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mnwm’gﬁﬁhﬁrsugmﬁmj JIEKAPCTBATA

K;ainka Xapakmepucinuka Ha npodysma - [ipunoxenue 1

1. HME HA JEKAPCTBEHMS IIPOAYKT

Diovan 40 mg film-coated tablets
JInoBan 40 mg puimupanu TabIeTKH

2, KAYECTBEH H KOJIMYECTBEH CBCTAB
Enna ¢punmupana tabnetka cpabpxka 40 mg pancapran (valsartan)

3a ITBIIHHMA CIIMCBK HA TIOMOLLHHUTE BELIECTBA BHXKTE TOYKa 0.1,

3. JIEKAPCTBEHA ®OPMA

Ounmupanu TabneTkH

Xbnti, chepruny, ¢ ACUTETHA YepTa OT €AHaTa CTpaHa, M3ITbKHAM, [HAMIIOBaHH OT €iHaTa CTpaHa C
“DO” u “NVR” or apyrarta crpana. JlenurenHara yepra no3pojiasa tabnerkara aa 6pae pasjacncHa Ha
/1B PaBHU YaCTH.

4, KJIMHUYIHHA JAHHH

4.1 TepaneBTHYHH NOKA3AHHSA

[1peced MUOKapICH HHﬂzaQKT

JleueHne Ha KIMHUYHO cTaOU/IHH NMAlMEHTH CBC CHMITTOMATHYHA ChbpACYHA HEAOCTATBYHOCT HWIH
6e3cHMITOMHA IEBOKaMePHA CHCTONHA AuchyHKIMA cen npeceH (12 yaca — 10 1HH) MuOKapaeH
uHpapkT (BX. ToUkH 4.4 1 5.1).

CopaeuHa HEAOCTATHYHOCT
Jledyenre Ha CUMITTOMaTHYHa ChpPACYHA HEAOCTATBYHOCT, KOraTo HHXHOHTOPH Ha

anruotensul-konseptupaiins ensuM (ACE) ne Moxe 1a ObaT NpHaraky, Win Kato J01e/iBallia
tepanus kbM ACE unxubutopure, koraro 6era-b1oxepy He MOXeE 12 6baaT nprnaradHd (Bxk. Toukyd 4.4 v

5.1).

4.2 J0o3BpoOBKA U HAYMHH HA NPHJI0KEHHE

Jo3upogka

[IpeceH MHOKapaeH HHGapKT

[1py KWINHHYHO CTAGUITHY MALHEHTH JIEYEHHETO MOKe J1a O'b/ie 3an0UHATO B PAMKHTE Ha 12 yaca cnen
MuokapzaHua undapxr, Cnea Havanna fo3a o1 20 mg ABa NBTH AHCBHO 03aTa HA BACapTaH TpsabBa Aa
ce noeuuy 10 40 mg, 80 mg v 160 mg ABa NhTH JHEBHO B CJICABALIUTE HAKOIIKO CEIMHIIH. Hauvanxara
103a ce ocurypsasa upes 40 mg nenumu TabneTku. Ilpuiiennara MakcrMaTHa 103a € 160 mg aBa eTH
nueeHo. [TpenopbiBa ce MaUMEHTHTE Aa JOCTHrHAT 1o3a oT 80 mg ABa METH AHCBHO 33 ABE CCAMMNLIA
clel] 3aTIoUBAHE Ha JIeYeHHETo, a MpHLeiHaTa MaKciMasTHa 1o3a or 160 mg 18a bTH AHEBHO 21a C€
JIOCTHFHE 33 TPH MeceLla B 3aBUCHMMOCT OT ITOHOCHMOCTTA Ha MalyeHTa. 11py nossa Ha CHMITTOMAaTHYHA
XHINOTOHKSA WK HapylleHne Ha Gpbpeunara QyHKIMA CeiBa fa ce 00CHM HaMansBaHe Ha 103aTa.
BancapraH Moxe Ja C€ NPHIAra TpH IaUHEHTH, JIEKYBaHH C IPYTH CPeACTBa 32 JIEHCHHE Ha
creqMH(apKTHU CHCTOAHUS, HAalp. TPOMOOIUTHIIH, AUETUICATHLIANOBA KHCEIIMHA, 6eTa-050Ke
cratuHu ¥ auypernuy. KomGurauusta ¢ ACE uHxuburopn He ce Npenophisa (B, TOYKH
OLeHKAaTa Ha NalMEHTHTe ciiell MUOKapied HH(apkT BUHarn TpA0OBa Aa BIITIOYBA OLCHK

dbyHKuns.




ChpaeuHa HEAOCTATEYHOCT
[Npenoprusanara HauanHa Ao3a Ha Diovan e 40 mg nga nbTH THeBHO. [lokauBaHeTo Ha Ao3ara A0 80 mg

n 160 mg aBa mbTH JHEBHO TpsOBa Aa ce OCHLUIECTBABA NPE3 HHTEPBAJIK OT HAH-MAJKO JIBE CCAAMHLIH, 10
Hai-BHCOKATa 034 B 3aBHCHMOCT OT NIOHOCHMOCTTA Ha naupeHTa. Cneaga na ce o6Csu HaMaNABaHe Ha
71034Ta Ha BKITIOUYEHHA B JISUEHHETO ANYPETHK. MakcuManHaTa AHEBHA 033, NIpWIarada B KITHHHYHH
npoy4eanus, € 320 mg B HEKOJKOKPATEH INpHEM.

BancapraH Moxe aa 6bJe IpUiara ¢ Apyry CXeMH 3a JIeHeHUe Ha ChbpACYHA HEIOCTaThYHOCT.
He3aBHMCHMO OT TOBA He ce NpenopbyBa TpoiHaTa komGunaius ot ACE nHxuburop, 6eta-Onokep u
pajicaptaH (BK. Toukd 4.4 n 5.1). OueHkara Ha NMalHEHTUTE CBC CHPACUHA HEOCTATHHHOCT BUHATH
Tpa6Ba Aa BKIOYBA OLECHKA Ha ObOpeuHarTa QyHKUMA.

Hauun na npunodicernue
Diovan Moxe Ja 6ba¢ NpHeMaH HE3aBUCHMO OT XpaHEHETO W TpsAOBa fa ce nprueMa ¢ TEIHOCTH.

Honvanumenna undopmayua 3a CREYUARHYU 2DYRU RAYUERMU

Xopa B cTapyecka Bb3pacT
He ce nanara npoMsHa B JO3WPOBKaTa NPH NALMEHTH B CTapveCcKa Bu3pacT.

bubpeuHo yBpexaaHe
He ce nanara npoMAHa B AO3UPOBKATA NPHU MALHEHTH C KPCAaTHHHHOB KITHPBHHC >10 ml/min (Bx.
TOUKU 4.4 u 5.2).

YepHoapoGHO yBpeXIaHe

[py NauMeHTH C JIEKO 1O YMEPEHO YePHOAPOOHO YBPEXKIaHe 6e3 xonecTasa 103ara Ha BAJICApTaH HE
Tps6Ba Aa npepuiasa 80 mg. Diovan e NpoTHBONOKA3aH NPH IIALMEHTH € TEXKKO 4yepHOAPOOHO
yBpEXKAaHe ¥ MPH NALMEHTH C XojecTasa (BX. ToukH 4.3, 4.4 1 5.2).

[lenuaTpyyHH NaHCHTH
He ce npenopwusa ynorpebara Ha Diovan npu feua noa 138 roannu, Mopaay JMncaTa Ha 1aHHM 3a

fe30nacHOCTTa M e(PUKACHOCTTA.

4.3 IIpoTHBONOKA3IAHHSA

-CBPBXUYBCTBHTEIHOCT KbM aKTHBHOTO BEIECTBO WM KBM HAKOE OT NOMOLIHHUTE BOLIECTRA.
-Texko uepHoApOoOGHO yBpexaaHe, OnMapHa Mpo3a KU XoJecTasa.
-BTOpH ¥ TPETH TpHMECTHP Ha GpeMeHOoCTTa (BXK. TOUKH 4.4 H 4.6).

4.4 Cnenuajann npeAynpexAcHnAs H NPeXNa3HA MEPKH NPH ynoTpeba

XunepKaiueMus
EaHoBpeMEHHATA ynorpe0a ¢ KalTHeBH n00aBKH, KaNHHA-ChXpaHABAIIM ANYPETHLIM, 3aMECTHTC/IH Ha

CONITA, CHABPIKALM KANMH, WM APYTH JIEKAPCTBEHH MPOAYKTH, KOUTO OMXa MOTIM A3 MOBHIIAT HHBATA
Ha Kanui (xenapuH M T.H.), He ce npenopbysa. CTOMHOCTHTE HA KAJINA TpA0Ba 1a € MOHHUTOPHPAT
CBLOTBETHO.

[launeHTH ¢ HAaTpHEB WhaK obemeH RedUIHT
[py NauMeHTH ¢ TEXKBK HATPHEB H/HITH 00eMeH AedHINT, KATO TE3U, KOHTO NOJTyHasaT BUCOKH 1034
IMYPETHIMH, B PeKH ClIyUan C/e/l 3a0YBaHE Ha TCPalHs ¢ Diovan Moxe J1a ¢e IIOABH CHITTOMaTH4YHa
xunotrodus. Harpuesust u/win ob6eMuuaT JeduimT TpaOBa Aa ce KOPHTHPA NPEJH 3ancHBaHe Ha

neuenveTo ¢ Diovan, HanpyuMep 4Ype3 HaMalsBaHEe Ha 103aTa Ha JHYPCTHIMTE.

CreHosa Ha 6p0peunaTa aprepui

enuHcTBeH 6B0pek 6esonacHaTa ynorpeba Ha Diovan He e yCTaHOBEHa.




KpaTkocpovHo npunoxeHue Ha Diovan nipu asaHaseceT NMalMEHTH ¢ pEHOBA3AIIHA XHIICPTOHNA
BCJICACTBHE HA €HOCTPAaHHA CTCHO3a Ha OBOpeyHaTa apTepus He BOAHM A0 3HAYMMH NIPOMCHH B
6L0peyHaTa XeMOJMHAMMKA, CEPYMHHS KPEaTHHHH HWIH HHBOTO Ha ypesTa B KpbbTa (BUN). Hesapucumo
OT TOBa APYry JIEKAPCTBA, KOWTO MOBJIMABAT CHCTEMATa PEHHH-aHTHOTEH3HH, MOTaT Jia NOBUIIAT
CTOHHOCTHUTE Ha KPBbBHATA ypes U CEPYMHMS KPeaTHHHH MPH NANMEHTH ¢ €IHOCTPaHHa CTEHO3a Ha
6b6peunara apTepus, NOpaay KOETo ce MpenopbyBa npocneaapane Ha 6b6peunara GyHKUMA NpH
MaUMEHTHTE, JICKYBAHH C BAJICAPTAH.

bnOpeuna TpaHCcIIaHTAUH
JIo TO3U MOMEHT HAMA HaTpYIaH OTMT 110 OTHOIIeHHe Ha GesonacHara yrotpeba Ha Diovan nmpu
NalKUeHTH, NpeKapain Hackopo OebpeuHa TpaHCTUIAHTALIMA.

[IbpRHUCH XUNEPATLIOCTEPOHHIBM
T[TauMeHTHTE C TbPBHYCH XUNEPAJIOCTEPOHN3BM He TPA6Ba Aa ce jieKyBaT ¢ Diovan, ThH KaToO TAXHATA

CHCTEMA PCHHUH-AHTMOTCH3UH HE € AKTHBHPAHA.

AOpTHA M MUTPATHA KJIANHA CTEH03a, OOCTPYKTHBHA XHNEPTPOdHIHA KapAHOMHOIIATHS
KaxTo npy BCHUKH APYTH Ba3OAWIATATOPH € HEOOXOAMMO 0COOSHO NMOBHIIEHO BHUMAHUE TIPH MALMEHTH,

CTPaJALM OT A0PTHA WK MUTpPAHA CTEHO03a WIH OT 06CTPYKTHBHA XHIIEPTPOMUIHA KAPAHOMHOTIATHS
(OXKM).

Hapywenne Ha 6u0peynaTa QyHKIINSA

He ce najara KOpUrdpaHe Ha J03aTa IpH ITALHEHTH ¢ KPEaTHHUHOB KIMpBHE > 10 mL/min (Bx.
Touka 4.4). Jlunceat aaHHH 3a 6e3omacHa yrnorpeba NpH NalMeHTH ¢ KpEAaTHHHHOB KITHPBHC

< 10 mL/min) 1 npy NpoBexIally JHATA3a, IOPaaH KOeTo BaicapTa Tpabsa fa ce ynorpedsea ¢
[MOBHIIEHO BHUMAHHE NPH TE€3H MALMEHTH (BXK. TOUKK 4.2 1 3.2).

YepuoapoOHO yBpEXKAAHE
Tpy nauMEHTH ¢ AEKO A0 YMEPEHO YepHoapoOHO yepeskaane 6e3 xonecTasa Diovan tpsbea na ce

yrnoTpe6ABa ¢ MOBHIIIEHO BHUMAaHHUE (BXK. TOUKH 4.2 U 5.2).

bpeMEeHHOCT

He Tps6Ba aa ce 3anousa ieueHue ¢ anrnorensyH Il peuentopHu Griokepu (APDB) no BpeMe Ha
6pemennocT. OCBEH ako MpOXb/KHTEHATA Tepanus ¢ APb ce mpeueHH Kato ChLICCTBEHA, JICUEHHETO Ha
NalUEHTKH, KOWTO IUIaHyBaT OpeMeHHOCT, TpA6Ba 1a OBbae 3aMEHEHO C ANITCPHATHBHO
AHTHXHIEPTEH3UBHO JIEYEHHE C YCTAHOBEH NpoguT Ha 5€30MacHOCT 34 ynotpeba 1o BpemMe Ha
6pemennoct. TIpn ycraHoBsBaHe Ha GpeMeHHOCT ieyeHreTo ¢ APb TpsiOBa He3abaBHO Ja ce
NPEYCTAHOBH H J1a ce 3ano4YHe AITePHATHBHO JICYCHHE, aKO € NOAXOAAIIO (Bx. Touku 4.3 1 4.6).

[Ipecen MuokapAeH HHPAPKT

KoMOHHaLMATa Ha KANTONPWIT H BAJICAPTaH He TOKa3Ba JOMBbJIHUTENHA KIHHHYHA N0A3a; HaNpOTHE,
PHCKBT OT HEXKENAHN PEaKLMH Ce NOBHIIAaBa B CPaBHEHNE CbC CHOTBCTHHTE TCPAITHH (BK. TOUKU 4.2 ¥
5.1). [lopaay ToBa He ce Npenophysa koMGuHanuaTa Ha ancaprad n ACE UHXHOUTOP.

Heobxomumo e aa ce o6bpHe ocobeHo BHUMaHHE TNIpH 3all0YBaHe Ha TEPANHA NpH NALUMEHTH CIEA
MuokapaeH nHpapkT. OLeHkaTa Ha NauMeHTHTe Cliell MpekapaH MHOKap/IeH uHbapKT BUHArK TpsOBa Aa
BKJTIIOUBA OlleHKa Ha 6p0peyHaTa QyHkums (BX. Touka 4.2).

Vnorpe6ara Ha Diovan npy NaLyeHTH cliei MHOKapACH HH(apKT 4€CTO BOAM A0 MOHWKABAHE HA
apTEepPHANHOTO HANIAraHe, HO OGMKHOBEHO HE Ce Hanara MpeyCTaHOBABAHE HA JIEUCHHETO MOPalu
MpPOLBLIYKABALIA CAMIITOMATHYHA XMIIOTOHUA, aKO C€ CMa3BaT HHCTPYKUHHUTE 3a I03HPAHE (Bxx.

touka 4.2).

CopaeyHa HEAOCTAaTHhYHOCT
[Mpy NauveHTH CbC ChpACUHA HEAOCTATHYHOCT TpoifHaTa KOMOUHALMA OT ACE naxuourop, @

u Diovan He noka3ea KIMHHYHA non3a (BK. Touka 5.1). Tasu koMOHHaLKA ABHO IOBHILABA §
HEXeJIaHH peaKliK H CIICIOBATENTHO He C€ NPETIopbYBa.




Heobxonumo e na ce obspHe 0cobeHo BHHMaHHKE NIPH 3arno4yBaHe Ha Tepanus MpH MauHeHTH CbC
ChpIACHHA HEAOCTATHYHOCT, OLEHKATa Ha MaHMEHTHTE che/l IpeKapad MHOKapAeH HHQapKT BHHATH
TpAOGBa Ja BKJIIOYBA OlieHKa Ha Os0peuHaTa pyHkums (Bxk. Touka 4.2).

Ynorpebara Ha Diovan npu nauyeHTH ChC ChpZie4YHA HEAOCTATHYHOCT YECTO BOAM 10 M3BECTHO
MOHMKABAHE HA apTEPHANIHOTO HandaraHe, HO OOMKHOBEHO HE CE HaJlara MpeycTaHOBABAHE Ha JICYEHHETO
nopajy NpOALIKABAIA CHMITOMATHYHA XUIIOTOHHA, aKO C€ CNa3BaT HHCTPYKIIMHTE 3a A03UpaHe (BX.
TO4Ka 4.2),

[Ipy naumeHTH, uuaTo 666pedHa ¢pyHkLMs OM MOra a 3aBHCH OT aKTHBHOCTTa Ha CHCTEMATa PEHHH-
AHMMOTEH3UH (HaMNp. HALMEHTH C TEXKKA 3aCTOMHA ChPACYHA HEAOCTATRYHOCT), IECHEHHETO ¢ HHXHONTOPH
Ha AaHFMOTEH3HH-KOHBEPTHPALIMSA €H3UM CE€ CBBP3Ba C OJIMI'YPUs H/HIIH NMPOrpecHpalla a3’0TeMHsA H B
PEIKH CIIyuan ¢ ocTpa 6LOpeuHa HemOCTATHYHOCT W/HIH cMBpT. T'bii KaTO BancapTan e aHrnoTeHsuH Il
aHTATOHUCT, HE MOXKE J1a C& U3KITIOUH BB3MOXKHA Bpb3ka Ha ynorpebaTa Ha Diovan ¢ HapylllaBaHe Ha
OLOpeuHaTa QyHKUHA.

4.5 BsanmopelcTBHe ¢ APYIH JECKAPCTEBCHH NPOAYKTH H APYrH GOPMH HA B3aHMOCHCTBHE

He ce npenopwuga eonospemenna ynompeba

Jumuu

O6paTHMO NOBHINABAHE HA CEPYMHHTE KOHLEHTPALMM Ha JIMTHH ¥ TOKCHYHOCT €a ChOOLIEHH NpH
enHoBpeMeHHara ynorpeda ¢ ACE nHxuburopu. Ilopaau nuincarta Ha OIMT OT ¢XHOBpEMEHHa ynotpeba
Ha BaJICapTaH M JIATHI Ta3u KOMOMHa1MA He c¢ npenopbysa. llpenoprysa ce BHUMATEIHO CICACHE Ha
CepYMHHTE HUBA Ha JIMTHH, aKo ce MpeLeHH, e komMOuHauusTa e HeobxonuMma.

Kanuii-coxpanseauyu Ouypemuyy, kasuesu 000aexu, 3amecmumeny Ha CONMa, CHOBPAHCAUU KATUU URU
Opyau cybemanyuy, koumo Guxa Moznu 0a ROGUWAT HUBAMA HA KARUU

AKO ce NpeLEHH, Y€ € HeOOXOAUM JIEKAPCTBEH MPOAYKT, KOHTO 3aciAra KajlHeBUTe HHBA B koMOHHALUA C
BAJICAPTaH, NPENOPHYBA CE CJAEJCHE Ha IUIa3MEHUTE HUBA Ha KAJIHH,

Ocoberno sHUMaHue ce UBUCKEA NPpYU eOHOBDeMeRNa ynompeba

Hecmepouonu npomusogvsnanumennu cpedcmesa (HCIIBC,) 6K10Mumenro cenekmuery COX-2
UNXUBUMOPY, aYemuICanuyuI0ea Kucenuxa >3g/Onesro u necenexmuenu HCIIBC

Koraro anrHotensun I penentopuure 6nokepu ce npwiarat eanospeMerno ¢ HCIIBC, moxe na ce
Ha6onaBa OTC1a6BaHe HA AHTHXHIICPTEH3HBHUA edekt. OCBEH TOBa eIHOBPEMEHHATa YOTpeda Ha
anrnotensud 11 penernrropuu 6nokepn u HCIIBC moxe Aa nosejie 10 NMOBHILEH PHCK OT BIICIHIABAHC Ha
Gb6peunara QyHKIMS M MOBHIIABAHE HA CCPYMHHA Kanui. Ilopaan TOBa ce mpernopsHBa NpoC/ICIABaHE
Ha 6bOpedHaTa GYHKLHA B HAUAJIOTO Ha JICUSHHETO, KAKTO M a[ICKBATHA XHUpaTalys Ha NalMeHTa.

Lpyeu

ITpy npoy4BaHus 3a JIEKAPCTBEHO B3aMMOJEHCTBHE C BAlCApPTaH HE €A yCTAHOBEHH KIMHHYHO 3HAUNMK
B3aHMOJEHCTBHS C BAJICAPTAH WM HAKOE OT CAEJHUTE BELIECTBA: LIMMETHAMH, BapdapuH, dbypo3eMua,
TMFOKCHH, aTEHOJION, UHIOMETALHH, XHIPOXIOPOTHA3HA, aMICAMITHH, TTMOCHKIAMHL.

4.6 DbpeMeHHOCT H KLpMeHe

bpemennocm

Vrnorpe6ara na anrnorensun II peuentopun 6nokepu (APB) He ce npenopbysa npes MbPBHA TPUMECTBD

TpUMECTHP Ha GpeMeHHOCTTa (BXK. TOukM 4.3 1 4.4).




EnvaeMHoNOrMuHUTE JAHHW 33 PACKA OT TepaToreHHocT cief ekcrosnuims Ha ACE uaxuOGuTopH npes
NbPBHA TPUMECTHP Ha OPEMEHHOCTTA HE Ca OKOHYATE/HH; HE3aBHCHMO OT TOBA HE MOXKE J1a C€ M3KJII0YH
JIEKO MOBHILIEHHE HA pHCKa. BBIIpekH ye HAMa KOHTPOIHpaHH eNUIEeMHOJIOTHYHH JAHHK 32 PUCKa OT
APB, nono0eH pHCK MOXKe [1a CHLECTBYBA MPH TO3H Kiac aekapcTBa. OCBEH B CIy4ay ye TepanuaTa ¢
APB ce npeleHaBa KATO MHOTO BaXKHa, NALMEHTKHTE, KOWTO IUIaHyBaT OpeMEHHOCT, TPAOBa 1a MpeMHHAT
Ha AITEPHATHBHO aHTHXMIIEPTEH3UBHO JICUEHHE C 0Ka3aH npodut Ha 6e30nacHoCT 3a ynorpeba npu
6pemenHocT. [Ipu ycranossaBane Ha OpemeHHoCT nieueHHero ¢ APD Tpabsa j1a ce npeycTraHoBU
He3a0aBHO U NPy HEOOXOAUMOCT Aa ce 3aMoYHe aITePHATHBHA TEpartA.

H3aBecTHO €, ue ekcrio3nuugaTa Ha Tepanua ¢ APb no BpeMe Ha BTOpPHA ¥ TPETHA TPHMECTBD HA
6peMEHHOCTTA MPUYHHABA (ETOTOKCHUHOCT NPH Xopa (noHwkeHa OxpeuHa PyHKIWA,
OJINTOXMAPAMHHOH, 3a6aBeHa ocHdMKalMA HA Yepena) i HEOHATaTHA TOKCHYHOCT {ObOpeyHa
HEAOCTATEYHOCT, XMITOTOHHUA, XHIIePKaJIHEMHs ); BIOKTe ChLIo To4ka 5.3 “IIpeAKTHHHIHH TaHHM 32
6e30nacHOCT .

B cayuaii Ha excrio3uums Ha APB cies BTOpHs TPUMECTBP Ha OpeMEHHOCTTa ce Mpenopb4Ba
yJITpa3ByKoBa nposepka Ha 6p0peynaTa GyHKUHA 1 Yepena.

HoBoponenu, unuTto Maiiku ca npueman APB, Tpa6sa ia 6baaT BHMMaTeTHO HaOOAaBaHH 33
XUMOTOHUA (BXK. CbIO TOYKH 4.3 1 4.4).

Kvpmere

Hopaaw auncara Ha JaHHW OTHOCHO ynoTpe6aTa Ha BaJicapTaH 1o BpeME Ha KbpMEHE TIPUEMBT Ha
Diovan He ce IpenophyBa, a ce NPEANOYHTA AITePHATUBHO JIHEHHE C No-100pe yCTaHOBeH Npodu Ha
6€30NaCHOCT 110 BPEME Ha KbPMEHE, 0COBEHO NpH KbPMEHE HA HOBOPOJICHO WITH HEJJOHOCEHO Oebe.

4.7 EdexTn BbpXY cnocofnocrra 32 modpapane u padbora ¢ MAIIHHH

He ca npoBexiany Mpoy4YBaHus 3a epekTuTe BLPXY crocobHocTTa 3a modupane. Tpadea na ce nma
npeABHA, Ye npy wodupare u paboTa ¢ MalIMHK € BE3MOXHO MOHAKOra 1a HACTBIIAT 3aMAAHOCT HITH

yMopa.
4.8 Hexenann JIeKAPCTBEHH PEAKIHH

B KOHTPOIMpPAHH KJIHHHYHH NPOYYBAHMA MPH MALMEHTH C XMNEPTOHNMS 00LIATA YECTOTA HA HEXKCIAHH
peakuyn (HJIP) e cpaBHMMa ¢ Ta3u NpH naledo 1 € B Chraacke ¢ GpapMakoJIOrHYHHA npodu Ha
pancaptaH. Yecrorara Ha HJIP He e cBbp3aHa ¢ 103aTa WK NPOABIDKHTETHOCTTA HA JICUCHHETO, 4 CBIIO
TaKa He NnoKa3Ba Bpb3Ka ¢ 1oJia, Bb3pacTTa HIM pacarta.

OCHOBAaHU Ha KJIHHMYHH POYYBAHHA, NOCT-MAPKETHHIOB ONHUT H 1abopatopHy pesynratd HJIP ca
#3GpOEHH NO-J0/y CHITIACHO CHCTEMO-OPraHHaTa KIaCHQUKaLHs.

HeskenaHuTe peakliMy ¢a NOAPEACHH N0 4€CTOTa, KATO Hai-JeCTUTE Ca ITbPBH, CMIOpeA ClICAHATA
KOHBEHLIMA: MHOTO YecTH (>1/10); wectn (=1/100 mo <1/10); neuectn (=1/1 000 xo <1/100); peaxw
(>1/10 000 o <1/1 000); mHoro peaxH (<1/10 000), BKIOYHTEIHO OTNETHH cpo0uleHns. Ilpu BCAKo
rpyrupaHe B 3aBUCHMOCT OT YECTOTaTa HE)XeJTaHWTe JIEKapCTBEHH PEaKLInH C& H30poABAT B HU3XOALIL
pesl N0 OTHOLIEHUE HA TAXHATA CEPHO3HOCT.

3a scHuky HJIP, chOBIIEHH OT MOCTMAPKETHHIOBHA OMMT M N1abOPaTOPHUTE HAXOJKH, HE € Bh3MOXKHO J1a
ce NpUoKKH HIUKodA yectoTa Ha HJIP v nopaan ToBa T ca YNOMEHATH C "HEeH3BECTHA" YECTOTA.

e XUMNEPTOHUA

Hapywmenns Ha KPLBTA B JINMpHATA CHCTEMA

C HeM3BeCTHA YeCTOoTa TToHMXeH XeMOrTIOOHH, NOHMWYKEH XeMaT@s
HEYTPONEHUs, TPOMOOLIUTONEHHS




Hapymenrnna Ha PMYBHATA CACTEMA

C HeW3BeCTHAa YecToTa

CBpBXUYYBCTBUTETHOCT, BKIIOYHTETHO CepyMHa
donect

Hapymennsa nHa MeTalo1H3Ma H XPAHEHETO

C HeM3BECTHA YecToTa

[TosHileH cepyMeH KaJlHK

HapyumeHust Ha YX0TO H JJAOHPHHTA

HeuecTH CBeTOBbpPTEXK
CbaoBH HAPYIIEHHA

C HEH3BECTHA YECTOTA | Backynut
PecnHpaTopHR, IPbAHA H MEAHACTHHAJIHH HADYUICH U
HeuecTu Kauuua

CTomMallHO-YPEBHH HAPYUIEHHA

HeuecTH

Kopemua Donka

XenaTo-OnIHapHn HAPYIICHHSA

C Hen3BEeCTHA YEeCTOTaA

[ToBMIIEHUE HA TIOKA3ATEJIHTE 32 YepHOApoOHA
G YHKLMA, BKIIIOYHTEHO NOBHILABAHE HA
cepyMHHA OunHpyOHH

Hapymenus HAa KOXKATA 4 HOAKOKHATA ThKaH
C HeU3BECTHA YECTOTA

AHrHoeaem, oOpus, crpbex’

Hﬂﬂyﬂleﬂl‘lﬂ HAa M}'CK}’J’IHO-CREJ]&THHTB CHCTEMA A CHEAHHHATE/IHATA ThKAH

C Heu3BeCTHAa 4YeCcTOoTa

Muanrus

Hapymenns Ha 6n0penaTe H NHKOYHHTE IBTHINA

C Heu3BeCTHA YECTOTA

Br6pedHa HeAOCTATHYHOCT M YBPEXKIAHE,
[IOBHILIABAHE HA CEPYMHUA KPeaTHHHH

O6uu HapymeRns H ¢GeKTH HA MACTOTO HA HPHJIOKEHHE

HeuecTn

YMopa

[podursT Ha GesonacHocT, HabmoAaBaH NpY KOHTPOJIMPAHH KITHHUMHH NPOYBAHHA MPH [AIMCHTH
cliea MHOKapaeH HH(APKT WK ChC ChpAC4HA HEAOCTaTBYHOCT, Ce pa3iutiaBa OT LATOCTHHA npogul Ha
6e30MacHOCT NPH NalMeHTH ¢ XuneproHus. ToBa Moxe /1a CBBP3aHO C NPUAPYXKABALIOTO sabonaBane Ha
naumenta. HJIP, KOMTO HACTHIIBAT NPH NALMEHTH CJIeJ MUOKap/eH HHGapKT W/HIH CbC CHPACHHA
HEOCTATHEYHOCT, Ca H3OpOeHH No-A0y:

»  CBCTOAHHE cJe] MHOKAPAeH HHPAPKT H/H/IA ChbpAeYHA HEAOCTATHIHOCT

Hapyumenns #a KPLBTA H THMQHATA CHCTEMA

C HEW3BECTHA YECTOTA TpomOOLMTONECHHUSA

HapyumeHus HA HMYHHATA CHCTEMA

CBpBXUYYBCTBUTEIHOCT, BKIFOUNTE/IHO CEpyMHa
oonecT

C Hel3BEeCTHA YeCcToTa

Hapymenns Ha MeTab0/1H3Ma H XPAHEHETO

HeuectH XunepKajiveMus

C HEHM3BECTHA YECTOTA [ToBHIiIIEH CEPYMEH KA

Hapymenusi H3 HEPBHATA CHCTEMA

YecTH 3amaiiBaHe, 3aBHCENIO OT NMO3aTa 3aMadBaHe
HeuecTu Cunxon, raasobonue

HapyumieHHs Ha YXOTO U 1a0HpHHTA

HeuecTH | CreTOBBpTEX

CopaeusH HAPYIICHAS

HeuecTH Chpaeuna HeJOCTaThYHOCT

CbA0BB HAPYIIEHHSA

HeuecTn XHUnoToHUA, OPTOCTATHYHA XUITOTOHHS

C Hen3BECTHA 4YECTOTA Backynut




PecnHpaTOpHAR, IPbLAHA H MEAHACTHHAJIHH HAPYIICHHS

Heuectn Kauniiuia

CroMamHo-upeBHA HAPYIIEHHAS

HeuectH I 'ageHe, Auapus

XenaTo-OnJIHAPHH HAPYIIEHHS

C HEM3BECTHA YECTOTA [ToBuineHMe Ha MOKA3ATE/IMTE 33 YepHOAPOOHA
QyHKLHS

HHHIHBHHH HA KOXKATA H NOAKOKHATA ThKAH

Heuectn AHrvoezneM

C Heu3BeCTHA 4ECTOTa O6pus, cprpbex

Hapywenns Ha MyCKYJIHO-CKeJI€THATA CHCTEMA H CheANHHTE/IHATA ThKAH

C Heu3BECTHA YeCTOTa Mmuanrus

Hapymenns na 660pennre H NHKOYHHTE NHTHINA

Yectw bu0peyHa HENOCTAaTHYHOCT U YBpEXAaHe

Heuwecty Ocrpa 6B0pedHa HEAOCTATHYHOCT, [TOBHILIABAHE HA
CEPYMHH3 KpEaTHHHH

C HensBecTHa YeCTOTA [ToBHIIEHHE HA YpeATa B KPHBTA

O6mu sapymenus H ePexTH HA MACTOTO HA NPHJIOKEHHE

HeuectH Actenus, ymopa

4.9 Ilpeno3upane

CUMITOMH
Mpenosupanero ¢ Diovan MOke Ja NpHYHMHHA H3pa3eHa XUIIOTOHHSA, KOATO MOXE Jia I0BE/IC 10
MOHKABaHE Ha ACHOTATA Ha CH3HAHUETO, LIMPKYJIaTOPeH Koslanc WK oK.

Jleuenue
TepaneBTHYHUTE MEPKH 3aBHCAT OT BPEMETO HA IMPUEM Ha JICKApPCTBOTO H BH/A U TEKECTTA Ha

cumnTomute. OT MBPBOCTENEHHA BAXKHOCT € CTaOWIH3HPAHETO Ha IMPKYJIaTOPHHA CTaTYC.

B cnyuail Ha XUNOTOHHUA MALHMEHTET TPAOBa 2 Obe NOCTaBEH B JICTHAJIO MOJIOXKEHHE M obp30 Aa ce
peArnpreMe 3aMecTBaHe ¢ 06eM03aMeCTBaILK M COJIEBH Pa3TBOPH.,

MaJiko BEpOSTHO € BanicapTaH Aa 0b/e OTCTPaHEH Ype3 XeMOoAnaln3a.

5, @GAPMAKOJOI'MYHU CBOMCTBA

5.1 <®apmakoaunaMHIHH CBOHCTBA

dapMmakoTepaNneBTH4Ha IpyTa: aHrHoTeHsuH Il penerrropan 6nokepw, camoctosTenHy, ATC kox:
CO09CAOQ3

BasicapTaH € NepopalHO aKTHBEH, MollleH U crietndHueH anrnorensud II (AT II) anTaroHucT. To#
neficTBa CeNeKTHBHO BEPXY AT| pelieNTOpPHHA MOATHTI, KOHTO € OTrOBOPEH 32 HO3HATHTE JAEHCTBHA Ha
anrrorensuH 1. TToBHIneHKTe Ia3MeHH HUBA Ha anrnotensuH Il B pesynrat wa AT, peuentopHara
6J10Kajla ¢ BaJICAPTAH MOTAT Ja CTHMYJ/upaT HebsiokupanuTe AT, pelenTopy, KOETO M3raexaa
nporusoaeiicTea Ha edexta Ha AT, pelientopa. Bancapran He NposBsBa HNKaKBa JaCTHIHA
aroHMCTHYHa akTHBHOCT KbM AT, peuenTopa 1 uMa 3saunTenHo (0koso 20 000 nbTH) no-rojIsam
aduHuTeT KuM AT peuentopa, oTkoJKOTO KbM AT, penenrropa. BancapTaH He c€ CBbP3Ba Y HE OnoKHpa
PELIENTOPH HA IPYTH XOPMOHHM WIH HOHHY KaHa/iH, 3a KOWTO € H3BECTHO, HE Ca BaKHH B
ChpP/ICUHO-CH/IOBATA PEry/IaLni.

Bancapran He nunxubupa ACE (u3BecreH M KaTo KMHHHa3a II), KoMTO NpeBphINa aHMHOTCH3H
anrnoteHsuH 11 n pasrpaxna GpaaukuHuHa. Toil kato HaMaT eekr BbpXy ACE 1 ne 3acuns
neicTBUETO Ha OpaIMKHHUH WK cyOcTaHLus P, MAJIKO BEPOATHO € AaHTArOHHCTHTE Ha aHIH




ca CBbP3aHH C KallfHe. B KIMHHYHHA POY4YBaHHsA, KbIETO BaJicapTaH e cpaBHeH ¢ ACE uaxuburop,
YEeCTOTATA Ha cyxa Kauumua e 3HauutesnHo (P<0,05) nmo-Manka npH naiMeHTH, IEKYBaHH C BaJicapTaH,
OTKONKOTO Nnpu nekyBanute ¢ ACE nHxubuTop (2,6% cpemy 7,9% pecnektuBHO). B xiMHUYHH
NMPOyYBaHWA NPH NaLMEHTH ¢ aHAMHE3a 3a CyXa Kaluiuua no Bpeme Ha nedeHue ¢ ACE nnxubutop,
19,5% oT npoyuBaHUTE KL, MOMyvaBalny sancapral, H 19,0% ot Te3u nonyyasan THa3HACH
JAMYPETHK UMaT Kallljinia, B cpaBHeHue ¢ 68,5% ot nuuara, nekypadn ¢ ACE naxnbuTop (P < 0,05).

[Tpecen MHOKapAeH HH(DAPKT

VALsartan In Acute myocardial iNfarcTion (VALIANT) e panaoMu3upaHO KOHTPOJIHPaHO,
MHOTOHALMOHANHO, JIBOMHO-CJIANO npoyuBaHe npu 14 703 naipedTH ¢ ocTbp MHOKapJAeH HHOAPKT H
MPH3HALM, CHMITTOMH WIH PaJHONOTHYHH JAHHH 32 3aCTOHHA ChPACYHA HEJOCTATHYHOCT H/WIH IaHHH 32
JleBOKaMepHa CUCTOJIHA ANCHYHKIMA (TIpOsBeHa KaTo (Ppakums Ha u3rnackeaHe < 40% upes
pafiHOHYKIHAHA BeHTpUKYynorpadua win < 35% 4ypes exokapaunorpadus WiH BEHTPHKYJIHA KOHTpacTHA
anruorpadus). [TaupeHrure ca paHZIOMH3UPAHN CNIPSMO BaJICAPTaH, KAITTONPHI HIH KOMOHHALINA OT
ABaTa B paMKUTe Ha 12 yaca ao 10 JHH cel HAYaIOTO Ha CHMITTOMMTE Ha MMOKapIeH HHAPKT.
CpeaHHAT NepHOA Ha JieueHue e jJBe roauHu. [IspBruyHaTa KpaiiHa TO'Ka € BpeMEeTO 10 HaCThIIBAHE HA
CMBPT NOPAaAH BCAKAKBH NMPpHYUHH (0011a CMBPTHOCT),

BasicapTaH € CBIIO TOJIKOBA €PEKTHBEH, KOJKOTO KaITTONPK [0 OTHOIICHHWE HA HAMANABAHETO Ha
ofaTa CMBPTHOCT ciea MHUOKapaeH HHdapkT. ObwaTa CMBPTHOCT € MoI0OHA B IPYIIHTE C BaJiCapTaH
(19,9%), kanrronpun (19,5%) u sancapran + karrronpun (19,3%). KombunanuaTa Ha BajicapTaH ¢
KalTONpPHA Ke A00aBs JOTBAHUTEIHA 110J13a CIPAMO JIEYEHHETO caMo ¢ Kanrronpuii. Hama pasnuka
MEXIY BAJICAPTAH W KATITOIPHII IO OTHOLIEHHE Ha 0011laTa CMBPTHOCT B 3aBUCHMMOCT OT Bb3pacTTa, M0J1a,
pacaTa, W3XOAHMTE Tepaniy WK OCHOBHOTO 3abo/sBaHe. BancapraH € epeKTHBEH U B yAb/DKABAHE Ha
BPEMETO A0, ¥ B peiyliUpaHe Ha CHPACYHO-CBAOBATA CMBPTHOCT, XOCTIUTANM3ALIMH M0 MOBOA HA
CHPACYHA HEAOCTATHYHOCT, HOBTOPEH MHOKAPACH UH(ApKT, peaHIMHUPAHO CITHPaHe Ha ChPLIETO X
HedaTaneH HHCY)IT (BTOPHYHA CBCTaBHA KpaHHa TOYKa).

[TpodunsT Ha 6€30MaCHOCT Ha BAJICAPTAH CHOTBETCTBA HA KJIMHUYHOTO NPOTHYAHE NPH NALUCHTHTE,
NeKyBaHW CJie| pekapaH MuokapaeH uHbapkr. Ilo orHomenne Ha OOpeyHaTa QYHKUMA €
HabnioAaBaHO yBOSBAHE Ha CEPYMHHA KpEaTHHHH NpH 4,2% OT NauMeHTHTE, JICKYBaHH C BAICApPTaH,
4,8% OT NalMEHTHTE, JICKYBaHH ¢ BaJicapTaH + Karrronpui, U 3,4% OT NalHeHTHTE, JIEKYBaHH €
karrronipw. TIpexscBane nopaii pasiieyHu Bunose 6u6pedna aucdynkuma vacronsar npu 1,1% or
MaLHEeHTHTE, JICKYBaHH ¢ BalcapTaH, 1,3% oT nauMeHTHTe, ICKYBaHH ¢ BajicapTaH + KalToNpui, H 0,8%
OT MalMEHTHTE, TEKYBaHN ¢ kanTonpwi. OueHka Ha 6s0peunaTa ¢yHKuma TpAOBa 1a 6bAe BKIIIOYCHA B
oblIaTa oleHKa Ha MaLMEeHTHTE, peKapalil MHOKapIEH HHAPKT.

Hsima pasinka B 0611aTa CMBPTHOCT, ChPAEHHO-CHAOBATA CMBPTHOCT M 3a00/11€MOCTTa, KOraTo ce
npuiarat 6eTa-0J10KepH eTHOBpPEMEHHO ¢ KOMOHHaUMATa BajicapTaH + KaIrTONpHI, CaMO BaJICapTaH MM
caMo kantonpui. He3zaBUCHMO OT MpOYYBAHOTO JICUeHHE CMBPTHOCTTA € MO-HHCKa B rpymnaTa Ha
NaUNEHTHTE, JeKyBaHH ¢ GeTa-Gokep, KOeTo MoKaspa, ¥e No3HaTaTa noyisa ot O6eTa-0/I0KepUTE MpH Ta3H

nomnyjaunsg ¢€ NOTBLPIKAABA B TOBA IPOYHEAHE.

CoupaeuHa HEAOCTATEYHOCT
Val-HeFT e pannoMu3upaHo, KOHTPOJHPAHO, MHOTOHALMOHAMHO KIIMHHYHO NPOYYBAHE Ha BajcapTaH,

cpaBHEH ¢ manefo Bbpxy 60NecTHOCTTa M CMBPTHOCTTA NpH 5 010 naumeHT! Che ChpAeHHa

nepoctaTbunocT ¢ NYHA xnac 11 (62%), 111 (36%) u IV (2%), nony4yasawy obuuaiya Tepanus ¢
nieBokamepHa OU <40% u neBokaMepeH BbTpeleH auactonen auametsp (LVIDD) >2,9 cm/m”

OcHoenara Tepanns Bnoua ACE unxuGuropu (93%), nuypernum (86%), aurokcut (67%) u

Geta-6rokepn. Cpeanara NPOABIDKUTENHOCT Ha NPOCASAABAHETO € NPHOIM3UTENTHO ABEC FOMHHH.

Cpeanata aHeBHa J103a Ha Diovan BB Val-HeFT e 254 mg. IIpoy4yBaHeTo nMa 1BE IbPBHYIHH KpanHU

TOukM: 061 CMBPTHOCT (BpeMe [0 HaCTBIBAHE Ha CMBPTTA), CHCTABHA CMBPTHOCT H O0IECTHOCT OT
ChpEYHA HEIOCTATHUHOCT (Bpeme A0 MbpBOTO GoslecTHO ChOUTHE), NeQURHPAHH KaTO CMBPT, BHC3aIHA
CMBPT ¢ peaHMMaLIKA, XOCIHTAITN3alMA 110 NOBOJ Ha ChpeYHA HEOCTAThYHOCT HIIH HpHJ]O}K HATTL
BEHO3HH MHOTPOMHH WJIH Ba30IWIATATOPHM CPEACTBA 33 YETHPH MM TIOBEUE Yaca 0¢3 XOCTIRFARKIC Hﬁhu;z?
O6wata cMBbPTHOCT € Nofo6Ha B rpynute (p=NS) ¢ Bancapran (19,7%) n niauebo (19,4 b BpBHtE 2
nonza ¢ 27,5% (95% CI: 17 ao 37%) HamMansBaHE Ha PHCKa 3a BpeMeTO Ha IMbpBaTa XoC 4 DTASALHR 114
MOBOA Ha chpAcuHa HenocTarsuHocT (13,9% crpamo 18,5%). PesynraTy, H3riexaalu &

10



nnauebo (CbCTAaBHATa CMBPTHOCT M 3abonseMocTTa € 21,9% ¢ mnanedo cnpsmo 25,4% B rpynara ¢
pajicapTaH), ca HabmoJaBaHy NpH NaLKeHTUTe, NpHeMainy TpoiHa kombunauus ot ACE uHxubuTop,
Oera-6si0KEp ¥ BaICapTaH.

B noarpynata Ha nauveHTH, kouTo He npuemar ACE unxuburop (n=366), nonzure npu sabonsemMoctra
ca no-roaemMu. B Tasu noarpyna obuara CMBPTHOCT € 3HAYMTEITHO HaMalleHa ¢ BAJICAPTaH B CPABHEHHE C
nnauebo, ¢ 33% (95% CI: —6% no 58%) (17,3% sancapran cnpsamo 27,1% nnauebo), a cbcTaBHATA
CMBPTHOCT M PHCKa 3a 3a00/11eMOCT ca 3HaYUTENIHO HaMalieHH ¢ 44% (24,9% sancapraH cnpamo 42,5%
naauedo).

IMpy naumenTy, kouto npruemar ACE unxuburtop 6e3 beta-610kep, obmara CMBPTHOCT € NoA00HA
(p=NS) B rpynure ¢ Bancaptan (21,8%) u miauebo (22,5%). CrcraBHaTa CMBPTHOCT H PUCKET 32
3a60seMocT ca 3HaunTesTHO HaManeHH ¢ 18,3% (95% CI: 8% to 28%) npu BasicapraH B CpaBHeHHE C
nnauedo (31,0% cnpsamo 36,3%).

B o6wara riomynanus Ha Val-HeFT nanyenrture, nekysaHu ¢ BajicapTaH, IIOKa3BaT B CPABHEHHE C
nnauebo sHayuMo noaobperre Ha knaca o NYHA, npyd3HanuTe U CHMIITOMHTE Ha CbpACYHA
HeI0CTATbYHOCT, BKIIOYUTEIHO HCTIHES, YMOpa, OTOLM U Xpunose. [laineHTHTe, NpUEMaliy BajicapTaH,
UMaT No-J00pO KAYeCTBO Ha XKMBOT B CPaBHEHHE C NpUEMalllTe IU1auedo, KoeTo ce JIEMOHCTPUPA Ipes
ckanata Ha Minnesota Living with Heart Failure Quality of Life or u3xoaHara o kpaiHaTa TO4Ka Ha
npoyusaHeTo. [Ipy nMallMeHTHTE, IEKYBaHH ¢ BAJICAPTaH, 3HAUMMO C€ NOBMILIABA (PaKLMATA HA
n3TnackeaHe U ce nonwxaea LVIDD ot n3xoaHaTa o KpaifHaTa TOYKA 110 BpEME Ha IPOYYBAHETO B
cpaBHeHHe ¢ rauebo.

5.2 <®dapMaKOKHHETHYHH CBOHCTBA

Abcopbyua:

Crnen nepopaiHo [PUIOKEHUE CaMO Ha BaJIcapTaH ITHKOBKTE IUTa3MEHH KOHLICHTPALIWH HA BajiCapTaH ce
nocTHrar 3a 2—4 yaca. Cpendara abcomoTHa SnonamiynocT e 23%. XpaHata HaMalIABa CKCIIO3NLIKsATA
(v3mepena ¢ AUC) Ha BancapTtaH ¢ okojio 40%, a nMKoBaTa IUIa3MEHA KOHLCHTPALUA (Ciax) € OKOJIO
50%, BEIpeKkH 4e okoJo 8 yaca ciel mpHeMa nyia3sMeHHTe KOHICHTPAlHH Ha BaJjicapTaH Ca nojo6HH B
pyIHUTE HA IPHEM CJie] HaxpaHBaHe H Ha rianHo. Tosa nonwxenue Ha AUC obave He c¢ NMpUIpYyKaBa
OT KJIMHHYHO 3HAYMMO HaMaJIfBaHe Ha TepaneBTHYHUA e(EeKT, MOpaJAy KOeTo BajicapTaH MOXKE a ¢ aBa
ChC WK Oe3 XpaHa.

Pasznpedenenue.
O6eMbT Ha pasnpeAc/ieHHe Ha BAJICApTaH NPH ChCTOSHHE HA HACHINAHEe CJIC] MHTPaBCHO3HO NPHIOKEHHE

e okonto 17 nuTpa, KOETO NMOKa3Ba, Ye BAJICAPTaH He ce pasnpeiens €KCTEH3HBHO B ThKAHHUTC. Bancapran
& B roJIAMa CTENEH CBBLP3aH Ch¢ CepyMHHTE NpoTeHHH (94-97%), npeTMMHO ChC CEPYMHHNA anbyMHuH.

Buompancgopmayun.

Bancapran He ce 6uoTpaHcopMHpa B rojiiMa CTeneH, ThH KaTo CaMo OKOJIO 20% oT po3ara ce OTKpHBa
KaTo MeTabONNTH. B Na3MaTa e YCTAHOBEH XHAPOKCHMETAGONMT B HUCKM KOHIIEHTPALMH (I10-MAJIKO OT
10% ot AUC Ha BancapTan). To3u MeTaboIaHT ¢ apMaKONIOrHIHO HEAKTHBEH.

Exckpeyun.
Bancapran nokassa MYJITHEKCTIOHEHLIMAIHA KHHETHKA (tY2 & < 1 vac u t¥% B okomno 9 uaca). Bajicapran

ce eJIMMHHMPA NIPEJMMHO upe3 GuiHapHa eKcKpeuns ¢ gexanuure (OKono 83% oT ao3ara) 4 OT
6L6peunTe upe3 ypunara (okoso 13% or nosara), riaBHO KaTO HENMPOMEHEHO JIEKApCTBO. Cnen
HHTPABEHO3HO MPHI0KCHHUE IU1a3MEHHMAT KIHPBHC HA BAICAPTAH € OKOJIO 2 1/qac v HeroBusT OuOpeucH
kpwHe e 0,62 1/uac (oxono 30% ot obums knupbHC). [lomyuBOTHT Ha BajcapraH e 6 vaca.

[1py nauueHTH CBC CHPACYHA HENOCTATEYHOCT:

AUC u C,.x CTOHHOCTHTE Ha BaJICapTaH ca MOYTH NPONOPLIMOHANIHH ¢ MOBHLIABAHE HA N1
KIMHPYHAS 10308 uHTepBai (40 no 160 mg x8a mbTH AHEBHO). CpeaAHUAT (akTop Ha Ha
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okono 1,7. [IpUBKIHUAT KAHPBHC Ha BAJICAPTAH C/Ie]l IEPOPATHO NPHIIOKEHHE € NPUOIIM3HTETHO
4.5 l/yac. Bp3pacTra He 3acara MpUBHAHNA KIHPBHC NPU NALMEHTH CBhC CHPACYHA HEAOCTATBYHOCT.

Cneyuannu cpynu nayuenmu

Xopa B cTapuecka Bb3pacT

[TpH HAKOH MALKEHTH B CTAPUECKA BH3PACT € HabMOAaBaHO MAIKO NO-BUCOKO 00110 pasnpeae/ieHue Ha
BAJICAPTAH B CPaBHEHHE ¢ MiaanTe nalueHTH. Tosa obaue HAMA J0Ka3aHa KIIMHMYHA 3HAYHMOCT.

Hapyuiena 0u0pevna GpyHkums
KakTo ce 0uaKBa 3a BELIECTBO, HMifTO 6B0peyeH KIHPBHC € OTroBOpeH camo 3a 30% or o01uns iasmeH

KAHMPBHC, HE € OTYETeHa Kopenaunsa Mexay 6x6peyunara gynkums 4 0010TO pasnpeaeneHne Ha
pasicapTaH. [Topaay Ta3n NpUYHHA He Ce HaJlara KOPUTHpaHe Ha [103aTa NPH NauxeHTH ¢ 6b0OpeyHo
yBpeXxxaaHe (KpeaTHHHHOB KIUpbHC > 10 mL/min). JIunceaTr nanHwM 3a 6e3onacHa ynorpeda npu
MaLMEeHTHTE ¢ KPeaTHHUHOB KIMpBHC < 10 mL/min) 4 Npy NpoBeXKAALIMTE ARANM3a, IOPAJIH KOETO
BaJicapTaH TPAOBA Ja ce ynoTpedssa ¢ MOBHIUICHO BHUMAHHE NPH TE3H NMAaLMEHTH (BX. TOUkH 4.2 1 4.4).
BancapraH ce cBBp3Ba ¢ IU1a3MEHNTE IPOTEHHHN BHE BUCOKA CTETICH U HAMA BEPOATHOCT Aa Obae
OTCTPAHEH 4pe3 AHAIK3A.

YepHoapoOHO yBpexaAaHe

[Mpubnusutento 70% ot abcopbupaHaTa n03a ce eJIMMUHHUPA B AUTHUKATA, INIABHO B HEMIPOMCHCHA
dopma. Yasossane Ha ekcniozuiaTa (AUC) e HabmozaBaHa Npy NaLMEHTH € JIEKO 10 YMEPEHO
yepHoApPOOGHO YBpEXaHe, B CpaBHEHUE ChC 3apaBH xopa. He ¢ Habmonaeana obatie KopeaauHa MexIy
[1a3MeHaTa KOHLEHTPALIUA Ha BaJicapTaH M CTeneHra Ha YepHoApoOHa aucyHkuma. Diovan He e
poy4eH NPH NALUEHTH ¢ TesKKa YepHOApoOHa AuchyHKuma (BXK. ToukH 4.2, 4.3 1 4.4).

5.3 Ilpeak/HHHYHH JAHHH 32 0€30NACHOCT

TIpeAKTHHUYHATE JAHHH HE TTOKa3BaT 0cOOEH PHCK 32 Xopara Ha 6a3a Ha KOHBEHLHOHAIHUTE
hapMaKoJIOTHYHN M3MHUTBAHKA 3a 6€30MaCHOCT, TOKCHYHOCT 1P MHOTOKPATHO MPHIOKCHHE,
reHOTOKCHYHOCT H KaplIHHOr€HEeH MOTEHIHAI.

[Tpu mbX0BE TOKCHYHH 1034 3a Maiikara (600 mg/kg/nen) no Bpeme Ha NOCACAHHTE JAHH OT
6pEeMEHHOCTTA M NePHOJA Ha JIAKTalMA Ca JOBEJIH JI0 M0-HHCKa CTENEH Ha MPeXHBACMOCT, no-cnabo
HaJIaBaHe Ha TErio M 3a6aBeHo pasBHTHe (OTHC/HE Ha YIIHATA MHM/A M OTBApsHe Ha CNyXOBHSA KaHal)
Ha nokoseHueTo (Bxk. Touka 4.6). Tesn no3n npu mbxose (600 mg/kg/neH) npeacTapnaBaT
NpUGIM3HTENHO 18 MBTH MaKCHMasTHATA NPENIOPBYBaHa 1032 NPH Xopa Ha 6asaTa Ha mg/m°
(M34MCIIEHHATA Ce OTHACAT 3a NepopasiHa 103a 320 mg/nen u K naupeHT ¢ Terno 60 kg).

[Mp¥ npeXKAMHUYHH NPOY4BaHKA 3a Ge30nacHOCT BUCOKH 034 Banicapta (200 no 600 mg/kg TejiecHo
TErno) NpeAH3BHKBAT NpH TUTbXOBE HAMAIABAHE HAa NapaMEeTPUTE HA YCPBECHHUTE KPBBHH KJICTKH
(epHTPOLIATH, XeMOTNOOHH, XEMATOKPHT) ¥ MPHYNHABAT IIPOMCHH B 61p6peyHaTa xeMOAMHAMHUKa (JIEKO
NOBHLIABAHE Ha IUIa3MeHaTa yped, 6n6peuna TyGyaHa xunepiuasus H 6asodunus npu Mbxkure). Tesun
no3u npu mrexose (200 xo 600 mg/kg/nex) npencrapnsapar npubnuzurenHo 6 1 18 T MakcUMaHaTa
npenopb4BaHa 03a NpH xopa Ha ba3zara Ha mg/m’ (M34MCNeHNATA Ce OTHACAT 3a MepopaiHa 1032

320 mg/nex n nauueHT ¢ Terito 60 kg).

[Tps MapMO3eTH B oJ00HH J103M NMa HOAOGHH, HO MO-TEXKH POMEHH, 0CO0EHO B Oou0OpenyTe, KBAETO
MPOMEHUTE C€ PasBHBAT A0 He(ponaTHi, BKIIOYBAILA NOBHIICHH Yped N KPeaTUHHH. Habmonasa ce
ChILO XUMepTpodus Ha 6LOPEUHHTE KOKCTArIOMEPYJTHH KIETKH H ITPH /iBaTa BUja. CuuTa Ce, 1€ BCHUKH
MPOMEHH C€ AbJKaT Ha (apMaKoJIOrHYHOTO JEHCTBHE Ha BalCapTaH, KOETO BOAM [0 IPOABJIKUTEIHA
XUTIOTOHMA ocobeno npu MapmoseTute. Marnekaa, ue TepaneBTHiHaTa 1032 Ha BA/ICApTaH NpH X0pa HE ©
CBBp3aHa ¢ Xuneprpodus Ha 6b0peUHHTE IOKCTATIOMEPY/THH KIICTKH.

6. @®APMAIIEBTHUHM JAHHU

6.1 ChnHcbK HA TOMOIIHHTE BEHIECTBA
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CwpueByiHa Ha TabneTkara:

MHKPOKPHCTANHA Lenyno3a, KPOCIIOBUAOH, KOJIOMASH CUITHLIMEB THOKCU]L, MarHE3UeB CTeapat
QUIMHUpPALLIO TOKPHUTHE:

XUIpometosa, Turandes Anokeua (E171), Makporon, yepseH xeneded okcua (E172), ket xeneseH
okcuy (E172), uepen xkeneseH okcup (E172).

6.2 HecbBMeCTHMOCTH

Henpunoxumo

6.3 Cpoxk na rogaoct

3 rOAUHM

6.4 ChneunaJHH YCJIOBHA Ha CbXPaHEHHE

Jla ce cbxpaHaBaT nipu TeMneparypa noa 30°C.

Ha ce chXpaHsBa B OpUTHHAIIHA OTIAKOBKA.

6.5 lannu 3a ONaKOBKATA

PVC/PE/PVDC/alu unu PVC/PVDC/alu bnuctepu

Pasmepw Ha onakosxure: 14, 28, 280 punMupanu TabneTkH

6.6 CrnenuajHH NpeANa3sHH MepKH NPH A3XBbPJSHE

Hama cnelimanHu U3UCKBAHHUA.

7. TIPUTEXATEJ HA PASPEINEHUETO 3A YIHOTPEBA

Novartis Pharma GmbH
Roonstrasse 25, D-90429 Niirnberg, I'epmManug

8. HOMEP(A) HA PASPEIDEHUETO 3A YIIOTPEDBA

20050206

9. JIATA HA IIHPBO PA3ZPEIABAHE/IIOJHOBSIBAHE HA PABPENIEHHETO 3A
YIIOTPEDBA

08 anyapum 2002 r.

10. JATA HA AKTYAJIM3HPAHE HA TEKCTA

¢deppyapu 2009 .

13



