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1. HME HA JEKAPCTBEHMUA IIPOAYKT M3ﬂbﬂHHTEﬂHA]}EHLIWH 10 NEKAPCTBATA

i 160 mg & 6 Kpamia XapaKmepuctnuxa +a npogyxma - NouAcmenus 1
wosaH 160 mg punmupanun TabraeTKH
film-coa 29000019

Diovan 160 mg ﬁlm‘coatEd tablets Kom Pﬂe. AN deried - afior 4 SO
Paspeiwicrue Ne ORI 2_]
£8 A0 L8 TR L
BG/MA/MP
2. KAYECTBEH H KOJIMYECTBEH ChCTAB | _ o ervenf e -

Beaka duamupana Tabnerka cbabpxa 160 mg sancaprau (valsartan).
3a MBLJIHUA CIIMCHK HAa NOMOLIIHUTE BellleCTBa BHKTe To4Ka 6.1,

3. JEKAPCTBEHA ©OPMA

dunmupaHa tabnerka
CuBo-oparkeBa, OBajiHa (punMMpaHa Tab/eTKa, JISKO HM3NbKHANA, ¢ JC/IMTENHA 4epTa OT eAHara
cTpaHa, Wamnosana ¢ “DX” W ot ABere cTpanM Ha JenwTenHata uepra, U “NVR” ot obparHata

cTpaHa Ha Tabnerkara.
Jlen¥TeNHATA Y€PTa € CaMO 32 YJIECHABAHE HA CUYNBAHETO C LIN NO-IECHO NOITbLIAHE, 4 He 32

pasfensdHe Ha paBHU JO3H.

4. KJIAHWYHHA JAHHH

4.1 TepaneBTRYHH NOKAIAHHA

XHNEPTOHNA
JleueHye Ha ecCeHLMAIHA XMIIEPTOHMS NPU Bb3PACTHH H XHNIEPTOHHS NMPH JI€Lia H IOHOLIN Ha Bb3pacT

ot 6 10 nox 18 roauHw.

[pecen MUOKAPAEH HHPAPKT

JleueHune Ha KWIHHMYHO CTAOMNHU BB3PACTHH MAUKEHTH CbC CUMITTOMATHYHA ChpAeYHa
HEeNOCTATHYHOCT WAH Oe3cHMIITOMHA IEBOKaMepHa CUCTONHA auchyHKUuMs cnel npeceH (12 yaca —
10 quu) MHOKapaeH UHGpapKT (BxK. TOUKH 4.4 1 5.1).

Cop/ieyHa HeJOCTATBYHOCT
Jleuenye Ha BB3PACTHH NALMEHTH CbC CUMITTOMATHYHA CbPACUHA HEAOCTATLYHOCT, KOraTo

MHXUOHTOPH Ha aHTHOTEH3HH KOoHBepTHpawus eH3uM (ACE) He ce noHacaT, Wik NMpH NalLHeHTH ¢
HEMOHOCHMOCT KbM BeTa-610kepH KaTo AonbABaiua Tepanus kuM Tepanutiara ¢ ACE uuxuburopy,
KOTaTO He € BhXMOXHO JIa CE€ U3MON3BAT MHHEPANTKOPTHKOWAHH PELENITOPHU aHTArOHHUCTH (BXK.
Touku 4.2, 4.4, 4.5 u 5.1).

4.2 Jlo3upoBKA H HAYMHH HA NPHJIOKEHHE

QGJHQOGKG

XUIIEpTOHHUA
ITpenopburanara ao3a Diovan e 80 mg eAuH BT AHEBHO. AHTHXHIIEPTEH3UBHHAT €PEKT € ACHO

u3paseH cien 2 CeAMMLUM, @ MaKcHManeH edeKT ce nocTura ciel 4 cenmuuu. 11pn nauneHTH, YneTo
apTepHATHO HAJIATaHEe HE ce KOHTPOJIMpa afE€KBATHO, 103aTa MOXe Aa Obae 3aBulIeHa 10 160 mg U
mMaxkcuManHo ao 320 mg.

Diovan Moxe aa 6bae npHaarad eAHOBPEMEHHO C APYrH aHTUXHIIEPTEH3UBHH NEKYP
(Bk. Touku 4.3, 4.4, 4.5 u 5.1). JobaBsHeTO HA NIMYPETHK, HAMPUMEDP XHUAPOXAOPH
OOITBJIHUTEJIHO MMOHMKABA APTEPHATIHOTO HAJAraHe NpH TE3W MaUHMEHTH.




[IpeceH MHOKapICH HHDAPKT

[Mpy KIMHHYHO CTACWIHM NIALMEHTH JIEYUEHHETO MOXKe Aa Obae 3anouHaTo B paMkuTe Ha 12 yaca creq
MuoKapaHHS uHGapkT. Chen HavaiHa Jo3a oT 20 mg ABa MbTH JHEBHO J03aTa HA BalcapTaH TpAOBa
na ce nouux 10 40 mg, 80 mg u 160 mg nea mbTH AHEBHO B CACABALLMTE HAKOJIKO CEAMHLIM.
HauanHaTa n03a ce ocurypssa upes 40 mg nenumu TabierkH.

[Mpuuennata Makcumanta no3a € 160 mg nsa meT AHeBHO. IlpenopbyBa ce nauueHTUTe fa
AOCTUrHaT ao3a ot 80 mg aBa MbTH AHEBHO 34 JABE CEAMHLIM CJICA 3arno4yBaHe Ha JICYEHHETO, a
NpULENHATa MakcuManHa 1o3a ot 160 mg n1ra IreTH AHEBHO [1a €€ IOCTUTHE 3a TPHU MECELia B
3aBMCHMOCT OT IOHOCHMOCTTA Ha nauueHTa. [Ipu mossa Ha CHMIITOMATHYHA XHITOTOHHA HIIH
HapyLieHue Ha Gu0peunara GyHKUMS cnelBa aa ce 00¢hAM HaMaNIABaHe Ha 103aTa.

Bancaptad MOXe Ja c€ mpunara npy NanHeHTH, JIEKYBaHU ¢ APYTd CpeACTBa 3a TeUYeHHe Ha
cneauHMAPKTHH ChCTOSHMSA, Hanp. TPOMOOIUTHLIY, aLleTHICATHLMIOBA KHUCENHHA, OeTa-0nokepH,
ctaTuHK ¥ Juypetuum. KombunauuaTa ¢ ACE HHXHOKTOPH He ce npenopbuBa (BXK. TOYKH 4.4 1 5.1).

OLieHKATa Ha MalMEHTHTE CNell MHOKap/AeH UH(apKT BUHArH TpAOBa 1a BKIIOYBA OLEHKA HA
6nOpeunHara QyHKUMA.

CopaeuHa HEAOCTATHYHOCT

[TpenoppuBanaTa HadanHa A03a Ha Diovan e 40 mg nBa mbTH AHeBHO. [lokauBaHeTo Ha go3arta Ao

80 mg 1 160 mg nBa IMbTH AHEBHO TPAOBA Ja C€ OCHUIECTBABA NPE3 HHTEPBANH OT HAH-MaNKO ABE
ceMHLIH, 10 HaH-BHCOKATA 71032 B 3aBUCHMOCT OT MOHOCHMOCTTa Ha nauueHTa. CrnesBsa aa ce oocbau
HAMAJIABAHE HA J03aTa Ha BKJIIOYEHMS B ICHEHUETO AMypeTUK. MakcHMaiHaTa THEBHA 1034,
rpUaraHa B KIWHHYHH NpoyuBaHui, € 320 mg B HCKOJIKOKPATEH NpHEM.

Basncapran MoXe Jia ce puiara ¢ Apyry TEPanuy 3a CbpAe4Ha HEAOCTATHYHOCT. TpoHHaTa
komOuHauusg ot ACE uHxubHTOp, BaicapTaH U Oera 6nokep WiH Kanui-CbXpaHaBalll AMypeTHK obaue
He ce npenopbusa (BXK. TOUkH 4.4 1 5.1).

OueHKaTa Ha NaUMEHTH ChC ChbpJeyHa HEAOCTAaThbYHOCT BHHATH TPsDBa 1a BKIIOYBA OLIEHKA Ha

OnOpeuHara ¢yHKIMA.

QOHMHHHTEHHQ HH@OEM&HHE 3d CREYUATHU cpYRU RAYUEHMU

Xopa B cTapuecka Bb3pacT
He ce nanara npoMaHa B JO3MPOBKATA MPH NAaLMEHTH B CTapyeCcKa Bb3pacT.

[Marnenry ¢ 6v6peuHo yBpexaane
He ce Hanara npoMsHa B JO3HPOBKATA NPH Bb3PACTHH NAIMEHTH ¢ KPEATHHHHOB KJIHUPBHC >10 ml/min

(BXK. TOukH 4.4 1 5.2).

[MaiyeHTy ¢ YepHOAPOOHO YBpEXKIAHE

Diovan € MPOTHBOMOKA3aH NPH MALIHEHTH C TEXKKO HEPHOAPOOHO yBpexkaaHe, OUNHapHa LIMpo3a U Nnpu
MaLMEeHTH ¢ xonecTasza (Bx. ToukH 4.3, 4.4 1 5.2). [Ipu nauneHTH ¢ JIEKO KO YMEPEHO uepHoapobHo
yBpeKaaHe Oe3 XonecTasa A03aTa Ha BancapTad He TpsaOsa aa npepuiuaea 80 mg.

Ileduampuuna nonyiayus

Xunepronus npu geua
[Tpu Jeua U IOHOIIKM, KOWTO HE MOTAT /1a MOrJbLIAT TabNeTKHTE, Ce npenopbyBa yno*rpeﬁa’ra 42
Diovan nepopaieH pa3TBop. CHCTEMHATA €KCMO3HLMA ¥ MUKOBATA TUIA3MEHA KOHUE
pajicapTaH ca oxono 1,7 nbTH H 2,2 MBTH NO-BUCOKH NPH NIEPOPATHAA pa3TBOP cnpﬂ

Heya u ronowu na gv3pacm om 6 00 noo 18 200unu




MOBJIMABAHETO HA ApTEPHATHOTO HaJisiraHe ¥ NOHOCHMOCTTAa. MOJis, BIOKT€ MaKCHMATHUTE JO3H,
NPOyYeHH B X0Aa HA KIIMHUYHUTE U3MUTBaHMA B TAONMLATA [O-A0Y.
Jlo3M NO-BUCOKH OT ONMKCAHKTE He ca OMM MpOoy4BaHH M MOPAIX Ta3H NPHUUHHA HE Ce NPenopbYBAaT.

Terno MakcumanHa 1o3a 3a TabaeTky, npoyyeHa B
KIIMHHYHMTE U3ITHTBaHUA

>18 kg 10 <35 kg 80 mg

>35 kg no <80 kg 160 mg

>80 kg no <160 kg 320 mg

3a Jella, KOUTO Bede Ca 3arovHaii Aa MpUEeMAaT BajicapTaH npeay WIeCTroAHIIHA Bb3pacT, MO,
BMOKTE JIO3UPOBKATA 3a jeua ot 1 10 noa 6 roauHH.

Jleya noo 6-zo0uwna ev3pacm

3a Aeua Ha BB3PacT OT | 0 5 roAMHM U 3a T€3H, KOWTO MMAT 3aTPYAHEHHA NPH NPETITBLIAHE HA
TabneTkuTe, ce npenopbusa Diovan nepopanes pasrsop. Hannunure JaHHH Ca ONKHCaHH B TOUKH 4.8,
5.1 u 5.2. BesonacHocTTa M epukacHocTTa Ha Diovan npu Aelia Ha BB3pacT noA 1 roguHa He ca

YCTAHOBEHH.

IIpemunaeane om Diovan nepopanern pazmsop xem Diovan mabremxuy

Ako npeMuHaBaHeTo oT Diovan nepopaneH pasTBop KbM TabneTku Diovan ce cuMTa 33 KIIHHUYHO
BaXKHO, MEPBOHAYATHO TPAGBA [a ce Jaje chlIaTa 103a B MHUIUrpamu. Bnocnencreue tpabea na ce
NPOBEXAa YeCTO MPOCIeAsBaHE HA KPbBHOTO HAJIAraHe, KaTo ce B3eMa MoJ BHUMaHHE -TIPHIaraHeTo
Ha MOTEHLMAIHO HEAOCTAThYHA J03a (Cybao3upaHe) U Jo3ata TpadBa JOMBAHUTENHO Aa C€ THTPHPA B
3aBUCHMOCT OT MOBAUABAHETO HAa apTEPHATHOTO HaJIAraHe H MNOHOCHMOCTTA.

Ynompeba npu neduampuuxu nayuenmu Ha gb3pacm om 6 0o nod 18 200uru ¢ 6vbpeuno yspedcoane
Ynotpe6ara npy NEAHATPHUHH MTALMEHTH C KPEATHHHHOB KIHPBHC <30 ml/min u neauarpu4Hu
NaleHTH, NOAN0KEHH Ha XeMOJHANH3a, HE € TIPOYy4Y€eHa ¥ nopaam Ta3u NpHYHHA HE C€ Npenopb4Ba
MPUIAraHeTo Ha BajicapTaH NpH TaKMBa NalMeHTH. He ce H3MCKBa KOpHIHpaHe Ha A03aTa NpH
HeAMATPHYHHK NALKEHTH ¢ KPEaTHHHHOB KIHPBHC >30 ml/min. bs6peunara yHkiMa H HUBaTa Ha
cepyMHHA Kanui Tpabea Na 6baaT BHUMATENHO NpoCcieadBaHu (BX. Touku 4.4 1 5.2).

Ynompeba npu neduampuunu nayuenmy Ha sv3pacm om 6 0o nod 18 200unu ¢ 4epHOOPobHO
yepeicoane

[Topo6Ho Ha BE3pACTHUTE MaleHTH, Diovan € NpoTHBONOKA3aH MPH NeJHaTPUUHK NIALMEHTH C TEXKKO
yepHOAPOOHO YBpeXIaHe, GrnuapHa LIMpo3a M MALMEHTH ¢ X0JIecTasa (BX. TOHUkH 4.3, 4.4 u 5.2). Mma
OrpaHHueH KJIMHHYEH ONHT ¢ ynotrpebarta Ha Diovan npH neaMaTpuiHy NALMEHTH € JICKO A0 YMEPEHO
yepHOapoOHO yBpexaaHe. [Ipi TakHBa MAUMEHTH 103aTa HA BANCAPTaH HEe TPAOBa /la NpeBHLIaBa

80 mg.

Covpoeuna nedocmamviHocm u npecer MUOKapOeH ungapxkm npu oeya
Diovan He ce npernopb4Ba 3a JIUEHHE Ha CHPAEYHA HEIOCTATHYHOCT MJIH NPECEH MUOKAPIACH HHQAPKT
MpH fAeLia ¥ IOHOILHM 04 |8 roaMHH NopajM JKNCaTa Ha JaHHH 33 6€30MacHOCTTa H e()UKACHOCTTA.

Havun na npuiooscenue
Diovan TpabBa 1a ce npuema ¢ BOAa, HE3aBUCHMO OT NMPHEMaA Ha XpaHa.

4.3 IIporHBONOKA3AHHSA

- CBpBbX4yBCTBHTEHOCT KbM aKTHBHOTO BEILIECTBO WIH KbM HAKOE OT NMOMO
OMHCaHU B TOUKA 6.

- Texxo yepHOAPOOHO YBpEKAaHe, OHIHapHa LHPOo3a H X0JIeCcTasa.

- BTOpH H TpETH TPUMECTBpP Ha OpeMeHOCTTa (BX. TOUkH 4.4 1 4.6).



- EnnoBpemennata ynorpeba Ha Diovan ¢ amTMCKMPEH-ChABPKALLHM NPOAYKTH €
NPOTHBONOKA3aHa MU NMAaLXEeHTH ChC 3aXapeH anadeT win 0p0peyHo yBpexaaHe
(GFR <60 ml/min/1,73m?) (8. Touku 4.5 11 5.1).

4.4 Cpoenuannm npeaynpeXICHHA H NPEANA3HH MEPKH NPH ynoTpeda

XunepkanneMus
EnnospeMeHHaTa ynotpeba ¢ kanueBH 100aBKH, KaIMKR-CbXPaHABALIM JHYPETHLH, 3aMECTHTENH Ha

COJITA, ChAbPIXKALIM KATHI, HIH APYTH JEKapCTBEHH NMPOAYKTH, KOUTO OHMXA MOIJIH Ja MOBHILIAT
HMBATA Ha Kanui (XemapyH H T.H.), He ce npenopbyBa. CTOMHOCTHTE Ha Kayina TpaOBa fa ce
MOHHTOPHPAT CbOTBETHO.

Hapyiena 6u6peuHa QyHkuys

[ToHacTOS1EM HAMA HATPYNaH ONUT OTHOCHO Oe3onacHata ynoTpeba nNpH NauMeHTH ¢ KPEATHHHHOB
kiupeHC <10 ml/min ¥ NauMeHTH NOANOXEHH HA XEMOANA/IN3A, OpaaH Ta3k NpHYHHA BajicapTaH
TpAGBa Ja Ce U3MO0N3Ba C MOBHULICHO BHUMAHHE NPH TaKHUBA NauMeHTH. He ce M3MCKBa KOPUrHpaHe Ha
[03aTa NPH NAaLKEHTH ¢ KPeaTHHUHOB KNHpBHE >10 ml/min (BX. Touku 4.2 1 5.2).

UepHoapoOHO yBpeXKAaHe
[Ipu HaHMEHTH ¢ AEKO A0 YMepeHOo YepHoApoOHO yBpexkaaHe Ges xonecrasa Diovan Tpa6Ba nia ce
H3MOJ3BA C MOBULLIEHO BHUMAaHKe (BX. TOUKH 4.2 1 5.2).

[MaumeHTH ¢ HaTpUeB WK obemeH AePHLHUT
[Tp1 MaLKMEHTH C TEXBK HATPUEB W/HIN 06eMeH JeHLHT, KATO TE3H, KOMTO MOJTy4aBaT BUCOKH J03H

ANYpPETHULIY, B PEIKH ClTyyaud Clejl 3anouBaHe Ha Tepanusi ¢ Diovan Moxe 1a ce NOABH CHITOMAaTHYHA
XHUIIOTOHUA. HaTpreBHAT W/ TH 00eMHUAT AePHLUMT TpAOBa Aa ce KOPHUIHpa NMpeH 3aNOYBaHe HA
nevesueTo ¢ Diovan, HanpuMep Ype3 HaMallABaHe Ha A03aTa Ha JHYPETHLIMTE.

CreHo3a Ha 6p0peuHaTa aprepus
Ipyu nanueHTH ¢ GunarepanHa cTeHo3a Ha 6bOpeUnHTe aApTEepHH WITH NIPH CTEHO3a Ha apTepHATa Ha

enuHCcTBEH 61n0pek Oe3zonacHara ynorpeba Ha Diovan He € ycTaHoBeHa.

KpatxocpouHo npunoxeHue Ha Diovan npu JBaHaNeceT NAaUMEHTH C peHOBAa3aHa XHIIePTOHUS
BCJIE[CTBHE HA €JHOCTPAHHA CTEHO3a Ha ObOpeuHaTa apTepus HE BOAH A0 3HAUMMH MPOMEHH B

6LOpeuHaTa XeMOOHHAMHKA, CEPYMHHS KpeaTHHUH KM HUBOTO Ha ypesTa B kpbBTa (BUN).
HezaBucHMMO OT TOBa JPYTH JIEKAPCTBA, KOUTO MOBJIMABAT CHCTEMATA PEHUH-AHIMOTEH3UH, MOraT Aa

MOBHLIAT CTORHOCTHTE Ha KPbBHATA ypes B CEPYMHHSA KPEaTHHHH MPH NALHEHTH C €JHOCTPaHHa
cTeHo3a Ha 6bOpeyHaTa apTepHs, NOPaAH KOEeTo ce NMpenopbysa npociiefssaHe Ha OL0peunara
GYHKUMA PU NALMEHTHTE, IEKYBAHH C BaJiCapTaH.

BnOpeuHa TpaHCILIaHTAUHA
JTo TO3KW MOMEHT HAMA HaTpPyIaH OKT MO OTHOLIeHHE Ha Be3onacHara ynorpeba Ha Diovan npu

NaLyeHTH, npekapaiy Hackopo 6b0peuHa TpaHCIUIAHTALUA.

[TepBUHEH XHNEPATTOCTEPOHHUIBM
[TaiMeHTHTE C TbPBHYEH XHMIIEPAIOCTEPOHH3LM He TpAOBa na ce jieKysat ¢ Diovan, Thi KaTo

TAXHATa CUCTEMA PCHHH-aHI'MOTCH3HH HE € aKTHBHPAaHa.

AOpPTHA H MMTPAJIHA KJIAMHA CTeH034a, 06CTPYKTHBHA XHIIEPTPOdHIHA KADIHOMHONATHA

Kakto NpH BCHYKH JIPYTH Ba30JWIATaTOPH € HEOOXOAUMO 0COOEHO MOBHILIEHO BHHMAHM

kapauomuonaTtug (OXKM).

bpeMeHHOCT
He Tpa6pa 1a ce 3ano4sa jeuenue ¢ aHruoTensuH 11 peuentophu 6nokepu (APb
6peMeHHOCT. OCBEH aKo NMpOAbJDKUTENHATA Tepanus ¢ APb ce npelienu kaTo Cb




Ha MALMEHTKH, KOMTO IUTaHyBaT OpeMeHHOCT, TpAOBa fa Ob/ie 3aMEHEHO C aJITCPHATHBHO
AHTHXUIEPTEHIUBHO JICYEHHUE C YCTAHOBEH npodiun Ha Ge3onacHoCT 3a ynorpeda no BpeMe Ha
6pemenHocT. [Tpu ycraHopsaBate Ha GpeMeHHOCT neuenneTo ¢ APh Tpabea He3abasHO fa ce
[PEYCTAHOBM M Jia Ce 3all0YHe AJITEPHATUBHO JICYEHHE, aKO € NOAXOAALIO (BXK. TOUKH 4.3 1 4.6).

[Ipecen MuokapneH HHGAPKT

KoM6uHauMsATa Ha KAMTOMPHI M BaJICapTaH He [10Ka3Ba AONBJIHHUTEIHA KITHHHYHA NO/3a; HANPOTHB,
PHCKBT OT HEXXENaHH PEaKLiMH Ce NOBHILABE B CPABHEHHE ChC CHOTBETHHTE TEPANUH (BX. TOUKH 4.2 K
5.1). [lopaau ToBa He ce nmpenopbyBa komMOuHaumATa Ha pancaptad  ACE unxuburop.

Heo6xoaumo ¢ aa ce o6bpHe 0cobeHO BHUMaHKE [TPU 3aM04BaHe HA TEPANHS TIPH NALHEHTH CIEH
MuOKapAeH HH}papKT. OueHKaTa Ha NAUWEHTHTE CJIC NPEKapaH MHOKapIeH MH(apKT BHHATH TpadBa
1a BIJIFOUYBA OLICHKa Ha ObOpeuHara gyHkuus (BxK. Touka 4.2).

Vnorpe6ara Ha Diovan npH NauMeHTH ciiel MHOKApAEH HHAAPKT Y€CTO BOAH 10 NOHHW)KaBaHe Ha
apTEPHATHOTO HANATAHE, HO OOMKHOBEHO HE CE€ Hajlara npeyCTaHOBABAHE HA JIEUYCHHETO NOpaax
NpOAb/DKABAIa CAMITOMATHYHA XUITOTOHHA, aKO C€ Cra3BaT HHCTPYKLUHMHTE 32 JO3HPaHe (BX.
Touka 4.2).

CobpreyHa HEAOCTATLUHOCT

PUCKBT OT HeXeNaHH peakiii, oco0eH0 XHNOTOHUA, XUNepKaniemMua ¥ HaManeHa On6peuna dyHKLmMs
(BKJIIOUMTENHO ocTpa 61LOpeuHa HElOCTaATBYHOCT), MOXKE 11a C€ YBennuH, korato Diovan ce H3nmon3sa
B koMOunaius ¢ ACE uHxuburop. Ilpy nauyeHTH ChC ChpAeHHa HEOCTATHYHOCT, TPOHHATA
xkombOuHauus ot ACE unxuburop, 6era-6nokep U Diovan He noxaspa KIMHHYHA M0/132 {BWK TOUKa
5.1). Ta3n xoMOHHALKA ABHO MOBHLIABA PUCKA OT HEXKEJJAHH peaKLHM, NOpaau KOETO HE Ce
npenopbusa. TpoitHa komOuHaums or ACE HHXHOMTOpP, MUHEPATIKOPTHKOU PELIENTOPEH aHTATOHHUCT
M BalcapTaH ChLIO HE Ce Npenopbusa. M3nonpaHeTo Ha T3 KOMOKMHauMy TPAOBa a CTapa caMo Mo/
HAOTIOZICHHETO Ha CIIELIMATMCT M NIPH YeCTO BHUMATETHO MOHUTOpHUpaHe Ha ObbpeunaTa PyHKIMA,
e/IEKTPOJIUTHTE M KPbBHOTO HAJIATAHE,

Heob6xoauMo € NOBULLIEHO BHHMAHKE NPH 3aMO4BAHE Ha TEPANMA NPH NMaLHEHTH CbC ChpAcYHA
HenocTaThbuHocT. OLieHKaTa Ha NallHEHTH ChC ChpAEYHA HEAOCTATHLHYHOCT BUHAry TpabBa na BKousa
olieHKa Ha ObOpeuHaTa QyHKUMs (BXK. Touka 4.2).

Ynorpebara Ha Diovan npy mauveHTH cbe ChbpAeYHa HEAOCTATHYHOCT HYECTO BOAU IO H3BECTHO
crajaHe Ha KPLBHOTO HAIAraHe, HO MPEeKbCBAHE Ha TEpanUaTa Nopaau Npoab/KaBalla
CHMITTOMATHYHA XUNOTOHUA OOHKHOBEHO HE € HeOOX0AUMO, MPH YCIIOBHE Y€ CE CNa3par

HHCTPYKUHKHTE 3a fo3KupaHe (BX. Touka 4.2).

[Mpu naumkeHTH, YnsTo 6B6peyHa GYHKIHA MOXE A3 3aBHCH OT aKTHBHOCTTA Ha PEHHH-aHTHOTEH3UH-
a1J0CTEPOHOBATA CHCTEMA (HAM. MALMEHTH C TEKKa 3aCTOHHA CbPACYHA HEIOCTATHYHOCT),
neuenueto ¢ ACE HHXUGHTOPH ce CBBP3BA C ONUIypHa W/ UK NporpecHpaila a3oTeMus, U B peliK1
ciy4aH ¢ ocTpa 6bOpeuHa HeZOCTaThYHOCT W/WIH CMBPT. Thi KaTO BaicapTaH e aHrMoTeH3uH |l
peuienTopeH 6JI0Kep, HE MOXKE Ja Ce M3KNI0UYH Bb3MOXHA Bpb3Ka Ha ynotpebara Ha Diovan ¢
yBpexaaHe Ha 6bOpevHaTa QyHKLHUA.

ACE uHXH6HTOpH H aHrHoTeH3uH ll-peuentophu 610kepu He TpsOBa Na ce U3NON3BAT €JHOBPEMEHHO
Np NauKeHTy ¢ AnaberHa HegponaTus.

AHaMHe3a 33 aHFHoeIeM
[Tpu maLMeHTH, JIEKyBaHH C BJICapTaH Ca AOKIAJIBaHU C/Ty4au Ha AaHTHOCAEM, BKIIO AN

NapUHKCA K FA0THCA, NPUYHHABALLM OOCTPYKIUMA Ha IMXATENHUTE MHTHIIA WIH DINBGHC i
uLeTo, yeTHUTe, hapuHKea W/rim esuka. Hakou oT Tesu naumeHTH ca uzssssany 5k aghiees X
aHIHOEIEM OT ApPYTrH JekapeTsa, BimounrenHo ACE nhxuburopu. [1py Bb3HHKB vior i)
npuemMbT Ha Diovan Tpa0GBa na ce npeycTaHOBH He3abaBHO M Aa HE ce npuJiara fnc

4.8).
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BOiiHAa 60Ka1a HA PEHUH-aHTHOTEH3NH-anaocTepoHoBaTa cucrema (PAAC)
Hma naHuu, ue eqHoBpemeHHara ynorpeba Ha ACE nHxuOHTOpHK, aHFMOTEH3UH [l-peuentopHu
610KEpH WIH ATHCKUPEH MTOBULUABA PHCKA OT XHUNOTOHHS, XHIIEPKAIMEMHS U HaMaJIiBaHe Ha
61L6peunaTa GyHKuUMA (BKIOUHTENRO OcTpa ObOpeuHa HegocTaTbuHOCT). [lopanu ToBa He ce
npenopkuea ABoiHo 6nokupaHe Ha PAAC upes xkomOuHnpanata ynorpeba Ha ACE unxuburopy,
aHrnoteHsuH Il-peuentopuu 6n1oxkepu uiH anuckupeH (Bx. Toukn 4.5 1 5.1).

AKO ce TIpeLIeHH, Y€ TepanyaTa ¢ ABoiHO 6nokupaHe e abcooTHO HeoOxoauma, ToBa TpsOBa A
CTaBa caMo NoJ HabMOAEHHEeTO Ha CHELMANMCT U MPH 4€CTO BHUMATEIHO MOHHTOPHPAHE HA
6nOpeuHaTa GyHKLHS, eJIEKTPOAUTHTE U KPBBHOTO HaJIATaHE.

ACE waxuGurtopu u anrnoteHsuH ll-peuentopru 6s10kepH He TpAOBa 1a Ce M3NO/3BAT €JHOBPEMEHHO
[IpH NAaLMEHTH C AuabeTHA HEQPOTIATHA.

Ileouampuuna nonyirayus

HapyuwieHa 6u6peuna GyHKIns

Ynorpebara Mpy NeAHaTPHYHK NALUEHTH ¢ KPEaTHHHHOB KIKpBHC <30 ml/min n neauaTpuuHu
MalMeHTH, NMOAN0KEHH Ha XeMOJHAIN3a, HE € TIPOYYEHA W [Opajid Ta3H NIPpUYMHA HE Ce NpenopbhuBa
MpUJIaraHeTo Ha BaicapTaH NpH TaKHBa NauHeHTH. He ce H3WCcKBa KOpUrupaHe Ha Jo3ara npH
neaUaTPUYHH NALMEHTH C KPEATHHHHOB KIHPBHC >30 ml/min (Bx. Touku 4.2 1 5.2). bbOpeuHara
dyHKLMS ¥ HMBATa HA CEpYMHUA KT TpaOBa fa ObAaT BHUMATEHO NPOCieAABaHU O BPEME HA
JIGYEHHETO C BANCAPTaH, 0CODEHO KOraTo BajacapTaH ce Npuiiara npy HaliiuMe Ha ApYrd CbCTOAHUA
(TeMniepaTrypa, AeXHIApATaLMA ), KOWTO MOTAT J1a NPEAU3BHKAT HapylWCHHE Ha ObOpeyHaTa QpyHKUHA.

HapymeHa yepHoapobHa GpyHKUHA
[TogofHo Ha BE3PACTHHTE NauyeHTH, Diovan € NpOTHBONOKA3aH NpH NEAMATPUYHHM NALMEHTH C TEXKKO

yepHOAPOOHO yBpexaaHe, GunuapHa LHpO3a M NALMEHTH ¢ XonecTasa (BX. To4KH 4.3 1 5.2). Uma
OrpaHMyeH KIMHUYEH ONMT ¢ ynorpebara Ha Diovan np neAHaTpuyHH NALKEHTH C JIEKO A0 YMEPEHO
yepHOAPOOHO yBpexaHe. [Ipn TakyBa NaLMEHTH 103aTa Ha BajicapTaH He TpAOBa Aa NpeBUIlaBa

80 mg.

4.5 BiaumoaeHcTBRE ¢ APYTH JEKAPCTBEHH NPOAYKTH H APYrH ¢OpPMH HA B3aHMOAEHCTEHE

IIBoiiHa H6nokana Ha peHUH-aHTHOTeH3HH-annocrtepoHoBara cucrema (PAAC) ¢ APb, ACE

MHXUOUTOPH WAM ATUCKUPEH
JTaHHM OT KIMHHYHHM IPOYYBaHHA NOKa3BarT, Y€ ABOHMHOTO 0JIOKMpaHE HA peHHH--aHTMOTeH3UH-

anpoctrepoHonara cucrema (PAAC) upes komGuHupanaTa ynotpeba Ha ACE nnxuburops,
aHruoreHsuH ll-peuentopHu 60KepH WK ATHCKUPEH C€ CBbP3BA C NMO-BHCOKA Y€CTOTA HA HEXEIaHU
CHOMTHA, KATO HATIPUMEP XUIIOTOHHSA, XUNepKanueMHus ¥ HaMmansBaHe Ha ObOpedHaTa QyHKLHS
(BKJHOMHMTENHO ocTpa 6b0peuHa HEAOCTATRYHOCT), B CPABHEHHE ¢ ynoTpebaTa caMo Ha €1HO
cpeacTso, AeiicTBaino Bbpxy PAAC (BX. Toukn 4.3,4.4 u 5. 1).

He ce npenopvuea ednospemenna ynompeba

Jumuu

O6paTUMO MOBHILABAHE HA CEPYMHMTE KOHLICHTPALMK HA IMTHA ¥ TOKCHYHOCT Ca ChOOLIEHH NpH
enHoBpeMeHHaTa ynotpeba Ha nutvii ¢ ACE unxuburopu unu anruotensut Il peuentopHu Gnokepw,
pmounTenHo ¢ Diovan. [IpenopbuBa ce BHUMATENHO CIEACHE HA CEPYMHUTE HMBA HA IUTHH, KO Ce

OT MUTHEBA TOKCHUHOCT MOXe Na ObJie HONBJIHUTENHO MOBUILEH.

Kanuii-coxpanasauju ouypemuyy, xaruesy 006a6Kku, 3amecmumeny Ha coama, cvovp
Opyau cybcmanyuu, koumo buxa moznu 0a ROSUWAM HUBAMA HA KATUY



AXO ce TIpeLIEHH, Y€ € HeoGXOMHM JIEKAPCTBEH NPOAYKT, KOHTO 3aCAra KaTHEBUTE HHBA B KOMOHHALINS
C BaJICapTaH, Npenopbypa ce CeAeHE Ha IIA3MEHHTE HUBA HA KaITHH.

Ocobeno snuManue ce u3UCKed npu eOHospemenna ynompeba

Hecmepoudnu npomugogvinanumennu cpeocmsa (HCIIBC,) exnouumenno cerexmuenu COX-2
uHxXubumMopu, ayemuicaruyunoea kuceauna > 3g/ouneano u necenexmuenu HCIIBC

Koraro anrnorensus Il peuenrropHute 6nokepu ce npunarat eaHospeMeHHo ¢ HCIIBC, moxe na ce
gabmonaBa orciabBade Ha aHTHXMNEpTeH3NBHUA edekT. OcBeH TOBa eIHOBPEMEHHATa ynoTpeda Ha
anrnoreHsuH I penenropun 6moxepn u HCIIBC moxe aa qoseae 10 NOBULIEH PUCK OT BJiOLIABAHE
Ha 6uOpeyHaTa QYHKLUMA B NOBUIIABAHE HAa CEPYMHHA Kanuii. [lopagu ToBa ce npenopbysa
npocneassaHe Ha 6s6pedHaTa GyHKIIMA B HAYAIOTO HA JIEYEHHETO, KAKTO M aJleKBaTHa XHJparaluus Ha
MayHUeHTAa.

Tpancnopmepu

HUH BUTPO JaHHH MOKA3BaT, Y€ BAICAPTaH € CyOCTpaT Ha TPAHCIOPTEpUTe 3a YepHOAPOOHO 3aXBalllaHe
OATPIB1/OATP!B3 u na uepHoapobuus eduyxkce tpaHcnoprep MRP2, KnuuuyHoTO 3HaueHne Ha
Ta3u HAXOAKA HE € U3BECTHO, EHOBPEMEHHOTO MPHIOKEHHE Ha MHXHOUTOPH HA TPAHCIIOPTEPHTE 34
saxBaiuase (Hanp. puaMnrH, LHKAOCMNOPHH) WIH Ha €(QAyKC TPAHCIIOPTEPUTE (HANP. PUTOHABHUD)
MOJKeE /1 MOBMLIM CUCTEMHATA €KCIO3MUUA Ha BasacapTaH. [IpeanpuemMere noaAxoaaLH rpixxy nNpy
3aroyYBaHe WM MPeKpaTABaHe HA CbIBTCTBALLO JIEYEHHE C TAKHMBA JIEKAPCTBA.

Lpyeu

[Ipr npoy4BaHHs 3a JIEKAPCTBEHO B3aHMOACHCTBHE C BA/ICAPTaH He Ca YCTAHOBEHH KIIMHHYHO
3HAYMMH B3aUMOJEHCTBUSA ¢ BAJACAPTaH HIIM HAKOE OT CEAHUTE BELUECTBA: UMMETHINH, BappapHH,
dypo3eMHA, AMTOKCHH, ATEHONON, HHAOMETALMH, XHAPOXI0POTHA3H], AMAOIHUITHH, FTHOSHKIAMU]L.

Ileduampuyna nonyrayus

[Ipy nedyeHue Ha XMNECPTOHUA NPH A€LA H IOHOLIH, TIPH KOUTO YeCTO MBTH HMA M NMOAIEKALH
6u6peyna NaTonoru, ce npenopbLYBa NOBHLICHO BHUMAHHE NPH €JHOBPEMEHHO NpHIIaraHe Ha
BAJICAPTAH C JJPYTHM BELLECTBA, KOMTO NNOTHCKAT PEHUH-AHTHOTEH3HH-A/II0CTEPOHOBATA CHCTEMA Y
MOFaT Ia AOBeJaT A0 NMOBUILABAHE HA HMBATA Ha CepyMHHA Kanuii. brOpeunaTa ¢pyHKuMs U HUBATA Ha

cepyMHUA Kanuii Tpabsa ga 6baaT BHUMATENHO NPOCIEABAHM.

4.6 Depraanter, peMenHOCT H KbpMEHe

bpemennocm

Vnorpebara Ha aHruotensuH 1l peuenropHu 6aokepu (APb) He ce npenopbuBa npes nNbpBUs
TpUMecTbp Ha OpeMeHHOCTTA (BK. Touka 4.4). Ynorpebara Ha APb e npoTHBOMoka3aHa rnpes BToOpus
U TpeTHA TPUMECTHP Ha GpeMeHHoCTTa (B, TOUukd 4.3 1 4.4).

EnuaeMHONOrHYHUTE JaHHH 38 PHCKA OT TEpaTOreHHOCT cief ekcno3uuus Ha ACE uuxuburopn npes
[TbPBHA TPHMECTBP Ha GPEMEHHOCTTA HE €2 OKOHYATE/THH; HE3aBUCHMO OT TOBa HE MOXeE Ja ce
H3KJII0YH JIEKO MOBMILIECHUE HA pUcKa. Brnpexy ye HAMa KOHTPOJHPaHH €NHACMHOIOTHYHY JaHHH 3a
pucka ot APB, nogoGeH puck Moxe J1a CbLIECTBYBa NPH TO3M KIAc JiekapeTBa. OCBEH B Ciiyual ue
TepanuaTta ¢ APB ce npeuenssa KaTo MHOTO BaXkHa, NAIMEHTKHTE, KOUTO IUTaHYBAT OPEMEHHOCT,
TpaGBa [a IPEMHHAT Ha AJITEPHATUBHO aHTHXMNEPTEHIUBHO JICUEHHE C UMAT JOKa3aH npodun Ha
6esonacHocT 3a ynorpeba npu OpemeHHocT. [IpH ycTanossBaHe Ha OpeMEHHOCT NevueHHeTo-e-A R
TpAGBa Aa ce NpeyYCTaHOBH He3abaBHO H NPH HEOOXOAMMOCT Aa Ce 3aMO4HE ATTCPHAT M

/"

H3BeCTHO €, Ye eKCno3uuuaTa Ha Tepanus ¢ APb no speme Ha BTOpUs M TPETUA ./
6peMEeHHOCTTa NIPHYHHABA PETOTOKCHYHOCT MpH Xopa (noHuxkeHa Gb6peuna GyHKIEA] o
ONTUrOXKUAPAMHHOH, 3aaBeHa ocHHKaLMA Ha Yepena) U HEOHATAIHA TOKCHYHOC @




HEOCTATHYHOCT, XHIIOTOHUA, XUIEePKaTHEeMHA ); BIDKTE Cbulo TOUKA 3.3 “IlpeaknMHHYHKN AaHHY 32
6e3onacHoOCT .

B cnyuait Ha excniosHums Ha APB cnen Bropus TpUMeECTbD Ha OpeMEHHOCTTA Ce NpenopLysa
yITpa3syKoBa Nporepka Ha 6u6peuHaTa GyHKUMA ¥ Yepena.

Hosoponenu, unmuTo Maiiky ca npuemand APbB, Tpa6sa na 6baar puuMareano Habmonasanu 3a
XHMIMOTOHUA {BX. CbLIO TOUKH 4.3 1 4.4).

Kvpmene
[Topanu aurncara Ha JAHHHA OTHOCHO ynotpebara Ha BaJicCapTaH Mo BPEME HA KbpMEHE MPHEMBT Ha

Diovan He ce npenopb4ea, a ¢e NPeAnouruTa ATEPHATHBHO JIEYEHHE C N0-100pe yCTaHOBEH Npodun
Ha 6e30MacHOCT 110 BPEME Ha KbpMeEHe, 0coOEHO MpH KbpPMEHE Ha HOBOPOAEHO WIH HEJOHOCEHO Oebe,

Depmurumem
BancapraH HAMa Hexelnanu eQpexTH BbpXY penpoayKTHBHATA CINOCOOHOCT HA MBXKKH H XKEHCKH

[LTbXOBE MNPH NpHEM Ha nepopanHu 03 10 200 mg/kg/neH. Tasm n03a € 6 NbTH NO-BHCOKA OT
MaKCHMANHAaTa MPenopbyBaHa J03a NMPH Xopa ofpeaeneHa Ha 6a3a mg/m’ (u3uncneHueTo e 3a
nepopanna ao3a ot 320 mg/neH n 60-kunorpaMoB NaLMeHT).

4.7 EdexTn BRpXy cnocofHocTTa 32 modHpane H padoTa ¢ MAINHHH

He ca npoBexaaHu poy4BaHus 3a eeKTuTe BhpXY criocobHocTra 3a wodupane. Tpabpa na ce uma
npeJBH/, Ye npH wodupane ¥ pabora ¢ MALIHHH € BB3MOXKHO /1a HACTBNAT 3aMasgHOCT WIH YMOpa.

4.8 HexenaHH JTeKapCTBEHH PeaAKIHH

B KOHTPOJMpPaHH KIHHWYHHA NPOYYBAHHA NPH Bb3PACTHH MALMEHTH ¢ XMNIEPTOHUA 0011aTa YeCTOTa Ha
Hexxenanu peakuuu (HJIP) e cpapHuma ¢ Tasu nipy niauebo u e B cbriacHe ¢ papMaKojoruyHus
npo¢un Ha Bancapran. Yecrorara Ha HJIP He e cBBbp3aHa ¢ no3aTa WM NPOABDKUTENHOCTTa Ha
JIeYeHHETO, a ChILO TaKa HE NnNOKa3Ba BPb3Ka ¢ nona, Bb3pacTTa HiH pacara.

OcHOBaHH HA KITHHHYHH NTPOYy4BaHMA, OCT-MAPKETHHIOB OIKT H JjabopaTtopHu pesynrath HJIP ca
u36POEHH MO-A0NY CHIMIACHO CHCTEMO-OPraHHaTa KNacH(pUKalus.

Hexenanu JeKapcTBeHH peakIHH

Hesxenanure NeKapcTBEHH peakLUMK ca NOAPEACHH M0 YECTOTa, KATO HaH-YECTUTE Ca MLPBH, CHOpea
clIeHaTa KOHBeHLUs: MHoro yectH (>1/10); yectu (=1/100 no <1/10); Hewectun (=1/1 000 o <1/100);
peaxu (>1/10 000 no <1/1 000); mHoro peaxu (<1/10 000), ¢ Hen3BeCcTHa YeCTOTA (OT HAIUUHHTE
JaHHU He MoXe fa Ob/ie HarpaBeHa OLICHKA Ha YECTOTATa).

HPH BCAKO IrpynypaHe B 3aBUCHMOCT OT Y€CTOTATA HEKEJIAHUTE JICKAPCTBCHH pCakKlIMH CC H36p0$l BaT B
HU3XO0A411] pEa MO OTHOIUCHHUE Ha TAXHATA CEPHO3HOCT.

3a scuukd HJIP, cvofieHH 0T moOCTMApKETHHIOBHA OMUT K 1ab0OpaTOpHUTE HAXOJKH, HE € Bb3MOXKHO
Aa ce nNpuiIoKH HHKoA YectoTta Ha HJIP 1 nopaau ToBa Te ca ynoMeHaTH ¢ "HEM3BECTHA" YeCTOTa.

- XMIIEPTOHHSA

Hapymensd Ha KPbBTA H JIHMQHATA CHCTEMA

C HEeU3BECTHA YECTOTA IToHXKeH XeMOTTIOOHH, NOHHXKEH XEMGPD! He ‘
HEYTpOneHUs, TPOMOOLHMTONEHHA /M '

Hapymensns Ha HMYHHATA CHCTEMA Ay, \

C Hen3BeCTHA YECTOTA CBpbXYyBCTBHTENHOCT, BKJIIOY RN

bonecT

Hapymenns Ha MeTa00/1HIMA H XPAHEHETO




C HeMzBEeCTHA YeCcTOoTa

[loBuilleH CEpyMEH KANHH, XHITIOHATPHEMHA

HapymieHHSl H2 YXOTO H JJa0HPHHTA

Heuecrtu CBeTOBBPTEXK
Ch10BH HAPYIICHHA

C Heu3BECTHA YECTOTA Backynut
PecnupaTOpHH, TPHAHH H MEAHACTHHAIHH HADYIICHHH
HeuecTH Kamunua

CToMAamHO-UPEBHH HAPYIICHHS

HeuecTH

Kopemna boiika

Xenaro-0M1HAPHH HAPYHICHHAS

C Heu3BeCTHA YecToTa

[TosMIlieHHE Ha MOKA3aTeNNTE 3a YepHOAPOOHA
(YHKLMA, BKIKOUUTENHO [NOBHIIIABAHE HA
CepYMHHS OMNTHpPYOHH

HapymenHs Ha KOKATA H N0JKOKHATA ThKaH

C HeH3BeCTHA YecToTa

AHrmoezeM, 6ynoseH aepMartHT, obpus, cupbex:

HaEymEHllﬂ HA MYCKYJ/IHO-CKE€JI€CTHATA CHCTEMA H CH€AHHHATC/IHATA ThKAH

C Heu3BeCTHA YecToTa

Muanrus

Hapymienns #a 0b0pennTe H NHKOYHHTE MHTHING

C "HeM3BeCTHA YE€CTOTA

bbOpeyna HeAOCTATBLUHOCT U YBPEXKIAAHE,
MOBHIIABAHE HA CEPYMHHSA KpeaTHHUH

O6mu mapymenns H edeKTH HA MACTOTO HA APHIOKEHHE

HeuecTH

YMopa

ITeQuampuyna nonyrayus

XHIEePTOHUS

AHTHXHIIEPTEH3UBHHAT €(PEKT HA BaJICAPTaH € OLICHEH B X0/1a Ha IB€ PaHAOMHM3HPAHH, IBOHHO-CENH
KJIMHAYHH IPOyUYBaHUs (BCAKO, OCIEABAHO OT MNEPHOA Ha NMPOABIKEHHE WIH NPOYYBAHE) U €HO
OTKpHTO NpoyuBase. [IpoyuBaHHATa BKIOYBAT 711 neauaTpUYHM NMauMeHTH Ha BB3pacT OT 6 10 NMoA
18 roauHu, ¢ ¥ 6e3 xpouuHo 6s0peuHo 3a6onasane (Xb3), ot kouTo 560 nauueHTH npuemar
pancapraH. C U3KIiOueHHe Ha H30JIHPaHH CITy4aM Ha CTOMAIIHO-YPeBHU HapyLIeHUs (KaTo KOpeMHa
fonka, rageHe, NoBpbLIaHE) M 3aMasHOCT, HE Ca YCTaHOBEHH 3Ha4WMH pa3jiMuHi BLB BUAA, HECTOTATA
1 TEXECTa HA HeXeNaHUTE peaKlMy, HabIaBaHH NPY NEJHaTPHYHH NALKEHTH HA BB3PacT OT 6 10
noa 18 roauHH U T3, CHODIIEHH NPEIH TOBA NPH BH3PACTHH MALHEHTH.,

OLEHKAaTa Ha HEBPOKOTHHUTHBHHTE GYHKLUMH U Pa3BUTHETO HA MEANATPHUHH NMALMEHTH HA BB3pacT OT
6 1o 16 roIMHK, KATO LAJIO HE MOKA3Ba HAKAKBO KIIMHUYHO 3HAYMMO HeOnaronpusTHO NOB/IHABaHE

npu jieueHue ¢ Diovan B poJb/bKaHHE Ha €1HA rOUHA.

[IpoBeneH € cGopeH aHanK3 Ha AaHHHTE OT 560 NEAHATPHYHH NALMEHTH C XUNEPTOHUA (Ha Bb3pacT
6-17 roaMHR), NPHEMAILM KM BajicapTaH KaTo MOHoTepanus [n=483] win koMOHHHpaHa
aHTHXMIICPTEH3MBHA Tepanus, BKnousalia sancapral [n=77]. Or 560-te naunentu 85 (15,2%) umar
XB3 (GFR <90 mL/min/1,73m?, uzxonHo ). O6wo 45 (8,0%) naudeHTn ca npeyCTaHOBUIIK y4acTHE B
NPOYYBAHETO NOpaay Hexxenanu cubuTHs. Obwo 111 (19,8%) ca nmanu HexkenaHa 1€KapCTBEHA
peakuus (HJIP), kato Hail-uectute ca rnaBobonue (5,4%), 3amasdoct (2,3%) 1 xunepKalneMu
(2,3%). Ipu nauuenTure ¢ XB3 nait-yecture HJIP ca xunepkanuemus (12,9%), rnasobonue (7,1%),
MOBHIIABAHE HA KPEATHHHHA B KpLBTA (5,9%) 4 xunoronus (4,7%). Ilpu nauneHTUTe Oe3 Xb3, Hak-
yecture HJIP ca rnapobonue (5,1%) u 3amasHocT (2,7%). HJIP ca nabmoaasaHHi Mo-4€cTo npu

NpH TE3HU, NPHEMALLN BAICAPTAH CAMOCTOATEHO.

AHTUXUIIEPTEH3UBHUAT edeKT Ha BaNicapTaH NpH Jeua Ha BB3PacT oT 1 a0 6 roaw
paHAOMH3HpaHH, ABOHHO cieny KIHHHYHHM NPOYYBaHUA (BCAKO NMOCACABAHO OT M€
yb/DKaBake). B mepsoTo npoyusate npu 90 neua Ha Bw3pact ot | 10 noa 6 roau




IIBa CMBPTHH CNyuYas M M30/IHPaHH cJy4ad Ha H3Pa3eHO NOBULIABAHE HA YE€PHOIPOOHUTE
TpaHcaMHHasH. CliyuauTe ca HaGIIOAABAHH B TIOMY/1alUs ChC 3HAYMMH ChITHTCTBALLM 3a00/19BaHHA.
[IpuunHHO-CEACTBEHA Bpb3ka ¢ ynoTpebara Ha Diovan He e ycTaHOBEHa. B ABeTe nocneasaluy
Npoy4YBaHKA, B KOMTO ca paHaoMu3upany 202 feua Ha Bb3pacT ot | 10 noA 6 rofuHy, He ca
HaONI01aBaHO 3HAYMMH MOBUIIEHHSA HA YepHOAPOOHUTE TpaHCAMHHA3H, HUTO CMBPTHH Cly4aH npu
NeYeHHUe C BAJICAPTaH.

[IposeneH € cHopeH aHanu3 Ha aaHHUTe oT 202 neanaTpyuHM NALHEHTH C XHIIEPTOHHUA (Ha BB3pacT OT
1 no noa 6 roauHHU), KaT0 BCHYKH MaLMEeHTH ca NPHEMAJIH BajlcapTaH KaTo MOHOTeparus B ABOHHO-
CNenuTe NEpHoaH (C H3KIYeHUe Ha ruauedo nepuoaa Ha orHeMane). Ot Tax 186 nauueHTH
NPOABL/DKABAT YYaCTHETO CH HITH B TIPOJIBIDKEHHETO Ha MPOYYBAHETO, AU B OTBOpeHHS nepuoa. Ot
202 nauueHTy, 33 (16,3%) umat XBb3 (naxoaHo eGFR <90 ml/min). Ilpe3 asolHo-3acneneHus
nepHo, AsaMa nauneHTH (1 %) ca npekpaTiii y4acTHe nopaan HeXeJaHo crOHTHE, 2 NIpe3 OTKPHTHA
EpUOA WIH Npe3 MeprHoa Ha MPOABIXKEHHE Ha NPOY4BaHETO, YETHPHUMA NaluMueHTH (2,1%) ca
NpeKpaTHIK Y4acTHE Mopaau HexenaHo cebutHe. [Ipes nsoino-3acnenenus nepuon, 13 (7,0%) ot
nalgedTHTe ca u3nuTtanu rnode enHa HJIP. Haii-uecture HJIP ca noBpewane n = 3 (1,6%) u quapus
n=2(1,1%). Enna HJIP (nuapns) e HabmonapaHa B rpynarta ¢ Xb3. B orBopenns nepuoj 5,4% ot
nauuentute (10/186) ca uanuranu none eqna HJIP. Hai-yectara HJIP ¢ namanen anerur, koeto ce
cpob1aBa ot AsaMa nauueHTH (1,1%). B n1BoHHO-3acieneHUs NepHOa H B OTBOPEHHA NEPHOI C€
cb0oO1IaBa 33 XHNEPKATHEMHS 3a €1HH MAlMEHT BbB BCEKH NepHoA. HiMa cimyyan Ha XMNOTOHHA WK
BUCHE Ha CBAT B JIBOMHO-3aceNeHHA NIEPUO] HIH B OTBOPEHHS TIEPHOA.

Xunepxanuemus ce HabiroaaBa no-4ecTo TIPH Jlella M KOHOLIM Ha Bb3pacT oT | Ao noa 18 roguHu ¢
MoUIEKALLO XPOHHUHO HBOpeuHo 3abonaBane (XBb3). PUCKkBT OT XHUNepkanneMus Moxe Aa Obje Mo-
BHCOK IPH €L Ha Bb3pacT OT | 10 5 ronMHM B CPaBHEHHE C AeLa HA Bb3pacT oT 6 1o noxa 18 roauHm.

[TpodwrsT Ha Ge30macHOCT, HabaoNaBaH NMPH KOHTPOJIHPAaHH KIMHHYHK MPOY4BaHUA NPU Bb3pACTHH
MalUEHTH Cte MHOKApIeH HHMAPKT WK CBC ChpJEYHa HEIOCTATBYHOCT, CE pa3nu4asa oT
ngnocTHUA podu Ha 6e30NacHOCT NMpU NALIMEHTH ¢ XMNEpTOHHA. ToBa MOXe Aa CBBP3aHO C
npUApYXaBalloTo 3abonsaaHe Ha nauueHTa, HJIP, XOMTO HacTHNBaT Npy BL3PACTHH NALIKEHTH CJIEA
MHOKapAeH HHPAPKT WK IPH NaLUMEHTH ChC ChPACHHA HEAOCTATHYHOCT, Ca M30POeHH No-10y:

- CheTosiHME criea MHOKapieH HHGApKT WKWK ChbpAeYHA HEAOCTATLYHOCT (MPOYYBAHHA CaMO
NpH Bb3PACTHH NALUEHTH)

HapymeHsusi Ha KPHLBTA H JUMQHATA CHCTEMA

C HeH3BEeCTHA 4ECTOTA | TpoMGOLUTONEHHS

HapymeHnusi HA HMYHHATA CHCTEMA

C HEH3BECTHA YECTOTA CBpBXUYBCTBHTENHOCT, BKJIIOYHTENHO CEpyMHa
bonecr

HapymeHns Ha MeTaboIH3MA H XPAHEHETO

HeuecTH XHUIEPKAUTHEMHA

C HEH3BECTHA YECTOTa [ToBHIIEH CEPYMEH KAIHH, XUIMOHATPHEMHUS

Hapyumenns HA HEPBHATA CHCTEMA

YecTH 3aMaiiBaHe, 3aBHCcelllO OT NO3aTa 3aMaHBaHe

HeuecTH CuHKonmn, riasodonure

HapymeHHS HA YXOTO H JIabHpHETA

HeuecTH CBeTOBBPTEX

ChpAcHHH HApYIIEHHS

HeuecTH CbpaeyHa HEIOCTATBUHOCT

Coba0BR HADYIIEHHS

HeuecTH XHMOTOHHA, OPTOCTATHYHA XHITOTOHM

C HeM3BECTHA HECTOTa Backynut

PecnHpaTOpHH, (PBARA B MEeHACTRHAJIHH HAPYUICHAS

Heuectu Kauia

CroMalIHO-4YpeBHH HAPYIIEHHSA




HeuecTH ["apeHe, nuapus

Xenaro-OHTHAPHA HAPYIIEHHSA

C Heu3BeCTHA YeCTOTa [ToBHIIeHHE Ha MOKA3aTE/NUTE 33 YepHOAPOOHA
byHkums

HapymeHus Ha KOXKATA H NOAKOKHATA ThKAH

HeuecTH Adruoeaem

C HEM3BECTHA YECTOTA BynioseH aepMaTHT, 0OpHB, Chpbex

HapymeHnHs B2 MYCKY/THO-CKeJIETHATA CHCTEMA H CheIHHHTE/IHATA ThKAH

C HeH3IBECTHA YeCTOTA Muasirus

Hapymenssa Ha 6L6penuTe n NAKOYHHTE NBTHINA

YecTH BrOpeyHa HEIOCTATHUHOCT M YBPEXK/IAHEe

Heuectn Octpa 6B6peuHa HEAOCTATHYHOCT, TOBHINABAHE HA
CEpYMHHA KpEaTHHHH

C HEU3BECTHA YECTOTA IloBHIIEHHE Ha ypeATa B KPbBTA

QOo0mu HapymeHHs H ¢PeKTH HA MACTOTO HA NPHIOKEHHE

Heuectu AcTeHus, yMopa

Coo0lL1aBaHe Ha IOA03MPAHK HEXKENaHU peaKkUuHy
Cpo0LUaBaHeTO Ha MO03UPAHH HEXKEMaHH PEaKLIMy clie]l pa3pellaBaHe 3a ynorpeba Ha 1eKapCTBEHUS

NMPpOAYKT € BaXHO. Toea no3BossABa Aa MpoABILKH Ha0JII0AEHUETO Ha CHOTHOLIEHUETO I'IDJ'ISﬂprCK 34
JIEKapCTBCHHUA IIPDOAYKT. OT MeIMLMHCKHTE CIIELHATUCTH ¢ U3UCKBA Aa cpobliaBaT BCska

MOJO3HPaHA HEXKENIAHA PeakLHa Ype3 HALMOHAIHHA PEryaaTopeH opraH Ha aJpec:

bbarapus

HM3nmpAHATENHA areHUMs 110 1eKapcTBaTa
ya. ,,Jdamsan ['pyes” Ne 8

1303 Codus

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

4.9 Ilpenosnpane
CHUMOTOMU

[penosupatero ¢ Diovan MOxe n1a NPpHYHHK H3Pa3€HA XHIIOTOHHA, KOATO MOXKE Aa 10BEAE A0
IOHMXKABaHE Ha ACHOTATA HA Ch3HAHMETO, LMPKY/TATOPEH KONANC W/IiM OK.

JleueHHe
TepaneBTHYHUTE MEPKH 3aBHCAT OT BPEMETO Ha NPUEM Ha JIEKApCTBOTO M BHAA M TEXECTTa Ha

cuMnToMHTE. OT ITLPBOCTENEHHA BAXHOCT € CTa0MNM3NPAHETO HA MPKYJIATOPHHSA CTATYC.

B cryuail Ha XMNOTOHKA NMAUMEHTHT TPsAGBa Aa Obje NOCTaBEH B JIEMHAIO NonoXkeHne U Obp30 aa ce
npeanpueMe 3aMecTBaHe ¢ 00eM03aMeCTBalH Pa3TBOPH.

Marnko BepOATHO € BajicapTaH 1a ObJc OTCTPAHEH YPE3 XEMOAHAIIH3A.

5. GOAPMAKOJOIrHYHU CBOMCTBA

5.1 PapMakoiHHAMHYHH CBOHCTBA

C09CAQ3




Bancapras € NepopaHo akTUBEH, MOLLUeH U cneuuduuer anrnotedaut 11 (AT 1) anraronmcT. To#
aelicTea cenexTHBHO BhpXy AT peLenTopHUs MOATHUII, KOWTO € OTTOBOPEH 34 NO3HATHTE ASHCTBHA Ha
anrnotensud II. [TopnuleHHnTe NIa3MEHH HYBA HA aHTHOTEH3HH 11 B pesyarar Ha AT peuenropHara
6nokana ¢ BacapTad MOraT Aa CTUMYHpar HebnokupanuTe AT, peuentopH, KOETO H3rnexaa
npoTuBoAeiicTea Ha edexra Ha AT peuentopa. Bancapran He NposBABa HUKaKBa 4aCTHUHA
arOHMCTH4YHA aKTHBHOCT KbM AT peuenropa u uma 3HauuTenHo (okono 20 000 mbTr) no-ronsam
apunuuteT XpM AT peLienrTopa, OTKOAKOTO KbM AT perienTopa. Baicaprad He ce CBbp3Ba H He
ONOKHpPA PEUENTOPH Ha APYrd XOPMOHH WY HOHHH KaHAJIH, 334 KOMTO € M3BECTHO, Y€ Ca BAXKHH B

CHEpACHHO-CBA0BATA pPCryJiallkus.

Bancapran He uHxu61pa ACE (u3BecTeH v KaTo KuHHHa3a II), KOHTO npeBpbLUa AHTHOTEH3UH | B
auruoteHsuH Il u pasrpaxna OpaaukuHuHa. Tei kaTo HAMAT eekT BbpXy ACE # He 3acunBar
ACHCTBHETO Ha OpaMKHHUH wiu cybcTaHuus P, MajlKo BEpOATHO € aHTarOHMCTHTE Ha AHFHOTEH3HH 1
Ja ca ¢BbP3aHM ¢ KauusiHe. B KIHHHYHM NpOoYYBaHMA, KbAETO BancapTaH € cpasHeH ¢ ACE
HHXHOMTOP, YECTOTAaTa Ha CyXa Kauutvua € 3HauuTenHo (P<0,05) no-Manka npu nauMeHTH, 1eKyBaHN
C BaJICapTaH, OTKONKOTO npH NekyBaHute ¢ ACE uaxuburop (2,6% cpeury 7,9% pecnektueHo). B
KIMHUYHHK NPOYYBaHMA NMPU NALMEHTH C aHAMHE34a 32 CyXa Kaulndua no spemMe Ha jevyenue ¢ ACE
HHXuOUTOp, 19,5% OT NpoyuBaHUTE NHLA, NOMy4aBaly BajicaptaH, U 19,0% ot Tesn nonyyasauy
THa3UJEH AHYPETHK UMAT KalLHila, B cpaBHeHHE ¢ 68,5% oT nuuara, nexysanu ¢ ACE unxuburtop

(P < 0,05).

XMIEPTOHHA
[Tpunoxenurero Ha Diovan npy nalMeHTH ¢ XUNEPTOHUA BOIHM A0 NMOHMKABAHE HA APTEPHATTHOTO

HanaraHe 6e3 nopaUgBaHE Ha MyJICOBATA YE€CTOTA.

[Ipu noBeueTo NALMEHTH ClIe €AHOKPATEH NEPOPAJICH MPHEM HAYANOTO Ha AHTHXHIIEPTEH3UBHOTO
NEeMCTBHE HACTBIIBA € B pAMKHMTE Ha 2 Yaca, a Hail-HHCKH CTOMHOCTH Ha apTepHaNHOTO HAJISTaHE C¢
A0CTHra B paMKuTe Ha 4-6 yaca. AHTUXHUNEPTEH3NBHUAT €(eKT NpoAb/KaBa Hax 24 yaca cien
npuema. [Ipy MHOTOKpaTHO NpHIaraHe peaseH aHTHXHIIEPTEH3UBEH €EKT € HAIMLE B PAMKHTE Ha

2 ceIMHLH, a MAKCHMAIHUSAT €EeKT Ce MOCTUIra B PAMKHUTE Ha 4 CEIMULM H CE NMOIAbPKa B X0O/1a Ha
ALJICOCPOYHA Tepanys. 3Ha4MMO AONBIHUTETHO MOHWKEHHE HA apTePHATTHOTO HaISraHe Ce MoCTUra

Npy KOMOHHALMA ¢ XUAPOXJIOPOTHAHA.

BHe3anHOTO mpeycTaHOBsABaHe Ha JedeHHeTO ¢ Diovan He ce cBbp3Ba ¢ rebound-xunepToxus WM ¢
APy HEXENaHW KIHHUYHH ChOHTHSL.

[Tpy maumMeHTH C XMIEPTOHHS U AHMAa0eT THI 2 ¢ MUKPOANOYMHHYPHA € OTYETEHO, Ye BANICAPTaH
HaMangBa OTAENAHETO Ha anOymuH B ypuHata. [Ipoyuranero MARVAL (Hamansisane Ha
MHKpoanGyMuHypHsTa ¢ BancaptaH (Micro Albuminuria Reduction with Valsartan)) ouensasa
HAMAJISBAHETO Ha OTAeNIHeTO HA anbymuH B ypuHata (UAE) ¢ Bancapran (80-160 mg/nen) B
cpaBHeHHE ¢ amnoAunHH (5-10 mg/aen), npu 332 naumeHTH ¢ avaber tdn 2 (cpeaHa Bb3pact: 38
roaMHH; 265 MBike), ¢ MUKpoasIOyMUuHypus (BaacapTaH: 58 pg/min; amnoaunuH: 55,4 pg/min), ¢
HOPMAJTHO WJIH BHCOKO apTepHalHO HajidraHe H Chbe 3anaseHa On0peyuHa QyHkuus (cepymeH
kpeatuHnH <120 umol/l). Cnen 24 ceamuun, UAE e Hamanero (p<0,001) ¢ 42% (-24,2 pug/min; 95%
Cl: —40,4 no -19,1) ¢ sancapran n npubnusurenHo 3% (—1,7 pg/min; 95% CI: —5,6 no 14,9) ¢
aMJIOAMIHH, HE3aBUCHUMO OT CXOJHATA CTEMNeH Ha MOHWKEHUE HA apTEPHATHOTO HAIATaHE B JBETE

IPYIIH.

[Mpoyusanero Hamanaeaue Ha nporeuHypusTta ¢ Diovan (Diovan Reduction of Proteinuria) (DROP)
M3CJIeABa AOITBIHUTEHO e(PMKACHOCTTa Ha BancapTaH npu pegyuupase Ha UAE npu 391 nauueHTy ¢
xunepronus (AH=150/88 mmHg) ¢ anabet Tun 2, anbymunypus (cpeaHa ctorHocT=102 pg/mi,
700 pug/min) u 3anaseHa 66peuna pyHKUUA (CpeaeH cepyMeH kpeaTHHHH=80 pmol/l). / Vo
ca paHAOMM3HMpaHH Ha efHa oT 3-Te no3u sancaptad (160, 320 u 640 mg/neH) 1 nekyBafiig
npoasbkeHue Ha 30 ceqmuu. Llenra Ha NpOyYBaHETO € Aa YCTAHOBH ONTUMANTHATA NG
3a penyuurpaie Ha UAE npu nauvedTd ¢ XuneproHus H auaber tan 2. Cnea 30 ceamufy

npoueHTHaTa npoMana B UAE e 3HaunTenHo HaMaieHa ¢ 36% oT u3xoaHara CToiHHOCH




160 mg (95% Cl: 22 no 47%) u ¢ 44% c pancapran 320 mg (95%CI: 31 a0 54%). HanpaseHo e
saKouenue, ue 160-320 mg sancaptaH BOAH A0 KIWHHYHO 3HauuMH peayKunH Ha UAE npy
NALKUEHTH C XUNepTOHUA ¥ auaber tun 2.

[IpeceH MHOKAPAECH HHDAPKT

[IpoyuBaneTo Bancaprad npy ocTbp MuokapAeH uudapkr (VALsartan In Acute myocardial
iNfarcTion) (VALIANT) e paHaoMH3HpaHO KOHTPOIHPAHO, MHOMOHALIMOHAIHO, ABOHHO-CJIANO
npoy4sane npy 14 703 nauueHTH ¢ OCTHP MUOKAPAECH HHPAPKT W NPU3HALIY, CHMITTOMH HJIH
PafMONOTHYHU AaHHH 3a 3aCTOHA Chp/cYHA HEAOCTATHYHOCT W/HIIM JaHHY 3a JIEBOKaMepHa
cucTonHa AvcdyHKUMsA (1IposBeHa karo ppaxuus Ha uTaacksane <40% upes pagHOHYKJIHMAHA
BeHTpHKyJorpadus wiu <35% upes exokapavorpadvs ik BEHTPUKYTHA KOHTPACTHA aHrHorpagus).
[TaumeHTHTE Ca PaHIOMH3HPAHH CMIPAMO BJICApTaH, KANTONPWI WiH KoMOHHauMs OT BaTa
JIEKapCTBEHH NPOAYKTa B paMKkuTe Ha 12 yaca a0 10 quu cnes HA4aA0TO HA CHMIITOMMHTE HA
MHoKap/eH HHbapkT. CpeIHHAT NEPUOA Ha JiCueHHe € B¢ roAuHHU. [TspBHYHaTa KpaiHHa TOUKa €
BPEMETO Ha HACTBIIBAHE HA CMBPT MOPaAH BCAKAKBU NPHUUHHU (0011a CMBPTHOCT).

BancapTaH € Cbillo TONKOBa €(PEeKTHBEH, KONKOTO KalTOMPH MO OTHOLIEHHE Ha HAMaJIABAaHETO Ha
o61maTa CMBPTHOCT cieAl MHoKapaeH uHdapkT. Obwara cMbPTHOCT € No00Ha B rPyNUTE ¢ BaJicCapTaH
(19,9%), kantonpun (19,5%) u Bancaprad + karrronpun (19,3%). KombuHauusra Ha Bancapras ¢
KanTonpui He A06aBg ZOMBLIHUTENHA NON3a CAPAMO JISUSHUETO ¢aMo ¢ KanrTonpua. Hama pasnnka
MEX1y BAJICAPTaH M KANTOMNPHA 1O OTHOLUIEHHE Ha 00IlaTa CMBPTHOCT B 3aBUCHMMOCT OT Bb3pacTTa,
nona, pacaTta, U3XOAHHTE TEpanHu Wi oCHOBHOTO 3abonaBaHe. BancapraH € ¢eKTHBEH M B
yAb/DKaBaHe Ha BPEMETO 10, H B pelyUMpaHe Ha CbPACYHO-CH0BATA CMBPTHOCT, XOCMIMTATM3ALIMH MO
MOBOJ, Ha CHPAEYHA HEJOCTATHYHOCT, MOBTOPEH MHOKAPAEH HHOAPKT, pEaHHMHPAHO CITUPAHEe Ha
ChPLIETO H He(aTaNeH HHCYNT (BTOpHYHA ChCTaBHA KpalHa TOUKa).

[TpodunbT Ha 6€30MacHOCT Ha BalCapTaH CbOTBETCTBA HA KIHHHYHOTO NPOTHYaHEe NPH NaLUeHTHTE,
neKyBaHH cjiefl npekapaH MuokapaeH uHdapkT. [1lo oTHomeHne Ha 6vOpeuHara QyHKuMA €
HaGnl0AaBaHO yIBOABaHE HA CEPYMHUA KpEaTHHHUH NpH 4,2% OT NaUHEeHTHUTE, JIEKyBaHK C BaJICApPTaH,
4.8% OT MauUEHTHTE, NEKYBaHH C BaJicapTaH + KanTonpui, v 3,4% OT NaluUeHTHTE, TEKYBaHH C
karrronpwi. [Ipexbcsane nopagn pa3iuyHy BuaoBe 6bOpeuna auchyHkuns HacTeneaT npu 1,1% or
MaLHeHTHTE, JIEKYBaHH C BajicapraH, 1,3% nauueHTHTE, IEKYBaHH C BajicapTaH + kanronpui, 4 0,8%
OT MALIMEHTHTE, NeKyBaHH ¢ Kamronpwi. OueHka Ha 6s6pevnaTa pyHkuMs TpaOBa na ObJe BKMOUYCHA
p 0011aTa OLIEHKA HA MALMEHTHUTE, MPEKapanyd MHOKapAeH HHPapKT.

Hsama pa3iiuka B CMbPTHOCT 1O BCAKAKBA MPHYKHHA, CHPAEUHO-CHAOBATA CMBPTHOCT H 3a00/1€MOCT,
KOrato ce npwiarat 6era-610kepy eJHOBPEMEHHO ¢ KOMOHHALIMATA BAJICAPTaH + KanTONpui, camo
BajIcapTaH WIH camo Karrronpii. HezaBucuMo OT ledeHHETO CMBPTHOCTTA € MO-HHUCKA B rpynara Ha
nalUeHTUTE JEKyBaHH ¢ Hera-610Kep, KOeTO NMoKa3Ba, 4e rolHaTara nomnsa or 6era-d6nokepure npu
Ta3H NonyJalus ¢ NOTBbPXKAaBa B TOBA IIPOYy1BaHe.

CupaeuHa HEAOCTATBYHOCT

Val-HeFT e pangoMn3upaHo, KOHTPOJHPAHO, MHOTOHALIMOHATHO KIHHM4YHO NPOYyYBaHE Ha
BAJICAPTaH, CpaBHeH C nanedo BbpXy 3abonesaeMocTTa M ¢MbpTHOCTTA NpH 5 010 NauMeHTH Cbe
cbpaedna HegocrarbuHoct ¢ NYHA xnac 11 (62%), 111 (36%) u IV (2%), nony4asaiuyu obntaliHa
Tepanus ¢ nesokamepHa OH <40% u neBokaMepeH BeTpellieH aAuacToneH auamersp (LVIDD)

>2.9 cm/m?. OcHoBHata Tepanus siousa ACE unxuburopn (93%), anypernum (86%), AMroKCHH
(67%) u 6eTa-6nokepu (36%). CpeaHaTa NPOABLKUTENHOCT HA MPOCEAABAHETO € IPUOIH3UTENHO
aee roanuH. CpeaHara gHesHa no3a Ha Diovan sbe Val-HeFT e 254 mg. IlpoyuBaHeTo uma nBe
MBPBHUYHHM KpaliHK TOUKH: 0011a CMBPTHOCT (BpEME 0 HaCThIIBAHE HAa CMbPTTA) ChCTABHA CMBPTHQCT
1 3a60/1eBaEMOCT OT ChPAEYHA HEROCTATHYHOCT (BpeMe 0 MbpBOTO HONECTHO CHOHTHE /-/
K4TO CMbPT, BHE3AMHA CMBPT ¢ PERHMMALIMS, XOCTIMTATH3ALHS 110 MOBOJ Ha c'bp,uequ K\
HEAOCTATHYHOCT HIIH MPWIOKEHHE HAa BEHO3HH MHOTPOITHH WK Ba30AHNATATOPHH G ? a GoiE
WM NoBeue 4Haca 6e3 xocnuTann3aums. =




CMBPTHOCTTA [0 BCHYKH NPYYHHU e noaobHa B rpynure (p=NS) ¢ BancaprtaH (19,7%) 1 nnauedo
(19,4%). TILperunaTa nonza € 27,5% (95% CI: 17 no 37%) namanseaHe Ha pUCKa 3a BPEMETO A0
MbPBATA XOCMUTAIM3ALHMS 110 TOBOI HA ChpAeuHa HeAOCTaThYHOCT (13,9% cnpamo 18,5%).
PesyaTaTy, M3INIEXKAAllH B N0J13a Ha naauebo (ChbcraBHaTa CMBPTHOCT K 3aboneBaeMocTTa € 21,9% ¢
w1anefo cnpamo 25,4% B rpynara ¢ BaIcapTan), ¢a HabnKoAaBaHH NMPH NaUUEHTHTE, MPHEMALLH
Tpoitra kom6uHauua ot ACE nnxuburop, 6era-0nokep 1 sancapraH.

B noarpynarta Ha nauueHTuTe, KouTo He npHeMat ACE uuxuburop (n=366), nonsnrte no oTHOLIEHHE
Ha 3a00neBaeMoCTTa ca Haif-ronemMH. B Tazu noarpyna CMbPTHOCTTA MO BCHYKH NPHYHHH €
3HAYMTEJIHO HAMAJICHA ¢ Ba/icapTaH, B cpasHeHHue ¢ ranedo ¢ 33% (95% CI: —6% a0 58%) (17,3%
pasicapTaH cnpamo 27,1% miauebo) u chcraBHaTa CMBPTHOCT M PHCKa 3a 3aboneBaemMocT ca
3HAUMTENHO HamaneHHu ¢ 44% (24,9% sancapraH cnpamo 42,5% mnnauebo).

I[Tpn naunenTtH, kouto npueMat ACE unxnburop 6e3 bera-610kep, CMBPTHOCTTA NO BCHYKH NPHUHHH
e noao6ua (p=NS) B rpynute ¢ pancaprtad (21,8%) v ruiauedo (22,5%). CrcTaBHATA CMBPTHOCT H
pUCKDBT 3a 3ab0oneBaeMocCT ca 3HauuTeNnHo HaManeHu ¢ 18,3% (95% CI. 8% to 28%) ¢ Bancapran B
cpaBueHHe ¢ rauebo (31,0% cnpamo 36,3%).

B o6wara nonynauus Ha Val-HeF T nonmynauusta, nauMesTHTE, JIEKyBaHH C BAICAPTaH, MNOKa3BaT B
cpaBHeHHe ¢ auebo 3HauMMo nofobpenue Ha knaca no NYHA, npU3sHauuTe 4 CHMNTOMUTE Ha
ChpJeYHa HEAOCTATBYHOCT BKIKOYHTEIHO AMCIIHES, YMOPA, OTOLM W XpunoBe. IlauueHTure,
NMpHeMaLId BaJICapTaH HMAT No-A06po Ka4eCTBO Ha KMBOT B CPaBHEHHE C MpHUeMallliTe IUiaueoo,
KOETO ce JEMOHCTpHpa upes ckanara Ha Minnesota Living with Heart Failure Quality of Life or
M3XOJHOTO HUBO A0 KpaiiHaTa TO4YKa Ha npoy4BaHeTo. IIpy nauneHTHTE, IEKYBaHH C BaJiCapTaH
3HAYMMO C€ MOBHIIABa DpaKLIMATA HA H3T/IACKBAHE W 3HAYMMO ce noHwkasa LVIDD ot usxoaHoro
HMBO [0 KpaiHaTa TOYKa no BpeMe Ha MpOy4RaHETO B CPaBHEHHE ¢ miauedo.

Ipyru: ApoitHa 610Kana Ha peHUH-aHTHOTEH3UH-ANA0CTepoHoBara cucreMa (PAAC)
JIBe rosieMH paHaOMHU3KpaHd koHTpoanpalu npoyusaHus — ONTARGET (ONgoing Telmisartan

Alone and in combination with Ramipril Global Endpoint Trial - Tekywo rnobanso usnureaHe 3a
KpaiHM TOYKM Ha TENIMHCAPTaH, CAMOCTOATENHO U B koMOuHaumg ¢ pamunpua) 1 VA NEPHRON-D
(Knusu4HO npoyuBaHe CBbP3aHO ¢ Pa3BHTHE Ha HedponaTHa npy AuabeT, NpOBEACHO OT
MHHHKCTEPCTBO N0 BBIIPOCHTE Ha BETepaHHTE) — NpoyuBaT ynotpebara Ha komOHHaLaTa ot ACE
MHXUOUTOP U aHrnoTeH3uH lI-peuenTtopen 6a0Kep.

ONTARGET e npoyuBane, NPOBEACHO MPK NAaLIMEHTH ¢ aHAMHE3a 3a ChPACHHO-CH/I0BA WK
MO3BUYHOCHAOBA 00NECT, WIK 3aXapeH nuaber TvN 2, NPUAPYKEHH C JaHHH 33 YBPEKIAHE Ha
edexropur oprann. VA NEPHRON-D e npoyusaHe npH NaLMEHTH ChC 3axXapeH auaber THM 2 U
nuaberHa HedpornaTHa. Te3n NpoyyBaHus HE MOKA3BaT 3HAYNUM OJIaronpHAITeH ePexT BbPXY
6BOpedHHTE WK CHPAESHHO-CBIOBUTE NOCIETHIIH H CMBPTHOCT, KATO CHIUIEBPEMEHHO Ca
HAOJIOZIABAHM TIOBHILIEH PUCK OT XHMNEPKaIHEMMA, OCTPO YBpeXKIaHe Ha 6p0peliuTe WHAH XHITOTOHUA
B CpaBHEHME ¢ MOHOTepanuaTa.KaTo ce umat npeaBua CXOAHKTE UM (papMakOJAHHAMHYHH CBOMCTBA,
TE3M Pe3yJITATH ca MPWIOKUMH U 3a Apyrd ACE naxubutopu ¥ aHrnoTeH3uH l1-penentopuu
6nokepd. ACE uHxuburop v aHrnotensuH lI-penenropuu 6nokepH cienosatesHo He TpsaOBa aa ce
M3I10/13BAT €JHOBPEMEHHO NPH NaLUEHTH ¢ AuabeTHa HedponaTHs.

ALTITUDE (KnuHHyHO npoy4BaHe NpOBeAEHO ¢ aJIMCKHPEH MNPH NaUUEHTH ChC 3aXapeH adabdeT THN
2 ¢ M3MO3BAHE HA ChPAEYHO-CHAOBH H Ob6peun 3abonaBaHHA KaTO KpalHH TOUKH) € MPOyYBaHe,

NpeAHA3HAuYEHO Aa M3C/IeIBa 110J13aTa oT 100aBAHETO Ha A/IMCKHPEH KbM CTaHAapTHA Tepanua ¢ ACE
MHXMOHTOD WM aHrHoTeH3uH ll-peuenropex 6nokep NpH NALMEHTH CHC 3aXapeH quabeT Tvn
XpoHKYHO 6BOpeuHo 3aGoaBaHe, CHPACHHO-CHAOBO 3abongaBaHe WM ¥ aBere. [IpoyuBaHeTe
MPEKPATEHO NPEKAEBPEMEHHO NOPAH NIOBHLIEH PHCK OT HEOJIArONPHATHHU MOC/ICARLH. K f
ChpAEYHO-CHAOBATA CMBPT, TAKAa M MHCYJITHT Ca MO-4ECTH B IpyaTa Ha ATHCKHPEH, OTKDJ?
rpynara Ha niaue6o, a MpeacTaBNABAIUTE HHTEPEC HEXENAHH CHOUTHSA U CEPHO3HH HEWKE
ChOMTHA (XHMEPKATHEMHA, XHIOTOHUA ¥ ObOpeuHa ArcyHKUMA) ce CHoOIIaBaT no—qec:rc\ .-
Ha ANKHCKHPEH, OTKOJIKOTO B rpymnara Ha mianebo.




Ileduampuyna nonyaayus

XUnepToHug

AHTHXUNEPTEH3UBHUAT e(peKT Ha BaNCapTaH € OLICHEH B X0/1a HA YETHPH PaHIOMH3HPaHH, JBOHUHO-
cNieny KIMHUYHU NPOy4YBaHud NpH 561 neamaTpuyHHU NalMEHTH Ha BB3PacT OT 6 10 moa |8 roanHu 1
165 neaAMaTpUuHK NAaLMEHTH HA Bb3pacT oT | 10 6 roausy. Hapyienus Ha 6u0peumnTe H MUKOUHHTE
MbTUILA M 3aTILCTABAHE Ca HA-4eCTHUTE NOANEXKAIUM MEAHLWHCKH ChCTOAHUA, KOWTO AONPHHACAT 34
Pa3BHTHETO HA XHUIIEPTOHHA IPH JeHaTa, BKIIOYEHH B NPOYYBAHUATA.

Knununen onum npu oeya Ha uau Hao 6 200UHA 8v3pacm

B eqHO KIMHMYHO MPOYYBaAHE, BKIIOYBALO 261 XHNEepTeH3INBHH NALMEHTH HA Bb3PacT OT 6 10

16 roaunn, nauMeHTHTe ¢ Terno <35 kg nonyuasar 10, 40 nnu 80 mg pancapTaH JHEBHO NOJ
dopmara Ha TabnerkH (HHCKa, CpeaHa ¥ BUCOKA 03a), a8 MAUHeHTHTE ¢ Terno 235 kg monyuasar 20,
80 wim 160 mg BancaptaH AHEBHO noj GopMaTta Ha TablieTKH (HHCKa, CpeaHa ¥ BUCOKA 1103a). B Kpas
Ha BTOpaTa ce/iMHlia BaiCapTaH BOAHU A0 A0303aBHCHMO NMOHWKEHHE KAKTO Ha CHCTOIHOTO, TaKa H Ha
OWACTONHOTO HandraHe. TpHTe 103M BaicapTaH (HUCKA, CpelHa U BUCOKA) 3HAYHMO NOHHKABAT
CHUCTONHOTO Hanaraue c»TBeTHO ¢ §, 10 1 12 mm Hg cnpamo uaxoanute ctoiHocTy. [launeHtuTe ca
PaHIOMH3HPAHHU Ja NPOABJDKAT Aa MpUeMaT ChLUMTE 03 BAICAPTAH HIIM /1 IPEMMHAT Ha ruianebo.
[IpH NaLHeHTHTE, KOUTO MPOJBMKABAT Aa IPHEMAT CPEXHA U BUCOKA 1032 BAJICAPTAH CUCTOIHOTO
HanAraHe e cpeHo ¢ 4 1 7 mm Hg no-HUCKO OTKONKOTO NPH NMALMEeHTHTE Ha JieueHHe ¢ nnauebo. [Ipu
NAaLUEHTHTE, TIPHEMALLIA HHCKA 1033 BaJICApTaH CUCTOJIHOTO HalAraHe € NoaoOHO Ha TOBA NpH
NaLHEeHTHTE Ha JIeyeHHe ¢ 1auedo. J[0303aBUCUMUAT aHTHXUIIEPTEH3HBEH €(PEKT Ha BAICapTaH €

HANHIE NPU BCHYKH AeMorpadicky cyOrpynm.

BB BTOpO KIHHHYHO NpoyuBaHe, BiuntoyBallo 300 neagMaTpuyHHu NalHeHTH C XUNEPTOHHA Ha Bb3pacT
oT 6 1o noa 18 roauHy onpeaeneHH NALMEHTH Ca PAaHIOMH3HPAaHH 1a NpHEMAT BaJiCapTaH WIH
eHaIanpu B npoaskeHue Ha 12 ceamuuu. Jeuara ¢ terno >18 kg u <35 kg npuemar 80 mg
pancapTaH Wiy 10 mg enananpun; Te3u ¢ rerno =35 kg u <80 kg npuemat 160 mg pancapraH unu

20 mg eHananpui; a Tesu ¢ Terno >80 kg npuemar 320 mg Bancapran win 40 mg eHananpu.
TToHMKEHHETO HAa CUCTONHOTO HalAraHe € CPaBHUMO MeXly NALMEHTHTE NPUEMALLIH BallcapTaH

(15 mm Hg) u enananpun (14 mm Hg) (p-cToitHocT 3a He no-manka edpukacHoct <0,0001). [Tonoduu
pe3yJITATH ce HAb/IIOAABAT U 3a IWACTONHOTO apTEPHANTHO HaNAraHe, moHwkeHue ¢ 9,1 mm Hg u ¢

8,5 mm Hg ¢bhOTBEeTHO C BancapTaH H C €Hananpui.

B Tpero OTKPHTO KIIMHHYHO Npoy4BaHe, BKIOUBAO 150 neHaTpUYHH NAUMEHTH ¢ XUNEPTOHUA Ha
pb3pacT oT 6 10 17 roqWHH, NOAXOAAWMTE NALKMEHTH (CHCTONHO AH 295™ nepcentun cnopen
Bb3pAaCTTa, N10J1a M BUCOYMHATA) NIPUEMAT BalicapTaH B MPOAL/DKEeHHE HA 18 Meceua, 3a Aa C€ OLeHH
be3zonacHocTTa M moHocumMoctra. Ot 150-Te nauueHTH, y4acTBalld B [IpOy4YBaHeTo, 41 nauueHTH
MOTy4YaBaT H Jpyra aHTUXMNEepPTeH3HBHA Tepanua. HauanHure ¥ nogarpxawure 1034 ca onpeeeHu
Bb3 OCHOBA HA TeNeCHOTO Terjio Ha nauueHTure. IlanuenTure, Texawm >18 no <35 kg, 235 po <

80 kg u > 80 mo < 160 kg nomyqaear 40 mg, 80 mg u 160 mg 1 no3uTE Ce THTPUPAT CHOTBETHO 10

80 mg, 160 mg u 320 mg cnen enHa ceamMuua. IlonoBuHaTa ot BKIKOYEHHTE nauuenT! (50,0%, n=73)
umat XB3, kato 29,3% (44) ot naunenture umat Xb3 Craanii 2 (GFR 60 - 89 mL/min/1,73m?) wnu
Cranuii 3 (GFR 30-59 mL/min/1,73m?). CpeaHoOTO NOHMKEHHE B CHCTOJIHOTO apTepHAITHO HaNraHe €
14,9 mmHg npu Bcuukn nauuenTH (M3xonHo 133,5 mmHg), 18,4 mmHg npu naunenTure ¢ Xb3
(v3xomHo 131,9 mmHg) u 11,5 mmHg npu naupenTure 6e3 Xb3 (u3xoano 135,1 mmHg). [IpoueHTsT
Ha MalMEHTHTE, MOCTUIHAIM LTOCTeH KOHTpoa BepXy AH (cucronno u anactonno AH <95
nepceHTHI) e 1eKo no-Brucok B rpynara ¢ Xb3 (79,5%) B cpasuenue ¢ rpynata 6e3 Xb3 (7

Knunuuey onum npu deya noo 6-zoduwra év3pacm
[IpoBeaeHH Ca TPH KIMHHYHH NpOyYBaHHs NPH 291 mauneHTH Ha BB3pacT oT 1 ao
NMpOYYBAHUATA HE Ca BIUTIOYEHH Aela nol | roauHa.




B nbpeoTo npoyusaHe ¢ 90 nauueHTH He € JEMOHCTPUPaH 10303aBUCHM KIHHHYEH OTIOBOP.,. BB
BTOPOTO NPOYYBAHE CbC 75 MALMEHTH, 10-BUCOKHTE J03H Ha BAJICAPTaH Ca CBbpP3aHH C NO-TOIAMO
[NOHWXKEHHE HA APTEPHAIHOTO HaJIAraHe.

TpeToTo npoyuBaHe € 6-CeAMUYHO PAHAOMH3HPAHO ABOMHO-CIIANO NPOYUBAHE 3a OLIEHKa Ha A030BHA
OTFOBOP Ha BajicapTaH npu 126 feua Ha Bb3pacT OT | 0 5 FOMHHH C XUNIEPTOHHA, CBC UIH Oe3 Xb3,
pangomusnpand Ha 0,25 mg/kg vnu 4 mg/kg TenecHo rerno. I[1py gocTHrane Ha KpaiiHaTa uen,
HAMAJICHUETO HA CPEAHOTO CHCTOJIHO KpBbBHO HanaraHe (MSBP)/cpefHOTO AMACTONHO KPBBHO
nanarade (MDBP) npu sancapran 4,0 mg/kg B cpapHenue ¢ Bancapral 0,25 mg/kg e 8,5/6,8 mmHg,
cwroTBeTHO 4,1/0,3 mmHg; (P = 0,0157/p <0,0001). Ilo nono6en nauun noarpynara Ha Xb3 nokasa
chino HaManeHne Ha MSBP/MDBP npu Bancapras 4,0 mg/kg B cpapHexue ¢ BancaptaH 0,25 mg/kg

(9,2/6,5 mmHg cpewy 1,2/ +1,3 mmHg).

Esponeiickara areHUMs 1o JieKapcTBaTa 0CBOO0XKAaBa OT 3aJb/DKEHHETO 3a NPeIoCTaBIHE Ha
pe3yJITaTuTe OT Npoy4BaHUATA ¢ Diovan BbB BCHUKH MOATPYIH HA NEAMATPHYHATA NTOMYIALMS CbC
ChpIEYHA HEJOCTATBYHOCT M ChPJeYHa HEIOCTATBYHOCT e/l IpeceH MHOKapIeH HHGapKT. Bixre
Touka 4.2 3a HHGOpPMALIM OTHOCHO NeavaTpuyYHaTa ynotpeba.

5.2 @®apMAKOKHHETHYHH CBOHCTBA

Abcopbyun.

Cnen nepopanHo NPWIOKEHHE CaMO Ha BaicapTaH MMMKOBHTE MJIa3MEHH KOHLICHTPALIMHM HA Ba/IcapTaH
ce pocturar 3a 2—4 vaca npu tabnetkute U 1-2 yaca npu nepopanHus pasreop. Cpennara abconmoTHa
buoHanMuHocT € 23% u 39% CBHOTBETHO NpH TaONETKUTE U NepopanHus pasTteop. CucremMHaTa
eKCIO3MLMSA ¥ MMKOBATA IU1a3MeHa KOHLICHTPALMA Ha BajicapTaH € 0koao 1,7 mbTH U 2,2 nbTH N0-
ronsma npH pasTBopa, B CpaBHeHHE C TabNETKHTE.

Xpanara HaManaBa excnosuuuaTa (u3mepena ¢ AUC) Ha Bancaprad ¢ okono 4(0%, a nukoBaTa
nnazMeHa KoHLUeHTpauMa {Cmax) ¢ okono 50%, BbnpekH de okono 8 yaca cnen rnpHeMa ruia3MeHHTe
KOHLIEHTPALIMH Ha BaJicapTaH ca MoAoOHYU B IPYNMTE HA MPHEM CAe] HaxpaHBaHe W Ha riaaHo. Tosa
noHwxkeHHe Ha AUC obaue He ce NpyapyXasa OT KJIMHUYHO 3HAYWMO HAMANABAHE HA TEPANECBTHUHMA
eekT, NOpaaM KOETO BAJICAPTAH MOXeE Jla C€ JaBa ChC Wi Oe3 XpaHa.

Pasnpegdenenue.

OGeMbT Ha pasnpenesicHUe Ha BajicapTaH NMpH paBHOBECHO ChCTOSHHE Cl€], HHTPABEHO3HO
[PHIIOXKEHKE € OKoNO 17 nuTpa, KOETO NOKa3Ba, Y€ BaACapTaH He Ce pasnpeacia eKCTCH3UBHO B
ThKAHHTE. BaicapTaH € B rojifiMa CTENeH CBbP3aH CbC CEPYMHHTE NpOTeHHH (94-97%), npeauMHO

ChC CepyMHHA aTOYMHUH.

buompancgopmayun:

Bancaprau He ce 6uorparichopMupa B roiiMa CTENeH, Thi Karo camo okono 20% ot nosara ce
OTKpHBa KaTo MeTabosinmy. B nmnasMara € yCTaHOBEH XHIPOKCHMETAOONHT B HHCKH KOHLICHTPALUH
(no-manko ot 10% or AUC Ha BancaptaH). To3u MeTaboauT € (hapMakoJIOrMYHO HEAKTHBEH,

Enumunupane.
Bancapras nokassa MyJTHEKCHOHEHLMANHA KHHETHKA Ha pasnaa (t%2 a < 1 yac u tl4 B okono 9 uaca).
Bancapras ce eTMMHHEHpA MPeAMMHO upe3 OuinapHa eKckpeLs ¢ dpexanuute (okono 83% ot nosara)
u oT 6BOpenmTe upes ypunHara (okojio 13% oT ao3ara), rMaBHO KaTo HENPOMEHEHO JieKapcTBo. Cnen
WHTPABEHO3HO NPH/IOKEHHUE TUIA3MEHHAT KIMPBHC Ha BaJICApTaH € OKOMO 2 1/4ac ¥ HeroBuAT
6B6peueH KmpwHE € 0,62 /uac (okono 30% ot ob1us kKaupsHC). [1oyKHBOTHT Ha Baica

6 yaca.

[Tpy MAaLMEHTH CHC ChPAEUHA HEAOCTATHYHOCT.

CpeaHoTO BpeMeE 3a JOCTUraHe Ha MHKOBH KOHLEHTPALHH W BPEMETO Ha MOYXXHBOT Ha
IIPH NALKHEHTH ChC ChPAEYHA HEAOCTATHYHOCT ca MOAOOHH Ha Te3M, HabloAaBaHU MpH
nobposoar. AUC H Crax CTOHHOCTHTE Ha BANICAPTAH Ca MOYTH MPONMOPLUHOHAIIHH C NOB




n03aTa Hag KIMHHYHKUA 10308 nHTepsan (40 no 160 mg aa neTn aHeBHO). CpeAHUAT haKTop Ha
HaTpyrnease € okoso 1,7. [IpUBUAHHUAT KIHMPBHC Ha BaJicapTaH C/ieA NepOpaAIHO NPUNOKEHHE €
npubnuzutento 4,5 1/uac. Bu3pactra He 3acAra NpUBHAHHA KIHPBHC NPY NALMEHTH CbC ChpACHHA
HEAOCTATBYHOCT,

Cneyuannu 2pynu hayuenmu

Xopa B cTapuecka Bb3pacT
[Tpu HAKOM MALMEHTH B CTapyecKa Bb3pacT € Hab/IoAaBaHO MAJIKO MO-BUCOKO 00O pasnpencieHu1e

Ha BajaCapTaH B CpaBHCHHUE C MJIAJHTC NMALUHUCHTH. ToBa obaue HAMa A0Ka3aHa KJIMHAYHA 3HAYMMOCT.

Hapyuiena 6b0peyna dyHKUUs
Kairo ce ouaksa 3a BeleCTBO, YHHTO ObOpeyeH KIMpbHC € oTroBopeH caMo 3a 30% or obmms

[1a3MeH KIMPEHC, HE € OTYeTeHa Kopenauusa Mexxay 6p6peunara QyHKLUMA 4 00LIOTO pasripeaeneHue
Ha BascapraH. ITopaau Tasu npuuKHa He Ce Hamara KOpMrupaHe Ha Jo3ata MpH nauueHTH ¢ 6x6peyHo
yBpexxaaHe (KpeaTHHHHOB KIMpBHC > 10 mL/min). JInnceaT aanuu 3a 6e3onacHa ynotpeba npu
NaLMeHTHTE ¢ KpeaTHHUHOB KNHpBHC < 10 mL/min) v npu npoBexxaaluuTe JUain3a, nopaay KoeTo
paJicapTaH TpAOBa Aa ce ynorpebsBa c MOBHILEHO BHUMAaHHWE MPH T€3H NAaLHEHTH (BX. TOYKH 4.2 H

4.4).

BﬂJ’lC&pT&H C€ CBbp3Ba ¢ I1a3MEHHUTC NNPOTCHHHU BBB BUCOKA CTENCH K HIMA BCPOATHOCT a Obae
OTCTPAHCH 4YpPC3 AHalTH34a.

YepHoapoOHO yBpEXKAaHE
[Tpubnusurenno 70% ot abcopbupanara 103a ce €THMUHHPA B ¥THYKATA, [JIABHO B HEITPOMEHEHA

dopma. YasoasaHe Ha ekcnozuumara (AUC) e Habmonapana npH NauMeHTH € JIEKO /10 YMEPEHO
yepHOAPOOHO YBpeKIaHe, B CpaBHEeHHUE CbC 3/1paBu Xopa. He e HabmoaasaHa obaye kopenanus
MEXTy I/Ia3MEHAaTa KOHLEHTpAaLMsA Ha BAJICapTaH M CTENEHTa Ha YepHoApobHa quchyHKuuA. Diovan
HE € NpPOYyUYeH NpPH MaLUEHTH C TeXKKa YepHOAPOOHa AnchyHKLHUSA (BXK. TOUkH 4.2, 4.3 u 4.4).

ITeduampuyuna nonyaayus

B eano npoyuBaHe ¢ 26 neaMaTpUYHU NALMEHTH ¢ XUNEPTOHUA (Ha BB3pacT oT 1 a0 16 roauMuu) npu
e/IHOKpaTHO npunarade Ha BajicapTaH noa gopmara Ha cycnensus (cpeano: 0,9 no 2 mg/kg,
MakcuMasHa go3a 80 mg) knupbHCBT (MUTpH/uac/kg) Ha BancapTaH € CPaBHHM MEXAY OTIAC/HUTE
BB3pacTH oT | 40 16 roauau u noAobeH Ha TO3H MPH Bb3PACTHH NALMEHTH, MPHEMAILH CHLIHTE J03H
(ke nHpopMmaLmaTa 3a AGcopbuua B pazaen 5.2).

Hapyuiena 6u6peusa ¢yHkiys
Vnorpe6GaTa Npu NeAHATPHYHM NMAUMEHTH ¢ KpeaTHHHHOB KupbHC <30 ml/min 1 neanaTpHyHn

NALKEHTH, NMOJIOKEHH HA XeMOIHANN3a, HE € MPOYUYCHA U NOPaAU Ta3U MPUYHUHA HE Ce NMpPenopbUBa
NpWIAraHeTO Ha BaicapTaH NPH TaKHBa NaluWeHTH. He ce H3MCKBa KOPHIHpaHe Ha 103aTa NpH
neJMaTPHUHH MaLHEHTH C KpeaTHHHHOB KNHpbHC >30 ml/min. bubpeuHaTa ¢yHKUKSA U HUBATa Ha
CepyMHHs KalMii Tpa0Ba Aa ObAaT BHHMATENHO NpocieasBaHu (BX. TOUkH 4.2 u 4.4).

5.3 Ilpenk/HHRYANA RAHHHA 32 He30DaCHOCT

[peaknHHAYHUTE AAHHM HE NTOKA3BaT 0COOEH pHCK 3a XOpaTa Ha 0a3a Ha KOHBCHUHOHAJTHHTE
(apMaKONOrMYHH U3NUTBAHUA 32 6€30MacHOCT, TOKCHYHOCT MPH MHOTOKPATHO NPHIOKEHHE,
FeHOTOKCHUYHOCT M KaHLEPOreHeH NOTEHLIMA.

IMpu N1BbXOBE TOKCHYHKU A03M 3a Makkara (600 mg/kg/neH) npunarain no BpeMe Ha MOCNS/|HMPE=TaY
OT OpeMEHHOCTTa H NEPHOA Ha JIAKTALMA ca AOBENH A0 MO-HHCKA CTENEH Ha NPEKHUBIE) .-:/ A o
cnab®o HaggaBaHe Ha TEryo H 3abaBeHo pa3BuTHe (OTAE/AHE HA YIIHATA MUJA U OTBapgiewy, 1Ty
KaHa) Ha TOTOMCTBOTO (BK. Touka 4.6). Tean x1o3u npu mabxose (600 mg/kg/nen) nfjeFyanagnl
npubnusurento 18 myTH MakcHMalTHaTa NpenopbYBAHA 1032 MpH Xopa Ha Oa3ara Hajin® Al
(M3YHCIICHUATA CE€ OTHACAT 3a nepopanda no3a 320 mg/acH v ¥ nauueHT ¢ Terno 60 K




[Ipy npeAKIMHUMHH NpOY4BaHUA 3a Ge3omacHOCT BUCOKH A03u BancapTaH (200 ao 600 mg/ke
TeNleCHO TErJIO) MPEAU3BUKBAT MpPH [UTbXOBE HAMAABAHE Ha NIAPAMETPHUTE HA YEPBECHUTE KPBBHH
KNeTKH (€pUTPOLMTH, XeMOrI00HH, XeMaTOKPHT) H NPUUYHHABAT MpoMeHH B ObOpeuHaTa
XxeMOoaMHaMHMKa (JIEKO NMOBHUILIABAHE Ha TIa3MeHarTa ypes, Op0peuna TyOylHa Xxunepuiasus u
6aszodunns npu MbxkuTe). Tean no3u npu rurexose (200 no 600 mg/kg/aeH) npeacrasnasar
npuOAU3ATENHO 6 1 18 Nt MakcHMMaiHaTa NpenopkyBaHa 4034 Npy Xopa Ha Oasara Ha mg/m?
(M3YHCTIEHHATA Ce OTHACAT 3a nepopanHa no3a 320 mg/aeH u naumeHT ¢ Terno 60 kg).

[Tpu MapMO3€ETKH Clell MPUIOKeHHe Ha MOJOOHHM 1034 MMa NoJ00HM, HO MO-TEXKH NPOMEHH,

ocobeHo B 61LOpenMTe, KLAETO NMPOMEHUTE CE€ pa3BHBAT A0 HedpoNnaTHsi, BKIIOYBAIIE MOBUIUICHH ypeEs
H KpeaTHHHH.

Ha6nmonasa ce cbilio XunepTpodusa Ha OEOpEYHHUTE IOKCTATIOMEPYIHM KJIETKU U TIPY /IBATa BU/A.
Cuura ce, 4e BCHYKH MMPOMEHH C€ Xb/KAT Ha GapMaKONOrHYHOTO AEHCTBHE HA BAICAPTAH, KOETO
BOAM A0 NPOIB/IKHUTENHA XUIIOTOHUA 0coOeHo nNpyu MapMo3eTuTe. HMsrnexaa, ye TepaneBTHYHATA 1032
Ha BAJICApTaH MPH XOpa He € CBbp3aHa ¢ XunepTpodus Ha 6LOpeYHKHTE IOKCTArIOMEPY/IHH KIETKH.

Ileduampuyna nonyaayus

EskeJHEBHOTO NEPOPATHO NPHIOKEHHE Ha BAJICAPTaH NMPH HOBOPOACHW/ MJIAH TUTbXOBE (OT 7-MH 110
70-Tu nocTHaraneH neH) B 1o3u 1 mg/kg/neH (okono 10-35% ot makcuMasiHaTa npenopbryBaHa
neanarpuuHa go3a 4 mg/kg/neH Ha 6a3za cCTEMHA EKCTIO3MLMA) NPEAM3BHKBA TpakHO, HEoOpaTHMO
6uOpeuHo yBpexaane. CrioMeHaTHTE NMOCIEHLM MPEACTABNABAT OYAKBaH arpaBupaH
dapmakosiorndeH edekT Ha MHXUOUTOPUTE Ha QHIMOTEH3HH KOHBEPTHPALUMA €H3MM M aHrHOTeH3uH [l
peuenTopHuTe Gnokepu, kato noaodHu edextu ce HabmonaBat, ako IUTXOBETE Ca OWITH NONIOKEHH
Ha Je4eHue npe3 nepBuTe 13 AHM OT xMBOTa UM, TO3M NEPHOA CbBNAJa ¢ 36-Ta reCTaLlMOHHA
CeIMHLIA [TPH XOpa, KAaTo MOHAKOra Moxe aa Obae yabbkeH A0 44 ceiMULIM Cilel KOHLETLIHATA.
[lnexoBeTe, B NIPOyUBAHETO Ha BaJCapTaH NpH MIAIN )KMBOTHH, ITPHEMAT BajcapTaH a0 7(-TH ACH H
eeKkTH BbpXY pazsuTheTo Ha 6B6peunte (4-6 MOCTHATANIHM CEAMHULIM) HE MOTaT Ja C¢ M3KITKOYAT.
OyHKUMOHATHOTO pazBuTHe Ha OBOpeKa e npouec, KOWTO MpH XopaTa NpoAb/Kasa H Npe3 MbpBaTa
roauHa ot *kuBota. CieaoBarenHo, NpH Acua Ha Bb3pacT <1 roamHa He MOXe Ja ce H3KITIOUH
KJIMHHYHA 3HAYUMOCT, JJOKATO MPH TE3H MO-TOJIEMH OT | roavHa npeIMHHYHKTE JaHHA HE NOKa3BaT
HAKaKBH MPHTECHEHHUA OTHOCHO 0€30MacHOCTTa.

6. ®APMAIIEBTHYHU JAHHU

6.1 Chnachk HA NOMOIIHHTE BEHIECTBA

CrpueBnHa Ha TabnerTkaTa
MUKPOKpHCTATHA LETYJI03a
KpocrnoBHaoH Tyn A
KoMoHIEH CHNHULIMEB JTHOKCH]
MarsHesneB creapar

DOUAMHpAII TOKPUTHE
XMIIpOMENo3a

TutanoB aguokcug (E171)
Makporon 8000

YepneH xenesen okeua (E172)
Kenar xenesed okeua (E172)
YepeH xeneseHd okcun (E172)

6.2 HeCchLBMEeCTHMOCTH
HenpuinoxxuMo

6.3 Cpok na roasocr




3 roaANHYU
6.4 ChnelHaNHH YCIIOBHSA HA ChLXpPAHEHHE

ITa ce cpXpaHsaBaT npH Temneparypa noa 30°C.
Jla ce ChXpaHABa B OPUTrHHAIHATA OMNAKOBKa, 3a [ia Ce Npeanas3y OT Baara.

6.5 annon 32 ONMAKOBKATA

PVC/PVDC/Alu 6ancrepu
Pasmepn Ha onakoskure: 28, 30, 56, 90 puimupaHH TabieTKH

PVC/PVDC/Alu xanennapHu dauctepu
PasmepH Ha onakoBkute: 14, 28, 56, 98 dbunmupann rabnetku

He BcHuxH BUIOBE ONAKOBKH Morart Aa ObAaT IyCHaTH B npoaaxoa.
6.6 ChnenHa/nH NpeINa3HA MEPKH NPH H3XBLPJAAHE

Hew3znoniBaHUAT JICKapCTBCH NPOAYKT WIH OTIIAADYHHTE MATCPHAJIH Tpﬂﬁﬂa Aa CC N3XBDBPJIAT B
CBOTBETCTBHE C MCCTHUTEC H3INCKBAHHA,

7. MNPUTEXATEJI HA PASPEIIEHHUHETO 3A YIIOTPEBA

Novartis Europharm Limited

Vista Building

Elm Park, Merrton Road

Dublin 4

Hpnanausa

8. HOMEP(A) HA PABPENNIEHHUETO 3A YHHOTPEBA

20020028

9, JATA HA ITBPBO PASPEIIABAHE/MIOAHOBSIBAHE HA PAZPEIIEHHUETO 3A
YIIOTPEBA

JlaTta Ha mbpBo pazpewasaHe: 08 suyapu 2002 r.
JlaTta Ha nocneaHo noaHopapane: 21 axHyapu 2011 r.

10. JATA HA AKTYAJIU3IUPAHE HA TEKCTA




