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KPATKA XAPAKTEPUCTHUKA HA MNPOAYKTA "
LOgobpetiue Ne .

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

1. UME HA JIEKAPCTBEHHUSA INPOAYKT

JIOTAP 50 mg ¢punmupanu tabiieTku
LOTAR 50 mg film-coated tablets
JIOTAP 100 mg ¢punmMupaHu TableTKuU
LOTAR 100 mg film-coated tablets

2. KAYECTBEH U KOJTMYECTBEH CbCTAB

JIOTAP 50 mg ¢punmupanu TabJIETKHU:

Bcesaka punMmupaHa Tabnerka cbabpxka S0 mg iocapTaH Kajiuu.
[loMOIIIHK BELIECTBA C U3BECTHO AECHCTBUE:

Bcesika punmMupana tabnerka ceaspxa 35,10 mg nakro3a MOHOXMApAT.

JIOTAP 100 mg ¢punmupaHu TabJIETKU:

Bcsika punmupana tadbnerka ceabpxa 100 mg mocapraH KanuH.
[loMOIIHY BELIIECTBA C U3BECTHO AEUCTBUE:

Beska punmupana tabnerka ceaspxka 70,20 mg nakro3a MOHOXHIpAT.

3a MBJIHUA CITUCHK Ha MOMOILIHMTE BELLECTBAa, BUKTE TO4YKa 6.1.

Js JIEKAPCTBEHA ®OPMA

PuaMUpaHU TabJIETKH

JIOTAP 50 mg ¢punmupanu TablieTku:
benu, Kpbriv, ABOMHOM3MbKHAAM (QUIMHpaHM TaOJETKHM C JAENWTENHA Yepra OT €[HaTa CTpaHa.

Tabnerkara MoXke 1a Obje pa3aesieHa Ha [IB€ paBHH MOJIOBHHH.
PazmepuTe Ha BCcsika TabseTka ca npubimsuTenHo 8.0 mm.

JIOTAP 100 mg ¢unmMupanu TabneTku:

CBeTJIOKBJIU, KPBIJIM, IBOHHO M3ITbKHAIM (UIMHUpAHHU TAONETKH C ACIUTENHA Y€pPTa OT €AHaTa CTpaHa.
JlenuTenHara 4yepra € caMO 3a YJ€CHSBaHE Ha CYYIMBAaHETO 3a M10-JIECHO MNOIIblIAaHEe, HO HE H 3a 1A
pa3zelisiHe Ha paBHH 103H. Pa3Mmepure Ha Bcaka Tabsierka ca npubausurenHo 10.0 mm

4. KJIUHHUYHHU JAHHHU

4.1 TepaneBTHYHH NMOKA3aAHUS

. JledeHue Ha eceHLMa/IHa XUIMICPTOHHUA NPH BB3PACTHH U IIPH A€LA U FOHOUIH HA Bb3

FOHHH.
« JleyeHue Ha ObOpeyHO 3a00JIABaHE MPH Bb3PACTHU MALMEHTH C XUNEPTOHUSA U



¢ mpoTeuHypud > 0,5 g/IeH KaTo 4acT OT aHTUXUMEPTEH3UBHOTO JieueHHe (Bx. Touku 4.3, 4.4,4.5u 5.1).
 JleyeHne Ha XpPOHUYHA ChPASYHA HEAOCTATbYHOCT MPU Bb3PACTHU MALMEHTH , KOraTo JI€YEHHUE C
MHXUOWTOPH HAa aHTHOTEeH3UMH KOHBepTHUpalll eH3uM (ACE MHXHOUTOPH) HE C€ CUMTA 3a MOAXOASALO0
Mopaaiu HECbBMECTUMOCT, 0coberHo kautiuya, Wi NPOTHBOINOKa3aHus. [lalimeHTH CbC ChpaeyHa
HEeJI0CTaThb4YHOCT, KOUTO ca cTabunu3upanu ¢ ACE uHXUOUTOp, HE TpsAOBa aa MpEeMHUHABAT KbM JIOCAPTaH.
[TaumenTuTe TpsAOBA 1a UMaAT JieBOKaMepHa ppakuus Ha u3rnackBaHe < 40% u TpsabBa na oObaaT
KJIMHUYHO CTaOWJIHM M C YCTAHOBEH PeKUM Ha JIeYeHHUE Ha XpOHHWYHaTa ChpAeYHa HENOCTaTbYHOCT.

« HamansBaHe Ha pUCKa OT MO3bYEH UHCYJIT MPU Bb3PACTHU XUIMIEPTEH3UBHH MALUEHTH C
neBokaMmepHa xuneprpodus nokyMentupana ¢ EKI" (Bx. Touka 5.1: npoyusane LIFE, Race).

4.2 J103MpoBKa H HAYHH HA NMPHJIOKEHHE

0o3upoBKa

XHUIEPTOHUS

OOuuaiiHaTta HaYaJlHa M noJurbprkaiia 103a € 50 mg BEAHBXK Ha [€H 3a MOBEYETO MALUECHTH.
MakCHUMaJHUAT aHTUXHUINEPTEH3UBEH €EeKT ce 10CTUra oT 3 10 6 CeAMULH Cle]l 3aro4YBaHe Ha
nevyeHreTo. [Ipy HAKOM NALMEHTH MOJXKE [1a Ce MOJIYYH JOMbIHUTENEH eQEKT C yBEJIMYaBaHE Ha /103aTa
1o 100 mg BeaAHBXK HA OE€H (CYTPHH).

JlocapTaH MOKe Ja ce mpujara ¢ Apyrd aHTUXUIIEPTEH3UBHU areHTH, 0COOEHO ¢ IMyPETHLH (HanpUMep
XUApoxJopTuasua) (Bxk. Touku 4.3, 4.4,45u35.1).

XHMIIEPTEH3UBHHU MALMEHTH ¢ AMabeT TMN 2 U XUNepTOHUs ¢ npoteuHypus > 0.5 g/aHesHo.ObHyaiiHara
HavasHa 103a € 50 mg BeHbxk Ha neH. Jlo3ara moxe na ce ysenuuu 10 100 mg BeAHBK Ha I€H Bb3
OCHOBA Ha MOBJIMABAHETO Ha KPHBHOTO HaJIAraHe MbPBUA Mecel] OT 3aro4yBaHe Ha jedyeHuero. JlocapraH
MOXe /1a Ce MpUJiara ¢ Apyrd aHTUXUIEPTEH3WBHU areHTH (KaTo HampuMep AWy peTHLIH, OI0KepH Ha
KaJILIMEBUTE KaHaIH, alda- nin 6eTa-0110Kepr U LEHTPATHO AEHCTBALLMA areHTH), KAKTO U C MHCYJIUH U
ApYryd oOM4aifHO U3NO0JA3BAHU XUIOTIMKEMHU3UPALLM areHTH (HanpuMmep CyJipoHypeiHH npenapari,
rITMTA30HU U HHXHOUTOPH Ha ItoKo3uaasara) (Bx. Touku 4.3,4.4,4.5un 5.1) .

C'bp,[l_ﬂ‘iHﬂ. HEAOCTATHbYHOCT

O6uyaiiHaTa Ha4YaIHa 034 Ha J10CapTaH MpHU NMalKUEeHTH ChC Chp/leYHA HEAOCTaThbYHOCT € 12,5 mg
BeHBX Ha AeH. Jlo3aTa no npuHUMI TpsAOBA Aa c€ TUTpUpa [pe3 HHTEPBAJIM OT €/1Ha CeAMHULIA

(nanpumep 12,5 mg qHEBHO, 25 mg aHeBHO, 50 mg aHeBHO, 100 mg nHEBHO, 10 MakcUMaiHa jao3a ot 150
mg BEAHBbX JHEBHO) CIOPEA MOHOCUMOCTTA Ha MaLMEHTA.

JloTap He ce nocTaBs B 1033, HeoOXxoauMa 3a oOH4yaiHaTa NpenopbrYMTENIHA HavyalHa 1032 3a NalUeHTH
ChC Chp/IE€YHA HEJOCTAThYHOCT. 3a [103aTa, KOSTO HE MOXe J1a ce MOoJy4H ¢ TOBa JIEKapCTBO, TpAOBaA 1a ce
M3MO0J3BAT APYrH JIEKAPCTBEHU NPOAYKTH, KOUTO ChAbPXKAT JIOCAPTaH KaIHH.

HamasnsiBaHe Ha pUCKa OT MHCYJIT IIPH XUIIEPTEH3UBHHU MALIMEHTH C JICBOKAMEpHa XUNepTpodus
nokymeHtupaHa ¢ EKT

O6wuuaiinarta HauanHa no3a e 50 mg nocapraH BeAHBXK Ha JeH. MaJika 103a XUApOXJIOpTHa3u] TpAOBa na
Obae nobaBeHa W/WIM J03aTa Ha JiocapTaH TpadBa na ce ysenuuu 10 100 mg BeAHbK Ha A€H Bb3 OCHOBA
Ha MOBJIMABAHETO HAa KPbBHOTO HAJISINAHE.

CHE'I{H{L’IHH nonyaayuu

M3nosa3BaHe NpU NaLMEHTH C HAMAJIEH BbTPECHA0B 00EM
[Tpy maLMeHTH ¢ HaMaJIEH BLTPECHAOB 00€M (HanpUMeEp TE3H JIEKyBaHH C BUCOKH 103H
TpsOBa na ce OOMMC/IM HaYaTHA 71032 OT 25 mg BEAHBXK Ha JIeH (BXK. To4Ka 4.4).




M3non3BaHe npu nauMeHTH ¢ 6b0peyHO yBpeXkJaHe U NaLMEHTH HAa XEMOIHAIN3a
He e HE0OXOAMMO KOpHUIMpaHe Ha HayajHaTa [03a NpH NauyeHTH ¢ 6bOpeYHo yBpexKaaHe H NPH
NalMEHTH Ha XEMOAHaJIU3a.

M3noJsi3BaHe Npy NALMEHTH C YEPHOAPOOHO YBpEKIaHe

[Ipu maLMeHTH ¢ aHaMHe3a 3a YepHOAPOOHO yBpexaaHe O creaBasio aa ce NMpeLUeHH NMPUI0KEHHUETO Ha
no-HUcKa no3a. Hama neyeGeH onuT ¢ NalMeHTH ¢ TeXKO YepHOApOoOHO yBpexaaHe. I1o Ta3u npuyHHa,
JlocapTaH € MPOTHBOIMOKA3aH MPH NMALUEHTH ¢ TeXKO 4epHOAPOoOHO yBpexaaHe (Bx. ToUYkH 4.3 n 4.4).

[leauaTpuyHa nonyjaanus

6 meceya- 6 200uHu

Be3onacHocTTa M ehMKACHOCTTA NpPU A€lia Ha Bb3pacT oT 6 Meceua 10 6 roiHu BCe OlLle HE ca
YCTAHOBEHH.

HajnnyHUTE NOHACTOALIEM JAaHHU Cca OMMCAHM B TOYKHM 5.1 M 5.2, HO NPENOPHKHU 3a AO3UPOBKATA HE MOraT
na Oboar JageHu.

6 200uru- 18 200unu

3a nauMeHTUTEe, KOUTO Ca B ChbCTOSSHUE J1a MpueMar TabNeTKHU, NpenopbyMuTenHaTa 103a € 25 mg BEAHbXK
Ha JIeH npu nauueHTH > 20 1o < 50 kg. (ITpu M3KIFOYMTENIHU CllyyaH 103aTa MOXe J1a Ob/e yBeJln4eHa 10
makcumyM 50 mg BenHBXK Ha AeH). Jlo3ara cieaBa na Ob1e KopurupaHa Cropes noBJIUABAHETO Ha
KPbBHOTO HaJISIraHe.

[Tpu naumenTn > 50 kg, obuyaitHara no3a e S0 mg BeaAHbX Ha [€H. [1pH H3KIIIOYHTENIHHU CllydaH, 1o3aTa
Moxe aa Obae kopurupana a0 makcumym 100 mg BenHbx Ha neH. Jlo3u Han 1,4 mg/kg (Mnu
npeuiuasaiiy 100 mg) AHEBHO, HE ca OMIH NPOYyUYBaHH MPH NEIHATPUYHH MALUEHTH.

JlocapraH He ce mpenopbyBa 3a NMpUJiaraHe rnpu aeua noa 6 roauHH, Tbil KaTO HAJIMYHUTE IaHHH 32 TE3H
rpynu MauMeHTH ca OrpaHUYEHH.

He ce npernopb4Ba Npy fewa cbC CKOPOCT Ha rIoMepyaHa Guntpauus < 30 ml/min/1,73 m?, Tbit KaTo
HsIMa HAJIMYHHU JaHHHU (BX. ChILIO Taka To4ka 4.4).

JIocapTraH He ce npenopbyBa MpH Jela ¢ YepHOAPOOHO yBpexaaHe (BXK. ChILIO TO4YKa 4.4).

M3noJsi3BaHe B cTapyecka Bb3pacT
Bbnpeku de TpabBa aa ce npeanoyere 3a iedeHUe HayallHa 103a OT 25 mg MpH NMauMeHTH Haja 75-

rofWIilHa Bb3PacT, KOPEKLIMA Ha 103aTa OOMKHOBEHO HE € HeoOXoAMMa NPH NalKWeHTH B CTapuecka
Bb3pacT.

HayuH HAa NpHIIOKEHUE

JlocapraH TabneTku TpsOBa aa ce norjibular ¢ yauia Bojaa.
JloTap MOXe€ aa ce npuiiara Ha riajHo Wiy Clell XpaHeHe.

4.3 IlpoTrHBONMOKa3aHHA




CBpbX4YBCTBHUTEJHOCT KbM AKTHBHOTO BEILIECTBO WJIM KbM HAKOE OT MOMOILIHHMTE BELIECTBA (BK.
TOYKHU 4.4 1 6.1).

*  2-pU M 3-TH TPUMECTHP HA OpeMEHHOCTTA (BXK. TOYKHU 4.4 1 4.6).

*  TexXKo 4epHOAPOOHO YBpEKIAHE.

« EnHoBpemeHHaTa ynorpeba Ha jocapTaH ¢ aJJUCKHPEH-ChABPKAIUK NMPOAYKTH € NMPOTHBOMNOKa3aHa
NpY MalUMEHTH CbC 3axapeH auaber unu 6bv6peyHo yBpexaaHe (GFR < 60 ml/min/1,73 m2) (Bx. TOYKH
4.5un5.1).

4.4 ChneuHajHM npeaynpexIeHUs H Npeana3sHd MEPKH NMpH ynorpeda

CBpbX4YBCTBUTEIHOCT
Anzuoedem. TlaueHTH ¢ aHaMHe3a 3a aHruoeaeM (MoAyBaHe Ha JIMLETO, YCTHUTE, MbpJIOTO W/ HIIH €31Ka)

TpsiOBa 1a ObAAT HENMpPeKbCHATO HA0JI01aBaHM (BXK. TOo4uka 4.8).

XUIMNOTOHUS U €JIEKTPOJIUTEH/BOAEH AUCOAIaHC

CuMnToMaTruyHa XMNOTOHHUA, OCOOEHO CJIe]l MbpBaTa /103a W Clie/l yBelIM4aBaHe Ha 103aTa, MOXE Ja
[MOSIBM TPH MaLMEHTHU CbC 3aryda Ha 00eM W/WIM HATPUi NPU UHTEH3UBHO JAUYPETUYHO JIEYEHHE,
OrpaHH4YeH MPHUEM Ha COJI C XpaHaTa, 1Mapus WK noBpbluaHe. Te3n cbeTosgHUs TpsAOBa MbpBO 1a ObAaT
KOpPUTHpaHHU Mpeau NMPHJIOKEHUETO Ha JJOCapTaH MJIM J1a C€ U3M0JI13Ba MO-HUCKA HaYaslHa 103a (BX. TO4Ka
4.2). ToBa ce oTHacA M 3a Jcuara Ha Bb3pacT oT 6 10 18 roauHu.

EnekrponureH aucbanaHc

EnexTponuTHuTe nucbanaHcH ca 4eCTH MPH NalMeHTH ¢ ObOpedHo yBpexaaHe, ¢ Wiu 6e3 nuader, u
TpsAOBa Aa ObOAT KOpUrHpaHu. B KIMHUYHO MPOYUYBaHE, MPOBEACHO MPU NALMEHTH ¢ 1UadeT Tun 2 U
HepomnaTus, 4ecToTaTa Ha XUNnepKalueMusaTa € Ouia no-BMCOKa B rpymnara, JIEKyBaHa C JiocapTaH B
CpaBHEHHUE C rpynara, JieKyBaHa ¢ ruiaueoo (Bx. Touka 4.8). [lopagu ToBa, CTOHHOCTUTE Ha MJa3MEHUTE
KOHLIEHTpALlMK Ha KaJIhi, KaKTO U Ha KpeaTUHUHOBHUSA KJIMPBHC, TPAOBA 1a ObAaT HENPEKBCHATO
Ha0J1r01aBaHU, 0COOEHO TMPH NALMEHTH CbC ChbpACYHA HEAOCTATHYHOCT U KPEATHHHHOB KJIMPBHC MEX 1Y
30-50 ml/min.

EnHOBpEMEHHOTO NMPUJIOKEHUE HA KaTUM-ChbXpaHABallM AWYPETHLIM, XPAHUTEIHHA JOOABKH C KaJlUH,
KaJTMHA-ChABPKALLM 3aMECTUTEIIM Ha COJITA, WU APYTrH JIEKApCTBa, KOMTO MOraT jJila MOBUILAT HUBOTO HA
CEPYMHMAT Kaylkii (Hanpumep NMPOAYKTH, CbAbpXKalll¥ TPUMETONPUM ) 3a€IHO C JlocapTaH He ce
npenopb4Ba (BX. To4ka 4.5).

YepHoapoOHO yBpexIaHe
ba3zupaiiku ce Ha GapMaKOKMHETUUYTHH JaHHU, KOMTO MOKA3BaT 3HAYMTEIIHO YBEJIM4YEeHa IU1a3MeHa

KOHLIEHTpALMsl Ha JlocapTaH NpU MaLMEHTH C LIUpOo3a, TpsOBa aa ce NpeaBUAH MO-HUCKA 1032 NPH
MAalMEHTH C aHAMHe3a 3a YEPHOAPOOHO yBpEXk/IaHe.

Hsma onuT oT nedeHue ¢ JiocapTaH NpU NalMeHTH ¢ TEXKO YepHOApoOHO yBpexaaHe. Ilopaau ToBa
JlocapTaH He TpsOBa [a ce npuiara rnpu NauKueHTH C TEXKKO YepHOAPOOHO yBpexaaHe (BxK. To4kH 4.2, 4.3
us.2).

JlocapraH He ce nmpenopby4Ba IpH Jela ¢ YepHOApoOHO yBpexaaHe (Bx. Touka 4.2).

brOpeyHo yBpexaaHe
MMa cboO11EHMd 32 MPOMEHH B ObOpeuHaTa PyHKLMS B pe3yJiTaT OT NOTUCKaHe HAa CUCTéMaTa peHUH-
aHIMOTEH3MH, BKJIIOYHTETHO ObOpeyHa HenoCcTaThb4yHOCT (0COOEHO NpU MalMEeHTH, YHUATO ObOpeyHa

(yHKLMA 3aBUCH OT CUCTEMATa PEHUH-aHI'MOTEH3UH-aJII0CTEPOH, KAKBUTO Ca TE3H C TEXKa Chb

MPOAYKTH, KOUTO 3aCAraT CUCTEMATa PEHUH-AaHTMOTEH3UH-AIA0CTEPOH IPH MaLlUEHTH
CTeHO3a Ha ObOpeyHaTa apTepus WM CTEHO3a Ha apTepusTa KbM €IUHCTBEH ObOpEK



MOBHULIEHHE Ha KpbBHATA Ypes U CEpYMHHS KpeaTUHUH; T€3U NPOMEHH B ObOpeuHaTa pyHKLuMsa Morart aa
ObIaT oOpaTUMH TMPH NpeKpaTaBaHe Ha JieyeHHeTo. JlocapTaH cinensa a ce U3MoJi3Ba C MOBHILEHO
BHMMaHHME NPH NMaLUEHTH C ABYCTPaHHA CTEHO3a Ha ObOpeyHara apTepus WiK CTEHO3a Ha apTepusTa Ha

eIMHCTBEH OBOpEK.

H3nonzeane npu neduampuyHu nayuenmu ¢ 6vbpeyHo HapyuieHue

JlocapraH He ce MpenopsYBa MpH Jela CbC CKOPOCT Ha riioMepyiHa puntpauus < 30 ml/min/1,73 m°,
KaTo HAMa HAJIMYHHU JaHHH (BX. CbILO Taka To4ka 4.2).

brOpeuHara ¢pyHKUHMS clieaBa Aa ce HabawaaBa pe0BHO MPH JIEYEHHUE C J10CapTaH, ThbH KaTo MOXKe 1a
HAcTBIIM BioOlIaBaHe. ToBa ce OTHAcCA 0COOEHO MpHU MpHJIaraHe Ha JiocapTaH MpH APYTrH CbCTOAHUSA
(noBHMIlIEHa TeMrepaTypa, AeXuapaTalus), KOUTO MOrarT aa yBpeaar Ob0peuHaTta QyHKLMS.

Mma naHHu, 4ye eNHOBPEMEHHOTO NMpujiaraHe Ha Jocaprad U ACE-uHxuburopu yBpexaa 0b0peyHaTa
¢yHkuus. [Topaau ToBa, He ce NpenopbYBa €JHOBPEMEHHOTO UM MpHJIaraHe (BX. To4ka 4.5).

bbOpeyHa TpaHCIUIaHTaLUs
HsiMa onuT Npy NalMEeHTH ¢ HEOTAaBHAIIHA ObOpeyHa TpaHCIUIaHTaLIM.

[1'bpBHUYEH XMNEPATAOCTEPOHUIBM

[lauyeHTUTE C MBPBUYEH XUMNEPAIAOCTEPOHU3BM OOMKHOBEHO HE OTrOoBapsAT Ha aHTUXHIIEPTEH3UBHUTE
JIEKapCTBEHM MPOAYKTH, JIeiCTBAIIU Ype3 NOTHCKaHe HA PEeHMH-aHTMOTEeH3UH cucTtemara. [lopaau ToBa,
HE Ce NMpEenopbYBa NPUaraHe Ha JIoCapTaH.

KopoHapHa cbpae4yHa 3a00/1iBAHE U MO3BYHO Ch10Ba 0OJIECT

KakTo rnpu BCEKM aHTUXUNEPTEH3UBEH areHT, IPEKOMEPHOTO HAMaJIEHUE HA KPbBHOTO HaJIsiraHe Mpu
MalHeHTH C HICXEMHYHA ChPJIEYHO-CH/I0BA H MO3BbYHO-CB/10Ba OOIECT MOXKE J1a 10BEAE 10 MHOKapIAEH
MH(APKT UK MO3BUYEH UHCYIIT.

ChbpaeyHa HEJOCTATBYHOCT
[Tpu naMeHTH ChC Chbp/I€YHA HEIOCTATBYHOCT, ChC WM 0€3 OBOpEYHO yBpEeXKAaHE, ChLIECTBYBA PHUCK,
KaKTO ITPU JAPYTUTe JIEKAPCTBEHU NPOAYKTH, NEHCTBALLM BbPXY PEHHH-aHTMOTEH3UH CUCTEMATa, OT

TEXKa apTepUalIHA XUITIOTOHUSA U (4ECTO OCTPO) OBOpEUHO yBpexKaaHe.
Hsma nocraTbyeH TepaneBTUYEH OMUT C JIOCAPTAH MPH MaLMEHTH CbC Chp€YHA HEJOCTAThYHOCT M

CBIPOBOXKAALLIO TEXKO OBbOPEUHO YBpeXxaaHe, MPY NALMEHTH C TEXKKA ChbpAeYHAa HEAOCTATbYHOCT (KJIAC
IV no NYHA), kakT0 ¥ IpH NaLMEHTH C bC TEXKa ChbpAeYHa HEAOCTATbYHOCT U CUMIITOMAaTHYHH
3acTpalliaBalily )XMBOTA Cbpae4yHu apuTMuM. [lopaau ToBa, 10capraH TpsOBa Aa ce U3M0J13Ba BHUMATEIHO
Nnpy T€3U rpynu nauyeHT. KoMOMHauMsATa OT 1IocaptaH ¥ Oerta-0yiokep OU ciieBaio 1a ¢€ U3I10J13Ba
BHUMATEIHO (BX. TO4Ka 5.1).

CreHo3a Ha A0pPTHA U MUTPAJIHA KJiana, OOCTPYKTHBHA XUIIEPTPOHUYHA KapAUOMHUONIATHS
KakTo M mpu apyrure Ba3oAnIaTaToOpH, MPENopbYBa ce CNeLHaTHO BHUMaHHUE NPH MaLWEeHTH CTpaally
OT a0pTHA WM MHUTpPAJIHA CTEHO3a, UK OOCTPYKTHBHA XUNEPTPOPHUYHA KapAHOMHOIIATHS.

bpeMeHHOCT
[To BpeMe Ha GpeMeHHOCT He TpsAOBa /a ce 3ano4sa jedyeHue ¢ jiocaprad. OCBeH B CIIyYaMTe, KOraTto
HETNPEKbCHATOTO JIEYEHHE C JIOCAPTaH Ce CYMTa 3a KpaifHO HEOOXOAUMO,, MALIMEHTUTE KO

g < R



OpEeMEHHOCT, JIEYEHUETO ¢ JiocapTaH TpsAOBa na Obae nMpeyCcTaHOBEHO He3a0aBHO, U aKO € MOAXOISLLO,
cJiel1Ba [1a 3arno4yHe aJITEPHATUBHO JieueHUE (BXK. TOUKH 4.3 1 4.6).

Lpyru npeaynpexaeHus U npeana3Hi MEpKH

KakTo ce HaOitoaaBa npyM HHXUOUTOPUTE HA AHTMOTEH3UH KOHBEPTHUPALLIUS €H3UM, JIOCAPTaH W APYIUTE
aHTAarOHUCTH Ha AaHIT'MOTEH3WHA Ca BUAUMMO NO-MAJIKO €(EKTUBHHU 3a HAMAISIBAHE HA KPBbBHOTO HAJISAIrAHE
MpH YEpHATa paca B CPABHEHHUE C OCTAHAIIUTE pacH, Hail-BEPOATHO MOpaIH MO-BUCOKATA YECTOTA HA
CbCTOAHMSA C HUCbK PEHMH B IOIMYJlalMATa XUIIEPTOHULIMA OT YEpHaTa paca.

[ABoliHO O10KMpaHe HAa peHUH-AaHITMOTEeH3UH-ajocTepoHoBara cucrema (PAAC)

Mma nanHu, ye enHoBpeMeHHara ynorpeda Ha ACE unxuburopu, aHruoreH3uH lI-peuentopHu 01okepu
WJIM aJTUCKUPEH TOBMILIABa PUCKA OT XMITIOTOHUSA, XUINIEpKATUeMHUsd U HaMalisBaHe Ha ObOpeyHara

G yHKLUA (BKJIKOYUATENHO ocTpa 6b0peuHa HegocTtarbyHOCT). [lopaau ToBa He ce npenopb4yBa ABOMHO
onokupane Ha PAAC 4pe3 komOuHMpaHara ynorpeba Ha ACE unxuburopu, aHrmoteHsuH ll-penentopHu
OJIOKEPH MJIH ATTUCKUPEH (BXK. TOYKHK 4.5 U 5.1).

AKO ce TIpelLIeHH, Ye TepanusaTa ¢ ABOMHO OiokupaHe € abCcotoTHO HeoOXoaMMa, ToBa TpAOBa a cTaBa
caMo 1oJ1 HaOJIFOIEHHETO Ha CIELMAIMCT U MPH Y€CTO BHUMATE/IHO MOHMUTOpUpaHe Ha OBOpeyHara

(O YHKLMS, €JIEKTPOJIUTUTE U KPBBHOTO HAJIATaHE.

ACE-unxuburtopu u anrnoreHsuH lI-peuentopuu 61okepu He TpsAOBa 1a ce U3MOoI3BaAT €AHOBPEMEHHO
NMpU NALMEHTH ¢ AMabeTHa HedponaTusi.

[ToMO1IIHHM BeHiecTBa
To3u nekapcTBEH NPOAYKT ChAbpIKa JIakT03a MOHOXHUApAT. [laliueHTH ¢ peaKH HaclaeaCTBEHH npobieMu

Ha HEMMOHOCUMOCT KBbM rajiakTo3a, NejeH JakTa3eH e ULMT WK MTI0K030-rajlakTo3Ha ManabcopOuus He
TpsiOBa Aa NMpUemMar ToBa JIEKapCTBO.

ToBa nekapcTBO ChABbpka NO-MaIKo oT Immol HaTpuii (23mg) Ha TabieTKa, T.€. MOXKE [1a CE Kaxe, 4e
MPaKTHUYECKHU HE ChbAbPaKA HATPHU.

4.5 B3auMoaeicTBHE ¢ IPYIH JIeKAPCTBEHH NMPOAYKTH H APYrH GopMH Ha B3aHMOJEHCTBHE

JIpyruTe aHTUXHINEPTEH3UBHU CPECTBA MOraT Ja 3aCHU/IAT aHTUXUIIEPTEH3UBHOTO NEHCTBHE Ha
nocaprad. EAHOBpeMeHHaTa U3M0J13BaHe C APYIr'y BELUIECTBa, KOWTO MOIraT Ja NpUYUHAT NOHWKaBaHE Ha

KPBbBHOTO HaJIsiraHe, KaTo HeXelaHa JIeKapCTBEHa peakLus (KaTo TPULUMKIMYHU aHTHACTIPECAHTH,
AHTHIICUXOTHLIH, OakiopeH U aMHU(DOCTUH), MOXKE /1a YBEJIUYAT PUCKA OT XUIMMOTOHHS.

JIocapran ce metabonusupa npeauMHo oT utoxpoM P450 (CYP) 2C9 no akTHBEH KapOOKCH-KHCEIMHEH
MeTa60HT. [1pH KITMHUYHO NMPOYYBaHE € YCTaHOBEHO, ue (aykoHazon (MHxubutop Ha CYP2C9)
HaMaJIsiBa €KCITO3ULIMATA HA AKTUBHUSA MeTabonuT ¢ npubaunsurenHo 50%. YcraHoBEHO €, 4e
€IHOBPEMEHHOTO JIeYEHHE C JI0CapTaH U pudaMNUUKMH (WHAYKTOP Ha MeTaboIM3Hpally EH3MMH) BOIH 110
40% HamaneHHe Ha IJi1a3MeHaTa KOHIIEHTpalUs Ha aKkTUBHUA MeTa00JUT. KIIMHUYHOTO 3HaY€HHEe Ha TO3H
edekT e HeusBecTHO. He ce ycraHoBsiBa pa3nuka B edekra npu eJHOBPEMEHHO JIEUeHHE ¢ (pJTyBacTaTUH
(cnab naxudbutop Ha CYP2C9).

KakTo u ¢ aApyrure ekapcTBEHH MPOAYKTH, KOUTO OioKkMpat aHrHoTeH3uH Il uiu edexrure My,
€IHOBPEMEHHOTO M3MOJI3BAHE HA JPYrH JIEKAPCTBEHU NMPOLYKTH, KOMTO 3aAbpXKAT Kalui (Harnpumep
KaTHi-ChbXpaHsBallli JUYPETHLIH: aMHJIOPUI, TPHAMTEPEH, CIIMPOHOJIAKTOH) HIM MOraT Ja no

KaJlMi UK KaJIMi-ChABbPKALIHK 3aMECTUTEJIM Ha COJITa MOXe J1a I0OBEAE 10 YBE/IMYEH
kanuil. He ce npenopbyBa €1HOBPEMEHHOTO UM IMpHIaraHe.



Crpo011eHo € 3a 00paTUMO yBEJIMYEHHUE HA KOHLUEHTPALMUTE HA CEPYMHMSA JIMTUA U TOKCHYHOCT INpH
eIHOBpEeMEHHO npunarane Ha TuTuil ¢ ACE naxuburopu. Cro011aBa ce 3a MHOTO PEIKH Clly4au U NpH
aHTAaroHUWCTU Ha aHruoTeH3uH Il peuentopure. ETHOBpEMEHHOTO NpUiaraHe Ha JIMTHH U JlOCapTaH
TpsaOBa [1a ce OCBIIECTBABA BHUMATE/IHO. AKO TOBA ChbUYETAHUE CE OKaXXe HEOOXOAUMO, MPENnopbUBa Ce
KOHTPOJI HA HUBOTO Ha JIMTHI 10 BpEMe Ha €IHOBpeMeHHaTa ynorpeoa.

Koraro antaronuctu Ha anruoteH3uH Il peuentopu ce npunarar ceueradHo ¢ HCIIBC (T1.e., cenekTHBHH
COX ~ 2 uHXUOUTOPH, aALIETUICATULMIIOBA KUCEJIMHA B ITPOTUBOBb3NAJIMTE/IHHA 1031 H HECEJIEKTUBHU
HCIIBC) moxe na HacTbIK HaMaJIiBaHE HAa AaHTUXUIMEPTEH3UBHOTO AEUCTBHE. ETHOBpEMEHHaTa
MPUJI0KEHUE HAa aHTAaroHUCTH Ha aHruoTeH3uH Il unu auyperuun u HCIIBC moxke na nosene no
yYBEJWYEH PUCK OT BjolaBaHe Ha ObOpeuHaTa GyHKLMS, BKIKYUTEIHO Bb3MOXKHOCT OT OCTpa Ob0peyHa
HENOCTAaTbYHOCT, M YBEJIMYEHHUE HA CEPYMHHUS KaJIMii, OCOOCHO INpH MaLUMEHTH C NpeauecTsaila
BJIoleHa 6b0peuna pyHkuusa. CrueTaHUeTo TpsAOBa /1a ce npunara ¢ NoBUIIEHO BHUMAHHUE, OCOOEHO B
crapyecka Bb3pacT. [TlauueHTuTe TpsAOBa 1a ObAAT aleKBaTHO XUpaTUPaHH, KaTo TpsOBa 1a ce 00ObpHE
BHUMAHME HAa KOHTpOJIa Ha ObOpeyHaTa GyHKLMA Cel 3an04YBaHe Ha ChbYE€TAHOTO JIEYEHHE U

NEpUOAUYHO ClIeM TOBA.

JIaHHU OT KJIMHUYHM IPOYyYBAHUA MMOKA3BaT, Y€ ABOHHOTO OJIOKMpaHe Ha pEHUH-aHTMOTEH3HH-
annocrepoHoBara cucrtema (PAAC) ype3 komOuHupaHara ynotpedba Ha ACE uHXUOUTOPH, aHTMOTEH3UH
[I-penenTopHM OJIOKEPH UM ATUCKMUPEH CE CBbP3Ba C MO-BUCOKA YECTOTA Ha HEXKEJIAaHU ChOUTHS, KaTo
HarpyuMep XUIMOTOHHUSA, XUIEPKAIHEMHUs U HamansaBaHe Ha ObOpeyHaTa QyHKLUMA (BKIFOUHUTEIHO OCTpa
OBbOpevHa HEAOCTaTbYHOCT), B CpaBHEHHUE ¢ ynoTpebara caMo Ha €IHO CPEeACTBO, A€HCTBALLO BbPXY
PAAC (Bx. Toukn 4.3,4.4 1 5.1).

CokbT OT rpeindpyT cbabpka KOMINOHEHTH, KOUTO HHXHOUpaT CYP450 ensumure ¥ Morar aa rnoHwxar
KOHIIEHTPALMMTE Ha AKTUBHHUS METAa0OJIMT Ha JIOCAPTaH, KOETO MOXKE Aa HaMaJIi TepaneBTUYHUSA €(PEKT.
KoHcyMalusTa Ha cok oT rpeindpyT TpsbBa na ce u36area, J0KaTo NpueMare j1ocapTaH TablIeTKH.

4.6 DepTHIAHTET, OPEMEHHOCT H KbpPMEHe

bpeMeHHOoCT

M3noa3BaHETO Ha JIocapTaH HE ce Mpenopby4Ba npe3 MbpBUs TPUMECTHP Ha OpeMEHHOCTTA (BXK. TOYKa
4.4). U3non3BaHETO HA JIOCAPTaH € MPOTHUBOINOKAa3aHa no BpeMe Ha 27" ¥ 37" TpUMECTBp Ha
OpemeHHocTTa (BXK. TOUKH 4.3 U 4.4).

EnuaeMuonoriyHuTe 1I0Ka3aTeJICTBA 3@ PUCK OT TepaToreHHocT cien JedeHre ¢ ACE uHXuOHUTOpH mpe3
MbPBUSA TPUMECTHP Ha OpeMEHHOCTTAa He ca YOEIUTEe/IHU; BHIIPEKHU TOBA HE MOXE [1a Obl€ U3KITHOYEHO
MaJIKO yBEJIMYEHHUE HAa pUcKa. Makap 4ye HAMa KOHTPOJIMPAHH €MUMIAEMHOJIOTHYHH JIaHHH 32 pUCKa NpH
aHruoteH3uH Il peuentopun uuxudburopu (AIIRAs), nonodeH puck MoXKe J1a ChbLIECTBYBA 32 TO3HU KJIac
NeKkapcTBeHHU NpoaykTH. OCBEH B clly4yauTe, Koratro HenpekbcHaToTo JieueHue ¢ AIIRAs ce cmsTa 3a
KpaiiHO HEOOXOIMMO, MALMEHTHTE, KOUTO IUJIAHUPAT OpEeMEHHOCT, TpsiOBa na Ob1aT NPEXBBPIIEHH Ha
aJITEPHATHBHHU aHTUXHUITEPTEH3UBHHU JI€YEHHS, KOUTO UMAT JOKa3aH npodua Ha 6e30nmacHoOCT 3a ynorpeoda
npu 6pemeHHoCT. [TpH nmocraBsiHe HA AHArHo3a OpeMEHHOCT, JICYEHHETO C JiocapTaH TpaOBa na oObae
npeycTaHOBEHO He3abaBHO, M aKO € NMOAXO0/s1110, C1eiBa Aa 3al04YHe AITePHAaTUBHO JIEYEHHE.
[Tpunaranero Ha AIIA nedyeHue npe3 BTOPUS U TPETUSA TPUMECTHP UHAYLHUpPA PETOTOKCUYHOCT IPH Xopa
(HamaneHa 0b0peuHa QYHKLIHA, OJTMMOXHUAPAMHHUOH, 3a0aBsiHE HA BKOCTABAHETO HA KOCTH H a) M
HEeOHaTaJIHa TOKCUYHOCT (ObOpeyHa HeqOCTaThbYHOCT, XUNIOTOHHUS, XUMTEPKATTUEMHUS )

5.3).




AKO € MMaJIO EKCIO3ULIMs Ha JIocapTaH NMpe3 BTOPHUS TPUMECTbp Ha OpEMEHHOCTTA, Ce NMpenopb4Ba
yJITPa3BYKOBO M3ClieiBaHE HA ObOpeyHara pyHKUMS U Yepena.

HoBopoaeHu, YHHMTO MaiKH ca ce JIeKyBaJlM ¢ JlocapTaH, OM clieIBaio Aa ¢a NoJ4 HENPEKbCHAT KOHTPOJ 3a
XUAMOTOHHUA (BX. TOUkU 4.3 u 4.4).

KspMeHe

TBit kaTO HAMA HAJIMYHA HHPOPMALIMA OTHOCHO ynoTpebara Ha JiocapTaH 10 BpeMe Ha KbPMEHE,
JlocapTaH He Ce NMpenopbyBa U € 3a MPeANnoYMTaHe 1a CE BKJIOYH AITEPHATHBHO JIEYEHHE C MO-100pe
yCTaHOBEH Nnpodua Ha 6€30MacHOCT M0 BpeMe Ha KbpMEHE, 0COOEHO ako ce rjieaa HOBOPOAEHO WIIH
HeIoOHOCeHO Oebe.

4.7 EdekTHn BbpXy cnocobHoOCTTA 32 LIopHpaHe H padoTa ¢ MALLIHHH

He ca npoBexnaHu npoy4BaHus 3a epeKTUTE BbPXY COCOOHOCTTA 3a WwodupaHe U padoTa ¢ MaLIHHH.
Koraro ce wodupa uiu pabotu ¢ malinHy, o6ayde TpAOBa Aa ce MMa NpEeaBU, Y€, MaKap U paaxo,
MPOBEX/JIaHEe Ha AHTUXMUIEPTEH3UBHO JIEYEHHE MOXKE N1a Ce MOSBH CBETOBBPTEK MJIM CHHIIMBOCT, OCOOEHO
B HAYAJIHHMA NMEpUO/ Ha JIEYEHUE WIIK MPH YBEJIMYEHHUE Ha 103aTa.

4.8 Hexe/laHM J1eKAPCTBEHH pPeaKLUHH

JlocapTaH € oLeHsABaH B CJI€AHUTE KIMHUYHH U3MUTBAHUA:

B koHTponupaHo kKnMMHWYHO u3nuTBaHe ¢ > 3000 Bb3pacTHHU NMaLlMEHTH Ha Bb3pacT 18 u noseye
rOAWHU C €CEHLIMalIHA XUIIEPTOHUS ;
: B KOHTPOJMPAHO KJIMHUYHO U3NHUTBAHE CbC 177 neaMaTpuyHH NMALUEHTH C XUITIEPTOHHS HA Bb3pacT
oT 6 10 16 ronuHu;

B KOHTpOHMpaHO KJIMHHYHO U3nuTBaHe ¢ > 9000 nauMeHTH ¢ XUNEPTOHUA Ha BB3pacT 535 10
80 roguHu ¢ neBokamepHa xuneprpodus (Bx. LIFE npoyuBane, Touka 5.1);
¥ B KOHTpOJIMpaHH KJIMHHUYHU U3NMUTBAHUA ¢ > 7700 Bb3pacTHU NALMEHTH C XPOHHUYHA ChpeYHa
Henoctarb4yHOCT (BXx. ELITE I, ELITE Il » HEAAL npoy4sane, Touka 5.1);
. B KOHTpoIMpaHO KJIMHWYHO M3nuTBaHe ¢ > 1500 nauueHTH ¢ aMader Tun 2 Ha Bb3pacT 31 U noseue
roaMHy ¢ nporenHypus (Bxx. RENAAL npoy4ysane, Touka 5.1).

B Te3n KNTMHUYHM U3NUTBAHUA Hal-4yecTara HexeslaHa peaKLus € Ouna 3amaiiBaHeTo.

YecToTaTa Ha HEXENAHUTE JIEKAPCTBEHU PEAKLIMM, CE ONPEAEA C U3MO0JI3BAHE HA CIIEAHUTE YCIIOBHA:
MHoOro 4ectu (= 1/10), gectu (= 1/100, no < 1/10), Heuwectu ( = 1/1,000, mo < 1/100), peaku ( = 1/10,000
no < 1/1,000), muoro penku (< 1/10,000), ¢ Heu3BecTHA YecTOTa (OT HATMYHUTE JAHHU HE MOXe 11a Obae
HarpaBeHa OLEHKA).

Tabauua 1. YecToTa Ha HeXKeJAHHTE PeaKIHH, HACHTHPHLUHPAHH OT NJ1aUeb60-KOHTPOJIHPAHH
KAHHHYHH NPOYYBAHHA H MOCTMAPKETHHIOB ONMMT

Hexenlana YecToTa Ha HeXxKelaHA peaKlHd N0 HHAHKALUHS Apyru
peakuus
XuneproHus | XunepreHiusB- | XpOHHYHA Xuneprouus | IlocTrmapke-
HH NAUHEHTH | CbpAeYHA H aMalber THN | THHIOB
c Hea0CTaTh4- | 2 ¢ ObOpeuHo
JleBOKaMepHa | HOCT 3a0o0/1I9BaHe
XHIepTpodpus




HapyumieHHs Ha KPbBTA H JHM@MHATA CHCTEMA

aHeMus YECTH C HEU3BECTHA
4ecToTa

TPOMOOLIUTONEHMUA C HEM3BECTHA
4yecToTa

HapyumieHHsi HA HMYHHATA CHCTEMA

peaKkUMrHy Ha peaKH

CBPBX4YBCTBHUTEII-

HOCT,

aHapUIAKTHYHU

peaKkLHH,

aHrmoenem* u

BaCKYJIUT**

[IcHXHYHH HAPYIIEHHA

nenpecus C HEU3BECTHA
4yecToTa

HapyuieHusi HA HEPBHATA CHCTEMA

3aMaiBaHe YECTH YECTH YECTH 4ECTH

CBHJIMBOCT HEYECTH

rnaBobonue HE4YeCTH HEYeCTH

HapyLUEHUs HA CbHA | HEYECTH

napecre3us pEOKH

MUTpEHA C HEeM3BECTHA
4yecToTa

ANCTCY3HUA C HEU3BECTHA

HECTOTa

HapyuieHHsi HA YXO0TO H JIAOHPHHTA

BEPTHUIO HECTH HCCTH

[IYM B YILIUTE

C HEHU3BCCTHA

HECTOTa

Cob PACYHH HADYLICHHSA

najJJnvirauimvm HCYCCTH

dHI'HHaA [ICKTOPHC HEYECTH




CHHKOII

peaKH

NpeACBhPIAHO
MBXKJIEHE

peNKH

MO3Bb4HHO CbA0B
HHLUHUOCHT

peaKH

Cba0BH HAPYLIEHHSA

(opTocTaTU4Ha)
XUITOTOHHUSA
(BKJIOYHUTEJIHO
CBBP3aHM C J103aTa
OPTOCTATUYHHM

epeKTH) H

HEYCCTH

HECTH

YECTH

PecnHpaTOpHH, IPbAHH H MEAHACTHHAJIHH HADYLIEHHS

AUCITHEA HEeYeCTH

Kaluivua HEYeCTH C HEU3BECTHa
yecTrora

CTroMalIHO-YpeBHH HAPYIIEHHS

KOpeMHa HEeYeCTH

DoJika

3arnek HeyecTH

auapus HEYEeCTH C HEU3BECTHA
yecToTa

rajeHe HE4YeCTH

NOBpbBILIAHE HE4YecCTH

Xenaro-OHJHAPHH HAPYILIEHHS

NaHKPEeaTuT C HEU3BECTHA
yecroTa

XErnaTuT PEIKH

HapylLlEeHUs C HEU3BEeCTHA

B yecTrora

4epHOApOO-

HaTa

GOYHKUHUSA

HapyieHHsl HA KOKATa H NOAKO0XKHATA ThbKaH

ypTUKApUs HEYeCTH C HEU3BECTHA

ChpOex HEYECTH




0OpHB

HCYCCTH

HCHYCCTH

C HCHU3BCCTHA
HECTOTA

(OTOYYBCTBH-
TEJTHOCT

C HEU3BECTHA
HECTOTa

HHPVIHEHHH HA MYCKYJIHO-CKEJIETHATA CHCTEMA H CHEAHHHTENHATA ThKAH

MHUAITUs C HEM3BECTHA
4ecToTa

apTpajrus C HEM3BECTHA
4yecToTa

pabaoMuonu3a C HEU3BECTHA
yecrora

Hapyuienus Ha 0b0pelMTe H NHKOYHHTE NbTHILA

OBOpeYHO 4eCTH
 YBpeXIaHe

O0B0peyHa YECTH

HEOCTATBYHOCT

HapyumieHusi HA BL3NPOH3BOAHTEJIHATA CHCTEMA H IbPAATA

CPEKTHJIHA

OUQYHKLUS/
UMIIOTEHTHOCT

C HCU3BECTHA
HECTOTAa

OEEH HAapYIIEHHHA H EQEH‘TH Ha MACTOTO HA NMPDHJO0KEHHE

dCTCHHA

HCHECTH

HCCTH

HCYCCTH

HECTH

yMopa

HEYCCTH

HECTH

HEYCECTH

HECTH

OTOK

HEYECTH

HEPA3ITOJIOKCHHE

C HEHU3BCCTHA
HECTOTA

U3caenBaHus

XHIICPKAJIHEMHA

HCCTH

HeYyecTH |

Y
YECTH *

MOBHILIEHA
aJTaHWHAMMHO-
TpaHcdepasa
(ALT)?

penKu

[loBMIIaBaHe Ha
KpbBHATa ypes,
CEpYMHHUA
KpEaTUHHUH U
CEepYMHMsl KaJIUH

HECTH

XHIIOHATPHEMHA

XHUIIOITTHKEMHUA

HYECTH




*BKJIIOYUTENTHO OTOK Ha JJApPUHKCA, IJI0THCA, JIMLETO, YCTHUTE, (papuHKCa W/KWIIM e3UKa (MPUYUHABALLO
3aMylIBaHE HA JAUXATETHUTE IMbTHLLA); NPU HAKOU OT TE€3U MALMEHTH aHTHOEAEM € Habno1aBaH B
MHUHAJIOTO BbB Bpb3Ka C MPUJIaraHeTo Ha ApYyTH JeKapcTBa, BKIHYUTEITHO ACE HHXUOUTOpH

** BrxarouurenHo nypnypa Ha Henoch-Schénlein

" OcobeHo npH NauMeHTH ¢ HaMajleH BbTPECHI0B 00€M, Harp, MAlMEHTH C TEXKA ChpAeYHa
HEA0CTAaTbYHOCT MJIM MPOBEXKAALLM JIEYEHHUE C BUCOKH 03U IHYPETHULIH

" YecTu npu nauyeHTH, KoUTo nony4dasar 150 mg nocapran BMecto 50 mg nocapraH

* B KIMHMYHO Mpoy4BaHe, MPOBEAEHO C MaluKMeHTH ¢ aMader Tun 2 ¢ Hegponatus, 9,9 % oT nauMeHTHTE,
NIEKyBaHHM C JlocapTaH TabJeTKH pa3BUBAT Xunepkaiunemus > 5,5 mmol/l u 3,4 % ot nauueHTHUTe,
NeKyBaHH ¢ 1uiauebo

5 OOMKHOBEHO OT3BY4YaBa IPH MPEYCTAHOBABAHE HA JICYEHUETO

CnenHuTe DOIMBbJIHUTEIHU HEXKEJIAaHU PEaKLUHKM Ce Cpellar rno-4ecTo npy rnauueHTH, KOMTO Mojy4aBar
JlocapTaH, OTKOJIKOTO MPH T€3H, KOMTO MoJjiyyaBaT rianedo (¢ HEM3BeCTHA YecToTa): 0oKa B rep0a,
MH(EKLIMH HA MUKOYHUTE ITbTUILIA U TPUNONOA00OHHA CHMIOITOMM.

Hapywenus na bvbpeyume u nukoyHume nvmuwya.

Cbvobuiasa ce 3a npoMeHH B ObOpeuHaTa GpyHKUMS, BKJIIOUYMTEIHO ObOpeyHa HE10CTATbYHOCT MPH
PUCKOBM MALUMEHTH KAaTO NMOCIEANLA OT HHXUOUpaHe HA PEHUH-aHI'MOTEH3UH-AJ1I0CTEPOHOBATA CUCTEMA,;
T€3H NPOMEHH B ObOpeyHara ¢pyHKUMA MoraTt aa 6baatT 0OpaTUMHU IpH NPEKpaTABaHE Ha JIEYEHHETO (BK.
Touka 4.4)

[leguaTpuyHa nonyaauus
[IpodunsbT Ha HEXKENAHUTE JIEKAPCTBEHU PeaKLIMU MPU NEAUaTPUYHH MAaUMEHTH M3rJIex1a € noAo0eH Ha
TO3M, HaOIr0AaBaH NpY Bb3paCTHUTE NalMEHTH. [laHHUTE B neauaTpUyHaTa rpyrna ca OrpaHH4eHH.

CbobuiaBaHe Ha NMOJ03UPAHU HEXKEJIaHHU pPEaKLIUU

CrobiaBaHeTo Ha NMOAO3MPAHU HEXKEJIaHW peaKLMK CJel pa3peluaBaHe 3a ynorpeda Ha JeKapCTBEHHS
MPOAYKT € BakHO. ToBa nmo3BoJisiBa Aa MpoaAbIKU HabIIOAEHUETO Ha ChOTHOLIEHUETO M0J13a/PUCK 32
nekapcTBeHus: NpoaykKT. OT MEOUIIMHCKUTE CNELIMAJIMCTHA C€ U3UCKBA J1a ChOoOILaBaT BCAKa M0103MpaHa
He)XXellaHa peakLMs upes:

M3nmbaHUTEIHA areH1Ms no JieKkapcreara

yi. ,,JlamsH ['pyeB” Ne 8,

1303 Codus, Ten.: +35 928903417,

yebcaiiT: www.bda.bg

4.9 [Ipeno3upane

Cumnmomu Ha UHMOKCUKAYUS
JlaHHUTE OTHOCHO CBPBXI03a NPHU Xopa ca orpaHuueHd. Hait-BepossTHUTE NposBU OUXxa OWJIM XUITOTOHUS
U Taxukapausa. bpaaukapaus Moxe 1a HacThIM Nopajy NapacMMIIATUKOBO (BarycoBO) CTUMYJIMPAHE.

Jleuenue Ha unmoxcukayuama
AKO Cly4yailHO HACTBITM CUMIITOMATU4YHA XUIIOTOHHUSA, TPpAOBA 1a C€ HA3HAYM MOAKPEIsLLIO JIeYEeHHE.

MepkuTe ca B 3aBUCHMOCT OT BPEMETO HAa MPUEMA HA MEJIUKAMEHTA U BUA U TEXKECTTAa Ha CUMIITOMHUTE.
TpsabBa na ce nage NnpUOPUTET Ha CTaOUIM3UpaHE Ha ChpAEYHO-ChAOBaTa cuctema. Cien opase
€ NMoKa3aHO NMpHEeMaHeTO Ha J0CTaTbh4yHa /103a akTUBEH BbIvIeH. Crea ToBa, TpsOBa 1a ce

KOpPUTMpaHU MPH HEOOXOAUMOCT.



C xemMoaMau3a HE MOXe 1a ce OTCTpPaHH HHUTO JIOCApPTaH, HUTO aKTHBHHA MeTaboJIuT.

S. ®APMAKOJIOTr'MYHHU CBOUCTBA

5.1 dapmakoaHHAMH4YHH CBOHCTBA

dapmakoTepaneBTUYHA rpyna: AreHTH, IeHCTBAallM BbpXy PEHUH-aHTMOTEH3UHOBATa CUCTEMA,;
AHTaronucty Ha aurvoteH3uH ll, npsak, Kog ATC: CO9CAO]

JlocapTaH € CHHTETHYEH OpaJieH aHTaroHUCT Ha aHruoTeH3uH Il peuentopa (tun ATi). AHrvoreHsuH ll,
KOWTO € MOIIIEH BA30KOHCTPUKTOP, € OCHOBHUAT aKTUBEH XOPMOH Ha CUCTEMaTa peHWH/aHTHOTEH3HH H
BaXkeH (hakTop B narodpu3nonoruara Ha xuneproHusra. AuruoreHsuH Il ce cebp3Ba ¢ peuentopa AT,
HaMMpalll ce B pelulia ThbKaHU (HanpuMep rjaakaTa MyCKyJiaTypa Ha CbA0BETe, HaaA0BOpeyHaTa xKJesa,
ObOpeLrTe U CHbPLETO), U NMPEAU3BUKBA HAKOJIKO BaXXHU OMOJIOrMYHU NENUCTBHUSA, BKJIFOUUTETHO
BAa30KOHCTPHUKIIMA U 0CBOOOMK1aBaHe Ha anaoCTepoH. AHrHOTeH3MH Il cTuMynupa u nponudepauuaTa Ha
rNTaAKOMYCKYJIHUTE KJIETKH.

JlocapraH Os10kupa cenekTuBHO peuenrtopa AT,. In vitro W in vivo nocaptaH ¥ HErOBUAT
¢apMaKOJIOrHYHO aKTHBEH KapOoKcH-KucenruHeH Metadbonurt E-3174 6iokupar BCUUKH PU3HOJIOTHYHO
3HAYUMH JAEHCTBUA HA aHTHOTEH3UH |1, He3aBUCUMO OT U3TOYHUKA WIIM MTBTA HA HEroBaTa CHUHTE3A.

JlocapraH HAMa aroHUCTHYEH e(deKT, HUTO NMbK OJJIOKMpa PELENTOPUTE HA IPYTH XOPMOHH UJIM HOHHH
KaHaJIM, BaXKHH 3a ChbpJE4YHO-ChAOBaTa perynauus. OcBeH ToBa, JocapraH He MHXUOHUpa ACE (kMHHHa3a
[I), en3umMbT, KOUTO pasrpaxxaa oOpanukuHuHA. Clea10BaTe/IHO, HIMa MOTEHIUPAHE HA HEXKETaH!
OpadMKWHUH-MEAUHUPAHU EPEKTH.

[To BpeMe Ha MPHJIOKEHHE Ha JIOCAapTaH, MpPeMaxBaHETO Ha OTpHLATE/IHaTa aHrMOTeH3UH |l oOpaTHa
BPb3Ka ChC CEKPELMATA Ha PEHUH BOJM J10 YBEJIMYEHHME HA IUTa3MeHaTa peHMHOBA akTUBHOCT (PRA).
YBenunueHuero Ha PRA Boau 1o yBeauyeHUe Ha aHrHOTeH3UH |l B niia3Mara. Bernpeku Te3u yBeTn4eHH,

aHTUXUINEPTEH3UBHATA AKTUBHOCT M CYNpeCUATa HAa KOHLICHTpAaLUMATA Ha NJIa3MEHHUA AJIIOCTEPOH CE
3anasBaT, KOEeTO € npu3Hak Ha epekTHBHA OJiokaaa Ha aHruoteH3uH 1l peuenropa. Cnen npekparsiBaHe
Ha MPWJIOXKEHUETO Ha JiocapTaH, ctoiHocTUTe HAa PRA M anrnorensuH 1l cnagat 10 U3XOAHHUTE

CTOWHOCTH B PaMKHUTC Ha TPH OHH.

KakTo iocapTraH, Taka U HErOBUST OCHOBEH aKTUBEH META0OMMUT ca ¢ M0-BUCOK apUHUTET KbM peLienTopa
AT, otkonkoTo kbM peuentopa AT,. AKTUBHUAT MeTa0O0IHUT € 10 10 40 MbTH MO-aKTHUBEH OT JIOCAPTaH,
MPU TETJIOBHO YPABHOBECEHO ChOTHOLLIEHUE.

[IpoyuBaHus NpU XWUIMIEPTOHUS

B KOHTpOJIMpaHHU KJIMHUYHU NNPOYYBaHUA HA MALIMEHTH C JIeKa 10 Cpe/iHa €CEHLIHAJIHA XUIIEPTOHHA,
NPpUIAraHeTo Ha JIocapTaH €AMH MbT AHEBHO, MPHUUYUHABA CTATUCTUYECKH 3HAYUMHU MOHHUIKCHUA B
CUCTOJIHOTO M JIMACTOJIHO KPBbBHO HaysiraHe. CTOMHOCTUTE Ha KPBbBHOTO HajIssraHe U3MepeHH 24 yaca
CJiel 103aTa U OTHECEHHU KbM M3MepeHUTe 5-6 yaca ciiel a103ara, rnoka3Bar HamajsiBaHe Ha KPbBHOTO
HaJIATaHe 3a Nepuos oT 24 yaca, NpM 3ana3BaHe Ha €CTECTBEHUAT ACHOHOILIEH pUTbM. HamaneHHETO Ha
KPBBHOTO HaJiAraHe B Kpas Ha uHTepBas Ha no3upane e 70-80% ot edekra, HabnrogaBaH
no3ara.




[IpekpaTsBaHETO Ha MPHJIOKEHUETO Ha JIOCApTaH MPH XMINEPTEH3UBHHU NMALMEHTH HE BOAH [0 PA3KO
NOBHMIIIaBaHE HA KPbBHOTO HansAraHe (pedayHa edekt). He3aBUCUMO OT M3pa3eHOTO HaMaigsBaHe Ha
KpPBbBHOTO HaJIAraHe JIOCapTaH HAMa KJIMHUYHO 3HAYUMH €(PEKTH BbPXY ChpAeYHaTa 4eCToTa.
JlocapTaH e eqHaKBO e()EKTHBEH NMPH MBXKE U )KEHH, MPHU MO-MJIaaHd Ha Bb3pacT noa 65 roauHH
Bb3PACTHH NMALMEHTH C XUIIEPTOHMUS.

JlocapTaH e eqHakBO e(eKTUBEH NPH MBbXKE U JKEHH, NPH NMO-Maaau (Ha Bb3pacT noja 65-roauHu) M 1no-
Bb3PACTHU MALIMEHTH C XHUITEPTOHHUH.

[Ipoyusane LIFE

[IpoyuBaneTo ,,BkII0YBaHe Ha JiocapTaH 3a KpUTepUid nNpu HamansBaHe Ha xuneptoHus™ [LIFE] e
pPaHIOMHM3HPAHO, TPOMHO-CNIANO, AKTUBHO KOHTPOJUPAHO Npoy4BaHe ¢ 9193 xunepTreH3uBHU NMaLMEeHTH
Ha BB3pacT oT 55 no 80 roaunu ¢ nokymentupana EKI" neBokamepHa xuneprpodus. [lauuenrure ca
paHIOMHU3MPaAHHU [1a NOJIy4YaBaT BEIHBK Ha JieH JiocapTtaH S0 mg uau BeAHBXK Ha AeH areHoJion 50 mg.
AKO He ce MOCTUrHe 1ieJieBaTa CTOMHOCT Ha KpbBHOTO HanaraHe (< 140/90 mmHg), mepBo ce nobass
xuapoxjopruazua (12,5 mg), u ako e HeobXxoaMMO, CIel TOBA 103aTa Ha JIOCAPTaH MK aT€HOJION Ce
yBejanyasa 10 100 mg BeaHbX Ha JeH. JIpyri aHTUXUINEPTEH3WBHHU CpeacTBa, ¢ u3kiaoyeHue Ha ACE-
WHXHOUTOPH, AHTArOHUCTH Ha aHrMoTeH3uH II unu Oera-6nokepu, ce 106aBAT, NPy HEOOXOAUMOCT, 32
OOCTUraHe Ha LEJIEBUTE CTOWHOCTH Ha KPbBHO HaJIAraHe.

CpenHaTta npoab/DKUTETHOCT HA MPOCeasBaHeTo € 4,8 roauHHu.

[IbpBHYHATA KpaifHa TOYKA € CbCTaBHA M BKJIIOYBA ChPAEYHOCH10BaTa 3a0071€Ba€MOCT U CMBPTHOCT,
M3MEPEH N0 HAaMAJICHHWETO Ha KOMOMHMpaHaTa 4eCToTa Ha ChbpAEYHO-Ch0BAa CMBPT, MO3BbYEH HHCYJIT U
MuoKapaeH HHpapkT. KppBHOTO HajsraHe € 3Ha4MTEIHO HaMaJIEHO 10 OJIM3KH HUBA B 1BETE I'PYIIH.
JleyenueTo ¢ nocaprad Boau no 13,0% namanenue Ha pucka (p=0,021, 95% uHTEpBan Ha JOBEPHUTETHOCT
0,77-0,98) B cpaBHEHHE C aTEHOJIOJ 3a MALMEHTUTE, NOCTUralllH NbpPBUYHATA ChCTaBHA KpakHa TO4Ka..
ToBa ce 1bJkKM OCHOBHO Ha HaMaJIiBaHE Ha YECTOTaTa Ha MO3bYHUTE UHCYJITH. JIEYEeHHETO ¢ JiocapTaH
HamaJigsBa pUCKa OT MO3b4eH HHCYIT ¢ 25% B cpaBHeHuUe ¢ ateHonon (p=0,001, 95% uHTepBan Ha
noseputenHocT 0,63-0,89). YecToTuTe HA ChbpAEYHO-CHAOBA 00YCIOBEHA CMBPT U MUOKApAEH HHDAPKT
HE C€ pa3/1M4yaBaT 3HAYMTEJIHO B IBETE IPYITH HA JIEYEHHE.

Paca

B npoyusaneto LIFE nanueHTUTe OT YepHara paca, JIEKyBaHH C JlocapTaH, ca ¢ Mo-BUCOK PUCK OT
JIOCTUraHe Ha MbPBHYHATa KOMOMHHMpaHa KpaiiHa TOUYKa, T.€. CbpAE4YHO-CHI0BO ChOMTHE (HAanpUMep
cbple4yeH UH(}APKT, CbPACYHO-CHA0BA CMBPT) U 0COOEHO MO3BYEH HHCYJIT, OTKOJIKOTO MALMEHTHUTE OT
yepHara paca, JJeKyBaHH ¢ ateHosou. [lopaau ToBa, HabO1aBaHUTE pe3yJITaTH C JIOCApTaH B CPAaBHEHHUE
¢ ateHoJion B npoyuBaHeTo LIFE oTHOCHO chpaeuHO-Ccba0BaTa 0071€CTHOCT/CMBPTHOCT HE C€ OTHACAT 3a

MalMeEHTH OT YepHaTa paca ¢ XMIEPTOHHUS U JIeBOKaAMEpHa XUNepTpodus.

[IlpoyuBane RENAAL

Hamanenue Ha kpaiinute kpurepu npu NIDDM ¢ AHtraronucra Ha AurnoreHsuH Il Peuenropa
Jlocapran —npoyuBaHe RENAAL e KOHTpOJIMpaHO KJIMHUYHO MPOY4BaHE, MPOBEIEHO B LIEJIUA CBAT IMPH
1513 manumenTa ¢ auaber TN 2 ¥ NPOTEUHYPHUS, C WK 0e3 XUnepToHus. 751 nauueHTy ca OMIH
JIeKyBaHHU ¢ JiocapraH. Llenra Ha npoy4BaHeTo € Ouna na J10Kaxe HePOMPOTEKTUBHOTO JIEHCTBUE HA
JI0capTaH KajMi, U OCBEH TOBA, MoJ3aTa OT HAMAJIEHHUE HAa KPBBHOTO HAIATaHE.

[TauuenTH ¢ npoTeuHypusa U cepyMeH KpeaTHHHH 1,3 — 3,0 mg% ca Ounu paHIOMU3HpPaHH 1a nojy4yaBar
nocaptad 50 mg BeAHBX Ha A€H, KOPUTMpaH MpyU HEOOXOAMMOCT, MPH HYX/Ja THTPHUPAH 110 € Ha




H3cnenoBarenure ca OMJIM HHCTPYKTHPAHHU la KOPUrMpaT npoy4BaHus MeaukameHT 10 100 mg Ha aeH,
KaKTO ChbOTBETCTBA; 72% OT MauMEeHTHUTE ca npueMaiy AHeBHara a03a ot 100 mg npe3 no-rojisMara 4act
OT BpeMeTo. J[pyru aHTUXUNEPTEH3UBHU NMPOAYKTH (AUYPETHLIM, KAJILIMEBU aHTarOHUCTH, alipa- U Oera-
0110KepH, a ChbLIO U LUEHTPAJTHO-ACHCTBALLIM AaHTUXUINIEPTEH3UBHU CPEICTBA) Cca M03BOJIEHU KaTo
NOMBJIHUTEJIHO JIEYeHHE B 3aBUCUMOCT OT HYXXIHUTE U B ABeTe rpynu. [laumenture ca ouim
npocnensaBaHy 10 4,6 roauHu (CpeaHo 3,4 roauHHM).

[ pBHYHATA OCHOBHA KpaiHa TOYKa Ha NMPOYYBAHETO € ChCTaBHA KpailHa TOYKa C Y/1BO€H CEpYMEH
KpPE€aTHHHUH NpH ObOpeyHa HEAOCTATBLYHOCT B KpailHa (aza (HEOOXOAUMOCT OT JAHajiu3a UM
TPAHCIUIAHTALMSA ) I CMBPT.

Pe3ynrarure ca nmokas3aliu, 4ye JIeUeHHETO C JiocapTaH (327 cbOUTHsA) B CpaBHEHHE C muiauedo (359
cbOuTHs) Boau 1o 16,1% Hamanenue Ha pucka (p = 0,022) npu Opos mauuMeHTH JOCTUrallH MbpBHYHATA
CbCTaBHA KpaiiHa To4Ka. 3a CIeAHUTEe UHIAMBHUIYAJIHU U KOMOMHUpPAHU KOMIIOHEHTH Ha MbpBUYHATa
KpaiHa TO4Ka, pe3yJITaTUTE COYaT 3HAYMTEIHO HaMaJIEeHUE Ha PUCKa B rpyrnara JIeKyBaHa C jlocapTaH: 25,
3% HamalieHMe Ha pUCKa 3a yABOsiBaHe Ha cepyMHHUA kpeaTuHuH (p = 0,006); 28, 6% HamaieHHe Ha
pUCKa 3a TepMUHaNHa Ob0peyHa HegoctaTb4yHOCT (p = 0,002); 19,9% Hamanenune Ha pucka 3a
TepMHHa/IHA ObOpeyHa HegocTaTb4YHOCT MM CMBPT (p = 0,009); 21,0% HamaneHUe Ha pUCKa 3a
yBOsIBAHE Ha CEPYMHMA KpEaTHHUH WK KpaeH ctaauit 0bOpeyHa HepocTarbyHOCT (p = 0,01).
YecroTrata Ha CMBPTHOCT 10 BCUYKHM IPUYUHMU HE CE pa3/iiyaBa 3HAYUTEIHO MPH ABETE rpyInu Ha
ne4yeHue. B Toea npoyuBane, jocapTaH OOMKHOBEHO € OMJ1 100pe MOHACsAH, KOETO € BUAHO OT YeCToTaTa
Ha MPEKpaTABAHETO HA JICYEHUETO 32 CMETKA Ha HEeXEJIaHUTE JIEKAPCTBEHHU peaKLMH, KOETO € CPaBHUMO C
rpynara noJjiy4yasaja mnianeoo.

[IpoyuBane HEAAL

[IpoyuBaneTo HEAAL (Heart Failure Endpoint Evaluation of Angiotensin II Antagonist Losartan) e
KOHTPOJIMPAHO KJIMHUYHO NMPOY4YBaHe, MPOBEEHO B LIeJIUA CBAT npH 3 834 nauMeHTH Ha Bb3pacT oT 18 10
98 ronunM cbe cbpaeuHa Hepoctarb4HOCT (NYHA Class [1-1V), kouto He noHacaTt neyeHue ¢ ACE-
UHXUOUTOp. [TauueHTuTe ca Ounu paHaoMuszupanu aa nojaydasar S0 mg unu 150 mg ocapTaH BEAHBK
OHEBHO Ha (pOHA HA KOHBEHLIMOHAJIHATA Tepanus, ¢ u3kir4eHue Ha ACE-UHXHOUTOPH.

[lauueHTHTE Ca npocneasBaHu 3a rnepuod Hala 4 roguHu (cpeaHo 4,7 ronuHu). I 1spBuyHara kpanHa
TOYKa Ha NMPOYYBAaHETO € ChCTaBHA KpaiHa TOYKa Ha BCAKAaKBa IMPHUYMHA 3a CMBPT WIIH XOCIUTATIU3aLHA

3d CbpAC€YHHA HEAOCTATBYHOCT.

Pe3ynrarure noka3sar, 4ye jedyeHueTo cbe 150 mg nocapraH (828 cbbuTHs) B cpaBHeHME ¢ 50 mg
nocaprat (889 cxoutus) e noseno g0 10,1 % nonmxasane Ha pucka (p=0,027 95 % nosepureneH
uHTepsal 0,82-0,99) B 6pos Ha nauMEeHTUTE, 1OCTUraLLM MbPBUYHATA ChCTABHA KpaliHa To4Ka. ToBa
OCHOBHO C€ IbJIXKM Ha MOHW)KABAHETO HA YECTOTATa HA XOCIUTAIM3AaLUA 3a ChbpASYHAa HEJOCTAThbYHOCT.
Jleuenuero cuve 150 mg ocapraH € HaMaJIMiI0 PUCKA OT ChbpJ€YHAa HEAOCTATBYHOCT € 13,5 % CBOTBETHO
¢ 50 mg nocapras (p=0,025 95 % nosepurenen untepsan 0,76-0,98). Yecrorara Ha cBbp3aHara ¢
BCSIKAKBa MMPUYHMHA CMBPTHOCT HE € M0Ka3ajla 3HAYUMH pa3IMKU MEXIYy JBETE TepaneBTUYHH IpyIIx.
bbOpeuHo yBpexxaaHe, XMIIOTOHUS U XUINEpKaIMeMus ca OMJIM Mo-4ecTo cpellady B rpynara Ha 150 mg
OTKOJIKOTO B rpynara Ha 50 mg, HO T€3H HeXelaHU CbOUTHUS HE ca JOBEJIM A0 3HAa4YMMO MO-BUCOKA
4YeCTOTa Ha MPEKbCBAHE Ha JIEYEHUETO B rpynara Ha 150 mg.

[IpoyuBane ELITE | u ELITE II
B npoyuBaneTo ELITE, npoBeneHo B npoabkeHue Ha 48 ceamMuum npy 722 nauueHrta
HepoctaTb4HOCT (kaac II-1V mo NYHA), He ce HaOnroaaBa pasiinka Mexay NaluueHTH
JI0CapTaH M TE€3H JIEKYBAHU C KanTOMPHI M0 OTHOLIEHUE HA IMbpBUYHATA KpaiiHa TOY




O0BOpeuHara GyHKUMSA NpU NPOoABKUTENHA ynoTpeda. Habntonenuero Ha npoyusanero ELITE 1, ue npu
CpaBHEHHE C KanTOMNpPHUJI, JIocapTaH HaMaJjiiBa pPUCKa OT CMBPT, HE O€ MOTBBPAEHO B MOCJIENBALLOTO
npoyuBaHe ELITE Il, koeTo e onucano no-gony.

B npoyuBaHero ELITE II nocapran 50 mg Beansk Ha AeH (HayasiHa go3a 12,5 mg, yseauyeHa ao 25 mg,
a cnen ToBa Ha 50 mg BenHBXK Ha JeH) € Oua cpaBHeH ¢ kanronpua 50 mg Tpy NMbTH AHEBHO (Ha4alHa
no3a 12,5 mg, yenudeHa a0 25 mg, a cnen tosa 10 S0 mg Tpu nbTH AHEBHO). [ IbpBHUHaATa KpaHHa
TOYKa B TOBA MPOCNEKTHUBHO MPOYy4YBaHe € Oujla 4ecTtoTara Ha CMbPTHOCT MO BCHYKH MPHUYHUHH.

B ToBa nmpoyuBaHe ca NpocC/jeAeHH B NPOABIKEHHE HA TTOYTH ABE rOAMHHM 3152 nmauueHTa cbe ChbpaeyHa
Henoctatb4yHOCT (knac II-IV no NYHA) (cpenno: 1,5 roaquHM) ¢ uen ga ce onpeaeinu JOKOJKO JiocapTaH
NMPEBb3X0X/1a KaNTONPUJI 3a HaMaJIsBaHE Ha CMBbPTHOCTTA N0 BCHYKH NpUYHHHU. [IbpBHYHaTa KpaliHa
TOYKa HE MOKa3Ba ChLLIECTBYBAHE HA CTATUCTHYECKH 3HAYUMa pa3/IuKa MEXY JIocapTaH ¥ KanToMpH 3a
HaMaJIsBaHE Ha CMBbPTHOCTTA 10 BCUYKH NMPUYHHH.

n [MPpH ABETE NpOY4YBaHHA, MPH KOUTO KOHTPOJIHPAHETO NMPH NMNALUECHTH CbC ChpAC€YHA HEAOCTATBYHOCT € C
dKTHBCH IIPOOYKT (HE.‘ C MHHEﬁD),ﬂGHDEHMUCTTH KBM J10CapTaH € OunJ1a No-BUCOKA OT Ta3M Ha KaIllITOIIPHII,
H3MepeHa Bb3 OCHOBA Ha 3HAYUTEITHO MMO-HUCKATA YECTOTA HA NPEYCTAHOBABAHE HA JICYECHHUETO 32 CMCTKA
Ha HEXEJIaHUTE peaKIHH H 3HAYUTCITHO IMO-HUCKATa YE€CTOTa Ha KalllJIk1ia.

buna e HabmonaBaHa noBuieHa cMbpTHOCT B npoy4yBaHeTo ELITE Il npu manika noarpyna (22% ot
BCHUYKH MAUMEHTH CbC ChbPACYHA HEAOCTATBYHOCT), KOUTO ca NpUeMalld U3X0AHO OeTa-0iiokepH.

J1BOitHO OJIOKMpaHe HA pEeHUH-aHI'MOTEeH3UH--ana0cTepoHoBaTa cucreMa (PAAC)

JIBe rosieMu panaomusupanu KoHTpoaupanu npoyuBaHus — ONTARGET (ONgoing Telmisartan Alone
and in combination with Ramipril Global Endpoint Trial - Tekyuio riio6aiHo U3nuTBaHe 3a KpanHH
TOYKH Ha TEeJIMUCAPTaH, CAaMOCTOATETHO U B KoMOuHauus ¢ pamunpui) ¥ VA NEPHRON-D (Knuanyno
NMpOy4YBaHE CBbP3aHO C pa3BUTHE HA HeponaTus Nnpu aMadert, npoBeaeHo OT MUHHUCTEPCTBO 1O
BBIIPOCUTE Ha BETEPAHUTE) — Npoy4BaTt ynorpedara Ha komOuHaLuMATa oT ACE HHXHUOUTOp H
aHruoTeH3uH ll-peuenropen dnokep.

ONTARGET e npoyuBaHe, NpOBEACHO MPHU MALMEHTH C aHAMHE3a 3a ChbPAEYHO-Ch10BA HITH
MO3bYHOCHI0BA 00JIECT, HIIM 3aXapeH AuWadeT TUM 2, NPUAPYKEHU C IaHHU 3a yBpe)1aHe Ha e(EKTOPHH
opraii. VA NEPHRON-D e npoy4BaHe npu MauMEHTH CbC 3axapeH auader Tun 2 U AMadbeTHa
Hedponarus.

Te3u npoyuBaHMs He MOKa3BaT 3Ha4YUM OyaronpuaTeH ePexkT BbpXy ObOpeYHUTE W/ WK ChpPAEYHO-
CBAOBUTE NOCJIEAULA U CMBPTHOCT, KaTO ChLIEBPEMEHHO Ca HaOJIF0JaBaHH MOBHULLIEH PUCK OT
XUIMEepPKaJIMEMHs, OCTPO YBpexJaHe Ha ObOpeumuTe W/ MK XHIIOTOHHS B CpaBHEHHUE C MOHOTEpanuATa.
KaTto ce umar npeaBua CXOOHUTE UM (papMaKOAMHAMHUYHHU CBOMCTBA, TE3H pe3yJITaTH ca MPUIOKHUMH H
3a Apyru ACE uHXubuTopH u aHruoteH3uH ll-peuentopHu Os10KkepH.

ACE uHxuburopu u anruoreH3uH lI-peuentopHu 0JIOKEpH Cli€10BAaTEIHO HE TPAOBA Oa CE U3MO0J3BaT
€IHOBPEMEHHO MpPHU NALIMEHTH ¢ AuadeTHa HedponaTus.

ALTITUDE (KnuHHYHO npoy4YBaHe MPOBEAEHO C AIMCKUPEH NMPH MaLMEeHTH ChC 3axapeH auader tun 2 ¢
M3I110JI13BAHE Ha ChPACYHO-CHA0BU U ObOpEeUHH 3a001BaHUs KaTO KpailHU TOYKH

) € Npoy4YBaHe, NPEAHA3HA4YEHO Ja U3CJIEABA 110J13aTa OT AJ00aBAHETO HAa AJIMCKMPEH KbM CTaHaapTHa
tepanusa ¢ ACE uHXuOMTOp MK aHrHoTeH3uH [I-peuenTopeH 610kep Npy NaLUMEHTH CbC 3aXapeH AHadeT
THN 2 ¥ XpOHUYHO OBOpeuHo 3abonsBaHe, ChpAEUYHO-CHA0BO 3abonsBaHe UK U aABeTe. [IpoyuBaHeTo €
[MpeKpaTeHo NMPeXAEeBPEMEHHO MOPANAHX MOBUILIEH PUCK OT HEOIaronpusaTHU nociaeauud. Kakro

ChpPEYHO-CH10BATa CMBbPT, TAKa U MHCYJITHT Ca MO-YE€CTH B rpynara Ha aluCKUpPEH, OTKOJIKO Ta

Ha rauedo, a NpeacTaBasBaLIUTE HHTEPEC HEXKETaHU CHbOUTHUA U CEPHO3HH HEXEJTaHH C \\

(XHUnepKaJIMeMHUs, XUNOTOHUs ¥ Ob0peuHa nucHyHKUHUs) ce cboO1IaBaT no-4ecTo B rpyya ff:é,, “‘;
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lleanaTpUyHa nonynauus
Xunepmonus 8 neduampuyHama nonynayusl
AHTHXHIEPTEH3UBHUAT €(EKT Ha JIOCApPTaH € OWJ1 YCTAaHOBEH B KJIMHUYHO MpOy4YBaHe, BKJIo4Bawo 177

XUMEPTEH3UBHU MALUEHTH OT NMEeAUaTpUYHATA IOIyJIallMs Ha Bb3pacT OoT 6 10 16 rOAMHHU U TEJIECHO
tersio > 20 kg ¥ ckopocT Ha rioMepyiHa buntpauus > 30 ml/min/1,73 m®. [TauuenTtute ¢ Terno > 20 kg
no < 50 kg nonmyyasar 2.5, 25 wau 50 mg ocaptaH IHEBHO, a NaLMEHTHTe, ¢ Terio > 50 kg nmony4asar
5.50 unu 100 mg nocapran aHeBHO. Criell TpU CEAMULIM, EAHOKPATHOTO MPUJIOXKEHHUE Ha JIoCapTaH
HaMaJIsiBa LAJIOCTHO KPbBHOTO HaJISiraHe Mo HAa4YMH 3aBUCeEll] OT A03ara.

KaTo usi0 uma 3aBUCMMOCT Ha OTrOBOpa OT jJo03arta. BzauMoBpb3KaTa 103a- OTroBOp cTaBa 0COOEHO sfIBHA
B rpyrnara, JIeKyBaHa ¢ HUCKa [103a IPU4 CpaBHEHME C rpyrnara, JIeKyBaHa CbC cpeaHa ao3a (nepuon l: -6,2
mmHg cnpamo -11,65 mmHg), Ho orcnabBa, koraTo ce cpaBHsBa CpeaHa 1034, C Hali-BUCOKaTa 103a
(nepuon I: -11,65 mmHg cpemy -12,21 mmHg). Hail-uuckure npoy4yBaHu 103M, 2.5 mg U 5 mg,
CBOTBETCTBALLM Ha cpeAHa AHeBHA a03a oT 0,07 mg/kg, kato 4e 11 HAMAT KOHCUCTEHTHA
AHTUXUIIEPTEH3UBHA €(EKTUBHOCT.

Te3u pesynraru ca OWIM NOTBbPAECHHU B X0/1a Ha nepuoj Il Ha npoy4yBaHeTO, KbAETO NALMEHTH ca OWITU
paHIOMU3UPaHU a NPOAB/KAT C JIOCApTaH WM u1auebdo cien Tpyu ceaMULM JieueHue. Pasnukara B
yBeJIM4aBaHETO Ha KPbBHOTO HAJISITaHE MPU CPAaBHEHUETO C IU1aledo € no-roJisiMa npu rpynara cbC
cpeaHa no3a (6,70 mmHg cpeanna no3a cnpsMo 5,38 mmHg Bucoka no3a). [loBuinaBaHeTo Ha
MEXJIUHHUTE CTOMHOCTHA HA AUACTOJIHO KPbBHO HAJIAraHe € €AHAKBO MPH MaUUEHTUTE, MOTy4aBally
ru1aedo, ¥ NpM Te3M, NMpoAb/KaBalllM JIEYEHUE Ha JI0CAPTAaH B Hali-HUCKA 103a NPHU BCAKa rpyna, KOeTo
OTHOBO MNpeanoJsara, 4¢ HaM-HUCKaTa 03a BbB BCAKA I'pyra He MpUTeKaBa 3HaYUM aHTUXHIIEPTEH3UBEH
e(eKT.

HBnrorpaiiHUAT e(eKT Ha JocapTaH BbPXY pacTexka, nyoeprera ¥ oO1I0TO pa3BUTHE HE € OMJI NpOyYBaH.
JBnrorpaitHata e)eKTUBHOCT Ha aHTUXUNEPTEH3UBHOTO JIEYEHHE C JIOCAPTAH B IETCKA Bb3PacT Mo
OTHOLUEHHE Ha HAMA/IIBAHETO Ha CbPAEYHO-CbhA0BaTa 3a00J1EBAEMOCT U CMBPTHOCT ChILO HE ca OUIIH
YCTaHOBEHH.

[1pu xuneprensuau (N=60) u HopmoreH3uBHu (N=246) neua ¢ nporenHypus, edekra Ha jocapTaH
BYpPXY MPOTEUHYPHUSATA € OLIEHEH B 12-CeAMUYHO U1alieb0 U aKTUBHO KOHTPOJMUPAHO (aMJIOAUITHH)
KJIMHUYHO npoyuBaHe. [IpoTenHypusTa e onpenesieHa KaTo OTHOLIEHHE YPUHEH MPOTEUH/KPEaTUHUH >
0,3. XunepreH3uBHUTE NMauMeHTH (0T 6 10 18 roanHM) ca paHIOMU3UPAHHU 1A M10JTy4aT WK JIOCApTaH
(n=30) unu amnoaunux (n=30). HopmoreH3usau nauueHTH (o1 1 10 18 romnHmn) ca paHaOMU3UpPaHH 11a
[oJry4aT WM jiocaprad (n=122) unu nnauebo (n=124). Jlocaprau e naBaH B no3u ot 0,7 mg/kg no 1.4
mg/kg (no makcuManiHa no3a ot 100 mg Ha neH). AMIOAUIIMH € aaBaH B 1034 ot 0,05 mg/kg no 0,2
mg/Kg (10 MakcuMaHa 103a OT 5 mg Ha JIeH).

Cnen 12 cenMU4HO JieueHUe, MAUMEHTHUTE TOJydaBallly JOCapTaH UMaT CTATUCTHYECKH 3HAUYUMO
HaMaJICHHE Ha HayalHa MpOTeUHYpHs OT 36 % cpeury |1 % yBenuuyeHue B miauedo/aMIo0auINKH rpynara
(p <0,001). XunepreH3uBHM NALMEHTH MOJy4aBalllM JIOCAPTaH UMAT CTaTUCTHYECKH 3HAYUMO
HaMaJIEHWE Ha HaYyatHa npoTeuHypus oT-41,5 % (95 %C1 - 29.9; -51,1) cpewry + 2,4 % (95 % C1 -22,2;
14,1) B amnoaunuH rpynara). [loHMkxaBaHeTO Ha CHCTOJIHOTO M IHACTOTHOTO HAJIATaHE Ca Mo-rOJIEMH B
nocaprad rpymnara (- 5,5/-3,8 mmHg) cpewy amnoaunux rpynara (-0,1 /40,8 mmHg). He e onu

[MPOTEUHYpPHUATA B TPETHUpaHaTa ¢ jiocapTaH rpyrna.



JIbnrocpounuTe eekTH Ha JJocapTaH NpH Aela ¢ MPOTEMHYPUS ca NMPOYyYBaHHU 10 3 rOJAMHHU BbB (ha3ara
33 OLIEHKa Ha 0€30MacHOCTTa Ha OTKPUTOTO MPOABIKEHHUE Ha ChLIOTO NMPOYYBAHE, ITPU KOETO ca
MOKAHEHHU Ja y4acTBAaT BCUYKH MMALMEHTH, 3aBbPIUKIM |12-CeAMUYHOTO OCHOBHO Nnpoy4BaHe. OO0 268
MalMEeHTH Ca BKJIKOYEHH BbB (pa3aTa Ha OTKPUTOTO NPOABIKEHHUE U OTHOBO Ca paHAIOMH3UpPaHU Ha
nocapraH (N=134) unu Ha enananpui (N=134), a 109 nauneHTH ca NpoCieaeH! >3 NOAUHH
(npenBapuTeNIHO onpeaesieHa KpaiHa Touka ot > 100 nauueHTH, 3aBbpLIWIM 3-TOAUILIHO MPOCIeAsBaHE B
nepuoa Ha NMpoABbIKEHUETO). JIMana3oHbT HA JO3UTE HA JIOCAPTAH U €HAJlanpuil, NpUaraHyu crnopes
NpeLeHKaTa Ha U3clieoBarelis, CbOTBETHO ca Ouiun B rpaHuumTe Ha 0,30 no 4,42 mg/kg/nen u 0,02 o
1,13 mg/kg/nen. Makcumannute nHeBHM 1034 oT 50 mg npu nauueHTH ¢ TeaecHo terio < 50 kg u 100
mg npy nanueHTH > 50 kg He ca npeBMIIaBaHM TNPU NMOBEYETO MAlMEHTH MO BpeMe Ha (pa3ara Ha
OTKPUTOTO NMPOAB/IKEHHUE HA NMPOYYBAHETO.

B 0000wieHue, pe3ynrature OT NMPOABDKEHUETO 3a OLIEHKAa Ha Oe3omacHOCTTa MOKa3BaT, Y€ JiocapTaH
MMa 10o0pa MOHOCHUMOCT U BOJAM 10 YCTOMYMBO MOHWXEHHUE Ha NMPOTEUHYpUATa O€3 3HAUYUTEIHA POMSAHA
B creneHTa Ha rinomepynHa ¢punrpauusa (GFR) 3a nepuoa ot 3 roauHu. [1py HOPMOTEH3UBHH IMALUEHTH
(n=205) eHananpuJl UMa YUCIICHO MO-ToJAM €PEeKT B CpPaBHEHHUE C JIOCAPTAH BBbPXY MPOTEHHYpHs (-33,0
% (95 %CI -47.2; -15,0) cpemy -16,6 % (95 %CI -34,9; 6,8) u Bbpxy GFR (9.4 (95 %CI1 0,4; 18,4) cpely
-4,0 (95 %CI -13,1; 5,0) ml/min/1,73m?)). Ilpu xunepreH3uBHH nauueHTH (n=49), nocapraH Hma
YUCJIEHO NOo-ronsAM edeKT BbpXy npoteuHypus (-44,5 % (95 %CI -64,8; -12,4) cpemry -39,5 % (95 %CI -
62.5; -2,2)) n Bbpxy GFR (18,9 (95 %CI 5,2; 32,5) cpemy -13,4 (95 %CI -27,3; 0,6) ml/min/1,73m")).

[IpoBeieHO € OTKPUTO J1030-0MNpeaesilo KJIMHUYHO U3MUTBAHE 3a U3C/IeIBaHe Ha De30MacHOCTTa M
e(UKaCHOCTTA Ha JIOCApTaH MpH Jella Ha Bb3pacT oT 6 Meceula no 6 ronuHu ¢ xuneproHus. Oouwo 101
MalMEeHTH Ca paHIOMU3HMPAHU HA €1Ha OT TPUTE pa3/IM4YHU Ha4YalHW [03M JIOCapTaH B OTKPUTOTO
npoyuBaHe: HUcKa a03a ot 0,1 mg/kg nHeBHo (N=33), cpeana no3a ot 0,3 mg/kg aueBHO (N=34) uiu
BUCcOKa 103a ot 0,7 mg/kg nHeBHO (N=34). 27 oT T4X ca KbpMayeTa, ONpeAe/IEHH KaTo AeLa Ha Bb3pacT
oT 6 Mecewla 1o 23 Meceua. [IpoydBaHOTO JIEKApCTBO € TUTPUPAHO A0 CleABalllaTa 103a Ha ceaMuua 3, 6
U 9 NpU NMaLMEHTUTE, KOUTO HE Ca JOCTUTHAIM TAPreTHOTO KbPBHO HAIATAHE U KOUTO BCE OLLE HE ca
NOCTUTHAJIM MaKkcuMmasiHara ao3a jgocaprad (1.4 mg/kg nHeBHo, HenpeBuiuasaila 100 mg/aHEBHO).

Ot 99 nauueHTH, 1€KyBaHH C MPOYYBAHOTO JiekapcTBo, 90 nauueHTH (90,9%) ca NpOABIKHIM B
pa3LIMpPEeHO MMPOYyYBaHe C NMpocieaBalld BU3UTH HA BCEKH 3 Meceua. CpeaHara npoaAb/KUTETHOCT Ha

TepanuaTa € 6una 264 nHu.
B 060011eHKe, CpeIHOTO NOHMXXABAHE Ha KbPBHOTO HAJIAraHE CIIPSAMO M3XOJHUTE CTOHHOCTH € CXOJ/IHO

BbB BCUYKH JIEKYBaHU I'pynu (IIpOMsAHATA HA CEAMHMLA 3 CIIPAMO M3XOAHATa CTOMHOCT B CUCTOJIHOTO
KBbPBHO HAJIAraHE € CbOTBETHO -7,3 3a rpynara Ha HUCKa 1103a, -7,6 3a rpynara Ha cpeJHa go3a v 6,7 mm
Hg 3a rpynara Ha BUCOKa 003a; MOHWKEHHUETO B IMATOJTHOTO KbPBHO HA/IAraHe Ha CeAMHMLA 3 CrpsAMO
W3XOHaTa CTOWHOCT € -8,2 3a rpynara Ha HUCKa 103a, -5,1 3a rpynara Ha cpeaHa ao3a 4 -6,7 mmHg 3a
rpynara Ha BUCOKa 103a.); HaMa 00aye CTaTUCTUUYECKH 3HAYMM J0303aBMCHUM OTTOBOP 3@ CUCTOJIHOTO H
OUACTOJIHOTO KBPBHO HaJIATaHE.

Cnen 12 ceaMAYHO NeyeHUe JjocapTaH B 4034 10 1.4 mg/kg € uMan karo usjio 100pa MOHOCUMOCT Mpy
Aeua Ha Bb3pacT oT 6 Meceua 10 6 roogMHU ¢ XxuneproHusa. OOwmAT npodus Ha 6€30MaCHOCT U3IJIeKaa

CPaBHUM B JIEKYBAHUTE I'PYIIH.

5.2 @apmMaKOKHMHETH4YHH CBOHCTBA

A6copbuus

Crnen opasieH npueM, ocapTaH ce abcopbupa nobpe M ce noanara Ha MeTabonU3upaH
NMpeMUHaBaHe Mpe3 YepHUus Apob, kaTo oOpa3yBa MbpBOHAYAJIEH AaKTUBEH META00JIUT,
KUCEJIMHA U IPYTH HEAKTUBHU MeTabonuTu. CucTeMHaTa OMOHANMYHOCT Ha Tabner



nocapTtaH e npubausurenHo 33%. CpeaHUTe MMKOBUA KOHLIEHTPALIMU HA JlocapTaH U aKTUBHUA MY
MeTaboJIMT ce nocTurar 3a |1 yac U CbOTBETHO ciel 3-4 yaca.

Pa3snpeneneHue

JlocapTaH ¥ aKTUBHUAT My MeTaboaUT ca = 99% CBBp3aHH C IUIa3MEHUTE NPOTEUHU, OCHOBHO
anoymunu, O0eMbT Ha pa3npeaeieHHue Ha JIocapTaH € 34 JuTpa.

buoTtpanchopmauus

Oxono 14% ot eqHa MHTPABEHO3HO WJIM OPAJIHO MPHUJIOKEHA 103a JI0capTaH C€ NMpeBpbllia B AKTUBHUA MY
meTaGonut. Ciel OpajlHO W MHTPaBEHO3HO NMPHIOKEHHUE Ha J1ocapTaH Kaiuid, Mapkupas ¢ *C,
LIMPKYyJMpallara rnjiasMeHa paguoakTUBHOCT OCHOBHO IMPUHAUIEKHU Ha JIoCapTaH WJIM HETOBUA aKTHUBCH
mMeTab0oauT. MHHMMalIHA KOHBEPCHUS Ha JiocapTaH B aKTUBHUS MYy META00NUT € Orna HabnroaaBaHa nNpu
oko0J10 1% OT u3cneaBaHUTEe UHAUBHIM.

OcBeH aKTUBEH MeTa00NHUT, c€ 0Opa3yBaT U HEAKTUBHU META0OIUTH.

EnuMHHMpaHE

[11a3MEHHUAT KIMPBHC Ha JIOCAPTaH M aKTUBHUA My METabO0JIMT ca CbOTBETHO 0K0J10 600 ml/min 1 50
ml/min. BbOpEeYHHUAT KIUPBHC HA JIOCAPTAH U aKTUBHHUA MY MeTabOJIMT ca CbOTBETHO 0K0J10 74 ml/min
26 ml/min. KoraTo nocapraH ce npuiaoXu opaaHo, 0K0JI0 4% OT A03ara ce OTAEA HEMPOMEHEHA B
ypHHaTa, a 0koJi0 6% ce oTaels B ypMHaTa KaTo akTUBEH MeTabonut. PapMaKOKMHETHKATa Ha 10capTaH
M aKTUBHUS MYy MeTabOJIMT ca JIMHEeHHU 3a OpaTHU J03M JlocapTaH Kanui 10 200 mg.

Cnen opajeH npUeM, IJ1Ia3MEHUTE KOHLIEHTPALMK Ha JIOCapTaH U aKTUBHUS My METab0IUT HamaisaBar
[MOJIMEKCTIOHEHIIMAJIHO, C KpaeH eJIMMHUHALIMOHEH NOJIYKUBOT CbOTBETHO OT OKOJIO 2 4aca U 6-9 yaca. [lo
BpeMe Ha eJHOKpaTHa JIHeBHa 103a oT 100 mg, HUTO JI0CapTaH, HUTO AKTUBHUAT My METAOOIIHT
aKyMYJIMpaT 3HAYMTEHO B [1a3Mara.

3a eTMMMHUPAHETO HA J10CAPTaH U HEFOBUTE METAbOIMTH JONPUHACAT KAKTO JKJIbYHATA, TaKa U
ypHHHaTa ekckpelms Cliell eiHa opaiHa/MHTpaBeHO3Ha 103a Ha 6enssan ¢ '*C jocapTaH Npyu 4oBeKa,
0K0J10 35% /43% OT paaMOaKTUBHOCTTA C€ OTKpHBa B ypuHata U 58%)/50% B u3npakxHEHUATA.

XapakTEePUCTUKHU NPHU pa3U4YHM NALKUEHTH

[Tpu XxMnepTeH3MBHM NALMEHTH B CTapuecKa Bb3pacT IJIa3MEHMTE KOHUEHTPALMHU Ha 10CapTaH U HErOBuUsA
AKTUBEH MeTa0OJIMT HE Ce pa3/iuyaBaT 3HA4YUTETHO OT TE3H, YCTAHOBEHH MPH MJIadH MALIMEHTH C
XHIIEPTOHUA.

le-i NalUEHTHU-)KECHHU C XUTICPTOHMS, MJIa3MEHUTE HUBA Ha JioCapTaH Ca A0 ABa ITbTH MMO-BUCOKH
OTKOJIKOTO IPH MalHEHTH-MBKE C XHUIIEPTOHHUA, KATO INJ1Ia3MEHHUTC HUBA HA dAKTHBHHA METa0OJIUT HE ce
pasjindyaBarT IpH MBIKECTC H X)KCHHUTC.

[Ip1 mauMeHTH ¢ Jieka 10 CPEOHO TeXKa AIKOX0J HHAYLMpaHa YepHOApoOHa LIMpo3a, MJIa3MEHUTE HHUBA
Ha JIocapTaH ¥ aKTUBHUA MY META0O0IUT Cl1e[l OPATHO MPUIOKEHUE ca OMJIM CBOTBETHO 5 M 1,7 MbTH 10-
BHCOKH OTKOJIKOTO INPH MJIaJ1 MbXe — J0OpOBOJILM (BXK. TOUKHU 4.2 1 4.4). '




[Ina3zMeHuTe KOHLEHTPALMK Ha JIoCApTaH HE Ca HAPYLUEHU NMPH MaLUUEHTH ¢ KPEATUHHUHOB KJIMPBHC Hall
10 ml/munyTa. [Ipu cpaBHeHME ¢ NalMEHTH ¢ HOpMaHAa OBOpeyYHa PYHKLMSA, MUIOLITA MO KpHBaTa
(AUC) 3a nocapraH € 0k0J10 2 MbTH MO-roJigMa Mpy NauMeHTH HA XeMoaual13a.

[11a3MeHUTE KOHLIEHTPALMH Ha aKTHBHHUS META0O/IUT HE ca MPOMEHEHH NMPHU MALMUEHTH ¢ OBOpEYHO
yBpeXIaHe WIH MPH MALUEHTH HA XeMOHAIH3a.

C xeMoamasu3a He MOxXe 11a ce OTCTpAaHH HHUTO JIOCAPTdH, HUTO aKTHBHHA METa0OJIUT.

@apMaKOKMHETHKA NpU NeAHATPUYHH MALMEHTH

dapMakOKMHETHKATa Ha JlocapTaH € 6uiia uscieasaHa npu 50 XUnepTreH3uBHHU MALMEHTH OT
neJuaTpuyHaTa rnomyJiauMs Ha Bb3pacT oT > | Mecel 10 < 16-roauMHH ciel OpajiHO MPHI0KEHHE
BeHBK Ha JeH Ha npubnuzurenHo 0,54 no 0,77 mg/kg nocapraH (CpeaHu O03H).

Pe3ynraTure noka3sar, Y€ aKTUBHUAT META0OJIUT ce 0Opa3yBa OT JlocapTaH NpH BCHYKH Bb3pacTOBH
rpynu. Pesynrarure nokas3BaT NpUOIU3UTENHO ChLUUTE (PapMAaKOKMHETHYHH ITOKa3aTeNlH 3a JIoCapTaH
CJIeZl OpaJIEH MPUEM TNPU HOBOPOJAEHHU U KbpMAyeTa, MpH Jella B MpeayYWIHIIHA 1 YYUIHIIHA Bb3pacCT, U
npy noapacrtaaily. PapMakOKMHETHYHHUTE MOKa3aTeIM 3a MeTaboJIuTa Ce pa3jd4yaBar B rojisgmMa CTeneH
MpHY pa3IMYHUTE Bb3pacTOBU rpynu. Koraro ce cpaBHABaT AeLara B Npeay4HitiliHa Bb3pacT U
MOAPACTBAIIMTE, TO TE3M PA3JIMUMS CTABAT CTATUCTUYECKH 3HAUUTEHH. EQEexTsT npu
HOBOPOJEHH/KbpMayeTa € CPAaBHUTEITHO BUCOKA.

5.3 TpeaAKNHHHYHH JaHHH 33 0€30NaCHOCT

[TpenkJIMHUYHHUTE NaHHM HE MOKAa3BaT HAKAKBB crieUuUUYEH pUCK 3a Xopa Ha Da3ara Ha
KOHBEHIIMOHAJIHUTE MpOy4YBaHUA 3a 0011a papMakosorus, reHOTOKCHYHOCT U KapLIMHOT€HEH MOTEHLIKAI.
[Tpu npoy4BaHMA 3a TOKCUYHOCT Ha MOBTAPALLUM CE€ N03H, MPUIIOKEHUETO HA JJOCApPTaH NpeaH3BHKBA
MOHWXaBaHE Ha CTOMHOCTUTE Ha YEPBEHUTE KPBBHHU TeJILIA (EPUTPOLIMTH, XEMOITIOOUH, XEMAaTOKPHT),
NoBHILIEHHE Ha ypes-N B cepyMa M B OTAEJIHH CIy4YaH NMOBUILIEHUE HA CEPYMHUA KpeaTHHHH, HaMaJlsiBaHe
Ha TErJIOTO Ha ChpLeTOo (0€3 XUCTOJOrHYHa KOopenaius) U raCTPOUMHTECTHHAJITHM POMEHH (JIE3UH Ha
JTUraBMLaTa, 13BH, €p03MH, KpbBOM3IUBH). [10100HO Ha Apyru cyOCTaHLIMH, KOUTO MPAKO BIIHAAT HA
PEHWH/aHIMOTEH3MH CUCTEMATa, 10Ka3aHo €, Y€ JlocapTaH Npeau3BUKBa HEXKENaHH peaKlUH NMPH KbCHOTO
pa3BUTHE Ha IJIOAA, KOUTO BOAAT 10 CMBPT Ha IU104a U Mal(popMaLUHu.

6. OAPMAILEBTHYHH JAHHH
6.1 CnHcbK HAa NOMOLIHHTE BelllecTBA

Anpo Ha TadneTkara.

Marsnesues creapart (E572)

[lenyno3a, Mukpokpucrtansa (E 460)

Huiuecre, npexenaTHHU3UPaHO

JlakTo3a MOHOXHIpAT

HatpueB HulLecTeH rinukonar (Tun A)

DUIMOBO NNOKPUTHE:

XunpokcunponuiuenyJosa (E463)

TwranoB nuokcua (E171)

Xenesen okcua, Kbiat (E172) (B Jlorap 100 mg ¢puamMupaHu TabIETKH)




6.2 HecbrBMeECTHMOCTH
Henpuioxumo.

6.3 Cpox Ha rogHocT

3 TOAUHH.

6.4 CneunajiHH yCJIOBHS HA CbXPaHEHHE

ToBa 1ekapCTBO HE U3UCKBA HAKAKBU CMELIMAJIHU YCJIOBHUS Ha CbXPaHEHHUE.
6.5 /laHHH 32 onakoBKaTa

JIOTAP 50 mg punmupanu TabneTku:

Ounmupanure Tabnerku ca onakoanu B 6iuctep (Al/PVC donuo), cbabpxkain 10 punmupanu
Tabnerku. KaproHeHara kytus cbabpxka 30 tabnerku (3 Oiucrepa) U TUCTOBKA ¢ MHPOpMaALIUA 32
MaLMUEHTA.

JIOTAP 100 mg dbunmupanu TabneTku:

DunmupaHure TabiieTku ca ornakosaHu B 6aucrep (Al/PVC ¢onno), ceabpxkain 15 punmupanu
tabnerku. KaproHenara kytus cbabpka 30 Tabnerku (2 6aucrepa) 4 TUCTOBKA ¢ MHGOpMaLHUA 3a
MalMeHTa.

6.6 CnneuHaJHH nNpeaAna3HH MEePKH NMPH H3XBLPJsiHe H padora

Hsma cneunanHu U3UCKBAHHUS 32 U3XBBPJISHE.
Heus3non3BaHUAT JIEKApCTBEH NPOAYKT UM OTNAaAbYHUTE MATEPUAJIM OT HEro TpsbBa J1a ce U3XBBbPJIAT B
CbOTBETCTBHE C MECTHUTE U3UCKBAHMS.

s INPUTEXATEJ HA PASPELILEHUETO 3A YIIOTPEBA

ALKALOID-INT d.o.0.,
Slandrova ulica 4,

1231 Ljubljana - Crnuce
CnoBeHus

Ten. +386 13004290
¢akc: +386 1 300 42 91
umeinn: info@alkaloid.si

8. HOMEP(A) HA PASPELIEHUETO 3A YIIOTPEBA

50 mg: Per. Ne 20100679
100 mg: Per. Ne 20100680

9. JATA HA IBPBO PABPEIIABAHE/ITIOJHOBABAHE HA PA3PEL\K




YIIOTPEBA

Jlata Ha nbpBO paspewasane: 22.10.2010
JlaTa Ha nocneaHo noaHossBaHe: 17.10.2014

10. JATA HA AKTYAJIUZUPAHE HA TEKCTA

03/2024




