KPATKA XAPAKTEPUCTHUKA HA ITPOAYKTA



1. UME HA JEKAPCTBEHHUS NPOAYKT

AORTO 175
Basomunao 160 mg/1,5 mg TabneTku ¢ H3MEHEHO 0CBODOX/1aBaHE

Valomindo 160 mg/1.5 mg modified-release tablets 6?7326” 30 -04- 2025

2 KAYECTBEH U KOJIMYECTBEH CbCTAB

Basnomunao 160 mg/1.5 mg TabneTku ¢ H3MEHEHO 0CBOOOXK/1aBaHe
Beska TaGneTka chabpika 160 mg BancaptaH (valsartan) 1,5 mg unnanamuna (indapamide).

3a MbJAHUSA CIUCHK HA MOMOIIHHTE BELLECTBA, BUKTC Touka 6.1.

3. JIEKAPCTBEHA ®OPMA
Tabnerka ¢ H3MeHEeHO 0CBOOOXK1aBaHE
Basiomunao 160 mg/1,5 mg TabieTku ¢ H3MEHEHO ocBOOOIK/1aBaHE: KPbI/H, JIBOHHOU3IIbKHAIH

nByCAOiHK TabaeTKH. EQUHUAT /oK € kad)eHHKABO-XKbJIT, MO3a€4€H, ¢ 0003HaUEeHHE VI2. Ipyrusar
cioii e 651 10 #bATo-051. Pazmepu Ha Tabnerkara: AMAMETBP npubau3uTesnHo 11 mm.

4. KJIAHUYHHU JAHHH

4.1 TepaneBTHYHH NOKA3aAHHS

BaJIOMMHIIO € MOKa3aH 3a JieYeHHe Ha €CeHLIHAIHA XHTNIEPTOHHUA KaTO 3aMEeCTHUTE/IHA Teparnus npu
Bb3PACTHH MAaLMEHTH, KOUTO Ca a/1€KBaTHO KOHTPOJIHPAaHH ¢ BaJICApPTaH U HH/1aMnaMHu/, NpHEMaHH
e/IHOBPEMEHHO, B ChlllaTa /1032 KaKTO B KOMOMHALIMATA, HO KAaTO OT/AE/]HH TaONEeTKH.

4.2 Jlo3MpOBKA H HAYHH HA NPHJIOKEHHE

Jlo3upoBKa

[IpenopbuMTeIHATa 103a € €1HA tabseTka JHEBHO OT CbOTBETHATA KOHLUEHTPALIMUA.
KomGuHaumaTa ¢ GMKCHpaHHU 1034 He € NOAXOAsLIA 33 HavajlHa TepariiA.

[Ipeau NnpoMsHa Ha JIEYCHHETO KbM BalOMHHI0. NaliMeHTUTEe TpaOBa na ObAaT KOHTPOJHMPAHH Ha
HOCTOSSHHHW 103H HA MOHOKOMITOHEHTHTE, NPHEMAHH 110 ChLIOTO BPEME. Jlo3ara Ha Banomunao TpsadBa

na ce OCHOBaBa Ha NO3UTC Ha OTAEJIHUTE KOMIMOHEHTH HA KoMOWHauusTa rno BpEME Ha cCMAHAaTA.

AKO e HeoOX0MMa NpoMsHa Ha J03aTa, T TpAOBa 1a CTaHe Ype3 HHANBHIYATHO TUTPUpPAHE Ha
OTIETHUTE MOHOKOMIOHEHTH Ha KOMOMHALIKA.

CneuMaJiHy nomnyJialuu

Cmapuecka 8b3pacm

[Ipu Xopa B cTapyecka Bb3pacT KpeaTUHUHBT B Ij1a3mara TpsaGBa J1a ce MHTEpNpeTHpa BbB BPb3Ka C
BB3PACTTA, TEMIOTO U Nona. [launeHTuTe B CTapyecka Bh3pacT Motal na ce nekysart ¢ BalloMuHIo0,
korato GbOpeuHaTa GpyHKLUMA € HOPMATHA WK MHHUMAITHO yBPEACHA.
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QYHKUHMA € HOPMANTHA WIH CaMO MHHHMATHO YBpEACHA.

UepHoOpoGHo yepescoane
BanOMHHO € POTHBONOKA3aH MPH NALKEHTH C JIEKO, yMEPEHO WK TEXKO 4epHOAPOOHO YBpEKAAHE,
GKUAMApHA LMPO3a W NPH MALKHEHTH C XO/iecTasa (8. ToukH 4.3, 4.4 1 5.2).

[lenuaTpyyHa nonynalus
BaJOMUHIO HE Ce NPEnopbyBa NPpH ACUA K IOHOLIH NOA 1 8-roauilHa Bb3pacT.
Be3zonacHOCTTa ¥ €(PHKACHOCTTA Ha BanoMHHA0 HE ca yCTAHOBEHH B TE€3H NOMYNALHH.

HauMH Ha NPUIOKEHHE

[TepopanHo NpUAOKEHHE.
BatoMUHAO MOXKE A3 Obe NPHEMaH He3aBMCHMO OT XPaHEHETO 1 TpabBa Aa ce nprema ¢ BOJa.

4.3 [IIpornBonoxa3anun

- CBpbX4YBCTBHTENHOCT KbM aKTHBHHUTE BELLECTEA, KbM Apyr# cyadoHaMuad HIH KbM HAKOE OT
NOMOLLHHUTE BELIECTBA, H3OPOEHH B TOUKA 6.1.

- Jleko, ymMepeHO HIIH TEKKO 4epHOAPOOHO YBPEXKAAHE, GunaMapHa UMpo3a, XosiecTasa Wik
uepHoapoOHa enuedanonaTus.

- BtopH 1 TpeTH TPUMECTBLP HA 6peMeHOCTTa (BXK. TOUKH 4.4 n4.6).

- EnHoBpeMeHHaTa ynoTpeda Ha pajicapTan ¢ ANMCKUPEH-ChABbPXKALH NPOAYKTH €
NPOTHBOMOKA3AHA MPH NALHEHTH CBHC 3aXapeH nuaber wnv 6pOpeyHO yBpeXKaaHe (GFR <60
mU/min/1,73 m?) (Bx. Toukn 4.5 u 5.1).

- Texka 6bOpeyHa HeROCTATHHHOCT.

- XHNOKANHEMHA.

4.4 CrenHaHH NPSAYNPeKICHHA H NPEATAIHH MEPKH npu ynorpeda

EnHoBpeMeHHaTa ynoTpeda ¢ Kaluesu N0BaBKH, KalHii-ChXPaHABALLH AWy PETHUM, 3aAMECTUTENH Hd
CONTA, CHABPMALIM KANWi, WK APYTH JIEKApCTBEHH MPORYKTH, kouTo HKXa MOIJIH A2 NOBHIIAT
HMBATA HA KANMii (XenapyH Y T.H), He ¢ NpenopnLUea. CroiiHOCTHTE Ha Kanus Tpsabsa na ce
MOHHWTOTPHUPAT CbOTBETHO.

HM3uepnBaHeTo HA KAKA H Pa3BUTHETO Ha X UMOKATTHEMHS € OCHOBHHAT PUCK NMPH THA3HAHNUTE H
THA3MA-TIOAOOHUTE AWYPETHLH. PUCKDBT OT XHTIOKATHEMNS (< 3,4 mmol/l) TpadbBa na ce NpeAOTBPATH
Npw ONpeAeaeHH PUCKOBH IPYNH KaTo Xopa B cTapyecka Bb3pacT, Xopa ¢ HEAOXPaHBAHE u/Wunu
npHeMalld MHOXKECTBO JIEKapCTBa, NALMEHTH C LMpO3a C OTOK M aCLIMT, HCXEMHYHA OonecT Ha
CHPLETO W NaLMEHTH CHC CHPACHHA HelOCTATHYHOCT. B TakHBa Clly4aH XHMNOKATHEMHATA NOBHILABA
ChpAEYHATA TOKCUYHOCT HA AMrUTATUCOBUTE npenapat ¥ pUCKa OT apUTMHI.

MMauuenTute ¢ yabmked QT HHTEpBAN CBILO €A € NOBHLLEH PHCK, HEe3aBUCHMO OT TOBa Aany
[PON3XOABT € KOHIEHHUTANEH WIH ATPOTCHEH. X ynokanuemuaTa (Kakto n 6paauvkapanara)
npeApasnonarail GakrTop 3a nossa Ha TEKKH APUTMHH, Y 10 CNELINATHO NOTCHIHATTHO daTanHuTe
Torsades de pointes.

[1o-4ecTO MOHMTOPHUPAHE Ha TIA3MEHNTE HUBA HA KAvA CC W3NCKBA NMPH BCHYKH NO-TOpe NOCOUEHH
cnyyan. [TLpBOTO ONpelensiHe Ha TUIaSMEHHTE HUBA Ha Kanua TpaGsa fa ce U3BBPLUHM MPE3 NbpBaTa
ceaMHLA CNel HauYanoTo Ha NeUEHHETO.

AKO c€ OTKPHE XHMMOKANHEMHA, € HeoBX0onInMa HeliHATa KOpPEKLHA. XHNOKaTUEMH eHa
3aeHO ¢ HUCKa CEpyYMHA KOHLUEHTPaLHA Ha MarHe3ui, Moxe Ja He CE MOBJIHA '
aKO CepyMHHUAT MarHe3ni He 6be KopurupaH.

CepyMeH HaTpHi



HarpuesusaT u/unu obemeH aepuuut Tpabea aa Obae KOPHUrupaH rnpead 3ano4BaHe Ha JICUEHHE C
BanoMHHA0.

CepymuuaT HaTpuii TpabBa fa ce onpenens Npeau 3anousaHe Ha JEYCHHETO ¢ HHAANAMK], a ciiell
TOBA Ha PEeJIOBHK MHTEPBAJIM MO BpeMe Ha JieyeHHeTo. JIOHHKEHHETO Ha HATPHEBHTE HHBA MOXKE
MbPROHAYAIHO 112 € ACHMITTOMATHYHO U 3aTOBa € HeobXxoAuMO penosHo u3cneasade. To Tpabsa na e
[10-4€CTO NPH NAUKEHTH B CTapuecKa Bb3pacT U NMPH NALUEHTH ¢ LiMpo3a (BK. To4kH 4.8 1 4.9). Besko
NeYeHHe C NHYPETHLIM MOXKE 12 NMPEIU3BUKA XHITOHATPHEMHSA, MMOHAKOra ¢ MHOTO CepPHO3HH
nocjieAHUH. XHMOHATPHEMHUS C XUITOBOJIEMHUA MOXKE Ja Ob/ie OTTOBOPHA 33 AeXHApaTalHs H
OpPTOCTATHYHA XHIIOTOHUS.

EnHoBpemenHaTa 3aryba Ha XJ0pHHM HOHM, MOXE Ja J0BEE A0 BTOPH4YHA KOMIIEHCATOPpHA
MeTaGoIMTHA aIKa1034a; YECTOTATa M CTENEHTA Ha TO3H e(eKT ca cnado H3pa3eHH.

[Tna3mMeH marHe3ui
JIoKka3aHo e, 4Ye THa3uAWTE U TEXHHUTE aHAI031, BKJIIOUHTENHO HHAAaNaMul, NOBUINABAT EKCKpeLHATA
Ha Marde3uii ¢ ypuHaTa, KOeTO MOXe [1a AoBeIe A0 XUMOMarHesueMHus (Bx.Touku 4.5 1 4.8).

CepyMeH Kaniuii

TuasuaHU U THa3UA-MOJOOHHTE JUYPETHIIM MOTAT A4 MOHUKAT YPUHHATAE EKCKPEUHS HA KAJILMH Y 1a
NPUYHHAT JIEKO K NPEXOAHO NMOBULLIEHHE HA IU1a3MEHHUTE HUBA Ha Kanuus. M3gBeHara
XUTMEPKATIL{HEMHS MOXE [1a C€ Ib/KH HA NPeALIecTBalll HEAMarHOCTHLMPAH XUNEPNnapaTHPEOUAH3IBM.

JleueHHeTo TpaOBa fa ce cnpe NMpeau Aa ce U3caeaBa QyHKLUHUATA Ha MapaTHPEOHAHATA.KIIE3A.

KpbBHa 3axap
[MpocneasraneTo HA KPbBHATA ITIIOKO3a € BAKHO NpHU AuabeTuin, ocobeHo Ha GoHa Ha

XHITOKaJTHCMHA,

[Tuko4YHa KHCEIHHA
[Ipy XMnepypUKeMUYHH MALKMEHTH, TEKYyBaHH ¢ MHAANMAMHA, MOJKE J1a € MOBHILUEHA CKIOHHOCTTA KbM

NOJArpO3HH NPHCTHIIH.

Hapyniena 6u6peuna gpyHkims

TuazuaHuTe ¥ THA3UA-NOAOOHUTE AMYPETHLM Ca HANBIHO €(PEKTUBHYU, CaMO koraTo ObLOpeuHarta
byHKUKA € HOpMATHA WIH MHHUMANTHO YRpeacHa (MJ1a3MEeHH HHBA HA KPEaTHHHUHA NOJ CTOHHOCTTA OT
25 mg/l, T.e. 220 umol/l 3a pb3pacTHn). IlpH XopaTa B cTapuecka Bb3pacT CTOHHOCTTA HA M1a3MEHHUTE
KpeaTHHHHOBW HHBA TpAOBA 1a ce UHTEepNpeTHpa, KATO C€ OTYUTAT BIIMAHHUETO HA Bb3PAcTTa, TErJIOTO
A NOJ1a HA NaLMEHTA.

BTropHuHaTa XMIOBOJIEMHA B PE3YyJITaT Ha 3arybara Ha BOAa U HATPHH, HHAYLIHpaHa OT AHYPETHKa B
Ha4YanoTO Ha JeUYEeHHETO, IPHUYUHABA ITOHWXKEHHE HA rIoMepyIHaTa ¢puntpauud. BeaencTeue Ha TOBa
MOKE /12 HACTBIH NOBHILEHWE HAa HUBATA Ha ypeATa ¥ KpeaTUHHMHA. Tazu TpaH3MTOpHA (yHKUMOHANHA
OBOpeUHa HEIOCTATHYHOCT HAMA HEXENIaHU MOCIeACTBUA NPH MALMEHTHTE ¢ HOpManHa 6BOpeyHa
GYHKIUA, HO MOXe 12 BJIOLIM ChUISCTBYBaLIa ObOpeuHa HeAOCTaTHUHOCT.

CteHo3a Ha 6pOpeuHaTa apTepus
[Ipu nauueHTH ¢ OUnarepaiHa cTeHo3a Ha ObOpeyHUTe apTepyuy HIH NpHU CTEHO32 Ha apTepUaATa Ha
eAMHCTBEH OBOpek Oe3onmacHaTa ynorpeda Ha BaAICapTaH HE € YCTAHOBEHA.

KpaTkocpouHO NMpHIOKEHHE HA BaJicapTaH Npu ABaHALECET NALMEHTH ¢ PEHOBA3aIHA XUIIEPTOHUS
BCIEICTBHE Ha €AHOCTPAHHA CTEHO3a HA ObOpeuHara apTepus HE BOAH J0 3HAYUMM NPOMEHH B
ObOpeuHaTa XeMOIMHAMHKA, CEPYMHHA KPEaTHHHH WM HUBOTO Ha ypesiTa B kpbBTa (BUN).
HeszaBucHmo o1 TOBa, APYTH JACKAPCTBA, KOMTO NOBIUABAT CHCTEMATa PEHUH-AHTHOTEH3U

cTeHo3a Ha ObOpeuHaTa aprepus, MOpaau KOETO CE MPENOpbUBa NPOCHEAABaHE Ha
$yHKLMA NPU NAUKEHTUTE, JIEKYBAHU C BAJICAPTAaH.



bnOpeyna TpaHcnaaHTauHA
Jlo TO3YM MOMEHT HAMa HaTpynaH OTUT MO OTHOLWEHKE Ha 6e3zonacHara yrnorpeda Ha BajacapTaH npH

MaLuHeHTH, [IpeKkapaJu Hackopo 6HnOpeyHa TpaHcnaaHTaums.

HHTECTUHANEH aHTHOEAEM
3a HHTECTHHAJIEH AHTHOEEM Ce ChOoOILUABa NPY MALKUEHTH, NEKYBaHH ¢ 2RHrHOTEH3HH 1] peLenTopHH

aHTArOHUCTH, BKIIOUMTENHO BancapTaH (K. Touka 4.8). Te3n nauneHTH HMaT kopemHa HoJika,
raaeHe, NoBphiiade H AHapHa. CUMIITOMHUTE OTLUYMABAT CNEA MNPEYCTaHOBABAHE HA aHTHOTEH3UH 1]
pEeLENTOPHHTE AaHTATOHUCTH. AKO C€ JHArHOCTHUHPA HHTECTHHANEH aHTHOEAEM, JIEYCHHETO C
BajicapTaH TpaOBa Ja ce NPeyCTaHOBH U J1a ce 3ano4yHe NOAXOAALLO HA0NOAEHHE A0 TBAHOTO
OTIIYMSBaHE Ha CUMITTOMMUTE.

UepHoapoOHO yBpekKIaHE
BantoMHHI0 € NPOTHROMOKA3aH MPH MaLHEHTH C JIEKO, yMEPEHO WIIH TEKKO YEPHOAPOOHO yBpEKAaHE,

OuiHapHa LUMpo3a U NP NALUEHTH ¢ XxonecTa3a (Bx. Toukd 4.2, 4.3 u 5.2).

Koraro uepHoapobHaTa QyHKLMs € yBpeaeHa, THa3HA-NoA00HHTe AUYPETHLIH MOraT 1a NPHYHHAT
yepHOAPOOHA eHLedanoNaTHs, KOATO MOXE Aa NMporpecHpa Jo YepHOApPOoOHa koMa, 0COOEHO B Cllyyaid
Ha eNeKTPOJIMTeH AncOanaHc. AKO TOBa HACTBIH, MPHIOXKEHUETO Ha AHYpeTHKa Tpabsa na ce cnpe
He3ahaBHO.

[TbpBHYEH XMNEPANAOCTEPOHHIBM
[TauveHTHTE C MBPBUYEH XHIEPANAOCTEPOHHIbM He TpabBa Aa ce IeKyBaT ¢ BaiCapTaH, ThH KaTo
TAXHATA CUCTEMA PEHHH-AHTMOTEH3HH HE € aKTHBHpaHa.

AopTHA_ M MHTpANiHa KJaMHa cTeHo3a, OOCTPYKTHBHA XHNEpTpodHUHA KapAHOMHONATHS
KaxTo npu BCHUKH APYrH Ba30AWIATATOPH € HEOOX0AMMO OCODEHO MOBHILIEHO BHHMAHHE MPH

MAaLKEHTH, CTPAAalliH OT a0PTHA WM MHTPAJIHA CTEHO3a HIH OT OOCTPYKTHBHA XHNEPTPOPH1HA
xapanomuonatus (OXKM).

bpeMeHHOCT

He TpaGa na ce 3anousa neueHue ¢ aHrioreHsuH ll-peuenroprun 6nokepu (APB) no Bpeme Ha
6pemeHHoCcT. OcBeH aKo npoab/KHTeNHaTa Tepanusa ¢ APB ce npeueHH kato kH3HeHoHeoOXxonnma,
NEYESHHUETO HA NALMEHTKH, KOUTO NaHKpaT OpeMeHHOCT, TpAOBa Aa OBbAE 3aMEHEHO C ANTEPHATHBHO
AHTHXHUIMNEPTEHINBHO JIEYEHHE C ycTaHoBeH npodun Ha 6e3onacHOCT 3a ynorpeda no BpeMe Ha
6pemenHocT. [Ipn ycraHoBsaBaHe Ha OpeMeHHOCT, iedeHneTo ¢ APb Tpabsa ne3abasHo na ce
NpeyCTAHOBH H [1a CE 3aN04YHE aNTEPHATUBHO JIEYEHKE, aKO € NOAXOAALIO (BXK. TOUKH 4.3 K 4.0).

AHaMHe3a 3a aHI'HoeaeM
AHruoeaeMm, BKIIOYBALL NOAYBAHE HA JJAPHHKCA H IOTHCA, NPHYHHABALL obcTpykuHa W/ KWK

NOAYBAHE Ha JIMLETO, YCTHUTE, (PAPHHKCA, H/UNH €3UKa, € J0KIA1BAH NPH NALUEHTH, IEKYBaHH C
BAJICAPTaH; HAKOM OT TE3H NMAUWEHTH Ca NOJy4YaBaTIH aHMHOEAEM H OT APYrH JEKapCTBEHH CPEACTRA,
BkouYHTEeNHO ACE HHXHOHTOpH.

BanomuHao TpaOBa He3abaBHO Aa Oble cNpsH NpH NAUKHEHTH, PA3BUBALUK AHTHOECAEM, H JIEHEHHETO C
BanomuHao He OMBa Aa ce Bb30OHOBABA (BXK. TOUKH 4.8).

JIBoitHO GiioKHpaHe Ha CMCTEMaTa peHHH-aHrHoTeH3HH-anaocTepod (PAAC)
Hma panHH, He enHoBpeMeHHaTa ynotpeba Ha ACE nHxuOUuTOpH, anruoreHsud ll-peuentopHu

O0KepH WK ANTKHCKUPEH MOBHILABA PUCKA OT XUITIOTOHHA, XHNEPKAJIHEMHMA H HAMaNiBaHe Ha
OnbpeuHaTa pyHKUMA (BKHOUMTENHO ocTpa ObOpeuHa HeaoctaThuHOCT). [lopaau ToBa He ce
npenopbuBa ABoiHO O1okupaHe Ha PAAC ype3 kombunupanaTa ynotpedba Ha ACE nuxnourtops,
aHruotensuH [l-peuenropiu Gnokepu wau anvckupet (Bx. Touku 4.5 4 5.1). —
AKO ce npelieHH, Ye TepanusiTa ¢ A8oitHo OnokupaHe e abcomoTHO HEObXx0aMMa, TOBA
CTaBa ¢aMoO NoJ HaOMFOJEHHETO HA CNICLIMATIUCT U NPU HECTO BHUMATEITHO MOHHTOPH
OnOpeuHaTa (yHKUHA, EIEKTPOJIMTHUTE H KPbBHOTO HANATAHE.

ACE unxubutopu U aHrvoteHsuH ll-peuentopuu 6nokepH He Tpadea Aa ce H3Non3e




P NaLHEHTH ¢ AMabeTHa HedponaTHs.

DOOTOUYYBCTBUTENTHOCT

Chnyuau Ha peakuvH Ha (POTOUYBCTBHTENHOCT €& CLOOLUEHH MPH THA3KAH H THA3WIAHH MPOU3BOAHH
nuypeTHuy (Bx. Touka 4.8). AKo N0 BpeMe Ha NEYEHHETO CE NOABAT peakLMK Ha
$OTOUYBCTBUTENHOCT, C€ APENOPHYBA NPeKPaTABAHE HA JIEHEHUETO. AKO NOBTOPHOTO MPHEMAHE HA
AHYPETHKa Ce CUETE 3a HeoOX0AMMO, C€ NPEnopbYBa H3N0KEHHTE HA CBETIMHA YacTH Aa Obaar
3AUHUTEHH OT CIBHLE MK U3KYCTBEHH UV A.

CrnopTUcTH
CrnoprucTuTe TpAOBa 1a 3HAAT, Y€ TO3H NMPOAYKT ChAbPAKA AKTHBHO BELLECTBO, KOSTO MOXKE a A0Beae
N0 NOACKUTENHA AONHUHI-NpoDa.

XopouaaneH WIHB, OCTPa MUOMKSA U BTOPHYHA 3aKPUTOBI'bJIHA IMIAYKOMA

CyndoHaMHANTE HIIH IEKApCTBATa, MPOH3BOAHH HA CyI(POHAMHIWTE, MOTAT 13 NPEAN3BUKAT
HAHOCHHKPATHUYHA peaKLMA, BOACLLA 0 XOPOHAAIEH HIWB ¢ ACPEKT Ha 3PHTENHOTO NoJe, NpexoaHa
MHOMHA H OCTPa 3aKPUTOBIb/IHA M1aykoMa. CHMOTOMHTE BK/IIOYBAT B HAYANOTO OCTPO MOHHIKEHHE HA
3PUTENIHATa OCTPOTA MK OuHa 60ska, H OOMKHOBEHO Ce NOABABAT B PAMKHTE Ha YacOBE A0 CE€AMHLH
OT HA4anoTo Ha eueHueTo. HenekyBaHaTa OCTpa 3aKpUTODBIb/IHA MAyKOMa MOXKE a foBee A0
TpahHa 3ary0a Ha 3penudero. [IopBOHaUaNHOTO NIeHEHHE € Ja €€ CNPEe Ha NPHEMA Ha IEKAPCTBOTO
Bh3MOXKHO Haii-O0bp30. HaBpeMeHHO leueHHe WU XUpYPruyHa HHTEPBEHLHA MOXKE Ja C€ HANOXKH Aa
ce OOMUCIAT, aKO BBTPEOYHOTO HanaraHe 0CcTaBa HEKOHTPOIHPaHO. PHckoBUTE GakTOpH 3a pa3BUTHE
HA OCTPa 3aKPHTOBIBb/HA [NIAYKOMAa MOFAaT [ia BKJIIOYBAT aHAMHE3a 3a aleprust KbM CYJIQOHAMHAH HIIH

[NICHHLIHJIKHH.

4.5 BianmoaeHcTBHE ¢ APYTH JIEKAPCTBEHH NPOAYKTH H APYrd QOPMH HAa B3IaHMOAEHCTBHE
Cewp3anu ¢ sarcapman

[leotmo 6roxupane na cucmemama perun-aneuomensun (PAC) ¢ APb, ACE unxubumopu wiu
ATUCKUDEN.

JJaHHY OT KJIMHWYHH MPOYUYBAHUA MOKA3BAT, Y€ ABOHHOTO OJOKHPAHE HA PEHHH AHTHOTEH3HH -
angocrepoHoBarta cHctema (PAAC) upes xomOuHupaHara ynorpeda Ha ACE nuxuburopu, APb unu
aTMCKHPEH C€ CBLP3Ba C MO-BUCOKA YECTOTA HA HEXKENAHH CHOUTHSA, KATO HANPHMEP XUINIOTOHHA,
XHUMIEpKATHEMHS M HamalABaHe Ha ObOpeunaTa ¢pyHkuma (BxNOYHTEARO OcTpa 6uOpeyna

HEJOCTATLHHOCT), B CPAaBHEHHE C yroTpebaTa caMO Ha €HO CpeACTBO, AcHcTBalo BbpXY PAAC (Bx.
TOukH 4.3,4.4 u 5.1).

Edunospemenna ynompeba ne ce npenopwvued

JTumui:

OGpaTMO NOBHILIABAHE HA CEPYMHHUTE KOHLICHTPALMK HA IMTHH H TOKCHYHOCT €& CHOOLLEHH NpPH
eAHOBpeMeHHaTa ynotpeba Ha autuii ¢ ACE unxubutopu unu aHrvotensud Il peuenropuu 61okepu,
BIJTIOYHTEHO BancaptaH. [IpenopruBa ce BHHMATENHO CACAEHE HA CEPYMHHUTE HHBA Ha JIMTHH, aKo ce
npeLeHH, Y& KOMOWHaLUUATA € Heo0XoAuMa. AKO CE NpHaara v AMyperTuK, ce Npeanosiara, 4e pucKbT
OT JIMTHEBA TOKCHYHOCT MOXKe 1a Obae JOMBIHUTENHO NOBULIEH.

Kanuti-coxpanasawu ouypemuyu, xamueeu 0obasxu, 3aMecmumenu Ha conma, CeOupicauju Karus wiy
opyzu cybcmanyuu, Koumo Ouxa Mo2au 0a nosuwam Hueama Ha KAIuU:

AKo ce mpeleHH, Ye € HeOOXOANM NlexapCTBEH NPOAYKT, KOWTO 3acara KalTMeBUTE HHMBA, J1a Obae
KOMOMHHPaH ¢ BaJACAPTaH, CE NMpEnopbyYBa CCACHE Ha IUTA3MEHUTE HUBA Ha KaJIUH. :

Eonoepemenna ynompeba, npu Koamo ce u3ucKk8a NOGUIMEHO GHUMAHUE

Hecmepouonu npomusoevinanumennu cpeocmea (HCIIBC), sxmovumenno ce.aexmueug
uRXUGUMOPU, ayemuwicaruyunoea xucenuna > 3 g/oneeno u necenexmuenu HCIIBC: \\ 22




Koraro anrnorensun ll-peuentopuure 61okepu ce npunarar egHospemenHo ¢ HCIIBC, moxe na ce

Habnioaasa orcnabaane Ha aHTHXUNepTeH3uBHUA edekr. OcBeH TOBa €AHOBPEMEHHATa ynoTpeda Ha
aHrHotensuH ll-peuentopuu 6aokepu 1 HCTIBC moxe aa nosene 1o NOBHIIEH PHCK OT BAOLLABAHE

Ha ObOpeuHaTa GyHKUHMA ¥ NOBHLLIABAHE HA CEPYMHHs KanuH. [lopagn ToBa ce npenopbyBa
npociendsane Ha O6bOpeuHaTa PyHKUHS B HAHAIOTO HA JIEYEHHETO, KAKTO M AIeKBATHA XHUpaTaLiis Ha
nauHeHTa.

Tpancnopmuu monexynu:

In vitro naHHY NoKasear, 4e BaJIcapTaH € cyOcTpar Ha TPaHCHOPTHHTE MONEKYIIH 3a YEPHOAPOOHO
zaxpawane OATPIB1/OATP1B3 u uepHoapobHusa ednykceH TpaHcnoprep MRP2. Knunnynara
3HAYHMOCT Ha HAXOJKaTa € Hen3BecTHa. EAHOBpeMEeHHHAT NpUeM Ha HHXHOHUTOPH Ha YEepHOAPOOHOTO
3axBaliaHe (Hanp. pudaMnuy, UHKIOCNIOPHH) HITH HA e(IYKCEH TPAHCNOPTEP (HAanp. pHTOHABHP)
MOXe Ja NMOBHLUK CHCTEMHATa €KCNo3KuUMaA Ha Banicaptad. Tpsabsa na ce npeanpueMar noaxoasH
MEPKH NPH 3aNOYBaHETO WIH NPUKIITIOYBAHETO HA €1HOBPEMEHHOTO JIEYEHHE ¢ NOAO0OHH NeKapeTaa.

Apyeu:
[Ipyu npoyuBaHKWsA 3a NEKApCTBEHO B3aHMOAEHCTBHE C BaNICAPTaH He Ca YCTAHOBEHH KIHHHYHO

3HAUYMMH B3aHUMOAEHCTBHA C BANCAPTaH WNH HAKOE OT CJICAHUTE BELLECTBA: LIMMETUAWH, Bap(apHH,
bypo3eMua, AUrOKCHH, aTEHOM0, MHAOMETALIMH, XHAPOXJIOPOTHA3H, AMAOAMITHH, TMHOCHKIIAMHA.

Cevp3anu c unoanamuo

Kombunayuu, xoumo ne ce npenopvyeam

Jumuu:

ConbTeTBalaTa ynorpeda Ha JIHTHH MOXe 1a JOBEIE A0 NMOBHLLUABAHE Ha NNA3MEHHTE MYy HHBA C
NPH3HaLKM HA NpPeAO3HpaHe, KAaKTO NpH O€3coHA NHETA (PEAYKLIMA Ha EKCKPELIMATA Ha JINTHA C
ypHHaTta). Ako obaue ynorpebarta Ha JHYpEeTHLM € HeoDX0AUMa, C€ U3UCKBAT CTPOro MOHUTOPHPAHE
Ha MJ1a3MeHHTEe HUBA HA JIMTUA M KOPEKLIKMA Ha A03aTa My.

Kombunayuu, npu koumo ce 3uckgam OONbIHUMEIHU MEPKU npu ynompeba

Jexapcmea, unoyyupawu torsades de pointes.

- knac la aHTHapUTMHUYHH cpencTBa (XHHHIWH, XHIPOXUHHANWH, AX30NHPaMHI);

- knac 1! aHrHapUTMHYHH cpeacTBa (aMHOAAPOH, COTANON, AOGETHANA H HOYTHINL,
GpeTrnnym);

- HAKOH AaHTHNCHXOTHYHHU CpeAcTBa: GPEHOTHA3HHH (XJIOpNPOMa3nH, UHAMEMAa3HH,
NEeBOMENPOMAa3HH, THOPHAA3MH, TPA(AYONepasHH),

- OeH3aMHAH (aMHCYNNPHA, CYNNHPHA, CYNTOINPUI, THATIPHA),

- OyTupodeHOHH (Aponepraoa, Xanonepuaon);

- APYrY aHTHNCHXOTHYHH CPEACTBA (HANp. NMMO3HUA);

- ApYry BelllecTBa: Oenpuann, uu3anpua, AMpeMaHul, HHTPABEHO3EH EPUTPOMMLIMH,
Xan0(paHTPUH, MU30JIACTHH, NEHTAMUINH, cnapgIOKCAUHH, MOKCU(IOKCALIMH, HHTPABEHO3€EH
BUHKAMHH.

[ToBHLIEH PUCK OT MOABA HA KAMEPHH aPUTMHH, 110 CNIELIHANHO forsades de pointes (XUNOKAIIMEMUATA

e pcKoB ¢akTop). Jla ce cieau 3a nosBa Ha XMMNOKATHEMHUA U 1a CE KOPUTHPa, aKo € HeoOXoauMmo,

ripeau 3anoypaHe Ha KoMOxHHauuaTa. [Ipenopbusa ce KTHHWYHO NPOC/IEIIBaHE, KAKTO H

npocacaaBaHe Ha nnasMeHuTe enekTponuT M EKD. [la ce nanon3sar sewecTsa, KOMTO HIMAT

HEJOCTaTHhKa Ja NMPOBOKHpAT NOABATA Ha torsades de pointes B yCIOBUATA HA XMITOKATTHEMHMSL.

CEACKMUBHU UHXUOUMOPU, BUCOKU 003U AYeMUACAIUYUA0BA KUCERUHA (> 3 g/0en).

B1b3M0OXXHO MOHHKEHHUE HA AHTHXUNEPTEH3NBHUA edeKT Ha HHAanaMua. Puck ot octpa
HEZOCTaTHLYHOCT NPH AEXKHAPATHPAHU NAUUEHTH (TOHHXKEHUE HA rIoMepyaHaTa GuaTp !_m;_i A
[TauneHTsT TpAOBA Na € nOOpe xuaparupaH U Ja ce MOHUTOpHpa OBOpeunaTa pyHKUNA OT
Ha ne4yeHHeTo. |




Huxubumopu na anzuomenzun-kongepmupawyus enzuv (ACE):

Koraro ce 3anousa nedyenue ¢ ACE unxuburop, npH HaJliMuue HA HATPHEB JePULMT (CneLHaiHo NMpH

NaLKEHTH CbC CTEHO3a HAa OBOpeuHaTa apTepya), UMa PHCK OT BHE3AMHA NOABA HA XHMOTOHHSA W/ WM

octpa ObOpeuHa HeaOCTATHUHOCT.

[Ipu xunepToHKUA, KOraTo MPEeAXOAAAOTO AHYPETHUHO JEYEHHE MOXKeE a 10BeAE N0 HATPHER

AedHUHT, € HEOOXOAUMO:

- WM Jia Ce Cnpe AMYPETUKDBT 3 IHM NpeaH 3anouBaHe Ha neveHue ¢ ACE nuxubuTopa v na ce
3aN0YHE OTHOBO KATHif-HECHXPAHABALUMSA ANYPETHK, aKO € HeoOX0aUMO,

- WM [a Ce 3almoYHe ¢ HUCKa HauaiHa A03a 0T ACE-HHXHOUMTOp W T4 MOCTERNEHHO Aa ce
[NOBHILIABA.

[1pu 3acTOHA ChpACUHA HEJOCTATHYHOCT TPAOBa fa ce 3anoyHe ¢ MHoro Hucka aosa ACE
HHXHOUTOP, MO Bb3MOXKHOCT CJIEJ MOHWKABAHE HA 1103aTa HAa CBMBTCTBALUHNA KalHH-HECbXPpaHIBaLl

OWYPETHK.

[Ipyu BcHukH ciyuaun TpsadBa aa ce npocneassa ObOpeuHarta pyHKUWA (KpeaTHHHH B 1171a3MaTa) npes
MbpPBHTE CEAMHLH OT nedeHUeTo ¢ ACE uHxuburop.

Hpyzu eeugecmea, npuwunasawyu xunoxaruemusa: aMpoTepuumH B (1.v. npuioxeHHe), roKo- K
MHHEPAIKOPTHKOHAH {CUCTEMHO NPHIIOKEHHE), TETPAKO3AKTHA, CTUMYJHPALILH NAKCATHBH.

[ToBHKilEH pUCK OT XHNokanuemusa (aauTuseH edekr). [IpocnensBaHe Ha MIa3MeHUTE KATHEBUTE HUBA

M KOpekiiua, ako e Heobxonuma. Ocobeno sHUMaHKe € HeOOXOAHMO B CJIy4aH Ha ChITbTCTBALLO
neyeHue ¢ aururanuc. Tpabea aa ¢ H3NON3BAT HECTUMYJTHPALIY TAKCATHBH.

baxnogpen:

[ToBullIEH AHTUXHUNEPTEH3UBEH €(EKT.

[launeHTHLT TpAOBa Na € nodpe XUapaTHpaH K Aa ce MOHHTOpHpa ObOpeuHaTa gyHKLMSA OT HaYan0TO
HA JIEYEHHETO.

Lucumanucoeu npenapamu.
XunokanveMusaTa WHIH XHNOMArHE3MEMHUATA NMpeaApa3nonaraT KbM JHFHTAJMCOBA TOKCHUYHOCT.
[Ipenopbura ce Aa ce npocieassa naasMeHus kanuii, maruesuit n EKI u, axo e Heobxonumo,

JleYeHHeTo 1a Obae KOPHIrHpaHO.

Kombunguuu, usuckequyu cneyuqIng HUMAHUE

Anronypunon
EnHOBPEMEHHOTO JISHEHHE C HHAANMAMHA MOJXKE J1a YBEIHYH YE€CTOTAaTa HAa peakLUHHUTE Ha
CBPBbXHYBCTBHTEAHOCT KbM AJIONYPHHO.

Kombunayuu, xoumo mpsbea da ce umam npeoguo

Kanuii-cvxpanssawyu ouypemuyu (QMuropuo, CNUpPOHOAAKMOH, MPUAMMEDEH).
HokaTto Te3n koMOHHAUMK Ca NONIE3HU NPH HAKOH MAUMEHTH, XHITOKATTHEMUS HITH XHITCPKATHEMHS

(ocobeno npu nauueHTH ¢ OBOPEUHA HEZOCTATBYHOCT WM AXA0ET) MOKe A ce NOABH BBIIPEKH TOBA.

[lnasmenuTe kanuesd HuBa W EKI™ Tpa0ea aa ce npocieasasar v aa ce npepasriena 1e4eHHETO, aKo €
He0OXO0AUMO.

Memdpopmun:

[loBuueH e PHCKA OT NOABA HA JIAKTaTHaA auHa03a, HHAYLUHPpaHa OT ME-’T(IJOPMHH, AbJDKalla € "'_"""'H..._

KpeaTuHuHa npesuiwuasar 15 mg/l (135 pmol/l) npu muxke U 12 mg/l (I 10 pmol/l) npu )’;e@?{i ,;_;_‘m& X
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Ha doHa Ha anexuapaTtauus, NpMYHHEHa OT JUYPETHLIM, CHILECTBYBA NOBHILEH PUCK OT HACTHIIBAHETO
Ha ocTpa OBOpeyuHa HEJOCTATbYHOCT, OCOOEHO KOraTo €€ HW3MOJ3BaT BHCOKH 103H HOA-ChABPXKALIH

KOHTPaCTHH BELLECTBA.
Tpabea aa ce U3BbPLIK peXUApaTaLHA NPEAH Aa e Npuaarat HoA-CbABbPXKALH CHEJUHEHUS.

Hmvunpavun-nooobru anmuoenpecanmu, Heeporenmuyu.
[ToBHLUEH PUCK OT yBelHYABAHE HA AHTUXMUMEPTEH3UBHHS €(PEKT H NOABA HA OPTOCTATHYHA
XUNOTOHHUR (aAUTHBEH €(EKT).

Kanyuir (conu).
Puck oT xMnepxanipeMus nopaay NOHHXEHOTO EIMMHHHPAHE HAa KAILMWKA ¢ ypUHaTa.

Luxnocnopun, maxpoaumyc:
PHCK OT MOBHILABAHE HA KPEaTHHHHA Oe3 MpOoMAHA B HUBATa Ha LWKJIOCNIOPHH B KPbBOOOPaLIEHHETO,
AOPH KOraTo HAMa W34eprBaHe Ha BOAA/HATPHH.

Kopmuxocmepouodu, mempaxo3akxmuod (CUCIEMHO RPUAONCEHUE):
Hamanen antuxunepreHsuBex edekT (3aapbkKa Ha Boaa/HaTpUH ropaaH eeKTHTE Ha
KOPTHKOCTEPOUAHUTE).

4.6 QepTHARTET, OPEMERHOCT H KBpMEHE

bpemennocm

Ynorpebara Ha aHrnoteH3uH Il-peuentopuu 0noxepu (APb) He ce nmpenopbuBa No BpeMe Ha NbpBUA
TpHMecThp Ha OpemeHHocTTa (BXK. To4ka 4.4). Ynorpebara Ha APb € npoTuBonokasana no BpeMe Ha
BTOPHS U TPETHA TPHMECTHP OT OpeMEHHOCTTA (BXK. ToukH 4.3 H 4.4).

EnuaemMHONOrHYHHTE JaHHHM 33 PUCKA OT TepaToreHHOCT cnel ekcno3vuus Ha ACE nHxubHuToph no
BpEME Ha NbPBUS TPHMECTHP OT OpeMeHHOCTTa He BOAAT A0 3aKIIOYCHHA; BCE Nak, ¢nabo
NOBHILIABAHE HA PUCKA He MOXKE Ja € M3KIo4YM. Bbnpeky, ye HAMa JaHHH OT KOHTPOJIHpaHH
ENHIEMHONIONHUYHH MPOYYBaHM 32 pyucka npu aHrvotensnH ll-peuentopHure Oaokepu (APb),
nopo0eH PUCK MOXe /1a ChLLIECTBYBA 3a TO3H Kiac JekapcTea. OCBEH ako NpOABL/KABAHETO Ha
neyeHueTo ¢ APB ce cMeTHe 3a :xH3HEHOHEOOX0MMO, NALIMEHTHTE, KOHWTO IUIAHWPAT OPEMEHHOCT
TpaGBa Na NPEMUHAT Ha AITEPHATHBHO AHTHXHIIEPTEH3UBHO JICUEHHUE, KOETO HMA YCTAHOBEH MPOQHN
Ha 6e30nacHOCT NpHU OPEMEHHOCT. AKO ce yCTaHOBH OpeMeHHOCT, neyeHHueTo ¢ APb Tpabsa na ce
npexpaTy He3abaBHO H, KO € YMECTHO, [1a C€ 3arnouHe alrepHaTHBHA TEparHA.

Excno3numaTa npu tepanug ¢ APb no Bpeme Ha BTOpHA 1 TPETHA TPUMECTBD MOXKE Aa J0BEaE 1O
deroTokcHuHocT (oTcnabeaHe Ha ObOpeuHaTa yHKUMA, OTUTOXHAPAaMHHOH, 3aDaBeHa OCH(HKALHA
Ha yepena) ¥ HeOHATAIHA TOKCMYHOCT (6bOpeuHa HeJOCTATbYHOCT, XHITOTOHHS, XHITEPKATTHEMHUS ), BXK.
Touka 5.3 , JlpeaknuHuuHu nanHy 3a 6e30nacHOCT .

B cnyuait ue uma ekcnosuuns Ha APb npe3 Bropus TpuMecTbp Ha OpeMeHHOCTTA, Ce NpenopbyBa
npoBepka Ha ObOpeuHara pyHKUMA K Yepena Ha 11042 Ype3 yATpa3ByK.

HogeopoaeHHu, umiito Maiiku ca npuemanu APDB, Tpa6sa sHumarento ga 6vaar wabnogasanu 3a
XHNOTOHHUA (BXK. TOUKkH 4.3 u 4.4).

JIunceaT WK HMa OrpaHU4eHK JaHHH (3a u3xoaa npu no-mManko ot 300 cayyas va SpemMeHHOCT) 3a
ynoTpebara Ha HHAanaMuj npy 6peMeHKy Kedd. [IpoabkyTeNIHaTa €KCNO3HUMA Ha THA3SHAH Npes3
TPETHS TPUMECTBP OT OPeMEHOCTTa MOXKe /12 HaMai 00emMa Ha Nla3MaTa B MaHYHHHA OPraHH3IbM,

KaKTO M YTEPOILIALEHTAPHOTO KpbOooOpbileHHe, KOETO MOXKE 1a MPHYHMHH H PEeTOMIALEHT

ucxemus u 3abassiHe B pacTexa. /&) ;,g&dnll’
/'5{'/ ﬂf“ﬂ,




Kvpuene

Banomunao He Tpabea aa ce npuiara rno BpeMe Ha KbpMeHe.

[Mopanu nuncara Ha AaHHKH OTHOCHO ynoTpebara Ha BaicapTaH Mo BpeMe Ha KbpMEHE, MPHEMBT Ha
BA/ICAPTAH HE CE MPENopbYBa, a Ce NPeANO4HTa aITEPHATUBHO JIEYEHHE C NO-A00pe yCTaHOBEH
npodun Ha 6€30MacHOCT NO BPEME Ha KbPMEHE, OCODEHO NPpH KbPMEHE HA HOBOPOACHO HJIH
HeaoHOCeHOo Debe.

Uma HezocTaTbuHa WHGPOPMALHS 33 EKCKPELMATA Ha MHAanaMu/MeTabonHTHTE MY B KbpMmara. Morat
1a Ce MOABAT CBPbXYYBCTBUTENHOCT KbM CYA(POHAMHAHUTE MPOH3BOAHH H XHUnokanvemus. He moxe
Aa ce H3KIIOYH PHCK 32 HOBOPOACHHTE/KbpMAY€eTaTa.

UnpanaMu/ € TACHO CBBP3aH C THA3UAHUTE AWYPETULH, KOUTO 110 BpEME Ha KbPMEHE CE€ aCOLIMMPAT C
HamalgBaHE WH JOPH MPEyCTAHOBABAHE HA KbPMEHETO.

Depmuiumem

BancapraHn Hama HeskenaHu eeKTH BbpXy pPENpOAYKTHBHATA CNICCODHOCT Ha MBIKKH M JKEHCKH
ILXOBE MpH NpUeM Ha nepopandy ao3u no 200 mg/kg/aen. Tasn go3a € 6 NbTH MaKCMManHaTa
MpenopbYHTENHA 1032 MPH XOpa, onpeaencHa Ha 6aza mg/m? (M3UMCIEHHETO € 3a NepopaiHa 103a Of
320 mg/nex u 60-xunorpaMoB NalUMEHT).

[TpoyuBanusTa 3a penpoAyKTHBHA TOKCHYHOCT He MOKa3BaT e(peKT BbpXY PEepPTHINTETA MPH MBIKKH H
JKEHCKH TLTBXO0BE (BK. Touka 5.3). He ce ouakpaT edekTH BbpXy QEpPTHIHTETA NPH XOPpa.

4.7 Edextn BbpXy cnoco0HOCTTA 32 modpHpane H padoTa ¢ MAIIHHA

Bajicapran/vHaanamMua Moxke 1a NPeAH3BHKA Pa3jiMiHH PEAKLIHH BbB BPb3Ka ¢ MOHWKABAHETO HA
KPBHBHOTO HANATAHE NMPH HHAUBHUAYIAHH Cly4aH, ocoDeHO B HAYAOTO Ha neyeHueTo. Tpadea na ce
uma npeaeH, Ye npu wodupaHe H pabota ¢ MaLLHHHA € Bb3MOXKHO MOHIAKOra Aa HacTbNAT 3aMasHOCT

HJIH YMOPpa.
4.8 HexelaHH JJeKAPCTBEHH peakHH

- Muoro yectu (2 1/10)

- Yectu (= 1/100 no < 1/10)

- Heuectn (= 1/1 000 no < 1/100)

. Penxu (= 1/10 000 no < 1/1 000)

- Muoro peaku (< 1/10 000)

- C HeH3BeCTHA 4eCTOTA (OT HATMUHHUTE RAHHW He MOXKe a ObJe HanpaBeHa OLEeHKa)

O6061ueHHE HA Npoduaa Ha 6€30MacHOCT
B xoHTpONIMpaHU KNHHHYHH NPOYYMBAHUA NPU BH3PACTHH MALIMEHTH C XMINEPTOHHA O0LIATa YECTOTA HA

Hexenanu peakuun (HJ1P) e cpaBHKHMa ¢ Tasy npu mauebo U € B ChIilacHe C (PapMaKoJIOrHUHHA
npogun Ha BancapraHd. Yecrorara na HJIP ne e cBbp3aHa ¢ Ao3aTa Hin npoAb/DKUTE/IHOCTTA Ha
ne4yeHHeTo, a ChLIO TaKa He MoKa3Ba BPb3Ka ¢ MoJa, Bb3pacTra uiaH pacara. HJIP, ocHoBaHH Ha
KIMHHYHH NPOYUYBAHUS, MNOCT-MAPKETHHIOB ONUT U Nab0OpaTOPHH PE3YATATH Ca H3OPOEHH NO-A0TY
CBIJIACHO CHCTEMO-OPraHHaTa KnacHHuKaLHs.

Hali-uecTo ¢boOlIaBAHUTE HEKEIEHHU PEAKLIMH [TPH JICYCHHE ¢ HHAANaMH Ca XHITOKAJTHEMMH,
PeaKLKMH Ha CBPbXHYBCTBHTENIHOCT, [NIABHO IEPMATONIOHYHH, IPH JIULIA, IPEAPA3IIONOKEHH KbM.
aieprivHy ¥ aCTMaTUYHU peakuMH U MakyionanyiaapHy oopusH. ['onsiMa 4acT oT Hexena
peaKkLHH, OTHACALIM C€ A0 KIMHUYHUTE WK NabopaTOpHUTE NapaMeTpH, ¢a 3aBUCHITH /lﬁ@h’f"
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Tab,uuHO NpeaCTABAHE HA HEXEAAHHUTE PEAKIIHH




[Tpu BCAKO rpynHpaHe B 3aBUCHMOCT OT YECTOTATA HEXKENAaHHUTE JIEKAPCTBEHH PeakLy ¢e U30posBaT B
HM3XOAALL Pel MO OTHOLUEHUE HA TAXHATA CEPHO3HOCT.

MedDRA cueTeMo- Hexenann peakuus BaacaptaH Huazanamun
OpraHHH KAACoBe
Hapywenus na kppema | ArpaHysaoLurosa — MHoOro peakm
u aumpnama cucmema | AnnacTuyHa aHeMusa — MHoro peaku
XEMOJIHTHYHA aHEMHS - | MHoOro peaku
JIeBKONEHMA — MHoro penku
C HeusBecTHA
TpombGouHTonexus MHoro peaky
yecToTa
[ToHMxKeH XxeMOornoOHH, MOHHKEH C "eu3BecTHa
XEMATOKDPHT, HEYTPOMEHHA yecToTa ]
Hapywenun na CBpBXUYYBCTBUTENHOCT, BKIOYHTENHO | C HEeH3BeCTHA
UMYyHHamMa cucmema cepymMHa Honect YecToTa ]
Hapywenua na XUnepKaJuuemMns - MHoro peaxu
memabonuiMa u Xunokanuemus (Bxk. Touka 4.4) - YecTu
MPARENEMO XHnoHaTpueMus (BxK. Touka 4.4) C HeussecTHa HeuecTu
yecToTa
XHNOXJ1I0pEMHS — Peku
XUNOMArHE3HEM U - Penku
.. C "HeusBecTHa
[loruwueH cepyMeH Kanuu -
4eCTOTA
Hapywenua na CBeToBbpTEX C Heu3BecTHA Penxn
HepeHama cucmema 4YeCcToTa
I'nasobonue - Penku
IlapecTe3uns - Penku
C HeH3BecTHA
CuHkon -
4yecToTa
Hapywenus na ouume Muonartus - C Heun3BecTHA
4eCTOTa
3aMBIIIEHO 3PEHUE - C Heu3BecTHa
4YEeCTOTA
3pUTENHA HApPYLUEHHS - C HenssecTHa
4yecToTa
OcTpa 3aKpUTOBLIMB/AHA FayKoma - C Heun3BecTHA
YECTOTA
XOpoHaaneH H3JIUB - C Heu3BeCTHA
4YECTOTa
Cypoeunu napywenus | Apurmus - MHoro peaku
Torsade de pointes (noTeHUHANTHO C HeusBecTHa
(daTanHH) (BX. ToukH 4.4 1 4.5) ] YEeCTOTa
Cvoosu napyuwienus XUMOTOHUA - Muoro peaku
C HeusBecTHA
Backynur -
4ECTOTA
Pecnupamopru, 2pvoHu
U MEOUACMUHATHU Kauuiuna Heuectu -
_Hapyuienua
Cmomawno-upeshu [loBpbiuaxe - Heuectu
HAapYWenus ["agene - T~k
Janex - —lop -
CyxoTa B ycTrara - /_ AR TN
[Mankpeatur - [ | Mpobb permr |\ < .
KopeMHa 6onka Heuectn lili R T, ) ""'”
\ e l-}'::;:.':"
SNG T




HUHTEecTHHANEH aHrHOoeneM

MHoro peaku

Xenamo-bunuapru

[ToBHUlLIEHHE HA NMOKA3aATENHTE 34

C HEeU3BeCTHA

Hapyuenus yepHoaApoOHa (QyHKLMA, BKIIOUHTEIHO 4ecTOTA -
NOBHUIABAHE Ha CEPYMHUs OHNHPYOHH
AOGHOpMHA 4epHOAPOOHA PYHKLIHS - MHoro peaku
BepostHocT 32 noABa Ha YepHOApPOOHa
eHledanonaTUa npu U3BECTHA C HeusBeCTHa
yepHOApOOHA HEAOCTATBHHOCT (BXK. ) 4eCcTOoTa
TOUKU 4.3 U 4.4)
C Heu3BecTHa
XenaTuT - 4eCTOTa
Hapywuenua na Peakuuu Ha CBPpbXHYBCTBHTEIHOCT - HecTu
Koxcama u Makynonamyno3H4 oOpHBH - Hectu
nookoxcrhama mexkan | [lypnypa - HeuectH
C HeuspecTHa | MHoro peaku
AHTHOEOEM
YyecToTa
_Yprukapus - MHoro pesku
TokcHyHa enHaepMaiHa HEKPOAn3a - MHoro peakH

CuHapom Ha Stevens-Johnson

MHoOro peaku

Bb3MOKHO BAOLLIABAHE HA H3BECTEH
OCTBbP AUCEMHUHHPAH NYITYC
EPUTEMATO3YC

C Heu3BeCTHA
YecToTa

Peakuun Ha dpoToceHCHOUNH3AUHA (BXK.

C HeH3BecTHA

TouKa 4.4) 4eCTOTa
C Heu3pecTHa

Bynoizen nepmarur, 0b6pus, cbpbex ecTOTA -
Hapywenus na
MYCKYIHO-CKelemuama C HeMIReCTHA
cucmema u Muairus HecTOTa -
CvreounumenHama
MBKAH
Hapywenun na b1rOpeuHa HeJoCcTaTBYHOCT C HeuasecTHa MHoro peaku
Ovopeyume u 4yecToTa
RUKOYHUME NbIMulya C HenzBecTHa

[loBiluaBaHe HA CEPYMHHS KPEATHHHH -

4yecToTa

Hapywienun na
gb3npouzsooumeanama | EpexriunHa nHChYHKUNA - HeuecTtn
cucmema u 2vpoama
Obuyu napyutenu u
ehbexmu na MCcmMomo YmMmopa HeuecTn Penky
HaQ NPU0JNCenUe
Hzcneoeanun EKI" yavmken QT-uurepBan (Bix. C Heu3BeCTHa

TOYKH 4.4 1 4.5) 4eCTOTA
[loBHiIEHH HHBA HA KPbLBHA 3aKap (BX. C HeussecTHa
TOukKa 4.4) 4yecToTa
[loBHLIEHH HHBA HA NHKOYHA KHCEJIMHA C Heu3BeCTHa
B KpbBTa (BK. Touka 4.4) eCTOTA

[ToBHueHH HHBA HA YepHOAPOOHHU
€H3HMH

C Heu3BeCTHA

OnuycaHuve Ha onpeaceHy HEXKETaHH pCAKUWK

[To sBpeme Ha npoyusaHusita daza Il u I11, cpasHaBamM nHaanamMua 1,5 mgu 2,5mg, a

[U1a3MEeHHUE KAJTHH Ca NOKa3aiu 10303aBHCHM ecbex*r OT HHAaMmaMHK .

HUuaanamua 1,5 mg: nnasMed kanmii <3,4 mmol/l e Habmoaasan npu 10% ot ﬂaulﬁl{TH'I-‘B u 5

=

<3,2 mmol/l npu 4% ot naunenture cnen 4 1o 6 ceamuum ieueHue. Crnen 12 ceﬂmmuo

. AR

o 12 4

.....



NIEYEHHE, CPEAHOTO NOHUKEHHE HA NNa3MeHusa Kanui € 6uno 0,23 mmol/l.

- Huaanamua 2,5 mg: nnasmed kanui <3,4 mmol/l e nabnrogasan npu 25% ot nauneHTUTe U
<3,2 mmol/l npu 10% ot nauunenTuTe caea 4 ao 6 ceamuuu nevenue. Cnen 12 ceaMHUHO
NeueHue, CPeAHOTO NOHMKEHUE HA Mnia3MeHua Kaaui € 6uno 0,41 mmol/l.

CbobliaBaHe HA NOAOIUPAHN HEKENAHH PEaKUHH
Cbo011aBaHeTo Ha NOJ03HPaHU HEXENaHU PEeaKLUWH CleA pa3peliaBaHe 3a yrnotpeda Ha 1eKapCTBEHHS

NPoAYyKT € BakHO. ToBa Mo3soNdBa A2 NPOALIKK HabIOACHHETO Ha CHOTHOLLEHHETO M0J13a/PHCK 3a
nekapcTBeHus npoaykT. OT MEIUUMHCKHUTE CIISLHANHCTH CE M3NCKBA 1a ChoOLAaBaT BCiKa
MoJ03HPaHa HEXENAaHA peakuys ypes

HM3nbaHuTenHa areHumMA no eKapcTreara

yn. ,.JlamaH ['pyes” Ne 8

1303 Codus

Ten.: +359 2 890 3417

yeGcalT: www.bda.bg

4.9 llpeno3upasne

CuMNTOMH

Cevpianu ¢ sancapman

[lpeno3npaHeTo ¢ BajicapTaH MOXKE Ja NPHYMHH W3Pa3eHa XUTIOTOHHA, KOATO MOXE Ja JOBEE 10
NOHUXKABAHE Ha ACHOTATa HA Chb3HAHHETO, LUHPKYNATOPEH KOMNAarc HW/WiK WOK.

Cewpsanu ¢ unoanamud

3a HHIaNaMK € YCTAaHOBEHO, e He € TOKCHUYeH B 1o3a 0 40 mg, T.e. 27 NbTH NO-BHCOKA OT
TepaneBTHYHATA 1034,

[Ipu3nauKTe Ha OCTPa WHTOKCUKALIMA e u3pa3aBsaT noj gopmMaTta Ha BOAHO-ENEKTPOIMTEH AvcbanaHe
(XMnoHaTpueMHsi, XHIOKATHEMHSA ), KOUTO ¢& MaHuGecTUpaT ¢ rajeHe, NOBPbIIAHE, XHNOTOHHUA,
MbPUYOBE, BEPTHIO, 3aMAgHOCT, OOBPKAHOCT, NOAHYPHA HIIH ONUTYPHSA OO CTENEH Ha aHypHs (nopanH
XHUMOBONEMHSL ).

JleueHue

Cﬂ'bp.?ﬂﬂ i C eaircapman

TepaneBTHYHKTE MEPKH 38BHCAT OT BPEMETO Ha MPHEM HA NEKAPCTBOTO H BHJA H TEXKECTTa Ha
cuMnToMUTE. OT MbPBOCTENEHHA BAXHOCT € cTabunn3npaHeTo Ha UHPKYNaTOPHHUA CTaTycC.

B ciyuyaii Ha XHNOTOHMA NauMEHTHLT TPAOBa Aa Oble NOCTaBeH B NErHasno NojaoKeHHe H 6bp30 aa ce
npeanpUeMe 3aMecTBaHe ¢ 06eM03aMecTBalllM H COJEBH Pa3TBOPH.

Manko BepoATHO € BajicapTaH Aa ObJe OTCTPaHeH 4Ype3 XeMOIHUallu3a,

Cevpianu ¢ unoanamuo
HauanHute Mepku BKIOUBAT OBbP30 ENTUMHHRPAHE HA MOMBJIHATOTO BELECTBO(A) Upe3 cTOMAaLlHa

[IpOMHBKA H/Unu NPHJIOXKCHUC HA AKTHBEH BBIVICH, NNOCJIACABAHO OT Bb3CTAHOBABAHC HA
BDI[HOTDI’EHGKTPOIIHTHOTO PAaBHCOBECCHE JO HOPpMaA B CNICLUUATTIHIUPDAHO 3aBCACHHC,

5. ©GAPMAKOJJOI'HYHH CBOMCTBA

5.1 apmakoJHHAMHYHH CBOHCTBA IS
fF! Eg T, 2D
dapmakoTepaneBTHYHa Fpyna: anrHotensuu I peuenropuu Gnokepu (APB), koMGHHALGY,) | #777 »
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anrvotensun I peuentopun 6nokepu (APB) n anypernun, ATC xoa: CO9DAO3.

Barcapman

MexaHH3IBM HA AEHUCTBUE

Bancaprax e nepopaiiHo aktuBeH, MolleH U cnelindudeH aHrHoTeHsuH Il (AT II) anraronuct. Ton
NeHCTBa CENEeKTHBHO BbpXY AT peuenTopHUA NOATUN, KOWTO € OTTOBOPEH 3a NO3HATHTE ACHCTBHSA

Ha aHruorensud Il. [MosuiieHHTe Nna3Medu HUBA HA aHrHOTEH3MH (] B peaynTar Ha AT
peuenTopHaTa 610Kaa ¢ BaNcapTaH MOrar Aa cTuMysiupat HebokupannTte AT2 peuenTtopH, KoeTo
W3IrJIeXKaa NPoTHBOJeHCTRA Ha edexTa Ha AT] peuenTtopa. BancapraH He mpoABABa HHKAKBA YaCTHYHA
aroHucTHUHa akTHBHOCT KbM AT1 peuentopa v uMa 3nauntenHo (oxoao 20 000 nbTH) no-ronaM
abunuTer kbM AT peuenTopa, oTkonkoTo KbM AT2 peuenTopa. BancapraH He ce CBbp3Ba U HE
OJIOKMpa peLenTopH Ha APyrd XOPMOHH MJIH HOHHH KaHaJIH, 32 KOHTO € H3BECTHO, Y€ Ca BAXKHH B
CBhpAEYHOCHAOBATA peryjlauns.

PapMaKOIHHAMUYHH €DEKTH

Bancapran He uuxnbupa ACE (u3BecTeH U kaT0 kuHuHa3a 1), koHTO npespblua aHrHOTEH3NH | B
aHruotensuH Il u pasrpaxkna Opagukununa. Trit kaTo HaMaT edekT BbpXy ACE n He 3acunbar
NeUCTBHETO HA OPAAMKHHHH WK cyOcTanuus P, Manko BEpOSATHO € AaHTArOHUCTHTE Ha aHrHOTEH3UH ]
1a Ca CBbP3aHH C KauyuisHe. B KiHHUYHY npoyuBaHHUs, KbAETO BaicapTaH e cpaBHeH ¢ ACE
HHXHOMTOPp, YecToTaTa Ha Cyxa kauwyua € 3HauurenHo (P<0,05) no-manka npH nauxeHTH, N€KyBaHH
¢ BaJicapTaH, OTKONKOTO npu nekyBaHuTe ¢ ACE unxuburop (2,6% cpewy 7,9% pecnexrusno). B
KJIMHUYHH NPOYYBAHHUS NPH NMALIMEHTH C aHAMHE3a 3a CyXa Kaulnyua no speme Ha jevenue ¢ ACE
HHXuOuTOp, 19,5% OT NpoyuyBaHuTe NKuLAa, Nony4asaly sancaptat, H 19,0% ot te3n nonyyasaiy

THa3uAeH AHYPETHK HMAT KalLTKLa, B cpaBHeHue ¢ 68,5% ot nuuara, nekysaud ¢ ACE nuxuburop (P
< 0,05).

Huoanamuo

MexaHHn3bM HA JICHCTBHE

Hupanamua e cyndoHaMKaHO NMPOH3BOAHO ¢ HHAOAOB NPLCTEH, (apMaKONOTHYHO € CPOAEH ¢
IUYPETHLIMTE OT IPynaTa Ha THasHANWTE, KOMTO HHXHOMpaT peabcopOLMATa HA HATPHI B KOPTHKAIHUA
DHAYLUHOHEH CErMEHT Ha TyOynuTe,

dapmakoaMHaAMHYHH eGEKTH

Hupanamua nosuilaBa ypyuHHaATa €KCKpELMA HA HAaTPHH ¥ XJIOPHIH, KATO TaKa NOBHLLIABa NHYype3arTa.
B no-Manka crenel ce MoBHILABA CKCKPELUWATA HA KANMi U MarHe3MH, Karo o To3H Ha4uH yBeNHYaBa
OTACISHETO Ha YPUHA H OCBLUECTBIBA AHTUXHUNEPTEH3HBHO JAEHCTBHE.

KanHnyHa eprkacHOCT M Ge30nacHOCT

Cevp3anu ¢ eaacapman

[TpunoxxeHHeTO Ha BaJicapTaH NMPH NALUMUEHTH C XUIIEPTOHHA BOAHM A0 MNOHHKABAHE HA APTEPHAHOTO
HaTAaraHe 0e3 NOBNUABAHE HA MYJICOBATA YECTOTA.

[Tpy noBeueTo NAUMEHTH Cled EAHOKPATEH NEPOpaieH NPHEM HAYANOTO Ha aHTUXHNEPTEH3HBHOTO
INEHCTBHE € B pAMKHMTE 2 yaca, a MMKbT Ha NOHW)KXABAHETO HA APTEPHANTHOTO HAIATAHE Ce 10C '
paMKHTE Ha 4-6 yaca. AHTUXHTIEPTEH3IHBHHAT eQEXT NpoaAb/KaBa HaA 24 Yaca cnen np
MHOIMOKPATEH MPHEM PEaNIeH aHTUXUNEPTEH3UBEH €(PEKT € HATULE B PAMKUTE Ha 2 CE€
MAKCHMaNHHAT €(EKT CE MOCTHIa B paMKUTE HA 4 CEIMUUM U C€ NOLNBLPKA B X0/1a H
Tepanui. 3HA4UMO AONBJIHHTENHO MOHHKEHHE HA aPTEPUANTHOTO HANMAMAHE Ce NMOCTH
KOMOHHALHA ¢ XHAPOXJAOPOTHA3HA,




BHe3anHOTO NpeyCTaHOBABAHE HA IEHEHUETO C BaJICApTaH He ce CBbp3Ba ¢ rebound-xunepToHus uny
C APYIrH HEXeNaHW KNHHHUYHH CHOUTHA.

[Mpy nauKeHTy ¢ XUNepTOHMUA U AHAbeT TUM 2 ¢ MUKPOANOYMHHYPHA € OTHETEHO, Ye BaNCapTaH
HaAManaBa oTaAeNaHeTO Ha anbymuH B ypunara. [IpoyuraHero MARVAL (Micro Albuminuria
Reduction with Valsartan) oueHsBa HaMansBaHETO Ha OTAE/NAHETO Ha anOyMHH B ypruHata (UAE) ¢
pancaptan (80-160 mg/nen) B cpaBHeHue ¢ amnoaunuH (5-10 mg/nen), npu 332 naudeHTH ¢ quaber
THn 2 (cpeaHa Bb3pacT: 58 roauHu; 265 Mbike) ¢ MUKpoanOyMHHYpHs (BasicapTaH: 58 pg/min;
aMIOQMNHKH: 55,4 pg/min), ¢ HOPMATHO WKW BHCOKO apTEPHAIHO HANAraHe K Che 3anaszeHa OLOpeuHa
byHKku1a (cepymeH KpeaTHHH <120 umol/l). Caen 24 ceamuum, UAE e namanena (p<0,001) ¢ 42% (
-24.2 ng/min; 95% Ci: 40,4 no —19,1) c Bancapran # npubausutenano 3% (1,7 pg/min; 95% CI. -
5,6 10 14,9) ¢ aMIOAMMTHH, HE3aBUCHMO OT CXOJHATa CTENEH HA MOHUXEHHUE B ABETE ITPYIIH.

[Ipoyusanero DROP (The Diovan Reduction of Proteinuria) ncieasa N0MbAHHTENHO €PMKACHOCTTA
Ha BancaptaH npu peayurpade Ha UAE npu 391 naunenTtu ¢ xuneproHus (AH=150/88 mmHg) ¢
nuabet Tvn 2, anbymuHypus (cpeaHa ctofiHocT=102 pg/min; 20-700 pg/min) » 3anaseHa 6x0peuna
dyHkunsa (cpeaeH cepyMed kpeatHHun=80 pmol/l). [TauvenTnre ca paHaAOMH3HPaHH C €aHa OT 3-T¢
nosu eancaptan (160, 320 u 640 mg/neH) u nekyranu B npoabkeHue Ha 30 ceamuum. Llenra Ha
MPOYYBAHETO € Na YCTAHOBH ONTYMMAaNHaTa 103a BaacapTaH 3a pedyudpade Ha UAE npu nauueHTH ¢
xuneproHus u AuabeT Tin 2. Cnea 30 ceamuum nmpoueHTHata npomsHa B UAE e 3HaunTenHo
HamaiieHa ¢ 36% oT u3xoaHaTa cToiHOCT ¢ BanicapTad 160 mg (95% Cl: 22 no 47%)nc 44% ¢
panicaprat 320 mg (95% CI: 31 no 54%). HanpaBeHo € 3amouenue, ye 160-320 mg sascapran soqu
N0 KJIMHHYHO 3HauYUMH peaykudd Ha UAE npu nauneHTd ¢ XuneproHus H Anader Tun 2.

Hsoino broxupane Ha cucmemama pesun-anzuomenuri-andocmepon (RAAS)

JBe ronemMu panaomMusupaHy koHTponupauu npoyusanus — ONTARGET (ONgoing Telmisartan
Alone and in combination with Ramipril Global Endpoint Trial - Texyuo rnobanHo ysnvureaHe 3a
KpaiiHU TOYKH Ha TEJIMHCAPTaH, CAMOCTOATENHO H B komBHHauKa ¢ pamunpuit) 1 VA NEPHRON-D
(KnuHH4HO npoyyBaHe CBBbP3aHO ¢ Pa3BHTHE Ha HedponaTHa npy A4aber, NpoBeaeHo OT
MHHHUCTEPCTBO MO BLNPOCHTE Ha BETepaHUTE) — npoy4sat ynorpebara Ha komOuHaumara ot ACE
HHXHOMTOp H aHruoTeH3uH ll-peuentopen dnokep.

ONTARGET e npoyusade, NpoBeaACHO NPH NALIKEHTH C aHAMHE3A 32 ChPACYHOCHAOBA HIIH
MO3BUYHOCHA0BA 60JIECT, HITH 3axapeH AHabeT TUM 2, NPHAPYKEHH C JaHHH 3a yBpeKIaHe Ha
edexropuu opradii. VA NEPHRON-D e npoyuBane npu naliMeHTH CbC 3axapeH Anaber Tvn 2
nuabeTHa HedponaTUs.

Te3u npoyuBaHus He NOKa3BaT 3Ha4WM OnaronpusTeH edekT BLpXY OnOpeuHHTe /UK
ChpAEHYHOCHIOBHTE NOCTEAULIM H CMBPTHOCT, KATO ChIUEBPEMEHHO Ca HabN01aBaHH NMOBHIIEH PUCK
OT XHIEPKANHEMHS, OCTPO YBpexkaaHe Ha OnOpeunTe H/HNH XHUNIOTOHHA B CPaBHEHHE C
mMoHoTepanuaTa. Karto ce umar npeaBua cxoguure um dpapMakoaAMHAMHYHH CBOHCTRA, TE3H pE3ynTaTu
ca npwiokHMH H 3a Apyrd ACE unxubutopu U auruoreHsuH ll-peuernropHu 610kepH.

ACE vnxubutopu 1 aHrnoteHsuH ll-peuentopHn 6aoxepH cieaosaTenHo He TpadBa Aa ce U3non3par
eIHOBPEMEHHO NpH NALHEeHTH ¢ AMabeTHa HeQpOonaTHs.

ALTITUDE (KAHHH4YHO NpOy4YBaHe MPOBEAEHO C aTUCKHPEH MPH NALMEHTH CbC 3aXapeH AHabeT THN
2 ¢ U3NO3BaHe HA ChPACYHOCHIOBH U OBOpeuHn 3a0onsaBaHHA KaToO KpaitHH TOUKH) € NpOY4BaHeE,
npeAHa3HayYeHo Aa W3CASABa Non3aTa oT 106aBAHETO HA ANUCKHPEH KBM cTaHaapTHa Tepanus ¢ ACE
UHXUOUTOP Nk aHrvoTeHsuH Il-peuentopeH Onokep Npu NauUMeHTH CBC 3axapeH aHaber THn 2 H
XpoHHUYHO O0BOpeyHo 3abonaBaHe, ChbpAeYHOCHAOBO 3aboasBaHe WU U AseTe. [IpoyuBaneTo € —
MPEKPATEHO MPEXASBPEMEHHO NOPaAK MOBULLIEH PUCK OT HEO1aronpHATHH nocnearLH. Ka

rpynara Ha mnaiebo, a NpeCTaBIABAIUMTE HHTEPEC HEXEIaHH CHOHTHA H CEPHO3HH HEM
CHbOMTHA (XHNEPKATUEMHA, XHTIOTOHUA H OBOpeuHa AMcyHKLM) ce ChodillasaT no-uec
Ha aJTMCKMPEH, OTKOJKOTO B rpynara Ha riaueo.



Cevp3anu ¢ unoanamuo

B xinununy uanuteaHug ot ¢asa |l u lll, npunaraneTo na HHAanaMuA KATO MOHOTEPATIHS N0OKa3Ba
aHTUXHNEPTEH3UBEH edeKT, KOITO Npoabmkasa 24 dyaca. To3n edekT HacTLNBa MPH 103H, NIPH KOHTO

IHYPETHYHHAT €(eKT € C JIEK HTEH3HUTET.
AHTHXMNEPTEH3HBHATA AKTUBHOCT HA MHAATIAMHU]L € CBbpP3aHa ¢ NoA0OpABaHEe HA apTEpHAIHHA

KOMIUIaHBHC U HaMaJiIgBaHe Ha apTepyoaapHaTa U nepudepHaTa pe3HCTEHTHOCT.

Hupanamun noHWwxkaga JeBOKaMepHaTa XHIEpTpoPHA.

TepaneBTHYHUAT e€(EKT HA THAZHOHHTE H CPOAHUTE AMYPETHUH HAA ONpeeneHa 103a npHaoOuBsa
¢dopmaTta Ha NIaTo, JOKATO HEXEIAHUTE PeakLIMi NPOILKABAT 3a CE YBEIHYABAT, AKO JICUEHHETO HE
e e()eKTHBHO, 103aTa He TpaADOBa Aa ce NOBHULLABA.

[TpoyuBaHHS NpH KPaTKO-, CPEAHO- U ABIATOCPOYHO NPHIOKEHHE HA HHAATIAMHUA FIPH NALHEHTH C
XHMNEPTOHUA NOKA3BAT Y€ HHAANaMHAI;

° He MOBNKABA JIMNHAHHA MeTAbO0N3BbM: TPUITIMLIEPHAH, XONECTEPOJ C HHCKA TLUTHTHOCT H
X0necTepon ¢ BHCOKA MIbTHOCT;
° He NMOJBUABA BhriexXHapaTHaTa oOMsAHaA, 10PH NpH AHA0ETHO DONTHH C XHITEPTOHHA.

5.2 PapMakoKHRHETHYHH CBOHCTBA

Baacapman

A6copbuns

Chen nepopaiHO NPUIOKEHHE CAMO Ha BaJicapTaH NMHKOBHUTE M1a3MEHH KOHUEHTpaLUWK Ha BancapTaH
ce AocTyrar 3a 2—4 yaca ¢ TabneTkure v 3a 1-2 yaca c pasresopa. Cpeanara abconorna OHOHANHYHOCT
e 23% ¢ TabneTkuTte U pecnekTUBHO 39% ¢ pasTeopa. CHCTEMHATA €KCTIO3HULIMA H THKOBATAa I1a3MeHa
KOHLEHTpaLHA Ha BajcapTaH € okosio 1,7 bTH ¥ 2,2 MbTH NO-rojiiMa NpH pasTBopa, B CpPaBHEHHE ¢

Tabierkure.

XpaHnaTa namanasa ekcnozdunara (m3mepena ¢ AUC) na Bancapran ¢ okoso 40%, a nukosara
nnasmMeHa koHUueHTpauMsa (Cmax) ¢ 0kono 50%, Benpeku ve okoJ10 8 yaca ciell npueMa rasMeHuTe
KOHLIEHTPALIMH Ha BaJICApTaH ¢a NOAOOHU B rPyNuUTE HA NPHEM CAEA HAXPAHBAHE H Ha rnaaHo. Tosa
nodrxenne Ha AUC obaue He ce npuapykaBa OT KJIMHUYHO 3HAYMMO HaMalIABaHE HA TEpaneBTHYHHUA
edeKT, NOpaiH KOETO BAICAPTAH MOXE a CE€ AaBa CbC HilH 0€3 XpaHa.

Pasnpenenenue
OGembT Ha paznpeacicHHE Ha BAACapTaH NpH CbCTOAHHUE Ha HAacHLUlaHe CJie] HHTPaBEHO3HO

NPUJIOKEHHUE € 0K0J10 17 THTPa, KOETO NMOKa3Ba, Ye BaCapTaH HE Ce€ pa3npencns eKCTEH3UBHO B
TbKaHWTe. BancapraH e B ronsiMa CTeneH CBbP3aH CbhC CEPYMHHUTE NPOTEHHH (94-97%), npeanmHo
CBHC CEPYMHHS ANOYMHH.

Buol'gaﬂcgopmauuﬂ

Bancaprau He ce buoTpaHchopMupa B rondama creneH, Tbi KaTto camo okono 20% ot aosara ce
OTKpHBA KaTo MeTabonuTH. B mnasmara € yctaHOBeH XHAPOKCHMETAOOIHUT B HHCKH KOHLIEHTPALHUH
(no-Manko oT 10% ot AUC Ha BancapraH). To3u metabonur € papMakoIorHYHO HEaKTHBEH.

EnumuHupaHe
Bancapran nokassa MyJTHEKCIMOHEHLMAMHA KHHETHKA Ha pa3nan (ti2q« < 1 h  ti2p okosio 9 h).
BancapraH ce enMMHHHpa NpelUMHO Ype3 OuWnHapHa ekckpeuus ¢ pekanuure (okono 83% ot ao3ara)
1 oT 6b0peumTe upe3 ypunara (okono 13% ot nosara), rnaBHO KaTo HEMPOMEHEHO AekapcTBo. Cnen
HHTPaBEHO3HO MPHAOKEHHE MJIA3MEHHST KJIHPBHC Ha BancapTaH € okoso 2 l/uac u Herosu .
6uOpeuen knupwHe € 0,62 1/uac (oxono 30% ot 0buusa kKKMpbHC). I1oTyKUBROTHT Ha B
yaca.

CneudanHy rpynH nauBeHTH




Cmapuecka eb3pacm
[pH HAKOM NALMEHTH B CTapuyecka Bb3pacT € HabaloaaBaHO MAJIKO MO-BHCOKA 0OWIA €KCMO3ZMUMS HA
Ba/iCapTaH B CpaBHeHHe ¢ MNaJuTe nauMeHTy. Toea obaue HiMa JOKa3aHa KIHHHYHA 3HAYHMOCT.

Hapywena 6vbpeuna @yrxyua
KaxTo ce ouakpa 3a BELLECTBO, 4UhiiTo 6bOpeyeH KIHPBHC € OTroBopeH caMo 3a 30% ot obwwms

nna3MeH KINHPBHC, HE € OTUeTEHa Kopenauus mexay 6ubpedHaTa pyHkuua u obiara ekcnosnuus Ha
pasicaptad. [TopaaM Ta3n NPHUMHA HE Ce Hanara KOpMrupaHe Ha 103aTa NnpH NauMeHTH ¢ OLOpeyHo
yBpexaaHe (KpeaTHHHHOB KIHpBHE > 10 ml/min). Jluncear aaHHu 3a Oe3onacHa ynorpeda npu
MaUHEHTHTE ¢ KPEaTHHHHOB KAUpBHC < 10 ml/min) u npu nposexaalliTe qHANH3a, MOPAH KOETO
pasicaptaH Tpsi©Ba na ce ynorpebaBa ¢ NOBHLIEHO BHHMaHHE MPH T€3H NauveHTH (BX. ToukH 4.2 H
4.4). BancapraH ce cBLp38a C IJIa3MEHHTE MPOTEUHH BbB BUCOKA CTENEH H € MAIKO BEPOATHO Aa ObAae
OTCTPaHEH upe3 AHanusa.

Yeprodpobro vepedcoae

[Tpubausutenno 70% or abcopbupanara no3a ce eTMMHHHPA B XKIbYKATA, [NIABHO B HEMPOMEHEHA
dopma. Bancaprtan He npeTbprsBaT HUKAKBU ODHOTpaHCopManH. Y ABOSBAHE HA EKCTIO3HLIUATA
(AUC) e HabniozasaHa npy NMaUHEHTH € JIEKO 10 YMEPEHO YepHOAPOOHO YBPEKAAHE, B CPABHEHHE ChC
3apaBu xopa. He e Ha0aloaaBana obaue kopenalus MeX Iy nia3MeHaTa KOHLICHTpaLus Ha BajicapTaH
M CTEMeHTa Ha yepHoapoOHa auchyHkuus. Bancaprad He e NpoyYeH NMpH NALMEHTH C TEXKKa
yepHOApoOHa AUCHYHKLUHA (BXK. ToukHu 4.2, 4.3 1 4.4).

Huoanamuo

A6copbuns
DpakumaTa OT UHAANAMH, KOATO ce ocBobokJaBa, ce abcopOupa Obp30 H Oe3 ocTaThbk upes

CTOMAaLUIHO-YPEBHUA TPAKT. XpaHeHeTo c¢nabo nosMiasa ckopocTTa Ha abcopOums, HO HE Oka3Ba
BJIHAHHE BLPXY KONH4ECTBOTO Ha abcopOupanoTo Bewectso. [IMkoBUTE cepyMun HHBA criell
elHOKpaTHa [103a ce nocTurar okono 12 yaca cnea npuema, NOBTOPHOTO BLBEXKAGHE HaManABa
BapUALlMHTE B CEPYMHHTE HUBA MEXAY JBeTe 103H. Bbnpeky ToBa ChILECTBYBA HHTEPHHAHBHIYaNHa
BAPHAOMITHOCT.

PasnpeneneHue

CBBbP3BaHETO HA HHAANAMKA ¢ 1a3MeHuTe dentel e B 79 %. IlnazMeHOTO BpemMe Ha NMonyKHBOT €
14 no 24 uaca (cpeano 18 yaca). PapHoBecHa KOHUEHTpauHAa ce AocTHra cnen 7 aAun. IlosTopHoTo
NPWIOKEHHE He BOAHW A0 KyMYyJIHpaHe.

EnnMuHupate
EnMMHHHpaHETO € npeanMHO upe3 ypuHata (70% ot aozara) u dexanHo (22%) noa ¢popmara Ha
HEeaKTUBHH MeTabOIMTH.

CneunanHy rpyny nagueHTH

bvbpeuro yepeacoare
MapMaKOKMHETHYHHTE NapaMeTPH HE Ce MPOMEHAT NMPH NaUUEHTH ¢ 6bOpeyHa HeaoCTaTbYHOCT.

5.3 IlpeaxknHEuvYHH JaHHHM 32 6€30MaACHOCT

Bancapman

[peAKNMHHYHKTE JAHHH HE MOKA3BaT OCOOEH PHCK 3a XOpaTa Ha 0a3’a Ha KOHBEHLIHOHATHHTE
¢apMakonOrMuHy npoyuBaHus 3a 6€30nacHOCT, TOKCHYHOCT [MPU MHOTOKPATHO MPHIOXKEHHE, -
reHOTOKCHYHOCT, KAPLIMHOTEHEH MOTEHLMaN. 7
[Tpu masxoBe TOKCHYHHW 403U 3a Maiikara (600 mg/kg/aeH) no BpeMe Ha MOCACAHHUTE IH ',t{I:%?T/ 1 N,
6peMEHHOCTTA U IEPHOAA Ha JIAKTALUMA ¢a A0BENH 10 MO-HHCKA CTENeH Ha NMpeskuBAeModT, :ﬁ’qﬁ A 9}, ot A
HaJJaBaHe Ha Terno u 3abaBeHO pa3BUTUE (OTAENAHE HA YLIHATA MUAA U OTBapsAHE Ha cﬁ?ﬁidﬂﬂ%:i“ PR \
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KaHaT) Ha NoKosieHneTo (Bx. Touka 4.6). Teau 103u npu wisxose (600 mg/kg/aeH) npeacTaBaspay; » . = =
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npubaunsurento 18 NbTH MakCHManHaTa NpenopbYKTENHA 032 NMPH Xopa Ha Ga3zara Ha mg/ m?
(M34MCIIEHHATA CE OTHACAT 3a nepopanHa Ao3a 320 mg/aeH u naumeHTt ¢ terno 60 kg).

[py npeaK/IMHHYHK NMpoyUBaHH1A 3a Oe30nacHOCT BUCOKH Ao3u Banicaprad (200 ao 600 mg/kg
TEJIECHO TEI10) NPEAU3BHKBAT NPH TUIBXORE HAMAIABAHE HA MAPAMETPHTE HA YEPBEHHTE KPbLBHH
KAETKH (€pUTPOLMTH, XeMOrnoOHH, XeMaTOKPUT) U NPpHYUHABAT NPOMEHH B ObOpeyHaTa
XeMOIOWHAMHKa (JIeKO NOBHLLABAHE HA YpesATa B KpbBTA, ObOpeuHa TyOynHa xunepniasus v
Oazodunug npu MexkkuTe). Te3n aoszu npu nawvxose (200 no 600 mg/kg/nex) npeacrapnasar
npuban3uTenHo 6 ¥ 18 MbTH MaKCHManHaTa NpenopbYKTENHa 103a Npy Xopa Ha fa3ata Ha mg/m?
(M34HCIEHHATA CE€ OTHACAT 32 nepopanHa Ao3a 320 mg/aen v nauueHT ¢ Termno 60 kg).

{Ipn MapMO3eTKH B CPABHMMH [O3HM IPOMEHUTE ca NodoOHH, HO NO-TEXKH, ocobeHo B ObOpeuure,
KbIETO MPOMEHHTE Ce pa3BUBAT A0 HEPpPONATHA, BIUTIOUBALIIA MOBHILIABAHE HA YPEATa H KpeaTHHHUHA.
Habmonasa ce cbiilo XxunepTpodHa Ha 6bOpedHHTE IOKCTArNOMEPY/IHK KIETKH H NpY BaTa BHAA.
Cuura ce, 4e BCHUKHM NPOMEHH Ce Ab/DKAT Ha (apMaKOJOrHYHOTO ACHCTBHE Ha BalCapTaH, KOETO
BOJAH 0 NMPOOB/DKHTENHA XUNIOTOHUA 0Cc00eHO NpH MapMmo3eTHTE. M3rnexaa, ye TepaneBTHuHaTa 003a
Ha BAJICAPTaH NIPH XOpa HE € CBbp3aHa ¢ XunepTpodHs Ha OBOPEUHHTE IOKCTArNIOMEPYTHH KIETKH.

Huoanamuo

HMHpanamMua noka3ea OTPUUATENECHM PE3YNTATH NIPH TECTOBE HA MYTareéHHH U KaHUECPOTEHHH
csoiicTra. ITpHnoxeHueTo Ha HA-BUCOKHTE JO3H NEPOPATHO NPH Pa3NHYHH BUAOBE XXHBOTHHU (40 10
8 000 nbT# NO-BHCOKH OT TepaneBTHYHATA 403a) NOKa3Ba BIOLIABAHE HA JHYPETUYHUTE CBOHCTBA Ha
uHaanamMua. OCHOBHHTE CHMITTOMH Ha HHTOKCHKHpPaHe, NOABHIIH CE 10 BPEME HA NPOYYBAHUATA Ha
OCTPa TOKCHYHOCT ¢ HHAAMAMHUI, NMPHIOKEH HHTPABEHO3HO UK HHTPANEPHTOHEAIHO €a CBBP3aHH ¢
(hapMaxKoNOrHYyHOTO AciCTBUE HA MHAANAMMUI, T.€. OpaaunHes  nepugepHa Ba3oQHIATALHA.
[IpoytuBaHHATA 3a pENPOAYKTHBHA TOKCHYHOCT HE ca MoKa3and eMOPHOTOKCHHHOCT M TEPATONrEHHOCT.
DepTUIHUTETHT HE CE MOBINHSBA MPH MBKKH H )KEHCKH MITbXOBE.

6. OPAPMALIEBTHYHHA JAHHHU

6.] Cnucnk HA NTOMOIHHTE BellleCcTBA

Crou na sarcapman

MukpokpHcTanHa ueaynosa
KpocnoBuaon

KonouaeHx 6e3BoAeH CHAHLIMEB JHOKCH]
MarHe3ues cTeapar

Crou Ha uxoanamuo

MHKpoKpucTanHa uemaynosa

MaunuTon

Xunpomenosa

KonouneH 6e3roaeH CHAULHEB JHOKCHA
Maruesues creapar

Kap6omepu

Kuat xeneszen okena (E172)

6.2 HecbBMECTHMOCTH
Henpunoxumo.
6.3 Cpok Ha rogHocrt

2 TOOUHU

6.4 Coenuanans ycnoBHA HA CLXPARCHHE




Jla ce cbXpaHsiBa B OpMrMHa/IHATA OMAKOBKA, 3a /1a Ce Npeanas3y OT CBET/IMHA W BJlara.
To3u lekapcTBEH NPOAYKT HE M3UCKBA CIIELMAJIHK TEMIEPATYPHH YCIIOBHS HA CbXpPaHEHHE.

6.5 Buau cbabpKaHHe HA ONNAKOBKATAa

Baucrep (OPA/AI/PVC//Al donuo): 10, 14, 28, 30, 56, 60, 84, 90 uau 100 Tabnerkn ¢ u3MeHeHO

OCBOOOX/1aBaHe, B KYTHA.
baucrep (OPA/AI/PVC//Al donuno), kanenaapua onaxkoka: 14, 28, 56 niu 84 tabneTku ¢ H3MEHEHO

OCBOOOXK/1aBaHE, B KYTHS.
He Bcuuku BUOBE ONAKOBKK Morart aa Obaar rnmycHaTy Ha rnasapa.
6.6 ChnenHa/iHH NpeaANna3sHH MEPKH NPH H3XBbLPJ/IHE H padoTa

Hama CrneuHaIHKU H3UCKBAHHA 34 H3XBBPJ/IAHC.

7, MPUTEXATEJI HA PASPEHIEHHUETO 3A YIIOTPEBA

KRKA., d.d., Novo mesto, gmarjeéka cesta 6, 8501 Novo mesto, CnoBeHus

8. HOMEPA HA PASPELIEHUETO 3A YIIOTPEBA

Per. Ne 20240119

9. JATA HA ITbPBO PABPELHIABAHE 3A YIIOTPEBA/INIOJHOBsBAHE HA
PASPEIIEHHUETO 3A YIIOTPEBA

JlaTa Ha nbpBO pa3pelueHue: 13.05.2024

10. JJATA HA AKTYAJIM3UPAHE HA TEKCTA
20 ®eBpyapu 2025 1.

[ToapoOHa nHdpopmaLKa 3a TO3H NEKAPCTBEH NPOAYKT € NpeAoCcTaBeHa Ha yeOcaiTa Ha U3nbiHuTenHa
Arenuns no Jlekapcreara (MAJI) http://www.bda.bg.



