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Bancaxop 40 mg ¢punMupanu tabnetku PazpeiieHLs e 36/17”,7 '«‘??' -------- ;
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Valsacor 40 mg film-coated tablets

2, KAYECTBEH H KOJTHYECTBEH CBhCTAB
Beaka drnmupana Tabnerka cuabpia 40 mg sancapran (valsartan).

FIoMOIIHO BELIECTBO © H3BECTHO AelicTBHE:
| Naxrosa | 14,25 mg/rabrerka |

3a ITL/IHUA CHHCEK Ha OMOMLIHHTE BEINECTBa, BHXTE pazaen 6.1.

3. JEKAPCTBEHA ®OPMA
PDunMepaHa TabneTka

JKbaTo-KahsABH, KPBIIH, TEKO JBOHHOM3NBKHAIH (DHIMHPaHH TaGeTKH C NEJHMTENIHA Y€PTa OT
€IHaTa CTpaHa.

Tabnerxara moxke na Gbae pasneneHa Ha paBHH J03H.

4. K/IHHHYHH JAHHH

4.1 TepaneBTHUEH NOKA3AHAA

XHIIEpTOHHA
JleyenHe Ha eCeHLMATHA XUIIEPTOHHA NPH JISUA H IOHOWIM HA Bb3pacT oT 6 1o non |8 ropnHu.

IIpecen muokapaeH uadapkt

Jleyesne Ha KIMHHYHO CTAOM/IHN MALMEHTH ChC CHMITOMATHYHA CHPAEYHA HEAOCTATHYHOCT HITH
Ge3CHMMITOMHA IeBOKaMepHa CHCTONMHa AnchyHKImA crep mpeces (12 yaca — 10 AHM) MHOKapaeH
HHpapkT (BxkK. TOukH 4.4 n 5.1).

ChpiieuHa HeJOCTATEYHOCT
Jleuenne Ha BL3PACTHH NAUMEHTH ChC CHMITOMATHYHA ChPAEYHA HeA0CTaTEHOCT, Korato ACE-

MHXMOMTOPH He Ce MOHACAT, WITH TIPH NALMEHTH C HEMOHOCHMOCT KbM GeTa 610KepH KaTo JOMbIBala
TepanHg KeM Tepanuata ¢ ACE-unxuburopH, Korato He € BBMOXKHO J1a C€ H3NO3BaT
MHHEPANKOPTHKOHAHH PELENTOPHH aHTATOHHACTH {BkK. ToukH 4.2, 4.4, 4.5 4 5.1).

4.2 [o3mpoBKa H HAYHHA HA OPUIOKENHE

03 BKA

[pecer muokapaeH uadapkT

[Ipn KIMHHYHO CTAOMIHM NALIMEHTH JIEUCHHETO MOXeE Aa Obe 3aN04YHATO B paM
MHoxapaHua HHapkT. Ciex HauanHa goza oT 20 mg A8a ILTH JHEBHO K03aTa
Aa ce THTpHpa Ao 40 mg, 80 mg 1 160 mg ABa ILTH AHEBHO B ClTEBAILMTE HAK
Hauannara no3a ce ocurypsaea upes 40 mg nenumu TabneTKH.




INpruennara MakcMManHa 1o3a e 160 mg nra meTH aeeBHO. [TpenopbuBa ce MauHEHTHTE /14
AocTHrHat A03a ot 80 mg nBa MHTH AHEBHO 3a JBe CEAMHMLIM Cle/ 3aN04BaHe Ha ICUEHHETO, a
NPHLETHATa MAKCHMATHA 1033 oT 160 mg 1Ba NbTH AHEBHO fa Ce JOCTHTHE 3a TPH MeceLa B
3aBHCHMOCT OT NOHOCHMOCTTA Ha nauMeHTa. [1py noAea Ha CHMITTOMAaTHYHA XHIIOTOHHSA HIH
Hapywmenue Ha ObOpeuHata ByHkuus creqra Aa ce 0OCHAM HaMaIABAHE HA J03aTa.

Bancapran MOXKe Aa ce NMPH/Iara NpH NaLMeHTH, JEKYBaHH ¢ IPYTH CpeCTBa 3a JIeYCHHE Ha
cneMH}apKTHH ChCTORHHA, HATIP. TPOMOOIHTHIIH, AUETHICATHLIMIOBA KMCETHHA, OeTa-0JI0KepH,
CTaTHHH H adypetHun. KomGunanmara ¢ ACE uHXuGHTOpH He ce pemopbuBa (Bx. ToUkH 4.4 H 5.1).
OreHkara Ha NaUHEHTHTE Cliel MHOKap/eH HHGAPKT BHHAMH TpAOBa Aa BKIIOYMBA OLIEHKA HA

On0peunara QyHxoua.

Cohpreyna HeNOCTATHYHOCT

Ipenopbusanata Hauaina no3a Ha BancapraH e 40 mg nea meTi AHeBHO. [lokauBaneTo Ha Ao3aTa 10
80 mg 1 160 mg nBa pTH AHeBHO TPAGBa a e OCHILECTBABA MPE3 HHTEPBAMH OT Hali-MaJIKO [BE
CEIMHLIH, A0 Ha¥-BHCOKATA [103a B 32BUCHMOCT OT NOHOCHMOCTTA Ha NauueHTa. Crreea na ce 00ChaM
HaMaJiABaHe HA 1034Ta HA BKITIOUEHHA B JIEYSHHETO THYpeTHK. MakcHMalTHaTa qHeBHa 1033,
HPHNAraHa B KIHHUYHH Opoy4Banus, ¢ 320 mg B HEKONKOKPATEH NPHEM.

Bancapran moxe na 6bae npHnarad ¢ IpYTH CXeMH 3a JleYeHHe Ha ChpPACIHA HeJOCTaTHYHOCT.
Hezarucumo OT ToBa He ce npenophuBa TpoliHara kombunauns oT ACE-uHxubuTop, Bancaprai H
OeTa-Gokep HIM KaTH-CHXpaHABALL HYPETHK (BK. ToUkH 4.4 1 5.1).

OleHKaTa Ha NALMEHTHTE CBC CHP/IEYHA HEIOCTATHYHOCT BHHATH TPADBA Ja BKTIOMBA OLEHKA HA
0s0peqnara ¢yHKLIMA.

,Qomuumenua un@ogmm_mn 3a CReyuiny 2pyRu nayueHmu

Xopa B cTapyecKa BE3pacT
He ce Hanara npoMsaHa B JOIMPOBKATA TIPH MAIIHEHTH B CTApYECKa BE3pacT.

Bbr6peyto yepekaaHe

He ce Hanara npoMsHa B I03aTa NPH BB3PACTHH NMALHEHTH C KPEaTMHHHOB KITHpBHC >10 ml/min (Bx.
Touk 4.4 u 5.2).

Yepho, HO eAIaHe

BancapraH e npoTHBONOKAa3aH MPH NAUHEHTH ¢ TEXKO 4ePHOAPOOHO yBpexkIaHe, OHIHapHa UMpo3a H
NPH NALHMEHTH C X0JIECTa3a (BK. ToukH 4.3, 4.4 1 5.2). [Ipn nauneHTH ¢ NeKo A0 YMEpEHo
yepHOAPOOHO yBpexkaaHe O3 XonecTasa 103aTa Ha BaicapTaH He TpaOpa aa npesuinaga 80 mg.

Heduampuuna nonyaayus

JleuecHHE HA XUNIEPTOHUA IPY AeNia

Heya u ionouu om 6 60 nod 18 200umuna evzpacm

Hauannara no3a € 40 mg eqHOKpaTHO qHeBHO NpH Aeua ¢ Terno noa 35 kg u 80 mg eanokpaTHo
JQHEBHO NPH Te3H ¢ Terno 35 kg wiu noseve. Jfosata ce onpenens Ha 6asata Ha OTTOBOPA HAa KPBHOTO
HaJIAraHe H NOHOCHMOCTTA. 332 MAKCHMAIIHHUTE 1034, MPOYYBaHH B KIIHHHYHH H3[IHTBAHHA CE OTHECETE
KbM TaONHIIATA NO-7I0MY.

Jlo3H, No-BHCOKH OT TE3H, KOHTO Ca [I0COYEHH HE Ca NPOYYBaHH H MO TA3K NPHYHHA HE Ce
NpenopbLYBar 3a ynorpeba npu aeua.

Terno

>18 kg no <35 kg

>35kgno <80 kg

>80 kg 10 <160 kg

Heya nod 6-z00wmuna ev3pacm




HanwunuTe nasny ca onucaHu B ToukH 4.8, 5.1 u 5.2. be3onacHocTra 1 edukacrocTTa Ha Bancakop
NpH Aeua Ha BB3PAcT nof | roAxiliHa Bb3pacT He cd YCTAHOBEHH.

Ynompeba npu nedugmpuyuny nayuenmu na ev3pacm om 6 9o noo 18 200unu ¢ 6vbpeuno yepexcoane
YnorpebaTa npH NeAHATPUYHM IALMEHTH C KPEATHHHHOB KIHPBHC <30 mi/min ¥ neauaTpHyHu
NAlMEHTH, NOAN0XKEHH HA XEMOIHATH3a, HE € MpOoyYcHa W MOpaAM Ta3H NPHYKHHA HE Ce Mpernopbysa
NPHIAraHeTO Ha BAICAPTaH NPH TAKHBA NaluHeHTH. He ce H3MCKBa KOPHIHPAaHe Ha 103aTa [pH
TeTHaTPHYHH NALMEHTH ¢ KpeaTHHWHOB KITHPBHC >30 ml/min. bOpeunara pyHKuMs 1 HHBaTa Ha
CepyYMHH xalui Tpabpa 1a 6bAaT BHHMATETHO NpociendBaHH (BXK. TOUYKH 4.4 H 5.2).

Ynompeba npu neduampuyny nayuenmu na gbipacm om 6 0o nog 18 200unu ¢ #eprodpodro
VepeicoaHe

[TonoGHO Ha BE3PACTHHTE NALMEHTH, BAPCAPTaH € NPOTHBONOKA3aH NIPH NEJHATPHYHN NALMEeHTH ¢
TEXKO YePHOAPOOHO YRpexIaHe, SUNHapHa LMPO3a M MALMEHTH C XonecTasa (BK. Toukd 4.3, 4.4 u
5.2). Hanuue e orpanideH KIIMHHYEH ONMT ¢ yrioTpebaTa Ha BapcapTaH [PH NEIHATPHYHH MaIlHEeHTH C
MEKO 10 YMEPEHO YepHoapoOHO yepexxaane. [Ipy Takupa NallHeHTH A03aTa Ha BaACapTaH He TpabBa
Aa npesHasa 80 mg,

Covpoeuna nedocmamvunocm u npecen Muokapoen undapxn npu oeua

BancapraH He ce npenopp4Ba 32 Ne4YeHHe Ha ChpAedYHa HEMOCTAaTEYHOCT HIIH NMPECEH MHOKapAEH
uHdapKT npH aela ¥ FOHOWH nog 18 roaMHy mopaaM THNCaTa Ha JaHHH 33 6€30aCHOCTTa H
epHKacHOCTTA.

Havun na npunojcenue
Bancapran Moxe Ja Obie NpHEMaH HE3ABHCHMO OT XPaHEHETO W TpA0BA Aa ce MPHEMa ¢ BoJa.

4.3 IlpornBonoxazannn

- CBpPBXYYBCTBUTENHOCT KbM aKTHBHOTO BEIIECTBO HIIA KEM HAKOE OT IOMOILHHTE BELIECTBa,
n36poeHH B To4Ka 6.1.

- Texko yepHoapoGHO yRpexxaaHe, OHIHapHA LMpPO3a H XONecTasa.

- BTOopH H TpeTH TpEMecTEp Ha GpeMeHocTTa (BX. ToukH 4.4 1 4.6).

- EnHoBpemMeHHaTa ynorpeba Ha Basicakop ¢ aJIHCKHPEeH-ChABPKALIH MPOAYKTH €
TPOTHBOMOKAa3aHa MPH MAIMEHTH CbC 3axapeH quabeT unu 6n6peuno yspexnane (GFR <60
ml/min/1.73 m?) (BX. Touka 4.5 u 5.1).

4.4 CnenHalHH NpeAyHpeXJIeHHs H NPEANA3HH MEPKH NpH ynoTpeba

XunepkannemMus

EnHorpemenHara ynotpeba ¢ kamuerH 100aBKH, KalTHi-ChXPaHABALNH AHYPETHIM, 3aMECTHTEIH Ha
COJITa, ChAbPHKALUM KATHIL, HIH APYTH JIEKAPCTBEHH NMPOAYKTH, KOUTO OHX2 MOIJTH Aa NMOBHIIAT
HHMBATA HA KAITHI (XeMapHH U T.H), He ce npenopsuea. CTOWHOCTHTE Ha KamuA TpAOB2 Ja ce
MOHHTOTPHPAT CHOTBETHO.

Hapynienne na On6peunara gyuxiums
JlunceaT naHHM 3a GezonacHa ynotpeba pH NAUMEHTH C KPEATHHHHOB KITHPRHE < 10 mL/min i npu
NpoBEXAALK NHATH3A, [IOPaJH KOETO BajicapTaH Tpabea Aa ce ynorpedsea ¢ MOBHIIEHO BHHMAaHHE
np# Te3 mauueHTH. He ce Hanara kopurapase Ha 103aTa NPH NALMEHTH € KPEATHHHHOB KITMPBHC

> 10 mL/min. (Bx. Touku 4.2 1 5.2).

YepHoapoGHo YBpexaaue
[fpu naumeHTy ¢ nexo 10 ymepeHo 4epHoApoOHO yBpekaaHe He3 xonecTasa BaJICa)

ynotpebssa ¢ NOBMIIEHO BHUMaKue (Bx. Toukm 4.2 u 5.2).

[TanHeHTH ¢ HATPHEB W/HnH 00emMeH TeduuuT



IIpH naleRTH C TEXBLK HATPHEB H/HWIH 0OeMeH AepHLMT, KATO TE3H, KOKMTO N0JTy4aBaT BHCOKH J03H
AMYPETHIM, B PENIKH CIIyMaH CJIe]] 3aM0YBAHE Ha JIEHSHHE C BAICAPTaH MOXKE 118 BEIHHKHE
CHOTOMATHYHA XMNIOTOHHA. HaTpeBHAT H/H obeMHuaT nedyuuT Tpabea aa ce KOpHTUpa Npean
3aMOY4BAHE HA IEYEHHETO C BAICAPTAH, HATIPHMED Ype3 HAMANABAHE HA J103aTa HA IHyPeTHLIHTE.

CreHosa Ha 6pOpeyHaTa apTepus

HpH naugenT ¢ 6wnarepanya crenosa Ha Gs0peuHHTe APTEPHH HITH TIPH CTEHO34 HA APTEPHATA Ra
enHHCTBeH 610pek GezonacHaTa ynoTpeba Ha BaJicCApTaH HE € YCTAHOBEHA.

KpartkocpoyHo NpunokeHHE HA BAJICAPTaH TPH ABAHAAECET MALMEHTH ¢ PEHOBA3A/IHA XMITIEPTOHHS
BCIEACTBHE HA €IHOCTPAHHA CTEHO3a Ha ObOpeyHaTa apTepHs He BOJH JIO 3HAYHMH IPOMEHH B
6b6pevHaTa XeMOJMHAMHKA, CEPYMHHS KPEaTHHUH T HHBOTO Ha ypesaTa B kpreTa (BUN).
HesaBucuMo OT ToBa ApYri AEKAPCTBA, KOUTO MOBIIHABAT CHCTEMATA PEHUH-aHTHOTEH3HH, MOTAT 1a
NOBHILAT CTOHHOCTHTE Ha KPBBHATA ypes 4 CepyMHHA KPEaTHHHMH MPH NalHEHTH ¢ eHOCTPaHHA
cTeHo3a Ha OBOpeuYHaTa apTepus, MOpajK KOETo ce MpenopeyBa npocienipane Ha 6n6peunara
GYHKUHSA PH NALKEHTHTE, TEKYBaHHK C BaJiCapTaH.

Br6peuna TpanchanTalHs
Ho To3H MOMEHT HAMA HATPYTIAH OIIMT N0 OTHOIEHHe Ha Oe3onacHaTa ynotpeba Ha BaNCapTaH IpH
NAalMEHTH, NPEKapaTH HacKopo OEOpeyYHa TpaHCMNAHTALMA.

IIepBHYEH XHIIEPATIOCTEPOHHIBM
ITauMeHTHTE C MBPBHYEH XHIEPANAOCTEPOHH3IBM He TpA0Ba a ce IEKyBaT ¢ BACAPTaH, Thil KaTo
TAXHATA CUCTEMA PEHHH-AHTMOTEH3HH He € aKTUBHPAHA.

AODTHa H MHUTpaJIHE KIanHa CTCHO34a, 060TDVKTHBH3 xnnepmoquna KapAHOMHOIIATHA

KaxTo npH BCHUKH ApYrH Ba3oguiaTaTop € HeobxoaumMo 0cofeHO MOBHIICHO BHHMaHHE 1IPH
NALHEHTH, CTPAJALLH OT A0PTHA WM MHTPaITHA CTEHO3a MK OT OOCTPYKTHBH2 XHIIEPTPO(dHHA
kapanomuonatua (OXKM).

Bpemennoct

He Tpabea na ce 3anousa neuerne ¢ anruotessul Il petienropan 6moxeps (APB) mo speMe Ha
Opemennoct. OcBeH ako NpoAbKHTENHATA Tepanud ¢ APB ce npeLieHH KaTo XH3HEHOHE00X0AMa,
JIEYEHHETO Ha MALHEHTKH, KOKTO IUIaHKpaT GpeMeHHOCT, TpAGBa 1a ObAe 3aMEHEHO C ATTEPHATHBHO
AHTHXUNEPTEHIHBHO JICYECHHE C YCTAHOBEH Mpo¢ui Ha Ge3omacHocT 3a ynorpeba 1o BpemMe Ha
6pemennoct. [1pu ycranoessare Ha 6pemeHtocT, nevenneto ¢ APB 1pabea HezabasHO 1a ce
NPEYCTAHOBH H JIa C€ 3aM0YHE AITEPHATHBHO JICYEHHE, AKO € MOAXOAAIIO (BXkK. To4uku 4.3 H 4.6).

[Ipecen myokapaeH HHbapKT

KoMOuHanmaATa Ha Karrronpya ¥ BaJICapTaH HE MOKAa3Ba OMBITHKTENHA KIMHAYHA (10138, HATIPOTHB,
PHCKLT OT HEXKENAHH PeakKLMH Ce MOBULLABA B CPABHEHHE ChC CHOTBETHUTE TEpParnuu (Bik. ToUkH 4.2 1
5.1). Hopaau ToBa He ce npenopsuBa koMOuHauMaTa Ha eaicaprad H ACE naxuburop.

Heobxonnmo e aa ce o0bpHe ocobeHo BHUMAaHKME IPU 3aI0MBaHE Ha TEpanus NpH NAaHEHTH Clie
MHOKapaeH MH(apkT. OLieHKaTa Ha MALHSHTHTE e MpeKapad MHOKapAcH HHGAPKT BHHArH TpAGBa
Aa BKJIHOUBA OLECHKa Ha GpOpeuHaTa ¢yHkums (BX. Touka 4.2).

Vnotpebata Ha BaJicapTaH IIPH MALMEHTH CleA MHOKapAeH HHOAPKT Y4eCTO BOIH A0 NOHMKABAHE HA
apTePHATTHOTO HANIATAHE, HO OOHKHOBEHO HE Ce HAIara IpeyCcTaHOBABAHE Ha JISYUEHHETO MOPalH

Npoan/KaBala CHMIITOMATHYHA XHITOTOHHA, AKO C€ CTa3BaT HHCprKllHHTe 3a no3HpaHe (BJK. TOYKa
42).

ChbpaeyHa HEOCTATEYHOCT
PuckbT OT HeskenaHu JekapcTBEHH peakLi, OCOOEHO XHIOTOHUA, XHITepKaIHEe
6nOpeunaTa GyHKUIEA (BKIIOUYKTENHO OcTpa 6L0peyHa HEAOCTATHYHOCT), MOXKE
Bancakop ce n3non3ea B kombunaius ¢ ACE-unxuGurop. [Tpy nauseHTH B, f
HEIOCTATHYHOCT TpoitHaTa KoMOunaims ot ACE-unxuburop, Geta 6nokep H
KIHHWYHA nonza (Bk. Touka 5.1). Ta3su kKOMOHHALIHMS BHIHMO MOBHILABA PHC
M CIICIOBATENHO HE Ce npenopbyBa. TpoiiHa koMGuHauusa ot ACE nnxuGurop\




PELIENTOPEH AHTATOHKCT W BAJICAPTAH CBIHO HE ce npenopbysa. Te3un koMOHHALKK TpsabBa Ja ce
W3IION3BAT o], HA0MOAEHHETO HA CIELHATHCT M NP YECTO BHHMATEIHO MOHHTOPHPAHE Ha
0nOpeyHaTa QyHKUHSA, ENEKTPONUTHTE H KPLBHOTO HAJIATAHE.

Heobxonumo € 1a ce 061pHe 0cobGeH0 BHHMAHKE MPH 3aN0YBaHe HAa TEpanHs NpH NAlHEHTH CbC
ChpiicyHa HeOCTaTHYHOCT. OeHKaTa HA TTAIIHEHTHTE CJICA MPeKapaH MHOKApASH HHOApKT BMHATH
TpabBa Ja BKIOYBA OLEHKA Ha GbOpeuHaTa QyHKUHs (8K, Touka 4.2).

Yrnotpebara Ha Bancakop npu maiMeHTH ChC ChPASYHA HEAOCTATBYHOCT YECTO BOIH 0 H3BECTHO
MOHWXKABAHE Ha APTEPHATTHOTO HANATaHE, HO COMKHOBEHO HE CE HAJlara NpeyCTaHOBABAHE HA
JICYESHHETO MOPAIH [IPONB/DKABALIA CHMITTOMaTHYHA XHIIOTOHMA, aKO €€ CNA3BaT HHCTPYKLHHTE 33
nosupane (Bx. Touka 4.2).

[pu nauueHTH, YnsTo 6p6peuHa PpyHKIMS MOKE 1A 3aBHCH OT AKTHBHOCTTA HA PCHHH-GHTHOTEH3HH-
anaoCcTepPOHOBaTa cHeTeMa (HAmp. NAlMEHTH ¢ TeXKa 3aCTOHHA ChPAEYHA HEIOCTATLYHOCT),
nedeHHeTo ¢ ACE-unxuOHTOpH ce cBBP3Ba C ONHIYPHA W/HIH NPOTPecHpallia a30TEMHA H B PEAKH
CTyuaH ¢ 0cTpa ObOpeyHa HENOCTATEYHOCT H/KTH cMBPT. Thil KaTO BaNcapTaH € aHrHoTensuH I1-
peuenTopen 6I0Kep, He MOXE a ce U3KIIOYA B3MOXKHA Bpb3Ka Ha yroTpebarta Ha Bajcakop ¢
yBpexAaHe Ha 6p0peunara GpyHkims.

ACE uaXuGHTOpH 1 aHrHOTeH3HH I1-peLienTopHH GJoKepH He TPAOBa a Ce H3MON3BAT EIHOBPEMEHHO
TNIpH MIAUHEHTH ¢ AuabeTHa HedponaTuA.

AHaMHe3a ¢ aHFHOeeM

ANTHOeIEM, BRITIOUBALN MOAYBAHE HA JIAPHHKCA H TTIOTHCA, IpHYHHABAIL 0OCTpyKLMa 1 / 1K
HOAYBAHE Ha AKLIETO, YCTHHTE, (apHHKCa, H / HIH €3HKa, € AOK/IaZBaH TpU NalHeHTH, JIEKYBaHH C
BQJICAPTAH; HAKOH OT Te3! MALMEHTH Ca TIOTYYABAJTH 8HTHOEAEM H OT JPYTH JIEKAPCTBEHH CPEACTEA,
pkmourTenHo ACE unxuburopu.

Bancaxop TpabBa He3aGaBHO fa 6be COPAH MPH NALHEHTH, PA3BHBAIIH AHTHOEAEM, H JICUEHHETO C
Bancakop He OuEBa ga ce pp300HOBABA.

[poiiHo 6J10KHpaHe Ha CHCTeMaTa PeHMH-aHrHoTen3uH-annocTepos (PAAC)

HUma nannu, ye enHoppemennara ynorpeba na ACE uuxuburtopu, aHrnorensun Il-petentopan
6IOKEPH MITH ATHCKHPEH MOBHIIARA PUCKA OT XMITOTOHHSA, XHNEPKATHEMHS H HAMAIABAHE HA
6p0peunara GyHKUHA (BKIOUHTENHO ocTpa 6b0peuna HenoctatbuHocT). [lopagH ToBa He ce
npenopbusa Asokiro 6nokupaHe Ha PAAC upes komOlHHpaHaTta ynotpeba Ha ACE unxunburopH,
anruotensu [l-penenTopu 6nokepu wiu anuckupeH (Bx. Toukd 4.5 1 5.1).

AKO ce npelieHy, ye TepanusTa ¢ JBoiHO ONokupaHe € abconoTHo HeobxonuMa, Toea TpabBa 1a
€Taga caMo N0 HabIoNEHHETO Ha CNSUHATHCT H TIPH YECTO BHHMATETHO MOHHTOPHpaHE Ha
61p0peunaTa $yHKims, SNEKTPONUTHTE H KPbBHOTO HAJIATZHE.

ACE uHxubuTopH 1 anrHoTeH3us Il-peuentopun 6nokepu He TpAGBa 1a ce H3MOM3BAT €THOBPEMEHHO
NpH NalMeHTH ¢ guabetHa HedponaTus.

lleduampuuna nonyaayus

Hapymena 616peuna dynkima

Ynotpe6ara NpH neaHaTpH4HK NAUHEHTH C KPEATHHHHOB KIHpBHE < 30 mi/min ¥ neauarpuyHu

MALHEHTH, MOIOXKEHH Ha XEMOHAN3a, He € [PoYYeHa U [I0paJH Ta3H PHYHHA HE ce NpenophL4Ba
NPHJIATAHETO HA BAJICApPTaH MpH TAKMBA nauueHTH. He ce H3HCKRA KOPUPHpaHe Ha 1034Ta [1pH
NEQHATPUYHH NAUHEHTH ¢ KPEaTHHUHOB KNHpBHE >30 ml/min (Bxk. Toukd 4.2 1 5.2), B
yHKLMA ¥ HMBaTa Ha CepyMHHS KaMii TpAOBa fa 6b1aT BHHMATEITHO NPOCICIIDg

Hapymiena yephoapoGua dyHkuwMa

[TonoGHO HA BL3PACTHHTE NALHEHTH, BAJICAPTAH € NPOTHBONOKA3aH MPH TIeIHaA)
TEXKO YEPHOAPOOHO yBpexaaHe, OHIHAPHA MPO3a H MALMEHTH C XOIeCTa3a (



Hannue e orpaHH4eH KITMHHUYEH ONMT ¢ ynoTpebaTta Ha BaJicapTaH MNPH NEJHATPHYHH NALUHMEHTH C JICKO
JI0 yMepeHOo depHOApoOHO yBpexaaHe. [pu TakuBa MalHEHTH J03aTa Ha BancapTraH He TpAOBa Aa
npesuinaea 80 mg.

Bancakop cbabpska nakrosa. [laumeHTH ¢ peiku HacKeACTBEHH POOIEMH Ha HEMOHOCHMOCT KbM
ranakTo3a, hIeH JIAKTa3eH AShBUMT M MTOK030-TajlakTo3Ha Manabecopbuna He Tpabea 1a npHemar
TOBA JIEKAPCTBO.

Bancakop cbaspka Hatpuii. ToBa TeKapcTBO ChAbpkKa Mo-Maiko oT 1 mmol Hatphii (23 mg) Ha
TabneTKa, T.e. MOXKE 112 e KaXKe, Y€ MPAKTHYECKH HE ChIBDIKA HATPHIL.

4.5 BaammoaelicTBHe ¢ IPYTH JIeKAPCTBEHH NPOAYKTH H APYTH GOPMEA Ha B3aAMoclcTBHE

Heotino 6roxupane na cicmemama penun-anzuomenzun (PAC) ¢ APE, ACE unxubumopu, uiu
QAUCKUDER

JlaHHH OT KIHHKYHH NPOYYBAHHA MOKA3BAT, Y& ABOWHOTO OJIOKMpaHe Ha PeHHH aHTHOTEH3HH -
angocrepoHopata cHerema (PAAC) upes kombunupanara ynorpeba va ACE vHXHOHTODH,
aHrgoTeHsuH Il-penenTopiu G10KepH HIH AMHCKHPEH Ce CBBP3BA C [10-BHCOKA YECTOTA HA HEXKEJIAaHH
CBOHTHS, KATO HANPUMED XHIIOTOHHS, XHIICPKATTHEMHES B HaMansBaHe Ha ObOpeunara yHKUMA
(BxmounTenHO ocTpa GLOpeuHa HemOCTaTBYHOCT), B CpaBHEHHE ¢ ynoTpebarta caMo Ha €HO
CpeAcTBo, AekicTpamo Bbpxy PAAC (Bx. Toukn 4.3,44 u 5.1).

He ce npenopvvea eonospemenna ynompeba

Jlumuii

O6paTHMo MOBHLIABAHE HA CEPYMHMTE KOHLIEHTPALMH HA IMTHH H TOKCHYHOCT ¢a ChOOILEHU NIpU
eJHOBpEeMEHHaTa ynotpe6a Ha nmutuii ¢ ACE uHXHOHTOpH MM anrdotensuH I peuentopru dnokepu,
BK/IIOYHTENHO BajicapTaH. [IpenopbiBa ce BHUMATETHO ClieJieHe Ha CEPYMHHTE HHBA HA JTHTHH, aKOo ce
NpeneHH, 4¢ KOMOMHaLHATA € HeoOX0IuMa. AKO C¢ MpHJTara H THYPETHK, ce NPeANoara, 4¢ pUCKbT
OT JIMTHEBA TOKCHYHOCT MO3Ke 4a Obe JOMBIHMTETHO MOBHILIEH.

Kanuii-coxpansaauiu ouypeminyu, Kanuesu 000QGKY, 3aMeCMUmeni Ha CONMQA, CoObDICAY KAl U
opyau cybemanyuy, Koumo 6uxa Mozuu Od NOGUIUAIM HUGAMA HA KaRuti

AKO ce TIpelicHH, 4e € HeoOXO0AHM NeKapCTBEeH NMPOIYKT, KOMTO 3acara KaJHeBHTE HHBAa B KOMOHHALINS
C BaJICapTaH, NPenopLYBa CE C/EASHE HA IUTA3MEHHMTE HHBA HA KAIUi.

Ocobeno suumanue ce UIUCKEA NPU LOROGPEMENHA yHompeba

Hecmepoudnu npomusgosvsnanumenru cpedcmea (HCIIBC,) exmouumenno cenexmuenu COX-2
uHXUbUMOpU, ayemuicanuyuIoea kuceruna >3g/oneeno u necenexmusnu HCIIBC

Koraro anrnortensun Il peuenropruTe 6nokepu ce npunarar easoepemenHo ¢ HCIIBC, moxe na ce
Habmonasa orcnabsaHe Ha aHTHxunepren3uBHuA edext. OCBEH TOBa eAHOBPEMEHHATa ynoTpeba Ha
auruotensuH II peuenropru 6nokepu u HCTTBC moxe /1a A0Bef 710 MOBHIIEH PHCK OT BJIOIUABAHE
Ha 6u6peuHaTa QYHKIMA H NOBUILABaHe HA cepyMHUMs Kanuii. [lopanu ToBa ce npemopbyRa
npocieassade Ha OpOpeyHaTa (yHKUMA B HAYANIOTO Ha JICYEHHETO, KAKTO H a[IeKBATHA XM/IPATaLIks Ha
NauHeHTa.

Tpancnopmnu monexyau
In vitro zaHHH NOKa3Bar, Ye BancapTaH € cyOCTpaT Ha TPAHCIIOPTHHTE MOJIEKYIIH 33 Y€PHOAPOGHO
saxsamane OATP1B1/OATP1B3 u yepHoapoGHus eduykcen Tpancnoprep MRP2. Knunuunara

3HAYHUMOCT HA HAXOAKATA ¢ HEHU3BECTHA. E.IIHOBPGMEHHHHT I[TPpHEM Ha HHXHSHTOPH Ha YEPHO
3axBauiaHe (Hanp. pHdaMITHH, IUKNOCOOPHH) WIH Ha edITyKCeH Tpancnoprep (Hamnp. p
MOJe [1a NOBHIIM CHCTEMHATA eKCIIO3HIMA Ha BancapTaH. Tpabea na ce npeanpuema
MepPKH NPH 3aNM0YBAHETO MW/H PHIUTIOYBAHETO Ha €HOBPEMEHHOTO JICUEHHE C TIOJ

Hpyeu




IIpH npoy4BaHHA 3a JICKAPCTBEHO B3aMMONEHCTBHUE C BAICAPTAH HE Ca YCTAHOBEHH KIIHHHTHO
3HAYMMH B3aMMOJEHCTBHSA ¢ BAJICAPTAH HITH HAKOE OT CAEJHHTE BEILECTBA: UHMETHHH, BapdapHH,
(byposemu, JUCOKCHH, aTEHOON, HHAOMETALMH, XHAPOXJIOPOTHAZH/, AMJIOIHTIHH, FIMOCHKIaMHA.

Heduampuuna nonyaayun
IIpH neveHHe HA XWAEPTOHHA MPH AClla H IOHOLIH, NMPH KOHTO YeCTO ITHTH HMA H NOAJICHKAIIA

650peHa naToIorHs, ce MPENopHYBa IOBHIUEHO BHUMAHHE TIPH eHOBPEMEHHO TPUIAraHe Ha
BAJICAPTAH ¢ JPYTH BEILECTBA, KOMTO MOTHCKAT PEeHHH-aHTHOTEH3HH-ATIOCTEPOHOBATA CHCTEMA
MOTaT Jia I0BEAT [0 NMOBHIIABAHE HAa HUBATa Ha cepymuui kamuii. brOpeunara dyukuus u HUBaTa Ha
CEepYMHHA Kaauii TpaOBa Ja ObAAT BHUMATETHO NPOCICIABAHH,

4.6 PeprRIATET, GPEMEHHOCT H KbPMeHE

bpemenrnocm

Ynotpebara Ha anrnorensut 11 penerrropuu 6:aokepn (AlIPB) He ce npenopbuba nmpes rbpBHA
TPHMECTEP Ha OpeMeHHOCTTa (BX. Touka 4.4). Ynotpebata Ha AlIPB ¢ npoTHBONOKa3aHa Mpe3 BTOPHA
H TPETHs TPHMECTHP Ha OpeMeHHOCTTa {BK. ToUkH 4.3 u 4.4).

ENMaeMHONOrHYHKTE JAHHH 33 PUCKA OT TepaToreHHocT ciel excriozuits Ha ACE nHxuburopu npes
I'bPBHA TPHMECTBP Ha OPEMEHHOCTTA HE Ca OKOHYATEMHH; HE3aBHCHMO OT TOBA HE MOXKE [1a ce
H3KJTIOYH JIEKO NOBHILCHUE Ha PHCKa. Benpeky ue HAMa KOHTPOIHPAHH €NHACMHOIOMHYHH JaHHH 32
pucka ot AlIPB, nogo6en puck MOXe 1a CHINECTBYBA NPH TO3M KiIac NexapcTsa. OCBeH B ciy4aid ue
TepanuaTa ¢ APB ce npelLieHaBa KaTo KH3HEHOBAKHA, MAUKESHTKHTE, KOWTO MIIAHHPAT OpeMEHHOCT,
TpabBa ja IpEMHHAT HA ATEPHATHBHO AHTHXHTIEPTEH3HBHO JIeYEHHE C JOKA3aH NMPOQHN Ha
BesonacHocT 3a ynotpeba npu 6pemenHoct. [1pn ycranorsaeaHe Ha GpemeHHocT JedenneTo ¢ AlIPb
Tpa0ea Za ce fpeycTaHoBH He3a0aBHO M NpY HEOOXOAMMOCT 11 Ce 3anoYHe aTTePHATHEHA TEPAHA.
HseecTHO €, 4e excnoszuuHATa Ha Tepanus ¢ AIIPB no Bpeme Ha BTopHA H TpeTHS TPHMECTLD HA
OpeMeHHOCTTa MPHYHHABA $eTOTOKCHYHOCT MpH Xopa (noHwkeHa GBOpedHa PyHKUHA,
ONIHTOXHIPAMHHOH, 3a6aBeHa ocH(HUKALHA Ha Yepena) W HeOHaTanHa TokcHIHoCT (66peuHa
HEJOCTATBYHOCT, XHNOTOHNA, XHIIEPKATHEMHA Y; BHXKTE CHIL0 Touka 5.3 “IIpemIMHHYHE NaHHH 33
GezonacHocT”,

B ciydaii Ha ekcnosuiys Ha AIIPE cnien rTopus TpuMecThp Ha OpeMeHHOCTTa Ce NpenopsYBa
YNTpa3ByKOBa NMposepka Ha OB0peyHaTa pyHKUMA H Yepena.

HoBopoaeun, uunto Maiiku ca npuemanu AlIPB, Tpa6ea na 6bnat BHMMaTeNnHO HabmoAaBaHu 3a
XHOOTOHHA (BK. CBIIO TOukH 4.3 u 4.4).

Kvpmene
IMopanu nuncara Ha JaHHK OTHOCHO ynotrpebara Ha BICAPTaH MO BpeMe Ha KbPMEHE, IPHEMBT Ha

BAJICAPTAH HE CE [PEMOPBYBA, & Ce MPEANOYNTA ATTEPHATHBHO JISYEHHE C M0-100pe YCTaHOBEH
npodi Ha 5e30MacHOCT N0 BpeMe Ha KbpPMEHE, 0COOEHO MpH KbpMEHE Ha HOBOPOZIEHO HITH
HeznoroceHo Hele.

Depmuyniimem
Bancapran HAMa HexxeNaHH eheKTH BEPXY PenpoOAyKTHEHATA CNOCOOHOCT HA MBXKKH H KEHCKH

MIILXOBE TPH NPHEM Ha niepopantu no3d a0 200 mg/kg/nen. Tasu no3a € 6 OBTH NO-BHCOKA OT

2
MAKCHMANHATA MPENopbYBaHa 103a NIPH XOpa onpeelicHa Ha 6aza mg/m (M34MCICHHUETO € 32
nepopaiHa 103a o1 320 mg/aeH U 60-KMIOrpaMoB MaLMEHT).

4.7 EdexTn BEpXy cnocobGHOCTTA 32 modupane u pabora ¢ MAMAER

4.8 Hexenann JexkapcTBEHH PeaAKIHH




B KOHTpONHpaHH KIMHWYHK NPOYYBAHHS PH BBE3PACTHHA NALMEHTH C XHIIEPTOHHA 0011aTa YECTOTa HA
HeskenaHu peakiu {HJIP) e cpaBrpMa ¢ Tazu npu rwiane6o U € B ChIacke ¢ papMaKoIordyHus
npotun Ha BancapTaH. Yecrorara na HJIP we e cBbp3ana ¢ 103aTa HIH NIPOABL/LDKHTENHOCTTA Ha
JIEHEHHMETO, a ChILO TAKa He NoKa3Ba BPb3Ka C 1101a, BB3pacTTa WK pacara.

OcHoBaHH Ha KNKHAYHH NPOYIBAHUS, IOCT-MAPKETHHIOB ONKHT ¢ 1aboparopnn pesyntatd HJIP ca
H36POEHH NO-A0Ty CBHINIACHO CHCTEMO-OPTaHHATa KiacHpHKaLMs,

HesxenanuTe peakiu ca NOAPEASHH MO YECTOTA, KATO HaH-4ECTHTE ca ITbPBH, CIIOPE] Clie/1HaTa
KOHBEHITHA: MHOTO 4ecTH (>1/10); wectn (>1/100 mo <1/10); ueuectu >1/1 000 no <1/100); penxu
(=1/10 000 go <1/1 000); MuOrO peaxu (<1/10 000), c Heu3BecTHa YecToTa (OT HANHYHHTE JAHHH HE
Moxe fa 6bJie HaNpaBeHa OLICHKA Ha YECTOTATA).

H]JH BCAKO IpyIIMpaHe B 3aBHCHMOCT OT YE€CTOTATA HEXKETAHHTE JICKAPCTBEHH PEaKIvHA Ce PI?-GPOHBEIT B
HH3XO0451 pEA [10 OTHOLICHHE Ha TAXHATA CCPHO3HOCT.

3a scHukH HJIP, cholieHn oT nocTMapKeTHHIOBHA ONHT B 1a00PaTOPHHTE HAXOIKH, HE € BB3MOMKHO
na ce MpHIokH Hukod Yecrora Ha HITP 1 nopagu ToBa Te ca yIOMEHATH ¢ "HEH3BECTHA" HeCTOTA.

XHn HHS

Hapymenns na KPbBTA H AEMPHATA CHCTEMA

C HeH3BECTHA YecToTa TToH:KEH XeMOTNoOUH,
MOHIDKEH XEMaTOKPHT,
HEYTPOIEHHU,
TpOMOOLIHTONEHHS
Hapymesng ua WMYHHATA CHCTEMA
C HeH3BeCTHA YecToTa CBpBbXYYBCTBUTEIHOCT,
BK/IIOYHTENHO CepYMHa
Oonect
Hapymenuna Ha MeTaGoan3IMa H XpaHEeHETO
C Heu3BecTHa 4ecTOTA IMosuilieH cepyMeH Kanuii,
XHIIOHAaTpHEMHUS
Hapymenns BHa YX0TO H JafupaaTa
Heuectn CeeToBBpTEXK
CuI0BH HApYHICHHS
C Hen3BecTHa 4yecTOTa Backymur
Pecnaparopsn, rpbJHA H MEIHACTHHAJIHH HAPYMICHAS
Heuecn Kamnuua
CToMamHO-UPEBHA HAPYLICHHS
Heuectu Kopemta 6onka
Xenaro-6uTHAPHA HApYIIEHANA
C HeH3BEeCTHA HecToTa [MoBHLIEHHE HA NOKA3ATEITHTE
3a yepHoapoOHa HyHKIMA,

BKJTIOUHTE/HO NOBHILIABAHE
Ha CepyMHHA OUTUPYOHH

Hapymenna Ba KOXKAT2 H HOAK0KHATA THKaH
C HEH3BECTHA YyecToTa

C HeH3BecTHA YecToTa

Hapymwienns ua 65.0penuTe H NHKOMHATE IbTHINA




C HewnssecTHa uecToTa BrOpeyHa HeAOCTATBYHOCT H
yBpeXKAaHe, [IOBHIIABAHE HA
CEPYMHHA KPEaTHHHH
O6mu sapymennd H eeKTH HA MICTOTO HA NPHJIOKEeAHe
Heuectn Ymopa

lleduampuuna nonyaayua

XHMePTOHUA
AHTHXHIEPTCH3HBHAAT e(PEKT HA BaICapTaH € OLICHEH B X014 HA ABE PAHAOMH3HPaHH, NBOHHO-CIIENH

KJIHHWYHH (POYYBaHHA (BCEKH OT KOMTO € MOC/EABAH OT Mepro/ Ha MPOIB/DKABAHE HIH NPOY4BAHE)
A €JHO OTBOPEHO Mpoy4BaHe. Te3u npoyysanHa prmoysat 711 neqHaTpH4HH MALIMEHTH HA BH3pacT
oT 6 10 mo-Manko ot 18 romuuu ¢ u 6e3 xponruno Gu6peuno 3abonseane (XB3), ot kouro 560
MALHEHTH ¢a NoNy4aBaiH Bancaprad. C H3KII04YEHHE Ha H30JHPAHH CIyYaH Ha CTOMALIHO-4PEBHH
HapyleHHA (KaTo kopemHa Donka, rafeHe, NOBPBILAHE } H 3aMasHOCT, HE ¢a YCTAHOBEHH 3HAYMMH
Pa3NHYMA BB BHAA, YECTOTATA H TEXKECTA HA HEXKEIAHHTE PeakLiH, Ha0/oaBaHK IPY MEAHATPHYHH
NalMeHTH Ha BB3PacT OT 6 A0 NO-MaNko oT 18 rogunum # Te3u, choGmEeHH NPeIH TOBA IPH BB3pacTHA
NAUUEHTH.

O1neHkaTa Ha HEBPOKOTHHTHBHUTE (PYHKIMH M Pa3BUTHETO Ha NETHATPHYHH NAMEHTH Ha BB3PacT OT
6 10 16 ronHHM, KaTo LANC He MOKA3Ba HAKAKBO KIMHHYHO 3HAYHMO HEDIAronpuATHO IOB/IHABAHE
MIPH JIeYEeHHE ¢ BAICAPTAH B NPOJBJLKAHHE HA ¢HA TOAMHA.

H3pbpineH € 060611eH ananu3 Ha 560 neAMaTPpHUHH NAUHEHTH C XHMEPTOHHA (Ha BB3pacT 6-17
roJMHH), [OJY4aBallll MOHOTEpAnug ¢ BajicapTad [n = 483] i koMOHHHPaHa AHTHXMIIEPTEH3UBHA
TepaIua, BKoYBaila sancaprad [n = 77]. Ot 560 nauments, 85 (15,2%) umar Xb3 (u3xonen GFR
<90 mL/min/1,73m?). O61o 45 nauuenta (8,0%) ca NpeyCTAHOBMIIM NPOYHBAHETO [OPA/IH NIPOABH Ha
Hexesnanu peakii. O6wo 111 nmamuenta (19,8%) ca umanu Hexenana ntekapcrseHa peakuus (HJIP) -
rnapoGonue (5,4%), 3amaaHoct (2,3%) u xunepkanuemus (2,3%). Ipu nampenture ¢ Xb3 Haii-
yectire HJIP ca xunepkanuemus (12,9%), rnasobonne (7,1%), nopHlIeHHe Ha KPEaTHHHHA B KPBBTA
(5,9%) u xunorouus (4,7%). [Tpu naunenTure Ge3 Xb3 naii-uecture HIIP ca 6unu rnasobonue
{5,1%) u 3amasnocT (2,7%). Hexenanudre nekapcTBeHH peakuuy ca HabMogaBaHH! M0-Y€CTO NpH
NalHeHTH, IPHEMALUH BAJICAPTaH B KOMOHHALUA ¢ IPYTY AHTUXHIIEPTEH3HBHH ICKAPCTEEHH
MpPOIYKTH, B CPaBHEHHE ¢ BAICAPTaH CAMOCTOATENHO.

AHTHXHIIEPTEH3URHHAT eeKT Ha BancapTaH NpH Aelia Ha Bb3pacT oT 1 710 nox 6 rofHHH € OLCHEH B
TPH PAHJOMH3HPAHH, ABOHHO CJIENH KTHHWYHH NPOYYBaHUA (BCAKO NOCIEABAHO OT MEPHOA HA
yanmkaeate). B mupoTo npoyusate npu 90 zeua Ha pw3pact ot 1 1o noa 6 roaMHu, ca Hab/moaaBaH#
JBA CMBPTHH CITy4as H H30JIMPAHH Clly4au HA W3pa3eHO MOBHINABaHE HA YEPHOAPOOHHTE
TpaHcamMuHasi. CirydauTe ca HaGMONABAHH B TOMYJIALMA ChC 3HAYHMH CBITBTCTBALIH 3a0019BaHHUSL.
IpuuHHHO-CIeACTBEHA BPB3Ka ¢ ynoTpeba Ha BANCApTaH He € YCTaHOBEHA. B nse mocneapaiu
npoy4BaHus, B KOUTO ca paHZoMu3upand 202 gena Ha BE3pacT oT 1 10 noA 6 romHHu, HE ¢a
HabnogaBaHH 3HAYHMH NOBHILIEHHS Ha YepHOAPOOHUTE TpaHCAMHHA3H, HUTO CMBPTHH CITy4au MpH
JICUEHHE C BAJICAPTaH.

[poeenen e cOopen aHanu3 Ha AaHHuTe OoT 202 MeJHATPHYHH NAUMEHTH ¢ XMIICPTOHHUA (Ha BB3PAcT OT
1 no noa 6 ronuHK), KATO BCHYKH TMALHEHTH CA MPHEMAIH BATICAPTAH KaTO MOHOTEPANHA B ABOHHO-
clenuTe flepioaH (¢ u3KoYeHHe Ha waueGo nepHoaa Ha otHemade). Ot Tax 186 nauwenTy
NPOIRDKABAT YYACTHETO CH WM B NPOJALDKEHHETO HA NPOYUBAHETO, HITH B OTBOPEHHA nepuol. Ot
202 naumenTn, 33 (16,3%) umat XB3 (M3xoaHo eGFR <90 ml/min). [Tpez npoiino-3ac eiciis
nepuoA, ABaMa nauueHTH (1%) ca NpekpaTHIIH YYACTHE NMOPATN HEKENAHO ChOHTHE TP
TIEPHO], HITH TIpe3 MEPHO/A HA IPOABKEHHE HA NIPOYYBAHETO, YeTHPHMA MALHEHTS
MIPEKPATHIH YYacTHe Mopaiu HeskenaHo ceOuTHe. [lpes npofino-3acienenis nepppo
nauMeHTHTe ca u3nutanu noHe eaua HPJI. Hafi-uecture HPJI ca noBpuinane n=
n=2 (1,1%). Eana HPJI (nnapus) e nabmonasasa B rpynarta ¢ XB3. B oreopenns




nanpeHtare (10/186) ca w3muranyu none enua HPJI. Haii-wecrata HPJI e haManen aneTHr, KOETo ce
cpoblHaBa ot naMa nauHedTH {1,1%). B aBoiiHo-3acneneHus nepHOI M B OTBOPEHHS NIEPHOJ Ce
cpobmaBa 3a XMIlepKaiHeMHs 3a eMH NaLHEHT BbB BeekH nepyuol. HaMa cimy4ad Ha XMNOTOHMA UNH

BMEHE HA CBAT B IBOHHO-3aC/eNeHHs MEPHOT WIH B OTBOPEHHS MEPHOL.

Xunepkanuemus ce Hab0AaBa 0-4eCTO NPH ASUa M IOHOLIK Ha Br3pact oT 1 go noa 18 roaunu ¢
[oIeKal XpOoHHYHO Ob0peuro 3a6onapaune (XB3). PuckbT OT XunepkanHeMHs Moxe Aa 6vae no-
BHCOK IIPH Aela Ha BB3pacT oT 1 40 5 roAdHM B CpaBHEHHE C JIELA HA BL3pacT oT 6 xo noj 18

roaHHH.

IpodureT Ha GesonacHocT, HAGMIOABAH MPH KOHTPOJIMPEHH KIMHHYHH NPOYYBAHHA IPH Bb3PaCcTHH
MALMeHTH Clle] MHOKApAeH HHDAPKT H/HIH ChC ChpAeYHa HEJOCTATBYHOCT, C& pa3/iu4aea oT
UANOCTHHA NPodH Ha He3onacuocT npy naupenTy ¢ xunepronus. Toea Moke a CBBP3aHO ¢
NpHapykasaioto 3a6on98aHe Ha naunenta. HIIP, KoMTO HacTEMBAT MPH BB3PACTHH NAUMCHTH Clea
MHOKApAeH HHGAPKT H/IWIH ChC ChpASYHA HEAOCTATBYHOCT, ca H3GPOeHH Mo-A0MTy:

Crcrosnne cneg MHOKapACH HH[haD]{T H/WIH ChpiIeUHa HENOCTATHYHOCT {M3C/eBalE NPOBEIEHO

CaMOo TIPH BLEIPACTHH)

Hapymenns 5a KpbBTa # AHMPHATA CACTEMA
€ HeH3BecTHA YecToTa

Hapymenns Ha HMyHHEATA CHCTEMA
C HeMsBecTHa yecTOTA

Hapymenna Ha MeTaGo/1H3Ma H XpaHeHneTo
Heuectn
C HeussectHa yecToTa

Hapynrenns HA HEPBHATA CHCTEMA
YecTn

Heuvectn
Hapymenns Ha yxoro B 1abupuaTa
Heuectn
Copieunn HApYUICHHA
Heuectn
Co108BH HBApYmIeHAN
Yectu

C HeH3BECTHA YeCTOTa
PecnupaTopnn, rpbAHA H METHACTHHAIHHE HAPYICHHAS
Heuectn
Cromambo-upeBHH HAPYIICHHS
Heuectn
Xenaro-GHIHADHA HADYIIEHHN
C HeM3BECTHA YecToTa

Hapymenns g3 K0XaTa H NOAKMKHATA THKAH
Heuectu
C HeH3BeCTHA 4ecToTa

Hapymellml Ha MYCKYJ/JIHO-CKEAE€THATA CHCTEMA H CHEAHHHTEJIHATA THKAH

TpomBoLmTonIeHHA

CBpPEXYYBCTBHTEITHOCT,
BKIIOUHTE/IHO CEpPYMHA
Gomect

Xunepkanvemus
TloBHIeH cepyMeH Kanuii,
XANOHATPHEMHA
3amaiiBaHe, 3aBMCEINO OT

no3aTa 3aMalisane
Cuukon, riaasobonue

CBeToBBpTEK
CepaedHa HeTOCTATRYHOCT

XHOOTOHHUA, OPTOCTaTHYHA
XHAOTOHHSA
Backyaur

Kamnuua
Fanene, nuapus

TloBMiIEHHE Ha TOKA3aTE/UTE
W




C HemnsBecTHa yecToTa Muanrus
Hapymenns aa 6b0pennTe H THKOYHHATE ILTHHIA

Yectn bsOpeyna HEZOCTATHUHOCT H
yBpexKAaHe
Heuecru Octpa 06bOpeuna

HENOCTATEYHOCT, IOBULIABAHE
Ha CEPYMHMI KPEaTHHHH
C Heu3BecTHA yecTOTa [NoBHuiEHHE Ha ypedTa B
KpPLETa
O61ms Hapymenns # edeKTH Ha MACTOTO HA NPAIOKEHHE
Heuectn AcTteHus, ymopa

CrofniapaHe HA NORO3WPAHH HEXKETAHH PEAKIIMH

CroblaBaneTo Ha NOJAO3NPAHE HEXEAaHN PEaKLHK ClIe paspellasaHe 3a ynoTpeda Ha ICKapCTBEHUA
NIPOAYKT € BaykHO. TOBa n03Bo/14Ba 1a NPOABJDKH HabMIOEHHETO Ha CHOTHOIEHHETO TO/3a/PHCK 32
NEXapPCTBEHHA NPOIOYKT. OT MEHUMHCKHTE CIELHATACTH C€ H3UCKBA 112 ChoOIIaBaT BCsKa
NOAO3HPAHA HEKENAHA PeaKiika Ypes3

HzmenHuTENHA areHIMA 110 NeKapCTBaTa

ya. Jlaman Ipyes™ Ne 8

1303 Codun

Ten.: +35 928903417

yebcaiiT: www.bda.bg

4.9 IIpenoznpane

CuMnroMu
[penozupanero ¢ Bancapran MOXe /1a IPHYHHH H3Pa3eHA XHIIOTOHUSA, KOATO MOXKeE Ja JI0Be/le 10
MOHHXABAHE HA ACHOTATA Ha CH3HAHWETO, MPKYJIATOPEH KONanc M/IWTH WIOK.

Jleuenne

TepaneBTHYHNTE MEPKH 3aBHCAT OT BPEMETO Ha [IPHEM Ha JIEKAPCTBOTO H BHIA H TEXKECTTa Ha
cuMITOMHTE. OT MEPBOCTENEHHA BAYKHOCT € CTA0WIM3HPAHETO HA LIUPKYJIATOPHHA CTATYC.

B cmyuaii na xMnoToHua naukeHTET TpAGea aa Ghae NMOCTABEH B IETHANO NoJoxKeHHE | 6Bp20 Ja ce
NpeanpueMe 3aMecTBaHe ¢ 00eM03aMecTBalllH H COIEBH pa3TEOPH.

Maiiko BeposaTHO € BacapTaH Aa On/ie OTCTPaHEH Ype3 XeMOIHAITH3A.

5. ©®APMAKOJIOIHYHHA CBOMCTBA
5.1 <PDapmMakoaEHAMAYRHE CBOHCTBA

dapMakoTepaneBTHUHA rpyna: aHrHoTensHH Il penenropau 6noxepn, camoctoaresnu, ATC xoa:
CO9CAO03

Barncaprar € nepopanHo akTHBEH, MOILEH H cneitduucH aHrdoteHsuH I (AT II) antarouucr. Toit
JAeHCTBA CeNeKTHBHO BBPXY AT1 penenTopsia noaTvn, KOHTO € OTrOBOPEH 33 NO3HATHTE NEHCTBHA
Ha asruoTensuH II. IlopumennTe niasmenn HEBA Ha anrnoTren3ud I B pesynrar Ha ATl

peuenropHaTa 610KaAa C BAICAPTAH MOrAT a CTHMYIMpAT HeOnokHpaHuTe AT2 peLenTopH, KoeTo
W3rNeXxaa NpoTHeoaeiicTa Ha edexta Ha AT1 perienropa. Bancapran He nposBABa HH
aroHHcTU4Ha akTHBHOCT KM AT1 penenropa 1 uMa 3HaumTenHo (okosno 20 000 me
apunmreT kbM AT1 peuerrropa, orkonkoro kem AT2 peuenrropa. Bancapran He ce
GOKKMpa PELENTOPH HA IPYTH XOPMOHH HJid HOHHM KaHAIH, 32 KOMTO € H3BeCTHO,
ChPJACHHOCH0BATA PEryJarus.




Bancapran He nixudupa ACE (u3BecteH 1 kato kunHunaza II), koiiTo nperprina anruotensun [
anrroTensud 1l u pasrpaxna Opagukunanna. Trii kato Hamar edext BpXy ACE H He 3acknear
AeiicTBHETO Ha OpagHKknHMH W cyGcTaHUmMs P, MaNko BEPOSTHO € AHTArOHHCTHTE Ha aHrHOTeH3uH |1
1A ca CBBP3aHH ¢ KaukigHe. B KTHHUYHM Mpoy4YBaHus, KbAETO BajicapraH ¢ cpasHer ¢ ACE
HHXHOHTOP, 9€CTOTaTa Ha CyXxa Kauutvua e 3aauntenno (P<0,05) no-manka npH NalHeHTH, JEKYBaHH
€ BaIICAPTaH, OTKOAKOTO npH nekyeanute ¢ ACE unxuburop (2,6% cpemy 7,9% pecnektreHo). B
KTHHHYHH NPOYYBAHHA NPH NALHEHTH C aHAMHE32 33 CyXa KallUTHIA 10 BpeMe Ha nevenne ¢ ACE
HHXHOHUTOP, 19,5% oT npoyusauuTe JKLA, NOMy4aBalm BancapTaH, H 19,0% ot Te3n nonyyasaiy
THa3HZEH JHYPETHK HMAT KANUTHLA, B CpaBHEHHE ¢ 68,5% ot snLaTa, nexyBauu ¢ ACE uaxubarop
(P <0,05).

Iipecen muokapaeH HHGAPKT
VALsartan In Acute myocardial iNfarcTion (VALIANT) e paEaoOMH3HPAHO KOHTPOJIMPAHO,

MHOTOHALHOHATHO, JBOHHO-CNIANO Npoy4BaHe npH 14 703 nauueHTH ¢ OCTBP MEOKapAeH HH(ApKT U
MpPH3HALIH, CHMITTOMH HITH PAJMOJIOTHYHH [IAHHH 32 3aCTOMHA ChpAEYHA HeJOCTATBYHOCT H/HIIH
NaHHH 3a JIEBOKaMepHA CHCTONHA AUChYHKUMA (MposABeHa KaTo (pakuns Ha u3Tnackeane < 40% upes
PaIHOHYKJIHIHA BeHTpHKyIorpadusa uin < 35% 4pes exokapauorpadus WIH BEHTPHKYIIHA
KOHTpacTHa aHrdorpactus). ITauneHTHTe ca paHIOMH3HPaHH CTIPAMO BajicapTaH, KAMTONPHIT HITH
koMOuHalMA OT ABaTa B paMKHTe Ha 12 gaca no 1{) aHu clie] HAYANOTO HAa CUMITTOMHTE HAa MHOKapaeH
HHpapxT. CpeAHUAT NEPHOI Ha NeueHte e ABe rofHHH. [IppBHyHaTa KpaiiHa TOUKa € BPEMETO 4O
HACTBIIBAHE HA CMBPT NMOPAJIH BCAKAKEH MPHuUHHH (0D11a CMEPTHOCT).

Bancapra# € ChIH0 TONKOBA eeKTHBEH, KOJIKOTO KAITTOMPHII 10 OTHOIIEHHE Ha HAMAJIABAHETO Ha
obLiara cMBPTHOCT ciie MHOKapaeH HrapkT. Obmara CMBPTHOCT € NoAo6HA B TPYTIHTE ¢ BANCAPTaH
(19,9%), kanronpun (19,5%) u sancaprau + xanronpun (19,3%). KomOunaunsTa Ha pancapran ¢
KanTONpHJ He 100aBs NOITBIHUTENHA (10132 CNPIMO JIeYeHHETO camo ¢ Karrronpui. Hama pasnaka
MEXOy BancapTaH H KaNTONPHI IO OTHOLIEHHE Ha 00INaTa CMBPTHOCT B 3aBHCHMOCT OT BB3pacTTa,
Nona, pacaTa, M3XOAHATE Tepanuy KM OCHOBHOTO 3aGonaBane. BancapraH ¢ edexTasen 4 B
YABIDKABAHE HA BPEMETO [I0, H B PEIYLIMpPaHe HA ChbPACYHOCHA0BATa CMBPTHOCT, XOCTIHTATH3ALMH N0
NOBOJ| HA CBPAEYHA HEAOCTATHYHOCT, TOBTOPEH MHOKapAeH HH(papKT, pcaHHMHUPAHO CITHpaHe Ha
ChpLETO M HedaTaneH HHCYNT (BTOPHYHA CHCTABHA KpaiiHa TOUKa).

[MpodureT Ha Ge30MacHOCT HA BalcapTaH ChHOTBETCTBA HA KUIMHHYHOTO NPOTHYAHE MPH MALHESHTHTE,
JeKyBaHH cien npekapad MuokapaeH uHdapkr. ITo otHomenye Ha 6xOpeunara QyHKLUA €
HabmonaBaHO yJIBOABAaHE HA CEPYMHHA KpeaTHHHH TIpH 4,2% OT MALHEHTHTE, NEKYBaHH ¢ BAICapTaH,
4,8% 0T NaUMEHTHTE, NEKyBaHH ¢ BaicapTaH + kanronpii, u 3,4% oT NalMEHTHTE, JIEKYBaHH ¢
karrronphi. [IpekbecBade nopaay painuusH BHI0Be OB0peuna auchyHKIMA HacThnear npu 1,1% ot
MALHEHTHTE, IEKYBAHH ¢ BancapTaH, 1,3% OT nauMeHTHTE, IEKYBAHH C BAJICApTaH + KAMTONPHA, H
0,8% ot mauMexTuTe, NnexyBaHH ¢ kantonpui. Ouexka Ha 6bOpeunara Gynkuus Tpadra na 6bae
BKITIOYEHA B 0OLIATA OUCHKA Ha MALMEHTHTE, [IPEKAPAIH MHOKApAEH HH(papKT.

Hsama paznuka B obmaTa cMBPTHOCT, CHPAEYHOCHAOBATA CMBPTHOCT H 3a00/19€MOCTTA, KOraTo ¢€
npunarar 6era-610KkepH eTHOBpEMEHHO ¢ KOMOHWHAIMATA BaNcapTaH + KalTONPHI, CAMO BaliCapTaH
HIH caMO kanTonpwi. He3aBHCHMO OT Npoy4BaHOTO Nevenye CMbPTHOCTTA € MO-HHCKA B FPYNaTa Ha
NalUHEHTHTE, JIEKYBaHH ¢ Bera-Gnokep, KOETo MoKa3Ba, ye Mo3HaTaTa non3a ot Gera-0nokepuTe NpH
Ta3H NoMynalys ce NOTBEPKIARA B TOBA NPOYUBAHE.

Chpie4Ha HeJOCTATBYHOCT
Val-HeFT e paHaoMH3upaHo, KOHTPOTHPAHO, MHOTOHALHOHATHO KIIMHHYHO NPOYYBaHE Ha

BAJICAPTAH, CPaBHEH ¢ Murauebo Bupxy OonecTHOCTTa H CMEPTHOCTTA 1IpH 5 (10 maupeHTH CBe
cbpaeqHa HegoctathiHocT ¢ NYHA knac 11 (62%), 11 (36%) n IV (2%), nomy4asaiuy o
Tepanus ¢ nesokaMepHa @H <40% u neBokamMepeH BETPELISH JHACTONCH JHAMETD)
cm/m2. OcroeHara Tepanus exmousa ACE uaxuOutopH (93%), anyperHun (86% )4
u Heta-Onokepu (36%). CpenHaTa NPOARIDKUTETHOCT HA MPOCIENABAHETO € pHO)
roaund. CpenHata AHeBHa n03a Ha BaacapTad pbe Val-HeFT e 254 mg. [Tpoy+iBaf
TbPBHYHHA KPalHH TOUKH: 00La CMBPTHOCT (BpEMe 10 HACTHIIBAHE HA CMBPTTA),
# BOJIECTHOCT OT CHPAEYHA HEJOCTATHIHOCT (BpeMe A0 TEPBOTO GONECTHO CHOHTAY




K4TO CMBPT, BHE3ANHA CMBPT C PeaHHMalHA, XOCMHTAIH3AUNsA [0 [I0BOA Ha CHpASYHA
HEJOCTAaTBYHOCT HITH NPAIOKEHHE HA BEHO3HH MHOTPOITHH IIH Ba30IMAATATOPHHA CPEACTBA 3a YSTUPH
WIH noeedye qaca 6e3 xocnHTanu3almua.

O6wara cMBEPTHOCT € nonoOHa B rpynute (p=NS) ¢ Bancaprax (19,7%) 1 mnanebo (19,4%).
ITspeuunaTa nomsa € 27,5% (95% CI: 17 no 37%) HamaildBaHE Ha PHCKA 3a BPEMETO Ha IBPBATA
XOCTIHTA/IH3ALMA [0 TOBOA Ha ChpAevHa HegocTaThuHocT (13,9% cnpamo 18,5%). Peaynrary,
H3TJIEK/IAIIH B 01132 Ha wiauefo (ChcTaBHaTa CMBPTHOCT W 3abonseMocTTa € 21,9% ¢ mnauebo
cripaMo 25,4% B rpynara ¢ sancapras), ca HaOMOAABAHK NpH MNAlIHEHTHTE, MPHEMAILH TPOiHA
kombunauma ot ACE unxuburop, 6eta-6nokep v BancapraH.

B noarpynara Ha nanueHTH, kouto He npuemMar ACE unxnburop (n=366), nonsure npu
3abonaeMocTTa ca no-ronemH. B Tasu noarpyna odmmara CMBbPTHOCT € 3HAYHTENHO HAMAJICHA C
BaICapTaH B cpasHenne ¢ mnauebo, ¢ 33% (95% CI: -6% no 58%) (17,3% pancapran cnpamo 27,1%
iate6o), a ChCTaBHATA CMBPTHOCT M PHCKA 3a 3a60S€MOCT Ca 3Ha4YHTe/HO HamanerH ¢ 44% (24,9%
Bayicaptad cnpaMo 42,5% nnauebo).

Ipu naimenTs, kouro npueMar ACE unxuburop 6e3 Gera-610kep, o61aTta cMbPTHOCT € nonobHa
(p=NS) B rpynure c sancapraH (21,8%) u miauebo (22,5%). CheTaBHaTa CMBPTHOCT H PHCKBT 32
3a60a5eMOCT ca 3Ha4YHTeHO HamaneHH ¢ 18,3% (95% CI: 8% to 28%) npu BancapraH B cpaBHeHue C
nnauedo (31,0% cnpsamo 36,3%).

B ofara nomynauus Ha Val-HeFT nausenTHTe, IeKyBaHH ¢ BaJICapTaH, NOKA3BaT B CPAaBHEHHKE C
iauebo sHauumo nopobpelue Ha knaca no NYHA, npu3HauuTe H CHMOTOMHTE Ha ChpAevHa
HEJOCTATBYHOCT, BKIIIOUHTENHO AUCIIHEA, YMOPA, OTOLM H XPHTIOBE B CpaBHEHHE ¢ miaueGo.
ITaumenTHTE, NleKyBaHH C BaJICAPTaH, HMAT NO-06p0 K24ECTBO Ha XKHMBOT B CPABHEHHE C MPHEMAIUUTE
rutanebo, KoeTo ce AeMOHCTpHpa upe3 ckanara Ha Minnesota Living with Heart Failure Quality of Life
OT M3XO/IHaTa 10 KpaiiHaTa TouKa Ha npoy4saHero. [Ipy malUMeRTHTE, IEKYBaHH C BaNcapraH,
3HAYMMO CE MOBHINABa (PAKIIAATa HA H3TIACKBaHeE W ce normkasa LVIDD ot w3xoaHaTa 1o kpaiinara
TOYKA fI0 BpeMe Ha NMPOYYBAHETO B CPABHEHHE ¢ wianelo.

JlBe roneMH panROMH3HpPaHN KOHTponupanu npoyusaHua — ONTARGET (ONgoing Telmisartan
Alone and in combination with Ramipril Global Endpoint Trial - Texymo rnobanno u3anuteaHe 3a
KpaiiHH TOYKH Ha TE/IMHCAPTaH, CAMOCTOATENHO H B komOnHauus ¢ pamunpui) H# VA NEPHRON-D
(Knuauuno npoyuBaHe CBBP3aHO ¢ Pa3sBUTHE Ha HedponaTis npH NHabeT, IPOBEAECHO OT
MUHHCTEPCTBO MO BLIPOCHTE Ha BETEPAHUTE) — Mpoy4BaT ynorpebara Ha komOGuHaimsra ot ACE
uHXKHOUTOp 1 aHrHoTeH3uH 11-peuenropen Griokep.

ONTARGET e npoyupaHe, npoBeeHO NpH NAHEHTH C aHAMHE3a 32 CHPACYHOCHA0BA WK
MO3BLYHOCHA0BA BOTECT, WIM 3axapeH AnabeT TUn 2, NpHAPYXKEHH ¢ JaHHH 3a YBPEk/IaHe Ha
edexropnn opranu. VA NEPHRON-D e npoyusase npH malHEHTH Cbe 3axapeH Anaber THR 2 H
nuabetHa HedponaTHs.

Te3u npoyusanna He NOKa3BaT 3Ha4KMM GnaronpusTeH edext BbpXy 6p0peynnTe W/HIH
CHPEYHOCHJOBHTE MOCICIHLIH H CMBPTHOCT, KATO ChIUEBPEMEHHO ca HaboIaBaHH NOBHILIEH PHUCK
OT XHIIEPKATHEMHA, OCTPO YBpexaaHe Ha OnOpennTe WK XHIIOTOHHUA B CPABHEHHE C
moHoTepanuaTta. Kato ce umat npe B cXoAHHTE UM $apMaKoIHHAMHYHH CBOHCTBA, TE3H PE3Y/ITATH
ca MpWIOKHMH K 33 Apyrd ACE uHxuGuTopu u anruorensuH II-peuerrropan 6nokepu.

ACE uHxHOHTOpPH M aHrHoTensuH II-petenTopau GnokepH cnefoBatento He TpabBa la ¢€ M3NON3BAT
€IHOBPEMEHHO IIPH NALHEHTH ¢ THaOeTHa HedpomaTus.

ALTITUDE (Knuuu4Ho npoy4BaHe NposeeHo ¢ ATUCKMPEH NPH NAMAEHTH CBC 3axaped auader THI
2 ¢ H3NOJI3BaHE HA CHPACYHOCHAOBH H GLOpeUHH 3a0019BaHMA KATO KPaiHH TOUKH) € MPOYUBEHE,
MpeHA3HAYEHO 1a H3CJIE/BA 013aTa oT 400aBAHETO Ha AMCKHPEH KbM CTaHapTHa Tepanus ¢ ACE
HHXHOKTOp MM aHrHoTensuH II-penentopen 6nokep OpH MALMEHTH ChC 3aXapeH Auaber Tyn 2 M
xporH4HOo 656pevHO 3a6onaBane, ChpAeYHOCHAOBO 3ab0naBane WK U Agete. [IpoyyBaHeTo €
MPEKPATEHO MPEKIEBPEMEHHO TIOPaiH MOBHLIEH PHCK OT HEOIArONpPHATHH HOC/ICAHLE
CHPOCYHOCHAOBATA CMBPT, TaKa H HHCYIITHT €4 MO-YECTH B IPYNATa Ha ATHCKHPEH,
rpynara Ha rane6o, a npefcTaBNSBaLIATE HHTEPEC HEXENAHH CHOUTHA M CepHo3
CHOMTHA (XHAEpKATHEMHA, XHNOTOHHA U 6B0peuHa MUChYHKIHA) ce choOLaBaT
Ha ATHCKHPEH, OTKOJIKOTO B TpyrnaTta Ha fiaaueto.




Heduampuuna nonyiayus

XUneproHua

AHTHXHIICPTEH3HBHUAT e(DeKT Ha Ba/ICAPTaH € OLIEHEH B XO/a HA YCTHPH PaHIOMH3HPaHH, JBOHHO-
CIENTH KITHHHYHH TIPOYUYBAHKA NpK 561 neuaTpuyHy NALMEHTH Ha BB3pacT oT 6 fo noa 18 roadHH u
165 neauaTpHYHM NAalHEHTH Ha Bb3pact oT | A0 6 roAUHH.

Hapymrenns Ha OBOpELHTE H NUKOUHKTE MHTHINA M 3aTITECTABAHE €A Hal-uecTHTE noanekatnH
MEQHLIMHCKH ChCTOAHHA, KOHTO JONPUHACAT 32 Pa3sBHTHETO HAa XHIIEPTOHHUA NMPH A€LIATA, BKIIOYEHH B
DpOYUYBAHUATA.

Kaunwven onum npu deya na wiu nao 6 200uuna ev3pacm

B eaHO KIMHHYHO MPOYUBaHe, BKIIOYBALLO 261 XxunepreH3HBHH NALKMEHTH HA BB3pacT o1 6 10 16
roJMHH, ALHEHTHTE ¢ Tero <35 kg nomyuasar 10, 40 anu 80 mg BancapTad AHEBHO NoA $opmarta Ha
TabJeTky (HHCKa, CpeaHa U BUCOKa 103a), 4 nauueHTHTe ¢ Terto >35 kg nomyydasar 20, 80 nin

160 mg sancapran nHeBHO nMoa (opMara Ha TabneTkH (HHCKa, cpelHa H BHCOKa J03a). B kpad Ha
BTOpaTa CEIMHLA BANCAPTAH BOIH 0 A0303aBHCHMO NMOHMWKEHHE KAKTO HAa CHCTO/IHOTO, Taka H Ha
IOHACTOTHOTO HANATaHE.

Tpure no3n BancapraH (HUCKa, CpeJHa M BHCOKA) 3HAMHMO NMOHWKABAT CHCTOJIHOTO HANAraHe
ceTBeTHO ¢ 8, 10 # 12 mm Hg cnpamo u3xonnure croitdoctu. [anveHTHTE ca paHROMH3HPAHH 14
NpOIBIDKAT Ja MPHEMAT ChLUHTE JO3H BAICAPTAH WIM a NPeMHHaT Ha nnauebo. Ilpu naumenTHTE,
KOMTO NMPOAB/LKABAT [a IPHEMAT CPeAHA H BHCOKA [103a BAICAPTAH CUCTOIHOTO HANIATAHE € CPEAHO ¢
4 ¥ 7 mm Hg no-HMCKO OTKOIKOTO MpH NMalMEHTHTE Ha Nedenue ¢ nauedo. I1pu manueHTHTe,
NPHREMAIITH HHCKA 103a BaJIcapTaH CHCTOMHOTO HAJIAraHe e [oA00HO Ha TOBA NPH NALHEHTHTE HA
AeuyeHHe ¢ nnaue6o. J[0303aBUCHMHAT AHTHXHIIEPTEH3HBEH eeKT Ha BAICapTad € HAJTHIE TIPH BCHUYKH

aeMorpadCckH cyorpynu.

BB BTOPO KIHHHYHO Npoy4BaHe, BmouBamo 300 neqMaTpuyHy NaLMEHTH C XHNSPTOHHA HA Bb3PacT
ot 6 10 noj 18 roaWHK ONpeae/IeHH NALHEeHTH Ca PAHIOMH3HPAaHH Aa NPHEMAT BaJiCapTaH WiIH
eHananpua B npoabokeHHe Ha 12 cenmuim. Jleuara ¢ Terno >18 kg n <35 kg npueMar 80 mg
sancaprad win 10 mg eHananpun, tesu ¢ Teryio >35 kg u <80 kg mpuemar 160 mg sancapran uau

20 mg enananpmn, a Te3u ¢ Terno >80 kg npuemar 320 mg Bancapran win 40 mg eHananpu.
[NoHmKEeHHETO HA CHCTOTHOTO HAJIATAHE € CPABHUMO MEXY MAHEHTHTE NpHeMAalll BajicapTak

(15 mm Hg) u enananpeun (14 mm Hg) (p-croifnoct 3a He mo-Manka edukacHoct <0,0001). [Nopobuu
pe3ynTaty ce HabNIOABAT M 33 AUACTOMHOTO apTEPHANHO HansAraHe, NoHwkerHe ¢ 9,1 mm Hg u ¢

8,5 mm Hg choTBeTHO ¢ BancapTaH 4 ¢ eHANANpHIL.

B TpeTo, 0TBOPEHO KIHHHYHO TMPOYYBAHE, BKIIOYBALO 150 neAnaTpHyHy NaumMeHTH Ha BB3pacT oT 6
zo 17 ronuHu ¢ xunepronus, neKypaHuTe nauuenTH (cuctonaio AH > 95% crobpasHo BB3pacTra,
NIoNIa M BHCOUMHATA) NONy4aBaT BAJICapTaH B NpoIbikeHre Ha 18 Mecella, 3a 4a ¢ OLEHH
OezonacHocTTa B NoHOCHMOCTTA. Ot 150-Te NauKenTa, y4acTBaliy B TOBa NpoyvBaHe, 41 nanueHra
ChILIO TAKA NOTYYaBaT CHITFTCTBALNA AHTHXHIIepTeH31BHA Tepanus. [lannenTrTe ce rpymupar b3
OCHOBA Ha KPHTEPHUTE CH 33 TETJIO NPH ONpeleNsHe Ha HAYATHH H MOALEPMAIH J03H. [1auMeHTH C
TenecHo Terno > 18 go <35 kg, > 35 no <80 kg u > 80 no <160 kg nomyyasar a03u ot 40 mg, 80 mg u
160 mg v cnen eaHa ceAMMLIA JO3HTE C€ THTPHPAT IO, CHOTBETHO, 80 mg, 160 mg n 320 mg.
IMonosxuaTa ot BnoueHuTe nauneHT (50,0%, n = 75) ca umanu Xb3, kato 29,3% (44) ot
naumnenTHTe ca ¢ XB3 craawmii 2 (GFR 60-89 mL/min/1,73m?) win crammii 3 (GFR 30-59
mL/min/1,73 m?). CpeaHuTe CTOHHOCTH HA NOHIKEHHE HA CHCTONHOTO KPBEHO HANAraHe ¢a Ouav

(u3xoano Hueo 131,9 mmHg) 1 11,5 mmHg npu naumentu Ge3 Xb3 (M3xoqHo
[TpoueHTET Ha ManWeHTHTE, MOCTHIHANM WUOcTed kKoHTpo Ha KH (cuctonny
<05%) e manko no-ucox B rpynara ¢ Xb3 (79,5%) B cpaBHeHHe ¢ rpynata, k{3
(72,2%).

Knunuuen onum npu deya noQ 6-z00wmuna eb3pacm



IlpoBesieHn ca TPH KIMHHYHH NMPOYYBaHHs NpH 291 nanuenTH Ha BB3pacT ot | A0 5 roanHu. B
[POYYBAHKATA HE Ca BK/IIOYEHH Aena mon 1 roguHa.

B mepeoTO NpoyuBaHe ¢ 90 nauHeHTH He € IEMOHCTPHpPaH TO303aBHCHM KIIHHHYEH OTTOBOP, HO BbB
BTOPOTO MpOYYRaHE CBC 75 MALMEHTH, NO-BUCOKHMTE J103H HA BAJCAPTaH ca CBBP3aHH C I10-IolAMO
TMOHEDKEHHE HA apTEPUAIHOTO HANATAHE,

TpeToTo npoy4saHe € 6-ceAMHYHO PAHIOMH3HPAHO JBOHHO-CIIATIO MIPOYYBAHE C OLICHKA Ha 1030BUA
OTrOBOP Ha BancapTaH npH 126 aeua va Bp3pact ot 1 40 5 roAHHH ¢ XMNEPTOHHA, Che WK Oe3 XE3,
panzomusupand Ha 0,25 mg/kg wim 4 mg/kg Tenecuo terno. IlpH nocTHrane Ha KpakHara uen,
HAMAICHHETO Ha CPEAHOTO CHCTONHO KpbBHO Hansrane (MSBP)Y cpenHo AHACTONMHO KPBEBHO HANATAHE
(MDBP) nps sancapran 4,0 mg/kg B cpaBHeHue ¢ pancaprad 0,25 mg/kg e 8,5/6,8 mmHg croTeeTHO
4,1/0,3 mmHg; (p=0,0157/p<0,0001). INo nopoben vaunn noarpynara Ha Xb3 nokasa cbLio
HamanieHine Ha MSBP/MDBP nipu Bancaprat 4,0 mg/kg B cpasHenne ¢ sancapran 0,25 mg/kg (9,2/6,5
mmHg cpemy 1,2/+1,3 mmHg).

Esponefickara areniws no nexapcteara ocBo60KAaBa OT 3a{b/IKEHHETO 32 NPeOCTaBAHE HA
PE3YJITATHTE OT NPOYYBAHKATA C BaICApPTaH BbB BCHYKH MOATPYNH Ha NEAHATPHIHATA MOYNalMs ChC
ChpAEYHA HEOCTATHYHOCT M ChPAEYHA HEAOCTATBYHOCT ClIe/l NIpeceH MHoKapaeH HHapkr. Binkre
Touka 4.2 3a MHPOPMALHA OTHOCHO NeJHaTpUyHATa yrioTpeba.

5.2 PapMaKOKHHETHYHH CBOHCTBA
Abcopbyusa:

CJ'[E.I[ nepopa;xno NPHI0XCHHE CaMO Ha BaJICapTaH MHKOBHTE IUTa3MEHH KOHLUCHTPAaUMHA Ha BalcapTaH
ce JOCTHraT 3a 2-4 qaca ¢ Tabnerkure u 3a 1-2 4aca ¢ pasrsopa. CpeaHata abcontoTHa OHOHUTHYHOCT
€ 23% ¢ Tabnerkure H pecnekTHBHO 39% ¢ pasrBopa. CHCTEMHATa EKCNO3UIIHSA H THKOBATA ILUTa3MEHa
KOHLIEHTPALIMS Ha BalicapTaH € 0koJ0 1,7 meTH K 2,2 MHTH NO-rosMa NpH pasTeOPa, B CPaBHEHHE ¢
TabneTRHTE.

Xpanara HaMaaBa ekcriozuumaTa (s3mepera ¢ AUC) Ha sancaptaH ¢ okono 40%, a nHKoeaTta
wia3MeHa KOHUEeHTpalHs {Coax) ¢ 0ko0 50%, BENpexn ue oxono 8 yaca clie/i IpHEMA IL1a3MEHHTE
KOHLICHTPAIIHH Ha BANCAPTaH ca NOoA0OHHM B rPyNMTE Ha NPHEM cJiel HAXpaHBaHe H Ha rnaaHo. Tosa
nonmwkenre ga AUC o6ade He ce mpuapy*aga OT KIIHHHYHO 3HAYMMO HAMAIABAHE HAa TEpaNneBTHYHHA
edexT, nopanu koeTo BaNicapTaH MOXKE Ja Ce JaBa ChC WM §e3 XpaHa.

Pasnpedenenue.
ObemET Ha pasnipeleNieHne Ha BAJICAPTAH NPH CHCTOSHUE HA HACHIUAHE CJIE/, HHTPABEHO3HO

OpHIoKeHUe € OKOIO 17 TUTPa, KOETO NOKA3BA, Y€ BAICAPTAH HE C€ PaslipeReld EKCTEH3WBHO B
TbKaHHWTE. BancapraH € B ronama crenen CBLp3aH ¢be cepyMHuTe NpoTeHHH (94-97%), npeauMHO
ChLC CEpYMHHS anbyMHH.

buompanchopmayun:

Basncaprad ve ce GuorpancopMHpa B roama cTeneH, Thil KaTo camo okono 20% ot pozara ce
OTKpHBa KaTo MeTabonuTH. B rna3mara e yCTaHOBEH XHAPOKCHMETAOOAUT B HHCKH KOHUEHTPAUMH
(mo-Manko ot 10% ot AUC ua sancapran). To3u metabonuT e papMakoNOrMUHO HEAKTHBEH.,

Enumunupane:
Bancapran noka3ea MyITHEKCIIOHEHLMATTHA KMHETHKA Ha pasnajl (tize < | h # tizp okono 9 h).
BancapraH ce eniMHHMpa NpeaHMHO upe3 GunuapHa ekckpermua ¢ dpexanuute {oxono 83% ot nozara)
H ot 610penmTe Ypes ypuHara (okono 13% oT n03aTa), [12BHO KATO HENPOMEHEH
HHTPaBEHO3HO NPHIOKEHHE TLTA3MEHHMAT KITHPBHC HAa BasicapTaH € okono 2 /4
01OpeyeH KinpbHe e 0,62 l/9ac (oxono 30% ot obius KiHphHe). TTomyxus
yaca.

IIpy DAUMEHTH CBC ChPACUHE HEJOCTAThYHOCT!
Cpe,[[HOTO BpEMeE 34 QOCTHIaHE HA MMKOBH KOHLICHTPAllMH H BPEMETO Ha MOJ




NpH NALHEHTH CBC ChPCYHA HENOCTATEYHOCT Ca MOAOOHH HA Te3H, HaOMION2BaHH TIDH 3APABH
aobposonuu. AUC 1 Cmax cToliHOCTHYe Ha BaICapTaH ca MOYTH NPONOPLUHMOHAJIHH C [IOBHUIABAHE Ha
A03aTa HAJ KIHHAYHAS 10308 uHTepean (40 1o 160 mg aa mbi guesHo). CpearusT QakTop Ha
HaTpynsate € oxono 1,7. [IpuBHAHMAT KNMpBHC Ha BaNCapTaH Clef NSPOPATHO NPHIIOKEHHE €
npubnuzuTenHo 4,5 /uac. BrapacTra He 3acira NpUBHAHHA KJIMPBHC [IPH NAIHEHTH CHC ChPAEYHA
HEeJOCTATPYHOCT.

Creyuainu 2pynu nayuenmu

Xopa B cTapyecka BE3pacT
HpH HAKOH MNALHCHTH B cTapqecxa B‘b3paCT e Haﬁ.l'lIOIlaBaHO MaJIKQ IO-BHCOKO 06[[(0 paanpeﬂene}me
Ha Ba.rlcapran B CpaBHE:HHe C MITAAHTE MalJMCHTH, Tona 06&‘-16 HAMA AOKa3aHa KIIMHHYHA 3HAYHMOCT.

Hapyena 616peuna dynknus

Kakro ce oyakBa 3a BeIIECTBO, UHiiTo GEOpeyeH KIHPLHE € oTroBopeH caMo 3a 30% or obiuusa
I1a3MEH KIHPBHC, HE € OTYeTeHa Kopenailnd Mexay O0n0peunara GyHKLHA M 06WOTO pasnpeacicHne
Ha BancapTaH. [fopaau TasH npHuMHa He ce HaJlara KOPHTHpaHe Ha JO3aTa MPH MalHeHTH ¢ 6s0pedHo
yBpexaaHe (KpeaTHHHHOB KITHPBHE > 10 mL/min). JIunceat naunu 32 6e3onacHa ynorpeda npu
NalHMEHTHTE ¢ KPEATHHHHOB KIHpEHE < 10 mL/min) 1 npy NpoBeKaaliHTe AHATH3A, MOPaAH KOEeTO
BasIcapTaH TpAGBA Na ce ynoTpelGABa ¢ MOBHIIEHO BHAMaHHE TIPH TE3H MalMEHTH (BK. ToUkH 4.2 1
4.4). Bancaprau ce cCBbp3Ba C 1a3MEHATE MPOTEHHHU BHB BHCOKA CTENEH M HAMA BEPOATHOCT Aa Obae
OTCTPaHEH 4pe3 AHATH3A.

Yephoppobno yrpexaaHe
ITpubnuzarenso 70% ot abcopbupaHaTa 103a ce eIMMHHHPA B AK/ThUKATA, IIABHO B HEPOMCHEHA

¢opma. Bancapran He nperspnasar Hukaxsu SHoTpaHcopmali. YABOSBaHE Ha €KCMO3HLHATA
(AUC) e nabmoaBaHa NpH NALMEHTH C JIEKO 0 YMEPEHO YEPHOAPOOHO YBPEKAAHE, B CPABHEHHE ChC
sapaBH xopa. He ¢ HabmogapaHa obave kopenarms MexkIy IUTa3MeHaTa KOHLUEHTPAMA Ha BaICapTaH
B CTENENTa Ha YepHOApOoOHa Auchynknmg. Bancapran ve e npoyueH NpH DALMEHTH ¢ TEXKA
qepHoApoOHa AuchyHKUMA (BX. ToukH 4.2, 4.3 u 4.4).

IHleduampuuna nonyaayus
B eaHo npoyusane ¢ 26 nenHaTpHYHH NALECHTH C XHNepTOHHA (Ha Bb3pact ot 1 no 16 roquu#s) npu

€[HOKPaTHO MpHNaraHe Ha Bancapran noy gopmara Ha cycnensus (cpeano: 0,9 no 2 mg/kg,
MakcHManHa §o3a 80 mg) knupoHesT (MuTpr/uac/kg) Ha BasicapTaH € CPABHUM MEXTY OTAC/THHTE
BB3PACTH 0T | 10 16 roauan v nogo0eH Ha TO3H NPH Bb3PACTHH MAIHEHTH, MPHEMALIH CBHILMTE JO3H
{BHxTe HudopmaLuaTa 32 AGcopbuus B pazgen 5.2).

Hapywena 6n0peuna Ll

Ynorpebata MpH Ne/iHATPHYHH NALMEHTH C KPEaTHHHHOB KIHPBHC <30 ml/min ¥ nenHaTpH4HH
NaLHEHTH, NOJIOKEHH Ha XEMO/IMAJIH3a, HE € IIPOYYEHa H 1TOpPaaH Ta3H HPHYHHA HE Ce NpenopbLYsa
NPHJIATAHETO HA BAJICAPTaH MPH TakuBa nauueHTH. He ce H3HCKBA KOpUrHpaHe Ha 103aTa NpH
NEAMaTPHYHH TALHEHTH ¢ KPEaTHHMHOB KNHMpPBHC >30 ml/min. brbpeunara ¢pyHkuHa v HUBATa HA
CEepYMHHA Kaydii Tpabea na 6baaT BHHMATENHO MpocieasBali (BxX. Touky 4.2 u 4.4).

5.3 IlpeaAxIHHHYHH JaHHH 33 (e300aCHOCT

I[IpeaxnMEAYHKTE TaHHH HE NOKA3BaT 0COOEH PHCK 3a Xopara Ha 0a3a Ha KOHBEHIIHOHATHHTE
dbapmaKonorHyHH U3NHTBAHAA 33 5€30NACHOCT, TOKCHYHOCT NIPH MHOTOKPAaTHO MPHIOXKEHHE,
FEHOTOKCHYHOCT M KAPLHHOTEHEH TIOTEHIHA.
Ilpu IBx0BE TOKCHYHH J03M 32 Maiikarta (600 mg/kg/nen) no BpemMe Ha nocnenH
OpeMEeHHOCTTa H NEPHOZA HA TAKTALMSA Ca JOBENH JI0 NIO-HHCKA CTETIEH Ha TIPEKH
HaAJaBaHe Ha Terno U 3abaBeHO pa3BHTHE (OTAENAHE HA YLIHATA MHIA U OTBaps
KaHa/l) Ha NOKONEeHHeTO (Bx. TouKa 4.6). Tesn a03u npu nrsxose (600 mg/kg/n

npubnusuTenHo 18 mbTH MakcHMaNHaTa NpenopbLYBaHa 403a NPH Xopa Ha Gasaty
(M3YHCITEHHATA CE OTHACHT 3a nepopanta 103a 320 mg/ieH W W NaLMeHT ¢ TEro



[IpH npeakIMHUYHK NpoyUBaHKA 3a §e30MaCHOCT BHCOKHM A03H BancapTal (200 no 600 mg/kg )
[IPEM3BUKBAT NTPH ILTBXOBE HaMaJlsBaHe Ha MAPAMETPHTE Ha YEPBEHHTE KPLBHH KICTKH
(epHTpOUHTH, XEMOTI00KH, XEMATOKPHT) ¥ IPHYMHABAT NIPOMeHH B OBOpeyHaTa xemoJHMHAMHKA
(meko MOBHINARAHE Ha MIa3MeHara ypes, Ou0peqta TyOy/Ha xunepriazua u 6azohunus npu
miikuTe). Tean 1o3u npu nasxose (200 10 600 mg/kg/nen) npeactapnapat npubnH3uTenHo 6 1 13
MBTH MAKCHMAIHATA NPENOpPBLYBaHa 1033 MPH Xopa Ha 6a3aTa Ha mg/m? (M34KMCIEHHATA CE OTHACAT 3a
nepopanHa goza 320 mg/nen v naument ¢ Terno 60 kg).

Ipu Mmapmo3zeTH B NonoOHK A03H HMa TOAOOHHM, HO MO-TEKKH NpoMeH#, ocobeHo B Ga0peumTe,
KbJIETO NPOMEHHTE CE Pa3BMBAT 10 HehponaTHA, BKTIOYBAILA MOBHLIEHH Ypes H KPCATHHHH.
HaGmonasa ce cbmo xuneprpodus Ha GEOpEYHHTE IOKCTAITIOMEPYTHH KACTKH U MPH ABaTa BHAA.
Cuura ce, ye BCHIKH IPOMEHH ce AB/DKaT Ha (HapMaKOIOTHYHOTO NeHCTEHE Ha BAICAPTaH, KOETO
BOJH [0 NPOAB/DKHTENHA XHIIOTOHHA ocobeHo npu MapMoseTHTe. M3rnexaa, ye TepaneBTHYHaTa 1033
Ha BancapTaH [PH X0pa He e CBbp3ana ¢ xuneprpodus Ha GEOPEYHHTE IOKCTArIOMEPYITHE KICTKH.

lleduampuuna nonynayus

ExeHeBHOTO MepopaHO NPHIIOKEHHE HA BANCAPTaH NPH HOBOPOIEHKW MIaay IrbXxose (0T 7-Mu 10
70-tu mocTHaTaneH aer) B n03u 1 mg/kg/neu (oxono 10-35% oT MakcHMaHaTa npenopruBana
neanarpuyna no3a 4 mg/kg/nen Ha Haza CHCTEMHA €KCIIO3HLIKA) IPEAH3BUKBA TpaifHo, HeoOpaTHMO
OB0peuHo yepexaane. CNOMEHATHTE MOCHEANNN NPEACTABIABAT OJAKBAH arpaBHpaH
thapmakonornyes edekT Ha HHXMOHTOPHTE HA AHTMOTEH3HH KOHBEPTHPAIIHA €H3HM U aHTHOTen3uH [1
penenropHuTe GIOKEPH, KaTo noaobuu edexrn ce HabNoaaBaT, ako MIbXoBeTe ca GHIH MOANOKEHH
HA JleyeHHe mpe3 nepBHTE 13 nHu OT XHBOTa HM. TO3M Nepron chBMaaa ¢ 36-Ta recralHoHHa
CeMHIIA NPH XOpa, KaTO MOHAKOra Moxe aa 0bae yabpken 1o 44 ceAMHIH cieq KOHLUENATA.
IlrbxoBeTe B I0BEHWIHOTO NPOYYBAHE HA BACAPTAH NMpHeMAT BajicapTaH A0 70-TH AeH H edieKTH
BLPXY pa3BHTHETO Ha ObOpeuTe (4-6 MOCTHATAIHH CEAMMIIH) HE MOTAT J1a ¢ H3KITIOYaT.
DOyHKIMOHATHOTO pa3BuTHe Ha GBOpeka e mpouec, KOHTO NpH XopaTa MPOXLKABA H NPE3 [1bpBaTa
rofMHa oT >xHBoTa. CneaoBaTeHO, PH AeLia Ha Bb3pacT <1 roamMHa He MOXKE Ja ce H3KIIOUH
KIMHHYHA 3HAYUMOCT, ZOKATO NPH TE3H MO-TOJIEMH OT | roJiiHa NpeAKITHHHYHHTE JAHHH HE [TOKA3BAT
HAKAKBH NPHTECHEHMA OTHOCHO GE30MaCcHOCTTA.

6. ®APMAIIEBTHYHH JAHHH
6.1 CHHECBLK HA NOMOIIHETE BellECTBA

Hopo na maGremxama

JlakTo3a MOHOXHApAT

MukpokpucranHa uenynosa

IToBugon

Kpockapmenosa Harpuii

CunHiHeB TMOKCHI KoJIoHzeH, Ge3B0aeH
Martesnes creapar

Duamoso nokpumue
Xunpomenosa

Twuranop quokeun (E 171)
Maxporon 4000

Kenesen oxkeuz, xwar (E 172)*
HKenezen okcug, yepseH (E 172)**

* npuckcTBa BER BaacaptaH 40 mg u 160 mg punmupasn TabneTku
_ ** npucheTea BuB Bancaprad 80 mg u 160 mg dunMupaHu TabneTku

6.2 HecsBMECTEMOCTH

Henpunoxumo




6.3 Cpok Ha rogsoct
5 roauHu
6.4 Cpoensa/jHH yCJIOBHS HA ChbXpaHeHHe

Ja ce cexpansaea nog 30°C.
Jla ce chxpaHsBa B OPHrMHAIHATA OMAKOBKA, 3a /1 C€ Mpeanas3H OT Biara.

6.5 [lanHu 32 onakoBKaTa

PVC/PE/PVDC anymunuera 6ancrepha onakoska: 7, 10, 14, 28, 30, 50, 56, 60, 84, 90, 98, 120, 180
(unmupanu TabneTku, B KyTHA.

He BCHYKH BHOBE ONakoBKH MoraT a ObJIaT MycHAaTH Ha nasapa.
6.6 CnennaJHH npeAna3HH MePKH NPH H3XBbpPJIsiHE

Hsama cneumanyu W3HCKBaHMA.

7. IIPHTEXATEJI HA PABPEHIEHHETO 3A YIIOTPEBA

KRKA, d.d., Novo mesto, Smarjcéka cesta 6, 8501 Novo mesto, CioBeHus

8. HOMEP(A) HA PABPEHIEHHUETO 3A YIIOTPEBA

Per. Ne 20080272

9. JATA HA ITBPBO PA3PEIIABAHE/MIOJHOBSBAHE HA PA3PEIIEHHETO 3A
YIIOTPEBA

Jlata Ha mbpBO pazperuasase: 17.12.2008r.

Jlata Ha nocnenHo noaHoeasauHe: 06.07.2011

10. JTATA HA AKTYAJIM3UPAHE HA TEKCTA

21 maii 2021




