1. HMME HA JEKAPCTBEHHMS ITPOAYKT | UMTBNHUTENHA ATEHUMA NO NEKAPCTBATA
Kpamxa xapexmepucmmuxa 1a npogywma - Mousoxerue 1

Juosan 160 mg punMupatiu TaGneTku Kom Pez. Me ............ A00MWB
Diovan 160 mg film-coated tablets

BG/MA/MP - ... @5§.§§.L....,c01 -08- 2025

2. KAYECTBEH H KOJJMMECTBEH CbhCTAB

Beaka gunvupaHa TabneTka ceabpxa 160 mg Bancapran (valsartan).
32 NbJIHHE CIUCBK HA MOMOLHHUTE BELLECTBA BWKTE TOUka 6.1.

3. JIEKAPCTBEHA ®OPMA

dunmupana rabieTka

CuBoO-OpaHXkeBa, OBaiHa (unmupaHa TabneTka, KO M3MbKHaNA, C ACNHTENHA 4YEPTA OT €aHaTa
cTpaHa, mamnosaHa ¢ “DX” W oT aBere CTpaHH Ha fAenwrenHara 4epra, U “NVR” ot obparHara
cTpaHa Ha TabseTkara.

JlenUTeNTHATA YEPTa € CaMOo 32 YJIECHSABAHE Ha CUYIIBAHETO € LEJ M0-IECHO MONIbLIAHE, a HE 3a

pa3fensHe Ha paBHH AO3H.

4. K/IMHMYHH JAHHH

4.1 TepaneBTHYHA NOKA3ZAHHA

XuneproHus
JleueHue Ha €CEHLMANHA XHNIEPTOHHUS MPH Bb3PACTHH H XHIIEPTOHHA NPH A€LA M IOHOWIHX Ha Bb3pacT

oT 6 no rmoxa 18 ronuHM.

IIpecen muokapaeH HHDAPKT
JleyeHme Ha KIHHUYHO CTAOHIIHH Bb3PACTHU MALMEHTH ChC CHMIITOMATUYHA CHPACYHA
HeJOCTATHYHOCT HiIH 6e3CHMITOMHA JEBOKAMEPHA CHCTONHA JHC(YHKUHMS cnel npeceH (12 vaca —

10 auu) muokapaeH UHGapKT (BxK. TOUKH 4.4 1 5.1).

CepaeuHa HEAOCTATHYHOCT
JleueHHe Ha BL3PACTHU NALIMEHTH CbC CUMITTOMATHYHA ChpAeYHa HEAOCTATHHHOCT, KOraTo

MHXMOMTOPH HAa AaHHOTEH3UH KoHBepTHpalius eH3uM (ACE) He ce moHacAT, WK NMpH MalHeHTH ¢
HEMMOHOCHMOCT KbM Oera-6nokepu kaTo formbiBama tepanus kM tepaniara ¢ ACE uHxuOHTOpH,
KOTATO HE € BLKMOXKHO [a C€ M3MON3BAT MHHEPAIKOPTHKOUAHHA PEUENTOPHH aHTarOHHCTH (BX.

touku 4.2, 4.4, 4.5 u 5.1).

4.2 Jlo3mpoBKa H RAYHH HA NPHJIOKEHHE

Hozuposka

XunepToHHa

[penopbuBaHara go3a Diovan ¢ 80 mg eMH ITbT JHEBHO., AHTHXMIIEPTEH3HBHHAT (KT € ACHO
M3pa3seH ciell 2 CeIMHULHM, a MaKCHMaseH edeKT ce nocTura cies 4 ceamuu. 11pu NalMeHTH, YMeTo
apTEPHAITHO HAJATAHE HE C€ KOHTPOJIMPa aJeKBaTHO, 103aTa MOXe Jia Ob/le 3aBHILIEHA 10 160 mg u

MakcuManno g0 320 mg.

JONMBJHHTEAHO NMCHHKaBa apTEePHATTHOTO HANATAHE MTPH TC3H 11ALIHCHTH.




[IpeceH MUoKapaeH HHDAPKT

[py KIHHMUHO CTAGWIIHM NIALMEHTH NIEYEHHETO MOXKeE 11 ObAe 3aroUMHATO B paMKUTe Ha 12 vaca cren
MUHOKapaHus WHdapkT. Cnen HavanHa n03a oT 20 mg asa bTH JHEBHO A03aTa Ha BaJicapTaH TpsOBa
na ce nopriuM 10 40 mg, 80 mg 1 160 mg ABa ITbTH JHEBHO B CIEJIBAILIMTE HAKOJKO CEAMMLIM.
Hauannara go3a ce ocurypasa upe3 40 mg nenumu tabsieTkH.

[IpuuenHaTa MakcMMaiiHa no3a € 160 mg asa nmeTH AHeBHO. [IpenopruBa ce nauMEHTHTE Na
NOCTHrHaT fo3a ot 80 mg /B2 MbTH AHEBHO 34 A1BE CEMHUM CJIC]l 3aMOUBaHe Ha NEYSHHETO, a
MPHULIEJHATA MAKCHMATHA A03a oT 160 mg /iBa MbTH JHEBHO Aa Ce JOCTHIHE 3a TPH Mecela B
3aBUCHMOCT OT NTOHOCHMMOCTTa Ha nauueHTa. [Ipy nosasa Ha CHMNITOMATHYHA XHITIOTOHHUA WIH
HapyuieHue Ha 6b0peuHaTa GyHKUMA cefiBa Ja ce 00ChaM HamansBaHe Ha 103aTa.

BancapraH Moxe Ja ce npwiara npy NaiKMeHTH, NEKyBaHH C IpYrH CPEACTBA 3a /ICYCHHE Ha
cneauHbapPKTHH CHCTOSHHA, HAMp. TPOMOONHTHLH, aLETUIICATHIINIOBA KHCENUHA, OeTa-00KepH,
craTuHH ¥ quypetnim. Kombunauusta ¢ ACE uHXHOHTOpPH He ce npenopbusa (BX. Touku 4.4 1 5.1).

OlleHKaTa Ha NALUEHTHTE CJlie] MHoKap/ieH HHGpapKT BUHArd TpAOBa Na BK/IIOYBA OlIEHKA Ha
ObOpeuHaTa PyHKLHA.

ChpaeyHa HEROCTATBYHOCT
[penopbusanaTa HauanHa n03a Ha Diovan e 40 mg aBa nbTH AHEBHO. [lokauBaHeTo Ha f03aTa 10

80 mg u 160 mg nsa MbTH AHEBHO TPAGBA a Ce OCBHILECTBABA NPe3 HHTEPBATH OT Hal-MaJIKoO ABE
CeMMLIY, 10 HAl-BHCOKATa 033 B 3aBHCHMMOCT OT NOHOCHMOCTTA Ha natideHTa. Crneasa Jia ce o0chau
HAMAaJIBAHE HA /103aTa Ha BKIIOYEHHA B JICHEHUETO AMYpPETHK. MakcumanHaTa JHEBHA 1034,
pWiaraHa B KIMHHYHH MpoyuBaHud, ¢ 320 mg B HEKOJIKOKPATEH MPHEM.

BasncapraH MoXe /1a Ce IpHiara ¢ Jpyrd Tepanuy 3a Chpe4Ha HEA0CTaThHHOCT. TpoHHaTa
kom6unanua ot ACE unxuburop, BancapraH v 6eta Onokep WiH Kanuh-CbXpaHaBaLl JHYPETHK 00aue
HEe ce npenopbuBa {BX. TOUkH 4.4 u 5.1).

OlIeHKATa Ha MALIMEHTH ChC ChPAcUYHA HeJOCTaTHhYHOCT BUHAIH TPAOBa 1a BKIIIOYBA OLEHKa Ha

O6bOpeuHaTa PyHKLHA.

Honvanumeana ungpopmayun 3a cneyuannu 2pynu nayuernmu

Xopa B cTapyecka Bb3pacT
He ce Hanara mpoMsiHa B JO3HMpPOBKaTa Mpy NauMEeHTH B CTapyecKa Bb3pacT.

[TaumeHTH ¢ 6H0pEUYHO YBpEXKAAHE
He ce Hajara nmpoMsHa B JO3HPOBKATa NPM BL3PACTHH NALHEHTH C KPEATHHUHOB KAMpPBHC >10 mi/min

(BXK. TOYKH 4.4 u 5.2).

[TaimeHTH ¢ 4epHOAPOOHO YBpEXKIaHEe
Diovan e IpOTHBOMNOKA3aH MPH NalIHEHTH € TEXKO YepHOAPOOHO yBpexIaHe, OUMHapHa LMpO3a U Npy

NalMeHTH ¢ XoJecTaza (BXK. ToukHu 4.3, 4.4 u 5.2). [Ip1 nauMeHTH ¢ JIeKO 10 YMEPEHO YE€PHOAPOOHO
yBpeskaHe 6e3 xonectasa 103ara Ha BajicapTaH He Tpa6Ba aa npesuiuasa 80 mg.

Ileouampuyna nonyviayus

XunepToHKda_Npy AeLa
[Ipu aeua v IOHOLIK, KOHUTO HE MOTaT fa MoryiblaT TabneTkuTe, ce Npenopb4Ba ynorpebara Ha

Diovan nepopaneH pa3reop. CHCTEMHATa €KCIIO3HLIMA Y NMKOBATa IU1a3MEHA KOHLCHTpaUus Ha

Heya u ionowu na sv3pacm om 6 0o nod 18 200unu E ‘ﬁ ,;, g ‘vr
HauannaTa nosa 3a Diovan tabnetku € 40 mg BeIHBK JHEBHO 3a Aela C Terao noj 35 kg. H$¢ j;g _' N

BeJHBXK JHEBHO 3a Te3H ¢ Terno 35 kg wnn noeeve. Jlo3ara TpsabBa Aa ¢e KOPUrupa B 333#0»3,«1901‘ t;rr iAo
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MOBJHABAHETO HA APTEPHUAIHOTO HaNAraHe v MOHOCHMOCTTa. Mo, BHKTe MAKCHMAHUTE JI03H,
NPOYYEHH B X0/1a Ha KIIMHHYHHUTE H3MIUTBaHUA B TabNIHLIATA NO-A01Y.
J1034 NO-BUCOKH OT ONKCAHUTE HE ca OMJIH NMPOYUBaHKM M NMOPagH Ta3H NPUHKHHA HE CE TIPENOPB4BAT.

Terno MakcumanHa go3a 3a TabneTkH, npoyyeHa B
KJIMHUYHUTE W3NHUTBAHUA

>18 kg no <35 kg 80 mg

>35 kg 1o <80 kg 160 mg

>80 kg no <160 kg 320 mg

3a nela, KOWTO BeUe Ca 3alMovHaNM Ja NPUEMAT BaJicapTaH NpeaH LECTroAMIIHA Bb3pacT, MOJA,
BIKTE AO3MPOBKATA 32 elta OoT | a0 noa 6 roaMHy.

leya noo 6-2o0utuna ev3pacm

3a mella Ha BBL3pacT OT 1 10 5 rOAWHM M 33 TE3H, KOUTO UMAT 3aTPYAHEeHHS NpPH NMPErIbLIAHE Ha
TaGnerkure, ce npenopbusa Diovan nepopanen pasreop. HalnuHHTe NaHHu ca ONIMCaHU B TOUKH 4.8,
5.1 u 5.2. BezonacHocTTa ¥ edrkacHOCTTa Ha Diovan npu aewna Ha Bb3pacT noa 1 roautHa He ca

YCTAHOBEHH.

Ipemunasane om Diovan nepopanen pasmeop xem Diovan mabrentky

Ako npemunagaHeto ot Diovan nepopanieH pa3reop kbM TabneTkd Diovan ce cunTa 32 KIHHHHHO
BAXKHO, IbPBOHAYAIHO TPAGBa [a ce naje chbuiaTa A03a B MuidrpaMu. Brnocneacreue tpsbdsa aa ce
POBEXJA YeCTO MpOC/eAdBaHe Ha KPBBHOTO HajlAraHe, KaTo C€ B3¢Ma NOA BHUMaHUE -[IPHUIIAraHeTo
Ha MOTEHLHAMTHO HeOOoCTaThbuHa A03a (cyOno3upane) v no3ara TpadBa JOMBIAHUTETHO Ja C€ THTPHPA B
3aBUCHMOCT OT [TOBJIMABAHETO HA APTEPUATIHOTO HANAraHe H MOHOCUMOCTTA.

Vnompeba npu neduampuuny nayueHmu Ha ébzpacm om 6 0o noo 18 zo0unu ¢ 6vbpeuHo yspescogre
Vnorpe6aTa npH NeAMaTPUYHK NALMEHTH C KPEaTHHMHOB KINMPBHC <30 ml/min u neAHaTpUyHH
MalMEHTH, MOLIOKEHH HA XEMOIHANK3a, HE € NMPOy4eHa U MOPaJH Tazd NMPHYHMHA HE ce NpernopbyBa
[PHJIATAHETO HA BAJICAPTAH NPY TaKMBa naudeHTH. He ce u3nckBa KOpHIrapaHe Ha 103aTa rpu
NeAMATPHUYHA NAlMEHTH C KPEaTHHHHOB KIMPBHE >30 ml/min. bebpeuHara ¢yHKUMSA M HUBATA Ha
cepyMHHA Kaiuii TpaGea Aa 6bAaT BHUMATENHO NPOCAEAABAHHM (BXK. TOUKU 4.4 1 5.2).

Ynompeba npu neduampuynu nayuenmu na 6v3pacm om 6 0o nod 18 200unu ¢ 4epHoopobHo

yapeicoane
[Togo6Ho Ha BE3pacTHHUTE nauueHTH, Diovan € NpoTHBONOKAa3aH MPH NEAXATPHYHH MAUHCHTH C TEXKKO

yepHOAPOOHO yBpexaaHe, GuanapHa LMpo3a U NALMEHTH ¢ XonecTasa (Bx. Touku 4.3, 4.4 1 5.2). Uma
orpaHM4eH KIMHHYEH OMUT ¢ ynoTpebara Ha Diovan npH neaAHaTpHiHH NALMEHTH € JIEKO 10 YMEPEHO
yepHOAPOOHO yBpexaaHe. I1p1 TakuBa NallMeHTH 103aTa HA BAJICapTaH He TpsAOBa a NpeBHLIaBa

80 mg.

Copoeuna HedocmamvyHOCH U npeceH MUOKAPOeH ungapkm npu deya
Diovan He ce NpenopbyBa 3a JIeHeHHe HA ChbpJeYHa HEAOCTATHYHOCT MITH MPECeH MHOKApACH HHPApKT
NpY el K IOHOIM NoA 18 rouHy nopajau JIMNcara Ha AaHHH 32 5€30NaCHOCTTA U eUKACHOCTTA.

Hauun na npunooicenue
Diovan Tpsa0Ba na ce NpHeMa ¢ BOJa, HE3aBHCHMO OT MPUEMA Ha XpaHa.

4.3 IIpoTaBonoxa3aHns
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- CBpBX4yBCTBUTEJIHOCT KbM aKTHBHOTO BELLECTBO WK KBM HAKOE OT MOMOLUHUTE BE e&g‘ﬂﬁf N
OMMCAHH B TOUKA 6. Ty

- Texko uepHonpoOHO yBpexxaaHe, OunnapHa Mpo3a K Xonecrasa.

- Bropu M TpeTH TpUMeCThp Ha GpemeHocTTa (8XK. ToUkH 4.4 U 4.6).



- Ennospemennata ynorpeba Ha Diovan ¢ alTMCKHPEH-ChABPKALUHM NPOAYKTH €
MPOTHUBONOKA3aHa NPY NAUUEHTH ChC 3aXapeH aMabeT unn 6bOpeyuHo yBpexIaHe

(GFR <60 ml/min/1,73m?) (Bx. Touku 4.5 u 5.1).

4.4 Cpoenuajgsn npeAynpeXAeHHd H NPeANa3sHH MEpPKH NPH ynoTpeda

XHIepKaIHeMHus

EnHoBpemeHHaTa ynotpeba ¢ Kanuesn 000aBKH, KaJluH-ChbXPaHABAILHK AHYPETHLIH, 3aMECTHTENH Ha
CONTA, ChABPKAIIM K&, WIH APYTH J€KapCTBEHH NMPOTYKTH, KOMTO ODHXa MOTJIM A3 MOBHILAT
HHBATA Ha KaJIMil (XenapyH M T.H.), He ce npenopbuBa. CTOHHOCTHTE Ha Kaus TpAbBa na ce
MOHHUTOpPHPAT ChOTBETHO.

Hapyuiena 6s0peuHa GpyHKItHs

[oHacTosAIEM HAMA HATPYIAH OMHUT OTHOCHO 6e30macHaTa ynotpeda npu nalMeHTH ¢ KPEaTHHHHOB
KIMpBHC <10 ml/min H NanueHTH MOANOKEHH Ha XEMOAMAIHN3a, IOpa/IH Ta3u NMPUYHHA BajicapTaH
Tpa6Ba Ja ce W3MNO3Ba ¢ MOBHLICHO BHUMAHHE IIPH TAKMBA MalueHTH. He ce u3MCKBa KOPHTHPaHE Ha
[03aTa MPH NALKUEHTH C KPEaTHHUHOB KIHPBHE >10 ml/min (Bxk. ToukH 4.2 1 5.2).

YepHoapobHo yBpexaaHe
[Mpu MAaLMEHTH C JIEKO 40 YMEPEHOo uepHoapoGHO yBpexaaHe 6e3 xonecrasa Diovan Tpabea na ce

M3NOM3Ba ¢ MOBUILEHO BHUMaHHeE (BXK. TOUKH 4.2 n 5.2).

[NaumenTy ¢ HAaTpHEB W/WIH OOEMEH NEePULINT

[Tpu NauMeHTH C TEXbK HATPUER W/IWITH 00EMEH NEPHLIMT, KATO TE3HU, KOHTO MOJTy4aBaT BACOKH 103H
IMYPETHLIM, B PEIKH CIIyHad cliejl 3a104BaHe Ha Tepanus ¢ Diovan Moxe Aa ce NosBH CHIITOMaTHYHA
xunoToHua. Harpuesuar w/uwiy o6eMHuaT AebuumT TpsabBa Ja ce KOpUrupa npeaM 3ano4usaHe Ha
nevenvero ¢ Diovan, HanpHMep Ype3 HaMaJIaBaHe Ha N03aTa Ha JHYPEeTHLHTE.

CreHoza Ha 6p0peuHaTa aprepus
[pu nauuenTy ¢ GunatepanHa creHo3a Ha 6EOPEUHHTE apTepUH UITH NPU CTEHO3a Ha apTepUATa Ha

eaMHCTBEH O16pek GesonacHaTa ynorpeba Ha Diovan He € ycTaHOBeHa.

KparkocpouHo npunomkeHue Ha Diovan npu BaHanAeceT NAUMEHTH C PEHOBA3alHa XUMNEPTOHHA
BCEeACTBYE HAa €HOCTPAHHA CTeHO3a Ha 6p0Opeunara aprepus He BOAH A0 3HAYUMH [IPOMEHH B

6b6peuHaTa XeMOAHHAMUKA, CEPYMHHA KPEaTHHHH WM HUBOTO Ha ypedata B kpbaTa (BUN).
HezaBHCKHMO OT TOBA APYTrH JIEKAPCTBA, KOWUTO MOB/HUABAT CHCTEMATa PEHUH-aHTHOTEH3HH, MOraT J1a

MOBHILAT CTOMHOCTUTE Ha KPbBHATA ypes ¥ CEpYMHUA KpeaTHHHH NpPH NMallHeHTH ¢ eRHOCTpaHHa
CTEeHO3a Ha GBHOpeUHaTa apTepHs, MOpaju KOETO Ce NMPenopbyBa Npociie/isBaHe Ha OnOpeuHaTa
¢$yHKLUMA NpY NALKEHTHUTE, JIEKYBaHH C BaJICapTaH.

bLOpeuHa TpaHCIaHTALIMA
JTo TO3M MOMEHT HAMA HaTpyMaH ONKT MO OTHOLIEHHE Ha 6e3onacHata ynorpeba Ha Diovan npu

NalMEHTH, NpeKapany Hackopo 61v0peuHa TpaHCmIaHTauuA,

[IbpBHYEH XUNIEPATAOCTEPOHUIBM
[TaLMeHTHTE ¢ THPBHYEH XHIIEPAIOCTEPOHUIBM He TpAOBa a ce iekypar ¢ Diovan, Thi kato

TAXHaTa CHCTEMA PEHHUH-aHTHOTEH3HH HE € aKTHBHpaHa.

AOpTHA U MUTpAJIHA KJIANHA CTeHO3a, OGCTPYKTHBHA XHIIEPTPOQHUHA KADAHOMHONATHS
KakTo npu BCHUYKH APYTH Ba30]MNaTaTOPH € Heo0X0AMMO OCOOEHO MOBUILIEHO BHUMAHUE NPH

NALMEHTH, CTPAAALIU OT A0PTHA WIH MHTpAlHA CTEHO3a WK OT OOCTPYKTHBHA XHIIEPTPOPHUH
kapanomuonatus (OXKM).

BpeMEeHHOCT R &1‘ e
He TpsGBa Aa ce 3anouBa JieueHue ¢ anrnoTensus II penentopun 6nokepu (APB) no speme'Hg | = 4. =7 ;;;I:L'

6pemeHHoCT. OCBEH ako MPOABLLKUTENHATA Tepanua ¢ APb ce npetieHH KaTo ChLUECTBEHa, J(etreﬁuem RS
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Ha MALHEHTKH, KOUTO M1aHyBaT GpeMenHocT, TpsaOBa Aa 6bAe 3aMEHEHO ¢ ANTEPHATHBHO
AHTUXHNEPTEH3UBHO JICUEHUE C YCTaHOBEH NMpodun Ha Ge30nacHoCT 3a ynoTpeda no BpeMe Ha
6pemeHHocT. [1pH ycraHoBaBane Ha GpemeHHoCT nedenneto ¢ APD TpaGea HesabasHo na ce
NpPeyCTAHOBH M [1a Ce 3aMOYHE aITEPHATHBHO JIEUEHHE, aKO € MOAXOAALO (BXK. TOYKK 4.3 K 4.6).

[IpeceH MHOKApIEH MHGAPKT

KomM6uHalMaTa Ha KanTONPWI H BAJICAPTaH HE MOKa3Ba JOMbHHUTE/THA KNMHMYHA 110J13a; HalMpOTHBE,
PHUCKBT OT HEXENNaHH PEaKLMY Ce NOBHILIABA B CPABHEHHE ChC CHOTBETHHTE TEPAnuH (BXk. TOUKH 4.2 H
5.1). TTopaau ToBa He ce Npenopb4Ba KOMOGUHALMATA Ha BancapTal # ACE nHxubuTop.

HeobxoauMo € aa ce o0bpHe ocoOeHO BHUMAHUE MPH 3aM04YBaHE HA TEpalys NpH MaLUCHTH Clel
muokapaeH uHbapkT. OLEeHKATa Ha MALMEHTHTE CNIE NPEKApaH MUOKapAeH HHGApPKT BUHArK Tpsbea
N3 BKJIIOYBA oueHKka Ha OBOpeuHaTa QyHKuMA (Bxk. TOuKa 4.2).

Vnotpe6ara na Diovan npu malupeHTy ciie] MHOKapAeH HHQAPKT 4€CTO BOX [0 NOHWKABaHE Ha
apTEPUATTHOTO HaJlAraHe, HO OOMKHOBEHO HE C€ Hajlara npeyCcTaHOBABaHE Ha JICHEHHETO NMOpaaH
NPOIB/DKABAILA CHMIITOMATHYHA XUITOTOHMA, aKO CE CNa3BaT HHCTPYKUHUTE 3a I03UpaHe (Bi.
Touka 4.2).

CrpaeuHa HeOCTATHYHOCT

PUCKBT OT HEXENaHH peakLMH, 0COOEHO XHIOTOHMA, XUITEPKAIMEMHS W HamaneHa ObOpeuHa pyHKIHA
(BKJTOYHTENHO 0¢cTpa 6b0peyHa HEAOCTATLUHOCT), MOXE /1A C€ YBEJUYH, KOTaTo Diovan ce u3nonsea
B koM6uHauus ¢ ACE unxuburop. [Ipy nauMeHT# Cbhe ChbpACHHA HEAOCTATBYHOCT, TPOHHATA
kombuHauus ot ACE usaxubutop, 6era-610kep v Diovan He noka3pa KIHHWYHE 1107132 (BHX TOYKA
5.1). Tazu xoMOMHALMA ABHO MOBULIABA PHCKa OT HEXENAHH peaKlHU, MOpalH KOETO HE CE
npenopbusa. Tpoiina kombunauns ot ACE HHXMOMTOD, MHHEPATIKOPTHKOMA PELENTOPEH @HTATOHHUCT
W BAJICAPTAH CHILO HE ce npenopbusa. M3nonssaHeTo Ha Te3n komOuHauuu TpsbBa Na cTaBa CaMo nox
HaGII0NEHHETO Ha CMELMAIMCT K NPH Y€CTO BHUMATEHO MOHUTOpHpaHe Ha 6n0peuHaTa QyHKLMA,
€NIEKTPONMTHTE U KPbBHOTO HaNAraHe.

Heo6xoauMo € NOBHILEHO BHUMAaHyWe MPH 3an04BaHe Ha Tepanua Npy NauMeHTH CbC ChpASHHa
HenocTaTbyHocT. OLEeHKaTa Ha MalMEHTH CbC ChpACYHA HEXOCTATBHHOCT BHHArH TpAOBa [a BKJIOUYBA
oueHKa Ha ObOpeuHaTa PyHkuug (BXK. TouKa 4.2).

Ynorpebara Ha Diovan npH NauMeHTH CbC ChPACYHA HEJOCTATHUHOCT YECTO BOAM 10 HIBCCTHO
cnafaHe Ha KPBBHOTO HANMATaHE, HO MPEKbCBaHE HA TEpanMATa NOpaaH Npoab/oKasalia
CUMIITOMaTH4YHA XMNOTOHUS OOHKHOBEHO He € HeoOXOAUMO, NPH YCI0BHE Ye CE Cra3Bar

MHCTPYKLIMHTE 32 103upaHe (Bx. Touka 4.2).

Ipu naumeHTH, YHATO 6BOPEYHA PyHKLMA MOXE 13 3aBUCH OT AKTHBHOCTTA HA PEHHH-AHTHOTEH3HH-
a/lIOCTEPOHOBATA CHCTEMA (Harp. NALMEHTH C TEXKA 3aCTOHHA CbpeUHa Hel0CTaTbUYHOCT),
neuenuneto ¢ ACE HHXUOUTOPH Ce CBEP3Ba C OATYpUs H/WIH NPOrpecHpalla a3oTemus, U B peiKH
cJIyuaH ¢ ocTpa 6b6peyHa HEROCTATHYHOCT WK cMBPT. Thil KaTo BancapTaH € aHrHoTensuH Il
peLilenTopeH 61oKep, He MOXeE 1a Ce H3KTIOUH Bh3MOXKHA Bpb3Ka Ha yrniorpedara Ha Diovan ¢

yBpexxaaHe Ha ObOpeunara QyHKLHS.

ACE unxubutopu M anruoteHsut Il-peuentopru 610kepy He TpAOBa Aa ce U3NMOA3BAT €AHOBPEMEHHO
NpH nalMeHTH ¢ 1dabeTna HedponaTus.

AHaMHe3a 3a aHF'HOeAEM

I1py1 naLueHTH, JEKYBaHH C BAJICAPTAH Ca AOKJIANBaHU ClyYaH Ha aHTHOEAEM, BIJTOUMTENHO OTO
AAPUHKCA U IJIOTHCA, MPUYMHABALIY OOCTPYKLIMA HA IWXATEHUTE TETHILA W/HITH MORYBaHe B ., - 2a7n
JIMLETO, YCTHHTE, hapuHKca H/HIH e3uka. HAKOHM OT Te3u MauueHTH ca H3ABABAIN NPEIH TOBY:, B U,

L

AHTHOEEM OT ApyrH nexapcTpa, Bmountenio ACE unxuburopy. [Ips BbiHuKBaHe Ha aHTHDGfieM, |~y

|

npuemsT Ha Diovan Tpa6Ba 1a ce npeycTaHOBH He3a6aBHO M a He Ce Npuiiara MOBTOPHO(BIK. u‘r?‘hm" LT
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MHTECTHHAJIECH aHTHOeAEM
3a HHTECTHHAJIEH aHTHOEIEM C€ ChOOINABa NPH NALKUEHTH, NEKYBAaHH ¢ aHr'HOTeH3uH 1] penenTopHy

AHTArOHMCTH, BKIIIOUMTENHO BancapraH (Bx. To4ka 4.8). Te3u nauneHTd HMaT KopeMHa 00rkKa,
rajieHe, NOBpbIUaHe U adapus. CHMNTOMKHTE OTIWYMABAT CJ/Ie] NPEYCTAHOBABAHE HA AHMMOTEH3HKH 1
peLIENTOPHUTE AHTATOHHUCTH. AKO C€ THArHOCTULIHPA MHTCCTHHANCH aHTHOCACM, JICUCHHETO C
RaJicapTaH TPSOBa Ja Ce MPEeYCTAHOBH U J1a CE 3a04HE NMOAXOAALIO HAOMOAEHHE A0 MBIHOTO
OTLIYMABAHE HA CUMIITOMHTE.

JIpoiina 6110KaJa HA pEHUH-AHIMOTeH3UH-anaocTepoHoBaTa cuctema (PAAC)H

Mma nanHu, ye eaHospemenHaTa ynotpeda Ha ACE uaxuburopu, aHruoreHsus ll-peuentopuu
61I0KEPH WIIH ATMCKHPEH MOBRILABA PHCKA OT XMIMOTOHUA, XHIIEPKAIHCMHUA K HaMaJIiBaHE Ha
616peunara GhyHKUMA (BIJTIOYMTENHO ocTpa 6b0peuHa HepocTaTb4HOCT). [lopaau ToBa He ce
npenopbuBa BoiiHo Gokupane Ha PAAC upes kombrHMpaHaTa ynorpeba Ha ACE uHxubntopy,
aHrmoteH3uH Il-peuentopHy 6nokepH WM ATUCKUPEH (BXK. TOUKH 4.5 1 5.1).

AKO ce MpeLicHH, Y€ TEPanuATa ¢ JBOHHO 6okupaHe € abcomoTHo Heobxoanuma, Toa TpAdBa Ja
CTaBa CaMoO NoJ HabMIOJEeHHETO HA CNELWANUCT W NIPH YECTO BHHMATENHO MOHUTOPHPAHE Ha

6uOpeuHaTa GyHKLHA, €AEKTPOJUTHTE H KPBBHOTO HalisraHe.

ACE unxubutopy v aHruoreHsus l1-peuentopuu 6;10kepy He TpAOBA Aa Ce M3MON3BAT EAHOBPEMEHHO
Mpy nNaiueHTH ¢ fMadbeTHa HedponaTus.

[leduampuuna nonyaayun

HapyieHna 6u6peuHa QyHKIHA

Ynotpe6arta npu NEeAHATPHUHHA NALMEHTH C KPEATHHHHOB KIHPBHC <30 ml/min 1 neanarpuvHy
NMaLMEHTH, FOUI0KEHH HA XEMO/IHAJIH3a, HE € MPOYUEHa U NOopaay Ta3sk MpHYHHA HE Ce HpenopbyBa
MPHIAraHeTo Ha BaJICApTaH NPW TakMBa NMaudeHTH. He ce M3UCKBA KOpPUrHpaHe Ha 103aTa NpH
MeaUaTPHUHK NALHEHTH ¢ KpeaTHHUHOB KTMpBbHC >30 ml/min (Bxk. Touku 4.2 1 5.2). brbpeuHata
GYHKUHMS ¥ HUBATA HA CEPYMHUA Kanuii TpaOBa na ObAaT BHMMATENHO NPOCNEABaHH MO BpEME Ha
JIGYEHHETO C BalCapTaH, 0COOEHO KOraro BajicapTaH ce Mpujiara rnpy HanuYue Ha pyrd CbCTOAHHUA
(TemnepaTypa, AEXMApPATALMS), KOUTO MOraT a NpeM3BHKAT HapylleHHe Ha ObOpeyuHaTa QyHKIHA.

HapyuieHa yepHoapoGHa dyHKLUS
[Tono6Ho Ha Bb3pacTHKHTE NauuenTH, Diovan € NpoTHBOMNOKAa3aH P! MeAHaTPHUHH MALMEHTH C TEXKKO

4epHOAPOOHO yBpexaaHe, GUMapHa LIHPO3a H NALMEHTH ¢ XoNiecTasa (BXK. TOUKU 4.3 1 5.2). ma
orpaHH4eH KIHHHYEH ONUT ¢ ynoTtpebara Ha Diovan npu neaHaTpHYHNA NaUMEHTH C JIEKO 10 YMEPEHO
yepHOAPOOHO yBpexkaaHe. [IpH TakuBa NalMeHTH J03aTa HA BancapTaH He TPAOBa Aa MpeBULIABA

80 mg.

4.5 B3anmojelicTBHe ¢ APYTH JIEKAPCTBEHH NPOAYKTH H APYrn (GpOPMH KA B3aHMOAeHCTBHE

JTpoiiHa 610kaa Ha peHUH-AHTMOTeH3nH-angocTepoHoBara cucrema (PAAC) ¢ APb. ACE
HHXUOHTOPH WM aITHCKHPEH

JlaHHM OT KITMHHYHH NPOYYBAHMA NOKA3BAT, e ABOKHOTO D/OKHpaHe HAa pEHHH--BHTHOTCH3HH-
anpoctepoHoBara cuctema (PAAC) upes komOunupanara ynotpeba va ACE nuxuburops,
aHruoTeH3uH l[-peuenTopHy OOKEPH AW ATHCKHPEH CE CBBP3BA C NO-BUCOKA YECTOTA HA HEXKENaHH
CHOMTHA, KATO HAMPUMEP XHIIOTOHNUSA, XHNEPKATUEMHUA H HamMansaBaHe Ha ObOpeuHaTa pyHKIHSA
(BIJIIOMMTENHO OcTpa ObOpevHa HEIOCTATBYHOCT), B CPABHEHHE ¢ ynoTpedarTa caMo Ha elHO
cpeacTso, acicreaulo Bbpxy PAAC (Bx. Touku 4.3, 4.4 4 5.1).

He ce npenopvuea eonoepemenna ynompeba

Humuii .
O6paTiMO NOBHILIABAHE Ha CEPYMHHTE KOHIIEHTPALMH HA TMTHH K TOKCHYHOCT Ca C'I:DGI.U,EHH rfpu

enHoBpeMeHHaTa ynotpeba Ha nuTnii ¢ ACE nHxuburopy 1ad aHriuoteHsuH Il peuenmpmuﬁn
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sknrounTenHo ¢ Diovan. [IpenopbuBa ce BHUMATENHO CI€IEHE HA CEPYMHHTE HHBA Ha JIMTHH, aKO Ce
NpeLeHn, Y& KoMOuHaLuaTa e Heo6xoauma. AKo Ce mpunara U AHYpeTUK, Ce Mpearnonara, 4¢ pHCKbT
OT JIUTHEBA TOKCHYHOCT MOXKe J1a Ob/ie JONTBIHHTE/IHO MOBHILIEH.

Kanuii-cvxpanseawu ouypemuyu, Karuesu 00basxu, 3amecmumen Ha conma, CBOBPIHCAULU KANUU UMY
Opyau cybemanyuu, kKoumo 6uxa Moeau 0a ROSUWAM HUBAMA HA KATuU

AKO Ce NpeLIeHH, Ye € HEOBXOANM JTIEKapCTBEH NMPOAYKT, KOHTO 3acAra KaNHeBUTEe HUBA B KOMOHHALIMA
¢ BAJICApTaH, NPENOPbUBaA CE CAEACHE HA NJIA3MEHHTE HUBA Ha KAJIUH.

Ocobeno eHuUMaHue ce U3UCKBA NPU eOHO8PEMENHA ynompeba

Hecmepoudnu npomugoswv3nanumentu cpeocmea (HCIIBC,) exnouumenno cenexmusiu COX-2
UHXUBUMODU, AYeMWICATUYURO08A KUCEAUHA > 3g/0Heano u neceaexmuenu HCIIBC

Koraro aurnorensuH Il peuenropuute 6nokepn ce npwiarat eaHospeMenHo ¢ HCTIBC, mMoxe na ce
HaGronaBa oTcnabBaHe Ha aHTHXMNIEpTeH3NBHIA edekT. OcBeH TOBa eJHOBpEMEHHATa ynoTpeba Ha
anruorexsuH Il peuerrropun 6nokepu 1 HCIIBC moxke na 1oBene 10 NOBHUICH PHCK OT BJIOLIaBaHE
Ha 6B6peunaTa GpyHKLMS M NOBUIIABAHE HA CepyMHMs Kanuii. [lopanu ToBa ce npenopbysa
npocaeaspade Ha 6bOpeuHaTa GyHKLHA B HAYANOTO Ha JIEYEHUETO, KAKTO U a[ICKBaTHA XH/paTallHs Ha

[IALfUCHTA.

ITpancnopmepu

WH BUTPO NaHHM MOKA3BAT, Y€ BaJCAPTaH € CyOCTPaT Ha TPAHCIOPTEPHTE 32 YepHOAPOOHO 3aXBallaHe
OATP1B1/OATP1B3 u Ha yepHoapobHna edayke Tpancnoptep MRP2. KnmmuuuHoTO 3HaueHHe Ha
TasH HAXOAKA HE € U3BECTHO. EAHOBPEMEHHOTO NPUIOKEHHE Ha HHXHOUTOPH HA TPAHCIIOPTEPHTE 3a
3axBailaHe (Hanp. pudaMnuH, UMKIOCNOPYH) WX Ha €PAYKC TPAHCMOPTEPUTE (HANP. PUTOHABUP)
MOXKE 712 NOBUIIM CMCTEMHATA €KCIIO3HLIMA Ha BajicapTaH. [IpeanpuemMere noaxomauiyd rpikH npH
3afOYBaHe WK MPEKPaTABaHE Ha CHIIBTCTBALLO JICUEHHE ¢ TAKMBA JICKapCTBa.

Hpyau

[TpH Mpoy4YBaHHs 33 JIEKAPCTBEHO B3aHMOJEHCTBHE C BAJICAPTaH HE €a YCTAHOBEHH KIIHHHYHO
3HAYMMM B3aHMOJEHCTBHA ¢ BAJICApTaH MM HAKOE OT CIIEAHUTE BEleCTBA: UMMETHAUH, BapdapHH,
$ypo3eMua, AUTOKCHH, ATEHONO, HHIOMETALIMH, XHAPOXJIOPOTHA3K], AMAOAUIIHH, rMUOEeHKIIaMMA.

Ieouampuuna nonyaayus
[Ipu neueHHue Ha XUIIEPTOHMA MPH AELA H IOHOILIH, NIPH KOUTO YECTO MbTH HMa M MOANeXKALIH

6bOpeuHa naToaorud, ce Npenopbysa NOBUIIEHO BHUIMaHHE NPH €1HOBPEMEHHO NPUNAraHe Ha
BAJICAPTAH C APYTH BELECTBa, KOMTO MOTHCKAT pEHHH-aHTHOTeH3HH-aA0CTEPOHOBATA CHCTEMA H

MOTaT Ja JOBEJAT /IO MOBHILABAHE HA HUBATA HA CEPYMHHA Kanuil. brbpeunara GyHKUUA U HABATa Ha
cepyMHMa Kanuii TpabBa ja ObAaT BHUMATENHO NPOCIEAABAHH.

4.6 @PDeprrAHTET, OPEMEHHOCT H KbpMene

bpemennocm

Vnorpebara Ha anruoteHsuH 11 penentopuu 610kepu (APD) He ce npenopbyBa npe3 MbpBHA
TpUMeCTEp Ha 6pemeHHOCTTa (BK. ToUKa 4.4). YnoTpebara Ha APD € nporHBonokasaHa npes BTOpHS

M TPETHA TPUMECTBP Ha OpeMEeHHOCTTA (BK. TOUKH 4.3 1 4.4).

EnnaeMHoIOTHYHHTE JaHHHU 3a PUCKA OT TEPATOreHHOCT ched ekcriosuuna Ha ACE unxuburopu npes
MbPBUA TPUMECTBP Ha GPEMEHHOCTTa HE Ca OKOHYATEe/HH, He3aBUCUMO OT TOBA HE MOXKE /1a Ce

M3KJIIOUH JIEKO MOBHILEHHE Ha prcka. Benpeku ye HAMa KOHTPOJIHPAHH CMHACMHONOTHYHH JAHPISA ™" "~
A Hh""«. .
pucka oT APB, nofobeH puck Moxe 1a ChLIECTBYBa MPH TO3H KJacC JICKapCTRa. (OCBEH B CITyYs
tepanudTa ¢ APD ce npeneHasa KaTo MHOTO BaXXHa, MALMCHTKUTE, KOUTO IJ1aHyBaT 6peM6HHQS R \
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TpsOBa Na NPEMHUHAT Ha ANTEPHATHBHO AHTHXHNEPTEH3UBHO JICYEHHE C UMAT NOKa3aH npocpmr TR
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6ezonackocT 3a ynorpeba npu 6pemeHHoct. [1pu ycranossaBade Ha OpemeHHOCT euenneTo ¢ APb
TpabBa Ja ce npeycTaHoBH He3abaBHO H NMPH HEOOXOAMMOCT Ja C€ 3aMoYHe ANTEPHATHBHA TEPanusl.

M3RecTHO e, 4e ekcno3uLuaTa Ha Tepanud ¢ APb no BpeMe Ha BTOPHA H TPETHS TPUMECTHP Ha
6peMeHHOCTTa NpHYMHABA GETOTOKCHYHOCT MpH Xopa (noHuxkeHa 6b0peuna ¢yHKiua,
OJIMrOXUAPaMHHOH, 3a6aBeHa ocHbHKaIMA HA Yepena) M HeOHaTaNHa TOKCHUYHOCT (010peuna
HENOCTATBYHOCT, XUITOTOHM, XHIEPKaAIHEMHA ); BUKTE CbLIO Touka 5.3 “IIpeAKNMHIYHN naHHM 32
fe3onacHoCT .

B ciyuait Ha excnozuuua Ha APB crien BTopys TpUMECTBp Ha OpeMEHHOCTTA €€ MpenopbiBa
ynTpa3sByKoBa npoBepka Ha 6b6peuHaTa QyHKUMS # vepena.

Hoeoponenu, uuuto Maliku ca npueMaiu APB, Tpabpa na 6saaT BHUMAaTERHO HAOIOAABAHH 32
XMNOTOHUA (BXK. CbIIO TOYKH 4.3 U 4.4).

Kvpmene

[Mopaau nKncaTa Ha JaHHH OTHOCHO YNOTpeDaTa Ha BaicapTaH Mo BpeMe Ha KbPMEHE NPHEMBT Ha
Diovan He ce npenopbuBa, a ce NpeJno4YMTa aNnTepHaTHBHO JIEUEHHE C NO-R00pe YCTaHOBEH Npodun
Ha 6€30MacHOCT MO BPEME Ha KbpMeHe, 0COOEHO NP KbPMEHE Ha HOBOPOJICHO WIH HeJloHOCeHo Oebe.

Depmuiumem

BancapTan HAMa HEXelaHH epeKTH BbpXY penpoayKTHBHATa COCOOHOCT HA MBXKH M XKEHCKH
[LTbXOBE NIPH MpHEM Ha nepopanny fo3u ao 200 mg/kg/nen. Taszn noza e 6 MbTH MNO-BUCOKA OT
MaKCHMAJTHATA NPEnopbyBaHa 03a pH Xopa onpezaenieHa Ha 6aza mg/m? (M3YHCIIEHHETO € 3a
nepopanHa ao3a ot 320 mg/nen 1 60-xu1orpaMoB MalMUeHT).

4.7 EdexTn BLpXy cnocoGHocTTA 32 modupane » pabora ¢ MAIIHHA

He ca npoBexnany npoy4BaHus 3a eeKTuTe BbPXy cnocobHoCTTa 32 modupane. Tpsadea na ce uma
npeapu, 4e Npy Lodupare U paboTa ¢ MalIMHK € Bb3IMOXKHO /12 HACTBIIAT 3aMasgHOCT WK YMODa.

4.8 HexenanH JeKAPCTBEHH PEAKIHH

B KOHTPOJIMPaHH KAMHWYHH IPOYYBAHUA MPH Bb3PACTHH NALMEHTH ¢ XHMEPTOHUA 00IaTa YecToTa Ha
Hexenanu peaxkuud (HJIP) e cpaBHMMa ¢ TasH npH n1auebo v € B cbriacue ¢ GapMaKoIOTHYHHUS
npodun Ha pancapraH. Yecrorara Ha HJIP He e cRbp3ana ¢ 103aTa MK NPOABL/LDKHTETHOCTTA Ha
NeYeHUETO, a ChLUIO Taka HE MOKa3Ba Bpb3Ka ¢ NoJa, BL3pacTra Wi pacarta.

OCHOBaHM Ha KJIMHWYHH MPOYYBaHHA, [TOCT-MAPKETHHIOB ONUT H naboparopuu pesynarati HJIP ca
M36POEHH MO-A0JY ChINIACHO CHCTEMO-OPraHHaTa K1acH(HKaLuA.

Hexe1aHH JIeKapCTBEHH PEAKIHH

HexenaHute NEKAPCTBEHH PEaKUMH ca MOAPEACHH [0 YECTOTA, KATO HAW-YECTHTE ca NIbPBH, CNIOpeN
clleqHATA KOHBEHLMA: MHOro yectd (>1/10); uectn (>1/100 no <1/10); newectu (=1/1 000 go <1/100);
peaxu (>1/10 000 xo <1/1 000); mHoro peaxu (<1/10 000), ¢ Hen3BecTHa YeCTOTa (OT HATHYHUTE
NaHHH He MOJKe 1a Obae HallpaBeHa OLIEHKA Ha YECTOTaTa).

IMpH BCAKO IPYNMpaHE B 3aBHCHMOCT OT YECTOTATA HEXKENAHUTE JIEKAPCTBEHH PEAKLMH Ce H30pOoABaT B
HU3XOAAUL pe/l MO OTHOLLEHHE HA TAXHATAa CEPHO3HOCT.

3a scruxkd HJIP, cboOlueH# OT NOCTMapPKETHHIOBHA ONUT W 1abOpaTOPHUTE HAXOAKH, HE € Bb3MQX .
/1a ce MPHIOKH HMKOA Yectora Ha HIIP 1 nopaau ToBa T€ Ca yMOMEHATH C "HEH3BECTHA " 4EC AT4 f“\
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XUnepToHUs

HapymeHns HA KPBBTa H JIHM(HATA CHCTEMA
C HEeM3BECTHA 4ecToTa

[TouwxeH XxeMornoOuH, MOHUKEH XEMATOKPHT,

HEYTPOIEHHsA, TPOMOOLIHTONEHHS

HapyuleHHs HA HMYHHATA CHCTEMA

C Hen3BeCcTHA YeCTOTA

CBpBLX4YBCTBUTENHOCT, BKIIIOUUTEITHO CEPYMHA
bonect

Hapymenns na MeTab0/1H3MA H XpaHEHETO

C HeM3BEeCTHA YeCcTOoTa

[loBuineH cepyMEH Kanui, XHNIOHATPHEMHSA

HapymeHsst Ha YXOTO H JIAOHPHHTA

Heuectun CBeTOBBLPTEK
Cba0BH HAPYIICHHA

C Hen3BeCTHA YECTOTA Backynut
PecnnupaTOpHH, rPhAHH H MEAHACTHHA/IHH HADYIICHHSA
HeuectH KauiHua

CToMamIHO-1p¢BHH HADYIICHHAS

Heuectu Kopemna Gonka

MHoro peaxH HHTECTHHANEH aHTHOEAEM

Xenaro-0njiHapun HApYIIE¢HHA
C HeM3BECTHA 4eCTOoTa [ToBuLIeHUE Ha NOKA3aTENHTE 32 YepHOAPOOHa
$YHKUMS, BKTIOYUTENTHO MOBUILIABAHE Ha

cepyMHHUs OUIHPYOHH

Hagymenun HA KOKATA H NOJKOXKHATA ThKaH

C HeH3BECTHA YECTOTA AHrunoesieM, 6yJn03€H 1epMaTHT, 00pHB, Chpbexc:

HapymeHns HA MYCKY/IHO-CKE/ETHATA CHCTEMA H CHEAHHHTE/IHATA THKAH

C HeM3BeCTHA YeCTOTa Muanrus

Hapymenus Ha Gu0peunTe u NHKOYHHTE NHTHIMA

C HeM3BECTHA 4eCcToTa brOpeyHa HEQOCTATEYHOCT W YBPEKIAHE,
NOBHIIIABAHE HA CEPYMHHA KPEAaTHHHH

O0mA HapyHieHHA H ¢PEeKTH HA MACTOTO HA MPHIOKEHHE

HeuecTtH YMopa

Ileduampuuna nonyaayus

XHNEPTOHHUS

AHTHXUNEPTEH3UBHHUAT eeKT Ha BalCapTaH € OLEHEH B X0/1a Ha JBe PAHAOMH3HPaHH, JBOHHO-CIETIH
KJIMHUYHU NPOYYBAHHUA (BCAKO, MOC/IEABAHO OT MEPHOA Ha MPOABbIDKEHHE WK IPOYUBaHE) H €HO
OTKpHTO MpoyusaHe. [Ipoy4BanuaTa BxirouBat 711 neaguaTpyyH#u NaUKCHTH HA BL3PacT OT 6 no nox
18 rofuHH, ¢ U 6e3 xpoHruuHo 6bOpeuHo 3abonsasane (Xb3), ot KouTo 560 nauxeHTH npHeMar
pancapra. C H3xknioYeHKe Ha H30NHUPAHH Cly4aH Ha CTOMAIIHO-4PEBHU HAPYLICHN (KaTO KOpeMHa
6osKa, raacHe, NOBPbBILUAHE) H 3@8MafHOCT, HE €A YCTAHOBEHH 3HAYHWMH PasjIMyuA BbB BHIA, HECTOTATA
Y Te)KECTa Ha HeXENaHWTE peakLiiH, HabnoJaBaHu NPy NeAHAaTPHYHH NALUHEHTH Ha BE3pacT OT 6 10
non 18 ronunM U Te3H, ChOOLIEHH NpelX TOBA NPU BL3PACTHH NALIMEHTH.

OueHKaTa Ha HEBPOKOTHUTUBHHTE QYHKLMH W PA3BHTHETO HA NEAMATPUYHH NAUMEHTH HA BB3PACT OT
6 1o 16 rOAHHH, KaTO LAJIO HE MOKA3Ba HAKAKBO KJIMHHYHO 3HA4MMO HeOaaronpHATHO NOBIKABAHE

rnpu nedenue ¢ Diovan B npogb/pKaHHe Ha €1Ha rOAUHa.

o
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I[TposeneH e c6opeH aHanH3 Ha AaHHUTE OT X060 nealaTpHYHH NAUMEHTH C XUNEPTOHHKS (Ha E' : .@ﬁﬂ-ﬁm\
6-17 rogMHu), OpUEMallld WK BajicapTaH KaTo MoHoTepanus [n=483] win komMOHHHMpaHa RN

AHTHXMIEPTEH3NBHA TEpANKs, BKTIOUBaLla BancapTad [n=77]. Ot 560-te nauueHTH 85 (15{2%)/%%.
XB3 (GFR <90 mL/min/l ,73m?, u3xoaxo ). O6mo 45 (8,0%) nauueHTy ca NpeyCTaHOBHII '
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peakuus (HJIP), karo Hali-uecTuTe ca rnaBobonne (5,4%), 3amaanocT (2,3%) U xunepkaiHeMms
(2,3%). [py naumentute ¢ XB3 nait-uecture HJIP ca xunepkanuemns (12,9%), rnasobonue (7,1%),
NOBHLIABAHE HA KPEATHHHHA B KPBbBT2 (5,9%) 1 xunoronus (4,7%). I1py naumentrre 6e3 Xb3, Haii-
yecture HJIP ca rnapobonue (5,1%) u 3amasHocT (2,7%). HJIP ca nabmoaasaHH no-4ecTo npH
nalHeHTH, IpUeMaLH BaicapTaH B KoMOHHalMe ¢ JpyrH aHTHXHACPTEH3UBHH JIEKApCTBA, OTKOJIKOTO

[pH Te3u, MPHUEMaLIy BaA/ICApTaH CaMOCTOATEIHO.

AHTHXMNIEPTEH3MBHUAT €()EKT Ha BAJICApPTaH IPH J€1a Ha Bb3pacT OT 1 10 6 roAMHH € OLICHEH B TPH
PaHAOMH3UPAHH, JBOHHO cNeny KIMHHYHM NPOY4BAHHA (BCAKO NOCNEABaHO OT NEPHO/ Ha
yIbbkaBaHe). B mspBoto npoyusane npy 90 fena Ha BB3pacT OT | 10 oA 6 roanHy, ca HabnionaBaHu
IBa CMBPTHH C/Ty4asd K M30JIMPaHy ClIy4yad Ha H3Pa3eHO MOBHUILIABAHE HA YepHOAPOOHUTE
TpaHcaMuHasi. CliyuanTte ca HabMoOAABaHH B MOIMYalMA ChC 3HAUYMMH CBHITBTCTBALLH 3a00/1ABaHNA.
I[IpuunHHO-cNENCTBEHA Bpb3Ka ¢ ynoTpebara Ha Diovan He e yctaHoBeHa. B aere nocnensauy
MpOY4YBaHHA, B KOMTO ca paHgoMu3npann 202 nena Ha BB3pacT oT 1 1o noj 6 roauHH, He ca
HaOMIONABAHO 3HAYMMH MOBHIEHUT HA uepHOAPOOHUTE TpaHCaMHWHa3H, HHTO CMBPTHH ClTy4aH NpH

NeY€HHUEC C BAICApTAH.

Ipoeenen e c6opex aHan3 Ha JaHHUTE OT 202 neaMaTpUMHH NALIMEHTH C XHIEPTOHHA (Ha Bb3pacT OT
1 no noa 6 rOAMHHK), KATO BCHYKY MAIMEHTH ¢a NpUeMalii BAICapTaH KATO MOHOTEpAIHUs 8 JBOHHO-
CEMMTE NEpUoaH (¢ M3KITIOUEHHE Ha Iutauebo nepuoaa Ha otHeMaHe). Ot Tax 186 nauMeHTH
NPOABIDKABAT Y4ACTHETO CH MM B MIPOJLIDKEHHETO Ha MPOYUYBAHETO, WK B OTBOpeHus nepuon. OT
202 naumenTy, 33 (16,3%) umat XBb3 (u3xoaHo eGFR <90 mi/min). Ilpes nsoino-3acnenenns
nepuos, ABaMa naureHTH (1%) ca npekpaTrHiM yuacTHe nopaad HexenaHo cHOHUTHE, a Npe3 OTKPHUTHA
OEepHO WK MPe3 MIEPHOAa Ha MPOJBLIDKEHNE HA MPOYYBAHETO, YeTHPHMA NalMeHTH (2,17%) ca
MpEKPaTIN yYacTHe Nopany Hexenano cxbuTre. TIpes apoitHo-3acnenenuns nepuon, 13 (7,0%) or
nauueHTHTe ca uanurany noue eaHa HJIP. Haii-uectute HJIP ca nospoiuiane n = 3 (1,6%) n anapus
n =2 (1,1%). Eaua HJIP (auapus) e nabntonapana B rpynara ¢ Xb3. B orsopenns nepuon 5,4% ot
nauuentute (10/186) ca nanuranu noue eaxa HJIP. Hali-uecrara HJIP € HamaneH anetur, koero ce
chobLuasa oT apama nauueHTH (1,1%). B nBorHo-3acneneHus NeEpUuoa U B OTBOPEHHS NEPHOR €€
chOOILABA 32 XUIIEPKATHEMHA 34 €JHH NaUHEHT BbB BCEKH nepuod. HaMa ciyyau Ha XMITOTOHUS HITH
BUEHE HA CBAT B JIBOMHO-3aC/ENEHUS NEPHOA HITH B OTBOPEHUSA NEPHO.

XunepkatHeMus ce HabmonaBa Mo-4ecTo Npu Jeua H IOHOIIHN Ha Bh3pacT OT | Ko noj 18 roauuy ¢
AoANeXawo XpoHH4Ho 616peuno 3a6onasane (Xb3). PucksT 0T xunepkanueMus Moxe aa 6bvae no-
BHCOK MPH A€Lia Ha Bb3PACT OT | A0 5 rOAHHM B CpaBHEHHE C JIELA Ha BB3PACT OT 6 a0 noA 18 roauHw.

[TpodunsT Ha He30NacHOCT, HabmoaBaH NPH KOHTPOJIHPAHH KIHHHYHH [IPOYYBaHKA [IPH BH3PaCcTHH
MaLMEHTH cllell MHOKapJeH HHGapKT /WK CbC ChPAEYHA HEAOCTATbYHOCT, Ce pa3nu4iasa OT
usa0cTHHA Npodun Ha 6e30MacHOCT NpH NALMEHTH ¢ XHNEPTOHMUA. TOBa MOXE Aa CBBP3aHO C
npuapYyxasawloTo 3a6onseane Ha nauxeHTa. HJIP, kouTo HaCTHNBAT MPH Bb3PACTHH MALMEHTH Cel
MHOKapAeH MHGAPKT WHIH NPH MALMEHTH CbC CHPAEYHA HEAOCTATEUHOCT, Ca H30POCHH NO-101Y:

- CrcTogHHe ciel MHoKapaeH HHGAPKT WunK cbpaeyHa HEROCTAThYHOCT (IPOYYBAHHA CAMO

[IpY BB3PACTHH NALHEHTH)

Hapymenssa HA KPbLBTR B AHMPHATA CHCTEMA

C "Heu3BeCTHA YecTOoTa

Tpombouuronenus

Hapymenns na HMYHHATA CHCTeMA

C HeU3BECTHA 4YeCTOTA

CBpBbXUYBCTBUTEIHOCT, BIJTIOUYHTENIHO CEPYMHA
gontecT

Hapymenns Ha MeTA00/1A3MA H XpaHEHETO

HedecTHn

XHIepKantHeMus

C Heu3BeCTHA 4eCcTOTa

[lopHiLEH CEPYMEH KAIHH, xunﬂﬂawjjf
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Hapymenns Ha YXOTO H Ja0HpHHTA

HeuyecTH

CBETOBRBPTEXK

Crpaeund HApYIIeHUA

HeuecTH CppaeuHa HEAOCTATHYHOCT
CpaoBn HApYIIECHHS
HeuectH XHUNOTOHHS, OPTOCTATHYHA XHIIOTOHHA

C Heu3BECTHA 4YeCTOTa Backynur
PecnEpaTOPHH, IPbAHA H MEARACTHHAIHH HADYIICHHA
HeuecTH Kauuinua
CroMamHo-4YpeBHA HAPYIICHHA

HeyecTH ["aneHe, aMapus

XenaTo-OHJIHAPHH HAPYIICHHSE

C HeM3BECTHA YEeCTOTa

[MosuilleHHE Ha NMOKA3aTENUTE 33 YepHOApoOHa
¢yHKLUS

HapymeHHs HA KOXKATA H NOAKOXKHATA THKAH

HeuectH

AHruoeaem

C »eM3BeCTHa 4ecTOTa

Byno3eHn aepmartur, o6pus, Chpbex

H&EyIIIEIIHII HA MYCKYJ/IHO-CKECJIECTHATA CHCTEMA H CHCIHHHTC/IHATA THKAH

C HeH3BECTHA 4YeCTOTA

Muanrus

Hapymenns #a 6n0pennTe H THKOYHHTE NHTHINA

YecTH

bbu6peuHa HEAOCTATEHHOCT H YBPEKIRHE

HeuectH

Octpa 60peuHa HeAOCTaTHYHOCT, NOBHINABAHE HA
CEpPYMHHS KPEaTHHHH

C HeusBecTHA YecToTa

[loBMieHHE Ha YpedaTa B KPBBT2

O6miH HapyIeHHd B eQeKTH Ha MACTOTO HA NPH/IOKEHHE

HeuecTH

ACTEHNA, YMOpa

CoofluaBaHe HA NOAO3UPAHH HEXETAHH peakKLIUK
Cpo6LuaBaHeTO Ha MTOAO3UPAHU HEXENAHH PEaKLIMH CNEA paspellaBaHe 3a ynorpeda Ha IeKapCTBEHHS

npoayxT e BaxkHo. ToBa mo3Bonsiea Aa NPOALDKM HabNIONEHHETO HA CHOTHOLIECHUETO 110J133/PHCK 32
nekapcTBeHHs nNpoaykT. OT MeJHLHHCKNTE CTIEUMATIUCTH €€ M3HCKBA Aa choOLIaBaT BCAKA
MOAO3HpaAHA HEXeNaHa peakLMs upe3 HallHOHATHHSA PEryJIATOPEH OpTaH Ha ajpec:

benrapus
HM3nbnHuTENnHA areHIKA 1o IEKapCTBaTa

yi. ,,Jlamsas ['pyeB” Ne 8
1303 Codus

Ten.: +359 2 8903417
yebcalT: www.bda.bg

4.9 TIlpeno3npane

Cumnromu
[Tpeno3upanero ¢ Diovan Moxe Aa NpUYUHH H3Pa3cHA XHTIOTOHKS, KOATO MOXKE Aa JOBEAE 1O
MOHIKABAHE Ha ACHOTaTa Ha Ch3HAHHETO, UHPKYJIATOPEH KONAIC W/WIIH LLOK.

Jledenue
TepaneBTUYHNUTE MEPKHU 3aBUCAT OT BPEMETO HA NPHEM Ha NCKAPCTBOTO W BMIA M TEXECTTA Ha

- .-..‘_—_..-_“_

cuMnToMuTe. OT MEPBOCTENEHHA BAXKHOCT € CTabWIM3HPAHETO Ha UMPKYIATOPHHS CTa'ryc / "'““““\\

B ciTyuait Ha XHNOTOHHUA NMAaUMEHTHT TpaOBa Ja Ob/e MOCTAaBEH B NEFHANO NOJIOXEHUE U 61.;:36/11& ce':

npeanpyueMe 3aMecTBaHe ¢ 06eM03aMeCTBAILH Pa3TBOPH. AT
eyl
Manko BEpOATHO € BajIcapTaH na ObJe OTCTPaHEH Ype3 XeMOAHaIH3a. R L'x*x PR ;f
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5, GAPMAKOJIOT'HYHHU CBOHCTBA
5.1 <©dapmakoaRHAMHYHH CBOHCTEBA

dapMakoTepanesTHiHa rpyna: aHruoreHsHH 1l penentopun 6aokepn, camoctoaTentu, ATC kon:
CO09CAOQ03

BancapTaH ¢ NepopajiHO aKTHBEH, MotileH H cneundudeH anruotersut I (AT 11) anraronucr. Ton
neicTRa ceMeKTUBHO BhpXY AT} peLienTopHHUA NMOATHIL, KOHTO € OTTOBOPEH 3a MO3HATUTE ACHCTBHA Ha
aHuruotensuH I1. [NoBuweHuTe 1a3MeHH HUBa Ha aHruoTens3vd Il B pesynrar Ha AT pelienropHara
610Kazna ¢ BafnCapTaH MOTAaT Aa CTUMYaUpat HebnokupaHuTe AT, peuenTopu, KOETO W3IJieKaa
npoTHBoaeiicTBa Ha edekra Ha AT, peiienTopa. Bancapran He NposBsABa HHKAKBa YaCTHYHA
arOHHCTHYHA akTHBHOCT KbM AT, peuenropa u uMa 3HauuTesHo (okono 20 000 nbTH) mo-roaam
apuuuTer kbM AT) pelenTopa, OTKOJIKOTO KM ATz peuenTopa. BancapraHl He ce CBbP3Ba H He
610KKpa peLIEIITOPH Ha APYrH XOPMOHH HJIH HOHHM KaHAJIH, 33 KOUTO € H3BECTHO, Y€ Ca BAXKHH B

CbpACHHO-CHAOBATA PCryJlalini.

Bancapran He uHxubupa ACE (M3BECTEH M KaTO KMHHUHA3a [1), koiiTO NMpeBpbLUA aHTHOTEH3HH | B
aHrvoTeH3uH 11 ¥ pasrpakaa 6paaukuHuHa. Thit kaTo Hamat edekT BbpXy ACE # He 3acunsar
neiicTBUeTO HAa OpaJHKMHKMH WIH CyGCTaHUMe P, Manko BEPOATHO € AHTArOHHCTHTE Ha AHFMOTEH3HH 11
Na ca CBBbP3aHH C KallUlsHe. B KiMHU4HN NpoyuBaHHs, KbAETO BancapTaH € cpaBHeH ¢ ACE
HHXHOHMTOP, 4ECTOTATa Ha CyXa kaunuua € 3HaudTenHo (P<0,05) no-Manka npyu mauMeHTH, JeKyBaHH!
C BaJcapTaH, OTKOJIKOTO npu JiekysaHute ¢ ACE unxuburop (2,6% cpeuty 7,9% pecnekrrsHo). B
KIMHUYHM NPOYYBaHKs MPH NaLUMEHTH C AHAMHE3a 3a CyXa KallulMua 1o Bpeme Ha JieueHue ¢ ACE
uHxubuTOop, 19,5% OT NpoyvBaHUTE AKHLA, NOJY4aBalll BaacapTaH, ¥ 19,0% ot Te3u nosyyasalu
THA3UACH AMYPETHK HMAT KaULUTHLA, B cpaBHEHHE ¢ 68,3% OT NMLaTa, JIEKyBaHH € ACE nHaxuburop
(P <0,05).

XUNEepTOHUA
IIpunoxxeHueTo Ha Diovan npM nauyMeHTH ¢ XHNEPTOHUA BOAH 10 OHHWXABAaHE HAa apTCPUATTHOTO

HaJtarase 6e3 NoBAMABAaHE Ha ITyJICOBATa UeCTOTA.

I[Tpy NOBEYETO MALMEHTH CNe/l €AHOKPATEH NEpOpaNieH NPHEM HaYaIOTO Ha AHTHXHIICPTEH3UBHOTO
NeiiCTBHE HACTHIIBA € B PAMKHTE Ha 2 4aca, a HaW-HUCKH CTOMHOCTH HAa apTePHATHOTO HAJIATAHE CE
NOCTHIa B PAMKHTE Ha 4-6 Yaca. AHTHXHNEPTEH3UBHHUAT edekT NPoAb/DKaBa HajJ 24 yaca ciel
npuema. [Ipy MHOTOKPATHO NpHAAraHe peajeH aHTHXHIIEPTEH3UBEH e(eKT e HATHLE B PAMKHTE Ha
2 ceIMMIIM, 2 MAKCUMAITHHAT €(DEKT ¢ce MOCTHra B paMKHUTE Ha 4 CeAMHILIM H C€ NOAIbP)Ka B X0/J1a Ha
ABIrOCpOUHa Tepanus. 3HaYUMO JOITbJIHUTETHO NOHIKEHUE Ha apTepHaHOTO HANAraHe ¢€ NoCTHra

npyu KOMOMHALIMA C XHAPOXJIOPOTHA3HA.

BHe3anHOTO mpeycTaHOBABaHeE Ha jeyenHeTo ¢ Diovan He ce cBbp3sa ¢ rebound-xHnepToHus WiH C
[PYTH HEXENaHU KNTHHUYHH CHOUTHA.

[Ipu NaUMEHTH C XUIIEPTOHUA U auaber THI 2 ¢ MUKPOATOyMHHYPHA € OTYETEHO, He BajlCapTaH
HAMAJIABA OTAENAHETO Ha wOyMHH B ypuHata, [IpoyuBaneto MARVAL (Hamanasahe Ha
MHKpOan6yMHHypHATa ¢ Bacaptad (Micro Albuminuria Reduction with Valsartan)) ouenssa
HAMAJISBAHETO Ha OTAEAHeTO Ha anbymun B ypuHata (UAE) ¢ Bancapran (80-160 mg/nen) B
cpaBHeHUe ¢ amioaunu (5-10 mg/aex), npyu 332 naumeHTd ¢ Anabet THN 2 (CpeaHa Bb3pacT: 58
ronuuu; 265 Mpxe), ¢ MUKpoanbyMuHypus (Bancaptad: 58 pg/min; amnoaunuu: 55,4 ug/min),
HOPMAJTHO HJIH BHCOKO apTEPHAIHO HaJIAraHe M Che 3anaseHa OnOpeuna ¢ynxums (cepymeH,” N
kpeatuuuH <120 pmol/l). Cnen 24 ceamuun, UAE e Hamaneno (p<0,001) ¢ 42% (-24,2 p th“,QS% SN

Cl: —40.4 10 —19,1) ¢ BacapTan ¥ npubAM3MTENHO 3% (1,7 pg/min; 95% CI: =5,6 1o 14,,%: e ;;,3\
aMJTOMITHH, HE3aBHCHMO OT CXOZHATA CTENEH Ha MOHMKEHHE Ha APTEPUANHOTO HANATAHG ELELB?B - ‘ 2
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[Tpoyusanero Hamanseane Ha npoTeuHypusaTa ¢ Diovan (Diovan Reduction of Proteinuna) (DROP)
U3cneBa JOMbIHUTENIHO €PHKACHOCTTA Ha BasicaptaH npu peayuupane Ha UAE npu 391 naumenTH ¢
xunepronms (AH=150/88 mmHg) ¢ nnaber Tun 2, anbymuHypus (cpeana croinoct=102 pg/min; 20-
700 pg/min) H 3anazeHa GbOpeuHa pyHKUMS (cpeaeH cepymeH kpeaTHHMH=80 pmol/l). [TaunenTure
ca paHJOMM3MPaHH Ha elHa oT 3-Te no3u sancapra (160, 320 n 640 mg/neH) n nexyBanu s
npoaspkeHue Ha 30 cenmuun. Llenta Ha npoyyBaHeTO € Aa YCTaHOBHK ONTHMAaNHAaTa 1032 BAJICAPTaH
3a peayudpane Ha UAE npu nauueHTy ¢ xunepronusa v Auadet tvn 2. Cnen 30 ceamMuuy
npoueHTHata npoMsaHa B UAE e 3HaunTenHo HaMmaneHa ¢ 36% or H3XxoaHaTa CTOHHOCT C BaJICapTaH
160 mg (95% CI: 22 no 47%) n ¢ 44% c Bancaptad 320 mg (95%CI: 31 no 54%). HanpaseHo e
zakmoueHue, ue 160-320 mg BancapTaH BOAU A0 KIWHHYHO 3HAYHMMH peaykuuy Ha UAE npu
[MAUMEHTH C XUNEPTOHHA U Auader Tyn 2.

[IpeceH MuoxkapaeH MHDAPKT

[Tpoyupanero BancapTaH npn ocTbp MHOKapAeH HHdapkT (VALsartan In Acute myocardial
iNfarcTion) (VALIANT) e paHIOMH3UpaHO KOHTPOJUPEHO, MHOTOHALMOHANHO, ABOHHO-CJIANO
npoy4eaHe npu 14 703 naumMeHTH ¢ OCTbP MHOKAPAEH HHQAPKT U MPU3HALH, CHMITTOMH HIIH
paJMONIONMUHK JaHHH 3a 3aCTOHHA Chpie4Ha HEAOCTATHYHOCT W/HWIIM JaHHU 32 JIeBOKaMepHa
cucTonHa AuchyHKMA (NposBeHa KaTo ¢ppakuus Ha M3TiiackBaHe <4(% upe3 paNHOHYKJIHAHA
BeHTpHKyNorpadus win <35% upes exokapauorpahus WiH BEHTPUKY/IHA KOHTPACTHA aHrHorpadus).
[TaugeHTHTE ca paHAOMU3UPAHH CIIPAMO BAICAPTaH, KANTOMPWI WKW KOMOKHALMA OT ABaTa
NEKapCTBEHH MPOAYKTa B pamkuTe Ha 12 vaca a0 10 auM cnejl Ha4anoToO Ha CHMITOMMTE Ha
MHokapaeH HHbapKT. CpeAHUAT NEPHOA Ha NeUeHHe € IBE FOAHHH. IIbpBHYHATaA KpaHHa TOUYKa €
BPEMETO Ha HACTBIIBAHE HA CMBPT NOPaH BCAKAKBH NPUYHHH (0011 CMBPTHOCT).

Bancapras € ChLIO TOJNKOBa €(peKTHBEH, KOAKOTO KAMTONMPHI MO OTHOLUIEHHE Ha HAMAIIBAHETO Ha
o61aTa CMBPTHOCT CJlell MHOKapaeH HHdapkT. ObulaTa CMBPTHOCT € MOAOOHA B rpyINHTe C BancapTaH
(19,9%), xkanronpui {19,5%) u Bancapran + kanronpun (19,3%). KomOnHanuATa Ha BancapTaH ¢
KANTONpWI He 106aBs AOMBIHUTE/IHA NOJ3a CIPAMO JICHEHHETO caMmo ¢ kanTonpun. Hiama pasnuka
MEXK/Ly BaJICaApTaH H KaNTONpPHJI 10 OTHOIIEHHWE Ha o0mara CMbPTHOCT B 3aBUCUMOCT OT Bb3PacTTa,
noJa, pacara, H3XOIHHTE TEPANMH KK OCHOBHOTO 3aboniasaHe. Bancapran € edexTHBEH U B
yAbJDKABAHE HA BPEMETO JI0, U B PEAyLMPaHE Ha ChPAEHHO-CHA0BATA CMbPTHOCT, XOCNIMTAITM3ALIMH 110
IOBOJ Ha Chpe4Ha HEJOCTATBHHOCT, MOBTOPEH MHOKApAeH HH(PAPKT, pEaHHMUPAHO CITHUPAHE Ha
CHPLETO K HedaTaneH HHCYNT (BTOPHMHA ChCTABHA KpaiiHa TOuKa).

[TpoduasT Ha 6e30NacHOCT Ha BasicapTaH CLOTBETCTBA HA KIIMHUYHOTO NPOTHYAHE MPH NALHEHTHTE,
NeKyBaHH clie] npekapaH MHokapaeH urdapkr. [lo oTHomicHHe Ha 6xOpeuHaTa pyHKUMA €
HaGM01aBaHo YABOABAHE HA CEPYMHHS KPEaTHHUH Npu 4,2% OT NauMeHTHTE, IEKYBaHH C BaJICapTaH,
4,8% OT MauMeHTHTE, ICKYBAHH C BaJICapTaH + KanTonpHil, H 3,4% OT MaUMEHTHTE, TCKYBaHH C
kanronpu1, [lpekrcBaHe nopaan pa3nu4Hy BHAoBe OnOpeuHa aAuchyHKLMA HACTBNRAT NMPH 1,1% OT
nallieHTHTE, TEKYBaHHU ¢ BajicapTaH, 1,3% nauMeHTuTe, TEKyBakH ¢ Bancaprad + kanronpun, u 0,8%
OT MALMEHTHTE, IeKYBaHH ¢ kanronpwui. Ouenka Ha 6b0peuHara pyHKuMs Tpabea 12 Oble BKIIOYEHA
B 001LIATA OLIEHKA Ha NALUEHTUTE, NpeKapani MUOKapAEH HHApPKT.

HsiMa pasnuKa B CMBPTHOCT [0 BCAKAKBA NPHYKHA, ChPAEHHO-CHI0BATA CMBPTHOCT M 3aD0NIAEMOCT,
KOraTo ce nmpuaarar Oeta-0J10KepH €AHOBPEMEHHO ¢ KOMOMHALMATa BajicCapTaH + KaNTOMPHIL, CaMo
BasicapTaH WK camo kanronpui. He3aBHCHMO OT JIEYEHHETO CMBbPTHOCTTA € M0-HHCKA B rpynara Ha
NallHeHTHTE eKyBaHH ¢ 6eTa-6nokep, KOeTO nNoKa3ra, e N03HaTaTa Non3a oT 6era-onokepure MpH
Ta3¥ MOMyJAatig C¢ MOTRbP)KAABa B TOBA MPOYUBaHE,

CobpaetHa HeAOCTAThYHOCT
Val-HeFT e pauaoMH3UpaHo, KOHTPOIHPAHO, MHOMOHALIHOHAJIHO KJIMHUYHO NpOyYBaHe Ha / S0TAT

BAJICAPTAH, CPaBHEH C ILtaue6o BupXy 3aboneBaeMocTTa H CMBpPTHOCTTA 11pH 5 010 nauueuﬁg 1
cbpaeuHa HegoctarbaHocT ¢ NYHA knac 1T (62%), 111 (36%) u 1V (2%), noay4asaius 061{36?:2(_
Tepanus ¢ nesokamepHa ®H <40% u neBokamMepeH BBETPELIEH THACTONEH NHAMETBD (LVIb@){' g:i o

>2.9 em/m2. OcuosHaTa Tepanus sxmousa ACE unxuburopu (93%), auypetuum (86%), aurok '
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(67%) u 6eta-6nokepu (36%). CpeqHaTa NPOILIDKHTENHOCT HA MPOCIEAABAHETO € NPHOIUIHTENHO
nBe roguuy. Cpennata aHeBHa Ao3a Ha Diovan BsB Val-HeFT ¢ 254 mg. [lpoyusaHeTo nma nse
MbPBHUYHH KpaliHH TOUKH: o01ia CMBPTHOCT (BpEME 10 HACTbIIBAHE Ha CMbPTTa) ChCTaBHA CMBPTHOCT
1 3a60/1eBacMOCT OT Chp/JeYHa HEAOCTATHLUHOCT (BpeMe 10 TbPBOTO 60NECTHO CHOHTHE) AePUHMpaHH
KaTO CMBLPT, BHE3AMHA CMBPT € peaHUMalus, XOCMUTAIH3alMs 110 NMOBOA HAa Chp/ieYHa
HEJOCTaTLUYHOCT WM MPUIOKEHHE HA BEHOZHH HHOTPOMHH WIH Ba30/IHIATATOPHH CPECTBA 32 YETHPH
WM noseye uaca 6e3 XoCIUTanu3alHs.

CMBPTHOCTTA IO BCHYKH NIPUYHHM € nofobHa B rpynure (p=NS) ¢ pancapran (19,7%) u nnaueto
(19,4%). [TbpeuuHarTa nonsa e 27,5% (95% CI. 17 no 37%) HamansBaHe Ha p1CKa 3a BPEMETO [0
IbpBATa XOCTIMTAIIM3ALMS 110 MOBOX HA ChPAEYHA HEAOCTATBYHOCT (13,9% cnpamo 18,5%).
PezynTaTh, H3rI€XAaluy B NoN3a Ha mnauebo (cheTaBHaTa CMBbPTHOCT U 3aboneBaemoctra € 21,9% ¢
nnatebo cnpamo 25,4% B rpynara ¢ BajicaptaH), ca Ha01101aBaHH NPH NALUEHTHTE, [TPUEMAILY
rpoiina koMOnHauus ot ACE nhxubutop, bera-610Kkep W BancapTaH.

B noarpynara Ha nauueHTHTE, KOMTO He npueMat ACE unxuburop (n=366), nonsute no oTHOILEHNE
Ha 3ab0j1eBaeMOCTTa ¢a Hal-roneMH. B Ta3u noarpyna CMbPTHOCTTA MO BCHYKH NPHYUHH €
IHAYMTETHO HAMAIEHA C BAficapTaH, B cpapHeHue ¢ maauebo ¢ 33% (95% Cl: —6% a0 58%) (17,3%
pancapran cripamo 27,1% nnanebo) M cbcTaBHATa CMBPTHOCT M PHCKA 32 3aD0/1eBaeMOCT ca
3HAYMUTEHO HamaneHH ¢ 44% (24,9% sancapraH cnpamo 42,5% nnauebo).

[Tpu nauuenTy, xouro npueMat ACE unxuburop 6e3 beta-0/oKep, CMBPTHOCTTA MO BCHUKH NPHYHHU
e nogo6ua (p=NS) B rpynure ¢ pancapra (21,8%) v nnauebo (22,5%). CbcTaBHaTa CMBPTHOCT M
PHUCKBT 3a 3a6011€BaeMOCT ca 3Ha4nTeIHO HamalieHH ¢ 18,3% (95% CI: 8% to 28%) ¢ Basnicapras B
cpasHenue ¢ ruanebo (31,0% copamo 36,3%).

B o6uiara nonmynauus Ha Val-HeFT nonynauusara, nauyeHTure, 1eKyBaHH C BaJiCapTaH, NOKa3BaT B
cpaBHEHHE ¢ Tuiauebo sHauMMo noaobpeHne Ha knaca no NYHA, npu3HauvTe 1 CHMIITOMHUTE Ha
Chp/ACUHA HEJOCTAaTHYHOCT BKIIOYUTENHO JUCTIHEA, YMOPa, OTOUM W Xpunoee. [1aunenture,
npyeMallii BajcapTaH HMAT No-J06po KauecTBO HA 5KMBOT B CPaBHEHHE C MpHEMalnyTe muanebo,
KOETO Ce JIeMOHCTpUpa upes ckanara Ha Minnesota Living with Heart Failure Quality of Lite ot
H3XOAHOTO HUBO JIO KpaiiHaTa To4yka Ha npoy4BaHero. [IpmM nanmenTuTe, NeKyBaHH ¢ BaiCapTaH
3HAYMMO CE€ NMOBHILABA (PpaKiMaATa Ha U3TNACKBAHE M 3HAUUMO ce noHkasa LVIDD ot uzxoaHoto
HUBO JI0 KpaliHaTa TOYKa MO BpeMe Ha POY4BaHETO B CpaBHEHHE ¢ nuauebo.

Hpyry: ABoiHa O10Kaka HA PEHUH-AHIHOTEH3UH-AINOCTEPOHOBATA CUCTEMA (PAAC)
IBe ronemu paHJoMH3MpaHi KoHTponupanu npoy4sanua — ONTARGET (ONgoing Telmisartan

Alone and in combination with Ramipril Global Endpoint Trial - Texyio rnobanso usanursaHe 3a
KpaifHH TOUKH Ha TEIMMCAPTAaH, CAMOCTOATENHO U B KoMOHHauus ¢ pamunpun) u VA NEPHRON-D
(KAMHHYHO MPOYYBaHE CBbP3AHO C pasBUTHE HAa HedponaTus npu AMadeT, NpoBeaeHO OT
MUHHCTEPCTBO N0 BLIIPOCHTE HAa BETEPAHUTE) — NpOy4BaT ynorpebara Ha komOnMHaumsaTa ot ACE
HHXHOUTOP M aHrmoTensuH ll-peuentopen Hokep.

ONTARGET e npoyuraHe, NpoOBEIEHO NPH NALUEHTH ¢ aHAMHE3a 3a CbpACYHO-CHAOBA WIH
MO3BYHOCHAOBA 00ECT, WIH 3axapeH AydabeT TN 2, NPUIPYIKEHH C AaHHM 3a YBPEXKAAHE Ha
edexropun oprann. VA NEPHRON-D e npoyusaHne rpH NnaiudeHTH CbC 3axapeH quabet T 2 v
naberHa Hedponarus. Te3u npoyuBaHUs He MOKA3BAT 3HAUHM GNArONpPHATEH €QEKT BLPXY
6LOpeUnHuTe U/UWIH CHPACHHO-CBAOBUTE TI0CIEAHUM H CMBPTHOCT, KaTO ChilICBPEMEHHO Ca
HaGJII0JaBaHH MOBUUIEH PHCK OT XHIIEPKATMEMHA, OCTPO YBpPEXIaHe HA OBLOPELHTE H/ UMK XHIIOTOHHA
B cpaBHEHHUE ¢ MOHOTepanuaTa.KaTo ce uMaT npeasua CXoaHUTE UM dapMakOAHHAMHYHH CBOHCTEA,
TE3M PE3YJITaTH ca Npuoxknumu 1 3a apyru ACE HXuOWTOpH U aHTHOTEH3KH [1-pelenTopHH
6ia0kepu. ACE nuxubutopy 1 aHruoteHsud ll-peuenTophu 6i0Kepy Cie10BaTENHO HE TPA abgai%

M3NON3BAT eAHOBPEMEHHO NIPH MaLMEHTH ¢ auabeTHa HedponaTu. N /-’ o
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npeHa3HAYEHO A2 M3C/IE/BA N1013aTa OT N06ABAHETO Ha aANMCKKMPEH KbM CTaHAapTHA Tepanus ¢ ACE
HHXHOUTOP WIH aHrHOTeH3KH [1-peuenTopeH 610kep NpY NALMEHTH CbC 3axapeH JHa0eT THI 2 M
XxpoHH4HO 6BOpeuHo 3abo/isBaHe, ChPASHHO-CHAOBO 3abonsaBaHe WK 1 aBeTe. IIpoy4BaHeTo ¢
[IPEKPATEHO NPEXASBPEMEHHO NOPa/ X MOBUILEH PHCK OT HebnaronpusTHy nocnearuy. Kakro
ChPAEUHO-CHA0BATA CMBPT, TAKA H HHCYNTBT Ca NO-4€CTH B IPynaTa Ha allHCKUPEH, OTKOJIKOTO B
rpynara Ha mane6o, a NpeACTaBiABALIMTE HHTEPEC HEXENAHU CHOMTHS U CEPHO3HU HEXENaHH
CHOUTHS (XHTIEPKATHEMHsl, XMNIOTOHHA ¥ 61:0peqHa AMCYHKIMA) ce ChOOLIABAT [10-4YECTO B rpynaTa
Ha aJIMCKMPEH, OTKOJIKOTO B rpynaTa Ha nauebo,

IHeouampuuna nonyrayus

XUNEPTOHUS

AHTHXMNEPTEH3UBHUAT €(EKT HA BancapTaH € OLECHEH B XO/1a Ha YETHPH PaHAOMHM3HPaHH, ABOHHO-
CJIenHd KIMHUYHM NPOYYBaHUS MpH 561 neauaTpHusH NaUMEHTH HA BB3PACT OT 6 10 noA 18 roanHu U
165 neauaTpHUHY NalMEHTH Ha BB3pacT oT | ao 6 roauud. Hapyuwienns Ha 6p0peunTe 0 NUKOYHHTE
BTHILA H 3aTIBCTABAHE Ca HAl-4EeCTHTE NOAAEKAIM MEJULHHCKH CBCTOSHHA, KOWTO AONPHHACAT 3a
Pa3sBUTHETO HA XMNEPTOHUA MPH AeLaTa, BKIIOHYEHH B IPOYYBAHHUATA.

Knunuuen onum npu 0eya Ha way HAo 6 200uwna 6b3pacm

B e1HO KJIMHUYHO MPOYYBaHE, BKIOYBAIO 261 XHNepTeH3HBHU NALMEHTH Ha BB3PACT OT 6 10

16 roauiy, maumMeHTHTe ¢ Terno <35 kg nonyuasar 10, 40 nnun 80 mg BancapTaH THEBHO NOA
dhopMmaTa Ha TabnETKH {HHCKA, CPEAHA H BUCOKA J1033), a NAUMeHTUTe ¢ Tero >35 kg nonyvasar 20,
80 uau 160 mg Bancapran quesHo noj ¢popmara Ha TabneTku (HUCKa, cpeaHa U BUCOKa X03a). B kpas
Ha BTOpaTa CeMMLIA BaicapTaH BOJHX 1O JO303aBHCUMO MOHMKEHHE KaKTO HAa CHCTOJIHOTO, Taka H Ha
JAMACTONIHOTO HajaraHe. TpUTe 034 BaicapTaH (HUCKA, CPETHA M BUCOKA) 3HAYHUMO NOHWKABAT
CUCTOJIHOTO HanAraHe ¢bTBETHO ¢ 8, 10 1 12 mm Hg cnpamo nsxoauurte croiiHocTH. [lalueHTure ca
PaHAOMM3HPaHH Jia MPOABIDKAT Ja IPUEMAT ChLIMTE NO3H BAJICApTaH My Aa NPeMHHAT Ha muiaile6o.
[1pu nauueHTHTE, KOUTO NPOLBL/DKABAT A PUEMAT CpeliHa M BUCOKA 1032 BaJICApTaH CHCTOJIHOTO
HansaraHe e cpeJHo ¢ 4 1 7 mm Hg no-HHCKO OTKONIKOTO NpH MALMEHTUTe Ha jieueHue ¢ ruiauebo. Ilpu
NalUEeHTUTE, MPUEMALLIH HUCKA 1032 BalicapTaH CHCTOJIHOTO HaJiAraHe e NogoOHO Ha ToBa NpH
MALMENTUTE Ha Neuenue ¢ nnauebo. J0303aBHCHMHUAT AHTUXWUNIEPTEH3HBEH e(EKT HA BAJICAPTAH €
HaJIMLIE TIPH BCHUYKH aeMorpadcku cyorpynm.

B1s BTOPO KAMHUYHO NpOy4BaHe, BKIOUBaLo 300 neanaTpuyHi NalMeHTH C XMNEPTOHHS HA Bh3pacT
orT 6 10 nox 18 roayHu onpeaeneHH NalMeHTH ca paHAOMH3MPaHH 1a NPUEMAT BaJlCapTaH WIH
eHATanpwI B npoAbikenue Ha 12 ceamuun. Jleuara ¢ terno 218 kg u <35 kg npuemar 80 mg
Bascaptad MM 10 mg enananpun; Tesn ¢ Terno =35 kg u <80 kg mpuemat 160 mg pasncapTan ni

20 mg enananpui; a Tesu ¢ terno >80 kg npuemar 320 mg ancapraH uix 40 mg cHananpuiL.
[ToHMKEHHETO Ha CUCTONHOTO HANAraHe € CPaBHUMO MEXAY NalHEHTHTE NpUeMallly BaJiCapTaH

(15 mm Hg) 1 esananpun (14 mm Hg) (p-cTofHOCT 3a He no-maika edrkacHocT <0,0001). [ToaoGHu
pe3yJITaTH ce HabMoAasatT M 3a AMACTOTHOTO ApTepHATHO HAJIATAHE, NOHIDKCHHE C 9, I mmHguc

8,5 mm Hg choTBETHO C BaACapTaH K ¢ eHaanpui.

B TpeTo OTKpUTO KIIMHMYHO NPOy4BaHe, BKIOYBAILO 150 neqnaTpuyHH NaUMEHTH C XUMEPTOHUS Ha
BB3PACT OT 6 10 17 roavHu, NOAXOAAIUTE NaLyeHTH (CHeTonHo AH 295™ nepcenTun cnopen
BB3pacTTa, NoJia H BHCOYHHATA) IPHEMAT BaJcapTaH B NPOAB/DKeHYE Ha 18 Mecena, 3a 1a e OUCHH
6e3onacHoCTTa ¥ moHocumocTTa. OT 150-Te nauMeHTH, y4acTBalUM B NPOYyH4BaHETO, 41 NalKeHTH
MOy4aBaT H APyra aHTUXMIIEPTEH3WBHA Tepanusi. HavanHuTe H NOAABPKALIMTE NO3H Ca ONPEeNCHU
BL3 OCHOBA Ha TEJIECHOTO Tersio Ha naupeHTute. [launenture, reskamu >18 no <35 kg, 235 no <
80 kg 1 > 80 no < 160 kg nonyuasar 40 mg, 80 mg u 160 mg 1 RO3KTE CE THTPHUPAT CHOTBETHC 0.~ j_"“\
80 mg, 160 mg 1 320 mg cnen eaxa ceamuua. [lonosuHata ot BKMOUEHHTE naumentH (50,0%, B=75) — ' - "%
umar XB3, kato 29,3% (44) ot naunenrute umat XBb3 Craauii 2 (GFR 60 — 89 mL/min/] ,13.@*? wm N
Cranamii 3 (GFR 30-59 mL/min/1,73m?). CpeaHOTO NMOHHWKEHHE B CHCTOIHOTO apTepHaNHg Hppsgdate . A
14,9 mmHg npu Bcuuky naumenTs (u3xoaHo 133,5 mmHg), 18,4 mmHg npu naumMeHTuTd XB3% o .0 | 3
(uaxopso 131,9 mmHg) v 11,5 mmHg npu nauuenTnre 6e3 Xb3 (M3xoaHo 135,1 mmHg)\-\IT& éum Tﬂﬁ K
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HA MaLHEHTHTe, MOCTHTHANIK LAIOCTEH KOHTpon BepXy AH (cuctonHo u gnactonHo AH <95
nepceHTHA) € NeKo No-Bucok B rpynata ¢ Xb3 (79,5%) B cpaBHenue ¢ rpynara 6e3 Xb3 (72,2%).

Knunuuen onum npu oeya nod 6-200utuna 8v3pacm
[TpoBelieHyM ca TPH KIMHUYHH NPOY4BaHUA NpH 291 nauMeHTH Ha BB3pacT o1 1 10 6 roauHu. B
MPOY4YBaHUATA HE Ca BKJIKOMEHH Jela noa 1 roauHa.

B nbpBoTO npoy4Bale ¢ 90 nauMeHTH He € JEMOHCTPHPAH I0303aBHCHM KJIHHHYCH OTTOBOP.,. BbB
BTOPOTO NMPOYHBaHe CbC 75 NauMEeHTH, MO-BUCOKUTE A03W Ha BAICAPTaH Ca CBBP3aHH C MO-TONAMO
MOHI)KEHHE Ha apTePHaIHOTO HaIATraHe.

TpeToTto npoyuBaHe € 6-ceAMHUBO PaHIOMH3HUPAHO ABOHHO-CAINO NPOYHBaHE 32 OLEHKA Ha A030BUS
OTroBOp Ha BajIcapTaH npu 126 neua Ha BL3pacT OT 1 10 5 FOAMHU C XMMIEPTOHKS, ChC WK Oe3 Xb3,
pangomusupan Ha 0,25 mg/kg unn 4 mg/kg Tenecto terno. Ilpu nocTHrakde Ha KpaHHara uen,
HaMAalleHHETO Ha CPEIHOTO CHCTONTHO KpbBHO HaasraHe (MSBP)/cpeaHoTo A1HacToHO KpBhBHO
nanarane (MDBP) npu sancapran 4,0 mg/kg B cpaBnenue ¢ pancaprad 0,25 mg/kg e 8,5/6,8 mmHg,
choTBeTHO 4,1/0,3 mmHg; (P = 0,0157/p <0,0001). [To noaoben Haunn noarpynara Ha Xb3 nokasa
cbino Hamaneune Ha MSBP/MDBP nipu Bancaprau 4,0 mg/kg B cpaBHenue ¢ Bancaprad 0,25 mg/kg
(9,2/6,5 mmHg cpewy 1,2/ +1,3 mmHg).

ErponelickaTta areHLUus M0 JIeKapcTBaTa ocB0oO0XK/1aBa OT 3aAB/DKEHHETO 32 NPEAOCTaBisHE Ha
pe3yJITaTUTE OT NpoyuBaHuaTa ¢ Diovan BbB BCHUKH NMOATPYIH HA NIEANATPUUHATA NOMYNALHS ChC
ChpJEHHA HEAOCTATHUHOCT M ChPAEYHA HEIOCTAThYHOCT CJie]l NPECeH MHOKApAeH HHOAPKT. BinkTe
Touka 4.2 3a HHbOpMaLKMA OTHOCHO NEAHATPUYHATA ynoTpeoda.

5.2 ®apMaKOKHHETHYHH CBOHCTBA

Abcopbyusn:

Cnen NepopaHO NPWIOKEHUE CAMO Ha BANCAPTaH MTMKOBHTE M1a3MEHH KOHLCHTPALMH Ha BalICapTaH
ce nocTurar 3a 2—4 vaca npu tabnetkure U 1-2 vaca npu nepopaiHua pa3teop. CpeaHara abcontoTHa
oHoHANMMYHOCT € 23% u 39% cHOTBeTHO NpH TabNETKUTE K Nepopantus pa3teop. CHCTeMHATA
eKCITO3HLIHS ¥ ITHKOBATA 1Na3MeHa KOHLIEHTpallMA Ha BajicapTaH € okono 1,7 nbTd 1 2,2 nbTH no-

rojisMa NpH pasTeopa, B CpaBHEHHUE ¢ TabNETKHUTE.

XpaHaTa HamMaisaBa ekcno3uunaTa (u3mepena ¢ AUC) Ha Bancaptan ¢ oko:0 40%, a nukoBara
nnazMena kKoHUeHTpaLus (Cnax) ¢ okono 50%, BeNpeky Ye OKO:10 8 Yaca ciiel NpHeMa IUIa3MCHHTE
KOHLICHTPALIMK HA BaJicapTaH ca nofoOHM B IPYNMTE Ha NIPUEM Clle HaxpaHBaHe M Ha FiaaHo. Topa
noHwxkenre Ha AUC obaude He ce Npuapyxasa oT KAIMHAYHO 3HAYHMO HAMANIABAHE HA TCPaNCBTHYHHA
edeKT, MOPaLM KOETO BAJICAPTAH MOXKeE J1a CE 1apa CbhC M De3 XpaHa.

Pasznpedenenue.

O6eMbT Ha pa3npee/ieHUe Ha BAICAPTaH NPH PABHOBECHO CHCTOSHHUE ClE] HHTPaBEHO3HO
[IPUIOKEHHE € 0KO0JI0 |7 NHMTpa, KOETO M0Ka3Ba, Ye BAICapTaH He Ce pa3Npencsis CKCTCH3HBHO B
TbKaHuTe. Bancaprau e B ronsMa creneH CBbp3aH ChC CEPYMHHUTE NPOTEHHH (94-97%), npeIuMHO

ChC CEPYMHHKA anOyMHH.

Buompancgopmayua.
BancapraH He ce 6HOTpaHCHOpMEpa B roisMa cTenet, Thil KaTo camo okono 20% or go3ara ce

OTKPHBA KaTO MeTa0oMuTH. B ra3mara € ycTaHOBEH XHAPOKCUMETabO0HT B HUCKHM KOHLICHTPalHK
(no-manko ot 10% or AUC Ha BancapraH). To3u merabonur € hapMakoNOruiHO HeaKTHBEH.

Enumunupane: f"
BancapraH noka3ssa MyJITHEKCIOHEHILHA/IHA KMHETHKA Ha pa3naj (t2o<1yacutsp 01{0;1

BajcapTaH ce eNMMHHHPa MpeAUMHO 4pe3 GrrapHa ekckpeura ¢ pexkamuute (oxono 83% ﬂ:ﬂ nwﬁ}
1 ot 6nOpenuTe upes ypuHarta (okono 13% ot no3ara), rI1aBHO KaTO HEMPOMEHEHO NeKapcTBg. C’iw:lx 5 ':,1. }f-_,
HHTPABEHO3HO MPWIOKEHHE MIIA3MEHHAT KIMPBHC Ha BAJICAPTaH € OKONO 2 |/yac 1 HEroBUAT *. i o




6b6peueH KnupbHe € 0,62 1/uac (okono 30% ot 0buua kaupbHCe). [lonyXHBOTLT Ha BaicapTaH €
6 vaca.

[Tpu nallMEeHTH Che ChpAeYHA HEAOCTATHYHOCT:
CpeaHOTO BpeMe 32 JOCTHIaHE Ha NMHKOBH KOHLEHTPALMK U BPEMETO Ha NONYXHUBOT HA BaicapTaH

NIPH NALHEHTH CbC ChPAEYHA HEAOCTATLYHOCT Ca NOAOOHH Ha Te3H, HaboaBaHK NPW 3ApaBH
no6posoanu. AUC H Crax CTOHHOCTHTE Ha BICAPTaH €a MOYTH NPONOPLHOHANHU ¢ MOBHIIABAHE Ha
1103aTa HAl KJIHHUYHHUA 10308 HHTepBan (40 no 160 mg aa nbTH AHEBHO). CpeJHUAT (HaKTOp Ha
gatpynsate € okono 1,7, [IpMBHAHMAT KIIMPBHC Ha BajiCApTaH ClIEA [IEPOPATHO NPHUIIOKEHHE €
npubausurenHo 4,5 [/yac. BuapacTra He 3acdara NpUBHAHMA KJIHPBHC NPH NaLMEHTH CbC ChPACUYHA
HEI0CTATBYHOCT.

Cneyuannu epynu nayuesmu

Xopa B cTap4ecka Bb3pacT
[TpH HAKOW NMAUMEHTH B CTAPYECKA Bb3PacT ¢ HabNioAaBaHO MAJIKO M10-BHCOKO OOLIO pasnpe/eNeHHe

Ha BAJICAPTAH B CPaBHEHWE C MiIauTe NauneHTH. Tosa obaye HiMa Aoka3aHa KIWHWYHA 3HAYHMOCT.

HapyiueHa 6b0peuHa QyHKUMA
KakTo ce ouaxBa 3a BellecTBO, YMITO ObOpeUeH KIHPHHC € OTToBOpeH camo 3a 30% ot obiuyis

[U1a3MeH KJIHPBHC, HE € OTUETEHa Kopenauus Mexay Op0peunara ¢pyrkima U 00WOTO pasnpeaenesie
Ha panicapraH. ITopajy Ta3u NpHYMHA HE Ce Halara KOPHTHPpaHe Ha J03aTa NPH NaLMEHTH ¢ OBOpeuHo
yBpexaaHe (KpeaTHHHHOB KnupbHe > 10 mL/min). Jlunceat nanHu 3a 6e3onacHa ynorpeda npx
MAUHEHTHTE C KPEaTHHHHOB KIHPBHC < 10 mL/min) u npy NpoBeXAALMTE RHANIW3A, NOPAJH KOETO
panicapTaH TpAGBa jla ce ynoTpebsBsa ¢ MOBHIUEHO BHUMAHHE NPH TE3U NALMEHTH (BXK. TOUKH 4.2 1
4.4).

BancaptaH ce CBbP3Ba C IUIA3MEHHTE MPOTEHHH BhB BUCOKA CTENEH M HAMA BEPOATHOCT Aa Obae
OTCTPAaHEH 4pe3 Auanu3a.

UepHoapoOHO yBpekIaHe

Mpubausurendo 70% ot abcopbupaHata n03a ce ENMMHHHPA B AITbUYKATa, M1aBHO B HEMPOMEHCHA
dopma. Yasossane Ha excnosuuiaTa (AUC) e HaGmoaaBaHa NpH NALKHEHTH C JIEKO 10 yMepeHo
yepHOAPOOHO YBpEXIaHe, B CpaBHEHHE Cbe 3/paBu xopa. He e nabmonaBaHa obaue kopeaLus
MEXY [U1a3MeHaTa KOHLEHTPALMsA Ha BajcapTaH W CTeneHTa Ha 4yepHoapoOHa aucynkumsa. Diovan
He e MPOy4eH NPH NalKEHTH C TeXKa YepHoApobHa IMCyHKLHS (BXK. ToUkH 4.2, 4.3 u 4.4).

ITeouampuuna nonyaayus

B exHo npoyusase ¢ 26 neauaTpuyHH NalHEHTH C XMNEPTOHHUS (Ha Bh3pacT ot 1 o 16 roauny) npu
eIHOKPAaTHO MpHIaraHe Ha BajcapraH noj ¢opmara Ha cycneHsus (cpeaso: 0,9 1o 2 m g/kg,
mMakcuManHa 103a 80 mg) KIHpbHCHT (TUTpH/Yac/Kg) Ha BancapTaH € CpaBHUM MEXKAY OTACTHUTE
BH3pacTH OT | 10 16 roauHu 1 noaobeH Ha TO3H NPH BB3PAaCTHH MALMEHTH, MPHEMAILIK ChLUIHTE R03H
(ewxte HHbopMauKaTa 3a Abcopbums B pasnen 5.2).

Hapymrena 6u6peuHa QyHKILHA

Vnorpebara npy neJMaTpUUHK NALHEHTH ¢ KPEATHHMHOB KIKMpPBHC <30 ml/min U NeAHaTPHYHH
NaLKEHTH, NOAIOKEHH Ha XEMOJIHaliM3a, HE € MPoy4eHa ¥ Nopajy Ta3u NpUHHHA HE Ce NpenopbiBa
OpWIaraHeTo Ha BaJICAPTaH MPH TaKMBa NauMeHTH. He ce H3UCKBA KOpMIrupaHe Ha 103aTa Nnpy
MeAMATPHYHH NALHEHTH ¢ KPEATHHUHOB KIHPBHC >30 ml/min. brbpeunara QpyHKUMS W HHBATA HA
cepyMHHs kanuii TpaOsa fa 6bAAT BHUMATENHO NpocaeAdBatH (BX. Touku 4.2 u 4.4).

5.3 IlpenxnuBnYHH JaHHH 3a 6e30maCHOCT /.\’—E;“\
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[pu napXx0BE TOKCHYHYU A03H 3a MaiikaTa (600 mg/kg/neH) npunaraHu nNo BpeMe Ha MoCJICAHUTE IHH
oT GpeMEHHOCTTA U NIEPHOAA Ha JIaKTauMs ¢a JOBENH A0 NO-HUCKaA CTENEH Ha NPEXHBACMOCT, [10-
cnabo HaamaBaHe Ha Terio U 3a0apeHo pa3sBUTHE (OTAC/AAHE HA YIIHATa MHZA U OTBAPAHC Ha CYXOBHA
KaHaJl) Ha IOTOMCTBOTO (BX. Touka 4.6). Te3u no3n npu mrbxose (600 mg/kg/neH) l'lpe,[l,CTElBJIHBaT
npubnuzuresHo 18 mbTH MakCHMAaIHaTa NpenopbYBaHa 103a NPH Xopa Ha ba3aTa Ha mg/m?
(M3UMCIIEHMATA CE OTHACAT 3a nepopanHa 1o3a 320 mg/neH n nauweHT ¢ Terao 60 kg).

[Ipy npeAKIMHHYHK NPOyYBaHHs 3a 6€30MacHOCT BUCOKH 031 Bancaptad (200 oo 600 mg/kg
TEeJIECHO TErJi0) MPEAU3BUKBAT MPH IUITbXOBE HAMAIABAHE HA NApaMETPHUTE HAa YCPBCHUTE KPbBHH
KJTeTKU (epHTPOLIUTH, XEMOT/100MH, XEMaTOKPHT) H NPHUHHABAT NpoMeHH B ObOpeunata
xeMOJHHAMHKa {1eKO NOBHILABAHE Ha fa3MeHarta yped, 6p0peuna TyOynHa XHnepnnasusa v
Gasodumua npn mexkute). Teau nozu npu masxose (200 Ao 600 mg/kg/nen) npeacrapnssar
npubnu3uTenHo 6 u 18 MbTH MakcHMaHaTa NpenopbYBaHa 03a NPH Xopa Ha Oasara Ha mg/m*
(M3YMCIIEHHWATA Ce OTHACAT 3a nepopasna no3a 320 mg/aeH v naumeHt ¢ Terno 60 kg).

[lpu MapMO3€ETKH ciiell MPHIOXKEHHE Ha NOKOOHM 1031 HMa MMOAO0OHH, HO MO-TEKKH NMPOMEHH,
ocobeHo B 6BOpeLTE, KbAETO NMPOMEHHTE Ce Pa3BHBAT 10 HEponaTHs, BKIIOUBALLA MOBHIIEHH ypes
4 KPEaTHHUH.

Habnromaea ce cumo xuneprpodus Ha 6nOpeHHUTE IOKCTArMOMEPYIHHM KNETKH H IIPH ABaTa BHAA.
CuuTa ce, e BCHYKH NIPOMEHH Ce b/DKAT Ha (hapMaKOJIOrHYHOTO ACHCTBHE Ha BAJICApTaH, KOCTO
BOJM JO NPOABIDKHTENHA XUMOTOHUA 0co6€eHO Nnpu MapMoseTure. Marnexaa, ue TepanesTh4HaTa 103a
Ha BAJICAPTAH NIPHU XOPa HE € CBbP3aHa C XHNepTpoPHs Ha ObOPEYHNTE HOKCTArIOMEPYJTHH KIIETKH.

Ileduampuuna nonyaayus
E>xeqHEBHOTO NEPOPAIHO MPHICKEHHE Ha BaJCapTaH NPU HOBOPOJAEHW/ MNIaau mrsXxose (0T 7-MH 10

70-ti mocTHaTaneH aeH) B go3u | mg/kg/nex (okono 10-35% ot makcHManHaTa npenopbh4YBaHa
neanaTpruna A03a 4 mg/kg/nen Ha 6a3a cucTeMHa EKCNO3UINA) NPEAM3BUKBA TpakHO, HEOOPaTHMO
6x6peuno yspexaaHe. CnoMeHaTHTE NOCIIEAHIM NPEeICTABIABAT OYaKBaH arpaBHpaH
thapMakonoruueH ePeKkT Ha MHXMONUTOPHTE Ha AHTHOTEH3WH KOHBEPTUPALIMA CH3HM H aHIHOTEH3HH I
peLenTopHUTE 610KepH, KaTo NofoOHH eexTH ce HabmoaaBar, ako NILXoBeTe ¢a OHIIM MOLTOKEHHU
Ha JieueHue 1pe3 IbpBUTe 13 AHM OT *KMBOTA UM. TO3M NEPHOA CHBNAAA C 36-Ta recTalHORHA
ceZMHLIA MPH XOPa, KaTO MOHAKOra MoXke Ja Ob/ie yAb/DKEH 10 44 ceAMHLUH e KOHLENLUATA.
[l1bXOBeTE, B MPOYUBAHETO HA BAICAPTAH MPH MIIaaM XKHUBOTHH, NpHeMar BaacapraH 10 70-TH peH H
edieKTH BbpPXY pa3BUTHeTO Ha OBOperHTe (4-6 NOCTHATAIHH CEAMHLM)} HE MOTAT [a C& M3K/II0YaT.
OyHKUHOHANHOTO pa3suTHe Ha OpOpeka e mpolec, KOUTO NPH XopaTa MpOAb/KaBa H Npe3 mbpsaTa
roauHa ot xuBota. CleNoBaresiHo, MPY Aela Ha Bb3pacT <! roMHa He MOXeE Aa C€ H3KIIOUH
IUTMHAYHE 3HAUMMOCT, NOKATO TIPH TE3W NMO-TOAEMH OT | roJHHa NPEAKITHHHYHHTE JaHHHU HE [TOKa3BaT
HAKAKBM NPHTECHEHUS! OTHOCHO DE30MIaCHOCTTA.

6. @OAPMAIIEBTHUYHHU JAHHU

6.1 CnoHchbK HA IOMOLIHHMTE BEIIECTBA

CupuesyHa Ha TabneTkaTa
MMUKpOKpHUCTATHA HETYJI032

Kpocnosunon Tyn A
Konouaesn CHNUMLIMEB AHOKCHA,
Marse3uee cteapart

OunMUpaIo NOKPHUTHE
XHnpoMeno3sa

Turanoe auokcua (E171)
Maxporon 8000

Yepeen xeneseH okcun (E172) a8
Kot xeneseH okcua (E172) D
YepeH xene3ed okcun (E172)




6.2 HecbBMECTHMOCTH

HenpuaoxuMo

6.3 Cpok na rognocr

3 rooMHN

6.4 ChnenMaJHH YCJIOBHA HA ChXpPaHEHHE

Jla ce cbXpaHaBaT IpH TeMneparypa nop 30°C.
Jla ce cpXpaHsABa B OpUrHHAIIHATA ONIAKOBKA, 33 [1a ce NPEeAna3u Ot BJara.

6.5 lanHH 32 ONAKOBKATA

PVC/PVDC/Alu 6nucrepu
Pasmepn Ha onakoskure: 28, 30, 56, 90 dunmupanu tabnerku

PVC/PVDC/Alu xaneHgapuu Onucrepn
Pa3mepn Ha onakoBkuTe: 14, 28, 56, 98 punmupaHm TabneTku

He BCcHuxH BUAOBE OMAKOBKH MOraT aa ObJaT mycHaTH B npoaaxba.
6.6 CnenHaJHH nNpelina3’HH MEPKH NPH H3XBBPJAAHE

Hen3non3BaHMAT fieKapCTBEH NPOAYKT MM OTNAbUHMTE MaTepUany TpAOBa Aa ce U3XBbPIIAT B
ChOTBETCTBHE C MECTHHUTE H3UCKBAHMA.

7. MNPHTEXATEJ HA PASPEHIEHHETO 3A YIIOTPEBA
Novartis Europharm Limited

Vista Building

Elm Park, Merrion Road

Dublin 4
Hpnanaus

8. HOMEP(A) HA PASPEIIEHHUETO 3A YIIOTPEBA

20020028

9, JIATA HA ITHPBO PA3PENIABAHE/MIOAHOBSABAHE HA PASPELIEHHETO 3A
YIIOTPEBA

Jlata na mbpBo paspewasane: 08 anyapu 2002 r.
TiaTa Ha nocheaHo noaHosapaxe: 21 auyapu 2011 r.

10. JATA HA AKTYAJIMZIUPAHE HA TEKCTA

04 anpun 2025 r.




