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Paspewerue Ne

1. HME HA JIEKAPCTBEHMUA INTPOAYKT

Jlopucta 25 mg punamupanu TabneTku
Jlopucta 50 mg puamMupaHu TabieTKH
Jlopucrta 100 mg ¢unmupanu Tabnetku

O al,_z,

------------------------

ng_gﬁpEHue R,

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

2. KAYECTBEH H KOJIHYECTBEH CBCTAB

Besaka dunmupana tabnerka ceabpxa 25 mg, 50 mg waun 100 mg nocapran kanmii (losartan
potassium), EKBUBAIEHTEH pecneKTUBHO Ha 11,4 mg, 22,9 mg, 45,8 mg u 91,5 mg nocapras.

[IoMOLIHO BELLECTBO ¢ M3BECTHO ACHCTBHE: JIAKTO3a MOHOXH/1PAT.
Jlopucrta 25 mg: 27,3 mg B Tabnerka

Jlopucta 50 mg: 54,7 mg B TabneTka

Jlopucrta 100 mg: 109,3 mg B Tabnerka

3a MbJIHUSA CIIMCHK HAa MOMOLLHUTE BelLeCTBa, BUXKTE TO4YKa 6. ]

3. JIEKAPCTBEHA ®OPMA
®unmupaHa Tabnerka

Jlopucra 25 mg: oBaIHK, U3MTBKHAIIH, XKbJITH, PUAIMUpaHHU TaONEeTKH, C IeJIUTE/IHA YepTa OT eAHaTa
crpaHa. Tabnerkure Morar a ce AensT Ha 1B€ paBHU JO3H.

Jlopucrta 50 mg: Kpbriau, U3nbKHaIM, 0e14d puaMHpaHy TabNEeTKH, C AEJIUTENHA YepTa, CbC CKOCEHH
Kpadiua. JlenurenHara yepra He € npeJHa3HayeHa 3a cuyrnBaHe Ha TabneTkara.

Jlopucra 100 mg: oBanHM, 3nbKHaNH, Oenu puaMupanu TableTku.

4. K/IMHHUYHHU JAHHH
4.1 TepaneBTHYHH MOKA3AHHA

- JleueHHe Ha ecEHLMaAIHA XHITEPTOHMA MPHU BB3PaCTHH U NPH JI€Lla U FOHOLUM Ha Bb3pacT 6-18
FOAHHM.

- Jleuenue Ha 6bOpeuHO 3a00151BaHE NMPHU BB3PACTHH MALMEHTH C XUNEPTOHHUA U 3axapeH auaber
TUN 2 ¢ npotedHypus > 0,5 g/neH KaTto 4acT OT aHTUXHUNEPTEH3UBHO JieueHHUe (BXK. TOUKH 4.3,
4.4,4.5,u5.1).

- JleueHHe Ha XpOHUYHA CbPACYHA HEAOCTATHYHOCT (MPHU Bb3PAaCTHHU MALIMEHTH ), KOraTo JICYEHHE
C HHXMOMTOPH Ha aHrMOTEH3UH-KOHBepTUpalLUAT eH3uM (ACE) He ce cuMTa 3a noaxoaiio
nopajav HECbBMECTHMOCT, OCOOEHO KalllJIMLA HIIK NMpOoTHBOMNOKa3aHue. [lauueHTy ¢be chrpaeyHa
HEAOCTaTbYHOCT, KOMTO ca ctabunuznupanu ¢ ACE uHxuburop, He TpsaOBa na npeMHHABaT KbM
nocapraH. [laumenture TpaOBa na umar nesokamepHa ppakuus Ha uztnackBane <40 % u
TpsAOBa na ObAAT KIMHUYHO CTaOUJIHKM M 1A Ca C YCTAHOBEH PEXXHM Ha JIeHeHHE Ha XpOHU4HATA
CbpA€YHa HEJOCTATBbYHOCT. /:.’ ” |

- HamaneHue Ha pucKa OT HHCYJIT MPH Bb3PACTHH MALMEHTH C XHIIEPTOHHUSA C J1¢f kapﬂa ~S
xuneprpodpus nokymentupada ¢ EKI (Bx. Touka 5.1 Ilpoyusane LIFE, pac oy,

4.2 /1o3HpPOBKA H HAYHH HA NPHJIOKEHHE 5 .
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O3HPOBKA

XHUIMEePTOHHUSA

ObGuuaiiHaTa Haya/lHa W NOAABbPrKALLA 403a NPH MOBEYETO NaudeHTH € 50 mg eAMH MbT JIHEBHO.
MakCHMaJIHUAT aHTUXHUINEPTEH3UBEH e(PEKT ce nocTura 3-6 ceAMHULM cell 3aro4YBaHe Ha JIEYEHHETO.
[1py HAKOM MAUMEHTH MOXE 1a UMA JOMBJIHUTENHO OaronpusTeH edeKT OT NOBHIIABaHE HAa 103aTa
10 100 mg eauH mbT AHEBHO (CYTPHH).

JlocapTaH MOXe n1a ce npuara ¢ Apyrd aHTUXMINEPTEH3UBHHU CPEACTBA, OCOOEHO C AUYpeTHLIM (Hanp.
xuapoxJjopruasua) (Bx. Touku 4.3,4.4,4.5u 5.1).

[launenTu ¢ xuneprouus u auader tun Il ¢ nporeunypus > 0.5 g/ neH

ObuuaiiHaTta HayaiHa 103a € S0 mg BeaHbX AHeBHO. Jlo3aTa Moxe aa 6bae yBeanyeHa ao 100 mg
BEAHBX AHEBHO, B 3aBUCUMOCT OT MOBJIMSIBAHETO HA KPbBHOTO HAJIAraHe cjell €AUWH Mecell OT
3ano4yBaHe Ha TepanusTa. JlocapraH Moxe J1a ce npuiara ¢ Apyru aHTUXHNEPTEH3UBHHU CPEICTBA
(Hanp. AMypeTHLH, OJIOKEepH Ha KaJILIMEBUTE KaHaH, aida- UK 6eTa-0J10KkepH W LEHTPATHO
NeHCTBaLUM areHTH) (BXK. Touku 4.3, 4.4, 4.5, 1 5.1), KAKTO U C HHCYJIUH W APYTH YE€CTO HU3MOJ3BaAHH
XUIMOrTMKEMHYHH CpeACTBa (Hanp. cyJ¢gaHuaypeiHd NPOU3BOAHH, INTUTA30HU W IMNTUKO3UAa3HH
HHXUOUTOPH).

CbpaeyHa HEAOCTATHYHOCT

ObuyaitHaTa HayanHa 103a JOocapTaH, NP NaUMEHTH CbC ChpJeYHA HEAOCTATHLYHOCT, € 12,5 mg
BEAHBXK AHEBHO. Jlo3aTa no npuHUMN TpAOBa aa ce TUTpHpa Npe3 UHTEPBAIU OT €4HA ceaMuLa (T.€.
12,5 mg nHeBHO, 25 mg aHeBHO, 50 mg aHesHo, 100 mg nHeBHO, 10 MakcHMaliHa 103a ot 150 mg
BEAHDBXK JHEBHO), CrIOpe] NOHOCUMOCTTA Ha NaLMEHTA.

HamansBaHe Ha pUCKa OT MHCYJT MNPH XUNEPTEH3UBHU NALMEHTH C JIEeBOKAMepHa Xuneprpodus,
nokymeHTtupaHa ¢ EKIT

O6uuyaiiHaTa HayasiHa 103a Ha jocaptaH e 50 mg BeaHbxk AHeBHO. Tpabea na ce nobaes HUCKa 03a
XHAPOXJIOPTHA3U M / WJIM A03aTa Ha iocapraH TpsabBa na ce ysenuuu 1o 100 mg BegHBbXK JHEBHO
crnopen NOBJAMABAHETO HA KPbBHOTO HaJIAraHe.

Cneyuannu nonyaayuu

Ynorpeba npu nNalueHTH ¢ HaMaJIeH BbTPECHAOB 00eM:
[Ipy naumMeHTH C HamMaleH BTPECHAOB 00eM (Hanp. Te3H, JIEKYBaHH C AUYPETHLIH BbB BUCOKH J103H),
TpsOBa Ja ce 3ano4yBa €4YeHHUEe C Ha4aJlHa 1034 OT 25 mg BEAHBXK AHEBHO (BX. TOuKa 4.4).

Ynorpeba npu nauueHTH ¢ 6b0peyHO YBpeXx/1aHe W MallMeHTH Ha XeMO1HaJiu3a:
He e HeoOxoauMa KOpeKLMS Ha HaYaslHaTa [103a NMpY NauMeHTH ¢ ObOpeYHO yBpekKaaHe U Npu
MAaLMEHTH HA XEMOAHAJTH3A.

Ynorpeba npyu NauyMeHTy ¢ 4epHOAPOOHO YBpEXAaHE:

[1py nauMeHTH C aHaMHe3a 3a 4epHOAPOOHO yBpekaaHe TpsAOBa aa ce U3nona3Ba no-Hucka ao3a. Hama
TE€parneBTUYEH OMMT IPH MALMEHTH C TEXKKO YepHOoApoOHO yBpexaaHe. [lopaau ToBa nocapraH e
MPOTUBONOKA3aH MPH MaLMEHTH C TEXKKO YEpHOAPOOHO yBpexkaaHe (BX. TOUKH 4.3 U 4.4).

Hegua; PHUYHaA NOITyJIallui

6 Meceula - noJ 6 roAMHH
be3onacHocTTa M ehMKACHOCTTA Ha Aela Ha Bb3pacT oT 6 meceua 10 noa 6 roaHHH He cayﬁaﬁbﬁeﬁu,

HanvwyHuTe noHacTodleM JaHHU ca ONMHUCaHU B TOYKH 5.1 1 5.2, HO HE MOorar aa ce an npeﬂopwn
3a I03UpaHe. // £\
6 roauHu 10 18 roanHu [/ _
3a nauMeHTH, KOUTO Ca B CbCTOSSHME J1a pHeMaT TabJIeTKH, NMpenopbUMTeIHATA 1033 € . 25 mg E,II;PIH
MbT AHEBHO NpH nauxeHTH > 20 no < 50 kg. Mo u3knoueHne nozara Moxke aAa 6bAe MOBHULLIEHA 10




MakCUMyM 50 mg eauH nbT AHEBHO. Jlo3ara cneasa na Obae KopurupaHa crnopej MoB/JHsABaHETO Ha
KPBbBHOTO HajisiraHe.

[Ipn naumenTn > 50 kg, obnuaiHara no3a e 50 mg eauH nbT AHeBHO. [1o HM3KIIIOYEHHE 103aTa MOXKeE
na 6bae kopurupana 10 MmakcumMyM 100 mg eaun bt gHeBHO. [lo3u Han 1,4 mg/kg (unum Hag 100 mg)
JTHEBHO HE ca NMpOYyYBaHH NPH MEeAUATPHYHH NALIMEHTH.

JlocapraH He ce npenopbyBa 3a NPUJIOKEHUE NPHU AeLla Ha Bb3pacT noa 6 roquHH, Thid KaTo JaHHHTE
3a T€3U MPYNH MaUHEHTH ca OTPaHHYEHH.

He ce npenopbyBa npH Aeua cbC CKOpPOCT Ha riaomepynaHa ¢puarpauus < 30 ml/min /1,73 m?, Tbii kaTo
HSIMa HAJIMYHHU J1aHHH (BX. CbLLUO TOYKa 4.4).

JlocapraH He ce npenopp4Ba ChILO M MPH AeLa ¢ YepHOAPOOHO yBpexaaHe (BX. Cbllo Touka 4.4).

H3non3BaHe Npy NauMeHTH B HaNpeaHasa Bb3pacT

Bbrnpeku, ye TpsOBa na ce OOMHMCIM 3an04YBaHE Ha JIEYEHUETO C 25 mg NpH NalMUeHTH Han 75-
roAMIIHA Bb3pacT, OOMKHOBEHO HE CE Hajlara KOpPEKLIMA Ha J03aTa NpH NalueHTH B HanpeaHaia
Bb3pacT

MeTtoa Ha NpHIOKEHHUE
Tabnerkure nocapraH TpsOBa na ce nNpUeMar ¢ yaila Boja.
JlocapTaH TabseTKH MOXE [a ce npuara ¢bC WM 6e3 xpaHa.

4.3 IIporuBonoxazaHus

- CBpBXYYBCTBUTEJHOCT KbM @KTUBHOTO BELLIECTBO WJIH KbM HAKOE OT MOMOIIHHTE BELLECTBA,
u30poeHH B Touka 4.4 1 6.1.

- 2-pH ¥ 3-TH TPUMECTBP Ha OpeMeHHOCT (BXK. Touka 4.4 u 4.6).

- Texko yepHoapoOHO yBpexkaaHe.

- EnHoBpemeHHara ynorpeda Ha JlopucTta ¢ aluCKHpEH-ChAbPXKALM MPOAYKTH €
MPOTHBOIOKAa3aHa MPH NaLUMUEHTH CbC 3axapeH auaber unu 66peuHo yspexaane (GFR <
60 ml/min/1,73 m2) (Bx. Touku 4.5 u 5.1).

4.4 ChnenuajHHu npeaynpexiaeHHs H NpeANa3sHH MEPKH NpH ynorpeda

HUuTepdepeHLIH NPy CepOJIOTHYHH H3Ce1BaHHS

CBpPbX4YYBCTBHTEIHOCT
Ancuoedem. Ilaunenty ¢ aHamHe3a 3a aHruoeneM (NOayBaHe Ha JIMLETO, YCTHUTE, IbPJOTO M/ HIIH

e3uka) TpsabBa na 6baaT HenpekbCHATO HabnoaaBaHu (BXK. Touka 4.8).

XHUITOTOHHA U BOAHO-ENEKTPOJUTEH AUCOAIaHC

CumnToMaTH4yHa XMNOTOHHS, OCOOEHO /el MbpBaTa 403a M CJIe] NOBUILABAHE HA J103aTa, MOXKE /1a Ce
MOSIBH MPH NMAaLMEHTH CbC 3aryba Ha o0eM U/WiIHM HaTpUil NPH UHTEH3UBHO JHYPETHYHO JIEYEHHE,
OrpaHH4€HHs Ha NMpHUEeMa Ha COJl C XpaHaTa, IHapus Wi NnoBpbluaHe. Te3u CbCToAHUA ClieiBa aa
ObJaT KOPUIrMPaHHU Npeay NPHJIOXKEHHETO Ha JIocapTaH WIH Aa ce M3MOJI3Ba M0-HHUCKA HaYaiHa 1034
(Bx. Touka 4.2). Tosa ce oTHacs M 3a aeua ot 6 Ao 18 roguuiHa Bb3pacT.

EnexrpoiuTeH aucbanaHe —
EnekTposMTHHTE AMCOAIaHCH ca YECTH NP NauMeHTH ¢ 6b0peyHo yBpexxaaHe, ¢ uiu 6e3 ,g,ya’ﬁeT Hits o\

TpsOBa na ObaaT kopurupaHud. B KIMHMYHO Npoy4YBaHe ¢ NAaLMEHTH C AHA0ET THI 2 C He _p’ma'fﬂﬂ ~O 20 N
4ECTOTaTa Ha XMINEPKATHEMHATA € N0-BHCOKA B rpynaTa, JIeKyBaHa C I0CapTaH, B CPaBH e £ e 1
rpynara Ha niauedo (Bx. Touka 4.8). [lopaau ToBa CTOHHOCTHTE Ha MJIA3MEHUTE KOHL HrpauHH Ha '\ 2
Ka/M# W KPEaTHHMHOBHMAT KIIMPBHC TPAGBA 1a GbIAT HeNpeKbCHATO HAGMIOAaBaHH, 0CODEHO MpH. 1 ./ | 5 |
MaLUHEHTH CHC ChPACYHA HEAOCTATBYHOCT U KPEATHHHHOB KJIHPBHC 30-50 ml/min. \ ' '




EQHOBPEMEHHOTO NPHIOKEHHUE HA KATUH-CbXpaHABaALLM AUy PETHLIH, XPAaHUTENHH JOOABKH C KaJIHH,
KaJIM-CbABPIKALIH 3aMECTHTEJIU Ha COJITA WM APYIH JIEKApCTBAa, KOUTO MOraT Aa MOBHLLIAT CEPYMHMS
KaJIUK (Hanp. NpOAyKTH, ChbAbPKALUK TPUMETONPUM) 3a€JHO C JIOCApTaH He Ce NMpenopbuBa (BXK.
TO4YyKa 4.5).

YBpexaaHe Ha YepHoapoOHaTa dyHKLHS

Cnopen ¢papMakOKHHETUYHHUTE JAHHHU, KOMTO MOKA3BaT 3HAYUMO MOBHILIEHHE HA INJ1a3MEHHUTE
KOHLIEHTPALIMK Ha JIOCApTaH MpH MaLMEHTH C LIMPO3a, MPU NaLMEHTH C aHAMHEe3a 3a YepHOAPOOHO
yBpeXXJaHe Clie/iBa Aa ce MPELEHU NPHJIaraHeTo Ha no-HUcka ao3a. Hama onur ot neueHue ¢
jiocapTaH MpH NMauUeHTH C TEXKO YepHOApOoOHO yBpexaaHe. [Topaau ToBa jiocaptaH He TpaOBa 1a ce
pujiara NnpH NauMeHTH ¢ TEXKO YepHOAPOOHO yBpexaaHe (Bxk. Touku 4.2, 4.3 u 5.2).

JlocapraH He ce npenopbuBa IMpH Aeua ¢ 4epHOAPOOHO yBpexKaaHe (BxK. Touka 4.2).

YepexaaHe Ha ObOpeuuTe

Hma cbobuieHus 3a npomeHu B Ob0peuHaTa QyHKLUUA B pe3yJITaT OT NOTHCKAHE HA CHCTEMAaTa PEHHH-
aHIMOTEH3HH , BKJIFOYMTENHO ObOpeyHa HeA0CTaTbYHOCT (0COOEHO NPH MAaLMEHTH, YUATO ObOpeuHa
(YHKLHSA 3aBHCH OT CHCTEMATa PEHHH-AHTMOTEH3UH-AJIIOCTEPOH KAKBHUTO Ca TE€3H C TEXKKa ChpJe4yHa
HE0CTaThYHOCT UJIM NMpeaxokaaua 6u0peyHa auchyHkuus). Kakto v npu Apyru MeIMUHHCKH
MPOAYKTH, KOHTO 3acAraT CHCTeEMaTa peHUH-aHIMOTEH3HH-AIJ0OCTEPOH, MPH NAaLUMEHTH C ABYCTpaHHA
CTeHO3a Ha ObOpeyHaTa apTepus MJIM CTEHO3a Ha apTepusaTa KbM e€IMHCTBEH OBOpek ce choblasa 3a
MOBHLLIEHHE HA KPbBHATA ypes U CEPYMHHA KPEaTHHHH; T€3H NPOMEHHU B ObOpeyHaTa PyHKLUA Morar
na 6baar o0OpaTUMH NpU NpeKpaTaBaHe Ha JeyeHUeTo. JlocapTaH cieaBa Ja ce U3Moi3Ba C MOBUILIEHO
BHHUMaHHE MpPH NaLMEHTH C ABYCTPaHHA CTeHO3a Ha ObOpeyHaTa apTepus WK CTEHO3a Ha apTepUsTa
Ha eAMHCTBEH OBOpeK.

H3nonzearne npu neouampuynu nayuenmu ¢ yepeoeHu bvopeyu
JlocapraH He ce npenopbuBa NMpu Jela cbC CKOPOCT Ha riaomepy.JiHa ¢urrpaums < 30 ml/min /1,73 m?,
ThH KaTO HAMa HAJIMYHH JaHHH (BXK. TOYKa 4.2).

bnOpeuHara dbyHkuuMa cneaBa aa ce HabonaBa peAOBHO MPH JIEYEHHE C JIOCapTaH, Thil KaTo MOXeE /1a
HaCTBNH BJowIaBaHe. ToBa ce OTHacs 0COOEHO MpH MpUJIaraHe Ha JIocapTaH NpH APYrd CbCTOAHUA
(moBHMIIEHA TeMnepaTypa, AeXuapaTauus), KOUTo OMxa MOriu aa yepeaar 6b0peyHaTa pyHKUuA.

Mma naHHHM, Ye eIHOBPEMEHHOTO MNMpUIoKeHHe Ha jocaptaH U ACE-uHxuOHTOpH yBpexaa
OnOpeuHara ¢pyHkums. [Topaau ToBa €JHOBPEMEHHOTO NMPHIIOKEHHUE HE Ce NpenopbyBa (BHX TOUKa

4.5).

bbOpeuHa TpaHCIIAHTALIUA
Hsima onuT npy nauMeHTH ¢ HeoTAaBHaluHa ObOpeyHa TpaHCIUIaHTaLKA.

[IbpBHYEH XUIIEPATAOCTEPOHHIBM

[lauMeHTH C MbPBHYEH XUMNEPAIAOCTEPOHHU3IBM OOUKHOBEHO HE OTrOBapAT HA AHTHXHIEPTEH3HBHH
JIEKApCTBEHH NPOAYKTH, NEHCTBALLH Ype3 MOTUCKAHE HA CUCTEMATa PpeHUH-AaHTHOTEH3UH. [Topaau
TOBA U3MOJI3BAHETO HA TaOJIETKH JIOCAPTaH HE C€ NMPenopbYBa.

KopoHapHO cbpae4Ho 3abonsaBaHe U uepedpoBackyJiapHa 0oJiecT

KakTo npu BCEKH aHTUXHUIEPTEH3UBEH NPOAYKT, MPEKOMEPHOTO NMOHHKEHHE HA KPbBHOTO HaJIAraHe
NPH NaUMEHTH C HCXEMHUYHA ChPAEHYHO-ChA0BA DONECT U MO3BYHOCHAOBA DONIECT MOXKE Aa MPUYHHM
UH(}apPKT HA MUOKapAa WKW UHCYIT.

CbpaeyHa HEAOCTATBYHOCT

[1pH naueHTH cbC ChpACYHA HEAOCTATHYHOCT, ¢ WIH 0e3 ObOpeyHOo yBpeXKaaHe, C'bme/g'rayﬂa I(EIK"I‘O

U NPH APYry N€KapCTBEHHW NPOAYKTH, AEHCTBALLM HA CUCTEMATa PEHUH-AHTMOTEH3HH, puelc OT TEXKa

apTepHajiHa XUIMOTOHMA U (4ECTO OCTpO) OBLOpEeUHO yBpeXxKaaHe. i

Hsama noctarbyHO TEpaneBTUYEH OMMT C JIOCAPTaH MPH NALMEHTH ChC ChpAEYHA Henoﬁ;ira"rbqﬂom "

CbIIPOBOXK/ALLO TEXKKO OBOpPEYHO yBpeKaaHe, NPH NaLMEHTH C T€XKKa ChpeyHa Heﬂocﬁmqﬂc}m
%\" 5 i- MKA L
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(knac IV no NYHA), kakTo ¥ npy nauMeHTH CbC ChbpAeYHa HEAOCTATBYHOCT U CUMITTOMATHYHH
YKHUBOTO3acTpalllaBalliy cbpaeyHHU apuT™MHH. [lopaau ToBa nocapraH TpsaOBa aa ce U3non3ea
BHUMATEJIHO NPH Te3u rpynu naureHTH. KoMOMHauusaTa ot ocapran 1 b6era-610kep OM cneasano na
Ce€ M3MOoJI3Ba BHUMATENHO (BXK. TOYKa 3.1).

CreHoO3a Ha a0pTHA M MUTpaJIHA KJana, oOCTPYKTHBHA XUNEPTPOPHUUYHA KapAHOMHUOMNATHS
KakTo ¥ npu Apyryd Ba3oaWiaTaToOpH, Npernopb4Ba ce CrelyaliHo BHUMaHWe MPH NaUMEeHTH CTpaJallly
OT aOpTHA WJIM MUTpPAJIHA CTEHO3a WK 0OCTPYKTHBHA XUNEPTPOHUYHA KAPAHOMHUOIATHA.

[lomouiHHU BeLlleCTBA
Jlopucra cbabpika nakroza MOHOXHAparT. [lauMeHTuTe ¢ peaKH HacleACTBEHH NMpobieMu Ha

rajlakTo3Ha HEMOHOCUMOCT, 0011l J1JakTazeH AePULMUT WIH INTIOK030-TajlakTO3HA HEMOHOCHMOCT He
TpsAOBa Ja NpUeMar TOBa JIEKapCTBO.

bpemeHHOCT

JleueHue ¢ nocapraH He TpaOBa aa ce 3ano4sa no spemMe Ha OpeMeHHOCT. OCBEH B Clly4yauTe, KOraTo
HENMpEeKbCHATO JIEYEHHE C JI0CApTaH Ce CYMTA 3a KpaiHO He0OX0aAUMO, MIaHUpald OpeMeHHOCT
NaLHEHTKH TpAOBA Ja NPpEMHUHAT HA AITEPHATHBHO AHTUXHUIEPTEH3UBHO JIEYEHHUE, C YCTAHOBEH
npodua Ha 6e30nMacHOCT 3a W3non3BaHe npu opemeHHoct. Koraro ce nuarHoctuuMpa OpeMeHHOCT,
JIEYEHHUETO C JlocapTaH TpAdBa aa Obae npeycTaHOBEHO He3a0aBHO M, aKO € YMECTHO, /1a CE 3aMoy4He
aJITePHaTUBHO JieyeHHe (BXK. TOUKH 4.3 H 4.6).

Upyru npeaynpexaeHusa U npeanasHyi MEpKH

KakTo ce HabironaBa npu HHXMOMTOPHUTE HA AaHT'HOTEH3WH-KOHBEPTHPALLMSA €H3HUM, JIOCAPTAaH H
OCTaHAJIMTEe aHrHOTEH3UHOBH @HTAarOHUCTH Ca BUAUMO M0-cnabo edpHKacHH 3a MOHWIKABaHE Ha
KPbBHOTO HaJIAraHe NpM YepHaTa paca B CpaBHEHHE C OCTAHAJIMTE pacH, HAH-BEPOATHO MOpaaH Io-
roJIAMOTO pa3sNpOCTPaHEHUE HA CbCTOAHHUA C HUCBK PEHUH B MOMYJaUUATa XUNEPTOHULIK OT YepHaTa
paca.

J1BoiiHO O/10KMpaHe Ha peHHWH-aHIrHOTEH3WH-aniocTepoHoBaTa cucTtema (PAAC)

HMma naHHu, ye eqHoBpeMeHHara ynorpeba Ha ACE uHxuburopu, aHrioreHsuH ll-peuentopHu
0JIOKEpH WM AIMCKUPEH MOBHMILABA PUCKA OT XUIMOTOHHUSA, XHIEpKaJIMEMHUA U HaMa/IiBaHe Ha
ObOpeuHaTa QpyHKLHA (BKIIOUHTETHO ocTpa ObOpeuHa HegocTaTbuHOCT). [lopaau ToBa He ce
npenopwruBa ABoHHO OnokupaHe Ha PAAC upe3 komOuHHpaHaTta ynorpeba Ha ACE uHxuOuTopu,
aHruotreH3uH Il-peuentopHu 6/10kepy WK ATUCKUPEH (BX. TOYkH 4.5 1 5.1).

AKO ce MpeLeHH, Ye TepanuiaTa ¢ ABoHO OokHpaHe € abcooTHO Heobxoauma, ToBa TpsabBa na
cTaBa caMo 1o/ HabJIIOAEHHETO Ha CNIELHATUCT U MPH YECTO BHUMATEIHO MOHHTOPHpPAHE Ha
ObOpeuHaTa ¢pyHKLNA, €JIEKTPOJUTHTE U KPbBHOTO HAJIATaHE.

ACE nHxuOuTOpH U aHruoreH3uH ll-peuentopHu 610KkepH He TpsAOBa Aa ce U3MOJ3BaT €AHOBPEMEHHO
Npy NaUMEHTH ¢ JHabeTHa HegponaTus.

4.5 B3aumoaeHcTBHE C APYIrH JIEKAPCTBEHH NPOAYKTH H APYrH GOpPMH HA B3AaHMOJAEHCTBHE

Jlpyru aHTUXUNEPTEH3MBHH CPEACTBA MOraT a MOBULIAT XMITIOTEH3WBHOTO AEHCTBHE HA JIOCAPTaH.
EnHoBpemeHaTa ynorpeba ¢ Apyru BellecTBa, KOUTO MOTaT [a NpeauW3BUKAT XMITOTOHUS KaTo
He)Xe/laHa peakuus (KaTo TPMUMKINYHU aHTUAENPECAHTH, aHTUTICUXOTHLH, 6akyiodpeH u aMUPOCTHH)
MOraT Ja MOBHMLUAT PUCKA OT XUIMOTOHHUS.

Jlocapran ce merabonusupa npeaumHo ot uuroxpom P450 (CYP) 2C9 no akrueeH kapOokcu-
KHCEJIMHEH MeTa0OoIUT. B KIIMHUYHO M3NMTBaHE € YCTaHOBEHO, Y€ (PJIyKOHa30, (MHXHOUTOp Ha
CYP2C9) namansiBa eKCro3HLMATA HA aKTUBHUA METa00HT ¢ npubaunsurenHo 50%. YcraHoseHo e,
e eAHOBPEMEHHOTO JIeYeHHE C JIOCapTaH M pudaMnULKH (MHAYKTOp Ha €H3MMH Ha MeTaboH3Ma)
nasa 40% noHwkeHHe Ha MJ1a3MeHaTa KOHLEHTpALMs Ha aKTUBHHA MeTabonuT. KNMHUYHOTO .
3HA4YE€HUE Ha TO3HU e(eKT He € u3BeCTHO. He ce yctaHoBsABa pa3nuka B edekra rnpu emyg:pemeﬂﬂo
ne4yeHue ¢ paysacraTuH (cnad uuxudburop Ha CYP2C9).



KakTo npu Apyry jekapcTBeHH NPOAYKTH , KOUTO OJ0KMpaT aHrHoTeH3MH Il unu HeroBute edekTy,
CBHITPOBOXK/IALIIOTO MPUIIOKEHHE HA APYTH JIEKAPCTBEHH MPOAYKTH, KOUTO 3aabprKaT Kajuii (Hanpumep
KaJIMH-ChbXpaHABaLlH JHYPETHLIH: aMUJIOPH]], TPHAMTEPEH, CIIMPOHOJIAKTOH) WM MOraT a NoBUILAT
HUBAaTa Ha KaJui (Hanp. XenapuH, NpOAYKTH, CbAbPXaLKM TPUMETONPHUM), XpPaHUTEIHH J00ABKH C
KaJlMi WK KaTHMH-ChAbPKALLM 3aMECTHUTE/IH Ha COJITa, MOXE 1A JIOBeE A0 NOBHLLIABAHE HA CEPYMHHUA
KaJui. ENHOBpEMEHHO JleueHUe He ce NMpenopbuUBa.

Mma cbo0LieHus 3a 0OpaTUMO MOBHUILLIEHHE HA CEPYMHUTE KOHLUEHTPALMH Ha TIMTHH U TOKCUYHOCT MNpH
eIHOBPEMEHHO NnpuiokeHUue Ha TUTHH U ACE nHxuburopu. CrobuiaBa ce ¥ 3a MHOTO peJIKH Clly4au ¢
aHruoTeH3uH Il peuenTopHU aHTArOHUCTH. EAHOBPEMEHHOTO NPHUIOXKEHHE Ha JIMTUH M J10capTaH Ou
CJI€ABAJIO Ja Ce NnpeanpuemMa BHUMATENHO. AKO Ta3u KOMOMHaUHUA € KpahHHO HeobXoauma, npu

e JHOBPEMEHHO MPHUIIOKEHHE CE NpenopbyYBa HaAOMOAEHHE HA CEPYMHUTE HUBA HA JIUTHH.

Koraro anrnoren3uH Il antaronuct ce npunara eaHoBpemeHHo ¢ HCIIBC (t.e. cenektuau COX-2
HHXUOUTOPH, aLETHIICATHLIMIIOBA KMCE/IHHA B TPOTUBOBB3NAIUTENHHU 1034 U HecenekTuBHU HCIIBC),
MOJKE J1a C€ HaCTbIM OTC/Ia0BaHE HA AaHTUXUNEPTEH3UBHUA e(peKT. EAHOBpEMEHHOTO NPUI0KEHHE Ha
aHruoteH3uH Il antarouucTu wau auyperuun U HCIIBC moxxe na noseae 1o NoBUILIEH PUCK OT
BJIOLIaBaHE Ha ObOpeuyHaTa pyHKUHUSA, BKIIOYUTETHO Bb3MOXKHOCT OT OcTpa Ob0peuHa
HEOCTATHbYHOCT, W MOBHILIABAHE HA CEPYMHHUS KaJIMH, 0COOEHO MpH NAUMEHTH C HE3aAOBOJIUTE/HA
npeau ToBa ObOpeyHa pyHkuus. KomOMHauuaTa cneapa na ce npuaara BHUMaTesHO, 0COOEHO B
crapuecka Bb3pacT. [lauueHTure cneasa na 6baaT agekBaTHO XMApaTUPaHU M TpAOBa aa ce 00CcbaU
HaOnroneHue Ha ObOpeyHaTa PyHKUHS Cejl 3arnoYBaHe HA €JHOBPEMEHHO JIeYeHHe, KaKTo M
NEPUOAHYHO Clie]] TOBA.

JlaHHH OT KJIMHMYHH NMPOYYBaHHA MOKa3BaT, Yye ABOHHOTO 6J10KMpaHe HA pEHWH AaHTHOTEH3UH
annocrepoHoBara cucteMa (PAAC) upe3 komOuHMpaHara ynorpeba Ha ACE nHxuburopu,
aHruoteHs3uH lI-peuentTopHu 0JIOKEpH WK ATMCKHPEH CE CBBP3BA C MO-BHCOKA YE€CTOTA HA HEXKE/IaHH
CbOMTHSA, KATO HANPUMEP XMITOTOHUS, XUINIEPKATMEMHUSA U HaMalisiBaHe Ha ObOpeuHaTa QyHKLMA
(BKJIKOYHMTENHO OCTpa ObOpeyHa HEAOCTATBbYHOCT), B CPaBHEHHE ¢ ynoTpedarTa caMoO Ha €JHO
cpeacTBo, aAckcTBaiio Bbpxy PAAC (Bx. Touku 4.3,4.4u 5.1).

CoKbT OT rperdndpyT CbaAbPKA KOMIIOHEHTH, KOUTO UHXUOUpAT eH3umute CYP450 u Morar aa
NOHWKAT KOHLIEHTPALUMUATA HA aKTUBHUA METabOJIUT Ha J1OocapTaH, KOETO MOXE J1a HaMalu
TepaneBTHYHUA MYy epekT. KoHCyMaumsaTa Ha cok OT rperndpyT TpsadBa na ce u3bArea no BpeMe Ha
ne4yeHue ¢ TableTKu n10ocapTaH.

4.6 DeprHIAHTET, DPEeMEHHOCT H KbpMeHe

bpeMeHHOCT

M3non3BaHeTOo Ha JlocapTaH HE Ce NpenopbyBa Npe3 MbPBUSA TPUMECTLP Ha OpeMEeHHOCTTa (BX. TOYKa
4.4). U3non3BaHETO Ha JiocapTaH € NMPOTHBOMNOKA3aHO Npe3 2-py U 3-TH TPUMECTbP Ha OpeMeHHOCTTa

(Bk. ToukHu 4.3 u 4.4).

EnuaeMHoNorMyHUTE 0KA3aTENCTBA 32 PUCK OT TepaToreHHocT cien jeyeHue ¢ ACE uuxuburopu
npe3 mbpBUA TPUMECTLP Ha OpeMeHHOoCTTa He ca yoeauTenHu. Cnabo yBelnyeHHe Ha pUcka, obaue,
He MOXKe J1a Ce M3KJIIouM. Makap, 4e HAMa KOHTPOJIMPaHH €NMUAEMHOJIONMYHHY JaHHHU 3a PHCKa NpH
aHruoreH3uH Il peuenropuu uuxubutopu (AIIRA), nogobHu puckose O1xa MOIIM Aa CbLIECTBYBAT
NPU TO3M KJ1ac JIEKapCTBEHHU NMPOAYKTH.. OCBEH B CllyyauTe, Koraro HenpekbcHaTo jeueHue ¢ AIIRA
ce CuMTa 3a KpaHO He0OXOHMO, MUIaHUpalLMTe OpEMEHHOCT NaLMEeHTKH TpAOBa Ja NpeMHUHAT Ha
aNTepPHAaTHBHO AHTHXHUIIEPTEH3UBHO JIEYEHHE, C YCTAHOBEH Nnpodua Ha 0€30nacHOCT 3a mﬂtﬁlaaaﬂe
npu 6pemeHHocT. Korato ce qMarHocTHLMpa 6peMEHHOCT, IEYEHHETO ¢ JlocapTaH TpaGBa na 5’b,[le '
NpeycTaHOBEHO He3a0aBHO H, aKO € YMECTHO, [1a Ce 3aro4yHe aiTepHaTUBHO nevenme//

H3BecTHO €, ye neueHueTo ¢ AIIRA npe3 BTOpusi U TPETUS TPUMECTHP Ha 6pemeunq¢m MHIYUHpa.
(ETOTOKCHYHOCT NpH Xopa (MoHmwkeHa GOpeuHa QyHKUMSA, ONMrOXMAPAMHHOH, 3a0aBeHa
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ocudHKaLlMsa HAa Yeperna) U HeoHaTa/lHa TOKCHYHOCT (ObOpeyHa He1I0CTaTbYHOCT, XUITOTOHHS,
XUNepKaTueMus) (BxK. ¢bLUO 5.3). AKO npe3 BTOpUS TPUMECTBP Ha OpEeMEHHOCTTA C€ NMPOBE/IE JIEUEHHE
C JlocapTaH, ce npenopb4Ba exorpa)ckv KOHTpo Ha ObOpeuHaTa pyHKLHMA U Yepena.

HoBopoaeHH, YHHTO MaiKH ca npyHeMaJsu JiocaptaH, OM ciaenBasio aa ca noj HenpeKbCHaT
KOHTPOJI 32 XHITOTOHHA (BX. ChLUO TOYKH 4.3 1 4.4).

KbpMeHe

Tbi KaTo HAMa HaTM4YHA UHPOPMALUA OTHOCHO M3MOJI3BAHETO Ha JI0CApTaH Mo BpeMe Ha KbPMEHETO,
JI0OCApTaH HE C€ MPEenopbUYBa U aJITEPHATUBHU JIeYeHUS C No-100pu npoduau Ha Oe30NacHOCT,
YCTAHOBEHHM IO BPEME Ha KbPMEHETO, Ca 3a NpeAnoYUTaHe, 0COOEHO NpHU MaKH, KbpPMELLH
HOBOPOJAEHO MJIU HEOHOCEHO JETE.

4.7 EdexTn BbpXY ¢cnocoOHOCTTA 32 IopHpaHe H paboTa ¢ MALIMHY

He ca npoBexaaHu npoy4yBaHus 3a eeKTUTE BbPXY CNOCOOHOCTTA 3a wodHupaHe U paboTa ¢ MallIMHH.
Koraro ce wodgupa unu pabotu ¢ maludHa obaue, TpsabBa na ce uma npeiBu, Ye Makap M paako, rnpu
MPOBEX/JaHE Ha AHTUXHUNEPTEH3UBHO JIEYEHHE MOXKE 1a C€ MOABH 3aMaiBaHEe U CHHIHUBOCT, 0COOEHO
MpPH 3aro4YBaHe Ha JICYEHUETO WM NPH NMOBHULIABAHE HA 103aTa.

4.8 HexenaHu 1eKapcTBeHH peaKlHH

JlocapTraH e oueHsiBaH B KJIMHWYHU M3MUTBAHUA KAKTO Clle/Ba:

- [Ipy KOHTpONHpaHO KIIHHHYHO npoy4BaHe npy > 3 000 Bb3pacTHU nauMeHTH Ha 18 roauHu U
MO-Bb3PaCTHH C €CEHLIMAIHA XUIIEPTOHHUA,

- [Ipy KOHTPOIUPAHO KIMHUYHO NpOoyUBaHe Npu 177 XunepTreH3uBHHU NEAHATPUYHH MALMUEHTH OT
6 no 16 roguiuHa BB3pacT

- [Ipu kOHTpONIMpPaHO KIMHUYHO Npoyy4BaHe npu > 9 000 nauMeHTH ¢ XUNEPTOHUA Ha Bb3pacT OT
55 no 80 roauHu ¢ nesokaMmepHa xuneprpodus (Bx. npoyusaHero LIFE, Touka 5.1)

- [Ipy KOHTPONHUPAHHU KIMHUYHM NTPOyYBaHUA npu > 7 700 Bb3pacTHU NALUEHTH C XPOHHYHA
cbpaeyHa HeaoctaTbyHOCT (BX. nmpoyuBaHuaTa ELITE I, ELITE II, » HEAAL, Touka 5.1)

- [Ipu KOHTpPOIUPAHO KJIMHWYHO Npoy4yBaHe npyd > 1 500 nauueHTH c nuader Tun 2 Ha 31
roJMllIHa Bb3pacT H MO-BL3PACTHH C NpOTEeHHYpHA (BX. npoyyBaHeTO RENAAL, Touka 5.1)

I'lpu TE3U KJIMHHYHH INPOY4YBaHHA, HaHu-4eCTo CpfllaHaTa HOXKC/1aHa PCAKLIMA € TOABATA HA 3aMAasHOCT.

YecToTara Ha HeXKeaHHUTE JIEKAPCTBEHH PEaKLIMM Ce ONpeeis C H3MNOJI3BaHE Ha CJleIHAaTa KOHBEHLIMA:
- MHoro uectu (= 1/10)

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

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

- Peaxu (= 1/10 000, < 1/1 000)

- Muoro peaku (< 1/10 000)

- C Heu3BecTHA YeCTOTA (HE MOXE [a Ce Onpeae/v Mo HAJIMYHUTE IAHHH)

Tabauua 1. YecToraTra Ha HeXXe/IaHHTE pPeaKlHH, Onpeae/ieHa OT IJ1aned0o-KOHTPOIHPAHH
NPOYYBAHHSA H NOCT-MAPKETHHIOB ONHT

Hexenanu peaknnu | HecTrora HA HEXeJIAHUTE PEAKIHH M0 HHAHKANHH Apyru




Xunep- Xuneprpo- XpoHHYHA Xunep- Ioct-
TOHHA $uuHH ChpAeYHA TOHHSA H MApPKEeTHH-
NANHEHTH C Hea0CTa- THO 2 roB ONHT
JIeBOKAMepHA | THYHOCT auaoer ¢
XHIep- 0bOpeuno
Tpodun 3a200.19-
BaHe
Hapymenns Ha KpbBTa H JHM(QHATA CHCTEMA
aHeMMH C
YECTH HEW3BECTHA
YeCcToTa
C
TpOMOOLIMTONEHUA HEU3BECTHA
YyecToTa
HapymeHHs Ha HMYHHATa CHCTeMa
XUIMEPCEH3UTHBHH
peaKLHH,
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peaKkLH1H,
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Hapymenusi Ha HepBHATAa CHCTEMA
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Oe3CcbHHUE HEYECTH
rnaBo0osue HEYECTH HEYECTH
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MHUIpEeHa HEU3BECTHA
4eCcToTa
C
HapylLleHHUs Ha BKyca HEU3BECTHA
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BEPTHUIO YECTH YECTH
C
THHHUTYC HEU3BECTHA
4YECTOTA
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najarnuTalus HEYECTH
AHIMHA MEKTOPHC HEYEeCTH
CHHKOT pEIKH
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(opTocTaTu4Ha)
XHINEePTOHHUSA
(BKJIFOUHUTEITHO
R——— HEYECTH YECTH YECTH
OPTOCTATHYHH
edpextn) |
PecnnHpaTOpHH, rPbAHH H MEAHCATHHAJIHH HAPYIICHHSA
3a1yX HEYECTH
C
KauuMua HEYECTH HEU3BECTHA
4yecToTa
CroMalmiHO-YpeBHH HApYILIEHHS
KOPEMHH OOJKH HEYECTH
obcTunauus HEYECTH
C
auapus HEYeCTH HEU3BECTHA
4eCTOoTa
rajicHe HEYeCTH
MOBpPbLIAHE HEYECTH
XenaroOHJIHAPHH HAPYIICHHS
C
NMaHKpeaTUuT HEU3BECTHA
4yecToTa
XEMaTuT peaKH
HapyLlIeHHUs Ha C
yepHoapoOHaTa HEeU3BECTHA
byHKUMS YECTOTa
HapymeHus Ha K0KaTa H NOAK0XKHATA ThKaH
C
ypTHKapus HEeYeCTH HEW3BECTHA
4yecToTa
C
NpypHUTYC HEYECTH HEU3BECTHA
4yecToTa
C
oOpus He4YecTH HEYEeCTH HEM3BECTHA
4yecToTa
CBETJIOYYBCTBH- ¥
- HEHW3BECTHA
yecToTa
HapymeHHns Ha MYCKYJIHO-CKeJIETHATA CHCTEMA H CheIHHHTEIHATA ThKaH
C
MHaJIT U HEeU3BECTHA
4eCcTOoTa
C
apTpairus HEU3BECTHA
4eCTOTa
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pabnoMHonM3a HEU3BECTHA
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HHE}'[IIEHHH HA BbINPOH3IBOAHTE/IHATA CHCTEMA H I'bpaTa

epEKTUIIHA ¢
aMCPyHKUMS / HEW3BECTHA
HUMIOTEH LM 4eCcToTa
O0mu HapymieHHs H epeKTH HA MSACTOTO HA MPHJIOKEHHETO

aCTEHMA HEYECTH YECTH HEYECTH YECTH
rajieHe HEYeCTH YECTH HEYECTH YECTH

OTOK HCYCCTH

C
0e3MoKONUCTBO HEeU3BEeCTHAa
yecTora

Hicaenpanus

XUNepKarieMHs ' '
YECTH HEYECTH YeCTH *

MOBHILABAHE Ha
ajlaHUH
aMuHOTpaHcde-
paszata (ALT)*?
MOBHILIABAHE B
KPbBHHS CEpyM Ha
KPEaTHHHUH H
CEPYMEH KaJluH

peaKH

HCCTH

XHITOHATPHEMHUA C
HECH3BCCTHA
HeCTOTAa

XHUIOI'TIHKEMHA HECTH

"BKIIOYMTENHO NOAYBaHE HA JIAPUHKC, MIOTHC, JIHLE, YCTHH, GapHHKC, W/HWIH €3UK (MPpUYHHABAHKH
0OCTpyKLHMs HAa Bb3AYUIHUTE MbTHLLA) U NMPH HAKOH OT T€3U NALIMEHTH € JIOKJ1a/IBAH aHTHOE/IEM B
MHHAJI0TO BbB Bpb3Ka C MpHEMa Ha APYTrH JiekapcTBa, BKIOYMTENHO ACE HHXHOUTOPH.

“*BxmounrenHo nypnypa Ha Henoch-Schonlein.

lOco6eno npu naumuenTn ¢ ueTpaBackynapHo ustTowasase, Hamnp. NaUuMeHTH C TeXKKa ChbpAeYHa
HEAOCTATbYHOCT WJIU TPETHPAHHU C BUCOKH JI03H IHYPETHLIM.

" Yectu npu nauueHTH, kouto npuemar 150 mg nocapran, BMmecto 50 mg.

*[Ip1 KIMHUYHO NMpPOYUYBaHe, MPOBEAEHO C NMALMEHTH ¢ TN 2 Auabert ¢ HedponaTus, 9.9% ot
MalMEHTHTE, JIEKYBAHH C JlocapTaH TalbJIETKH ca pa3BW/IH XunepkaiemMus > 5.5 mmol/l u 3.4% or
NaUMEHTUTE, TPETHPAHHU ¢ nnauedo.

¥ OGMKHOBEHO ce noaobpsBa ciel npeKpaTsBaHe.

CnenHure HeXeJlaHU peaKLMH Ce MPOSABABAT MO-YECTO MPH NMaLUEHTH, KOUTO NMPHEMAT JIOCAPTaH
OTKOJIKOTO ru1aueto (Heu3BecTHa YecToTa): 60Jku B rbp0a, MHGEKLIMH Ha YPHHAPHUAT TPAKT U
CUMIITOMH, NOJOOHH Ha rpum.

Hapywenusn na 6vopeyume u nuxounume nomuwa:

Karo nocneacreue or HHXUMOMpaHe Ha peHHH-aHTHOTEH3MH-ANI0CTEPOHOBATA CHCTEMATA, HMa
CbOOLIEHHS 3a NPOMEHH B ObOpeyHaTa yHKLHSA, BKIIOYUTETHO OB0peyHa HEOCTATBYHOCT MPH
MaLKeHTH, H3NI0)KEHH Ha pUCK. Te3u npomeHu B ObOpeyHaTa pyHKUHS Morart aa Obaar obpaTiMu npu
NpeKpaTsaBaHE HA JIEYEHHETO (BXK. TO4YKa 4.4)

[leanarpuyHa nomyJjauus

[TpoduabT Ha HexeNaHWTE peaKLMK NP NALMEHTH B IETCKA Bb3pacT € 61M3bk 10 HabnoadBaumus npu
Bb3paCTHH NaUMUEHTH. JJaHHUTE OT neauaTpUyHaTa NnomnyJialus ca OrpaHH4YeHH. ;’f- &/
/[ '
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Cbo0L1aBaHeTO Ha MOAO3MPAHU HEXENAHHU peaKLMM Clie] pa3peluaBaHe 3a ynorpeda Ha JieKapcTBEHUA
MPOAYKT € BakHO. ToBa rno3possBa a npoaAb/LKM HabMIOAEeHHETO Ha CbOTHOLLIEHHETO NOJ13a/pUCK 3a
neKapcTBeHUs npoaAykT. OT MEAHLIMHCKHTE CNEeLHAIMCTH Ce€ H3UCKBA a ChOOLIaBaT BCAKa
MOAO3MpaHa HeXelaHa peakLus Ypes

M3nbaHKTENHA areHuUs no JeKkapcreara

yn. ,,JlamsaH I'pyes” Ne 8

1303 Codus

Ten.: +359 2 890 3417

yebcaiiT: www.bda.bg
4.9 Ilpeao3upane
Cumnmomu Ha UHMOKCUKAYUSA

Hanuue ca orpaHHYeHd JaHHU 3a npeno3ydpaHe npy xopa. Hai yectara nposBa Ha npeao3upaHe ca
XMIIOTOHHUA M TaxuKapaus. bpaaukapaus Moxe na Bb3HMKHE B pe3yJ/iTaT Ha MapacMMNaTHKOBa
(BarycoBa) CTUMY.J1aLUA.

Jleuenue na unmoxcukayus

[Ipu Bb3HMKBaHE Ha CUMIITOMATUYHA XUIIOTOHUS TPAOBA Aa ce NpeAnpUeMaT MOAAbPXKALIH MEPKH.
MepkHTE 3aBUCAT OT BpEMETO Ha NPUEMAHE Ha JIEKAPCTBEHUA MPOAYKT M BHIA M TEXKECTTa Ha
cumnromure. [Ipuopurer cnensa na ce naae Ha ctabwin3upaHe Ha CbpAEYHO-ChI0BAaTa CUCTEMA.
Cnen nepopalieH NpHeM € NoKa3aHO NPUIOKEHHUETO Ha JOCTaThyHA 103a aKTHBEH BbIUieH. Cnex ToBa,
TpsAOBa Ja c€ OCBIUECTBU HEMPEKBLCHATO HAOMKOAEHUE HA )XKU3HEHUTE NnokKa3arenu. [1pu HeoOxoaumocT
YKU3HEHHUTE MOKa3aTesy C/Ie/1Ba 1a C€ KOPUrupar.

Huto nocapraH, HUTO akTUBHUA MeTabOAMT, MoraT Aa Ob4aT OTCTPAaHEHH C XeMOAHaIH13a.

S. ®APMAKOJIOTHTYHU CBOMCTBA
5.1 PapmMakoaHHAMHYHH CBOHCTBA
®apmaxkorepaneBTU4Ha rpyna: AHruoreHsuH Il peuenropuu anraronucti, ATC koa: C09CAOQ]

JlocapTaH € CHHTETHYEH nepopayieH aHruoTteH3uH-11 peuenropeH (tun AT1) aHTaroHucr.
AHruoTeHsuH ll, KolTo € MOLLIEH Ba30KOHCTPUKTOP, € OCHOBHHUAT aKTUBEH XOPMOH Ha CUCTEMara
PEHHUH/aHTMOTEH3MH U BaXKEH (DaKkTop B NMaToOPU3HONOrUATa Ha XUNEPTOHUATA. AHrHOTEeH3HH I ce
cebp3Ba ¢ ATI1 peuenropa, HamMupall ce B peauLia TbKaHU (Hanp. rjiajakara MycKyJjatypa Ha CbhJIOBETE,
HanObOpeuurTe, ObOpeLUTE U CHPLETO) U NMPEAU3BUKBA HAKOJIKO BaXXHH OMOIOrHYHH NeHCTBHA,
BKJIFOYMTEITHO Ba30KOHCTPUKLMA U OCBOOOXK1aBaHE Ha a110CTepOH. AHrHOTeH3HUH I cTuMynupa u
nponudepaumaTa Ha rf1aAKOMYCKYJIHUTE KJIETKH.

JlocaprtaH cenekTuBHO Onokupa AT, peuenropa. In vitro u in vivo nocaptaH H HErOBUAT
(apMaKoJIOrHYHO aKTHBEH Kucel kapobokcuneH metabonut E-3174 6Gnokupar BCHYKH PU3HONOTHYHO
3HAYMMHU JICHCTBUSA HA AHITHOTEH3UH I, HE3aBUCHMO OT U3TOYHMKA WJIH ITbTA Ha HEMOBHA CHHTE3.

JlocapTtaH HAMa arOHUCTUYEH €(PEKT, HUTO MbK OJIOKKpa ApYrd XOPMOHAJIHH PELIENTOPH HJIW HOHHH
KaHa/lk, B&XHH 3a CbpACYHOCHAOBaTa peryJauusa. OcBeH Toa socaptaH He notucka ACE (kuHa3a
II)— eH3uMbT, KOHTO pasrpakaa OpaaukuHuHa. CeaoBaTeENHO HAMA YCHJIBAHE HA HEXKEJTAHUTE
OpaaMKHHUH-MEMHPAaHHU e(EKTH. -

[Ipu npunoxxeHHeTo Ha JjocapTaH NpeMaxBaHETO Ha OTpULaTe/IHaTa oOpaTHa Bpb3Ka Ha HmoTeHaHH
[ no oTHOLIEHHE Ha peHMHOBAaTa CEKPELMA BOAH 1O MOBHIlABaHE HA AKTHBHOCTTA HA IJ1a3MeHMs
peHuH (PRA). [loBumasanero Ha PRA Boau no nosuinaBaHe Ha aHrmoreHsuH Il B nnahma‘ra
He3aBUCHUMO OT T€3U NOBULLIEHHUSA, AHTUXHITEPTEH3UBHATA AKTUBHOCT M NMOTHCKAHETO Ha
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KOHLIEHTPALMUTE Ha MJ1a3MEeHUs aJIJOCTEPOH Ce 3aIbPXKaT, KOETO € NoKa3aTe/IHO 3a €(PEKTUBHO
OonokupaHe Ha aHruoteHsuH Il peuenropa. Cnen npekpaTaBaHe Ha NMPUIOKEHHETO Ha JocapTaH, PRA
M aHrHOTeHHW3HH Il cnagar 3a Tpu AHHW 10 H3XOAHHU CTOHHOCTH.

KakTo nocapraH, Taka 1 HErOBUAT OCHOBEH aKTHBEH METaDOJIUT, ca ¢ No-BUCOK aUHHUTET KbM AT -
peuenTopa, oTkoJKOTO KbM AT>-peuentopa. AKTUBHUAT MeTaboauT € 1 1o 40 NbTH NO-aKTUBEH OT

J10capTaH MpH TENT0BHO YPaBHOBECEHO ChOTHOLLEHHE.

[Ipoy4BaHHUS BbPXY XUIIEPTOHHUS

B KOHTpO/IMpaHH KJIMHWYHH MPOYYBAHHSA, MPUJIAraHETO €MH MbT AHEBHO Ha JIOCAPTaH NPH NALUMEHTH
C JIeKa 10 YMepEHa €CeHLHaIHA XMNEPTOHUA MPUUYHUHABA CTATUCTHYECKH 3HAYUMH NMOHHIKEHHS B
CUCTOJIHOTO M AHACTONHOTO KPBbBHO HansAraHe. CTOMHOCTUTE HA KPbBHOTO HajiAraHe, H3MepeHH 24
yaca cJjie/l 103aTa U OTHECEHH KbM H3MepeHHTe 5-6 yaca cJief] 1o3ara, NoKa3BaT NOHWKEHHUE Ha
KPBbBHOTO HaJisraHe 3a nepuoj ot 24 yaca, npu 3arna3BaHe Ha eCTECTBEHMS JEHOHOILLEH PUTHM.
HamanieHHeTo Ha KpbBHOTO HaAraHe B Kpas Ha MHTepBaJia Ha no3upane € 70-80 % ot edekra,
HaOaronaBaH 5-6 yaca cnen go3ara.

[IpexkpaTaBaHETO HA NPUIOKEHHUETO HA JIOCAPTAH MPU XUNEPTEH3UBHU MALIMEHTH HE BOAH JI0 PA3KO
MOBULLIABAHE HA KPbBHOTO HansraHe (pedbayHa edekr). HezaBUCHMO OT H3pa3eHOTO MOHHKEHHE HA
KPBBHOTO HAIAraHe JIOCApTaH HAMAa KJIIMHUYHO 3HAa4YMMH €(PEKTH BbPXY ChbpAEYHATA YECTOTA.

JlocapraH e enHakBO e)UKacCeH NPH MbXKE U XKEHH, NPH NO-MJIaaH (Ha Bb3pacT noxd 65 roquHH) U Mno-
Bb3PACTHH MALMEHTH C XHPIEPTOHMA.

[Tpoyusane LIFE

[IpoyuBanero Losartan Intervention For Endpoint Reduction in Hypertension (LIFE) e
paHAOMH3HPaHO, TPOHHO-CIANO, aKTHBHO KOHTPOJIMPAHO Npoy4BaHe ¢ 9 193 xunepreH3uBHU
NMaLMeHTH Ha Bb3pacT ot 55 no 80 roauHu ¢ nokymentupana ¢ EKI" neBokamepHa xuneprpodus.
[lauueHTHTE Ca paHAOMHU3HUPaHHU 3a NPUEM €XKeAHEBHO Ha jiocapTtaH 50 mg WM €HH NMbT JHEBHO Ha
aTeHoJ1041 50 mg. AKO He Ce MOCTUrHe LieJieBaTa CTOMHOCT Ha KpbBHOTO HansArave (< 140/90 mmHg),
ce nobaBsa MbpBO XuapoxyiopTHasua (12,5 mg) u ako e HeoOX0aAUMO, N03aTa HA JIOCAPTaH WU
aTeHosion ce yseanyasa 10 100 mg eauH mbT AHEBHO. JJpyru aHTUXUNEPTEH3UBHH CPECTRA, C
uskoYeHHe Ha ACE-uHXxuOMTOpH, anrnoTeHsuH Il aHraroHucTu uiam 6era-010kepH, ce 100aBAT npu
HEOOXOAUMOCT 3a IOCTUraHe Ha LIeJIEBUTE CTOMHOCTH Ha KPbBHOTO HaJIAraHe.

CpeaHara npoAB/DKUTEIHOCT Ha NpocieAsaBaHETO € 4,8 roquHu.

[IspBHYHaTa KpaiiHa TO4YKA € CbCTaBHA M BKJIKOYBA ChpPACYHOCHAOBATa 3a00/1€eBAEMOCT U CMBPTHOCT,
HU3MEPEHH MO HaMaAJIEHUETO HAa KOMOMHHpaHaTa YeCcTOTa Ha ChbpAEYHOCHA0BA CMbPT, HHCYJIT H
HH(apKT Ha MHOKapaa. [Ipu aBeTe rpynu KpbLBHOTO HaIAraHe ce NOHWXKaBa 3HAYMUTEJTHO 10 ONU3KH
HUBa. JleyeHuero ¢ socaprad Boam 10 13,0% nonwkenue Ha pucka (p = 0,021, 95% unHTepBan Ha
noseputenHoct 0,77-0,98) B cpaBHEHHE ¢ aTEHOI0N NPH MALMEHTH, AOCTHrallld MbpBUYHATA CbCTABHA
KpaiHa To4yka. ToBa JONpHHAcs OCHOBHO 3a HAMAJICHHE HA YECTOTATa Ha HHCYNTA. JIeueHueTo ¢
NnocapTaH HaMaJIsBa pUcKa OT UHCYAT ¢ 25 % B cpaBHeHHe ¢ aTteHoso (p = 0,001 95 % uHTepBan Ha
noseputeaHocT 0,63-0,89). HecTtoTHTe Ha ChpACYHOCHAOBO O0YCIOBEHA CMBPT U UH(PAPKT Ha
MHOKap/a He Ce pa3jiiyaBaT 3HAYUTETHO MEXY NMPOBEXKJAIUTE JIEYEHHE IPYIIH.

Paca

B npoyusanero LIFE nmauueHTHTE OT YepHaTa paca, N1€KyBaHHU C Jl0OCapTaH, ca ¢ NO-BUCOK PHCK OT
AOCTHIraHe Ha MbpBUYHATA KOMOUHHpaAHA KpaiHa TOYKa, T.€. KApAHOBACKYJIAPHO CHOUTHE (H,anﬁ
CbhbpaeyYeH HH(APKT, CbpACHYHOCHAOBA CMBPT) H OCOOEHO HHCYJIT, OTKOJIKOTO NauueHTHTe OT YepHata
paca, JleKyBaHH ¢ ateHou0. [lopaau ToBa pe3ynrarure, HabonaBaHU NMpPHU JI0OCApPTaH B aBHe:Hue C
areHosion B npoyusaHetro LIFE no oTHoweHue Ha cbpaeyHochaoBaTa 3a00J1€BaeMOCT/CMBPTHOCT, He
ca NPHJIOKHMMH 3a NALMEHTH OT YEPHATA Paca ¢ XMIMEPTOHHS U JIEBOKAMEPHA XHUNepTpodus.
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[Ipoyusane RENAAL

[TpoyuBaHeTo Reduction of Endpoints in NIDDM with the Angiotensin Il Receptor Antagonist
Losartan (RENAAL) € KOHTpO/IMpaHO KJIMHUYHO NMpPOYy4YBaHe, NpoBeaeHO B Leausa ceaTc 1 513
MaLMeHTH ¢ AMabeT THN 2 ¢ NpOTeUHYpHUA, ¢ WM 0e3 xuneptoHus. C nocapraH ca nekyBaHH 751
nauMeHTH. LlenTa Ha npoy4BaHETO € 1a ce NoKaxe HePPONPOTEKTHBHHUA €(PEKT Ha JIocapTaH KaJlMi no
OTHOLLIEHHE HAa MOHH)KABAHETO HA KPbBHOTO HAJIAraHe.

[TauneHTH C NpoTeMHypUsa U cepyMeH kpeaTuHHUH 1,3-3,0 mg/dl panaomu3zupaHo nosiyyasar JiocapraH
50 mg eaMH MbT AHEBHO, MPH HY’KJa TUTPUPAH, 0 MNOCTUraHe Ha OTrOBOP MO OTHOLIEHHUE Ha
KPbBHOTO HaAraHe, Wiy niauedo Ha (poHa Ha KOHBEHUIMOHA/IHA aHTUXUNEPTEeH3UBHA Tepanus 6e3
ACE-uHxubutopu U aHruoreH3uH Il aHTaroHucTwu.

H3cnenoBarenuTe nojiyyaBaT HHCTPYKLMH 1@ TUTPUPAT NpOyuBaHOTO JieyeHue 1o 100 mg aHeBHO
npu HeobxoaumocTt; 72 % ot nauueHTuTe B3emar 100 mg aHeBHA A03a Npe3 No-rojsmara 4acT OT
BpeMETO. Jlpyru aHTUXUNEPTEH3UBHU NPOAYKTH (AMYPETULIM, KAJILUMEBHU aHTArOHUCTH, ajipa- U Oera-
peUenTOpHHU OJIOKEPH, a ChLUO U LIEHTPATHO A€HCTBALM aHTUXUNEPTEH3UBHU CPEACTBA) Ca NO3BOJIEHH
Karo JOMbJIHUTENIHO JIEYEHHUE H TNPHU ABETE rPyIy B 3aBUCUMOCT OT Hy»kaute. [laudeHTure ca
npociaeaeHu a0 4,6 ronuuu (3,4 roadHu cpeaHo). [IbpBMyHaTa OCHOBHA KpaiHa TO4YKa Ha
NPOY4YBAHETO € ChbCTAaBHA KpailHa TOYKA C YIBOSIBAHE HA CEPYMHHUS KpeaTUHHH npHu Ob0peyHa
HEe10CTATbYHOCT B KpaiHa (¢a3a (HeoOXOAMMOCT OT AUAIU3a WK TPAHCIUJIAHTALIMA) WK CMBPT.

Pe3ynrarure nokassar, 4e JIeYEHHETO ¢ JjocapTaH (327 cubuTus) B cpaBHeHMe ¢ muiauedo (359
cbOuTHa) Boau 0o a 16,1 % nonmxkenue Ha pucka (p = 0.022) B 6pos Ha naLMEHTHTE, NOCTUIALIM
MbpBUYHATA CbCTaBHA KpaiHa Touka. [1o OTHOLIeHHEe Ha clieAHUTE OTAEIHU H KOMOMHUPaHH
KOMIOHEHTH Ha ITbpBHYHAaTa KpaiHa TOYKa pe3yJITaTUTe NOKa3BaT 3HAYMTETHO HaMaJIEeHHUE HA PUCKA B
rpynara, JieKyBaHa c jocapraH: 25,3 % NOHW)XEHHE Ha pUCKa 3a Y1BOSBaHE HAa CTOHHOCTHTE Ha
cepyMHus KkpeaTuHHH (p = 0,006); 28,6 % noHwxeHHe Ha pUcka oT ObOpeuHa HeJOCTATHLYHOCT B
KpaitHa ¢a3a (p = 0,002); 19,9 % nonukeHue Ha pucka 3a ObOpeyHa He1oCTaTBYHOCT B KpaiiHa (da3a
i cMBpT (p = 0,009); 21,0 % noHwxeHUe HA pUCKa 3a YABOABAHE Ha CTOWHOCTHUTE HAa CEPyMHUS
KpeaTHHUH WK O0bOpeyHa HeaocTaThYHOCT B KpaiiHa ¢a3a (p = 0,01). YecTrorara Ha cBbp3aHus ¢
BCAKAKBA NPHYMHA MOPTAJIMTET HE MOKAa3Ba 3HAYMTEIHH Pa3/IMKH MEXY JBETE NPOBEXKAAIH JIeUEHHE
rpynu. [Ipu ToBa npoyuBaHe nocapTaH ce NoHacs Kato a0 4o0pe, KOeTo ce BHXKAa OT YecToTaTa Ha
NpeyCTaHOBABAHE Ha JICUEHHETO MOPaAH HEXKEIaHU peaKLiMH, KOSITO € CpaBHUMA C rpynara Ha
niauedo.

HEAAL u3cnenBaHe

Heart Failure Endpoint Evaluation of Angiotensin II Antagonist Losartan (HEAAL) npoy4uBahe e
KOHTPOJHPAHO KJIMHHYHO NpOY4YBaHe, MpoBeAEHO B CBeTOBEH Mawluad ¢ 3 834 nauueHTH Ha BB3pacT OT
18 no 98 roaunu cue chpaeuHa HepoctarbyHocT (NYHA knac I1-1V), kouTo ca MMajii HEMOHOCHMOCT
KbM JieueHue ¢ ACE-unxuburop. [lauueHture ca Ounu paHaAOMU3HUPAHH Aa NOJy4aBar JlocapTaH

50 mg BeaHBXK Ha AeH WM JiocaptaH 150 mg, Ha poHa Ha TpaaAMLIMOHHATA Tepanus, C U3KJIOYEHHE Ha
ACE-uHXHOUTOPH.

[lauueHnTuTe ca npocneasBaHe B NPOABb/LKEHHE Ha NoBeYe OT 4 roauHM (cpeaHo 4,7 roauHM).
[I'bpBHYHAaTa KpaHa TOYKA HA MPOYYBAHETO € CbCTaBHA KpalHa TOYKA 32 BCUYKHW NPHYMHH 32 CMBPT
WK XOCIHTAIU3aLMS MO MOBOJA ChbpeYHa HEAOCTATHYHOCT.

Pesynrarure nokassar, 4ye JieueHUETO ¢bC 150 mg nocapran (828 ciyyas) B cpaBHeHHe ¢ 50 mg
nocaprat (889 cnyuas) Boau a0 10,1% noHmwxkenue Ha pucka (p = 0,027 95%, nosepureneH HHTEpBa
0,82-0,99) npu nauxeHTHTE, JOCTUTHAJIM MbPBUYHATA CbCTABHA KpaiiHa Touka. ToBa ce AbJIKH IJ1aBHO
Ha HaMaJIABAHETO HA YECTOTAaTa HA XOCMHTAIM3ALMA NOPA/IH ChpeYHa HEeAOCTaThYHOCT. Jleuenuero
cbe 150 mg nocapraH HamansBa pucKa OT XOCNUTaNH3aLMsA NMOpaiH ChbpAeYHa HEIOCTATHbYHOCT C
13,5% B cpaBHenue ¢ 50 mg nocaptaH (p = 0,025 95%, nosepureneH uurepsan 0,76-0 93) YecroTara”
Ha BCUYKH MPUYHHH 33 CMBPT HE C€ pa3/iiyaBa 3HAYUTETHO MEXAY TeparneBTUHYHHTE qﬁyuﬂ Bbﬁpeqﬂo
YBpEXIJaHe, XHIOTOHUA W XHNEpPKaIHEMHUs ca no-yecTty B rpynara ¢ 150 mg, B cpaBHbHHe ‘c rpynara ¢

50 mg, HO TE€3M HeXEeNaHHU peaKLIMK He ca JOBeJH 0 3HAYMTEITHO MOoBeYe CyyaH Ha npeycTaHOEﬂBaHe % |

Ha JieyeHue B rpynara ¢ 150 mg. \\



[IpoyuBane ELITE I u ELITE 11

[Ipoyusanero ELITE, nposeaeHo 3a nepron ot 48 ceaMuum npu 722 nauMeHTH CbC ChpeYHa
HenoctaTb4HOCT (NYHA knac 11-1V), He ce HaOmoaaBa pa3nuka Mexay NalUeHTH, JIEKYBaHH C
JI0OCapTaH, M JIEKYBAHUTE C KAaNTOMPHJI MO OTHOLLIEHHWE HA IMbPBUYHATA KpaiHa TO4YKa 3a NNpoMsAHa B
ABATOCPOYEH Mu1aH Ha ObOpeyHaTa ¢pyHkuus. Habmonenuero npu npoyusane ELITE I, ue B
CpaBHEHME C KalTOMPHJI JIOCAPTAaH HaMaJIiBa CMBPTHHS PUCK, HE CE€ MOTBbPXKAAaBa OT CJI€1BALLOTO
npoyysaHe ELITE ll, koero € onucaHo no-gony.

[1pn npoyusanero ELITE Il nocapran 50 mg eauH nbT AHEBHO (HayanHa ao3a 12,5 mg, noBuiueHa oo
25 mg u caen Tosa o 50 mg eAMH NbT AHEBHO) Ce cpaBHABa C kKanTonpua 50 mg Tpy NbTH JHEBHO
(HayasiHa no3a 12,5 mg, nosuuieHa 10 25 mg u caea ToBa 10 S0 mg Tpu nbTH AHEBHO). [IbpBHUHATA
KpalHa TOYKa Ha TOBa MPOCINEKTHBHO MPOYYBAHE € CBbP3aHaTa C BCAKAKBA NMPUYHMHA CMBPTHOCT.

[Ipu ToBa npoyusaHe 3 152 nauneHTH cbe cbpaeyHa HeaoctaTbuyHOcT (NYHA knac I1-1V) ce
pocaeasABar MoYTH ABE NOAWHU (MeauaHa: 1,5 roaMHM), 3a aa ce onpeaeu Aajiu JocapTaH
MPEeBb3X0XKAA KanTONPHJ MpH MOHUXKABAHE HA CBbP3aHaTa C BCAKAKBA MPHYHHA CMBPTHOCT.
[IepBHyHaTa KpaiiHa TOYKa HE NMOKa3Ba CbLUECTBYBAHE HA CTATUCTHYECKH 3HAYMMa pa3/iuKa MEXAY
jlocapTaH M KanTornpui 3a NOHW)XXaBaHE Ha CBbp3aHaTa ¢ BCAKAKBA NMPUYUHA CMBPTHOCT.

M npu nBeTe Npoy4BaHHUs, IPH KOUTO KOHTPOJUPAHETO IMPH MALMEHTH CbC ChbpPAEYHA HEAOCTATBYHOCT
U C aKTUBEH MPOAYKT (He ¢ mauedo), MOHOCUMOCTTA KbM JIOCAPTaH NPEeBb3X0XK/Aa Ta3H KbM
KanTonpuJi, H3MepeHa Ha 0a3aTta Ha 3HAUMTE/THO NOHHXKEHA YECTOTa Ha MpeKpaTABaHe Ha JICYEHHETO
nopaay HeXXeJlaHU peakLMHU H 3HAYUTEJTHO MO-HUCKA YeCTOTa Ha NOsABA HA KallIMLA.

[loBuiieHa cMbpTHOCT ce Habmoaasa npyd ELITE II B Mmankara noarpyna (22 % oT BCHUYKH NMaLUEeHTH
CbC CbpAEYHA HEAOCTATBYHOCT), pUEMasa B HauanoTo Oera-6yokepH.

JBOiHO OJ1I0KHMpaHe Ha pEHUH-AaHTHOTEH3UH-a110cTepoHoBaTa cucTtema (RAAS)

JBe rosiemu paHaoMusupaHu KOHTposMpaHu npoyusaHus — ONTARGET (ONgoing Telmisartan
Alone and in combination with Ramipril Global Endpoint Trial - Tekyuio rno6aiHo u3nureaHe 3a
KpalHH TOYKH Ha TEJIMMCApTaH, CaMOCTOATEIHO U B KOMOMHauus ¢ pamunpuin) ¥ VA NEPHRON-D
(KiiMHH4YHO NpoyYBaHe CBbP3aHO C pa3BUTHE HA HegponaTug npyu aMadber, NpoBeaeHo OT
MHUHHCTEPCTBO MO BLIIPOCUTE HAa BETEPAHHUTE) — NMpOy4BaT ynorpedbara Ha komOHHauusaTa ot ACE
HHXHOUTOP W aHrHoTeH3uH lI-peuentopen Onokep.

ONTARGET e npoyuBaHe, npoBeaeHO NpH NALKUEHTH ¢ aHAMHE3a 3a CbPIEYHO-ChA0BA WJTH
MO3BYHOCBHA0OBA OOJECT, WM 3axapeH AualdeT THN 2, NPUAPYKEHHU C JaHHU 3a YBpeXK/1aHe Ha
epexropHu opran. VA NEPHRON-D e npoyuBaHe npu nauueHTH cbC 3axapeH auaber tum 2 U
nuabeTHa HedponaTus.

Te3u npoyuBaHHs HE NOKa3BaT 3Ha4YUM OnaronpusTeH eekt BbpXy ObOpeuyHHTE /UK ChPAEYHO-
CbAOBHUTE MOCIEAULIA H CMBPTHOCT, KaTO ChLUEBPEMEHHO ca HabJIr01aBaHH MOBHUILIEH PUCK OT
XHMNEPKaTUEMHs, OCTPO yBpexaaHe Ha ObOpeuuTe W/ MM XUIOTOHUSA B CPaBHEHHE C MOHOTEPANHUATA.
Karo ce umar npeBua CXOAHHTE UM (papMaKkOJAMHAMHYHU CBOMCTBA, T€3H pe3yJ/ITaTH ca NMPHJIOKHMH
1 3a apyru ACE uHxuOuropu u aHruoreHsuH ll-peuentopHu 610kepH.

ACE unxubutopu 1 auruorensuH ll-peuentopHu 00kepH cienoBaTeIHO He TpSAOBa [a ce U3NoJI3BaT
€HOBPEMEHHO NMpPH MaLMUEHTH ¢ AHabeTHA HeDponaTHs.

ALTITUDE (KnuHuyHO npoy4BaHe NPOBEACHO C AJIMCKUPEH NMPH NMALMEHTH ChC 3aXapeH AMabeT Tvn
2 C U3MOJI3BAHE HA CHPAECYHO-CHAOBH H ObOpeyHH 3a0015BaHKs KAaTO KpaHHHU TOYKH) € NPOYYBaHE,
MpeaHa3HauYeHo Jla u3cJie1Ba noJizata OT A00aBIHETO HA AJIMCKMPEH KbM cTaHaapTHa Tepanusa ¢ ACE
HHXMOUTOP MK aHruoTeH3uH ll-peuenTopeH OJiokep NpU NaLKMEHTH CbC 3aXapeH AWabeT THI 2 H
XPOHHYHO OBOpeyHO 3a00nsBaHe, CbpAEYHO-CHI0BO 3a00ABaHe WK K ABeTe. [IpoyuBaHeTo €~
[MPEKPaTEeHO MPEKAEBPEMEHHO NOPaax NOBUILEH PUCK OT HEOIAaronpUATHHA NOCENULIM. KﬂKTﬂ
CbpAEYHO-CHAOBATA CMbPT, TAKA U MHCYJITHT Ca MO-YECTH B IPpynaTa Ha aTMCKUPEH, OTKAAKOTO B
rpynara Ha niaue6o, a NpeAcTaB/IsABALLNWTE HHTEPEC HEXENIaHH ChbOUTHA M CEpHO3HH Heskeaatn
cbOMTHSA (XHNepKaIMEMHs, XUTTOTOHHUA U ObOpeuHa aucdyHkKLMA) ce choOLAaBaT No-4e¢To B rpynaTa
Ha aJIMCKMPEH, OTKOJIKOTO B rpynara Ha njauebo. \\ &
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[leanarpuyHa nonaynauus

XHUNEepToOHUA B NeUaTpU4HaTA Nonynailus

AHTHUXHUNEPTEH3UBHUAT €(DEKT HA JIOCAPTAH € YCTAHOBEH B NMpoy4BaHe, BKIoYBaLlo 177
XHIMEPTEH3UBHH MALMEHTH OT NeaAHaTpUYHaTa MonyJialuusa Ha Bb3pacT oT 6 10 16 roauHM ¢ TeaeCHO
Terno > 20 kg 1 ckopocT Ha rnomepyiHa duarpaums > 30 ml/min/1,73 m2. I[NauueHTuTe ¢ Terno

> 20 kg no < 50 kg nonyuarar 2,5, 25 unu 50 mg nocapraH AHEBHO, a nauueHTHTE ¢ Terno > 50 kg
nosy4yasar 5, 50 unu 100 mg nocapran aHeBHO. B kpas Ha Tpu ceaAMHUYEH NEPUO 1OCAPTAH €AMH NbT
JHEBHO NMOHMWXXaBa HaH-HUCKUTE CTOMHOCTH Ha KPBbBHOTO HAJIAraHe Mo 3aBUCUMM OT 103aTa HaYMH.

Karo usj10 iMa 3aBHCMMOCT Ha OTroBopa OT ao3ara. Bpb3kara go3a-oTroBop craBa oco0eHO SBHa MpH
CpaBHsBaHE Ha rpynara Ha HACKa [103a C Ta34 Ha cpeaHa ao3a (nepuoa :—6,2 mmHg cpewy —11,65
mmHg), Ho oTcnabBa, KOraTo ce cpaBHsiBa cpeHa A03a ¢ Hail-BUcokaTa fno3a (nepuon I: —11,65
mmHg cpewy —12,21 mmHg). Haii-Huckure npoyvenu no3u — 2,5 mg ¥ 5 mg, CbOTBETCTBALIM Ha
cpeaHa aHeBHa ao3a 0,07 mg/ kg — HaMarT nocTosHHa aHTUXHUINEPTEH3WBHA €(PUKACHOCT.

Te3u pesyararu ce norebpxkaasar npe3 nepuoa Il Ha npoyuBaHeTo, KOraTo NaLMEHTHUTE ca
paHIOMHU3HUpaHH Ja NPOABJLKAT € JIOCApTaH WM I1auebo cnen Tpu ceAMMLM JieyeHue. Pasnukara B
MOBHILABAHETO HA KPLBHOTO HA/IAraHe B CPaBHEHHUE ¢ J1aledo e Hai-rossMa B rpyrnara Ha cpeJHa
no3a (6,70 mm Hg cpeana nosa cpeuyy 5,38 mmHg Bucoka no3za). [loBuinasaHeTo Ha MEXKAHHHUTE
CTOMWHOCTH Ha IMACTOJIHOTO KPbBHO HAJIAraHe € eJHaKBO NMpH MallMEHTHUTE Ha niauedo U Te3u Ha
JlocapTaH B Hal-HUCKAaTa /103a 3a BCAKA rpyna, KOeTo OTHOBO MpejnoJiara, 4e Hai-HHCKaTa 103a BbB
BCAKA rpyrna He MpUTEexKaBa 3HAYUM aHTHXHMIEPTEH3HUBEH €(eKT.

I brocpo4yHHUTE €(EKTH Ha JIOCAPTaH BbPXY pacrexa, mybeprera U 001110TO pa3BUTHE He ca OUIIH
MpeaMET Ha OLeHKa. J[barocpoyHara epMKacHOCT Ha aHTHXHIEPTEH3UBHOTO JIeYEHHE C JIOCAPTaH B
JETCKa Bb3pacT MO OTHOLUEHHUE Ha HAaMaJIABAHETO HAa CbPACYHOCHAORATA 3a00JIEBAEMOCT H CMBPTHOCT
CbLIO He ca OWJIK NpeaMeT Ha OLIEHKa.

[1pu xuneproHnuuu (N = 60) u HopmoTeH3UBHH (n = 246), neua, ¢ NpOTEHHYpHs, €PEKTHT Ha
JIOCapTaH BbpXY MPOTEUHYPHATA € OLEHEH NpHU 12-ceAMUYHO NMaanedo U aKTUBHO KOHTPOJIUPAHO
(aMJIOMITHH) KIIHHHYHO rnpoyuBaHe. [lporeuHypus ce aedpuHHpa Kato cboTHoleHUe ot > (0,3 Ha
OenTbk B ypUHaTa / KpeaTUHHH. XUMepTEeH3UBHHUTE NaludeHTH (Ha Bb3pacT ot 6 10 18 roauHn) ca
OWIM paHaOMHU3HUpaHHU Aa nosiyyasat UM jocapra (N = 30) wau amnoaunux (N = 30).
HopmoTeH3uBHUTE naueHTH (Ha Bb3pacT oT 1 1o 18 roaunn) ca 6uam paHaoMHU3KMpaHH Ja nojy4asar
uau nocaprad (N = 122) unu nnauedo (N = 124). Jlocapran e npunaras B 1o3u ot 0,7 mg/kg no

1,4 mg/kg (no makcumMasnHa ao3a ot 100 mg Ha neH). AMJIOQUITHH € OWJI MpUaaraH B 103H OT

0,05 mg/kg no 0,2 mg/kg (no MmakcuMasiHa 103a OT 5 mg Ha JeH).

Karo usano, cnen 12 ceaMULM Ha ie4eHHe NpU NaLMEHTHUTE, JIEKYBaHHM C JIOCApTaH, ce Habmoaasa
CTATUCTHYECKH 3HAYHMO HaMaIEeHHE Ha H3XOJAHOTO HUBO Ha NpOoTeHHypHUsTa ¢ 36% B cpaBHeHue ¢ 1%
yBEeIHYEHHE B rpynara Ha ruauedo / amnoaunuH (ctp. 0,001). [Ipu nauueHTHTE C XMNEPTOHMA,
MoJIy4aBalll4 JIOCapTaH ce HabaoaaBa HaMalleHHe OT U3XO0AHaTa NpoTeuHypud Ha - 41,5% (95% ClI: -
29,9, -51,1) B cpaBHenue ¢ 2,4% (95% CI: -22,2, 14.1) B rpynara Ha amnoaunuH. CnaasT U NpH
JABETE, CUCTOJIMYHO KPbBHO HAIANaHE W AHACTOJIMYHO KPBBHO HAIATaHe € Mo-rojisMo B rpyrnara Ha
nocapraH -5.5/-3.8 mmHg, B cpaBHeHue c rpynara Ha amsioaunuH (-0.1 / +0.8 mm Hg). [1pu
HOPMOTEH3UBHUTE AeLa ce HabnoaaBa ci1abo NOHWXXEHHE HAa KPbBHOTO HaJISraHe B rpynara ¢
nocaprad (-3,7/-3,4 mm Hg), B cpaBHeHue ¢ nnauebo. HaMa 3HaunMa B3aMMOBPb3Ka MEXIY
HaMaJIiBaHE Ha MPOTEUHYPHUATA H KPBBHOTO HaJiaraHe o0aye, € Bb3MOXHO, MOHW)KABAHETO HA -
KPBBHOTO HaJifiraHe a € MpU4YMHA, OTYACTH, 32 HAMaJIABaHe Ha MPOTEHHYPHATA NpH rpynara,
JIEKYBaHa C JIOCapTaH. /7

/.
Jlbnrocpounure eeKkTH Ha IOCapTaH MpH Aela C NPOTEeHHYPHS Ca W3C/IEIBAHHU B PAMKHTE Ha 10 3
OIMHH B OTBOPEHA yb/KeHa (ha3a OTHOCHO 6€30MacHOCTTa Ha ChLOTO NMPOY4BaHe, B KOETO ca
MOKAHEHH J1a Y4acTBaT BCHYKH NMALMEHTH, 3aBbPIUWIHN | 2-C€AMHYHOTO OCHOBHO npquah;ﬁe. O61o
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268 nauMeHTH ca BKJIOYEHH B OTBOpPEHaTa yab/DKeHa (pa3a v ca OMiM paHAOMHM3HMPaHHU Ha JlocapTaH
(N = 134) unu enananpun (N = 134), a 109 nauneHTH ca uManu npocieasaBaHe > 3 roauHu
(NpeaBapMTENHO NMOCOYEHA ToYka Ha npekpaTtaBaHe oT > 100 nauneHTH, 3aBbPLIWIN 3 TOAUHH
npocjieAsBaHe B yAb/HKEHHUA nepuon). J{o30BMTE HHTEPBAIM HA JIOCAPTaH U €HaJIanpuJl, MpUJiaraHu
crnopea npeueHkara Ha uscnenosarens, ca 0,30 mg/kg/nen no 4,42 mg/kg/nen m 0,02 mg/kg/nen oo

1,13 mg/kg/neH, cborBeTHO. MakcumanHuTe nHeBHHU 003 oT 50 mg/kg/neH 3a <50 kg TenecHo Tersio
u 100 mg > 50 kg 3a noBeueTo nalMeHTH N0 BpeMe Ha yAb/bKEeHarTa (pa3a Ha Npoy4YBaHETO He ca
MPEBUILEHH.

B 0060011eHHe, pe3ynTaTuTe OT yAB/IKEHOTO MPOy4YBaHE OTHOCHO 0€30MacHOCTTA MOKAa3Bar, 4e
J1I0CapTaH ce noHacs A00pe ¥ BOAM A0 TPaMHO HaMasIsBaHE HA MPOTEUHYpHUATa Oe3 3HauYuTeHA
nMpoMsaHa B CKOpocTTa Ha rinomepyJHa ¢puarpauusa (GFR) B npoabnxkenune Ha 3 rogunu. [lpu
HOPMOTEH3HUBHHU nauueHTy (n = 205) eHananpui € UMal YUCJIEHO MO-roNsAM €(EKT B CPaBHEHHE C
nocapraH BbpxXy nporerHypusra (-33,0% (95% CI -47,2; -15,0) cpewry -16,6% (95% Cl1 -34,9; 6,8)) u
Bbpxy GFR (9,4 (95% CI 0,4; 18,4) cpeuty -4.0 (95% CI -13,1; 5,0) ml/min/1,73m?). [Ipu nauueHTH C
XUnepToHus (n = 49) nocapraH UMa YHUCIEHO NO-ro/aM edekT BbpXy nporeruHypuaTa (-44,5% (95%
CI -64,8; -12.,4) cpeury -39.5% (95% CI -62,5; -2,2)) u GFR (18,9 (95% CI 5,2; 32,5) cpewy -13,4
(95% CI -27,3; 0,6)) ml/min/1,73 m*.

[IpoBeeHO € OTBOPEHO KJIMHUYHO NPOY4YBaHe Ha J030BHSA PEXHM, 3a J1a Ce Npoy4H 0e30nacHOCTTa
e(MKaCHOCTTa Ha JIOCapTaH MpH NeaMaTpU4HHU NaLUMEeHTH Ha Bb3pacT OT 6 Mmeceua a0 6 roauHHU C
xuneproHus. O6wo 101 nauneHTH ca paHAOMHU3KMPAHH Ha €[1HA OT TPUTE Pa3IMUHU HAYaTHH 03U Ha
nocapraH: Hucka no3a ot 0,1 mg/kg/nen (N = 33), cpenHa no3a ot 0,3 mg/kg/nex (N = 34 ) unu
BUcoka no3a ot 0,7 mg/kg/nen (N = 34). Ot tax 27 ca 6ebera, kouTo ca nedHMHUPAHHU KaTO Jelia Ha
BB3pacT oT 6 Meceua a0 23 meceua. M3cneasaHOTO JIEKApPCTBO € TUTPUPAHO J10 CJIEABALLIOTO HUBO Ha
[03a B ceAMMLUH 3, 6 1 9 3a nauMeHTH, NPH KOUTO HE ca OUJIM NMOCTUTHATH LIEJIEBUTE CTOMHOCTH 34
KPBBHO HajIsiraHe W Bce ollle He ca Ounu Ha MakcumanHara ao3a (1,4 mg/kg/neH, na He ce HaaBHILaBa
no3a ot 100 mg/neH) ot nocapraH.

Ot 99 nauueHTH, JIEKyBaHHU ¢ W3CieaBaHO jJekapcTBo, 90 nauneHTH (90,9%) npoabikaBar yyacTue B
pa3lMPEHOTO NPOYYBAHE C NMOCAEABALIM NOCELEHUA Ha BcekH 3 meceua. CpenHara
NPOAB/KUTETHOCT Ha TepanuaTa € 264 qHu.

B 060011eHHe, CpeAHOTO MOHUKEHHE Ha KPBbBHOTO HAJIATAHE OT U3XOAHOTO HUBO € CXOAHO 32 BCHYKH
rpyrnu Ha JieueHUue (MpoMsaHaTa OT U3XOJHOTO HUBO Ha CUCTOJIHO KPBBHO HajIAraHe A0 ceaMuia 3 €
Oouna -7,3, -7,6 u -6,7 mmHg 3a rpynure ¢ HUCKH, CPEIHH U BUCOKH J103H, CbOTBETHO; HAMAJICHHUETO
Ha U3XOQHO HMBO Ha IMACTOJIHOTO KPbBHO HajiiraHe Ao ceamuua 3 € -8,2, -5,1 u -6,7 mmHg 3a
rpYNUTE C HUCKA, CPEIHA U BUCOKA 103a; 00aye He € UMAJIO 103a3aBUCHM CTATUCTHYECKH 3HAYHUM
e(EeKT 3a CUCTOJIHO KPbBHO HaJIAraHe U JMACTOJIHO KPbBHO HJIATAHE.

JlocapraH, B 1034 10 1,4 mg/kg, oOMKHOBEHO ce noHacs 1oOpe nNpu Aeua ¢ XMNEPTOHUA Ha Bb3pacT OT
6 mecena 00 6 roguHu cinen 12-ceaMuyHO JieyeHue. OO6HAT npodun Ha 6€30MacHOCT U3rexaa
CPaBHUM MEXIY JIEKYBAHHUTE I'PYIIH.

S.2 ®dapMaKOKHHETHYHH CBOHCTBA

Abcopbuus
Cnen nepopajiHO NpUIIOKEHUE JlocapTaH ce abcopOupa 100pe U npu MeTadoJIM3Ma NMpU NbPBO
npeMyHaBaHe GopMHUpa aKTHBEH KaPOOKCUKHCEIUHEH META0OUT W APYTH HEAKTHBHH METabOJIMTH.
CucremHaTa OMOHAJIMYHOCT Ha JiocapTaH TabneTkH e npudausurenHo 33 %. CpeaHuTe BbPXOBH
KOHLIEHTpALMK Ha JIOCApPTaH U HErOBHUA aKTHUBEH METa0OJIUT C€ JOCTUraT CbOTBETHO 3a | yac u3-4
yaca. ;

Pa3npeneneHne /l |
KakTo nocapraH, Taka U HErOBUAT aKTHBEH MeTaboJIUT, ce cBBbP3BaT B > 99 % c ruiasMeHuTe
[MPOTEHHH, OCHOBHO andymuH. OOemMbT Ha pasnpenesieHHe Ha jocaptaH € 34 nuTtpa. || ©
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buorpaHcpopmanus

Oko0510 14 % OT BeHO3HO H NEPOpaIHO NMPUJIOKEHATA 1034 JIOCAPTaH Ce NPEBPbLLA B HErOBUSI AKTHBEH
meTabonut. Cren nepopaHO U BEHO3HO MPUJIOKEHUE Ha bensa3aH ¢ 14C- nocapraH Kaiui
LMPKYJIMpaLlaTa rnjia3MeHa akTHBHOCT OCHOBHO C€ AbJ/DKH Ha JIOCApTaH U Ha HEMOBUS aKTHBEH
mMeTabouT. MMHUMATHO NMpEeBpbLIAHE Ha JIOCAPTAH B HEMOBUA aKTUBEH MeTaboIUT ce HabntoaaBa npu
OKOJIO €1MH MPOUEHT OT Y4acCTBAJIUTE B MPOYYBAHETO HHAUBHUH.

OcBeH akTUBHUSA MeTaboUT ce GopMHpAT U HEAKTUBHH META0OJIUTH.

EauMHHHpaHe

[Ina3MeHHUAT KJIMPBHC HA JIOCAPTAH W HA HErOBHUS AKTUBEH META0O0JIUT ¢a CbOTBETHO OKOJIO

600 ml/min 1 50 ml/min. BbOpeuHHAT KIMPBLHC Ha T0CapTaH U Ha HErOBHUA aKTHBEH METa0O/IHT ca
CHOTBETHO 0K0JI0 74 m/min 1 26 ml/min. Korato niocapraH ce npuiara nepopaiHo, OKOJIO

4 % oT po3ara ce eKCKpeTHpa HeMmpoMeHEeHa B ypHHarta, a 0koJio 6 % OoT go3ara ce eKCKpeTHpa B
ypHHATa KaTO akTHBEH MeTa00ouT. PapMaKOKMHETHKATa Ha JIOCAPTaH U HErOBUTE META0OJIMTH €
JIMHEHA NPHY NepopaHK A03M JiocapTaH kaauii 1o 200 mg.

Cnen nepopajHO NPUIOKEHHUE MJIA3MEHUTE KOHLIEHTPALIMU Ha JIOCapTaH U HA HErOBUS aKTUBEH
MeTabO0JIMT CrajaT NnoJMEKCNOHEHLHAJIHO C TEPMHHAJIHO BPEME Ha MOJTY>KHBOT CbOTBETHO 2 4aca M 6-
9 yaca. Ilpu no3upane eauH bt AHEBHO CbC 100 mg HUTO JlocapTaH, HUTO HEMOBHUAT aKTHBEH
MeTaboJIMT, Ce HATPYMNBAT 3HAa4YMMO B IU1a3Mara.

3a eTMMUHHUPAHETO Ha JIOCApPTaH U HErOBUTE META0OOIMTH JONMPUHACAT KAKTO XJTbYHATA, TaKa U
ypuHHaTa ekckpeuus. Cien nepopajiHa 103a/BEHO3HO NpwiokeHHe Ha 6ens3an ¢ 14C-nocapran npu
xopa 0k0J10 35 %/43 % oT paaiMOaKTUBHOCTTA C€ OTKpMBa B ypuHarta, a 58 %/50 % — BbB (pexanuure.

XapaKTepUCTUKHU MPH pPa3iIUYHHU MALUHEHTH
[Ip1 nauMeHTH B CTapyecKa Bb3pacT Mja3MeHUTEe KOHLUEHTPAaLUMHK Ha J10capTaH U Ha HEroOBUA aKTUBEH
METa0O/IUT HE CE pa3/IM4aBaT ChLUECTBEHO OT TE€3U NMPH MO-MJIaAH MALMEHTH C XUIEPTOHHS.

[1pu sxeHH ¢ XUNEPTOHHU4, MJIa3MEHHUTE HHUBA HA JIOCAPTaH ca 10 Ba MbTH MO-BUCOKH B CPaBHEHHE C
MbXKE C XMITEPTOHHS, AOKATO MJIa3MEHUTE HUBA HA aKTUBHHUA META0OJUT MPU MBIKE H KEHH HE
MOKa3BaT HAKAKBH pa3/IHKH.

[Ipu nmauMeHTH ¢ JieKka A0 CpeAHO-TEXKKA alIKOXOJI-MHAYLIUpaHa YepHOApOOHa LIMpO3a, M1a3MeHHUTe
HMBA Ha JIOCApPTaH U HErOBHUS AKTHBEH METa0O/UT clie] NEPOPAIHO MPUIIOKEHUE CbC CHOTBETHO S5 U
1,7 MbTH MO-BUCOKH B CPaBHEHHE C MJIaH MbXe N00pOBOJILH (BX. TOYKH 4.2 1 4.4).

[Ina3mMeHHUTEe KOHUEHTPALMU Ha JIOCAPTAaH HE C€ MPOMEHAT MpPH NMAaLUMEHTH C KPEaTHHHHOB KJIIMPBHC
Haa 10 ml/munyTa. B cpaBHeHHe ¢ nauueHTH ¢ HopMaiiHa ObOpeuHa pyHkuus AUC Ha siocapraH €
OKOJIO 2 MbTH MO-BUCOK MPH NALMEHTH Ha XeMOAHaJIH3a.

[Ina3zmMeHuTEe KOHLEHTPALMHK HA AaKTUBHUA METAa0OJIUT HE CE€ MPOMEHSAT MPH NMALMEHTH ¢ OBOpEeUHO
YBpEXKIaHE WK Ha XEMOJHaIIH3a.

Huto nocapraH, HUTO aKTHBHUAT MeTa0OIUT, MOraT Ja ObAaT OTCTPAHEHHU ¢ XEMOAUAIU3A.

dapMakOKHHETHKA NpPH NEAHATPHUYHH MALUEHTH

dapMakOKHHETHKATa Ha ocapTaH € Ouna npoyyeHa npy 50 XUNepTeH3UBHU NMaLKUEHTH OT
neadaTpyu4yHaTa nonyJjauMs Ha Bb3pacTt ot > | Mecew A0 < 16 roauHu, cnea NpuioKeHHe e,[l}j}i MmbT
nHeBHO Ha npuoausuTenHo 0,54 no 0,77 mg/kg nocapraH (cpeaHu 103H). /48 2k
PesynraTure noka3ssar, 4e akTHBHHUAT MeTaboIUT ce GOpMHpa OT JIocapTaH NPH BCHYKH/Bb3PacTOBH
rpynu. Pesynrarure noka3sat npuGAM3UTENHO ChLUUTE (PapMaKOKHHETHYHH NapaMeTpy Ha JlocapTaH
c/iel NEPOPATHO MPUIIOKEHHE MPH HOBOPOIEHH H KbpPMAUeTa, NpH Aelia B NpeayYHIHLIHA H
YYHJIMLLHA Bb3PacT H npu noapactsaiy. GapMakOKMHETHUHHTE NapaMeTpH 3a MeTabo/IuTa ce
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pa3jinyaBar B roJjigsMa CTereH rnpy pa3/iIfuyHUTE Bb3pacCTOBH I'PYIIH. Koraro ce CpaBHABAT AfLa B
npe€ay4vydjinlliHa Bb3pacT, TC3H pa3/IMKH CTaBaT CTATUHCTHYCCKH 3HAY1YHUMH. E(]JEI{T'I::T [pH
HOBGPO,HEHH/KBPMR'—I&T& € CPABHHUTCJ/IHO BHCOK.

5.3 Ilpeaxk/IHHHYHH JAHHH 32 0e30MACHOCT

[IpenknMHUYHUTE TAaHHU HE MOKA3BaT HAKAKBB cneuudHryeH pUCK 3a Xopa Ha Oa3aTa Ha
KOHBEHLIMOHAJIHK NMPOYy4YBaHUs 3a 00 papMaKOJOrHy€H, reHOTOKCHYEH U KapLIUHOTN€HEH MOTEHLHA.
[Ipu npoyuBaHHUs 3a TOKCHYHOCT MPH MHOIOKPATHO J03HpaHe MpUJiaraHeTo Ha JlocapTaH HHAyUMpa
MNOHW)XKaBaHE Ha CTOMHOCTUTE HAa YEPBEHUTE KPbBHH TeLA (€PUTPOLIMTH, XEMOTJIOOMH, XEMaTOKPHT),
noBMLLIaBaHe Ha ypesa-N B cepyMa W B OTAEJHH Clly4aH MOBULLEHUE HA CEPYMHHSI KPEATHHUH,
HaMaJIeHO TerJio Ha cbpuUeTo (0e3 XUCTONIOrHYHa Bpb3Ka) U CTOMALLIHO-YPEBHHU NMPOMEHH (J1€3MHU Ha
JIMraByLIaTa, A3BH, €PO3UH, KPbLBOW3IMBH). KakTo U Apyrd BeLecTBa, KOUTO AUPEKTHO Bb3AECHCTBAT
BbPXY CHUCTEMATa PEHHH-aHTHOTEH3MH, JIOCApTaH J10Ka3aHO HHAYLMpPA HEXEJTaHW peakLMH 1o
OTHOLLIEHHE Ha KbCHOTO Pa3BUTHE HA IJ10AA, KOETO BOAMU A0 CMBPT Ha ruioaa ¥ MaindhopMaLvH.

6. GOAPMAIEBTHYHHU JAHHH
6.1 ChnucbK HA NOMOIIHHTE BellecTBa

Jlopucta 25 mg/50 mg/100 mg

Aopo na mabremrxama :

LIe/1aKTO3a (JIAaKT03a MOHOXHMAPAT M LIENYJ103a Ha Mpax)
NnpeXeJaTHHU3MPAHO LAPEBUYHO HULLIECTE

LIAPEBHYHO HULLECTE

MHKPOKPHCTAJIHA LIENy103a

CWJIMLIMEB TMOKCHUI, KOJIOMAeH O0e3BO1eH

MarHe3ueB cTeapar

Jlopucra 25 mg

Obsuexka na mabaremxama:.
XHMITpOMENO3a

TaJIK

NPONUICHITUKO

THTaHOB AHOKcHA (E171)
XHHOJMHOBO XbJTO (E104)

Jlopucta 50 mg/100 mg
Obsueka Ha mabnremxkama.
XHIpOMENo3a

TaJK

[MPONHUJIEHIIUKO

TUTaHOB AHOKcHA (E171)

6.2 HecbBMECTHMOCTH
Henpunoxumo
6.3 Cpok Ha rognocr

5 rogvHH 1S/
ITonruemunenos (HDPE) konmeunep 3a madaremxu ¢ norunponunenoso (PP) sameapane Cienma:
|1 -il..
| T
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Jlopucra 100 mg: Ciea nbpBOTO OTBapsAHE HAa KOHTEHHEpa, NPOAYKTHLT TpAOBa Aa ce U3M0Ji3Ba B
pamkuTe Ha 10 100 aHwu.

6.4 ChneunajHH yCJIOBHSl HA CbXPAHEHHE

To3u nekapcTBeH NPOAYKT HE U3UCKBA ClELIHA/IHK YCIOBHUSA Ha ChXPaHEHHE.

6.S BuaucbabpKaAHHE HA ONAKOBKATA

bauncrep (PVC/PVDC 6aucrep oT npo3pavyHo $oJiHo, ¢ AJIYMHHHEBO $0J1HO, H3MO0JI3BAHO 32

NOKpHBaHEe; KYTHH)
Jlopucra 25 mg: 10,

4
Jlopucta 50 mg: 10, 14
Jlopucra 100 mg: 7, 10

20, 28, 30, 50, 56, 60, 84, 90, 98, 100, 112 ¢punmupanu Tabnerku
20, 28, 30, 50, 56, 60, 84, 90, 98, 100, 112 punmupanu Tabaerku
15, 20, 28, 30,50, 56, 60, 84, 90, 98, 100, 112 duamupanu Tabnerku
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IMoanernnenos (HDPE, 6s.1) konTeiinep 3a Tab/ieTKH ¢ noJiHNponuieHoBa 3anymanka. [lankye
OT MOJIHETHJ/IEH ChC CYHIHTEJ CHJIHKAreJ.

Jlopucra 50 mg: 250 punmupanu TabneTku, B KAPTOHEHA KYTHA.

[Honnernnenos (HDPE, 6s,1) kouTelinep 3a Tabsierkn ¢ noaunponuenoBo (PP) zarpapsine ¢
JICHTA.

JlopucTta 100 mg: 100 dunmupanu TabneTku, B KapTOHEHa KyTHS.

He BcHukH BUIOBE ONMAaKOBKK Morar ga 6baaT nycHaTH Ha nasapa.

6.6 Crnennajnu npeanas’HH MEPKH NPH H3XBbPJ/ISHE

HsamMa cneuMaiHy U3UCKBaHUA.

Ts INNPUTEXATEJI HA PASPEIIEHHUETO 3A YIIOTPEBA

KKRA, d.d., Novo mesto, Smarjeéka cesta 6, 8501 Novo mesto, CnoBeHus

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

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

9. JATA HA ITbPBO PASPEHIABAHE/INNIOAHOBSBAHE HA PASPEHIEHHETO 3A
YIIOTPEBA

JlaTta Ha nbpBO paspewaaHe: 09.09.2009
Jlata Ha nocneaHo noaHoBaBaHe: 29.08.2011

10. JATA HA AKTYAJ/IMBUPAHE HA TEKCTA

01 Maprt 2024

lilI

[lonpobxa nndopmanus 3a TO3U JJEKapPCTBEH NPOAYKT € NpeAocTaBeHa Ha yebcaiira }d ' H
Arenuusa no Jlekapcreara (MAJI) http://www.bda.bg. \ 2



