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1. AME HA JEKAPCTBEHMS ITPOAYKT
Lorista film-coated tablets 50 mg
Jlopucrta 50 mg punmupanu TadaeTku

2. KAYECTBEH 1 KOJIHYECTBEH CHCTAB
Bceaxka tabnerxa Jlopucra S0 mg csanpxa 50 mg noszapran xanuil (losartan potassium)
3a MbJHHSA CIIYMCBK HA MOMOLIHHUTE BelliecTBa, BXK. Touka 6.1

3. JEKAPCTBEHA ®OPMA

Ounmupanm TadneTku
Jlopucta 50 mg ¢prmupand TabieTku: KpbIiH, JCKO ABOMHOU3IBKHAIH, O€IH, CBC
CKOCEHM Kpauilla, ¢ JCIUTeIHa YepTa OT €AHaTa CTpaHa.

4. KIWHUYHHU JAHHHA
4.1 TepaneBTHYHH NOKA3AHMSA

- JleyeHre Ha eCeHIMAIHA XUIIEPTOHMA.

- Jleyenue Ha 6b0peuHo 3a00aBaHe TP NALUEHTY C XUNIEPTOHUA U 3aXapeH
auadeT Tin 2 ¢ npoTeuHypus > (0,5 g/eH kaTo 4acT OT aHTUXUIIEPTEH3UBHO
JICYECHHE.

- JleueHne Ha XpOHHYHA ChpAEYHA HEAOCTATHYHOCT (IPH TIAIIUEHTH HA BH3pacT =
60 roaunu), koraro acuceHde ¢ ACE HHXUOHUTOPH HE C€ CUMTA 3a MOAXOAALIO
Iopajay HEChbBMECTUMOCT, 0COOeHO Kauwiiuya, WK NpoTUBONoKazauue. IlaneHTu
CBC CBP/ICUHA HEAOCTATBYHOCT, KOUTO ¢a crabunusupanu ¢ ACE uaxuburop, He
TpAOBa /1a MpeMHHaBaT KbM Jio3apTad. [lanmeHTuTre TpsabBa aa HMaT feBOKaMepHa
¢pakuma Ha u3TnackBare < 40 % u TpsadOBa ga 6paaT CTAOUNN3HPAHH C T€YEHHETO
Ha XpOHUUYHATA ChPASYHA HEOCTATHYHOCT.

- HamasjieHue Ha pyucKa OT UHCYIIT IPU NalMEHTH C XHUIIEPTOHMA C JIEBOKaAMEpHa
xuneprpodua nokymentupasa ¢ EKI (Bx. Touka 5.1 Ilpoyusane LIFE, paca).

4.2 103MpoBKAa H HAYHH HA NPHIOKCHHE

Tabnerkure no3apran TpAOBa Aa ¢¢ npUeMarT ¢ Yama BoJa.

Jlopucrta MoXe [1a ce nmpuiara ¢b¢ uian 0€3 XpaHa.

XUIIEPTOHUA

O06nuaiiHaTa HadallHA ¥ MOALBPKAINA /1034 IPH NMOBeYETO NMalHeHTH € SO mg €IUH ObT
AHeBHO. MakcHMaiHHMAT aHTUXHUIIEPTEH3UBEH €(PEKT Ce NOCTUra TpH 0 LIECT CeAMMLIA
cjie]l 3aMoYBaHe Ha JeueHUeTo. [1pu HAKOM NalMeHTH MOXKE Ja UMa JOITbIAHHTEIHO
GnaronpuaTeH edexT OT NoBUINaBane Ha Ao3ata no 100 mg eAuH BT JHEBHO (CYTPHH).

JTAYPETHLH (HaMp. XHAPOXJIOPTHA3HL).

Xunepmonus npu neduampuynu nayueHmu



JlaHHHTE OTHOCHO e()eKTUBHOCTTA ¥ 0€30MacHOCTTA Ha JIO3apTaH NpH Aclia H
oApacTBaIlY Ha BH3PAcT 6-16 roavHH IIpH JicUeHWE Ha XUTIEPTOHUS Ca OrpaHHYeH!
(BX. To4Ka 5.]: PapMakoaHHaMHUYHHK CBOCTBa). ChIECTBYBAIIUTE (PapMaKOKMHETHYHH
JaHHH TIPH J€1a C XUMIEPTOHHUA Ha BB3PACT HAJ €AMH Mecell (BX. Touka 5.2) ca
OrpaHyYe€HH. 3a NALMEHTY, KOUTO Ca B ChCTOAHHUE Aa npHeMaT TabJIeTKH,
NpenophpbYUTENHATA J03a € 25 Mg euH ITT AHEBHO NpU nauueHTH > 20 no < 50 kg. Io
H3KMIOUEHHE 103aTa MOXKe [a Oble moBHIIEHA A0 MAaKCHMYM 50 mg eAWH BT JHEBHO.
Hosara ciefpa Aa Opae KOPpUrHpaHa crnope MoBAUABAHETO HA KPBBHOTO HAJIATAHE,

[Ipu nagmentH > 50 kg, oOnuaitHaTa no3a ¢ 30 mg eaun nbT AHeBHO. [1o M3KIMOYEeHUE
Ao03ara MOXe Ja 0pae KopurupaHna o MakcuMyM 100 mg exud obT gHeBHO. J03H Haj
1,4 mg/kg (v Hag 100 mg) AHEBHO HE ca MPOYYBaHH NMpPH NMEAUATPUYHH NALIMCHTH.

JlozapraH He ce npenopbUYBa 3a NPUIIOKEHHE NPU [ela Ha BB3pacT MoJ 6 ToAUHU, Thii
KaTo JaHHUTE 3a T3 IPYNH NAIMCHTH Ca OrPpaHHYEHH,

He ce npenopbyBa npH Aeua ¢bC CKOPOCT Ha raomepynHa ¢puirpanus < 30 ml/min /1,73
m?, Thil KaTO HAMAa HAJTUYHH JaHHH (BXK. ChIIO TOYKa 4.4).

Jlo3apTaH He ce NMpenopwyYBa U NMPH Jeua ¢ YepHOAPOOHO YBpexXaaHe (BX. CHINO TOYKA
4.4).

Xunepmenzuernu nayuenmu ¢ ouabem mun Il ¢ npomeunypus > 0,5 g/oen

ObuyaiiHaTa HauyanHa 1034 € 30 mg enuH ObT AHEBHO. Jlo3aTa MOXKe J1a e TOBHIIIHM A0
100 mg eqUH ITBT AHEBHO CNOPE] MOBAUABAHETO HA KPBBHOTO HAJSITAHE CEJ ITPBUS
MeCeLl OT 3all0YBAHETO HA JeYeHUeTo. JIopucTa MoXKe Ja ce npuara ¢ Apyrd
AHTUXMIICPTEH3HBHH CPEACTBA (HaMp. IMYpPETHLMU, ONIOKEPH Ha KalIMEBUTE KAHAJIH,
aa- niu Oera-0110KepH ¥ CPEACTBA C LICHTPAIHO ASHCTBUE) KAKTO M C MHCYJIMH Y IPYTH
4E€CTO M3MOJA3BAHKH XMIIONTHKEMHUYHH CpeACTBa (Hanp. CyN(pOHUIYPEHHH npenapary,
rJIATA30HU H TIUKO3KWIa3HH HHXHOHUTOPH).

ChpleyHa HEAOCTATBLYHOCT

Ob0uuaitHaTa HaYanHa fo3a Jlopucra npu NaHEeHTH ChC CHPACYHA HEAOCTATHYHOCT €
12,5 mg eauH et AHEBHO. Jl03aTa mo mpyHUUI TPsOBA Aa c& TUTPHpA TIPe3 HHTEPBANH
OT eAHa ceAMMIA (T.e. 12,5 mg aueBHO, 25 mg AHeBHO, 50 mg nHeBHO) J0 oOu4aiHaTa
NoAABpKALIA 1032 oT S0 mg eaAuH ITT AHCBHO, CIIOpel MIOHOCUMOCTTA Ha [IAI[MEHTA.

HamasieHude Ha pHCKa OT MHCYIT [PY XUIEPTCH3UBHU NALMEHTH € JICBOKAMEDHA
xurepTpodua fokyMeHTHpaHa ¢ EKT.

O6uyuaiinaTa HayaHa 103a € 50 mg Jlopucra ¢auH pT AHEBHO. Cniope/] MOBNUABAHETO
Ha KpBBHOTO HajsiraHe OU cieasano jAa ce 7o0aBy HUCKA J03a XUAPOXJIOPTHA3H W/ HId
noszara Jlopucrta na ce ysennuu Ha 100 mg eauH mbT JHEBHO.

Hsnon3sase npy DalMEHTH C MOHWKEH BTPECHAOB 00EM .

[Tpu naliMeHTH C IIOHWXEH BBTPECHA0B 00eM (Hanp. JIEKYBaHH C BUCOKH JI03M
TAYPETHIM), TPIOBA Ja ce NMPELCHM HayallHa 1033 OT 25 mg €JUH BT JHEBHO (£
4.4).




H3noi3BaHe MpY nauMeHTH ¢ 00peYHO YBPEKJaHe W NAIIMEHTH HA XEMOJUAIN3a;
He ce Hamara Kopekijyus Ha HaYaJIHaTa 1032 NMPH NMalMeHTH ¢ OHLOpeuHo yBpeXiaLe 1

HALMEHTH Ha XEMOIUAJIM3A.

H3non3paHe Npy DalUMEHTY € YEPHOAPOOHO YBpeXxIaHe:

[Ipn manyeHTH ¢ aHaMHe3a 3a YepHOoApOOHO yBpekaaHe OU clieqBalio Ja ce TIPELeHH
NPUIIOKEHUETO HA I1I0-HUCKA A03a. Hama Jeueben onuT ¢ aueHTH ¢ TEXKKO
yepHOApoOHO yBpexnaHe. [Topaau TOBa n103apTaH € MPOTUBONOKA3aH NPH MAIMEHTH C
TEKKO YEPHOAPOOHO YBRpEKAaHe (BXK. TOUKH 4.3 u 4.4).

H3noa3Bane B CTapyecKa Bb3PACT

Makap ye cneaBa zia ce IPELECHH 3ano4YBaHe Ha JIECYUCHHETO NPU NALMEHTH HAa BL3PacT Hajl
75 rogusM € A03a OT 25 mg, OOMKHOBEHO B CTapyecKa BB3PAacT He C€ Hallara KOpeKius Ha
L03ara.

4.3 IIporHBRONOKa3aHHSA

CBpBbXYYBCTBHTEIHOCT KbM AKTHBHOTO BEIICCTBO HIIM KBM HAKOE OT MOMOILHUTE
BeINeCTBa (BK. TO9Ka 4.4 n 6.1).

BTopu 4 TpeTd TpUMECTHp Ha OpemMeHHOCT (BX. ToO49Ka 4.4 U 4.6).

Texko uepHOAPOOHO YBpEXAaHe

4.4 Criena/THu npeaynpexAcHus H IpeAna3sHd MepKH Npu ynorpeda
CBpPBEXUYYBCTBUTEIHOCT

AnrvoeaeMm. IlaiueHTH ¢ aHamMHe3a 3a aHruoeAeM (MoAyBaHe Ha JTHLIETO, YCTHUTE,
IBPJIOTO W/UIH e3uKa) TpsAOBa Aa OBaT HenpekbeHaTo HabmoaaBanu (BX. Touka 4.8).

Xunomonus u 600HO-eAeKMpoIUmeH oucbananc

CuMITOMaTH4YHA XHIIOTOHKSA, 0COOEHO ciiell MLpBATa A03a U Clie]] IOBUIIaBaHe Ha
no3aTa, MOXKE Jia ce MOSBM NIPH TITallHEHTH CbC 3aryba Ha o0eM u/uny HaTpuH Npu
MHTCH3MBHO JUYPETUYHO JIeUCHHE, OTPaHHYEHHA Ha TIPHEMa Ha COJI ¢ XpaHara, JHapHs
HJIM MOBpBLIaHE. Te3u ChCTOAHMA cleliBa Aa ObaT KOPUTMpaHH IPEAH NPUIOKECHNETO
Ha JlopucTa, MK Aa ¢e U3M0J13Ba NMO-HUCKA HayajHa J03a (BXK. Touka 4.2). Tora ce
OTHAcs 4 3a ACLA.

Enexmponumen Qucbananc

EnexrponutHuTE ArcOanalHCH ca 4eCTH NMPH ManHeHTH ¢ O0bOpedyHO yBpexaaHe, ¢ uinu 0e3
nuader, ¥ TpsOBa ga 6bAaT KOpHrupaHi. B KIIMHHYHO MMPOYYBaHE ¢ MALUCHTH ¢ AUabder
THI 2 ¢ HepoMaTHs, YECTOTATA HA XHIICPKAJITHEMUATA € IMIO-BHCOKA B I'PYIIaTa JEKyBaHa ¢
JlopucTa B cpaBHEHHE ¢ rpynara Ha maanebo (k. Touka 4.8, 'Xunepronus 1 quader Tumn
2 ¢ 660peuno 3abonasane - [IpoyuBanna’ u ‘lloctmapkeTnHros onur - [IpoyuBanus’

ChpAeYHA HEOCTATHYHOCT ¥ KpeaTHHHHOB KaupBHC 30-30 ml/min.
EHOBpEMEHHOTO NIPUIIOKCHHE HA KATHH-CHXpaHABaIN IUYPETULU, XpaH
N00aBKM € KAJIHH ¥ KaTui-ChABbpXKALK 3aMECTHTEIIM Ha COJITA 3a€HO € J103a
npenopwuBa (BX. Touka 4.5).




YBpexiaHe Ha YepHoApoOHaTa QYHKIMS

Cnopes papKaKkOKMHETUHHUTE JAHHHW, KOUTO MOKA3BAT 3HAYUMO ITOBUIIEHHE HA
MJIa3MEHHTE KOHLICHTPALIMK Ha JI03apTaH IPY NalUeHTH ¢ LIHPOo3a, NPH NALMCHTH C
aHaMHe3a 3a YepHOAPOOHO YBpeXKAaHe Ce/IBa Jia CE€ TPELEHH IIPHIIAaTraHeTO Ha MO-HUCKA
no3a. HaMa onuT oT ne4eHHe ¢ J103apTaH NpH MALMEHTH C TEXKO YepHOApoOHO
yBpexkjaHe. Ilopanu ToBa sio3apraH He TpsaOBa Aa ce mpuaara npH malueHTH ¢ TEXKKO
YepHOZPOOHO yBpexkaaHe (BX. TOUkHM 4.2, 4.3 1 5.2).

JlozapTaH HE ce NMpenopbYBa M NPH Aela ¢ YepHoApoOHO yBpexaaHe (BXK. Touka 4.2).

YBpexkaane Ha 6p0peuHaTa QyHKIUS

HMMa croOleHus 3a mpoMeHH B OBOpevHaTa (pyHKLUUA B PpE3YATAT OT IOTHCKAHE Ha
CUCTEMATa PeHWH-aHTHOTEH3WH , BKJIIOUHTENIHO 6B0pedHa HEAOCTAaTEYHOCT (0COOCHO
NMpH NaMEeHTH, YUATO OBOpedHa PYHKI(HA 3aBHCH OT CHCTEMATA PEHUH-AHTHOTEH3HH-
aJIIOCTEPOH KAKBHTO Ca TE€3H € TEXKA ChpAcUHA HEAOCTATHYHOCT MIIH NPEAX0XKAaa
666peuHa qucdyHkiusa). Kakro 4 pH Apyry neKapcTBa, KOUTO 3acAratr CHCTEMara
PEHHH-AHTHOTEH3UH-AJIAOCTCPOH NIPH MALHEHTH ¢ JBYCTPaHHa CTEHO3a Ha

OBOpeyHaTa apTepus WIH CTEHO3a Ha apTepuaTa KbM €JMHCTBEH OBbOpeK ce cholliiaBa 3a
[OBHINICHHE HA KPBBHATA ypesi M CEpYMHHS KPEeaTUHHWH; Te34 IpoMeHH B Ob0peyHara
¢yHkuMga MoraT Aa ObpaaT o6paTUMH NMPH NPEKPaTABAHE HA JICYEHHETO. JIo3apTaH cieaBa
12 C€ U3I0JI3Ba ¢ MOBHIIICHO BHUMAHKUE NPYU MAaLMEHTH ¢ IBYCTPaHHA CTEHO3a Ha
OBOpeuHaTa apTeprs WM CTEHO3a Ha apTEPHUATA HA CAHHCTBEH OBOpEK.

M3non3Bade Opy neauaTpHYHH NAUXWCHTH C yBpeaeHa 0u0peuHa GyHkins

JlozapTaH He ce NpenopBYBa NPH Jiella CbC CKOPOCT Ha riioMepyJiHa duarpauus <
30ml/min /1,73 m2, Thi1 KaTO HAMA HATMYHHU JaHHU (BXK. ToYKa 4.2).

Brbpeunara GyHKuMA ceBa Ja ce Habmoaasa peJOBHO NPH JIeYEHHE C JI03apTaH, ThH
KaTO MO3KE J1a HAaCTBIM BIOHIaBaHe. ToBa ce 0OTHACA 0COOEHO IMPH NpUIaraHe Ha
No3apTaH NPy APYCH ChCTOAHEKSA (IOBHIIEHA TEMIIEPATypa, IeXUAPaTaLUys), KOMTO OHxa
MOTJIH Ja YBpeasaT 6B0pedHaTa QyHKLMA.

WUma naHHH, Y€ eHOBPEMEHHOTO NpUiIoXeHKe Ha no3apTaH H ACE-HHXHOHTOpH
yBpexxaa Ob0peunara pynkuwms. [lopanm ToBa € 1HOBPEMEHHOTO NIPUIIOKEHHE HE CE
NnpenopbYBa.

brOpeyHa TpaHcIaaHTalludg
HsaMma onuT MpH MallHEHTH ¢ HEOTJaBHaIIHa OBOpeUHa TPAHCILIAHTALIUA.

IIbpBUYEH XHUNEPANIOCTEPOHUIBM

[TanMeHTH ¢ MEPBHYEH XUIIEPANAOCTEPOHHIBM OOMKHOBEHO HE OTTOBApAT HA
aHTUXUINEPTEH3UBHH JEKApCTBa, JEUCTBAINH Ype3 TIOTHCKAHE Ha CHCTeMAara pCHUH-
aHruoTeH3HH. [Topaau ToBa H3MOJI3BaHETO Ha TAOJIETKH JI03apTaH He C€ NPCHOPbYBa.

KopoHapHo ceplieuHo 3abonsaBane ¥ uepebpoBackyiaapHa bonect
KakTo npH BCEKH aHTHXHNIEPTCH3UBEH MPOAYKT, IPEKOMEPHOTO NOHWKEHHE Ha
KPBBHOTO HAJIATaHE MPH NAMEHTH C HCXEMHUYHA CBPACYHO-CHA0BA 0OJIECT U
MO3IBYHOCHAOBA 00JIeCT MOXe Jia NPUYUHU UH(pAPKT HA MUOKAPJA HIIH HHCYIIT

ChpaguHa HEAOCTATHEYHOCT




[IpH manxeHTH CHC ChpACYHA HEAOCTATBUHOCT, ¢ UM Oe3 OBOpedHO yBpeXKJaHe,
CBILECTBYBA — KAKTO M MPH APYIH JIeKapcTBa ACHCTBALM HA CHCTeMaTa peHHH-
AHTCMOTEH3UH PHCK OT TEXKKA apTepHUaHa XMIIOTOHUA U (4ecTO ocTpo) 6B6peuno
yBpexaane. Hama noctaThiuHO TepaneBTHYEH ONUT ¢ 103apTaH MpH NalMEeHTH CBC
ChbpJieYHa HEAOCTATHYHOCT U CHIPOBOKIAIO TEXKO OBOPEYHO yBpeXKAaHe, NpH
NAlMEeHTH ¢ TEXKa ChpAcYHa HegocTaThYHOCT (Kiac IV mo NYHA), kakTo 1 npH
MAlHEHTH CBC ChpAEYHA HEJOCTATHYHOCT U CUMITTOMATHYHH XVMBOTO3aCTpaIlaBallly
cbpaedHd apuTMun. [lopaau ToBa no3apTal TpadBa aa ce W3N0J13Ba BHUMATEIHO IIPH
Te3u rpynd nanreHTH. KoMmOunayusTa oT no3aptaH ¥ 6eta-0mokep Ou ciaeasano ga
ce U3MOJ3Ba BHUMaTeHO (BX. Touka J.1). |

CreH03a HA 30PTHA ¥ MUTpaHA Kiana, 0OCTPpYKTHBHA XUNIEPTPOPHYHA KaPIHOMHUONATHA
KakTo # npu ApYrd Ba3oIUNIATaTOPH, IIPENOPHUBA CE CIELMANTHO BHUMAHHE MPH
HalMEHTH CTPAJAIH OT aOPTHA KM MHUTPAJIHA CTEHO03a, WK OOCTPYKTHBHA
XUnepTpodHuUHa Kap AUOMHONIATUA.

bpemMeHHOCT

JleueHue ¢ 03apTaH He TPAOBA Ja Ce 3aMno04Ba 1o BpeMe Ha OpeMeHHOCT. OCBEH B
CJIy4auTe, KOTaTo HEMPEKBCHATO TO JICYEHHUE C JI03aPTaH €& CUUTA 32 KpaHuHO
HEOOXOAHMO, MTAHUPAIA OPEMEHHOCT NALUCHTKU TpAOBa 1a NpEMHHAT HA
aJITEPHATUBHO AHTHXMIIEPTEH3MBHO JICYEHHE, ¢ YCTAHOBEH NPpoduI Ha 0€30MmacHOCT 3a
M3TMoJI3BaHe pH OpeMeHHocT, Korato ce AMarHoCcTHLHpa OPEMEHHOCT, JIEYEHHETO C
no3apTaH TpAOBa a 6bie NpeyCTaHOBEHO He3a0aBHO M, aKO € YMECTHO, [ia CE 3amoyHe
aJITEPHATHBHO JicueHHUE (BXK. TOUKH 4.3 U 4.6).

CreLiMaJHu peyNpex JEHUI OTHOCHO HAKOU MOMOIIHY BEIEeCcTBa

JlopHcTa ChabpXKa nakrosa. [TlaumeHTure ¢ peKyd HacJIEACTBEHH MMPOOIEMH Ha
rajlakTo3Ha HenmoHOCHMOCT, Lapp nakTra3zeH Ae@UIUT WIH TTHOKO30-TaJIakTO3Ha
HENIOHOCHMOCT He TpAOBa fa npUeMar ToBa JIEKapCTBO.

Jpyry npeaynpexacHusa ¥ npeaAnasHH MEPKH
Kakro ce HaOmonasa IpH HHXMOMTOPUTE HA aHMTMOTEH3UH-KOHBEPTUPAILHS €H3HM,

03apTaH H OCTAHANKMTE AHTHOTCH3MHOBU aHTArOHUCTH ¢a BUAUMO No-cabo eukacHH
3a MOHMXKABAHE HA KPBBHOTO HAJIArAHE IIPY YEPHATA paca B CPAaBHEHHE C OCTAHAIUTE
pacH, Hal-BEpPOATHO MOPAIY NO-rOJIAMOTO Pa3NpPOCTPAHCHHUE HA CBCTOAHHS C HUCHK
pPEHUH B MONyJAaLUATa XHIEPTOHHULH OT YepHATA paca.

4.5 B3aumoaeiicTBHE ¢ APYIH JleKapCTBEHH NPOAYKTH H Apyrd (popMH Ha
B3AaHMO/JEHCTBHE

Hpyru aHTHXHIEPTEH3UBHH CPEACTBA MOTAT Ja MOBHLIAT XMIIOTEH3HBHOTO JICHCTBHE HA
no3aptaH. [lpyru BeuecTsa, NpeAU3BHKBAIH XHIIOTOHHS Ca TPHLUMKITHYHU
aHTHACTIPECAHTH, aHTHIICHXOTHLH, DaKkiodeH, aMHPOCTHH. EMHOBPEMEHHOTO
H3H0JI3BaHE ¢ TE3H JIEKApCTBA, KOMTO TOHKWKABAT KPbBHOTO HAIATAHE, KATO OCHOBHO MAILE
HEXXeNaHO JICUCTBUE, MOKE [a MOBUIIH PUCKA OT XUTIOTOHHS.

Jlozapras ce MeTabonu3upa npeguMHo oT uuroxpoM P450 (CYP) 2C9 no a

o
KapOOKCH-KHCenuHeH MeTabosuT. B KIIMHUYHO H3NMTBAHE € YCTAHOBEHO, Ye| (P
—



(MuxubuTop Ha CYP2(C9) HamMansaBa €KCNO3HULMATA Ha aKTHBHUA METa00HT ¢
npuOIM3UTENHO S0%. YCTaHOBEHO €, Y€ €NHOBPEMEHHOTO JIeUEHHE ¢ JIO3APTaH H
pupaMnuuud (MHAYKTOp Ha €H3UMU HAa MeTabonnima) fara 40% noHMKeHHe Ha
IasMeHaTa KOHUEHTpAaIMs Ha aKTUBHUA MeTa0oauT. KIHHMYHOTO 3HaYeHHe Ha TO3U
eexT He € u3BecTHO. He ce ycraHoBsABa pa3ivKa B edeKTa npu eIHOBPEMEHHO
neyenue ¢ guryBacratud (cnab uuxuburop Ha CYP2C9).

Kakro npu apyru nexapcrea, KOMTO On0kupar aHroTeH3uH Il win Herosure edexry,
CBIIPOBOXKAAIIOTO TIPUIIOKEHUE HA APYTH JIEKApCTBA, KOUTO 3aABPKAT KaJIUs (Hanpumep
KaJIMA-ChbXpaHABallld JUYPETULIM: aMHJIOPU, TPHAMTEPEH, CIHPOHOJAKTOH) MIIM MOTaT
Jla MOBHIUAT HUBATA HA KAIKA (HAMp. XCNapHH), XPaHUTEIIHA A00aBKH ¢ KaJIWH WK
KaIMU-ChABPIKAIH 3aMECTUTEIM HA COJITa, MOXKE Oa AOBEAEe 10 MOBHINABAHE HA
KEpyMHMS KalHil. ChpoBOXAAIO JEYEHHE HE ce NMPEenophUBa.

Hma crobmennd 3a 06paTUMO MOBHIICHHUE HA CEPYMHHUTE KOHIICHTPALMU HA NUTHH npH
€JHOBPEMEHHO IIPWIOKEHHE Ha TUTHH U ACE unxubutopn. CrobiaBsa ce U 3a MHOTO
peaxu ciyday ¢ aHTHOTeH3HH 1l perenTopHH aHTarOHKUCTH. EAHOBPEMEHHOTO
[PUJIOKECHUE HA JIMTUM M JlI03apTaH OU CIeABANO Aa ce NpenpHeMa BHUMATEIHO. AKO
Ta3u KOMOWHALIUA € KpaitHo HeoOX0AUMa, NpU €JHOBPEMEHHO IIPUIOKEHHE Ce
npenopbhbyBa HAOMIOACHKHE HAa CEPYMHUTE HUBA HAa JIMTHMH.

Koraro auruotensuH Il anraronuct ce npunara eaHospemenHo ¢ HCIIBC (t.e.
celicKTUBHH COX-2 HHXUOMTOPH, aLICTHICATUIIMIOBA KHCEIMHA B
MPOTHUBOBB3NANUTENHHU 031 ¥ HecenekTtHBHM HCIIBC), Mmoxe na ce HacThIU
oTCabBaHe HA aHTUXHUIICPTEH3NBHUA €(eKT.

EIHOBpEMEHHOTO NPUJIOKEHHE HA AHFTMOTEH3UH 1] aHTarOHKCTH WK JUYPETHLIN U
HCTIBC mo3e Aa foBene 10 NOBULIEH PHCK OT BAOIIaBaHe Ha ObOpeunara dyHKIHs,
BKJIIOUHUTETHO BB3MOXHOCT OT ocTpa OhOpeuHa HeJOCTATHYHOCT, U TIOBUIIIABAHE Ha
CEPYMHHA KallM#, 0COOEHO NMpU NALMEHTH C HE3a0OBOJUATENHA Npey ToBa OnOpeuHa
dynxkuus. KomObuuanuaTa ciespa ja ¢e ripuiara BHUMATEIHO, 0coOEHO B cTapuecka
BB3pact. [lauHeHTHTe caeaBa aa 0b1aT aIcKBaTHO OBOJHABAHU ¥ TPsaOBa na ce 06¢cbau
HaOmoaeHue Ha OBLOpeunara PyHKLMA Clie/ 3aM0YBAHE HA e JHOBPEMEHHO JICYEHHC,
KaKTO ¥ NMEpHOANYHO CJIe]] TOBA.

4.6 DbpeMeHHOCT H KbpMeEHe

bpeMeHHOCT

HM3nonsBaneTo Ha 103apTaH HE Ce TPENOPHYBA NPE3 IBPBUSI TPUMECTBD Ha
OpemeHHocTTa (BK. Touka 4.4). U3no013BaHeTo Ha 103apTaH € MPOTUBONIOKA3ZAHO IIpe3 2-
PH H 3-TH TPUMECTBP Ha OpeMeHHOCTTA (BxK. TOUkH 4.3 U 4.4).

EnuaeMyoIOrHyHUTE JOKA3ATEICTBA 34 PUCK OT TepaTOoreHHocCT ciel jeueHue ¢ ACE
HHXUOUTOPH TIPE3 HEPBHUS TPUMECTHP Ha OPEMEHHOCTTA He ca YOS AUTCITHHY; MAJIKO
YBEeIMYEHHE Ha PUCKa, 06aye, He MOXKE Aa ce U3KIIIOYK. Makap ye HiMa KOHTPO
€IMAEMHOJIOrMYHH JaHHH 38 PUCKaA NPH aHruoteH3uH Il penentopan vHXUO
(AIIRA), noaoOHn prcKoBe OMXa MOTJIW Jja CHINECTBYBAT HPH TO3H KJIAC JEK2
(OcBeH B cyvaute, Korato HenpekbcHaTto nedeHne ¢ ARB ce cunra 3a kpaitn




HEOOXOAUMO, MJTaHUpaLH OPEMEHHOCT MALMEHTKH TpAOBa la MPEMHUHAT Ha
aJITCPHATUBHO aHTHXHNEPTEH3UBHO JICYEHUE, ¢ YCTAaHOBEH Npodua Ha 0€30macHOCT 33
u3non3paue npu opemeHHocT. Koraro ce AuarHocTuiMpa OpeMeHHOCT, JTIEYEHHUETO C

no3apraH Tpsa0Ba Aa Obae NpeycTaHOBeHO He3abaBHO M, akO € yMECTHO, Ja ce 3alOYHE
alTEPHATHBHO JICUCHHE.

M3BeCTHO e, ye JICYEHUETO C JI03aPTaH NPe3 BTOPUS U TPETUA TPUMECTHP HA
OpeMEeHHOCTTa MHAYLIHPA (PETOTOKCHYHOCT NpH Xopa (noHMxeHa 0b6peuHa hyHkuus,
ONIMIOXHAPAMHHUOH, 3a0aBeHa OcHUKaLIMA HA Yepena) i HEOHATAIHA TOKCHYHOCT
(0BOpedHa HEAOCTATBYHOCT, XHITOTOHMS, XUIIEPKANHEMHA) (BXK. CBHINO 5.3
‘TlpeaAKIIMHHYHM JaHHHK 32 6e30MacHocT’ ).

AKO 11p€3 BTOpHUS TPUMECTHP Ha OpeMEeHHOCTTA ce NPOBEAE JEUEHHE C JI03apTaH, ¢e
npenoppuBa exorpadgcku KOHTpoN Ha 6p0peuHara pyHkumMA 1 yepena. HosopoaeHu,
YMUUTO MAWKH ¢a CE JEKYBATH C J103apTaH, OM clieABano Ja ca rnoj HerpeKbeHaT
KOHTPOJI 32 XHIIOTOHMA (BXK. CBIIO TOUKH 4.3 U 4.4).

KbpmMmene

Twit KaTo HsIMa HaTMYHA HHPOPMAaLIUA OTHOCHO HU3MOJI3BAHETO HA JIO3AaPTaH IO BpeMe Ha
KbPMEHETO, JI03aPTaH He C€ NPENMOPHYBA M ANTEPHATHBHU JISUEHMS © TI0-100pu npodum
Ha 0€30MIacCHOCT, YCTAHOBEHH IO BpeMe HAa KBPMEHETO, Ca 34 IIPeANoYnTaHe, 0COOEHO
NPy KbPMEIH HOBOPOJIEHO WM HEJIOHOCEHO AETe.

4.7 EdexTn BLpxy cnocobHocTTa 32 modHpaHe H padoTa ¢ MAIIHANA

He ca nposexaanu 1ipoyyBaHua 3a eekTHTE BppXY ¢nocoOHOCTTA 32 modupaHe U
paboTa ¢ MallIHHM.

Koraro c¢e wodupa unu padbotu ¢ mamrda obaue TpabdBa 1a ce uMa IpeaBU]l, 4e, Makap u
PAAKO, [IPU MPOBEKAAHE HA AHTUXHITEPTCH3MBHO JICUCHHE MOXKE [1d CC IIOABY 3aMaiBaHe
K CHHJIIMBOCT, OCOOCHO TIpH 3arouBaHe Ha JCYEHHETO WM TIPH [MOBUILABAHE Ha J034TAa.

4.8 HexenanH JiekapCcTBeHH PeaKiHH

YecTOTAaTa Ha HEKETAHUTE JIEKAPCTBEHH PEAKLMH C€ OTNPEACIA ¢ H3MOI3BaHe Ha

CJIE/IHUTE YCIIOBHA:

- MHoro uectH (> 1/10);

_ uectd (> 1/100, < 1/10);

_ HeuectH (= 1/1 000, < 1/100);

- peaku (= 1/10 000, < 1/1 000);

. muoro peaxu (< 1/10 000), ¢ HensBecTHa YecToTa (HE MOXKE Ja ce onpe/esii o
HAJIMYHUATE JAHHH).

B xoHTpONUpaHU KITHHUYHMA H3IIMTBaHUA 34 €CEHITHANIHA XUIIEPTOHUS NIPH
XMNIEPTCH3UBHH NALMEHTH C IEBOKaMEpHa XUllepTpo(us ¥ XpoHudHa ChpeyHa
HEJOCTATBYHOCT KAKTO U [PY XHUIIePTOHNS U 3axapeH quadet tun 2 ¢ O60peuH
3a00/15BaHe, Hall-4eCTO CpelllaHaTa HEXEIaHa peakil|s € 3aMaiBaHe.




XHIepTOHUA

B koHTponupaH# KIMHUYHH U3NMMTBAHKA MPH €CEHIIMANHA XUIIEPTOHUA C J103apTaH ce
Ha0110JaBaT CACAHHUTE HEXENIAHH JIEKADCTBCHH PCAKLIMH

Hapywernua na nepenama cucmema
YecTH: 3aMaiBaHe, CBETOBBPTEXK
HeuecTh: CBHIMBOCT, I1aBOO0OIHE, HAPYIICHHUA HA CHHSA

CvpOeunu napyuienus:
HeuecTu: nannuranyy, CTCHOKApAUs

Cv008U HapYuieHUA.

Heuecry: cMMITOMaTuyHa XMIIOTOHHA (0COOCHO NPpH NMALMEHTH ¢ HAMAJICH BETPECHAOB
o0eM, Halp. MAlMEeHTH ¢ TEXKa ChpACYHa HEAOCTATHYHOCT HIIH MMPOBEKAINH JICUCHHE C
BHCOKH JIO3H JUYPETHUIIH), CBbp3aHH ¢ A03aTa OpTOCTATHUHHU eeKTH, OOpUB.

Cmomauno-upeenu HapyueHun:
HeuecTu: kopeMHa 00JIKa, YIIOPHUT 3arex

Obwu napywenus u epexmu Ha MACMOMO HA NPUNOIICEHUE
Hedyectu: acreHus, ymMopa, 0TOK

XunepreH3NBHH MAIHEHTH ¢ JICBOKaMepHa xunepTpodus
B xoHTpOAHpaHd KJIHHHYHHA W3NMWUTBAHHUA MPHA XUIICPTEH3UBHH MALMEHTH C JICBOKAMEpHa
xuneprpodus ce HabMOAaBaT CICIHUTE HEXKENIAHH JIEKAPCTBEHH PEaKLIHH:

Hapyuwienun na nepgnama cucmema.
yeCTH: 3aManBaHe

Hapyuenua na aabupunma u yxomo:
YECTH: CBETOBBPTEK

Obwu Hapywerus u egpexmu Ha MACMOMO HA NPUNOINCEHUE:
YEeCTH: aCTeHUs1/ yMopa

XpOHWYHA ChpACYHA HEAOCTATHYHOCT
B KOHTpONIMpaHH KIMHHYHH U3MUTBAHUSA C MALMEHTH ChC ChPACHHA HEAOCTATBYHOCT CC
Ha0MOIaBaT CJISIHATE HEXETIAHU JICKAPCTBECHH PEaKLIM:

Hapywenus na nepenama cucmema:
HEYECTH: 3aMaiiBaHe, riaapobonue
PEAKH: NMAPECTE3HA

Cvpoeunu napyuenua:
peAKH: CUHKOIL, MPEICHPAHO MBXIEHE, LIepeOpoBaCKyNapeH HHITHISHT




Cvoo6u Hapyuwenus:
HEUECTH: XHITOTOHUSA, BKJIIOUUTETHO OPTOCTATUYHA XUIIOTOHUS

Pecnupamopru, 2pvonu u MeOuacmuHaInu HAPYUEHUA:
HEYECTH: 3aayX

Cmomawino-upesHu HapyuleHus.
HEYeCTH: JHAPHSA, FAACHE, MOBPBLIAHE

Hapywernun na kosicama u nOOKOXCHRama mvkan:
HEYECTH: YPTHKapHs, CbpOexK, 0OpHB

Obwu napyuienus u echexmu Ha MACMOMO HA NPUAONCERUE.
HEYECTH: aCTEHUA/ yMopa

Xuneprouus u auaber tun 2 ¢ 6pbpeuyno 3aboagaBaHe

B KOHTpON#paHO KIMHHYHO W3NHTBAHE NPH NALMEHTHU ¢ AHA0ET THN 2 ¢ NPOTEUHYpHA
(mpoyuBaHe RENAAL, Bxk.To4ka 5.1) Hait-4yecTo HaOmoAaBaHUTE JICKAPCTBCHOCBHP3aHH
HexXeJJaHW PeakLMH MNpH J03apTaH ¢a CIICAHUTE:

Hapywenus na nepenama cucmema:.
YECTH: 3aMaiBaHe

Cwvoosu napyuienus.
YECTU: XUITOTOHUS

Obwu napywenus u eghexmu Ha MACMOMO HA NPUROICEHUE !
4yeCTH: aCTCHHA/ YyMOpa

Hacneodsanua:
YeCcTH: XUMOIIMKEMHSA, XUTIEPKATHEMHS

Ipy nNalMEHTH MOJY4YaBay J03apTaH C/ICAHNTE HEXKENTAHH PEAKIIHH Ce CpelaT No-4ecTo
OTKOJIKOTO NpH NoJy4aBanuTe mniaiedo:

Hapywenun na xpweoHocnama u IumM@PHa cucmemuy.
C HEW3BECTHA YeCTOoTa: aHEMKA

Coepleurnu HapywieHUA:
C HEM3BECTHA YecToTa: CUHKOIN, MMaJINMATaluH

Cvoosu Hapyuwenus:
C HEU3BECTHA YECTOTA: OPTOCTATHYHA XHIIOTOHHA

CmoMauiHo-upesHU HAPYUWEeHUA:
C HEKW3BECTHA YECTOTA: JUApUA




Hapywenus na Myckyano-cxenemuama cucmema U CbeOUHUMennama movkax.
C HEM3BECTHA 4ecToTa: 60JIKa B repba

Hapywenus na 6vbpeyume u nuxounume nomuwyaq:
C HEM3BECTHA YeCTOTa: HHPEKIIMH Ha MUKOYHUTE MBTHILIA

Obwyu napywienus u egpexmu Ha@ MACMOMO HA NPUAOIICEHUE
C HEM3BECTHA HECTOTA: I'PUNONIOI00HH CUMIITOMH

[IOCTMAPKETHHIOB OITUT
B nocTMapKEeTHHIOBH YCNOBHA Ca HaOMOJaBaHH CIICAHUTE HEXKENAHY IEKAPCTBEHH

pEeaKy:

Hapywenus na kxpveorocHama u TumM@Ha cucmemu.
C HEHM3BECTHA YeCTOTa: AHEMUA, TpoMOoLUTONEHUA

Hapywenusa na umynnama cucmema.

pedKH: CBPbXUYYBCTBUTEIHOCT: aHaQHNAXTUYHA peaKiiisa, aHTHOEAEM, BITIOYHTE/THO
OTOK Ha JJADHHKCA W I0THCA, MPHYMHABAINHM 3aMyllBaHe HA JUXATEIHUTE ITETULNA U/ UITH
OTOK Ha JIHLETO, YCTHHUTE, papHHKCA U/ MM €3HKA; IIPH HAKOHM OT TE€3HU ITALMEHTH
aHTHOEAEMBT € HablroJaBaH B MUHAJIOTO BBB BPB3Ka C MPUIAraHeTo Ha APYTIH
nexapcTpa, BKMoYHTeTHO ACE MHXUOUTOPH, BACKYIIUT, BKIIIOYUTENIHO MTYPITYpa Ha
Henoch-Schonlein.

Hapywenus na nepegnama cucmema:

C HEM3BECTHA YE€CTOTA: MUI'PEHA

Pecnupamoprnu, 2pvOHu u MeQuacCmuHaInu HAPYWeHUA:

C HEM3BECTHA YECTOTA: KAHLIHIA

CmomauHo-upesnu HapyueHun.

C HEM3BECTHA YE€CTOTA: JUAPHUSA

Xenamo-ounuapHu HapyweHus.

pPEaKH: XEIaTUT

¢ HEM3BECTHA YECTOTa: aHOMAJIMHM B YEPHOAPOOHUTE PYyHKIHUU
Hapywenusn na xoxcama u nOOKOICHAMA MBKAHK.

C HEM3BECTHA Y€CTOTA: ypTUKapHs, CbpOex, 0OpHB
Hapywenun na Mycxynno-ckenemnama CUcCmema 4 CbeOUHUMeHama movKan.

C HEM3BECTHA YECTOTA: MUAJITUS, apTPaITrus

Hapyuwienua na 6vbpeyume:

BceneACTBHE OT MOTHCKAHETO HAa CHCTEMATA PEHUH-aHTHOTEH3HH-AJIAOCTEPOH NPH
PHUCKOBH NAIMEHTH ce HabMoaBaT NpoMeHU B ObOpeYHaTa QyHKIMS, BKIIIOYHTETHO
6BOpeyHa HEJOCTATEYHOCT; TE3H IIPOMEHH B OBOpeuHaTa PyHKuUA MoraT Ja 0ba
oOpaTHMH TpH NPEKPaTABAHE Ha JICUCHHETO (BX. TouKa 4.4)

H3cnedeanus:

B xoHTpOAHpaHH KIMHWYHHA H3MMTBAHUA KIMHUYHO 3HAYUMH TTPOMEHH B CTE
n1abopaTopHH MapaMeTpH pAIKO CE CBBbP3BAaT C NPHIaraHeTo Ha TabaeTKH 03¢




Panxo nma nosuiieHre Ha ALT, kato 0OMKHOBEHO Npy NMpeKpaTABAHE Ha JICUCHUETO
OTKJIOHEHHETO CC HOpMaIH3upa. XunepkaiveMus (cepyMmer kammit > 5,5 mmol/l) umar |
5 % oT NnalMeHTHTE, YYaCTBAIU B KIMHUYHU

M3MMUTBaHHA NMPH XMIEPTOHHA. B KIHHHYHO U3NKMTBAHE, MPOBEACHO C NALIUEHTH ¢ IUabeT
Tun 2 ¢ Hedponartud, 9,9 % ot naupeHTHTE, TEKYBGHH ¢ TAONETKU JIO3apTaH MOIydaBat
xunepkanuemus > 5,5 mEq/l, kakro 4 3,4 % OT nauueHTHTe, TPETUPAHH C 1L1aLIE0O (BXK.
Touka 4.4, ‘EAeKTpONUTHHY HApYLICHUS ).

B xoHTpOIMpaHO KIHHHYHO U3NIATBAHE C NALMEHTH CBC CHPACYHA HEIOCTATBYHOCT €€
CHOOIIABA 3a NOBHINABaHEe HA KPBBHATA YPES U CEPYMHHUSA KallMH.

[MpodmabT Ha HEXETAHKWTE PCAKLIMHU 1IPH [TALIMEHTH B JIETCKA Bh3pacT € OJIM3BK J0
HaOJIIOJaBaHus NPH BL3PACTHU NALMCHTH. JlJaHHUTE OT NeAHaTpUYHaTa mOIyJialus ca
OrPaHUYCHHU.

4.9 [Ipeno3upaHe

Cumnmomu HQ UHMOKCUKAYUA

Jlo MOMeHTa HAMA OTIMT C NMPCAO3UpPaHE NMpH Xopa. Han-sepoATHUTE CHMIITOMH, B
3aBHCHMOCT OT pa3Mepa Ha Nnpeao3upaHe, ca XHIIOTOHHA, TAXHUKapAYa, Bb3MOXHA

OpaaMKapams.

Jleuenue na unmoxcuxayuama

MepkuTe 3aBHCAT OT BPEMETO A0 MpHeMaHe Ha JEKapCTBOTO H BHAA M TEKECTTA HA
cuMIrromute. IIpropHTeT clieiBa Aa ce AaJie Ha cTabuau3upaHe Ha KpbBOOOpalleHHETO.
Crnex nepopalieH [pHUeM € MOKa3aHo NMPUTIOKECHHETO Ha AOCTATHIHA 1034 aKTHBCH
BbriieH. Ciesi ToBa, TPAORA [ja ce OCBHINECTBY HENMPEKBECHATO HAabHOACHHUE Ha KU3HEHHTE
nokazarend. [Ipy HeoOGX0oAUMOCT KU3HEHHTE NOKA3aTelM CAeABa Aa C€ KOpHrypar.

Hwuro no3zapraH, HUTO aKTHBHHA METaDOIUT Morar jia Obaar OTCTPAHEHH ¢ XeMOAHallK3a.

5. ®APMAKOQOJIOTHYHH CBOUCTBA
dapmakoTepanesTduHa rpyna: AuruoteHsuH Il penenropuu anraronucty, ATC Kox:
CO09CAOQ1

5.1 DapMaKoJHHAMHYHH CBOHCTBA

Jlo3apTan € CMHTETHUEH niepopaneH aHrHOTeR3HH-1I peuenropen (tun AT1) aHTaroHMCT.
AHrHoTeH3uH 11, KOITO € MOIEH Ba30KOHCTPHKTOP, € OCHOBHMAT aKTHBEH XOPMOH Ha
CUCTEMATA PEHHH/AHTHOTEH3MH M BaXKeH (GaKTop B NATOQHUIUONIOTHATA HA XHIIEPTOHHUATA.,
AnruotensuH Il ce cspp3Ba ¢ AT1 peuenropa, HaMHpalll ¢€ B peJlilla ThKaHH (Hamp.
rIaKaTa MyCKYyJIaTypa Ha ¢bJoBeTe, Hanonopenyre, On0peuTe H CHPLETO) U
peAU3BUKBA HAKOJIKO BXKHU OHONOTMYHH NCHCTBHSA, BKJIIOYATEIIHO BA30KOHCTPUKLIMA U
0CBOGOKIaBaHE Ha aNAOCTEpOH. AHrHOTeH3uH 11 cTUMyaIHMpa ¥ nponavdepanyaTa
IMaAKOMYCKYJTHHTE KIICTKY.

Jlosapras cenextuBHo Onokupa AT1 petentopa. In vitro u in vivo J103apTaH
(apMaKoJOrMyHO aKTHBEH KMcen KapOokcHiieH MeTabonut E-3174 Gnoxupar
GU3HOIOIMUHO 3HAUUMHU ASHCTBUA HA aHTMOTEH3UH 1l, HE3aBUCHMO OT H3TOY




ITBTA HA HEroBHA cHHTe3, Jlo3apTad HaAMAa aroHHCTHYEH e(eKT, HUTO ITbK OJIoKHpa Apyru
XOPMOHAJIHH PEUENTOPH WIH HOHHH KaHAIW, BAXKHM 33 ChpASYHOCHAOBATA pErynalus.
OceeH ToBa no3apTad He norucka ACE (kunasa lI)— en3uMbT, KOHTO pasrpaxna

opagukuanHa. Clie10BaTETHO HAMA YCUIBaHE Ha HEXKeNaHUTe OpaJuKUHUH-MEAUHPaHH
edexTn.

[Tpy npuIOKEHHETO HA TO3apTaH MPEMAaXBAHETO Ha OTpHLATEIHaTa O0paTHa BPB3Ka Ha
aHrHOTEH3MH 1l 110 OTHOIIEHHE HAa PEHUHOBATA CeKpeLUsa BOJAX A0 NMOBHINABAHE HA
aKTMBHOCTTA Ha naa3meHus peHuH (PRA). ITopumaranero va PRA Boau 10 noBuillaBaHe
Ha anruoTeH3uH 1l B nnasmara. HezaBUCHMO OT T€3U MTOBUILIEHHUS aHTUXHIIEPTEH3UBHATA
AKTUBHOCT H NMTOTHCKAHETO HA KOHLECHTPAIlHMTE HA INA3MEHHUA aI0CTEPOH Cce
3aIABPXKAT, KOETO € NOKA3aTeIHO 3a €(PeKTHBHO ONIOKUpaHe Ha aHrHOTeH3HH ]
peuentopa. Ciel npekpaTaBaHe HA NMPUJICKCHHETO HA o3apTad PRA u

anrnotTeHusud Il cnagar 3a Tpu AHM A0 M3XOQHH CTOHHOCTH.

Kakro o3apTaH, Taka ¥ HEI'OBHAT OCHOBEH aKTHBEH MeTabOJHUT €a € [T0-BUCOK apUHHUTET
kbM AT 1-penenTopa, oTkonkoro KbM AT2-penientopa. AKTUBHUAT MeTaboiuT € 1 1o 40
METH N0-aKTHBEH OT JIO3apTaH MpPH TErJIOBHO YPAaBHOBECEHO CHOTHOILIECHHE.

IIpoyuBanus BbpPXY XHUNIEPTOHUS
B XOHTpO/MpaHH KIMHAYHHA NPOYUBAHH, TTPUJIATAHETO €IUH BT JHEBHO HA JI03apTaH

NPpH NAIHEHTH C JIeKa A0 yMepeHa €CCHUHAIHA XKIIEPTOHNA NPHYMHABA CTATUCTHYCCKH
3HAYMMH ITOHWXKEHHS B CUCTOJHOTO ¥ JHACTOJIHOTO KPBBHO HaAraHe. CTOMHOCTHTE Ha
KPBBHOTO HaJIiraHe, U3MepeHH 24 yaca ciiell 103aTa U OTHECEHU KbM H3MEPEHHTE -6
yaca clieA 403aTa, MOKa3BaT IIOHIKCHWE Ha KPBBHOTO HAATAHE 3a nepuo] ot 24 Jaca,
[pH 3ana3BaHe Ha €CTECTBEHMUS ACHOHOLIEH PUTHM. HaManeHUeTo Ha KPBBHOTO HaIATaHe
B Kpasi Ha HHTepBana Ha Jo3upane € 70-80 % ot edexra, HabmoasaH 5-6 yaca cnell
n03ara.

[IpekparsaBaHeTO HA MPUATIOKECHUETO Ha JIO3APTaH MPH XUNICPTCH3NBHH NALMEHTH HE BOJH
IO PA3KO MOBHIlIaBaHe HA KPBBHOTO HansAraHe (pebaysn edexr). HezaBucuMo ot
M3Pa3eHOTO NOHKEHHE Ha KPBBHOTO HAJBTaHE JI03apTaH HAMA KIMHHYHO3HAUYUMH
€(DEKTH BBPXY ChbpACYHATA YECTOTA.

JlosapTaH € eIHaKBO e(hHKACEH MPH MBKE U KEHH, MIPH MO-MIAAH (Ha BB3pacT Mo 03
r'OJIMHHU) H N0-BB3PACTHHU MALUEHTU C XHPIEPTOHMSL.

IIpoyuBane LIFE
[Ipoyusanero Losartan Intervention For Endpoint Reduction in Hypertension [LIFE] e

pPaHAOMU3HPAHO, TPOMHO-CIIANO, AKTHBHO KOHTPOJIMpaHO NpoyusaHe ¢ 9 193
XHUMEPTEH3MBHH MALMEHTH HA BB3pacT oT 55 10 80 roaunu ¢ JokyMeHnTupana ¢ EKI

nesokaMepHa xuneprpodud. [laneHTHTE Ca paHIOMHU3HUPAHH 3a IIPHEM €)XKEeHEBHO Ha
no3aptad 50 mg WM eIHH BT AHEBHO Ha aTeHon0a 30 mg. AKO HE €€ IOCTHIHS




m3kmoucHne Ha ACE-uaxuburopn, anruoreH3uH Il antaronucTd win 6era-onmokepu, ce

n00aBAT MPH HEOOXOAUMOCT 3a JOCTHUTAHE HA LICIEBUTE CTOKHOCTH HA KPBBHOTO
HaJIATAHE.

CpenHaTa NpoABLIDKHTETHOCT HA MPOCIEAABAHETO € 4,8 rOJUHH.

[IbpBHYHAaTa KpaiiHa TOUYKA € ChCTAaBHA M BKIIIOYBA CHPACYHOCHAOBATA 3a00/EMOCT U
CMBPTHOCT, U3MEPEHH MO HAMAJICHKUETO HA KOMOUHHpaHaTa 4Y€CTOTa Ha ChPACYHOCHA0BA
CMBPT, HHCYJIT U HHGapKT Ha MUOoKapaa. [Ipu asere rpyny KpBbBHOTO HAIATaHE Ce
[IOHHXKABA 3HAYMTENHO J0 Onu3ku HUBaA. Jleyenuero ¢ nozaprad Boam a0 13,0%
noHmkeHue Ha pucka (p = 0,021, 95% unrepsan Ha nosepurensoct 0,77-0,98) B
CPaBHEHHE C ATCHOJIOJ NIPU NMALMEHTH, TOCTUTAIH ITEPBHYHATA CHCTaBHA

KpaifHa Touka. ToBa JOoMpHUHACA OCHOBHO 34 HaMaJICHHE Ha Y€CTOTATa HA MHCYIITA.
JleueHneTo ¢ N03apTaH HaMaIABa PHCKA OT HHCYNT ¢ 25 % B CpaBHEHUE C aTeHOJION (P =
0,001 95 % unreppan Ha goBepuTeaHOCT 0,63-0,89). UecToTUTE HA CHPACUHOCHIOBO
0o0ycIOBeHa CMBPT ¥ MH(APKT Ha MHOKap/a HE C€ pa3auiaBaT 3HAYHTETHO MEXY
NPOBEKIAIUTE JICYUEHHE TPYIIM.

Paca

B npoyupaneto LIFE naumesTuTe OT UepHaTa paca, JEeKyBaHH C JIo3apTaH, ¢a ¢ Io~-BHCOK
PHCK OT JOCTHIaHE HA TbpBUYHATa KOMOMHHpaHa KpaiHa TOYkKa, T.€. KapAHOBacKyJapHO
chOHTHE (HaTp. CbpJcUcH HHPAPKT, ChPACUHOCHAOBA CMBPT) U OCOOEHO HHCYIIT,
OTKOJIKOTO TIALIMEHTUTE OT Y€pHATA paca, JieKyBaHH ¢ areHonoJ. [lopaau roea
pe3yaTaTuTe, HabmoaaBaHH MPH JI03apTaH B CpaBHEHUE ¢ aTeHono B poy4usaHero LIFE
[10 OTHOIIEHHKE Ha CHPASUYHOCHI0BaTa 3a00/19eMOCT/CMBPTHOCT, HE €A IPHUIIOKHUMH 32
[IALUESHTH OT YEPHATa paca ¢ XMIICPTOHHUS U JIEBOKAMEPHA XHIIEPTPOPHAL.

[Ipoyypane RENAAL
[Tpoyusanero Reduction of Endpoints in NIDDM with the Angiotensin II Receptor
Antagonist Losartan (RENAAL) € KOHTpOJIMpaHO KIHHHYHO IPOYYBAHE, IPOBSACHO B
nenus cBAT ¢ 1 513 nanMenty ¢ AuabeT TUN 2 ¢ NPOTEUHYPUS, CHC HITH O€3 XUIICPTOHHI.
C no3aptaH ca neKkyBaHu 7351 nauuedTy. Llenra Ha npoy4YBaHETO € 1A Ce MOKaXe
He(pONPOTEKTUBHHSA e(eKT Ha I03apTaH KaJiM# 10 OTHOIEHHWE Ha MOHMXKABAHETO HA
KPBHBHOTO HasiraHe.

[TaneHTH C NPOTEMHYPHA U CepyMeH kpeatunuH 1,3-3,0 mg/d] panaoMusHpaHo
nojyuyaBar no3apTaH 50 mg ¢1dH I6T AHEBHO, MPH HYXAa THTPHPaH, A0 NOCTUraHe Ha
OTIOBOP MO OTHOILEHHE Ha KPBBHOTO HalAraHe, Wid raunebo Ha poHa Ha
KOHBEHLMOHAIHA aHTHXHNepTeH3uBHA Tepanud 6e3 ACE-uHxuOUTOpH U aHrHoTeH3u Il
AHTArOHUCTH.

U3cneposaTenyure nojiyyaBar KHCTPYKLUMHK Ja TATPUPAT NPoy4YBaHOTO neuyenue Ao 100
mg JAHEBHO Npd HeoOxoaumocT; 72 % oT nauuentute B3eMat 100 mg nHeBHa f03a npes
O-roJiIMaTa 9acT OT BpeMeTo. Jpyru aHTUXUITEPTEH3UBHH MPOAYKTH (IHYPETULIH,
KaJlUeBH aHTArOHKUCTH, ajida- U beTa-peucirropHu ONOKepH, a ChINO U uepsf
AeHCTBAIIM AHTHXHUITEPTEH3UBHH CPECTBA) Ca MO3BOJIEHHM KATO RO BIHMAE
M TIPH JIBETE T'PYINH B 3aBUCUMOCT OT HY>KaMTe. [lalideHTuTe




ca npociuenaeHy no 4,6 roaunH (3,4 roagunu cpeiHo). [IsprudHaTa OCHOBHA KpaHHa TO4YKa
Ha IPOYYBAHETO € ChCTaBHA KpaHa TOUYKA C YJBOSBAHE HA CEPYMHMS KPCATHHUH NPH
O0n0pedHa HEAOCTATBPYHOCT B KpaiHa (a3a (HCOOX0AUMOCT OT AUAIM3a UK
TPAHCIIJIAHTALUA )} WJIH CMEBPT.

Pesynrarure nokassar, ye jedcHueTo ¢ Jlozapran (327 ¢cbOMTHA) B CpaBHEHME ¢ I11alie0o
(359 cuburua) Boau no a 16,1 % nonnxkenue Ha pucka (p = 0.022) B 6pos Ha
MallMeHTUTE, JOCTHIALIU IThbPBHYHATA ChCTABHA KpalHa To4Ka. [10 OTHOUICHHE Ha
CICOHUTE OTACTHH U KOMOVHHUPAHH KOMITOHEHTH Ha MEPBUYHATA KpaiHa TOUYKa
PE3YATATUTE NMOKA3BAT 3HAYUTEIHO HaMalleHHE Ha pPUCKa B IPyIaTa, JIEKyBaHa ¢
no3apTad: 23,3 % NoHMKEeHHEe HAa PHCKA 3a YIBOABAHE HA CTOMHOCTUTE HA CEPYMHHA
kpeaTHHHH (p = 0,006); 28,6 % noHmxeHue Ha pucka OT OBOpeUHa HEAOCTATEYHOCT B
kpaiiHa daza (p = 0,002); 19,9 % nonvxenue Ha pucka 3a Ob0peYHa HEAOCTATHYHOCT B
KkpaiiHa ¢aza umm cMbpt (p = 0,009); 21,0 % noHmwkenue Ha pyCKa 3a YIBOSBAHE HA
CTOMHOCTHTE Ha CEPYMHHS KpEaTHHUH WK OBOpEeUHA HEAOCTATHYHOCT B KpaiHa ¢asa (p
= (,01). YectoTaTa Ha CBbp3aHHA C BCAKAKBA TPUUMHA MOPTAIMTET HE TTOKA3BA
3HAYMUTEIHHU PA3IIMKH MEXKAY JBETE MPOBEXKAANH JIedeHHe rpynH. I1pu ToBa npoyusaHe
JI03apTaH ¢€ MOHACH KaTo 10 AOOpE, KOETO C& BUXK/IA OT YEeCTOTaTa Ha

NPeyCTaHOBABAHE Ha JICYEHHETO NOPaAH HEIKENAHH PEAKLIMH, KOATO € CPABHUMA C
rpynara Ha ruiaue0o.

Ilpoyusane ELITE [ u ELITE 1IB

[Ipoyusanero ELITE, nposeaeHo 3a nepuol ot 48 ceaMUuM Ipy 722 NalMEHTH CBbC
chpAcyHa HeaocTaThIHOCT (NYHA xnac 11-1V), He ce HabmogaBa pa3inuka MEXIy
MALUEHTH, JIEKYBaHU C JIO3aPTaH, ¥ JIEKYBAHHUTE € KallTONPHJI N0 OTHOLICHHE HA
MBPBHYHATA KpaiHa TOYKa 3a MMPOMAHa B XbITOCPOUYEH IU1aH Ha ObpOpedyHaTa pyHKuus.
Hadomonenuero npu npoyuBane ELITE I, ye B cpaBHeHHE ¢ KanTOHPHII JI03apTaH
HaMaJlgsBa CMBPTHHUA PUCK, HE CE€ MOTBBPXAaBa OT ciaeasainoro npoyusane ELITE 11,
KOETO € OITUCAHO MO-A0JY.

[Tpu npoyusaneTo ELITE II no3apran 50 mg eaun neT AHeBHO (HayanHa ao3a 12,5 mg,
IIOBHIIIEHA 10 25 mg u caep ToBa 40 S0 mg €IHH BT JHEBHO) CE CPaBHABA ¢ KANITOIIPHII
50 mg TpH IBTH AHEBHO (HavaaHa fo3a 12,5 mg, noBuineHa no 25 mg # ciex Tosa a0 S0
mg TPH ITLTH NHEBHO). [ IspBUYHATA KpaiiHa TOYKA Ha TOBA NMPOCHEKTHBHO NPOYYBAHE €
CBBP3aHaTa ¢ BCAKAKBA MNPHYUHA CMBPTHOCT.

[Tpu ToBa npoyuBane 3 152 nauueHTH CBC CBpACYHA HeJocTaTRYHOCT (NYHA kiac 11-
IV) ce mpocaeassar nouTy ABe roauHu (Meauasa: 1,5 roguHu), 3a fa ce orpeeay Aajn
J03apTaH NPEBBH3X0XK/A KANTONPHJI PHU MOHKABAHE HA CBHP3aHATa ¢ BCAKAKBA
NpUYUHA CMBPTHOCT. [IbpBUUHATA KpaifHa TOYKa HE NMOKa3Ba CHIIECTBYBaHE Ha
CTATUCTHUYECKH 3HAYMMA pa3jIdKa MEXAY Jo3apTadH U KanTolMpwl 3a MOHWKaBaHe Ha
CBBP33HATa C BCAKAKBA NPHUYKHA CMBPTHOCT.

Y rpu aBere npoyuyBaHus, [IPU KOMTO KOHTPOJMPAHETO MPH MALMEHTH ChC Chp/IEYHA
HEAOCTATHYHOCT H ¢ aKTHBEH NIPOAYKT (He ¢ nnanedo), NOHOCHMOCTTa KE¥M T03apTar

NPEBB3IX0XKIA Ta3H KbM KaNTONPHJI, H3MEPEHA Ha 0a3aTa Ha 3HAYHTEIHO JOHHAC %ﬁf
YeCTOTA Ha IIPEKpaTABaAHE HA JIEUCHHUETO MOPAJU HEXKENaHH peakiHy M é“ ﬁiwﬂ HQ %
1]

fl“ﬂ

HHCKa YeCTOTa Ha NoABa Ha Kauuikia. [TopulieHa CMBPTHOCT ce Hady 5
% e
=



1 B MmankaTta noarpyna (22 % ot BCHUKU NAIUEHTH CHC ChPCYHA HEAOCTATHYHOCT),
[preMaina B HauasioTo 6era-0iokepH.

XWUIMEPTOHUA B IEAMATPUYHATA NOIYIalHd

AHTHXUICPTCH3UBHUAT €(EKT Ha J103apTaH € YCTAHOBEH B MPOYyYBaHe, BKIo4YBamo 177
XUIMEPTEH3WBHHU NMAIMEHTH OT MeJAUaTpUYHATA MOMyJIanus Ha Be3pacT oT 6 A0 16 roguHU
¢ TenecHo terno > 20 kg u ckopocT Ha rioMepyiHa ¢uwrrpaiius > 30 ml/min/1,73 m2.
[Taumentrre ¢ Terno > 20 kg go < 50 kg nony4qasar 2,5, 25 uad 50 mg no3apTaH JHEBHO,
a maudeHture ¢ Terno > 50 kg nmony4yasart 5, 50 unu 100 mg nozapran aueBHO. B kpas Ha
TPUCEIMHUEH TMEPHOJ JIO3aPTAH €AMH BT JHEBHO MTOHM)XAaBa Hal-HUCKUTE CTOHHOCTH Ha
KPBBHOTO HaJIATAHE MO 3@aBUCHUM OT A03aTa HAYHH.

Kato 1410 uMa 3aBHCUMOCT Ha OTTOBOpa OT Ao3aTta. Bpr3kara 103a-0TroBOp cTaBa
0co0eHO SBHA NMPH CpaBHABAHE Ha IPyraTa Ha HUCKA 03a C Ta3H Ha cpeqiHa 1034 ([Iepuon
[:—6,2 mmHg cpemy —11,65 mmHg), HO orcnabpa, KOrato ce cpaBHsBa CpeHa 032 C
Haii-BucokaTa ao3a (nepuoA I: —11,65 mmHg cpemy —12,21 mmHg). Hak-nuckure
MPOYYEHH JO3HM — 2,5 mg U 5 mg, ChOTBETCTBAINY Ha cpeaHa AHeBHA fo3a 0,07 mg/ kg —
KaTO Y€ AH HAMAT KOHCHCTEHTHA aHTHXMIICPTCH3UBHA €PUKACHOCT. Te3M pesynraTu ce
NOTBBPKAABAT npe3 nepuoy 11 Ha npoyuBaHETO, KOraTo MAaMEHTHTE Ca paHIOMH3HPAHH
la NpOALDKAT ¢ JI03apTaH WiaKM miauebo cnel Tpu ceAMULM TedeHue. Pa3irkara B
[MOBHIIABAHETO HA KPBBRHOTO HAJIATaHE B CPABHEHUE C IJ1anedo e Hail-rojigMa B rpyrnara
Ha cpeaHa ao3a (6,70 mm Hg cpeana nosa cpemny 5,38 mmHg BHcoka ao3a).
[ToBHImaBaHETO HA MEXAUHHHATE CTOMHOCTH HA AHACTOJIHOTO KPBBHO HAlIATaHE €
€HAKBO I1pY NMAJMEHTHUTE HA nnanebo U Te3H Ha JIo3apTaH B HAM-HUCKATa 103a 3a BCAKA
rpyna, KOeTo OTHOBO MPEAIOiara, 9ye Hai-HUCKATa [03a BbB BCsIKa IpyIla HE [IPHTEXKAaBa
3HaYHM aHTHUXHIEPTeH3HBeH edekT. narocpoydure eekTy Ha 103apTaH BBPXY
pacTexa, nybeprera 1 000TO pa3BUTHE HE ca OMIIM NTPeIMET Ha OLICHKA,

JIIpnrocpoynaTa e(pMKaCHOCT Ha aHTHXUNEPTEH3UBHOTO JICYEHHE C JIO3apTaH B ACTCKa
BBE3PACT N0 OTHOIICHUE HA HAMAJIABAHETO HA CHPACYHOCHAOBATA 3a00JI1EMOCT H
CMBPTHOCT CBIIO HE ca OWIK NpeaMeT Ha OLieHKa.

5.2 PapMaKOKHHETHYHH CBOHCTBA

Abcopbiiud

Crnen nepopanHo NMPHICKEHHE JIo3apTaH ce abcopOupa n1o00pe ¥ npH IIEPBOTO OOMEHHO
npeMHuHaBaHe GopMuUpa aKTUBEH KapOOKCHITHOKMCEIMHEH METabOJIHT U Ipyry
HeaKTUBHH MeTabonutn. CHCTeMHaTa OHOHANUYHOCT Ha J103apTaH TablIeTKy €
npudmu3uTenno 33 %.CpeaHure BHPXOBU KOHLCHTPALMH HA JIO3apTaH U HETOBUA
aKTHBEH META0O0JIUT ce JOCTHrar CbOTBETHO 3a | yac u 3-4 yaca.

Pasznpeaenenye
KaxTo no3aprtas, Taka ¥ HErOBHAT aKTHBEH MeTabOJIMT ce CBBp3BaT B > 99 % ¢

IIa3MEHHTE NPOTEUHH, OCHOBHO anOyMHUH. OOEMBT Ha pasrnpeie/icHHe Ha 103 ;;ﬁ‘
TATPA.




buotpancdopMaiius

OkoJj10 14 % OT BEHO3HO H NEPOPATHO NPHUIOKEHATA A03a JIO3APTaH CE IIPEBPHINa B
HCTOBUA aKTHUBEH MeTaboauT(C e nepopalHO M BEHO3HO NIpUJIoKeHHe Ha OensizaH ¢ 14C
No3apTaHd Kajivi UMpKYJIHpaInaTa IuiasMeHa akTUBHOCT OCHOBHO C€ AB/IXKU Ha JIO3APTaH U
HEroBHs aKTHBEH MeTabonuT. MUHHAMAaNTHO NIPEBPBINAHE Ha JI03apTaH B HETOBHA AKTHBEH
merabonut ce Habmogasa npy okono 1 % ot yyacraBanute B npoyuBaHe HHOAUBHOU.
OcBeH aKTUBHUA METAabOAHUT ce GJOpMHpAT H HCAKTHBHHU META00IHTH.

EJuMUHHpaHE

[TnasMeHUAT KIMPBHC HA J03aPTaH M HETOBUA aKTUBEH MeTaboIMT € CHOTBETHO OKOJIO
600 mL/min 1 50 mL/min. beOpeuHuaAT KIMPBHHC HA TO3APTAH U HETOBUSA AKTHBEH
MeTa0O0IUT € ChoTBeTHO 0K0JIo 74 mL/min 1 26 mL/min. Koraro no3aptaH ce npunara
nepopaiHo, 0koJIo 4 % OT KO3aTa ce eKCKpeTHpa HEMPOMEHEHA B YpHHaTa, a okoJo 6 %
OT /I03aTa C€ EKCKPETHpa B YPUHATA KATO AKTHBCH METaboHuT. PapMaKkOKHHETHKATA HA
JI03apTaH U HEroBUTE METabONMMTH € IMHEHHA [IPH NepOpalHH JO3HM JI03apTaH KalHit 10
200 mg.

CJie 1 nepopaHO MPHIOKESHHE MIa3MEHUTE KOHLICHTPALMY HA JI03aPTaH U HETOBUA
aKTHUBEH MeTabOoJIMT CrlajaT NONHMEKCIIOHEHIIMAIHO ¢ TEPMHUHATIHO BpeMe Ha MOAYXHBOT
CBOTBETHO 2 4Yaca u 6-9 gaca. [Ipu ao3upane eauH 6T AHEBHO ¢b¢ 100 mg HUTO
f03apTaH, HUTO HerOBUAT aKTUBECH METAOOINUT CE€ HATPYINBAT 3HAYMUMO B IU1a3MarTa.

3a e TMMHHHPAHETO Ha JI03apTaH U HErOBUTE MeTaOOIUTH IONPHHACAT KaTO XKIIBYHATA,
TaKa M YpHHHAaTa eKckpeuusa. Cnex nepopaiHa 103a/BeHO3HO NMPUIOKEHHE Ha Oens3aH ¢

14C noszapras npu xopa okono 35 %/43 % ot paaguoaKTUBHOCTTA C€ OTKPUBA B YpHHATA,
a 58 %/50 % — pbB (pekanuure.

XapaKTepUCTHKH [IPU PA3IMYHU TALIUEHTH
[IpH nalueHTH B CTAPUECKA BB3PACT IUIa3MEHUTE KOHLUEHTPALMU Ha JI03apTaH U HETOBUS
AKTUBEH CHILIECTBEHO OT TE3M IIPHY NMO-MNAaAM MALMEHTH C XHUIIEPTOHMS.

HpH JKXCHH C XUINICPTOHHA INIasMCHUTEC HHBa Ha N03apTad €a 0 ABa NBbTH INMO-BUCOKH B
CpaBHCHHUC C MBXKC C XHIICPTOHHAA, JOKATO ILIA3MCHHUTC HUBA Ha AaKTHBHHA MeTaboIuT
NpH MBIKC H )KCHH HC NOKA3BAT HAKAKBH PA3JIHKH.

HPH NAaLuHUCHTH € JICKa- JO CPCAHO-TCKKA ANKOXOJ/I-MHHAYHHpAHa qepﬂonpotSHa ITHPO3a,
NIasMCHUTEC HUBA HA JIO34PTAH K HCT'OBHUA AKTHBCH MeTtabour CJICA OpajlHO NPHIIOAKCHHUC

CBHC CHOTBETHO 5 M 1,7 MBTH NO-BUCOKH B CPABHEHHUE ¢ MJIAJIH MBXKE 0OPOBOIILIM (BK.
TOYKH 4.2 ¥ 4.4).

ITnasMeHHUTE KOHLIEHTPALMK Ha JI03apTaH HE €€ MPOMEHAT MPH MNalUEeHTU ¢ KPEaTHHUHOB
kiupbHC Haa 10 ml/MunyTa. B cpaBHeHHe ¢ naleHTH ¢ HopMaiiHa 0b0peunHa GyHKIHA
AUC Ha j103apTaH € OKO0JIO 2 ITBTH MO-BUCOK NPH NALMEHTH HA XEeMOIMAJIN3a.
[lna3zMeHUTE KOHLIEHTPALHH HAa AKTHBHUSA META0O0JIMT HE Ce IIPOMEHST TIPH JalMEHTH C
OBOpEYHO YBPEKAAHE HIIM HA XeMOJHaJIn3a.

Huto no3apraH, HATO akTUBHUA MeTabOIUT Morar Ja ObAaT OTCTPAHECHHU C




DapMAKOKHHETHKA IIPH NEAHATPHYHH NMALHEHTH

PapMaKOKHHETHKATA Ha JI03apTaH € Ouna npoyucHa 1p 50 XUNepTeH3MBHH TALUCHTH
OT fIeAWAaTpHYHAaTa NOMYJaLHA Ha BB3pacT oT > | Mecen 10 < 16 roaunu, cnea
MPUIOKEHHUE €AMH ITbT AHEBHO HA npubausurenHo 0,54 xo 0,77mg/kg no3apraH (cpeasu
n03M). Pe3yrraTiTe noka3BarT, ue¢ aKTUBHUAT MeTaboIUT ce (POpMHpaA OT JI03apTaH NpH
BCHYKH BB3pAaCTOBH rpyny. Pe3yinraTure nokasBaT NPpUOIM3IUTENIHO ChIIMTE
(PapMAKOKMHETHYHM NMAPAMETPH HA J03apPTaH CJCA NEPOPATHO NPHIIOKEHHE TIPH
HOBOPOJACHH M KbpPMaUueTa, MpH Aela B IpeAYYHIHILIHA U YYHIUIIHA BB3PaAcT U [IPH
nojapacTeaiy. PapMaKOKHHETHYHHTE [1aPAMETPH 32 META0OIHTA CE PA3IU4aBaT B
rojiiMa CTelleH MPH pa3jIMd4HUTE BBE3pacToOBY rpynu. Koraro ce cpaBHABAT Acla B
NpEAYYHIMIIHA Bb3PACT, TE3H Pa3IMKH CTaBaT CTATHCTHYECKH 3HaUYMMHK. EQekThT npu
HOBOPOJACHH/KBPMAYETA € CPABHHTEIHO BHCOK.

3.3 I[IpeakaTHHHYHHA JaHHH 32 0€30MACHOCT

IIpeAKNHHHYHUTE AAHHU HE TOKA3BaT HAKAKBB CIICLH(UUCH PUCK 3a Xopa Ha Gaszara Ha
KOHBCHIIMOHANIHA MPOY4YBaHMA 3a 0011 PapMaKoJIOrH4EH, F’eHOTOKCHYECH H KapLUHOTCHEH
noTeHUUaN. [1pH mpoyuBaHva 3a TOKCHYHOCT NPU MHOTOKPATHO J03UPAHE PHUJIAraHETO
Ha J03apTaH HHAYLHMPA MOHM)XABAHE HA CTOKHOCTHTE HA YEPBEHUTE KPBBHH TEJILA
(epuTpoUMTH, XEMOTTIOOMH, XEMATOKPUT), TIOBHIIABAHE HA ypea-N B c€pyMa v B OTACIIHH
ClIyyay NIOBHIIEHHE HA CEPYMHEMA KPCATUHHWH, HAMAJICHO TErN0 Ha ChPLETO (Oe3
XHCTOJOrHYHA Bpb3Ka) U CTOMAIHO-YPEBHH ITPOMEHH (JIC3HM HA IUTaBULIaTa, A3BH,
€PO3HH, KPbBOM3MHUBHU). KakTo M Apyru BelecTBa, KOUTO JUPEKTHO Bb3ACHCTBAT

BEPXY CUCTEMATA PCHUH-AHTHOTCH3UH, JIO3apTaH AOKA3aHO HHAYIIHAPA HEKETaHU
peaKiiMy M0 OTHOHICHUE Ha KBCHOTO pa3BUTHE Ha IUIOAA, KOETO BOIH 0 CMBPT HA MAOJA
U Majipopmanyn. |

6. PAPMAIEBTHYHH JAHHU

6.1 CnuchK HA NTOMOHIHHTE BElleCcTBA

Jlopucra 50 mg ¢punmupany TabIETKH: UAPEBHYRO HUIIECTE, MPEIKEIATHHHAPAHO
HHUIDECTE, CHITHLIHEB JHOKCH A, KOJIOHJeH 0e3BOIcH, MarHe3HUeER CTeapar, 1ieyJio3a Ha
pax ¥ JaKT03a MOHOXHPAT B ChpPLEBUHATA Ha TabJieTKaTa ¥ XHNPOMEN03a, TAJIK,
NPONMUIECH IJIMKOJ U TUTAHOB AHOKCHA (E171) BEB GUAMOBOTO NOKPHTHE.

6.2 HechLBMEeCTMMOCTH
Henpunoxumo.

6.3 Cpok Ha roaHocT
5 roguHHU

6.4 CnenHaiHHa yCl0BHA HA ChbXpaHEeHHE
Ila ce cpxpangsa nog 30°C. [la ce na3u ot Biara.

6.5 JlaHHH 33 OMAKOBKATA

Jlopucra 50 mg punmupanu Tabnerku

baucrepHa onakoBka (Al-donmwo, PVC/PVDC ¢onuo): 28 dpunmupanu TabieTk
baucrepHa onakoska (Al-¢onuo, PVC/PVDC donno): 30 ¢punmupany TablieTku




6.6 Cnennannu npeAna3Hd MEPKH NPH U3XBbpJisgHe
HsaMma cneliyaniy u3uCKBaHHUA.

7. IIPHUTEXATEJ HA PASPEIHIEHHNUETO 3A YIIOTPEBA
Krka, tovarna zdravil, d. d., Novo mesto, gmajj eSka cesta 6, 8501 Novo mesto, CiioBeHud

8. HOMEP(A) HA PAZPEHIEHHETO 3A YIIOTPEBA
IT -0468/ 20.08.2007 roa

9, JIATA HA ITHbPBO PA3PEHIABAHE/MIOHOBSIBAHE HA
PA3PEIIEHHETO 3A YIIOTPEBA

11 5676/23.07.2002 roxa

10. JATA HA AKTYAJIM3UPAHE HA TEKCTA

®espyapy 2009 roa
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