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1. HME HA JEKAPCTBEHHA IIPOAYKT

Valsacor 160 mg film-coated tablets ..

2. KAYECTBEH U KOJIMMECTBEH CHCTAB
Besaka guamupana Tabnerka ceanpxka 160 mg Bancapras (valsartan).

TTOMOLLHO BEIIECTBO C HIBECTHO NEHCTBHE:
[ Makrosa [ 57 mg/ Tabnerka |

3a OBJIHKA CIIACHK Ha IOMOLUHHTE BelIecTBa, BEDKTe pasaen 6.1.

3. JIEKAPCTBEHA ®0OPMA
dunmupasa Tabierka

JKnaro-KadsBH, OBATHH, ABOHHOM3ITLKHAMK (DHIMHPaHH TAONETKH C JENHTE/THA YEPTa OT eAHATa
cTpaHa.

Tabnerxara Moxke Ja ObJe pasaesieHa Ha PaBHH QO3H.

4. KJIMHUYHH JAHHH
4,1 TepanepTHIHH NOKAIAHHA

XdnepTonus
JledeHHe Ha eCEHLMAIHA XHNIEPTOHHA NPH Bb3PACTHH M XUIIEPTOHHS NPH JELA H IOHOLLK OT 6 10 1oa
18 roguiHa Bb3pact.

Ipecen MuokapaeH HHbapKT

Jleuenre Ha KIMHHYHO CTabHIHE MALMEHTH CHC CHMITTOMATHYHA CHPAEYHA HEIOCTATBYHOCT HITH
Ge3CHMITTOMHA JIEBOKAMEPHA CHCTONHA AuchyHKuua ciel npeceH (12 vaca — 10 aHH) MHOKApAEH
uHbapkT (BxK. To4kH 4.4 4 5.1).

CupievHa HeNoCTAThYHOCT

JleueHue Ha BH3PACTHH MALMEHTH ChC CHMITTOMATHYHA ChPJE4Ha HeIOCTaTh4HOCT, Korato ACE-
MHXHOUTOPH HE CE TIOHACAT, WIH NIPH MaLMEHTH ¢ HEOHOCKMOCT KbM GeTa-0okepH KaTo Jonbisalia
Tepamus kbM Tepanuata ¢ ACE-HHXHOHTOPH, KOFaTo HE € BB3MOXKHO 114 C€ M3Mo/I3BaT
MHHEPATKOPTHKOH/IHH PELIETITOPHY AHTArOHHCTH (BX. Toukn 4.2, 4.4, 4.5 5.1}

4.2 [ozupoBKa B HAYHH HA NPHIOKEHHEE

O3UPDOBKA

XUneprouus .
Mpenopbupatara 1034 Ha Baicaprad € 80 Mg eZIMH DT AHEBHO. AHTHXMNICPTEH3N SCPEKE 2
MOAYCPTAHO HATIMYEH CIIEMl 2 CEMMMIIM, 4 MAKCHMaIeH eeKT ce MoCTUra cief 4 ce it
NALKEeHTH, YHETO KPbBHO HANAraHE HE C& KOHTPOJIHPA A[IEKBATHO, 403aTa MOKE [
160 mg u makcumanso ao 320 mg.



BancapaTan Moxe ja Gb/ie TpHiarad efHOBPEMEHHO € [PYTH AHTHXMIIEPTEH3HBHH NIEKAPCTBEHH
npomykth (Bx. ToukH 4.3, 4.4, 4.5 1 5.1). JlobasaneTo Ha AHYPETHK, KAaTO HAMPUMED
XHAPOXJIOPOTHAZMA, JONBIHHTENHO IOHHKABA APTEPHAHOTO HAllATaHe TIPH TE3H MAlMeHTH.

[pecen muokapzeH uHpapkT

TIpH KIHHHYHO CTaGH/IHM NALMEHTH NeYeHueTo Moxke a Gbe 3anounaro 8 pamxure Ha 12 vaca crex
muokapaHua undapkr. Ciaen HawanHa a03a oT 20 mg ABa 0sTH JHCBHO /1034Ta Ha BancapTa Tpabea
na ce nosuiuk 0o 40 mg, 80 mg v 160 mg nBa METH JHEEHO B CIIEABAIIMTE HAKOIKO CEAMUIIH.
Hauannata nosa ce ocurypsea upes 40 mg nenuMH TabneTky.

TMpunenHaTa MaKcuMatHa A03a ¢ 160 mg nea muTH AHeBHO. Haii-06wo ce npenophusa NalHEHTHTE Na
JOCTHrHaT A03a oT 80 mg iBa MBTH JHERHO 32 JBE CSAMHIIH Ce] 3ari04BaHe HA ICUEHHCTO, A
NpHLETHATA MaKCHMATHA 032 oT 160 mg fBa IbTH JHEBHO /1a C¢ JOCTHTHE 33 TPH MECela B
3aBUCHMOCT OT MOHOCHMOCTTA Ha NatueHTa. TIpH nosBa HA CHMITTOMATHYHA XAMOTOHHA HIIH
HapylueHue Ha ObOpeunara GpyHKIMA cieaBa Aa ce 00ChIH HaMaIsBaHe Ha N03aTa.

BancapTaH MOXe Na C€ NMpuiara npy NaLMeHTH, JeKYBaHH ¢ ApPYrd CpeACTRa 3a JIeYCHHe Ha
cneauHGapKTHH CHCTOAHMA, HANP. TPOMOOIHTHLH, AUSTHICATHIIMNIOBA KHCEIHHA, GeTa-Gnoxepn,
cTaTHHH H THypeTHUH. KombrratmaTa ¢ ACE uuxuGHTOpH He ce npenopbusa (Bx. ToUkH 4.4 1 5.1).
OneHKaTa Ha MAUMEHTHUTE Clle] MUOKapaeH HHGApKT BHHATH TPpA0Ba Aa BKMIOYBA OLEHKA HA
OpOpeunaTa QyHKUMI.

Chpaeuta HENOCTATHYHOCT

[TpenopbuBaHaTa HayanHa 103a Ha BancapraH € 40 mg Apa eTH AHeBHO. [lokadYBaHETO Ha 103aTa 10
80 mg u 160 mg ABa MLTH AHEBHO TPAGBA Aa ce OCHLICCTBARA NPE3 HHTEPBAIM OT HAH-MAIKO 11BE
Ce/IMHILIH, 10 Hali-BHCOKATA 103a B 338BHCHMOCT OT [IOHOCMMOCTTA Ha naimenTa. Cnenpa aa ce 06ChIN
HAMaJIABaHe Ha 103aTa Ha BKJIIOYEHHA B JICUCHHETO IMYpEeTHK. MakcuMainHaTa JHEBHA 1033,
{IpHIATaHa B KIIMHAYHA [IPOy4RaHHA, € 320 mg B HEKOJIKOKPATEH ITPHEM.

Bancapran Moxe Ja Ob/ie IpHiaraH ¢ JAPYTd CXEMH 32 JIeY€HHe Ha ChPACHHA HEAOCTATEYHOCT.
He3zaBrucHMO OT TOBA HE Ce MpenopbyuBa Tpoiinata koMGuHalms oT ACE uHxuburop, BajicapTad v
HeTa-6TOKep WIH Kanuii-ChXpaHaBall JHypeTHK (BX. ToukH 4.4 1 5.1).

OLIeHKATA Ha NIALMEHTHTE Ch¢ ChP/EUHa HEJOCTATHLYHOCT BUHATH TpADBA fa BKIIFOYMBA OLICHKA HA
ObOpeuHara QyHKIHA,

ﬂonwnumenna uug’gogmayuﬂ 3a CReYUAINY 2DVARU RAYUCHINU

Xopa B cTapuyecka BbIpacT

He ce Hanara npoMaHa B JO3WPOBKATA NPH ITALHEHTH B CTADUECKA BBh3PACT.

EuOpeuso yepexkaaHe
He ce Hanara npoMsHA B 03312 NPH BB3PACTHH TNIALMEHTH ¢ KPEATHHHHOB IUIMPBHC >10 ml/min (Bx.
Toukd 4.4 1 5.2).

YepHozapobHo yBpexaaHe
BacapTan e NnpOTHBEONOKA3aH NIPH MALMEHTH ¢ TEXKO Y4EPHOAPOOHO yBpekKIaHe, OunHapHa LHpo3a H

1IpH DALWEHTH C XoJiecTasa (BxK. ToukH 4.3, 4.4 u 5.2). [1pn nauMeHTH C IEKO 10 YMEPEHO
4epHOIPOGHO yBpexaHe Ge3 XolecTasa J03aTa Ha BancapTaH He TpabBa Aa npesriiasa 30 mg

Heduampuuna nonvaayus

Jleuenne Ha XUNEPTOHUS NPH JE1IA

Heya u ionowu om 6 0o nod 18 200uuna evspacm

Hauanrara no3a e 40 mg eIHOKpaTHO JIHEBHO NpH Aeua ¢ Terno noa 35 kg u 80 mg
JEHERHO NPH Te3u ¢ Terno 35 kg unn noseue. JJo3ara ce onpenena Ha 6asarta Ha OTT




KPBBHOTO HAMAaHE H NOHOCHMOCTTA. 3a MakcHMAaNHHTE 03K, MNpOYYBAHH B KITHHHHA H3MHTBAHUA
ce oTHeceTe KbM TabMHIaTa no-1omy.

II03P], MO-BHCOKH OT T€3H, KOUTO ¢a [I0COUEHH HE ca IpOYYBAHH H 110 Ta3H [IPHYHHA HE CC
npenophyBar 3a ynorpeba npu neua.

Terno MaxkcumanHa 1034, Mpoy4sana B
KIMHHYHY M3MHTBAHHUA
>18 kg mo <35 kg 80 mg
>35 kg no <80 kg 160 mg
>80 kg no <160 kg 320 mg

Henya noo 6-zo00uwna ev3pacm
HanwunwTe sasnu ca onmcany B Toukn 4.8, 5.1 u 5.2. BezonacHoctta H epukacHoCcTTa Ha Bancakop
npd Jena Ha Be3pacT nof | roAniHa Bb3pacT HE €& YCTAHOBEHH.

Vnompeba npu neduamptiunu nayuenmu na epzpacm om 6 0o nod 18 zoounu c bvbpeuno yepexcoane
VnorpeGaTa NpH NEMATPHYHHA NMALMEHTH C KPEATHHHHOB KnMpBHC <30 mi/min 1 neHaTpuyHu

MALMEHTH, MOLIOKEHH Ha XEMOJAHAIN3A, HE € MPOYyYeHa M NIOPATH Ta3H NPHYHHA HE CE Npenopstisa
MPHIAraHeTO HAa BAICAPTAH MPH TaKHBa nanueHTH. He ce H3WCKBa KOPHIAPARe HA 403aTa NpH
MEIVATPHYHH NMALMEHTH ¢ KPEATHHHHOB KIKPBHC >30 ml/min. BeOpeunara pyrkuus u nMpata Ha
cepyMHHs Katuii TpAGBa 1a GBAAT BHUMATENHO NPOCHEAABaHH (B, TouxH 4.4 1 5.2).

Vnompeb6a npu neduampuyunu nayuenmy Ha eb3pacm om 6 0o nod 18 200unu ¢ uepHOOpobHO

yepeocoarie
[Mono6HO HAa BL3PACTHHTE MALMEHTH, BAPCAPTAH, € IPOTHBONICKA3aH MIPH NEHATPHYHH NAUHEHTH C

TEMKO YepPHOAPOGHO yBpexk/aHe, GumkapHa LMPO3a M NAHEHTH ¢ XONeCTasa (BX. TOUKH 43,44m
5.2). Hanuue e orpaHHyeH KIHHHYEH OMUT ¢ ynoTpefara Ha BancapTaH NIPH NERHATPHYHH NAUHCHTH C
NeKO ZI0 YMEPEHO 4epHOAPOSHO yBpexkaare. [Ipy TakuBa NalMEHTH 103aTa Ha BaNcapTaH He TpAGea
Ia npesuinara 80 mg.

Copoeuna HedOCmanTbyHOCT I Hpecen MUoKapder undapkm npu deya

Bancapras He ce NpenopbyBa 3a JieeHHe Ha ChPACYHA HEJOCTATHYHOCT Wik NPECCH MUOKAPACH
MH(pAPKT NPy Jelia H 10H0IH mox 18 roauHn nopans JHICaTa HA NaHHH 33 OesonacHOCTTa K
e(MKacHOCTTA.

Havun #a npunoxcenue
BancapraH Moxe Aa 6ble npueMan HE3aBHCHMO OT XpaHeHeTo U TpabBa aa ce MpHeMa ¢ BoJa.

43 HporEBOmOKAIAHHAA

- CBPBXUYYBCTBHTENTHOCT KbM aKTHBHOTO BEIHECTBO HITH KbM HAKOE OT MOMOLIHHTE BELIECTBA,
u3OpoeHH B Touka 6.1.

- TexKo yepHOAPOGHO yBpexKaaHe, OWIHapHa LHpO3a H XOJIeCTasa.

- BTOpH M TpeTH TpHMeCTBP Ha GpeMeHocTTa (BK. TOUkH 4.4 H 4.6).

- EnHospemeHHaTa ynotpeba Ha Bajncakop ¢ anMCKHpeH-ChAbPKALUH NPOAYKTH €
TIPOTHBOIIOKA3AHA TIPH MALMEHTH CBC 3aXapeH quabeT HiH OBOpeyHO yBpeKaaHe {GFR <60
ml/min/1,73 m2) (Bxk. Touku 4.5 1 5.1).

4.4 Coenuananm npexynpeAcHns H IPEINaIHE MePKH NpH ynorpeba

Xunepkanuemus
EanoBpeMeHHaTa ynotpeba ¢ Kajnesu J00aBKH, KaTHH-ChXPaHABAILHA AHYPETHIIH, 33
CONTTA, ChABPKALLM KAJTH, WK APYTH JISKapCTBEHH NIPOYKTH, KOMTO 6nxa MOTIIH 1
HHMBATA HA KaNMii (XENapuH 4 T.K.), He ce npenopbusa. CTOWHOCTHTE Ha Kanua TPAO
MOHHTOPHPAT CEOTBETHO.



Hapymenue Ha 6n6peunara dyukips

ThaTicBaT [aHHM 3a Oe3omacua ynoTpeGa npy NalHeHTH ¢ KpeaTHHUHOB KIUpHHC < 10 mL/min u npu
TIPOBEACAAIIH JHAJIN3A, 1I0PajH KOETO BancaptaH TpaOsa Ja ce ynorpebasa ¢ MOBHIICHO BHUMAHKE
npH Te3u nawreHTH. He ce Hanara kopvrapane Ha 03aTa NpH NalHEHTH ¢ KPEATHHHHOB IIHPBHC

> 10 mL/min. {e:x. Toukn 4.2 u 5.2).

YepnoapobHo yBpekaaHe
fIpH naLMeHTH ¢ JIEKO 10 YMEPEHO YepHOAPOCHO yBpexkaane Ge3 xoiecTasa BancapraH Tpibsa aa ce
ynoTpeOsiea ¢ MOBHILEHO BHHMaHHe (BxK. ToYkH 4.2 4 5.2).

TaieHTH ¢ HAaTPUEB WK obeMeH ledu

ITpH D2UHEeHTH C TEXBK HATPHEB W/HIIH 00eMeH NS(HIINT, KaTO Te3H, KOHTO TONy4aBaT BHCOKM [I03H
AHYPETHLM, B PSAKH CITyYau Clej] 3aro4BaHe Ha JICUEHHE C BajicapraH MOXe 1a Bb3HHKHE
CHITTOMATHYHAa XHNoTOHKA. HaTpuepraT w/unn 06eMHnAT neduuut Tpibpa Ja ce KOPUrHpa npeau
3aMOYBaHE HA JIEYEHHETO C BAJICAPTAH, HAMPHMED upe3 HaMansABaHe Ha 03aTa HA Iy PETHLIMTE.

CreHoza Ha 6b6peuHara aprepua

ITpH nauxenT ¢ GunatepanHa creHo3a Ha ObOPeUHHTE apTePHH HIH NPH CTEHO3a Ha apTepHATa Ha
ennHCTBeH 6BOpek Ge3onacHaTa ynorpeba Ha BaiCcapTaH He ¢ YCTAHOBCHA.

KpaTKocpo4Ho npuiioKeHHe Ha BAJICApTaH MPH JBAHAJESCET NAUHEHTH ¢ PEHOBA3AIHA XHIIEPTOHHA
BCJIE[ICTBHE HA €JHOCTPaHHA CTeHo3a Ha ObOpeunaTa apTepus He BOJM 10 3HAYHMA NPOMEHH B
GBOpEYHATA XEMOJHHAMYKA, CEPYMHHS KPEaTHHHH WM HHBOTO Ha ypesTa B kpeeTa (BUN).
He3aBHCHMO OT TOBA APYI'H JIEKApCTBa, KOHTO NOBMHABAT CHCTEMATa peHHH-aRTHOTEH3HH, MOraT a
MOBHINAT CTOMHOCTHTE HA KPHBHATA Ypes H CepYMHHA KPEaTHHHH MPH TIALMSHTH ¢ €XHOCTpaHHA
cTeHO03a Ha GpOpeunaTa aprephi, NOPaIH KOETO Ce Npenopbysa npocneaspane Ha 6u0peuHaTa
(yHKIMA NP NALHEHTHTE, TeKYBaHH C BAJICAPTaH.

brOpeyHa TpaHCIaHTALHA
Jo To34 MOMEHT HSIMa HaTPYMaH ONMT M0 OTHOWEHHE Ha be3zonacHata yniorpeGa Ha BaicapTaH npH

MAalHEeHTH, NPeKapany HacKopo Os0peyHa TpaHCIIAHTALHA.

[TeppyYeH XHIIEPANJOCTCPOHHTBM
flaupeHTHTE C MHPBHYEH XHNEPATIOCTEPOHH3HM He TPAGBA /1a CE JIEKYBAT ¢ BAICAPTaH, ThH KaTo
TAXHATA CHCTEMA PEHHH-AHTHOTEH3HH HE € AKTHBHPaHA.

AoOpTHa ¥ MHTpANHa K1AMNHa cTeHo3a, 00CTPYKTHBHA XunepTpodHiHa KAPIHOMHONATHS
KakTo np# BCHUKM APYTH BA30JUIATATOPH € HEOOXOMHMO 0CODEHO MOBHINEHO BHHMAaHHE MpH

NALMEHTH, CTPAJALIH OT A0PTHA WK MHTPAJIHA CTEHO34 KIIH OT OGCTPYKTHEHA XUIEPTPOpIIHA
kapauomuonarag (OXKM).

BpemeHrocT
He TpabBa na ce 3anousa jJeucHHe ¢ aHrdoTensud 11 penentopau 6aokepu (APB) no Bpeme Ha

GpementocT. OCBEH ako NpoAbL/bKHTeHATa Tepanus ¢ APb ce npeueHH kaTo AHM3HCHOHe00X01HMa,
MCUEHHETO HA NALMEHTKH, KOHTO [UTaHHpaT GpeMeHHOCT, TpAGBa Ja 0b/ie 3aMEeHEHO ¢ A/ITEPHATHBHO
AHTHXHIIEPTEH3UBHO JIEYEHHE C YCTAHOBEH NPoGH Ha Ge30macHoCT 32 ynorpeba 1o epeme Ha
Gpementocrt. [Tpu ycraHopasare Ha GpemennocT, neyerunero ¢ APB Tpabea nezabasHo aa ce
[PEYCTAHOBHA 4 Jd C€ 3aMOYHE ANTEPHATHBHO JICUEHAE, KO € NOAXOAAMO {BXK. TOYKH 4.3 u 4.6).

TIpecen MuokapneH nagapkt
KoMGHHalHATa Ha KANTOMPHI W BAJICAPTAH HE [T0Ka3Ba JOMTbAHUTENIHA KITHHHYHA [T0N133,
PHCKBT OT HEXeIaHH PeaKilMH C€ MOBULIABA B CPABHEHHE CHC CHOTBETHHUTE TEPANu
5.1). opaau ToBa He ce mpenopbyBa komMGHHawmITa Ha BancapTad 1 ACE uHxu




Heo6x0anMo € na ce 0dbpue 0cofeHO BHUMaHHE [IPH 3aNouBaHe Ha Tepanki [PH NaLHCHTH el
MHOKapreH HH(apkT. OLeHKATA Ha NAHeHTHTe cejl NpeKapaH MAOKapAeH HHdapKT BuHar TpAOBa
Ja BK/IOYBA OLIEHKA Ha ObOpeunata GyHKIHS (Bx. Touka 4.2).

Vnorpebara Ha BanicapTaH npy MALEEHTH CJieJ MHOKAPAEH HHGAPKT YeCTO BOZIH A0 NOHHKABAHE HA
APTEPHAIHOTO HANIArane, HO ODMKHOBEHO He C¢ Hanara MpeyCcTaHOBSBAHE Ha JIEYEHHETO NOpaiy
MPOXBKABAIIA CHMIITOMATHYHA XHIIOTOHMS, AKO Ce CIIA3BAT HHCTPYKLMHATE 32 I03MPaHe (BX. TOUKA
4.2).

Cupaeyna HeNOCTATEYHOCT

PHCKBT OT HEKENIaHH NEKAPCTBEHH PCAKIAH, OCODEHO XMNOTOHHA, XMITCPKANHEMHS H HAMANABAHE HA
6u6peunaTa GyHkums (BKTHOUMTENHO ocTpa GbOpeYHa HEAAOCTATHYHOCT), MOXE 1a CE [IOBHLLM, KOTATO
ce w3non3sa B koMOuHaIWMA ¢ ACE-uHxuburop. [IpH nanyeHTH ChC CHPACYHA HEAOCTATEHHOCT
TpoiiHara komOuHawus ot ACE-unxuburop, 6eta-6nokep n Bancakop HE Mokasea KITHHUYHA NO/13a
(mx. Touka 5.1). Tasn koMOMHALMA BHIMMO NOBHINABA PHCKA OT HEXETAHH cBHOMTHA H CNefosaTelIHO
He ce npenopbusa. Tpoiina komGuHawka o ACE-HHXHOMTOp, MHHEPATKOPTHKOMIEH PEUENTOPCH
AHTArOHHCT M BAJICAPTAH CHIUIO HE Ce Npenopbusa. Tean komGHHaiuK TpA6Ba na ce H3MOA3BAT Mo/
HABITIONEHHETO HA CTIELMANMCT | NIPH YECTO BHEMATETHO MOHHTOpHpaHe Ha 616peuHara dyHKis,
€IEeKTPOJIHTATE M KPBBHOTO HANATAHE.

Heobxomumo e aa ce o6bpHe 0cobeHo BHUMAaHKE NPHY 3aM04YBaHe Ha TCparud Npy NaltMeHTH CbC
ChPAEYHA HEMOCTATBYHOCT. OMIEHKATA HA MIALMEHTHTE CJle/, MPeKapal MHOKAPIEH HH(bAapKT BHHArM
TpabBa na BKMOUBa oueHKa Ha GsOpeunara dyHxkuus (Bx. Touka 4.2).

Vnorpebara Ha Bascakop npu nauueHTH Ch¢ ChpAEHHA HEIOCTATBHHOCT YECTO BOH /10 H3BECTHO
NOHKEHHE Ha APTEPHATHOTO HaJIAraHe, HO OOMKHOBEHO HE ce Haslara NpeyCTaHOBABAHE Ha
JIeYEHHETO MOpaIH MPOTEKABALIA CHMITTOMATHYHA XMITOTOHHSA, KO C€ CMa3paT HHCTPYKUHHTE 3a
JAoadpane (Bk. Touka 4.2).

[1pu naumenTy, yusato OuOpeyHa GyHKIMA MOXKE AA 3aBHCH OT aKTHBHOCTTA HA PCHHH-aHTHOTEHINH-
aANA0CTEPOHOBATA CUCTEMA (HATIp. TIALHEHTH ¢ TEXKa 3ACTOHHA ChPICYHA HEAOCTATBYHOCT),
neuerneTo ¢ ACE-HHXUOHTOPH cE CBBP2BA C OJIHTYPHS H/HWIH GPOrpecHpalla a30TeMHA H B PCIKH
ciyqam ¢ ocTpa 6B6pe Ha HEAOCTATEYHOCT WHIH cMbDT. Thil KaTo BancapTaH € aHTHOTeH3HH I1-
pelienTopeH GI0KEp, He MOXeE /1a ce H3KITFOMH BB3MOXHA Bpb3ka Ha yrioTpebara Ha Bancakop ¢
yBpe:kaane Ha 6x0peunara QyHKUHA.

ACE-unxu6Guropu 1 anrvotensun lI-peuentopun 6okepn He TpsdBa Aa ce H3NON3BAT EAHOBPEMEHHO
MpH NMaLHeHTH ¢ AuabeTHa HedponaTus.

AHaMHe3a ¢ AHCHOSAEM

AHrHoOe/eM, BKITIOUBALL, [OyBaHE Ha TAPHHKCA H [JIOTHCA, IPHYHHABAIL OGCTPYKLKA U / 1M
NOAYBAHE HA JTHIETO, YCTHHTE, papHHKCA, H / HIH €31Ka, © AOKNATIBaH NIPH NMALMEHTH, JICKYBaHH C
BA/ICAPTAH; HAKO# OT TE3H NAIIMEHTH Ca MOXy4YaBalH AHTHOEAEM H OT JpYTH JIEKapCTBEHH CPEACTRA,
pryrounTeHo ACE nuxubutopu.

Bancakop TpaGra HezabagHo Aa ObJe cnpsH Npu MaLHeHTH, Pa3BHBALIN AHTHOSAEM, H JIEUCHUETO ©
Basicakop He GuBa na ce Br300HOBABA.

JTpoiino 6noknpane Ha cucTemMara penuH-aHrHoTersus-anjgoctepos (PAAC)
ViMa 1aHHH, ue eqHOBpeMeHHaTa ynoTpeba na ACE unxubuTopy, aHroTeHsHH li-peuentophu
6I0KEPH WK ATHCKHUPEH TTOBMILIABA PHCKA OT XHIIOTOHHS, XHICPKATHEMHUS ¥ HAMANABAHE Ha
6n6peunata hyHkuMa (BITIOUMTENHO ocTpa 6B6peyHa HegocTaThyHocT). [lopaau ToRa HE C
npenopb4Ba aBoiino Grokupate 5a PAAC upes xomGHHHpanaTa ynotpeGa Ha ACE #
anArHoTen3uH I1-petenTopHn 61OKepH KM ATHCKIpPeH (BX. Todku 4.5 1 5.1).

AKO ce NpeLcHH, Y€ TepanuaTa ¢ ABoiHO GA0KKpaHe ¢ aGCoMOTHO HeoGXOAMMa, T
CTaRa caMo noy HabMIOEHHETO Ha CMEHHAIHCT H NIPH YE€CTO BHUMATEIHO MOHHTO
O6BOpeunaTa hyHKIKA, ENEKTPOITHTHTE H KPBBHOTO HAIATAHE.




ACE nHxHOHTOpH M aHruotensud Il-penenropHu 6;10kepH He TpAGBa na c& H3MO/I3BAT €THOBPEMEHHO
TPH NalKeHTH ¢ JHabeTHa HedponaTHs.

Ieouampuyuna nonyrayun

Hapymena 656peura dyukums

Vnorpebara npH neIHATPHYHN MALMEHTH C KpeaTHHUHOB KIAPBHC < 30 ml/min # nepnaTpH4HA
NAUUEHTH, NOIOKEHH Ha XeMOAYAIN3a, HE € NPoyYeHa H OpajiH TasH NMPHYMHA He ¢e MpenopBuBa
NPHIAraHeTO Ha BANICAPTaH Npy TakuBa nauueHTy. He ce H3UCKBa KOpUrHpaHe Ha 103aTa NPH
NeaHaTPHYHH MALMEHTH ¢ KPEATHHHHOB KIMPbHC >30 mi/min (Bx. Touky 4.2 u 5.2). brbpeunara
dyHKUMA ¥ HUBATA HA CepPYMHHA Kalnid TpaGBa Aa 6baaT BHHMATEITHO NPOCIEAABAHM 10 BpeMe Ha
JIEYEHHETO C BANCAPTAH, 0COOEHO KOraTo BAJICAPTaH Ce MPHAra NpH HaJTHYHE HA PYTH ChCTOAHHA
(TemMniepatypa, AeXHApPaTAIKA), KOUTO MOTaT Aa NpeAN3BAKAT Hapyleane Ha 6pOpeunara Qynkims.
Hapymena uepHoapobua $yuxius

{TonobHO Ha BB3PACTHHTE MALHEHTH, BAICAPTAH € NPOTHBONIOKA3aH MIPH NMEAHATPHYHH NALHEHTH C
TEKKO 4epHOAPOGHO yBpexkaaHe, GuaMapHa IHPO3a M MALHEHTH ¢ XonecTasa (BxK. Touku 4.3 1 5.2).
Hanuue e orpanHyeH K1HHAYEH ONKT ¢ ynoTpebaTa Ha BancapTaH [PH NEAHATPHYHH MALHEHTH C JIEKO
1O YMepeHo YepHoapobHo yepexnane. [Tpy TakHBa NaiMeHTH A03aTa Ha BajncapTaH He Tpabsa na
npesvwiara 80 mg.

Bancakop cbhabpaka hakrosa.

[NauyeHTH ¢ peaxk HacneAcTBeHH podneMH HAa HETIOHOCHMMOCT KbM FajlakTo3a, ICH JIAKTaseH
NedHUUT WITH [IIOKO30-TATaKkTo3Ha ManabcopOuusa He TpaOBa Ja NIPHEMAT TOBA NEKapCTEO.
Bancakop cbhaspsxka Hatpuii. TORa leKapeTBO ChABPIKA NMO-ManKko oT | mmol natpwii (23 mg) Ha
TabneTKa, T.e. MOXKE Na Ce Ka¥kKe, Y€ IPAKTHYECKH HE ChIBPIKA HATPHIA.

4.5 BiaamoaeficTBHe ¢ IPYIH IeKAPCTBEHA NPOAYKTH H APYrH GopMH Ra p3aHMoAelicTBHE

Heoiino broxupare na cucmemama penun-anzuomensun (PAC) ¢ APB, ACE unxubumopuy, unu
QIUCKUPEN

JAaHHH OT KIHHHYHH NPOY4YBaHHA NOKA3BAT, U ABOMHOTO ONOKHpaHe HA PEHMH QHMHOTEH3HH -
angocteponoBata cuerema (PAAC) upes komOHHUpanaTa ynotpeda Ha ACE unxuburoph,
a"rHoTensyH ll-penenToprn GokepH Wik AHCKUPEH C& CBBP3RA C MO-BHCOKA HECTOTA Ha HEXEJIaHH
CHOMTHA, KATO HATPHMED XHITOTOHHS, XHIIEPKATHEMHA M HAMaABaHe Ha ObOpeynaTa QyHkumA
(BrmodHTENHO OCTpa GBhOpeyHa HEAOCTATHYHOCT), B CPaBHEBHE ¢ ynoTpebara camo Ha €/IHO
CpeacTBo, AckcTRalllo Bbpxy PAAC (Bxk. Touku 4.3, 4.4 u 5.1).

He ce npenopwusa ednospementa ynompeba

Sumuii

OGpaTMO NOBHILIABAHE HA CEPYMHHTE KOHLICHTPALMH HA JIUTHI H TOKCHYHOCT ca ChoOLIeHH npu
€IHOBpeMeHHaTa ynotpeha Ha nutHii ¢ ACE unxuburopu Wik anruorensHH 1l penentopun 6nokepu,
BKJIFOUHTE/HO BaicapraH. [IpenophuBa ce BHUMATENHO cJie/leHe Ha CEPYMHMTE HHBA Ha JIUTHI, aKO Ce
MpeLeHH, ye KOMOHHALHATa € HeoOXoauMAa. AKO Ce MPHIara i AHYPETHK, C& NPeANnonara, Y€ pHCKbLT
OT JIMTHEBA TOKCHYHOCT MOKE J1a ObAe JOMBIHUTETHO NTOBHLIEH.

Kanuii-coxpanasaugu ouypemuyu, xanuesu 006aexy, 3amecnument Ha COAMA, CoObPNCAULU KAUN UAH
Opyeu CYOCmanyuy, koumo Gixa Mo Oa ROSWIAIM RUGAING HA KATUil

AKO Ce NpeleHH, Y& e HeoOXOHM JIEKAPCTBEH NIPOAYKT, KOMTO 3aCAra KATHEBHTE HHUBA B,
C Ba/CapTaH, Npefopbyea ce clieieHe Ha IUIa3MEHHTE HHBA HA KaJTHi.

Ocobeno enumanue ce uzuckea npu eOHogpemenna ynompeba




Hecmepouonu npomusosvanarumennu cpedcmea (HCIIBC,) exmovumenro cerexmusny COX-2
UHXUBUMOPY, GUemUACATUYUN08A KUCeAUHa > 3g/0neeno u necenexmusnu HCIIBC

Korato anurnotensun Il peuentopuute Grokepu ce npuiarat eaHospemento ¢ HCIIBC, Moxe na ce
Habmosasa oTciabeade Ha aHTHXUNepTeHsuBHUs eekT. OCBeH ToBa eJHOBpeMEHHATa ynorpeda Ha
anrvorenziH Il peuentopru 6nokepu u HCIIBC moske na nosese A0 NOBHILIEH PHCK OT B/IOILABAHE
Ha 6b6peuHaTa GyHKIHA U OBHLIABAHE Ha cepyMHHa KanHi. [lopaay ToBa ¢¢ npenopbyisa
npocneaseate Ha GpOpeunara QyHKLUMA B HAUATOTO Ha JIEYEHHETO, KAKTO H aIEKBATHA XHPATALHA HA
MalueHTa.

Tpancnopmmu MoRexynu
In vitro naHHM NOKA3BAT, Y& BaNCAPTaH € CYGCTPAT HA TPAHCIIOPTHHTE MOJICKY/IA 33 4EPHOAPOOHO

saxpamiane OATP1B1/OATP1B3 u uepnoapoGHua edmykce Tpancnioprep MRP2. Knunuutara
3HAYHMOCT Ha HAXO/IKaTa € HeW3BecTHA. EHOBPEMEHHHAT NPHEM HA HHXHOHTOPH Ha 9EPHOAPOOHOTO
3axBamade (Hanp. padaMnNHH, HHTOCNOPHUH) HWIH Ha e(IyKCEH TPAHCIOpTep (HAMp. PHTOHABUD)
MOJKE /1 MOBHIHY CHCTEMHATA EKCIIO3MIKA Ha BancapTaH. TpsOBa na ce mpeanpreMaT NoAXOAAILH
MEPKH IIPH 3a0YBAHETO HWIH IPUKTIOYBAHETO HA SAHOBPEMEHHOTO JICYEHHE C MOAO0H JIeKapcTBa.

Apyeu
HpH npoytmamm 3a nexapcrseno BSaHMOIKGﬁCTBHB C BA/ICAPTAH HE Ca YC‘TaHOBeHH KIHHHAYHOD
3HAYMMH B3AHMOACHCTBHA C BANICAPTAH MK HAKOE OT CISNHHTE BeLECTBA: UIMMETHIHH, BapgapHH,

(bypOE!EMH,[l, BHIOKCHH, 8TeHOMOJ, HHAOMETALKH, XHAPOXJIOPOTHA3H, @MIIOJHITHH, I MHOSHIUTAMMIL.

Heduampuuna nonyigyus

[Mpn feycHHE Ha XHICPTOHKA MPH ACUA H IOHOLIH, MPH KOHTO YECTO ITFTH HMA H NOLIeHKAalla
610peuna naronorug, ce Npenopb4ea NOBHIIEHO BHUMAHKE NMPH € ZHOBPEMEHHO MPHIaraHe Ha
BaJICAPTaH C APYTH BELIECTBA, KOHTO MOTHCKAT PEHHH-AHIHOTCH3HH-AIA0CTEPOHOBATA CHCTEMA H
MOTAT J1a JOREIAT J10 MOBHILIABAHE HA HUBATA HA cepyMHus Kanuii. BrOpeunara ¢pyHKIMS ¥ HHBaTA HA
cepyMHHA KanuH Tpabea na 6baaT BHUMATETHO NPOCIICIABAHK.

4.6 ®epTHAHATET, GPEMEHHOCT H KBPMEHE

Bpemennocm

Vnotpebara Ha anrnotensuH [I penenroprn 6nokepu (AIIPB) He ce nperiopbyBa npes MePBHA
TPUMECTBP Ha OpeMenHocTTa (BK. To4ka 4.4). Ynotpebara Ha AIIPD e mpoTHBoMIOKa3aHa npe3 BTOpHA
H TPeTHs TPMMECTBP Ha GpeMeHHOCTTA (BXK. TOUKH 4.3 M 4.4). '

ENuIeMHONOTHYHHTE 1aHHH 38 PHCKA OT TepaToreHHocT cnexn excrnosiims #a ACE unxuburtopu npes
THPEHA TPHMECTEP Ha OpeMEHHOCTTa He ca OKOHYATe/IHH; He3aBHCHMO OT TOBA HE MOJKE Aa Ce
M3KTI04M JIEKO NOBHIUIEHHE HA PUCKA. BhnpekH dye HAMa KOHTPOIMPAaHH eMUIEMHONOMHYIHH JaHHH 32
pucka ot AlIPB, nofofeH pHck MoXKe /1a ChINECTBYBA I1PH TO2H Kiac jekaperea. OcBeH B Crydaii ue
TepanuaTa ¢ APB ce npeleHaBa KaTo XH3HEHOBAXHA, MAIIKEHTKHTE, KOMTO [U1AHHPAT 6pEeMEHHOCT,
Tps6Ba 1a IPEMHHAT Ha ATTEPHATHBHO AHTHXMIIEPTEH3HBHO JIEYEHHE C JOKA3aH Mpodun Ha
GezonacHocT 3a yniorpe6a npu 6pemennoct. lpu yeTaHoBsiBaHe Ha GpemenHocT NeuenueTo ¢ AlIPb
TpaOBa Na ce MpeyCTaHOBH He3a0aBHO H NpH HEOOXOAMMOCT Ja ¢e 3all0YHE aTepHaTHBHA Teparua.
H3eecTHO €, ye excniosunmaTa Ha Tepanud ¢ AIIPb no BpeMe Ha BTOpHA M TPETHE TPHMECTHP Ha
GpeMEHHOCTTA MIPUYKMHABA HETOTOKCHYHOCT MPH Xopa (noHmkeHa 6ubpeuta pyHkuUMs,
ONIMTOXHAPaMHHOH, 3a6aBeHa oCH(PHKALMA Ha Yepena) U HEOHATATHa TOKCHYHOCT (Opbpeuna
HEAOCTATHYHOCT, XHIIOTOHHS, XHIEPKATHEMHA ); BIDKTE cbIlo Touka 5.3 “TIpeAknHAYHH NaHH
GezonacHoct”.

B cnyuait Ha excriosuuus Ha AIIPB cries Bropus TpuMecTsp Ha GpeMeHHOCTTA Ce 1pe
yIITpa3BYKOBa MpoBepKa Ha OnOpeuHaTa GPyHKLMA H Yepena.

Hosopozenu, 4uuTo Maiiky ca npuemand AlIPE, Tpabpa na 6bAaT BHHMATEIHO Ha0
XMIOTOHHA (BXK. CBINO TOUKH 4.3 1 4.4).




Kvpmene
[Iopa;m JHUIICATa HA JaHHH OTHOCHO ynorpeﬁa’ra Ha Bancaprau no Bpeme Ha m,pmeHe, l'IpHeM'bT Ha

BAJICApPTaH HE CE NMpPenopryBa, a Ce MPEANOYHTa ANTEPHATHBHO JEUEHHE C N0-00pe YCTAHOBSH
npoun Ha 6e30MaCHOCT 1O BpEME HA KbPMEHE, 0CODEHO NMPH KbPMEHE Ha HOROPOASHO HIIH
HenoHOCeHO bebe.

Deprmunumem
Bancapran HaMa HexemaHH eeKTH BbPXY PeNMpOIyKTHBHATA CIIOCOOHOCT Ha MBKKH M SKEHCKH

IUTBXOBE MPH NMpHEM Ha nepopanHy no3H xo 200 mg/kg/nen. Tasn Ao3a € 6 MBTH NO-BHCOKA OT
MaKCHMaITHaTa NPEHophYBaHa 1032 PH XOpa onpejeneHa Ha 6aza mg/m2 {M34HCICHHETO € 3a
nepopanHa ao3a ot 320 mg/neH H 60-kunorpaMos NalMeHT).

4.7 EdekTn Bbpxy cnocobHocTTa 3a miodrpane B pabora ¢ MAMHHH

He ca npoBexaaHu npoyuBaHHA 3a edeKTHTE BEPXY crioco0HOCTTa 3a wodupane. Tpabpa 1a ce uma
Mpeasua, 4e NpH modgHpane U paboTa ¢ MalMHK € Bh3MOKHO a HACTBIAT 3aMaAHOCT WITH yMOpa.

4.8 Hexenann JekapcTBeHH PeaAKIUH

B KOHTPOAMpaHH KNHHAYHH NPOYYBAHHSA [IPH BEB3PACTHH MALMEHTH C XHINIEPTOHHA 001aTa 4€CTOTa Ha
uesxenany peakuun (HJIP) e cpapriMa ¢ tasu npy nrane6o 4 e B CbriacHe ¢ GapMaKkoIOrHYHUA
npodun Ha Bancapran. Yectorara Ha HJIP He e cBbp3aHa ¢ m03aTa WIIH NPOABKHTENHOCTTA HA
JeYCHHETO, a ChIIO Taka He TIOKA3Ba BPE3Ka C 0713, BB3PacTTa Wid pacaTa.

OCHOBaHM HA KITHHHYHH POYMBAHHSA, TIOCT-MApPKETHHTOB ONMT M NabopaTopuu pesyrrata HJIP ca
H30POEHH N0-J0Ny CBINIACHO CHCTEMO-OpPraHHaTa KiacH(pHKaLus.

HesxxenanuTe peakiivi ca MOAPSACHH 110 Y4ECTOTA, KATO Half-4ecTHTE ca MBPBH, CIOPE/l ClIE/IHaTA
KOHBEHIIHA: MHOTO Yecty (>>1/10); gectu (>1/100 mo <1/10); wewectd (>1/1 000 zo <1/100), peaxu
(=1/10 000 mo <1/1 000); maOrO pearu {<1/10 000), c HeuzBecTHa 4ecTOTA (OT HATHYHHTE JaHHH HE
Moxe Aa ObJe HarpapeHa OLIeHKA Ha YECTOTATa).

inl BCAKO IPYIIHPAHE B 3aBHCHMOCT OT 4CCTOTATA HEXEIAHHTE JCKAPCTBEeHH PCaKIHH Ce H36p0$IBaT B
HH3XOA4 pEA N0 OTHOLICHHE HA TAXHATA CCPHO3HOCT.

3a scHuxn HJIP, choBIeHH OT NOCTMAPKETHHIOBHA ONMT K NabopaTOpHHTE HAXO/KH, HE € BE3MOXKHO
Na ce NpUiIoKH HMKOA YecToTa Ha HJIP 1 nopanu ToBa Te ca yNOMEHATH ¢ "HEH3BECTHA" YeCToTa.

Xuneprouns
Hapymenns na XpbLBTa H JAMHATA CHCTEMA
C Heu3BeCTHA YeCTOTA TMoumxked XxeMor1o0HH,
MOHHMKEH XEMATOKPHT,
HEYTPONEHHS,
TPOMOOLHTONEHHA
Hapymennst Ha HMYHHATA CHCTEMA
C HeuzBecTHA YecTOTA CBpBXYYBCTBHUTECIIHOCT,
BKITHOUHTEIIHO CepyMHA
oonect

HapymeHnuns na MeTa(o/IH3Ma H XPAHEHETO
C HemzgecTHa 4ecTOTA IMosy

HapymeHnd Ha yX0TO U JIa0HPHHTa
Heuecti Ced



CoaoBH Hapymenus
C Heu3BECTHA YECTOTA Backyaut

PecnapaTopHH, rpLAHE A MEQHACTHHAJIHH HAPYIEHAS
Heuectn Kamunua

CToMaliHO-4PEBHA HAPYMICHHN
Heuectn KopemHa Gonka

Xenaro-0n1AApHH HAPYIIEHHSA
C Hen3BeCTHA YecTOTa IloBHImenHe Ha NOKA3aTeNHTe
3a YepHOApoOHa QYHKIHA,
BKJIIOYHTENHO NOBHILABAHE
Ha cepyMHHA GHITHPYOHH
Hapymenns Ha x0XKaTa B HOAKOXHATA ThKaH

C HeH3BecTHA YeCTOTA AHrHoegem, Oyno3eH

nepMarut, oGpHB, chpbex

HapymieHEsl HA MYCKYJIHO-CKEIECTHATA CHCTEMA H CLEIHHATETHATA THKAH
C HeHsBecTHa YecTOTa Mmuanrna

Hapymienng Ha 0b0pennTe H TEKOYHHTE NHTHINA
C HeH3BECTHA YecTOTa b1Opeyna HeMOCTATBYHOCT U
YBpEXJaHe, MOBHIIABAHE HA
CepyMHHS KPEaTHHHH
O6mu Hapymenns H effeKTH HA MACTOTO HA NPHIGKEHHE
Heuectu YmMopa

Heouampuuna nonvarayus

XHIepToOHHA

AHTHXHNIEPTEH3HBHHUAT e(peKT Ha BaJICapTaH € OEHEH B XO/a HA /IB€ PAHAOMH3HPAHH, JBOHHO-CNENH
KITHHHYHH [POYYBAHHS (BCEKH OT KOMTO € NMOC/IEABaH OT MEPHO/ HA NPOAB/DKABAHE HITH POYUBAHE) H
€THO OTBOPEHO MpoyuBaHe. Teau npoyusanus BKOuBar 711 NeaUaTpHYHH MALMEHTH HA BB3PACT OT 6
a0 no-Manko ot 18 roausy ¢ U 6e3 XxpoHuuHo 6B0peuHo 3abomaeane (Xb3), ot xouTo 560 nauneHTH
ca noay4aBan ancapran. C H3KNIOYEHHE Ha U30AMPAHH CITydad Ha CTOMALTHO-YPEBHH HAPYIECHH
(xaTo KopemHa Oonika, rajieHe, HOBPHINAHE) M 38MasHOCT, HE €4 YCTAHOBEHH 3HAYMMH Pa3/IdyuKs BbB
BH/IA, YECTOTATa H TCHKECTA HA HEXKENAHHTE PEaKLHH, HaDMI1aBasy [IPH NEAHATPHYHM NALHEHTH HA
BB3PACT OT 6 A0 Mo-Majko ot 18 roxuHH W Te3d, CHOOWEHH Mpel TOBA NPA BH3PACTHH NMALMEHTH.

OueHkaTa Ha HEBPOKOTHUTHBHUTE (YHKUHMH M PA3BUTHETO HA NEAMATPHYHH MAIHEHTH HA BB3PacT OT
6 10 16 ronuHH, KaToO LANO HE MOKA3RA HAKAKBO KIIMHHYHO 3HAMUMO HeDIaronpHATHO MOBIHSBAHE
NpH JICYEHHE ¢ BAICAPTaH B MPOAL/DKAHUE HA €IHA I'OJMHA.

H3pbpineH e 0606wen ananus Ha 560 neaMaTpUyYHH NaLHEHTH ¢ XHNEPTOHUA (Ha BB3pacT 6-17
roJIHHH), NOIyuaBallld MOHOTCpanus ¢ Bancaprad [n = 483] unu koMOGHHHpaHa AHTHXHIIEPTCHIURHA
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(5,1%) v 3amasHOCT (2,7%). HexenanuTe NekapcTBEHH peakuWH ca HabnioaaBauH Mo-4ecTo npu
MalMeHTH, TPAEMALTH BaACAPTaH B KOMOHHALMA ¢ JPYTH AaHTHXHIIEPTEH3HBHA N€KAPCTBEHH
NPOAYKTH, B CPABHEHHE C BAJICAPTAH CAMOCTOSATENHO.

AHTHXUNIEPTEH3UBHHAT eheKT HA BAJICAPTAH MPH fieLia HA BB3PacT OT 1 [0 noJ 6 rOAMHH € OLeHEeH B
TPH PaHIOMH3HUPAHHU, ABOHHO CIIENH KIHHHYHYE IPOYYBAHMs (BCAKO [IOCTEABAHO OT REPHOA HA
yabkaase). B mepsoro npoyusane npu 90 aeua Ha Bu3pacr oT 1 Ao noa 6 roanyy, ca nabmongasaHu
ABA CMBPTHH CITy4as H H30JHPAHH Cly4aM HA M3Pa3eHO MOBHINIABAHE Ha YEPHOAPOOHHTE
TpaHcaMHHa3u. Cilyuaure ca HaGMoaBaHK B NOMYNALMA ChC 3HAYAMH CBITETCTBAILH 3300151 BAHKS,
[lpuunHHO-cieAcTBERA BPE3Ka ¢ yroTpeba Ha BancapTaH He € ycranoseHa. B 1Be nocneagaiy
MpOY4BaHH4, B KOHTO ca paugomusipann 202 geua Ha Bb3pacT ot 1 710 noa 6 ronuHu, He ca
HabMoNaBaHH 3HAYHMH TIOBUILIEHHA HA YepHOPOGHHTE TPAaHCAMHHA3H, HHTO CMBLPTHH CIIy4aH NpH
Je4YEHHe C BalCapTaH.

[poseaen e cbopen ananu3 Ha aanuure OT 202 MeIHATPUMHH NALHEHTH C XHNEPTOHHL (HA BB3PACT OT
1 mo moa 6 roAUHK), KATO BCHYKH TIALMEHTH ca PHEMAJIH BaiCapTaH KaTo MOHOTEPAIIHS B ABOHHO-
CcIIENHTEe NEpPHOIM (¢ M3noUeHue Ha mianebo nepuoaa Ha orHeMaHe). Or Tax 186 naumnenrtu
MPOALIDKABAT YYACTHETO CH WIH B NPOIBL/DKEHHETO Ha NPOYYBAHETO, HIIH B OTBOpeHHUs nepuo. Or
202 naumenTH, 33 (16,3%) umat XB3 (uzxoano eGFR <90 ml/min). [Ipe3 neofiHo-3acneneHus
nepHoz, ABama mauwreHTH (1%) ca MPeKpaTHIH YYacTHE MOpaIl HeKeNlaHO CEOHTHE, a NMpe3 OTKPHTHA
MEPHOJ WK Mpe3 [IEPHOAA Ha MPOTBDKEHHE Ha NMPOYYBAHETO, YETHPHMA MaleHTH (2,1%) ca
MPEKpaTHIH YYacTHe NopanH HexeNano csbuTHe, [pes apoitHo-3acnenenua nepuod, 13 (7,0%) or
mauMeHTHTE ¢a H3nuTanH node eaua HPJI. Haii-uecture HPJI ca nosprinane n=3 (1,6%) u auapua
n=2 (1,1%). Eana HPJI (auapus) e nabnonapana & rpynara ¢ Xb3. B orBopenus nepuos 5,4% ot
nmarpeHTETe (10/186) ca nanuranu noue eqga HPJL Hait-uyecrata HPJI e HamaneH aneTHr, KOETO ce
c¢po0ImaBa ot npaMa natuentH (1,1%). B apoiiHo-3acneneHns epHo H B OTBOPEHHSA [IEPHOL CE
cBOOIIARA 32 XHITEPKATHEMHES 34 €JHH MALMEHT BHB BCeKH neprod. Hama ciyuan Ha XHIIOTOHMA HITH
BHEHE HA CBAT B JABOMHO-3aC/IeNeHns NepHOA HIH B OTBOPEHHA NMEPHOA.

XunepkanueMHs ce HabnoA2BA MO-YECTO NPH AEIA ¥ FOHOLIM Ha BB3pacT ot 1 10 moA 18 rogutu ¢
MOANIEXALI0 XPoHHYHO OB0peuHo 3aGonsasade (XB3). PHCKET oT XunepKanneMus Moxke 1a 6b1e no-
BHCOK MPH J€lia Ha Bb3pacT OT | 10 5 roAMHu B cpagHeHHe ¢ Aelia Ha Be3pacT oT 6 no nof 18
TOIHHH.

IMpodurer Ha Ge3onacHOCT, HaOMOAABaH MPH KOHTPOIHPAHH KITHHHYHH NPOYYBAHHS IIPH BB3PACTHH
TMALMEHTH Clie] MHOKApAeH HHGAPKT H/WITH ChC ChPASUHA HEAOCTATHYHOCT, CE pa3iH4aBa oT
LLIOCTHAA Ipodun Ha Oe30nacHOCT NPH MALHEHTH C XMIepTOHHE. ToBa MOXe 12 CBBP3aHO C
MpHIpYKaBaltoTe 3aboaaeane Ha naumenTta. HJIP, kouTo HacTehBar [pH BE3PACTHH MALKEHTH CIEN
MHOKapAeH HH(APKT WK CBC CHPIEYHA HEJOCTATBYHOCT, Ca W3DPOEHH No-A0ILY:

CneTogHue cnea MUOKapicH MH(APKT WHAIH ChpiguHa HeAOCTATRYHOCT (H3CACABAHE NPOBEIACHO
CaMo IpH BE3PAcTHH)

Hapywenns Ha KPbBTa B THMQHATA CHCTEMA
C Hem3pecTHa YecToTa TpomGouuToneHHs

Hapymenrs Ha HMYHHATA CHCTEMA
C Hen3BecTHA YecTOTa CBpBbXYYBCTBHUTENHOCT,

BKIIIOYHATEIHO CEPYMHA

Hapywenns 5a MeTa(oJIH3MA H XpaHEHETO
Hevects
C HeH3BeCcTHA YeCTOTA




Hapymenns Ha HePBHATA CHCTEMA
YectH

Heuectu

Hapymennna Ha yxoTo B Ja0HPHHAT2
HeuecTh

Cepacunn HADYIICHAR
Heuectn

CBI0BH HAPYIICHHSE
Yectu

C HeH3BeCTHA YeCToTa

PecnRpaTopan, rPEAEH H MESHACTHHAIHH HAPYIIEAHNA
HeuectH

CroMamino-4peBHH HADYIICHHSI
Heuectn

XenaTo-OHTEAPHH HAPYINCHHN
C Heu3BeCcTHa 4ecToTa

Hapymennsa Ha KOKATa B NOJKOKHATA THKAH
Heuectu
C HeH3BeCTHa YecToTa

3amaiipane, 3aBHCeilio OT
ro3aTa 3aMaiipaHe
Cunkorl, rnasobosine

CeeToBBEpTEXK

CobpaeyHa HEAOCTATBYHOCT

XHIOTOHHA, OPTOCTATHHHA
XMITOTOHHS
Backynur

Kamnnna

Tagene, nuapus

IMoewiIeHHEe Ha MOKAa3aTENHTE
3a yepHOAPOOHa (yHKLUHA

AHrunoeaem
BymozeH nepMatut, oOpHB,
chplex

HapymeHnus 52 MyCKyJIHO-CKeJIETHATA CHCTEMA H CHEAHHATE/THATA ThKaH

C HEeH3BECTHA YECTOTA

Hapymennas Aa 0n0penBETe H NHKOYHETE IETHHIA
Yectn

Hegectn

C HenzBECTHA YECTOTA

Muanrus

B10OpeuHa HEXOCTATEYHOCT H
YBpexaane

Ocrtpa 616peuna
HEAOCTATHBYHOCT, NIOBHIIIABAHE
Ha CEPYMHHS KPCaTHHHH
[ToBHImMEHHE HA YpEATa B
KpPBBTA

O6mu Hapymenas H epeKTH Ha MACTOTO Ha NPHJICKEHHE
Hevectn AcTeHHs, yMopa

Crofmarate Ha NONO3WPAHY HEKETAHH PEAKIIMH
CrobuiaBaHeTo Ha IOJOIMPAHH HEXKENAHH PEaKLKA Clie pa3pellaBaHe 3a ynorpeba Ha JTeKapCTBeHHMA
OPOIYKT € BaxkHo. ToBa Mo380/sBa ja NPOIb/DKH HaOMIOAEHHETO HA CHOTHOUIGHHUETO 110138/ PHCK 33
JICKapcTBeHUA NPOaYKT. OT MEJHUHHCKHTE CIEHHATHCTH C€ M3HCKBa Ja ChOOLIABAT BCA
N003HpaHa HeXKENaHa PeaKiig upes
H3nbiuuTenHa areHUus no JiekapcTeara
y1. ,,Jlamsn I'pyes”™ Ne 8

1303 Codun

Ten.: +35 928903417




yeOcaifr: www.bda.bg

4.9 [Ilpenosupane

CHMITTOMH
IIpeaosupanero ¢ BancapTaH Moske 1a NPHUMHH H3Pa3eHa XHIOTOHHS, KOATO MOXKE J1a IOBeNE 10
MOHMXKABAHE HA SICHOTATa Ha Ch3HAHHETO, LIMPKY/NAaTOPEH KONane u/HAH oK.

JleyeHue

TepaneBTHUHHTE MEPKH 3ABUCAT OT BPEMETO Ha NPHEM HA JIEKAPCTBOTO M BHJA H TEXKECTTA HA
CHMITTOMHTE. OT MBPBOCTENEHHA BAXHOCT € CTAOMIH3MPAHETO HA NHPKY/IATOPHHA CTATYC.

B crryyaif Ha XHNOTOHHA nauHeHTsT TPAGBa Na Gbae NOCTaBeH B AETHANO NONOXKEHHE U OBp30 na ce
NMpeiNPHEME 3aMECTBaHE ¢ 00EMO3aMeCTBALIM U CONEBH PasTBOPH.

Masiko BEpoATHO € BafncapraH na Oblie OTCTpaHeH Ype3 XeMo1Halu3a.

5. ®APMAKOJIOTHYHH CBOHCTBA
5.1 ®apmMakoiHHAMHYHH CBOHCTBa

({apmakoTepanceTHYHa rpyna: aurHotensu I penenrropiu 6nokepu, camoctoarensn, ATC kox:
CO09CA03

BancapraH e nepopanHo aktiBeH, MoltieH U crieumduven auruoteH3uH I (AT II) anraronuct. To#
JelicTRa ceneKTHRHO BEPXY AT1 peuentopHUs NOaTHI, KOHTO € OTTOBOPEH 3a MO3HATUTE JSHCTBHS
Ha aHTHoTeH3HH 1. [ToBHIeHNTE UTa3Meny HLHBA Ha anrdoTeH3uH 11 B pesynTat Ha AT1
peuenTopHara 6110Kaaa ¢ BaCapTaH MOraT J1a CTHMYHpAT HebmokupaHuTe AT2 penenTopH, kKoeto
H3rNekna NpoTHeoAcHeTRa Ha edekta HAa A'T1 peuenTopa. BancapraH He npodesasa HHKaKBa 4acTHYHA
aroHUCTHYHA aKTHBHOCT KbM AT1 peuenrropa u uMa 3raunTenso (oxkono 20 000 muTi) no-ronsam
adunanTeT KoM AT1 penenropa, otkoakoto keM AT2 peuenropa. Bancapran He ce CBBp3Ba H HE
6ﬂ0KHpa PELUETITOPH HA NPYTH XOPMOHH HITH HOHHH KaHa/H, 34 KOHTO € H3BECTHO, Y€ €A BAKHH B
CHPOCYHOCHA0BATA PEryaLus.

Bancapran ne nuxu6npa ACE (u3BecTten M kato kMHHMHa3sa 1), koHTO npeppbilla aHTHOTEH3HH | B
anruotensuH Il u pasrpaxna GpanukunnHa. Tri kato HamaT edexr BrpXy ACE u He 3acHnBar
AeiicTBUETO Ha GPAAMKMHHH MITH CyOCTaHIMA P, MAJIKO BEPOSTHO € AHTArOHMCTUTE Ha aHrHoTeH3uH 11
Ja ca CBBbP3aHH ¢ Kallutaxe. B knuui4HU npoy4uBaHus, KbeTo BancapraH ¢ cpasHer ¢ ACE
HHXHOHTOp, YECTOTATA Ha CyXa KauuiMua e 3Hauurento (P<0,05) nmo-Manka npH NauMedTH, JICKyBaHH
¢ BJICAPTaH, OTKOAKOTO npH nexyeauute ¢ ACE unxuburop (2,6% cpeuy 7,9% pecnektvsHo). B
KJTHHHYHH [IPOYMBaHHA MPH MALMEHTH ¢ AHAMHE3a 32 CyXa KalUTHIA o BpeMe Ha nevyenne ¢ ACE
HHxuOHTOp, 19,5% OT NpoyuBanuTe NHila, NoTydasammy Bancapras, 4 19,0% ot Te3H nomyvasauu
THa3HICH AMYPETHK HMAT KalllHUa, B cpaBHeHHe ¢ 68,5% ot nMiarta, nekysaiy ¢ ACE uHxubutop
(P <0,05).

Xuneprouus
[MpunoskenneTo Ha BancapTaH TIpH NAIMEHTH ¢ XHNIEPTOHHA BOJH A0 NOHWKABAHE HA apTEPHATIHOTO

Hansrase He3 MOBAHABAHE Ha MyJICOBATA YECTOTA.
IIpx noBe4eTo NaLMEHTH Ciiel eAHOKpaTeH NepopajieH IPHEM HAYaI0TO Ha AaHTHXHNECPTCH3HBHOTO
ACHCTBHE € B paMKHTe 2 4aca, a MTMKET HA MOHKABAHETO HA apTEPHANHOTO HANATAHE CE AOCTHra B
paMKHTE Ha 4-6 Yaca. AHTHXHMIIEPTEH3HBHUAT e()eKT NpoABDKABA Hall 24 Yaca ciean
MHOTOKPATEH TIPHEM peaicH AHTHXHIEPTEH3MBEH e(eKT € HATHLC B PAMKMTE Ha 2
MAaKCHMANHHUAT epeKT ce MOCTHra B paMKHMTE Ha 4 CEIMHIIH H ce TIOATbPHA B X0
Tepanus. 3HAYUMO JOITBIHHTETHO NOHHKCHHE HA APTEPHATHOTO HANATAHE Ce IT
KOMOHHALUSA ¢ XHAPOXJIOPOTHASHIL.




Bre3anHoTo npeycTaHOBABAHE HA JICYEHHETO C BaJCapTaH He CE CBBp3Ba ¢ rebound-XunepToHHa HH
C APYTH HEXKEIAHH KIHHHYHA ChOHTHA.

[Tpn naupenTn ¢ xuneprosus 1 quaber THN 2 ¢ MHKpOAIOYMHHYPHA € OTHETEHO, Ye BAICAPTaH
HaMaJjIABa OTaenaHeTo Ha anfyMuH B ypunara. [Ipoyusasero MARVAL (Micro Albuminuria
Reduction with Valsartan) oueHssa HaManaBaHeTo Ha OTACHAHETO HA anGymun B ypunata (UAE) ¢
sajicapran (80-160 mg/new) B cpaBHeHue ¢ amaoaunuH (5-10 mg/nen), npu 332 nauuenTH ¢ auaber
THN 2 (cpenua Bb3pacT: 58 rofiuHu; 265 Mbke) ¢ MUKpoanOyMuHypus (BancapraH: 58 pug/min;
aMJIOZIMIHA: 55,4 pug/min), c HOPMATHO WIH BHCOKO apTEPHAIHO HAATAHE H ChC 3ana3eHa Onbpeuna
byuxuns (cepymen kpearurnH <120 pumol/l). Cnen 24 ceamuuy, UAE e Hamanena (p<0,001) ¢ 42% (-
24,2 pg/min; 95% CI: —490,4 00 —19,1) ¢ pancaprat s opubauauTento 3% (-1,7 pg/min; 95% CI: -3,6
Ao 14,9) ¢ amnoguium, He3aBHCHMO OT CXOHATA CTENEH HA MOHKEHWE B IBETE PYIIH.
Ipoyusanero Valsartan Reduction of Proteinuria (DROP) m3caensa A0mbaHHTETHO e(pHKACHOCTTA Ha
Basicapran npy penyumpare Ha UAE npu 391 nauuentu ¢ xunepronna (AH=150/88 mmHg) ¢ anaber
THN 2, anbymuHypus (cpeasa ctoiinoeT=102 pg/min; 20-700 pg/min) u 3anaseHa 6b0peuHa qryrxuus
(cpenen cepymen kpeatHHHE=80 pmol/l). [auneHTHTE Ca paHAOMH3HPAHH C €aHa OT 3-Te A03H
BasicaptaH (160, 320 u 640 mg/nen) 1 nekysany B npoabokenne Ha 30 ceamuum. Lenra Ha
TIPOY4BaHeTO € [a yCTAHOBH ONTHMATHATA 103a BaJIcapTaH 3a peayunpate Ha UAE npu nauuedTy ¢
XHnepToHus M nxaber thn 2. Cnen 30 ceamuum nponenTHaTa npoMssa B UAE e 3HaumMTeHO
Hamanena ¢ 36% ot usxonHara croitHocT ¢ Bancaprat 160 mg (95% CI: 22 10 47%)uc 44% ¢
sasicaptal 320 mg (95% CI: 31 no 54%). HanpaeeHo e 3akmouenne, 4e 160-320 mg pancapran eogu
A0 KNUHUYHO 3HAYHMH pefykinK Ha UAE npH nauuMeHTH ¢ XuneproHHa H guabeT THII 2.

Ipeced MuokapaeH HHMapKT
VALsartan In Acute myocardial iNfarcTion (VALIANT) e paHIOMH3HpaHO KOHTPOIHPAHO,

MHOrOHAUMOHAIIHO, JBOHHO-CNANO npoy4eare npH 14 703 nauxeHTH ¢ 0CTEP MHOKApAEH HH(APKT H
NIPH3HALH, CHMIITOMH HJIH PaJIHONOTHYHM AaHHH 32 34CTOHHA ChpAevHa HEOCTATBYHOCT H/IITH
JaHHH 23 JieBoKaMepHa cucTonHa aucyHkuiEs {oposeeHa xaro gpakuus Ha n3tnackease < 40% upes
pPagHOHYKIIHHA BeHTPHKYNorpadus unu < 35% upes exokapanorpadus HIH BEHTPHKYJIHA
KOHTpacTHaaaruorpadus). [lauuenture ca paHAOMH3HpaHU CIIPAMO BAICAPTAH, KAITTOTIPHIT HIIM
KOMOHMHALMA OT ABATA MENHKAMEHTa B paMkuTe Ha 12 yaca no 10 AHM cnef HAYANETO HA CHMOTOMHTE
Ha MEOK2paeH uHGapKT. CpeJHHAT NepHOI Ha JeyeHue e ABe rovHH. [TepeuuHaTa KpaiiHa Touka e
BPEMETO HA HACTHNBAHE HA CMEBPT NOPaJH BCAKAKBH MPWYHHH (00IIa CMBPTHOCT).

BancapTan e chio ToskoBa edeKTHBEH, KOJKOTO KAIITOMPHIT IO OTHOLIEHHE Ha HAMANABAHETO Ha
of1nara CMBPTHOCT cliefl MHOKapaed HHPapKT. OGLIaTa CMBPTHOCT € TOA0GHA B IPYIHTE C BANICApTaH
(19,9%), karrronpun (19,5%) u Baacapran + kaoronpun {19,3%). Kom6uxauusaTa Ha BancapraH ¢
KanTOnpH He 700aps JOIMBIIHHTENHA NOJ3a CIPAMO JICYEHHETO caMo ¢ kKantonpwi. Hama paznuka
MEXY BANICAPTAH M KAIITOTIPHA MO OTHOWIEHHE Ha 00L1aTa CMBPTHOCT B 3aBUCHMOCT OT Bh3pacTTa,
10113, pacaTa, H3XOAHHTE TEpalHH HIIH OCHOBHOTO 3a00nsBane. BancapraH e edekTHBeH H B
YABDKABAaHE HA BPEMETO [0, H B pelyllipaHe Ha ChPAEYHOCHA0BATa CMBPTHOCT, XOCHHTANH3ALMY [10
NOBOJ Ha ChPAEYHA HEIOCTATBYHOCT, NOBTOPEH MHOKapAeH HH(APKT, pecaHHMHPaHO CIIHPaHe Ha
CBPLETO W HedhaTalleH HHCYNT {BTOPHYHA ChCTABHA KpaiiHa TOUKA).

IMpoduasT Ha GesonacHoCT Ha BA/ICapTaH € CBOTBETCTBA HA WIHHHYHOTO [IPOTHYAHE NIPM NANUEHTHTE,
TIeKYBaHH Cae/l MpekapaH MuokapaeH uradapkr. [To otHowenue Ha 6uOpeuHata dyrkuus €
Haba01aBaHO y/\BOABAHE HA CEPyMHWA KPEaTHHHH NpH 4,2% OT NaUHeHTHTE, IeKyBaHH C BANCAPTaH,
4,8% OT nauuMeHTHTE, ICKYBAHH C BAICAPTaH + KanTonpui, u 3,4% OT NaLMeHTHTE, NEKYBaHH ¢
KanTonpui. [Ipexecpane nopaan paznuuHH BHAOBe GhOpeuHa auchyHKUAA HacTenear npu 1,1% ot
NALUEHTHTE, JICKYBAHH ¢ BancapTaH, 1,3% nauMeHTHTe, IEKyBaHH ¢ BAIcapTaH + Kanroupui, 4 0,8%
OT NALUMEHTHTE, JIeKyBaHH ¢ Karmronpin. Ouenka Ha OsOpeunaTa (yHkuus TpaGpa na 6bie BIONEHa
B 001IaTa oLeHKa Ha MALMEHTHTE NPEKAPATA MHOKApASH HHAAPKT.

Hsma payinka B ChCTABHATA CMBPTHOCT, ChPACYHOCHAORATA CMBPTHOCT K 3a00NAEMOCT, KOTATO ce
npunarar 6era-610KepH eAHOBPEMEHHO C KOMOHHALHSTA BANCapTaH + KamTONpriL, ¢am
WK caMo kanTonpui. HezaBucHMO OT POYYBaHOTO JIEUSHHE CMBPTHOCTTA € MO-HH
NalUuMeHTHTE JICKYBahu ¢ GeTa-Gnokep, KOETO NOKa3Ba, ue O3HATATA NO.I3a oT et
Ta3M NOITYNalHs C€ NOTBBPXKIABA B TOBA MPOYYBaHE.




Copaeyna HEAOCTATHYHOCT
Val-HeFT e pannoMu3upaHo, KOHTPOIHpaHO, MHOTOHALMOHATHO KIIHHHYHO NPOY4BAaHE HA

BajicapTaH, cpaBHeH ¢ Miauebo sepxy DonecTHocTra M cMBPTHOCTTA NMpH 5 010 nankeHTH cbe
cbpaedna HepoctaTeaHocT ¢ NYHA knac IT (62%), 111 (36%) a1 IV (2%), nonyuapaim obuyaiina
Tepanui ¢ JiesokamepHa GU <40% u neBokamepeH BBIPEILEH AHACTONEH AHameTsp (LVIDD) >2.9
em/m’. OcHoenara Tepanus Bkmousa ACE uaxHGHTOpH (93%), nuypernuu (86%), aurokcus (67%)
H OeTa-6a0kepu. CpeaHaTa NPOALDKMTENHOCT HA MPOCIEASBAHETO € IPHONTH3UTENHO ABE TOAHHH.
Cpennata anesHa ao3a Ha Bancakop suB Val-HeFT e 254 mg. Ipoyusanero uMa ABE MEPBHYHH
KpaifHH TOUKH: 0011a CMBPTHOCT (Bpeme 10 HACTBIIBAHE Ha CMBPTTA) CHCTABHA CMBPTHOCT H
BONECTHOCT OT CHpAEYHA HEAOCTATHLYHOCT (BpeEMe A0 MBPBOTO GoNecTHO ChOHTHE) NehHHHPaHH KaTo
CMBPT, BHE3aITHA CMBPT C PEAHHMMALINA, XOCNIUTATH3ALHA NO NMOBOJ Ha ChPACYHA HEAOCTATHYHOCT WITH
NPWIOKEHHE HA BEHO3HM WHOTPONHH WTH Ba30/IMIATATOPHM CPENCTBA 32 YETHPH HIH NoBeye yaca Oe3
XOCIIHTANH3ALHS.

Ofara cMBPTHOCT € MogoOHa B rpynuTe (p=NS} ¢ Bancaprat (19,7%) w mnauebo (19,4%).
IIbpBuynaTa nonsa e 27,5% (95% ClI: 17 no 37%) namansdsane Ha PHCKA 3a BpEMETO Ha MbpBaTa
XOCITHTaJIM3aLMA N0 NMOBO/ Ha ChpAeyHa HepocTaThuHocT (13,9% cripamo 18,5%). Pesynraty,
H3TTIeKAALIH B N013a Ha Tialebo (cheTaBHaTa CMBPTHOCT H 3aboseMoctTa e 21,9% c nnauebo
cnpamo 25,4% B rpynata ¢ BaIcapTaH), ca HabMoNaABaHH NPH MALMEHTHTE, NPHEMAIIH TPOAHA
kombuHamsa oT ACE uHxubutop, Gera-Oniokep 1 BaicapraH.

B noarpynara va naumenty, kouto He npuemat ACE uaxuGutop (n=366), nonsure npH
3abongeMocTTa ca Mo-roJeMH NpH NalMeHTH, kouTo He mpuemar ACE uaxuburop. B Tasu noarpyna
obIaTa CMBbPTHOCT € 3HAYMTEIIHO HAMAJICHA ¢ BaJiCapTaH, B cpaBHEHHE ¢ miauebo ¢ 33% (95% Cl: —
6% no 58%) (17,3% Bancapta cipsamo 27,1% nnanebo) H ChcTaBHATA CMBPTHOCT M PHCKA 32
zabonseMocTTa ca 3HauMTeNHO Hamanend ¢ 44% (24,9% sancaprad cnpamo 42,5% nnaue6o).

[Tpu naumentn, kouro npuemar ACE unxuturop 6e3 Gera-Grokep, 00IaTa CMBPTHOCT € Mo00Ha
{(p=NS) B rpymmTe ¢ Bancaprasn (21,8%) 1 mnane6o {22,5%). CrcTaBHATA CMBPTHOCT M PHCKET 238
3abongemoct ca 3HauHTENHO HamasteHu ¢ 18,3% (95% CI: 8% to 28%) ¢ BancapTaH B CpaBHEHHE ¢
mnane6o (31,0% copamo 36,3%).

B obmara nonynanus Ha Val-HeFT nauueHTHTE, TEKyBaHH C BAIICAPTaH, TIOKA3BaT B CPABHEHHE C
rmnaneGo 3HaYUMO noxodpedne Ha Kiaca no NYHA, npusnaluTe H CHMITOMUMTE HA CEPACUHA
HEIOCTATHYHOCT BKJIKOUMTENHO AKHCIIHES, YMOPa, OTOLM M Xpunose. [TalHeHTHTE, NpHeMauiv
BA/ICapTaH MMAT N0-100p0 KaYECTBO Ha JKHBOT B CPaBHSHHE ¢ FIPHEMAUIHTe Mnauedo, KOeTo ¢e
NEMOHCTPUpa upe3 ckanara Ha Minnesota Living with Heart Failure Quality of Life or u3sxoausara mo
KpaiinaTa Touka Ha npoy4BaHero. [Ipn nauneHTHTe, IeKyBaHH ¢ BAJICAPTAH 3HAYHMO Ce NOBHILIARa
(paxipaTa Ha w3THackBaHe M ce noHmxapa LVIDD ot u3xoauata 10 KpaiiHaTa TOUKa MO BPEME Ha
NMPOYYBAHETO B CPaBHEHKE C Maueso.

Hre ronems pangoMu3upanu kourponupanu npoyusanud — ONTARGET (ONgoing Telmisartan
Alone and in combination with Ramipril Global Endpoint Trial - Texy1iiio rnofans#o usnureane 3a
KpaifHH TOYKH HA TEIMHCAPTAH, CAMOCTOATEIHO H B KomOuHaums ¢ pamunpua) 4 VA NEPHRON-D
(KnuanyHo npoyuBane cBLP3aHO C pa3BHTHE Ha HetponaTus npH gHabeT, NpoBeIEHO OT
MHUHHCTEPCTBO MO BRIPOCHTE HA BeTepaHHTe) — Mpoy4sar ynotpebara Ha komGuuaumaTa or ACE
HHXxHOMTOP 1 aHrHoTeHsuH ll-penenrropen Gaokep.

ONTARGET e npoyusane, NpoBeRcHO OpH NANMEHTH C aHAMHE3a 38 ChPAEYHOCHA0BA HIIH
MO3BYHOCBA0BA DOMECT, WilH 3axapeH AWadeT THI 2, NPUAPYKEHH C JAHHHM 33 YBpEXaaHe Ha
etdexrophu oprani. VA NEPHRON-D e npoyuBate MpH NALKMEHTH CbC 3axapeH auaber Tun 2 1
nnabeTHa Hedponartus.

Te3u npoyuBaHHA He MOKA3BAT 3HaYHM Gnaronpustex eekT BhpXy OpOpeduHHTE H/HIH
CEP/CYHOCHAOBHTE MOCIEANLH B CMBPTHOCT, KATO CHIIEBPEMEHHO ca HAOMI01aBaHH MOBUIUEH PHCK
OT XMNIEPKATTHEMHA, OCTPO YBpexkaaHe Ha OLOpenuTe WHIN XHIOTOHHA B CPABHEHHE C
MoHoTepanuaTa. Kato ce uMat npeaBHI CXOZHHTE HM hapMakoIHHAMHYHH CBOHCTBA,
ca npunoxumu 1 3a 1pyri ACE unxuburopu u anruorensus Il-peuentophu 6noke
ACE unxuburops 1 anruotersuH ll-penentopru 61okepu cneaoBarenHo He Tpabs
€HOBPEMEHHO NMPU NTZLMEHTH ¢ AHabeTHa HedponaTHs.




ALTITUDE (KnuHHuHO nipoy4BaKe IPOBEICHO ¢ ATHCKHPEH NMPH MALHEHTH ChC 3aXapeH AuabeT Tun
2 ¢ W3N0N3BaHE HA ChPAEMHOCHAOBH ¥ GROpeyHH 3a0019BaHHA KaTO KpaHHH TOYKH) € MpOy4BaHe,
MpeaHazHAYeHo 1 U3CAeBa MoN3aTa OT J00aBSHETO Ha ATMCKUPEH KbM cTaHaapTHa Tepanus ¢ ACE
HHXMOHTOP WIH aHrHOTeH3HH [I-peuentoped 6nokep NPH MALMEHTH Cbe 3axapeH A4abeT Thi 2 1
XpoHH4HO OBOpeuHo 3abonaBane, cbpaesHOCHAOBO 3a00ABaHe HIH H JseTe. [IpoyuBatero ¢
MPEKPaTeHO MPEXKICBPEMEHHO IOPAAH IIOBHIIEH PUCK OT HeGraronpusTHy nocneauu. Kakro
CBPAEYHOCHAOBATA CMEPT, TAKA H HHCYJITHT ¢4 [10-4CCTH B IPYTATA HA ATHCKHPEH, OTKONKOTO B
rpymnara Ha riane6o, a npeAcTaBlABalIATE HHTEPEC HEMKENaHH ChOMTHA B CEPHO3HH HEXe/IaHH
CHOHTHA (XMNIEPKATHEMHA, XHMOTOHHA W ObOpeyHa AMCYHKINA) ce ChoOIaBAT N0-YeCTO B rpynara
Ha aTMCKHPEH, OTKOJIKOTO B IPynRaTa Ha rnauebo.

Heduampuyna nonyaauus

XuneproHus
AHTHXHIEPTEH3UBHUAT e(DEKT Ha BA/ICAPTaH € OlIEHEH B XOAa Ha YCTHPH PaHAOMH3HPaHH, JBOHHO-

CNENH KIHHHYHM MPOYYBaHHA TTPH 56| NeaHaTpHYHW NALMEHTH Ha Bb3pacT ot 6 10 18 rogunu u 165
NEeJHATPHYHH NALHEHTH Ha Bb3pacT oT 1 1o 6 roauax.

Hapyimenus Ha GbOpenTe i NHKOYHHTE OBTHLIA H 3aTIBCTABAHE Ca Hail-4yecTHTE TOLTEXKAIIH
METHUHHCKH ChCTOAHHA, KOUTO JOMNPHHACAT 32 Pa3BHTHETO HA XUIISPTOHHA [IDH AELATa, BKIIHOYEHH B
[OpoyYBaHHATA.

Knunuuen onum npu deya Ha wiv Hao 6 200utunHa 8b3pacm

B emHO KITHHHYHO NPOyYBaHe, BKIKOUBAILO 261 XHIEpTEH3HBHH NAUMEHTH Ha Bb3pacT or 6 10 16
rofIMHH, NaLMEeHTHTe ¢ Terno <35 kg nomyyasar 10, 40 win 80 mg ancaprad JHEBHO MOA PopMaTa Ha
TabneTKku (HUCKa, CPeAHa H BHCOKA [1034), a natdeHTHTe ¢ Terno >335 kg nonyuasar 20, 80 win

160 mg pancapTaH QHeBHO Noga ¢opmara Ha TaGieTku (HUCKA, CpelHa M BHCOKA 1103a). B Kpad Ha
BTOPATA CEMHIIA BAICAPTAH BOKH A0 JO303aBHCHMO IMOHHXKEHHE KaKTO Ha CHCTOJIHOTO, TAKa U HA
JAMACTONHOTO HATATAHE.

Tpurte no3u BancapraH (HHCKa, CpelHa M BUCOKA) 3HAYMMO [IOHHDKABAT CHCTOJTHOTO HA/ldraHe
cbTBeTHO ¢ 8, 10 1 12 mm Hg cnpamo u3xoauute croiiHoctu. [TaupesTHTE Ca paHaOMU3HpaHH a2
NpONLJGKAT Ja ApHeMaT ChilUTe JO3H BANCapTaH WiIHd Aa NPpeMHHAT Ha HJ'[&I.IEGO. H]JH MAaUHCHTHTE,
KOHTO MPOAB/DKABAT Ad MPHEMAT CPEHA U BHCOKA 1032 BAJICAPTAH CHCTOAHOTO HAIFAHE € CPEIHO C
4 1 7 mm Hg no-HucKo OTKOMKOTO NMPH MALACHTATE Ha NeveHne ¢ rutauedo. [lpu nauueHTHTe,
NPHEMALIH HHCKA /1033 BANICAPTAH CHCTOJIHOTO HAMATaHE € NoAOOHO Ha TOBA NPH NALIHEHTHTE Ha
neyenue ¢ maneto. J[0303aBUCHMHAT AHTUXKIEPTEH3HBCH €QEKT Ha BATICAPTAH € HATHLIE [IPH BCHYKH

aemorpadcks cybrpymi.

B1LE BTOpO KIHHHYHO NpOYYRaHe, BKIKOURALLO 300 neMaTPUYHH NMALHEHTH C XHIIEPTOHUA HAa BB3PacT
ot 6 1o rox 18 roIMHU onpeaeeHH NaLMeHTH ca PaHAOMI3HPaHH 1a MIPHEMAT BAICAPTaH WK
eHananpui B MpoIb/bkedde Ha 12 ceamuud. Jeuata ¢ tero >18 kg u <35 kg npuemar 80 mg
BancapTad win 10 mg enananpun, Te3u ¢ Terno >35 kg u <80 kg npuemar 160 mg BancapraH wid

20 mg enananpun, a Te3n ¢ rerno >80 kg npremar 320 mg Bancapran unu 40 mg eHananpum.
IToHWKEeHHETO Ha CHCTOTHOTO HAATAHE € CPABHHMO MEXKTY MALMEHTHTE MPHEMALIM BajicapTaH

(15 mm Hg) u enananpwn (14 mm Hg) (p-croiiHocT 3a He no-manka edukacroct <0,0001). [loaoGun
pe3ynTaTi ce HaGMOAABAT H 3a AHACTONHOTO ApPTEPHATHO HalATaHe, noHmwkeHHe ¢ 9,1 mm Hgu ¢

8,5 mm Hg croTreTHO ¢ BaCApTaH H ¢ CHANATIPHIT.

B Tpero, 0OTBOPEHO KIMHHYHO NPOyYBaHe, BKIIOYBAIO 150 meauaTpuyHi NAUMEHTH Ha Bb3pact ot 6
a0 17 ronHHH ¢ XMNEPTOHHUA, NeKyBaHWTe naimeHTH (cicTonnuHo AH > 95% crobpasHo BB3pacTTa,
fl0N1a H BUCOUMHATA) NMOMYYaBaT BAJICAPTAH B IPOIL/IKeHHe Ha |8 Mecena, 3a na ce OUeHH
6e3zonacHocTTa M HoHOCHMOCTTA. Or 150-Te NnaumMenTa, y4acTBAIIH B TOBA IPOYUBAaHE,
CBILO TAKA [OJY4aBaT CHITBTCTBALLA aHTHXHNepTeH3HBHA Tepanud. [lanyenTuHTe ce
OCHOBA HAa KPUTCPHUTEC CH 34 TEr10 NpH ONPCACIAHE HA HAYANTHH H NOAABPXKAIIH JOg
I
TeJIECHO Terio > 18 no <35 kg, > 35 no <80 kg u > 80 no <160 kg nomyyasar A03H
160 mg 1 cnen egHa CEAMHUA NO3HTE C& THTPHPAT AC, CboTReTHO, 80 mg, 160 mg ui}




[Nonoeunara ot BniodeHure nauneHTH (50,0%, n = 75) ca umanu XB3, kato 29,3% (44) ot
nauuenTure ca ¢ XB3 craguii 2 (GFR 60-89 mL/min/1,73m?) unu cranuii 3 (GFR 30-59
mL/min/1,73 m?). Cpeauute CTOIHOCTH Ha MOHHKEHHE HA CHCTOIHOTO KPBBHO HAIraHe ca Owiu
14,9 mmHg npu Beuuku nauuenTH (u3xoana 133,5 mmHg), 18,4 mmHg npu naimmentr ¢ Xb3
(m3xomro HEBO 131,9 mmHg) u 11,5 mmHg npu nauuenTu 6e3 XB3 (u3xoaH0 HuBo 135,1 mmHg).
[1poLeHTBT Ha NALKMEHTHTE, OCTHIHANM LnocTeH KoHTpoa Ha KH (cuctonuuno u auactonuno KH

<95%) e manko no-ucok B rpynara ¢ Xb3 (79,5%) B cpaBHeHHe ¢ rpynara, koaro ue € ¢ Xb3
(72,2%).

Kaunwven onum npu deya nod 6-200umna ab3pacm

IlpoBeaeHH ca TPH KITHHHYHH TIPOYYBAaHHA NMPH 291 MauHeHTH Ha BB3pacT ot 1 no5 roaunu. B
MIPOYYBAHHATA HE Ca BKIIOYEHH Aela noj 1 roauHa.

B nspeoro npoyusane ¢ 90 nauuyeHTH He € JeMOHCTPUPAH A0303aBUCHM KIHHHYEH OTrOBOP, HO BbB
BTOPOTO TIPOYUBAHE CHC 75 [ALMEHTH, O-BUCOKHTE JO3H HA BAICAPTAH Ca CBBP3aHH C [O-TMIAMO
NIOHHXECHHE Ha apTEPHATHOTO HAJIATaHE.

Tperoro npoyuBaHe e 6-ceAMHYHO PAHIOMH3HPAHO [BOIHO-CIIANO NPOY4BaHe ¢ OLIEHKA Ha JO30BHA
OTroBop Ha Bajicapran npu 126 neua Ha Bb3pact ot 1 10 5 rogHHn ¢ XMNepTOHHA, cbe UK Oe3 XB3,
paHmoMu3HpaHy Ha 0,25 mg/kg wim 4 mg/kg TenecHo terno. [Ipu nocTurane Ha kpaHHaTa Uen,
HaMaJIEHHETO HA CPEHOTO CHCTONTHO KpbBHO Hanarane (MSBP)/ cpenHo qHacToIHO KPBBHO HAJIraHe
(MDBP) npu sancapran 4,0 mg/kg B cpasvenue c BancapraH 0,25 mg/kg e 8,5/6,8 mmHg croteeTHO
4,1/0,3 mmHg; (p=0,0157/p<0,0001). ITo mogoGen Hauus noarpynata Ha Xb3 noxasa ceiio
HamaneHne Ha MSBP/MDBP npu sancapraH 4,0 mg/kg ® cpaeseHne ¢ Bancapras 0,25 mg/kg (9,2/6,5
mmHg cpeury 1,2/+1,3 mmHg).

Epponefickara areHijna no aekapcTsara 0cBoOOKAaBa OT 3aABJDKEHHETO 3a [PE/IOCTABSHE Ha
PE3YATATHTE OT NPOYIBAHHATA ¢ BAICAPTAH BLB BCHUKM FOArPYIH Ha NEIHATPUYHATA NOLYNALHA ChC
ChpAEHHa HEOCTATHYHOCT H ChPAEYHA HEAOCTATHUHOCT CJIEN NpeceH MUoKkapaeH nHapkT. Bikre
Touka 4.2 3a uHGOpPMALIHA OTHOCHO NEAHATPHYHATA YTIOTpeda.

5.2 PDapMakoKHHETHYHH CBOHCTBA

Abcopbyun:

Cres nepopanHO NPHIOKEHHE CAMO Ha BaJICAPTaH [THKOBHTE IUIA3MEHH KOHLUECHTPALME Ha BancapraH
ce JocTHrar 3a 2—4 4aca ¢ TabneTkuTe u 3a 1-2 yaca ¢ pastBopa. CpeaHara abcomorHa GuoHaTMYHOCT
€ 23% c TabneTkHTe K pecrieKTHBHO 39% c pa3TBOpa. CHCTEMHATA €KCNOZHIHA H IIHKOBATA IUIa3MEHA
KOHLICHTPALHA HA BancapTaH € okono 1,7 meTd M 2,2 mbTH N0-rofigMa NpH pa3TBopa, B CPABHEHHE C
TafneTkure.

XpanaTa HaManaBa ekcnosuumaTa (u3mepera ¢ AUC) na Bancaprad ¢ okono 40%, a nukoBara
MNA3MEHA KOHUCHTpanuA (Cm) ¢ okono 50%, epnpexd de okono 8 yaca ciel MpHUeMa MNa3MEHHTE

KOHIIEHTpalMH Ha BAlICAPTaH ca NoA00HH B IPYMKTE Ha NPHeM Clie/i HaXpaHBaHe H Ha riajHo. Tosa
noHwkenHe Ha AUC obaue He ce npuapyxaBa OT KIHHHYHO 3HAYHMO HAMAJISBAHE HA TepaneBTHUHUA
ediexT, mopaau KOSTO BaJicapTaH MOXKe Aa ce JaBa Che WM 6e3 XpaHa.

Pasnpedenenue:
O0eMBT Ha pasnpe/IeNiCHHE HA BACApTaH NPH ChCTOAHKE HA HACHINAHE CAE HHTPABEHO3HO

NPHIOXKEHUE € 0kon0 17 nHTpa, KoeTo NOKa3Ba, Ye BANCAPTAH HE ce pasnpee/is EKCTEH3HBHO B
TeKaHWTe. BancapraH e B ronsMa cTeneH cBbp3aH CbC CEPYMHKTE NPOTEHHH (94-97%), npeaumMH0
ChC CEPYMHHA anOyMHH.

buompancopmanun:
Bancapran He ce GuoTpaHchopMUpa B roisMa cTeneH, Thil kaTo camo oxoiro 20%
OTKpHBa kaTo mMeTabonuTH. B nmnasMarta € ycTaHOBEH XHAPOKCHMETA0OIHUT B HHUC
{(no-manko ot 10% ot AUC Ha Bancapran). Tozn MeTabouT € papMakonorH4Ho



Enumunupane:

BancapraH noxa3ea MyJITHEKCTIOHEHLMANIHA KAHETAKA Ha pa3naz (tine < 1 h u tyzp okono 9 h).
BasicapraH ce eMMHHHpa NpeMMHO 4pe3 SunHapHa ekckpeuns ¢ pexanuure (oxosio 83% ot nosara)
u or 6bCpeunre upes ypunara (okoso 13% ot ao3aTa), IABHO KATO HEPOMEHEHO eKkapeTso. Crien
HHTPABEHOZHO NPHUIMKEHHE ITa3MEeHHAT KITHPHHC HA BACAPTaH € OKoJo 2 1/4ac M HETOBHAT
6u6pedeH KnupbHC e 0,62 l/yac (okono 30% ot obums kmupbHC). [TonyKHBOTET Ha Bancapra ¢ 6
yaca.

IlpH NAUMEHTH CBC ChpAeYHA HEeOCTATHUHOCT:

CpenHoTo BpeMe 3a NOCTUraHe Ha MHKOBH KOHLIGHTPAITHH H BPEMETO Ha MONYKHBOT HA BalCapTaH
IPH NALMEHTH CbC ChP/EYHA HE/IOCTATBYHOCT €A NoAcOHH Ha Te3H, HalIloAaBaHyu [PH 31PABH
ao6poeomm. AUC u me CTOHOCTHTE Ha BaJICAPTaH Ca NOYTH NPONOPLHOHAIHMA C MOBHILABAHE HA

[03aTa Haj KJIHHUYHUA 0030B uaTepBan (40 1o 160 mg asa mbTu aueBHO). CpeaHUAT dakTop Ha
HaTpynsaHe e okosio 1,7. TIpHBHAHHAT KJIMPBHC Ha BAICAPTAH CIIEM TIEPOPAJIHO NPHIIOKEHHE €
npubansuTenno 4,5 I/yac. Be3pactra He 3acira npuBuaAHHA KIHPBHC NPH NALHEHTH CbC ChpACUYHA
HEAOCTATBYHOCT.

Creutainu 2pynu nayuenmu

Xopa B cTapyecka BE3pacT
T1pH HAKOM MALHEHTH B CTAPYCCKA BL3PACT ¢ HabNIoJaBaHO MAJKO NO-BHCOKO OBILIO pasnpenencHue
Ha Bancaplan B CpABHCHHE C MJIAJIMTE NTALJHECHTH. Tosa oﬁaqe H4AMa 10Ka3aHa KTHHHYHA 3HAYHMOCT.

Hapymiena 61.0peuna dyukiua

KaxTo ce ouakpa 3a BemecTro, YHiTO GbOPEUeH KIHPBHC € 0TroBopeH camo 3a 30% ot obLums
TUTa3MEH KITMPLHC, HE € OTYETEHA Kopenalna MexXay Ox0peuHaTa GpyHKuus 1 001I0TO pasnpeaenenu1e
Ha sancaprad. [Topaau Tasu MPHYKHHA HE Ce HAJIara KOPHIHPAHE HA JO3aTa MPH NalHeHTH ¢ 6u6pedHo
yBpesxaaHe {(KPpeaTHHHHOB KAMPBHC > 10 mL/min). JIunceat qanau 2a Ge3onacHa ynotpeba npu
NMauMeHTHTE C KPEATHHHHOB KIHPBHC < 10 mL/min) 1 npu npoBeXJalliHTE AWANH3A, TOPAJH KOCTO
BasicapTad TpsbBa na ce ynorpebapa ¢ NOBHILEHO BHUMAHHKE MPH TE3H malHeHTy {BX. Touk# 4.2 4
4.4). BancapraH ce CBbpP3Ba C IUIA3MEHHTE MMPOTEHHK BB BUCOKA CTENEH H HAMa BEPOATHOCT Ja 6bae
OTCTpaHeH 4Ype3 AHAIN3A.

YepHonpobuo yspexaaHe

IMpubnusurento 70% ot abcopbupaHaTta Ko3a ce SMMMHHAPA B AUTHYKATA, [JIABHO B HENPOMEHEHA
¢opma. Bancapran He peTbpiABaT HUKakBH 6HoTpaHc(opmai. YaposBaHe HA EKCIIOZHLNATA
(AUC) e HabntofaBana npH MaLHEHTH ¢ JIEKO JI0 YMEPEHO YepHOAPOOHO YBpEKAaHe, B CPABHEHHE CEC
3apaBy xopa. He e Habmonasana obade kopenalHs Mex Ty NnasMeHaTa KOHUCHTpallM Ha BajicapTaH
H cTelleHTa Ha YepHoapoOna muchyHKUMA. BancapTas He € npoy4eH [PH MAHEHTH C TEKKA
yepHOApoOHa AucdyHKUHMA (BK. TOukH 4.2, 4.3 u 4.4).

Ileouampuuna nonyaayus

B enno npoy4saHe ¢ 26 neguaTpUUHU NTAIMENTH ¢ XHNepToHus (Ha Bb3pact ot | 10 16 roaunHu) npu
¢IHOKPAaTHO MpHIAraHe Ha Bajicaptad mof dopmata Ha cycnersus (cpento: 0,9 no 2 mg/kg,
MakcumaiHa no3a 80 mg) kmHpBHCHT (THTpH/Jac/kg) Ha BaficapTaH € CPABHHM MEHTY OTAETHUTE
BE3pacTH oT 1 no 16 rogusy ¥ nogoGed Ha TO3M NPH BB3IPACcTHH [IALMEHTH, IIPHEMALIM ChLUHTE 103U
{BuxTe HHpopmauusTa 3a AGcopOuma B pasgen 5.2).

Hapymena 6s6peuna dpyHkung

NALMEHTH, NOJJIOKEHH Ha XEMOAHA/IU3a, HE € TIPOYYCHA H NOPaH Ta3H PHYHHA He
[IpK1araHeTo Ha BAJICAPTaH NpH Takuea nauueHTH. He ce W3HCKBa KOpHIHpaHe Ha
TeJHATPH4HH NTALMEHTH ¢ KPEATHHHHOB KIHpPBHC >30 ml/min. br6peunara dpyu
cepyMHES Kanuii TpabBa Aa 6bJaT BHMMATETHO NpOcneAsBaHu (BXkK. TOUKH 4.2 v 4



5.3 IlIpeaxiuHHEYTHH AaHHA 32 (E30MACHOCT

[IpeaxnHHUYHHTE TaHHH He NOKa3BaT oco0eH PUCK 3a XopaTa Ha 6a3a Ha KOHBCHLIMOHA/IHUTE
(apMaKoONOrHiHH M3NUTBAHMS 32 GE30M2CHOCT, TOKCHYHOCT NP MHOTOKPATHO NMPHIOKEHHE,
I€HOTOKCHYHOCT H KAPLIMHOTEHEH MOTEHLHAI.

[Ipn nnpxoBe ToKCHYHH f03M 3a MakikaTa (600 mg/kg/neH) no spemMe Ha MOCIEAHATE AHH OT
fpeMeHHOCTTA H IEPHOJA HA NAKTALMA Ca JOBETH 0 MO-HACKA CTeTIeH Ha MPEXHBAEMOCT, n10-c1abo
HA/{NaBaHE Ha TerJo W 3a0aBeHo pa3BHTHE (OTNENAHE HA YIIIHATA MHA H OTBAPAHE Ha CYXOBHS
KAHAIT) HA DOKOASHHETO (BX. To4ka 4.6). Tean a03u npu mrsxose {600 mg/kg/neH) npeacrapnasar
MpHGaH3UTENHO 18 bTH MaKCHMAa/IHATA MpenophyYBaHa J03a NIPH X0opa Ha 6azaTa HAa mg/m
(M3YHCIIEHUATA Ce OTHACAT 33 nepopaina no3a 320 mg/aeH # i nauneHT ¢ Terno 60 kg).

[Tpu mpeAKNTMHMYHM MPOYYBaHHA 3a Be3onacHOCT BHCOKH 103K BancapTaH (200 no 600 mg/kg )
NPENW3BHKBAT [PH TUTHX0BE HAMAILIBAHE HA NIAPAMETPUTE HA YEPBECHHTE KPbBHH K/IETKH
{(epuTpoLTH, XEeMOTTIOOHH, XeMATOKPHT) M OIPHYHHABAT NpoMeHH B HpOpeuHaTa xeMOHHAMMKA
{nexo noBHInaBaHe Ha MiasMeHata ypes, Gu6peyHa TyOyiHa xunepinasia H Gazopunna npu
MBKKHTE). Te3n Jo3u MpH nisxose (200 no 600 mg/kg/neH) npencrarnasar npHOIH3HTETHO 6 1 18
ITBTH MaKCHMaHaT2 NPenopLYBAHA JI03a NIPH Xopa Ha GazaTa Ha mg/m’ (M3UHC/ICHHATA CE OTHACAT 33
nepopanxa a03a 320 mg/ned » nauxenr ¢ rerso 60 kg).

[Ipn mapmozeTu B moao6H#M 103W HMa NIOAOOHH, HO TIO-TEKKH HpoMeHH, ocobeHo B 6u0peuuTe,
KBbAETO [IPOMEHHTE Ce Pa3sBHBAT A0 HedponaTHA, BKIIOYBAIIA NOBHIUCHH YPES H KPeaTHHHH.
Habmonaga ce cuino xuneprpodus Ha GEOPEYHATE IOKCTArNOMEPYJ/IHH KJIETKH H TIDH BATa BHAA.
Cumnra ce, 4e BCHUKH MPOMEHH ce ABDKaT Ha GapMakonordyHoTo JeicTBHE HA BascapTaH, KOETo
BOJHM 10 NPOXBIDKHTENHA XHIIOTOHHA oco0eHo npu MapMoseTuTte. Marnexaa, ue TepanerTiyHaTa 1o3a
Ha BaJICapTaH [IPH XOpa HE € CELP3aHa ¢ XHNEePTPoPua Ha OBOPEUHHTE IOKCTATTIOMEPYTHH KIETKH.

Heouampuing nonyratus
EsXeMHEBHOTO MEPOPaNHO NPHIOKEHHE HA BAICAPTAH NPK HOBOPOICHH/MIIAH ILTBX0BE {OT 7-MH J10

70-tu nocTHartaneH aen) B o024 1 mg/kg/nen (okono 10-35% ot makcHMaTHATA NpeNopbYBaHA
neadaTpHuna 103a 4 mg/kg/neH Ha 6a3a cHCTEMHA €KCMO3HLINA) NpeAM3BHKRA TpaiHO, HeoOpaTHMO
EnGpeuro yepexaaHe. COMEHATHTE MOCHEIHLA NPEACTABIABAT OYAKBAH ArPaBHPaH
thapmakonoruueH edekr Ha HHXHOHTOPHTE HA AHTHOTEH3WH KOHBEPTHPAILIHMA €H3HM U aHTHOTeH3kH 11
peuenTopaiATe GOKEPH, KAaTO Noao0HK edekTr ce HabnomaBaT, aKo ITBX0BeTe ca OHiIH NOAJIOKEHH
Ha fedenue npe3 nupeuTe 13 qHU oT xkuBoTa uM. To3u nepuoA cpBNaja ¢ 36-Ta recTallMOHHA
CEIMHUIIA TTPH XOpa, KATO MOHAKOra Moxe Aa Onje yabikeH A0 44 ceIMUIM Cllef] KOHLIETILATA.
I[Lrbx0BETE B FOBEHIIHOTO MPOYYBaHe Ha BANICAPTaH MPHEMAT BalicapTaH 40 70-TH I€H W ehexTH
BBpXY pa3BHTHETO Ha OLOpeyuTe (4-6 MOCTHATANHM CEIMMLIH) HE MOTAT Ja & HIKITIOYAT.
DyHKUMOHAHOTO pa3BHTHE Ha ObnOpeka e npoilec, kolTo MpH XopaTa NPOAL/DKABA H NpPE3 NbPBaTa
rojuHa ot xusota. CliejoBaTeHo, NpH Aeua Ha Bb3pacT <] rogHHa He MOXKE Ja C€ H3KIIOUH
KJIHHHYHA 3HAYMMOCT, OKATO NPH TE3H TIO-TOIEMH OF 1 roZlHHA MPEAKITHHHYHHMTE JAHHK HE [TOKa3BaT
HAKAKBH NPHTECHEHUA OTHOCHO Ge3onacHocTTa.

6. PAPMANTEBTHYHHA JAHHHA

6.1 CnHchk H2 TOMOIHETE BelecTBa

Hopo na mabaemxama

JlakTO3a MOHOXHApAT

MUKPOKPHCTAIHA LETY03a

Tloeupon

Kpockapmenosa HaTpuif

CHNHUMAEE AHOKCHI, KONIOHACH, Oe3BOJEH
Marxezuer cTeapar




Durmoeo noxpumue
Xunpomenosa

Tura”os auokcup (E 171)
Maxporon 4000

JKeneseH okenn, xwat (E 172)*
J¥eneseH okenn, wepeeH (E 172)**

* mpHCBECTBA BLR BajicapTad 40 mg 1 160 mg draMHpaHu TabeTkH
** npucbcTBa BLB Baicaprad 80 mg u 160 mg ¢ummupans Tabnerka

6.2 HecpBMecTEMOCTH

Henpunoxumo

6.3 Cpox ua rogmocT

5 roguHH

6.4 Chennajgan ycJIOBHS HA ChXpaneHHe

Ha ce cexpausga nog 30°C.
Jla ce ceXpansiBa B OpHrHHANIHATA OMAKOBKA, 34 11a CE Mpenrnasy oT Bjara.

6.5 [lannH 3a onaxkoBKaTa

PVC/PE/PVDC anymunuesa Giuctepna onaxoska: 7, 10, 14, 28, 30, 50, 56, 60, 84, 90, 98, 120, 180
(hunMHpaHH TaGNeTKH, B KYTHA.

He Bcuukn BHIOBE OMAKOBKE Morar a OBJAT [yCHATH Ha masapa.
6.6 Coensanau Npeana3mn MEPKH OPH H3IXBLPJAAHE

HsMa crietiManyy W3McKBaHHA.

7. IIPHTEXATEJI HA PASPEIIEHUETO 3A YIIOTPEBA

KRKA, d.d., Novo mesto, Smarjeska cesta 6, 8501 Novo mesto, Croenus

8. HOMEP(A) HA PASPEHIEHHETO 3A YIIOTPEBA

Per.Ne 20080274

9. JATA HA ITBPBO PA3SPEINABAHE/MIOJHOBABAHE HA PAPEHIEHHETO 3A
YIIOTPEBA

JlaTa Ha mepRO paspewiasade: 17.12.2008r.

JlaTa Ha nocneano noaHosssane: 06.07.2011

10. JATA HA AKTYAJIMIUPAHE HA TEKCTA

21 maii 2021







