLP HA OpeMEHHOCTTa HHAYUUYpa
(heTOTOKCHYHOCT NpH xopa (noHKxkeHa ObOpeuHa GpyHKLKUA, OIHroXHAPaMHHOH, 3a0aBeHa
ocH(UKAaLIMA Ha Yepena) U HeoHaTanlHa TOKCHYHOCT (010peYyHa HeJOCTATBLYHOCT, XHIMOTOHHS,
XHIEPKATHEMHA ) (BXK. CbLUO 5.3). AKO Npe3 BTOPUA TPUMECTBP Ha OPEMEHHOCTTA C€ NPOBEIE CUSHHE
C JiocapTaH, ce npenopbyBa exorpadcku KOHTpon Ha 6v0OpeunHaTa GpyHKuUHMa 4 yepena.

HosopoaeHH, 4HMnMTO Mainky ¢a npyueMany JiocapTaH, 01 cieasano ga ca Noa HefpeKbCeHaT
KOHTPOJ 32 XUIOTOHUA (BXK. CbIIO TOUKH 4.3 U 4.4).

Kbpmene

ToH kaTO HAMA HaNWYHA MHPOPMALIHA OTHOCHO H3MOA3BAHETO HA JIOCAPTAH MO BPEME HA KbPMEHETO,
n0capTaH He ce pPenopbYBa U ATTEPHATHBHH JIeYeHH ¢ No-200pu npoduan Ha He30nacHoOCT,
YCTRHOBEHH MO BPEME HAa KbPMEHETO, Ca 3a nNpeaAnoYnTaHe, 0CobeHO NpU MaikH, KbpMELLIH
HOBOPOAEHO HJIH HEAOHOCEHO AETE.

4.7 EdexTn BhpXxy cnoco0nocTTa 32 modupane H pabora ¢ MAIHHH

He ca npoBexxaaHu npoyusaHus 3a eeKkTHTe BbpXy cnocobHocTTa 3a Wodupane 1 paboTa ¢ MalliMHH.
Koraro ce wodgupa nau padbotu ¢ MaurHa obade, TpaOBa na ce UMa NpeaBH, e MaKap U PAAKO, NPH
MPOBEXKAAHE HA AHTHXHNEPTEH3IUBHO JICYCHHE MOXKE [1a CE MOABH 3aMaiiBaHe ¥ ChHIHBOCT, 0COOEHO
MpH 3an04BaHe HA JICYCHHETO WM NMPH NOBHILABAHE HA 103aTa.

4.8 HexenaHu NeKAPCTBEHH PeaKNHH

JlocapTaH € oleHABAH B KIIMHWYHH H3MUTBAHKA KAKTO CJIE]BA:

- [lpy KOHTPONHUPAHO KIHHHWYHO npoy4saHe npH > 3 000 Bb3pacTHU NAaUKUEHTH Ha 18 roaAvHU U
NO-Bb3PACTHH C €CEHUMKA/IHA XUIIEPTOHHKA,

- [1py KOHTPONUPAHO KIUHHYHO NPOY4BaHe NpH 1 77 XHNEPTEH3UBHH MEIWATPHUHH NALHEHTH OT
6 20 16 roamuHA BB3pacT

- [lp1 KOHTPOAUPEHO KIHHUYHO NpoyusaHe npu > 9 000 nauMeHTH C XMNEPTOHHA Ha BBL3PacT OT
55 no 80 roauHu ¢ nepokamepHa xuneptpodus (Bx. npoyusaneto LIFE, Touka 5.1)

- [Tpu KOHTpONUPAHK KIWHUYHUW NPOYUYBAHUA NPH > 7 700 BB3PACTHHU NALMEHTH C XPOHUYHA
cbpaeuHa HeaocTaTbyHOCT (BK. npoyyBaHuaTa ELITE 1, ELITE [1, u HEAAL, Touka 5.1)

- [Ipv KOHTPONKpPaHO KAHHUYHO Npoyy4BaHe npu > |1 500 nauueHT ¢ auaber Tvn 2 Ha 31
roAHUIHA Bb3PACT U NO-BB3PACTHH ¢ NpoTeHHypus (Bx. npoyuBaHeTto RENAAL, Touka 5.1)

an TE3H KIHHHYHH NPpOoy4YBaHHA, HaH-4YEeCTO CpCillaHaTa HEXKE/IaHa pCaKliAa € NnodBaTa Ha 3aMasHOCT.

YecToTaTa Ha HEXENAHUTE IEKAPCTBEHH PEAKLMHU CE ONPEAE/s ¢ H3MOJ3BAHE HA CNEAHATA KOHBEHLHA:
- MHuoro uectu (= 1/10)

- Yectn (= 1/100, < 1/10)

- Heuectu (= 1/1 000, < 1/100)

- Peaku (> 1/10 000, < 1/1 000)

- Muoro peaxu (< 1/10 000)

- C Heu3BecTHa 4eCTOTA (HE MOXE Ja C€ ONPEAENH MO HAAUYHHUTE RaHHK




Tabaunua 1. Yecrorara Ha HeXKe/1aHHTE PEaAKIHH, ONpele/IeHa OT N/1aled0-KOHTPOIHPaHH
NPOYYBAHHSA H NOCT-MAPKETHHIOB OMHT

Hexenanun peakunn | Yectora Ha HeKe/IaHHTE PeAKIIHH N0 HHIHKANHH JApyru
Xunep- XHneprpo- XpoHu4Ha Xunep- [MocTt-
TOHHA PHYHH CbhplAe4Ha TOHHA H MAapKeTHH-
MANHEHTH C He10CTAa- THI 2 roB ONHT
JeBOKAMEpHA | ThYHOCT anader ¢
XHnep- 0ObOpeuno
Tpopus 3a00.19-
BaHe
HapymieHHsi HA KPBBTA H JJHM(HATA CHCTEMA
aHEeMMUS C
YECTH HEU3BECTHA
4ecToTa
C
TPOMOOULUTOINEHHS HEeU3BECTHA
4ECTOTa
HapymieHns Ha HMYHHATA CHCTEMA
XHUMEPCEH3UTUBHH
peaKLI1H,
aHa(pUIAKTHYHH
peaKu
peaKkLMH,
aHruvoenem™*, u
BACKYJIUT**
[IcHXHYHH HApYIIEHHHA
C
ferpecHs HEH3BECTHA
4eCcToTa
HapymeHHs HA HEPBHATA CHCTEMA
3aMasiHOCT 4ECTH YECTH YECTH YECTH
O€e3CbHHE HEYECTH
rnapodosiue HEYeCTH HEYECTH
HApPY4Y€HHUS HA CbHS | HEYECTH
napecres3us peaKH
C
MHIPEeHa HEW3BECTHA
YECTOTa
C
HapylUEeHHUs Ha BKyca HEU3BECTHA
4ECTOTA
HapymeHns HAa yXOTO H J1a0DHPHHTA
BEPTHIO 4ECTH YECTH
C
THUHHUTYC HEU3BECTHA
YeCTOoTa
Copaeunn HapymeHus
najinuTauus HEYECTH
aHIM'MHa MeKTOpUC HEYECTH
CHHKOI peaKH
ATpHalHH
pelIKH

(pubpurauuu




LlepeOpoBackynapeH —
MHLMEHT
CobaoBHn HapymieHus
(opTOCTaTHYHa)
XHMEPTOHUS
(BKJIFOYHUTEJTHO
M HEYECTH YECTH YECTH
OpPTOCTATUYHH
epexrh) |
PecnHpaTopHH, rpbAHH H MeIHCATHHA/IHH HAPYIICHHS
3a/1yX HEYECTH
C
Kaluidua HEYeCTH HEU3BECTHA
yecToTa
CromamHo-4peBHH HApYIIEHHS
KOpeMHH O0JIKH HEYeCTH
obcTUnaums HEYeCTH
C
anapus HEYeCTH HEU3BECTHA
4eCcTOTa
rajieHe HEYECTH
MOBpPbLUAHE HEeYeCTH
MHTECTUHAJICH
peaKH
aHrHoeaeM
XenaToOH. THAPHH HaFymenHﬂ
C
NMaHKpeaTUuT HEeU3BECTHA
4yecToTa
XenaTuT peaKH
HapyLLUEeHHWs Ha c
YepHOpoOHaTa HEM3BECTHA
GyHKLMS 4yecToTa
HapymeHns HA KOKAaTa H NOKOKHATA ThKAH
-
YPTHKapUs HEeYyecTH HEU3BECTHA
4eCcToTa
C
MPYpPHUTYC HEYeCTH HEU3BECTHA
4eCTOTa
C
oOpuB HEeYeCTH HEYECTH HEU3BECTHA
4yecToTa
CBET/IOYYBCTBHM- ¥
I HEU3BECTHA
4ECTOTa
HapymeHnsi HAa MYCKYJIHO-CKEJIETHATA CHCTEMA H CheIHHHTEIHATA ThKAH
C
MHarus HEU3BECTHA
HeCToTa
apTpairus
pabaomuonusa




Hapywiennsi Ha 0b0peuH H NHKOYHHTE MbTHINA

ObOpEUYHH
Hapy LUEHHS

HECTH

ObOpeyHa
HEA0CTATbYHOCT

HCCTH

Hapyumenns Ha Bb31POH3BOANTE/IHATA CHCTEMA H I'bPAATA

EpPEeKTHIIHA C
AUChYHKLKSA / HEU3BECTHA
HUMIIOTEHLMS 4eCcTOoTa

O6mn HapymeHnusi H epeKTH Ha MACTOTO HA NPHJIOKEHHETO

ACTCHHUA HCYCCTH HCCTH HEYCCTH HYCCTH

rajlcHeE HCYCCTH HCCTH HCYECCTH HECTH

OTOK HCYECTH

C
0e3MOKONCTBO HEU3BECTHA
yecTora

H3caeaBanus

XHICPKATICMHA + &
HCCTH HCYCCTH YCCTH *

MOBUILIABAHE HA
aJlaHWH
aMHHOTpaHche-
paszata (ALT)®

peaKH

MOBHILABAHE B
KPbBHHSA CEPYM Ha
KPEaTUHHH H
CEpPYMEH KaJluH

HCCTH

XHIOHATPHEMHS C
HEU3BECTHA
4ecToTa

XHITOI'JTHKCMHUA HCCTH

"BKJIIOYHTEIHO M0/1yBaHE Ha JIAPUHKC, MIOTHC, JIMLE, YCTHH, (hapHHKC, W/HIK €3UK (NMPHYMHABANHKH

OOCTPYKUMSA HA BB3/1YLUHUTE MbTULLA) U NPH HAKOM OT TE€3MW MALMEHTH € A0K/IaBAH aHMMOEIEM B

MHHHJ'IOTO BbB BPb3Ka C MpuHeMa Ha ApyrH JekapcTsa, BKIOUYUTEIHO ACE nHxubutopu.
""BriioumntenHo nypnypa Ha Henoch-Schonlein.

l0coBeno MpH NALKUEHTH C HHTPABACKYJIAPHO W3TOLLIABAHE, HAMP. MALMEHTH C TeXKKa Chpae4Ha

HE1I0CTATbYHOCT UK TPETUPAHHU C BUCOKH 103U JAHYPETHLIH.

" YecTn npu nauneHTH, kouto npuemat 150 mg nocaprau, BMecto S0 mg.

*[TpK KIMHUYHO MPOYYBAHE, MPOBEAEHO C MALMEHTH C THN 2 HabeT ¢ HeponaTus, 9.9% ot

MaLUHEeHTHTE, JIEKYBaHH C JlocapTaH TabJIETKH ca pa3BUIM XUnepkaaemus > 5.5 mmol/l u 3.4% ot

MauMEHTUTE, TPETHPAHH C niauedo.

¥ OGMKHOBEHO ce noaodpsaBa c/ie/1 npekpaTaBaHe.

CheannTe HEXeNaHU PeakLMU ce NpOosSBABAT MO-YECTO MPH MALMEHTH, KOUTO NPUEMAT J10CapTaH
OTKOJIKOTO r1aue0o (Heu3BeCTHa YyecToTa): 00/1KH B rbpOa, HH(EKUMH HA YPUHAPHUAT TPAKT U
CUMNTOMH, NOAOOHH Ha rpum.

Hapywenus na ovopeyume u nukounume nomuiya:
Karo nocieacrsue o MHHXMOMpaHe Ha peHUH-aHTHOTEH3HWH-a/1/10CTEPOHOBATA C
cbOOLIEHHMS 32 NpOMEHH B ObOpeuHaTa GyHKUMS, BKIKOYMTENHO ObOpeyHa H
MalUHeHTH, U3JI0KEHH Ha pUCK. Te3u npomeHun B ObOpeuHaTa pyHKLKA Mora
[peKparsiBaHe Ha JIeYeHUETO (BxK. TouKa 4.4)

[leanaTpuyHa nonynaums




[TpoduAbT HA HEXXENAHUTE PEaKUMH NPy MALKMEHTH B JE€TCKA Bb3pacT € 0M3bk A0 HabnwaaBaHUA NpH
Bb3PacTHH MNAUHEHTH. JlaHHWTE OT NearaTpUUHATA NOMYAAUMS Ca OrPAHHUYEHH.

CwnobLuaBaHe HA NOAO3UPAHU HEXENAHU PEAKLIHH

Cbo0LuaBaHeToO Ha NOAO3HMPAHH HEXKENAHKM PEAKLMU Ce/ pa3peliaBaHe 3a ynorpebda Ha fliekapcTBeHHS
MpoAyKT € BaXxkHO. TOoBa NO3BONABA Aa NPOABIKH HADAKIOAEHHUETO HA CHOTHOLMEHHETO NON3A/PUCK 3a
NEKapCTBEHUA NPOAYKT. OT MEAHUMHCKHUTE CMELMATUCTH C& H3HCKBA 1a CbOOLIABAT BCAKA
NOAO3MPAHA HEXKEaHA peakuHs upes

U3mbaHUTENHA areHUMs no eKapcTBaTa

yia. JlamsaH ['pyes” Ne 8

1303 Codus

Ten.: +359 2 890 3417

yebcaiiT: www.bda.bg

4.9 IHpeaosupane
CumMnmomu Ha URMOKCUKAYUS

Hanunue ca orpandueHy JaHHH 3a npelo3vpaHe npy xopa. Hail yecrara nposiBa Ha npeao3upaHe ca
XHNOTOHHA U Taxukapaus. bpaaukapausa Moke A2 BL3HUKHE B pe3yTaT Ha NapacHMIaTUKOBA
(BarycoBa) CTUMYJIALIHA.

Seuenue na unmoxcuxayus

an Bb3HHKBAHC Ha CHMITTOMATHYHA XHIMOTOHHA Tpaﬁaa Aa CC npeanprueMarT noiabpiKallll MEPKH.
ME‘:pKHTe 3aBHUCAT OT BPEMCTO HA MNPHUEMAHC HA JICKAPCTBEHHA NPOAYKT 4 BHOA H TEXKCECTTA Ha
CUMIITOMHTC. anOPHTE’T cneipa fa ¢ 1anc Ha c*raﬁuﬂn?,upaue Ha ChpACYHHO-CBAOBATA CHCTEMA.
Cnen NEPOPANICH NPHEM € NMOKA3AHO MNPHNOXKCHHUECTO HA NOCTAThYHA 1034 aKTHBCH BDBIVIECH. Cnen TORA,
TpﬂﬁBa Aad CC OCBLLUECTBH HENPEKBCHATO Hal 0 deHHE Ha XKH3HEHHUTE NMoKa3aTeNu. an HeoOX0AUMOCT
KH3HCHHTC NOKA3aTC/Ku CN€ABa Aa CC KOPHUIrHpar.

Huto J0CapTaH, HUTO AKTHBHHA MeTadbon AT, MOTI'aT A4 ObaaT OTCTPAHEHH C XEMOAHATIHU3A.

5. @®APMAKOJIOI'HYHH CBOMCTBA

5.1 PapmMakoaHHAMHYHHA CBOHCTBA

®apmaxorepanesTuyHa rpyna: AHruotreHnsu [l peuentopuu antarouuctu, ATC koa: C09CAOQI

JlocaptaH € cHHTeTHUEH NepopaneH aurnoTeHsuH-11 peuenroped (tun AT1) aHTaroHucr.
AHrvuoreHsuH I, KOATO e MOLLEH BA3OKOHCTPHKTOP, € OCHOBHUAT AKTHBEH XOPMOH Ha CHCTeMaTa
PEHUH/AHFHOTEH3WH H BOXKEH PAKTOp B NaTOMU3IMONIONMATa HA XHNEPTOHUATA. AHrHOTeH3uH I ce
cebp3sa ¢ ATI peuenrtopa, HaMupaul ce B pedua TbKaHU (Hanp. rnaakara MycKynarypa Ha CbROBETE,
HaabLOpeunTe, 6BOPELIUTE H CHPLETO) H NPEANUIBHKBA HAKONKO BAXKHH OMONOrHYHU AeHicTBUA,
BKJTHOYUTENHO Ba30OKOHCTPHKLIMA K ocBoOOK AaBaHe Ha angocTepoH. AHrnoreHsuH Il crumynupa u
nponudepauraTa Ha rnaaKOMyCKyAHUTE KIETKH.

JlocaptaH cenexktuBHO On0Kkupa AT, peuentopa. In vitro v in vivo nocapTaH U HErOBHUAT
(dhapMakoaOrH4HO akTHBEH KKUcen Kkapbokcunen Metabonut E-3174 6nokupar BCHUKH PU3HONOrHUHO

JlocapTaH HAMa aroHUcTHYEH edekT, HUTO Nbk 6NOKKUpa APYTY XOPMOHAIHH PELIENTO
KaHaJIW, BAXKHH 3a ChPACHHOCHA0BATA peryiaura. OCBEH TOBa A0capTaH He NOTUCKA
[I)— eH3uMBT, KOHTO pasrpaxaa OpaaukunrHa. Ce10BaTENHO HAMA YCUIBAHE HA HE
OpaiMKHHUH-MeIUHpPaHU eeKTH.



[Ipy npuIOKEHHETO HA 1OCAPTAH MPEMAXBAHETO HA OTPHULIATENHATA ODPATHA BPB3KA HA AHTHOTEH3UH
Il no oTHOLWIEHHE HAa PEHUHOBATA CEKPELIMA BOAH A0 MOBULUABAHE HA aKTHBHOCTTA HA M1a3MEHHA
petuu (PRA). [losuimasanero va PRA Boau no nosuwasane Ha aHrvotensus 1 B iasmara.
He3aBUCHMO OT TE3M MOBHULUEHHUS, RHTHXHMEPTEHIUBHATA AKTHBHOCT M NOTHCKAHETO Ha
KOHUCHTPALMHTE Ha NJIa3MEHHUSA AIA0CTEPOH C€ 3aAbPHAT, KOETO € NOKA3aTENHO 33 eheKTHBHO
Gnokrpane Ha aHrnoTensuH Il peuentopa. Caea npekpaTapaHe Ha NPUIOKEHHETO HA nocapTad, PRA
u aHrHoTeHU3HH 1l cnanat 3a Tpu AHKW 1O U3XOAHH CTORHOCTH.

KakTo locapTaH, Taka U HEFrOBUST OCHOBEH aKTHBEH MeTabONMT, ca ¢ Mo-BUCOK apuHUTET KbM AT -
peuenTopa, OTKOIKOTO KbM AT>-peuentopa. AKTUBHUAT MeTabosiuT € | 10 40 MbTH NO-aKTHUBEH OT
JIOCAPTAaH NPH TEMOBHO YPABHOBECEHO CHOTHOLUIEHHE,

[IpoyuBaHUg BLPXY XHNEPTOHUSA

B KOHTPO/IMpaHW KIHHWYHH NPOYYBAHHA, NPWIAraHeTo €AMH MbT AHEBHO HA IOCAPTAH NPH NALUEHTH
C JIeKa 10 YMEpeHa €CEHUHAIHA XHUITEPTOHHA MPHUHHABA CTATHCTHHECKU 3HAYUMH MOHHUKEHHSA B
CHCTOJTHOTO H AHACTONTHOTO KPbBHO Hansrane. CTORHOCTHTE Ha KPbBHOTO HAATaHe, H3MEPEHH 24
yaca Ciea 103aTa 1 OTHECEHH KBM M3MEPEHHUTE 5-6 vaca ciies Jo3aTa, NoKa3BaT [MOHHKEHHE HA
KPbBHOTO HAIATAHE 3a NEPHO OT 24 yaca, Npy 3ana3BaHe HA €CTECTBEHUS ACHOHOLIEH PHTHM.,
HamaneHnunero Ha KpbBHOTO HanaraHe B Kpas Ha UHTepBana Ha go3upade e 70-80 % or edekra,
HabnioaaeaH 5-6 yaca cneq Ao3ara.

[IpekpaTsaBaHETO HA NPHIOKEHHETO HA JIOCAPTaH NPH XHNEPTEH3IUBHHA NALIMEHTH HE BOAH A0 PA3KO
NOBHLWABaHe Ha KPbBHOTO HanAraHe (pedayHa edexr). HezaBHCHMO OT H3pa3eHOTO NMOHHIKEHHE HA
KPbBHOTO HajIAraHe 10CapTaH HAMA KJIHHHYHO 3HAYMMH €(PEKTH BbPXY ChpAcYHATA YECTOTA.

JlocapraHn e eaHaKBO e(HKACEH NPH MBXKE H HKEHH, TIPH NO-MAaaH (Ha BB3pacT Nod 65 roauHu) u no-
Bb3PACTHH NAUHEHTH C XUPMEPTOHUA.

[T1poyusaHe LIFE
[Ipoyusanetro Losartan Intervention For Endpoint Reduction in Hypertension (LIFE) e

PaHAOMHM3HUPAHO, TPOHHO-CNANO, AKTHBHO KOHTPO/IHPaHO Mpoy4eaHe ¢ 9 193 xunepreH3UBHH
MaLHEHTH Ha Bb3pacT OT 55 1o 80 roaunu ¢ nokymentupana ¢ EKT™ nesokamepua xuneprpodus.
[launeHTHTE Ca paHOIOMH3HPaHH 3a MPHEM eXeQHeBHO Ha nocapTtad 50 mg UKW eauH LT JHEBHO Ha
ateHos104 50 mg. Axo He ce NOCTHIHe LieneBaTa CTOHHOCT Ha KPBBHOTO Hangrave (< 140/90 mmHg),
ce aodbass nbpeo xuapoxnopTHasua (12,5 mg) v ako e HeobxoarMo, A03aTa HA JTOCAPTAH HIH
aTeHonon ce ysenuuasa 10 100 mg eanH nuT AHeBHO. JIpyryn aHTHXUNEPTEH3HBHU CPEACTRA, C
uzknoueHue Ha ACE-unxuburopH, anruorensud Il antaroanct wimn 6eta-6nokepu, ce noGasat npu
HEOOXOAUMOCT 34 JOCTUIaHE Ha LUENEBUTE CTOHHOCTH Ha KPbBHOTO HajlAraHe.

CpeaHaTa npoABLKUTEIHOCT Ha npocneassaHeto € 4,8 roguHm.

[IbpBHYHATA KpaitHA TO4KA € CbCTaBHA M BK/1IOYBA CbpPAEHHOCHAOBATA 3a00N1€Ba€MOCT H CMBPTHOCT,
H3MEPEHH MO HAMAJICHHETO HA KOMOHHHPAHATa YECTOTA HA ChPASYHOCHAOBA CMBPT, HHCYJIT H
HH(PAPKT Ha MHOKapaa. [Ipy aBeTe rpynu KPbBHOTO HAMAMAaHE CE& MOHHXKABA 3HAUUTENHO A0 BIIH3KH
HuBa. JleueHueTto ¢ nocapran Boan a0 13,0% nonuxenue Ha pucka (p = 0,021, 95% untepsan Ha
aoseputennoct (,77-0,98) B cpaBHeHHE C aTEHONON MPH NALKMEHTH, AOCTHIALIH TEPBUYHATA ChCTABHA
KpaiHa Touka. ToBa nONpHHACAE OCHOBHO 33 HAMAJIEHHE HA YECTOTATAa Ha MHCYATA. JleueHueTo ¢
nocapTaH HamManaBa pHUcka oT HHCyNT ¢ 25 % B cpaBHeHue ¢ areHonon (p = 0,001 95 % uuTepsan Ha
nosepurenHoct 0,63-0,89). HectoTute Ha copaeuHocha0BO 06ycnoBeHa CMBPT U UH(APKT HA
MHOKAapJa He C€ pa3/iuiyaBaT 3HAYMTENHO MEXKAY NPOBEXKAAIUTE JICUEHHE MPYIIM.

Paca
B npoyusaHeto LIFE naunenTHTe OT yepHara paca, JeKyBaHH C JIOCAPTaH, €a C I
AOCTHraHe Ha MbpBHUYHATA KOMOWHHUpaHA KpaiHa TOYKa, T.€. KapAHOBACKYApHO
CbhpAeUeH HHPAPKT, CbPACYHOCHAOBA CMBPT) U 0OCOOEHO HHCYNT, OTKO/IKOTO Naly



paca, nekyBanu ¢ ateHosion. [lopaaun ToBa pesynrartute, HabalonaBaHH NpyY 1OCAPTAH B CPABHEHUE C
ateHosion B npoy4sareTo LIFE no oTHoweHuWe Ha chpaeuHocbaoBaTa 3a601€BaeMOCT/CMBPTHOCT, He
ca NPUAOKHUMH 32 NALKEHTH OT YEPHATA paca ¢ XHNEPTOHHA K NEBOKAMEPHA XHNEPTPOdHA.

[Ipoyusane RENAAL

[Npoyusaneto Reduction of Endpoints in NIDDM with the Angiotensin 11 Receptor Antagonist
Losartan (RENAAL) ¢ KOHTPOJIHPaHO KIHHMYHO NPOYYBAHE, NPOBEACHO B Lenus caatc 1 513
nauKeHTH ¢ quabet Tvn 2 ¢ npoTenHypHa, ¢ unn 6e3 xuneptonus. C jlocapraH ca nekysaHu 751
nauneHTH. LlenTa Ha npoyuBaHeTo € 1a ce nokaxe HedponpoTeKTHRHUS eeKT Ha nocapTaH KAnuii no
OTHOWIEHHUE HA MOHW)KABAHETO H& KPBLBHOTO HaJIAraHe.

[launeHTH ¢ npoTenHypHs u cepymMeH kpeaTiHuH 1,3-3,0 mg/dl panaomMusupaHo nonyuasart nocaptas
50 mg eAHH MbT AHEBHO, NPU HYKIA THTPHPAH, A0 NOCTUIaHE HAa OTTOBOP MO OTHOLLEHHE Ha
KPbBHOTO HA/NAraxe, wiH rniauedo Ha goHa Ha KOHBEHUHMOHANHA aHTUXUIIEPTEH3KWBHA Tepanus Oes3
ACE-uuxubuTtopu 1 aHrnoreHsuH Il anraroHucTy.

M3cnemoBaTesiuTe nony4aBaT MHCTPYKUMH Aa TUTPHPAT NMPOYYBAHOTO AeueHune no 100 mg nHeBHO
npu HeoOxoaumMocT; 72 % oT naurenTuTe B3emMat 100 mg AHeBHa no3a npe3 MO-roAsMara 4acT oT
BpeMeTO. [Ipyru aHTUXMNEPTEH3UBHYU MPOIYKTH (AMYPETULIH, KAJILUHEBH aHTArOHHCTH, anda- u Gera-
peLENTOPHH ONOKEPH, a ChLLO H LIEHTPATHO AEHCTBALLM AHTHXUNEPTEH3HBHH CPEACTRA) Ca MO3BOJIEHH
KaTo AOMBIHUTEIHO NEYEHHE H NPH ABETE rpynH B 3aBUCUMOCT OT HykauTe. [TaumeHTHTE ca
npocneaeHu 10 4,6 roauuy (3,4 roauHn cpeano). [TbpBHuHaTa OCHOBHA KpaiiHa TOYKA Ha
MPOY4YBaHETO € ChCTaBHA KPaHHa TOYKA C YABOABAHE HA CEPYMHUA KPEATHHHH NpH ObOpeuHa
HEAOCTATbYHOCT B kpaiiHa daiza (HeOOXOAMMOCT OT AHATM3A MITH TPAHCILIAHTALIMA) UK CMDBPT.

PesynraTure noxassar, ye JedeHueTo ¢ aocaptaH (327 cubuTus) B cpaBHeHHe ¢ nnaueto (359
cpOnTHA) BOaW 10 a 16,1 % nonmkenue Ha pucka (p = 0.022) B Opos Ha NaLMEHTHTE, AOCTHIALLH
MbpBHYHATA CHCTABHA KpaifHa Touka. [lo oTHOweHHe Ha cneaHuTe OTAENHH U KOMOWHHUPaHH
KOMITOHEHTH Ha MbpBHYHATA KpaHHa TOUYKA Pe3y/ITATHTE MOKAa3BaT 3HAYHTENHO HAMAJICHHE HA PHCKA B
rpynara, 1€KyBaHa ¢ nocapraH: 25,3 % noHmxeHUe Ha PUCKA 33 YABOABAHE HA CTOHHOCTHTE Ha
CepyMHHsA KpeaTHHHH (p = 0,006); 28,6 % noHwxeHne Ha pucka oT GbOpeuHa HeaoCTaTBUHOCT B
Kpaitna ¢aza (p = 0,002); 19,9 % nonnxeHue Ha pucka 3a 6b0peyHa HeoOCTaTbYHOCT B KpaiiHa dasa
HaH cMbpT (p = 0,009); 21,0 % nonrxeHune Ha pucka 3a yABOABAHE HA CTOMHOCTHTE HA CEPYMHUA
KpeaTHHHH WK ObOpeuHa HeAOCTaTBYHOCT B KpakiHa da3a (p = 0,01). YUecToTara Ha cBbp3aHus ¢
BCAKAKBA NPHYHHA MOPTAIHTET HE MOKA3Ba 3HAUUTENHHM Pa3IMKH MEXAY ABETe NPOBEKAATH JICYEHHE
rpynu. [Ipy ToBa NnpoyuBaHe nocapTaH ¢e NOHAacH KaTo UAno 400pe, KOeTO ¢e BHXKAa OT 4ecToTaTa Ha
MPEYCTAHOBABAHE HA JICHEHUETO NOPAAU HEXENAHH peaKLHH, KOATO € CpaBHUMa ¢ IPynaTa Ha
nnauebo.

HEAAL H3cnenpase

Heart Failure Endpoint Evaluation of Angiotensin Il Antagonist Losartan (HEAAL) npoyusaue e
KOHTPOJHPAHO KITHHHYHO NPOYUBAHE, MPOBEACHO B cBeToBeH Mawab ¢ 3 834 nauMeHTH Ha BBL3PaCT OT
18 no 98 roannm cbe cbpaeuHa HerocTaTbuHOCT (NYHA knac 1I-1V), kouTo ca uMain HENOHOCUMOCT
KbM jieucHHe ¢ ACE-unxuburop. Ilaukenture ca 6unu panaoMusnpadu 4a nosy4yasaT IOCApPTaH

50 mg BeaHDBXK Ha AeH MK nocapTad 150 mg, Ha PoHa Ha TpaAMLIMOHHATA TEpanuA, ¢ U3KTHOUEHHE Ha
ACE-uHxubuTopu.

[launeHTHTe Ca npociiesBaHe B NPOABLIKEHUE HA oBeUe OT 4 roaAnHH (Ccpeano 4,7 roavHH).
[TbpBHuHaTa Kpakta TOUKa HAa MPOYUYBAaHETO € ChCTABHA KpaifHA TOYKA 32 BCHMKH MPHUYMHH 33 CMBPT
WK XOCTIMTAIIM3ALUS N0 MOBOA ChPAEYHA HEAOCTATHYHOCT.

Pesynrarure nokassar, ue seueHueto ¢ue 150 mg nocapran (828 cnyyasn) B cpaBHeH
nocaprat (889 cnyuas) soau no 10,1% nonrxkenue Ha pucka (p = 0,027 95%, no

Ha HAMAIABAHETO HA YECTOTATa HA XOCMUTATU3ALMUA NOPaAAH ChbpAeHHA HEAOCTA
¢be 150 mg nocaprad Hamanasa pUcka OT XOCMHTAIU3AUMUA MOPAAH CbPAEUHA HE
13,5% B cpaBuenue ¢ 50 mg nocapran (p = 0,025 95%, nosepuTeneH HHTEPBA 0



Ha BCHYKH NPUUHHHM 33 CMBPT HE C€ pa3inM4aBa 3HAUYUTEIHO MEXAY TeparnesTHUHUTE rpynu. buOpeuHo
yBpeXKJaHe, XHNOTOHHA H XHNEPKATHEMHSA Ca No-4ecTH B rpynara ¢ 150 mg, B cpaBHeHHe ¢ rpynara ¢
50 mg, HO Te3u HeXKeNnaHH peakLiMU HE ¢a A0BeNH A0 3HRUMTEJIHO NMOBEYE CAY4YaH Ha MPEeyCTAHOBABAHE
Ha JeuyeHHe B rpynaTta ¢ 150 mg.

[Tpoyusane ELITE [ n ELITE (I

[Ipoyusanero ELITE, nposeaeno 3a nepuon ot 48 ceamuuu npu 722 nauneHTH Cbe ChpAcUHA
HegocTaTe4HOCT (NYHA knac 11-1V), He ce HabnioaaBa pa3iuka Mexay NauMeHTH, NEKYBaHH C
N0CapTaH, H IeKyBaHHTE C KalTTONPHII MO OTHOLLEHWE Ha MbPBMYHATA KpaiHa TOYKa 3a NMpOMSAHA B
AbArocpoyeH MiaH Ha 6uOpeunara gpyHkuua. Habmoaenunero npu npoyusane ELITE I, ue B
CPaBHEHHE C KAMTONPWI JIOCAPTaH HAMAMABA CMBLPTHHS PHCK, HE CE€ MOTBbLPKAABA OT CJIEABALLOTO
npoy4sade ELITE Il, koero € onucano no-aoy.

I1pn npoyusaneto ELITE Il nocapran 50 mg eauH nbT AHeBHO (HavanHa ao3a 12,5 mg, nosuueHa Jo
25 mg H cien Tosa A0 50 mg €AMH NBLT AHEBHO) ce cpaBHABA ¢ kanTonpun 50 mg TpH NMbTH AHEBHO
(HavanHa nosa 12,5 mg, nosuineHa no 25 mg u cnea Toea ao 50 mg Tpu mMbTH AHEBHO). [TbpRUUHATA
KpaHHa TOYKa HAa TOBa NPOCMEKTHBHO MPOYYBAaHE € CBbP3aHaTa C BCAKAKBA NPHUYHHA CMBbPTHOCT.

[1pn ToBa NpoyuBaHe 3 152 naumeHTH Cbe cbpacuHa HeaocTaTbMHOCT (NYHA knac 11-1V) ce
Npoc/eadaBaT NOYTH ABe rodHHH (Meauana: 1,5 roauHu), 3a aa ce onpeaenu aai 1ocapTaH
NPEeBBL3IX0XKAA KANTOMPHA MPH NOHHAKABAHE HA CBbP3aHaTa C BCAKAKBA MPHYHHA CMBPTHOCT.
[IbpBHYHATA KpaiHA TOYKA HE NMOKA3Ba CbLIECTBYBAHE HA CTATUCTUYECKH 3HAYUMA PA3/IMKA MEXAY
NnOCapTaH M KarTonpui 3a NOHMXKaBaHE Ha CB8bP3aHaTa C BCAKAKBA MPUYHMHA CMBbPTHOCT.

M npu aBeTE NpOy4BaHHUs, NPH KOUTO KOHTPONHPARETO NMPH NALMEHTH CbhC ChPAECUHA HEAOCTATHYHOCT
U C @aKTHBEH NpoAYKT (He ¢ nnauebo), NOHOCHMOCTTA KbM JIOCAPTAH NPEBb3X0KAA TA3H KbM
KanTonpu/, HiMepeHa Ha 6a3ata Ha 3HAYHTE/THO NOHIKEHA YECTOTa HA NPEKPATABAHE HA JIEYEHHETO
MOpajH HEXENaHH PEeaKkLiMK H 3HAYMTEITHO NMO-HUCKA YECTOTa HAa MOABA HA KALITHLA.

[TosHineHa cMbpTHOCT ce Habnoaaea npu ELITE 11 B mankara noarpyna (22 % OT BCHUKH NaUKEHTH
ChC ChPACYHA HEAOCTATBLYHOCT), MPHEMaNa B Ha4anoTo beta-6nokepH.

Asoitno 6nokHpaHe Ha peHHH-aHMMOTEH3HH-ANA0CTEPOoHOBATA cucTema (RAAS)
JiBe ronemu paHaoMHusKHpanu koHTpoaupadu npoydsaHus — ONTARGET (ONgoing Telmisartan
Alone and in combination with Ramipril Global Endpoint Trial - Tekyuio rnobanHo uanureaxe 3a
KpaiHH TOUKH HA TEIMHCApPTaH, CAMOCTOATENHO W B komOuHauusa ¢ pamunpit) ¥ VA NEPHRON-D
(KnHHHYHO NpoyuBaHe CBbP3aHO C pa3BUTHE HA HedponaTua nNpv auadeT, NPoBEAEHO OT
MUHHCTEPCTBO MO BLIIPOCUTE HA BETEpaHUTE) — nMpoyusaT ynorpedarta Ha komOuHauMara ot ACE
UHXUOUTOP W aHruoTeH3uH I1-peuenTopeH Gaokep.

ONTARGET e npoyusaHe, nposeaeHO NMpH NaUMEHTH C aHAMHE3a 3a CbPACHHO-CHAOBA HIIU
MO3BYHOCBAOBA 0ONECT, WK 3aXapeH AHa0eT TUN 2, NPHAPYKEHH ¢ NaHHK 3a YBPEKIaHe Ha
edexropru oprand. VA NEPHRON-D e npoyusane npy nauueHTH ¢he 3axapeH auaber THN 2 H
auaberHa HedponaTu,

Te3u npoyuBaHus He nokaseat 3Ha4UM GnaronpusaTeH edekt BbpXy ObOpeuHHTe WHAK CbpAEUHO-
CbAOBHUTE MOCAEAWLH H CMBPTHOCT, KATO ChILUEBPEMEHHO ¢a Hal/IH0aBaHH [TOBHLLEH PUCK OT
XHMEepKaATUEMHA, OCTPO YBpeXAaHe Ha OLOpeUMTE WHAH XUIOTOHHA B CPABHEHUE C MOHOTEPATIHATA.
Kato ce nMat npeaBHa CXOAHUTE UM dapMaKOIHHAMUYHH CBOMCTBA, TE3H PE3YATATH €A NPUIOKHMHU
u 3a apyru ACE unxubutopu u aurnorensud ll-peuentopnu 6okepwu.

ACE unxubutopu 1 aHrmotensu ll-peuentopHun 6nokepu cnegoeare/iHo He TpAOBA N1a ce U3NON3BAT
€OHOBPEMEHHO NPH NaUMEeHTH ¢ AuabeTHa HedponaTys.

ALTITUDE (KadHH4HO npoyu4BaHe NPOBEACHO C aIUCKHPEH NPH MNaLKEeHTH ChC 3aXapeH
2 C U3MON3BaHE HA CHpAeUYHO-CBAOBH U ObOpeuHn 3a0ongBaHuA KaTo KpaitHH TOUKH) €

XpOHHUYHO OBOpeuHo 3abonsBane, ChpAEUHO-CHAOBO 3a00nABaHe Wi U aABeTe. [Ipo
[MpeKpaTeHO MPEKAECBPEMEHHO MOPaAH MOBHILEH PUCK OT HeOIaronpUaTHU Nocnaen




CbPACYHO-CbAOBATA CMBPT, TAKA H HHCYATHT €a NO-HECTH B FPYNaTa Ha aTHCKHPEH, OTKOJIKOTO B
rpynara Ha nnauebo, a MpeaAcTaBIABaALIMTE HHTEPEC HEXKENAHN ChOWTHA U CEPHO3HK HEXKENAHHU
CLOHTHA (XMNEpKaTHEMHS, XMNOTOHHA H OBOpeuHa ANChYHKLUHA) ce CbODIIABAT NO-YECTO B rpynarta
Ha ATUCKHpPEH, OTKOJAKOTO B rpynara Ha niauebo.

ﬂeg HaTPpHUYHHA NOAynaLua

XHNEpPTOHWA B NeAUaTpU4HaTa NONy1auKs

AHTHXHNEPTEH3UBHHUAT €(PEKT Ha 10CAPTAH € YCTAHOBEH B NPOYyUBaHe, BKoUBAWO 177
XUTEPTEH3HBHHM MALUMEHTH OT NEAXHATPUYHATA NONYJALMA HA BBL3PAcT OT 6 A0 16 roaAHHH C TeNeCHO
Terno > 20 kg u ckopocT Ha rnoMepyiHa dunrpauus > 30 ml/min/1,73 m2. IMaunentHTre ¢ Terno

> 20 kg no < 50 kg nonyuasar 2,5, 25 nan 50 mg nocapraH AHEBHO, a nauMeHTHTe ¢ Terno > 50 kg
nony4asar 5, 50 unu 100 mg nocapran aHesHo. B kpas Ha TpH ceAMHYEH NEPHOA A0CAPTaH €AHH NbT
AHEBHO MOHWKABA HAX-HUCKHTE CTOMHOCTH HA KPBBHOTO HANATZHE MO 3aBUCHM OT A03aTa HAUYHH,

KaTo uano nMa 3aBHCHMOCT Ha OTrOBOpA OT ro3ara. Bpbikara a03a-0Trosop cTtaBa 0CoOEHO ABHA NpH
CpPaBHABAHE HA TPyNaTa Ha HWCKA J03a ¢ Ta3u Ha cpeada ao3a (nepwoa 1:—6,2 mmHg cpewy —11,65
mmHg), HO oTcnabBa, koraTo ce cpaBHABa cpeaAHa 1032 C Hai-BHCOKaTa ao2a (nepuoa I: —11,65
mmHg cpewy —12,21 mmHg). Hali-Huckute npoyueHu no3m — 2,5 mg v 5 mg, ChOTBETCTBALIUH Ha
cpeaHa aHeeHa Ao3a 0,07 mg/ kg — HAMAT NOCTOAHHA AHTUXUNIEPTEHIUBHA €(hHKACHOCT.

Te3un pezynratu ce noTebpacaasat npes nepuoa Il Ha npoyuBaHeTo, KOraTo MaUMEHTHTE ca
paHIOMH3HPaHH Aa NMpoAb/KAT ¢ nocapTaH UM riauebo caen Tpu ceaMuum nevenune. Pasnvkara B
MOBHLIABAHETO HA KPLBHOTO HASIraHE B CpaBHEHHE C Nawuebo e Hal-ronsama B rpynara Ha cpeaHa
no3a (6,70 mm Hg cpeana noza cpeury 5,38 mmHg Bucoka nosa). [losrinaBaHeTo Ha MEXAUHHMKTE
CTOMHOCTH Ha AHACTOMIHOTO KPbLBHO HaJIAraHe € €HAaKBO NP NAUKEHTHTE Ha nnauebo u Te3u Ha
nocapTaH B HaH-HHACKATa 1034 3a BCAKA rpyrna, kKoeTo OTHOBO npeanonara, ue Hali-HUcKaTa 103a BbB
BCAKA rpyna He NpuTeKasa 3HAYMM aHTUXHNEPTEH3UBEH e(eKT.

JAbarocpouHnTe eekTH Ha NOocapTaH BLPXY pacTexka, nybeprera u oOWOTO pa3BHTHE He ca OUIH
nNpeaAMET Ha oLeHKa. JIbarocpouHara epHKACHOCT Ha AHTUXUNEPTEH3IUBHOTO JIEHEeHHE C NOCAPTAH B
JETCKA Bb3PacT NO OTHOLIEHHE Ha HAMAIABAHETO HA ChPACYHOCHAOBATA 3a00/1€BaEMOCT U CMBLPTHOCT
CBLIO He ¢a OUIM nNpeaMeT Ha OLEHKa.

I1pu xuneptonnunu (N = 60) 1 HopMoTeH3uBHH (n = 246), neua, ¢ NPOTEHHYPHUI, €heKTbT Ha
JI0CapTaH BbpPXY NPOTEHHYPHUATA € OLUECHEH NpH | 2-ce AMUUYHO M1auedo U aAKTUBHO KOHTPOIUPAHO
(amy10AMMHH) KIWHHYHO npoyusaHe. [IpoTenHypus ce aedmuHHpa KaTo CHLOTHOLIEHKE oT > 0,3 Ha
OenThk B ypuHaTa / KpeaTHHHH. XUNEPTEH3MBHUTE MaLMEHTH (Ha Bb3pacT oT 6 1o 18 roaunn) ca
6unmn panaomusdpann aa nony4asar wiu nocaprad (N = 30) unu amnogunun (N = 30).
HopMmoTtensuesHHuTE nauneHTH (Ha Bb3pact ot | a0 18 roaunm) ca OGunu paHROMHU3MpaHH A2 NOTY4YaBaT
unu nocaptad (N = 122) unu nnauebo (N = 124). JlocapTtaH e npunarax B no3u ot 0,7 mg/kg no

1,4 mg/kg (no makcumanua ao3a ot 100 mg Ha aeH). AMAOAUNKH € OUN NpuUIarad B 103U OT

0,05 mg/kg a0 0,2 mg/kg (30 MakcuManHa A03a OT 5 mg Ha AeH).

Karto usio, cinen 12 ceAMHUM Ha leYeHHe MPH NALMEHTUTE, JIEKYBaHHU C JIOCapTaH, ce Habnioaapa
CTATHCTHYECKH 3HAYMMO HAMANEHHE HA W3XOJHOTO HHBO Ha NpoTeuHypusaTa ¢ 36% B cpaBHeHHe ¢ 1%
yBeJHUEHHE B rpynara Ha ruiauebo / amnoaunud (ctp. 0,001). [py nauueHTHTE C XMNEPTOHMS,
NoNy4asallH JOCapTaH ce HabnroaaBa HaManeHHe OT M3XOJHATa NPOTEHHYpHUA Ha - 41,5% (95% CI: -
29,9, -51,1) B cpaBrenue ¢ 2,4% (95% CI: -22,2, 14.1) B rpynaTa Ha aMaoaunuH. CnaasT v npu
ABETE, CUCTONIMYHO KPBBHO HANAraHe ¥ AMACTONHYHO KPLBHO HAAraHe € Nno-roiiMo B rpynara Ha

nocaptaH -5.5/-3.8 mmHg, B cpasHeHHe ¢ rpynara Ha amnoaunuH (-0.1 / +0.8 mm Hg), H {J o ==
HOPMOTEH3HBHHTE AcLa ce Habnoaasa cnabo NOHWXEHHE Ha KPLBHOTO HaNsAraHe B ﬂf@o
nocapra (-3,7/-3,4 mm Hg), B cpaBHeHue ¢ nnauebo. Hama 3HaunmMa B3aMMOBpPD / 7

HaMaJIsBaHE HA NPOTEUMHYPHATA U KPLBHOTO HaAraHe obaue, € Bb3MOXKHO, NIOHHKABE

fIeKyBaHa C IocapTaH.




JAbArocpoyHuTE €heKTH Ha iocapTaH MPHU Aeua ¢ NPOTEHHYPHS ca M3CeBAHH B PAMKHTE Ha 10 3
rOAMHHU B OTBOPEHA yaAbikeHa da3a OTHOCHO He30MacHOCTTa Ha ChLIOTO NPOYYBAHE, B KOETO ¢a
NMOKaAHEeHHM [1a y4acTsaT BCHYKH NAUMEHTH, 3aBBLPLUKIN | 2-CeAMHUYHOTO OCHOBHO npoyyBaHe. OOWo
268 nauMeHTH ca BIIIOHMEHH B OTBOPEHATa yAb/KeHa ¢haza u ca OMnu paHAOMH3UWPaHHU Ha N1ocapTaH
(N = 134) vnun enananpun (N = 134), a 109 nauueHT! Ca UManu NpocieaspaHe > 3 roAUHH
(NpeaBapMTENHO NOCOUYEHA TOYKA Ha npekpatasaHe ot > 100 naumeHTH, 3aBbpLIHIK 3 roaNHH
npociieasBaHe B YAb/KEHUA nepuoa). Jo30BMTE MHTEPBANM HA JIOCAPTaH U €Halanpun, NpUiaraHu
cnope/ npeueHkaTa Ha uscneaosarens, ca 0.30 mg/kg/nen no 4,42 mg/kg/nen n 0,02 mg/kg/aen no
1,13 mg/kg/aeH, cboTBETHO. MakcuManHuTe AHeBHU A03H OT 50 mg/kg/nen 3a <50 kg TenecHo terno
1 100 mg > 50 kg 3a nose4eTo nauMeHTH No BpeMe Ha yIbakeHaTa (paza Ha NPOYUYBAHETO He ca
MPEBHIUEHH.

B 060011eHHe, pe3ynTaTUTE OT YABIKEHOTO NPOyUBaHE OTHOCHO HE30MacHOCTTa NOKa3BaT, ue
JIOCApPTaH Ce noHacsa 106pe U BOAM A0 TPaHO HAMaNABAaHE Ha MPOTEMHYpHUATA Oe3 3HaUMTEeNHA
[MPpOMsHA B CKOpOCTTa Ha riomepyaHa gpuatpauus (GFR) B npoabaxeHue Ha 3 roauHu. [pu
HOPMOTEH3HBHHY NMauMeHTH (n = 203) enananpua € UMaI YUCIACHO TI0-TONAM €(PEKT B CPABHEHHE C
nocaprtaH Bbpxy nporeunypusara (-33,0% (95% C1 -47,2; -15,0) cpewy -16,6% (95% CI -34,9; 6,8)) u
ebpxy GFR (9,4 (95% CI 0,4; 18,4) cpeuty -4.0 (95% CI -13,1; 5,0) ml/min/1,73m?). Ipy nauneHT! ¢
XHNEPTOHHUA (N = 49) nocapTaH UMa YUCIEHO NO-rofaM ePekT Bbpxy npoteuHypuara (-44,5% (95%
CI-64,8; -12,4) cpewy -39,5% (95% CI -62,5; -2,2)) n GFR (18,9 (95% CI 5,2; 32,5) cpewy -13,4
(95% CI -27,3; 0,6)) ml/min/1,73 m>.

[lpoBeaeHO € OTBOPEHO KIMHHUYHO MPOYYBAHE Ha JO30BHA PEXHM, 32 [1a ce NpoyuH Ge3onacHoCTTa 1
edUKACHOCTTA HA IOCAPTaH NpH NeJUaTPHHHH NALMEHTHU HA Bb3pacT oT 6 Mecela 00 6 roaHHH ¢
xuneptorus. Oduwo 101 nauneHTH ca paHAOMH3IKWPAHH HA €AHA OT TPUTE Pa3IMUYHU HAYAJHH O3 Ha
nocapran: Hucka no3a ot 0,1 mg/kg/nen (N = 33), cpeana no3a ot 0,3 mg/kg/aen (N = 34 ) uau
Bucoka no3a ot 0,7 mg/kg/nen (N = 34). Ot tax 27 ca 6ebera, KOUTO ca AePHHUPAHM KaTO AeLa Ha
Bb3pacT oT 6 Meceua a0 23 meceua. M3caeaBaHOTO N1€KapcTBO € THTPUPAHO A0 CJIEABALIOTO HUBO HA
no3a B ceAMHLUM 3, 6 ¢ 9 33 naUMEHTH, NPU KOUTO He ¢a DMK NOCTUrHATH LIEIEBUTE CTOWHOCTH 32
KPbLBHO HaAraHe U Bee olle He ca 6unmn Ha makcumannara ao3a (1,4 mg/kg/aeH, aa He ce HaaBUILIABA
ao3a ot 100 mg/aen) ot nocapraH.

Ot 99 nauneHTH, NeKyBaHu ¢ H3cCAeABaHO NeKapcTBo, 90 nauueHTH (90,9%) npoabakasaT y4acTHE B
pa3LlIMpPEHOTO NPOYUYBAHE C MOC/IEARALIHN NOCeLleHUs HA BceKn 3 Meceua. CpeaHara
NPOABLDKMTENHOCT Ha TepanuaTa € 264 aHu.

B o600uieHHe, CPEeAHOTO NOHMMKEHHE HA KPBBHOTO HAIATaHE OT H3XOAHOTO HHBO € CXOAHO 3a BCH4KH
rPYMNH Ha JIeYeHHE (NPOMAHATA OT U3XOAHOTO HUBO HA CUCTOHO KPbBHO HANAraHE A0 ceaAMULa 3 €
6una -7,3, -7,6 u -6,7 mmHg 3a rpynure ¢ HUCKH, CPEIHH H BUCOKH N03H, CLOTBETHO; HAMANECHHETO
Ha U3XOAHO HABO HA AMACTO/HOTO KPBbBHO HandraHe Ao ceaMMua 3 € -8,2, -5,1 u -6,7 mmHg 3a
rPYMNUTE C HUCKA, CPEAHA M BUCOKE 1103a; 0baue He € HMaNo J03a3aBHCHUM CTATHCTHUYECKH 3HAYHM
€(PEKT 33 CHCTONHO KPBLBHO HAIAraHe M AHACTONTHO KPBbBHO HIIAraHe.

JIocapran, B o34 ao 1,4 mg/kg, obuxHoseHo ce noHaca noOpe NpH aeUa ¢ XUMEPTOHHA Ha Bb3PacT OT
6 meceua a0 6 roaunu cnen 12-ceamuuno neuvenue. O6wuaT npodrn Ha 6E30NACHOCT H3rJeKaa
CpPaBHHUM MEXIY JIEKYBAHUTE TPYIIH.

5.2 @apMaKkoKHHETH4YHH CBOHCTBA

Abcopbuus

Cnen nepopaiHO NpUAOKEHUE nocapTaH ce adbcopbupa nodpe v npu Merabou3Ma pf
npeMuHaBaHe GopMHpa akTHBEH KapOoKCcHKHUCeTMHEH METAO0IUT K APYTH HeaKTHH Y
CucremHata 6MoOHANUYHOCT Ha NocaptaH TabneTku e npubausurento 33 %. Cpen
KOHLIEHTPALlHH Ha JIOCAPTAH M HETOBHA aKTHBEH MeTaGONT Ce JOCTUraT ChOTBETHY &

yaca. (},




Pasnpeaenexnue
KakTo nocapraH, Taka ¥ HEFOBHAT aKTHBEH MeTaboNUT, ce CBbp3BaT B = 99 % ¢ naasMeHuUTe
MPOTEUHU, OCHOBHO anbyMuH. O6eMbT Ha paznpeaeneHue Ha a1ocapTaH € 34 nuTpa.

bunotpancdopmauus

Okoso 14 % OT BEHO3HO M MEePOPaATHO NPUIOKEHATA 1032 JIOCAPTAH CE MPEeBPbLA B HETOBUA AKTHBEH
metabonut. Cnea nepopaiHO ¥ BEHO3HO NPHIoKeHHe Ha Gendsan ¢ 14C- nocapTaH Kanwii
UMPKYJIMpallaTa ruiazMeHa akTUBHOCT OCHOBHO C€ ABJ/IKH Ha 10CapTaH W HA HETOBHA aKTHBEH
meTabonauT. MHHHMAaNHO NpeBpbLIAHE HA 1OCAPTaH B HErOBUS aKTUBEH MeTabonuT ce Habnoaaga npu
OKOJIO €AHWH NPOUEHT OT YYaCTBAJIUTE B NPOYUYBAHETO UHAHWBHUIH.

OcgeH akTuBHHSA MeTaboMT ce GOpMHUPAT U HEAKTUBHU MeTabOTUTH.

EnnmunupaHe
[L1a3amMeHHUAT KNMPBHC Ha JIOCApTaH M H& HEroBUA aKTUBEH MeTaboNKMT ca CbOTBETHO OKOJIO

600 ml/min ¥ 50 ml/min. brOpeuHusT KNMPBLHC HA NOCApPTaH W HA HEMOBUA aKTHBEH MeTaboUT ca
CBLOTBETHO OKOJIO 74 m/min n 26 ml/min. Korato nocapraH ce npuiara nepopanHo, OK0I0

4 % oOT po3ara ce eKCKpPETHpa HEMPOMEHEHA B YPUHATE, a 0KoJ10 6 % OT 103aTa ¢e eXCKpeTHpa B
ypHHaTa KaTo akTHREeH MeTabonnT. PapMakOKHHETHKATA HA JIOCAPTaH H HErOBUTE METAbOHTH €
NYHEeHHa NpU NepopanHy A03H nocapTaH kaiui a0 200 mg.

Crien nepopanHoO NPHUIOKEHHE MNAa3MEHHTE KOHUEHTPALIHH Ha OCapTaH H HA HErOBHUSA AKTHBEH
MeTabOoNUT CNaaaT NOMTUEKCTIOHEHLIMANHO C TEPMHHANIHO BPpEME HA NOJYKHBOT CHOTBETHO 2 yaca U 6-
9 yaca. Ilpn nosnpane eand nuT aHesHO cbe 100 mg HUTO NOCApTaH, HHTO HEFOBHAT aKTHBEH
MeTalbOo/THT, ce HaTpyNBaT 3Ha4MMO B N1a3Mara.

3a €TMMMHHPAHETO HA JI0CAPTaH H HEroBUTE METAbONMTH ONPHHACAT KAKTO XJTbYHATA, TaKa U
YpHHHaTa ekckpeuna. Crniea nepopaiHa a03a/BEHO3HO NpUnoKeHHe Ha Gensasad ¢ 14C-nocapraH npu
xopa okoo 35 %/43 % oT pagnoaKTHUBHOCTTA ce OTKPUBA B ypuHaTa, a 58 %/50 % — sbB dekanunte.

XHEEKTEEHCTHKH MNpH pa3jitvyHy NarfuCHTH
an NALHECHTHU B CTApUCCKa BL3PACT MNJIa3MCHHUTEC KOHUECHTpPAUHH Ha J10CapTaH U HA HEMOBHA aKTHBCH

MeTaboUT He ce pa3di4aBaTt ChUICCTBCHO OT TEC3H MPH NO-MNaM NMALUKUCHTH C XUTTCPTOHMKA.

[lpH eHU ¢ XUNepToOHKA, NNA3MEHUTE HHBA HA JTOCAPTAH Ca 0 Ba MbTH MO-BUCOKH B CPABHEHHE C
MDBXKE ¢ XUAIEPTOHHUA, AOKATO MJIa3MEHUTE HHBA HA AKTHBHHUS META0OIHUT MPH MBIKE # JKEHH HE
NOKA3BaT HAKAKBH PA3THKH.

[Npu nauueHTH ¢ NeKa 00 CPEAHO-TEXKKA AIKOXON-HHAYLMpaHa YepHOApoOHa LKMpO3a, IJIa3MEHHTE
HHMBA HA N1OCAPTAH U HErOBHA AKTHBEH MeTabONUT clell NEPOPANHO NPUITOKEHHE ChC CBOTBETHO 5 U
[,7 NbTH NO-BUCOKK B CPABHEHHE C MIAAH MBbXe R0OpoBoaLM (BXK. Touku 4.2 1 4.4).

[L1a3sMeHHTE KOHUEHTPALIUH Ha JIOCAPTaH HE C€ MPOMEHSAT NPH NALMEHTH ¢ KPEaTUHUHOB KITUPBHC
Haa 10 ml/mMuHyTa. B cpaBHeHue ¢ nauueHTH ¢ HopManHa 6u6peuna ¢pynkuna AUC Ha nocapraH €
OKOJIO 2 MBTH 10-BUCOK NPU NALKUEHTH HA XEMOIHATH3A.

[lnazMeHHTe KOHUEHTPAUHH HA AKTWBHUA METADOUT HE Ce NPOMEHAT NpH nauueHTH ¢ 6BOpeyHo
YBPEXKAAHE WJIH HA XEMOOHAIN3A.

Huto JA0CapTaH, HUTO AKTHBHHAT MeTabon UT, MOTaT a4 Obaat OTCTPAHCHH C XEMOJIH

®apMaKOKHHETUKA NPU NEAUATPHYHHU NMALHWEHTH
®apMakoKHHETUKATa HA nocapTal € 6una npoyueHa npy 50 xunepTeH3IWBHM Na

neaMaTpUMHAaTAa MonynauMs Ha BL3pacT oT > | Meceu 10 < 16 roauHM, cnea np
AHeBHO Ha npubnuaurento 0,54 no 0,77 mg/kg nocapraH (cpeaHH A03M).



Pesynrarvre noka3sar, Y€ aKTUBHHAT METabOAUT ce GopMHpa OT N10CAPTaH NPH BCHYKH Bb3PacTOBH
rpynu. Pesyarature nokassat npubin3nTenHo chiinre GapMakoKHHETHMHH NapaMeTpH Ha JocapTaH
clell NEpopantHO NPHIOKEHHE NPH HOBOPOJEHH H KbPMAUETa, NPH J€Ua B NMPeAyUHNHLIIHA H
YUYWIHLLHA Bb3PaAcT H NpH noapacTBawiy. PapMakOKMHETHYHUTE NapaMeTpy 3a MeTaboKnTa ce
pa3ziv4asaT B rojisiMa CTEreH Npu pa3IMYHUTE Bb3pacToBK rpynH. KoraTo ce cpasHssaT Acua B
MpeayunnuiiHa Bb3pacT, TE3M padiMKH CTaBaT CTAaTHCTHYECKH 3HAYUMHK, EdekTsT npu
HOBOPOJAEHH/KbpMadeTa € CPaBHUTETHO BHUCOK.

5.3 IIpeakNHHH4YHHU JaHHH 33 OezomacHOCT

[IpenaxAHHHYHKTE AAHHH HE MOKA3BaT HAKAKLB cneungHUeH PUCK 3a Xopa Ha Oa3ara Ha
KOHBEHLHOHAIHH MPOY4BaHHA 3a 001 (PapMaAKOIIOrHYEH, MTEHOTOKCHYEH U KAPLUMHOTEHEH NOTEHUHA.
[1pn npoyuBaHus 32 TOKCHYHOCT NPH MHOTOKPaTHO JO3MpaHe MpUNaraHeTo Ha 1ocapTaH HHAyuupa
MOHWXKABAHE HA CTOMHOCTHTE HA HEPBEHUTE KPbBHM TENUA (€PUTPOLUTH, XEMOTI00MH, XEMATOKPHT),
nMopHllaBaHe Ha ypea-N B cepyMa v B OTAENHH C/Ty4Yan NOBHIUICHHE Ha CEPYMHHS KPEATHHHH,
HAMAJICHO TEr/10 Ha ChpUeTo (6€3 XUCTOMOrHYHA Bpb3Ka) M CTOMALLHO-YPEBHH NPOMEHH (JIe3HH Ha
NIHraByULATa, A3BH, €PO3HH, KpbBOUIMBH). KakTo u Apyru BEWECTBa, KOWTO AUPEKTHO BL3ACHCTBAT
BBLPXY CHCTEMATA PEHHH-AHIMMOTEH3HH, 10CapTaH A0Ka3aHO HHAYLUMUPA HeXelaHU peaKkuuy no
OTHOWEHHE HA KLCHOTO pa3BUTHUE Ha TJ104a, KOETO BO/M A0 CMBLPT Ha IJ104a U Man(dopMaLIMH.

6. OAPMAILIEBTHYHH JAHHH

6.1 Coachbk HA NOMOLIHHETE BEINECTBA

Jdopucra 25 mg/50 mg/100 mg

Aopo na mabremrkama :

LETaKTO3a (NAKTO3a MOHOXHAPAT H Liestyno3a Ha nmpax)
MPeKEJaTHHHU3UPAHO LLAPEeBUYHO HULLIECTE

LLAPEBHYHO HHLLECTE

MHKPOKPHCTa/Ha Lenyno3a

CHIHUHKEB JHOKCH], KONOHAEH Oe3BoaeH

MarHe3ueB creapar

Jlopucra 25 mg

Obsuska na mabaemkama:
XHNpoMenosa

Tank

NPONUJIEHITTHKOJ

TUTAHOB AUOKCHA (E171)
XAHOAUHOBO KbATO (E104)

JlopucTa 50 mg/100 mg
Obeusxa na mabaemxama.
XHnpomMenosa

TaNK

NMPONUIEHTINKOJ

THTaHOB auokcua (E171)

6.2 HechBMeCTHMOCTH
Henpunoxumo

6.3 Cpok Ha rogsocrt




5 roguHH

Hoauemuienoe (HDPE) konmeunep 3a mabiemxu ¢ notunponurenoso (PP) zameapane ¢ renma:
Jlopucra 100 mg: Crnea nbpBoTO OTBapsiHe HA KOHTelHHEpa, NPOAYKTHLT TPAOBA A3 Ce U3Noa3Ba B
pamMkuTe Ha a0 100 anu.

6.4 ChneunnanHd ycJ10BHSE HAa ChXpaHeHHe
To3n nekapcTBeH NpoAYKT HE H3UCKBA CNELUMATHH YCIIOBHA HA ChXpaHEHHE.
6.5 Bua " chbaAbpKAEHE HA ONAKOBKATA

baucrep (PVC/PVDC 6ancTep oT npo3patino $oang, ¢ ATyMHHAEBO 010, A3M0/13BaHO 32
NOKPHBAHE: KYTHSH)

Jlopucra 25 mg: 10, 14, 15, 20, 28, 30, 50, 56, 60, 84, 90, 98, 100, 112 puamupanu rabnerku
Jlopucra 50 mg: 10, 14, 15, 20, 28, 30, 50, 56, 60, 84, 90, 98, 100, 112 dunmupanu Tabnerku
Jlopucta 100 mg: 7, 10, 14, 15, 20, 28, 30,50, 56, 60, 84, 90, 98, 100, 112 ¢unMupanu Tabnetku

Iloanernnenos (HDPE, 6a.1) xoHTeiiHep 32 TabJeTKH ¢ Nosunponnaenosa 3anymaiaka. ILinkue
OT NOJIHETHJICH ChC CYIIHTE CHIHKATEL.

Jlopucra 50 mg: 250 punmupanu Tabnerku, B KaApTOHEHA KyTHSA.

Iloanernnenos (HDPE, 68.1) xoureiinep 3a Tabuerku ¢ noaunponnienoBo (PP) 3aTeapsane ¢
JICHTA,

Jlopucta 100 mg: 100 ¢gunmupanu TabneTkH, B KAPTOHEHA KYTHA.

He BcHukK BHAOBE OnakoBky morar aa 0baat nycHaT Ha nasapa.

6.6 Cnennanau npeanasHH MepKH NPH H3IXBbP.AAHE

HsaMa cneuMasiHi H3UCKBaHHA.

7. IIPHTEXATEJI HA PAZPEIIEHHETO 3A YIIOTPEBA

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

8. HOMEP(A) HA PAZPEIIEHHETO 3A YIIOTPEBA
Per.Ne 20090403 - 25 mg

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

9, JATA HA ITbPBO PA3ZPEHIABAHE/TIOJHOBABAHE HA PA3ZPEHIEHUETO 3A
YNNIOTPEBA

Hata Ha nbpBO paspewaBaHe: 09.09.2009

Jlara Ha nocneaHo noaHossBaxe: 29.08.2011

10. JATA HA AKTYAJIM3UPAHE HA TEKCTA

22 Mai 2025




[TonpoGHa nHdopmalima 3a TO3M IeKapCTBEH NPOAYKT € MpeocTaBeHa Ha yebcaiita Ha Uanbanurenna
Arenuns no Jlekapcreara (MAJI) http://www.bda.bg.




