KPATKA XAPAKTEPUCTHKA HA ITPOAYKTA
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| 3MLAUTENHA ATEHUNA MO NEKAPCTBATA
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Cysap’rap 160 mg (b]r‘UIMHpaHH TabneTku Kpamka xapakmepucmuka Ha npogyxma - [lpusoxerue 1
Suvartar 160 mg film-coated tablets Ko Pez. ... AQL005X0
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2. KAYECTBEH M KOJIMYECTBEH ChCTAB semamp- .. 32066, Ll Ul
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Besika ¢punmupana tabnerka ceaspixa 160 mg ancapras (valsartan).

3a MbJIHMA CIIHCHK HA MMOMOILHHTE BCLIECTBA, BHXKTEC TOYKA 6.1.

3. JEKAPCTBEHA ®OPMA
®unmupaHa TabneTka.

Cysapmap 160 mg puwimupanu mabnemxu

CuBOOpaHXKeBH, NPOABLATOBAaTH, NpHOIM3KuTENHO 14,2 mm x 5,7 mm, ¢unmupanu TabneTku, 1eKo
M3ITBKHAJM, C JeIUTETHA YepTa OT e/lHaTa CTpaHa, LaMIoBaHHu OT e/lHaTa cTpaHa Ha YyeptaTa ¢ "DX" u "DX"
OT apyrara cTpaHa Ha 4yeprata, H "NVR" ot oOparHara crpana Ha TabneTkara.

JlenurenHara yepra CTy>KH CaMo 3a Mo-JIECHO pa3yynBaHe Ha TabieTKara 3a yJlecHsABaHe Ha MperabIIaHeTo,
a He € 3a pa3JiensHe Ha PaBHHU MOJIOBHHH.

4. KIMHUYHHU JAHHH

4.1 TepaneBTHYHH NOKA3aAHHSA

XHrepToHus
Jleuenune Ha eceHLMaTHA XUNIEPTOHHUS MPH B3PAacTHH H XMIEPTOHHKA NPH Aella U FOHOLIH OT 6 10 nox 18

roaviliHa Bb3pacT.

[Ipecen MHOKapaeH HHAPKT

JleueHHe Ha KIMHHMYHO CTAOM/IHH BB3PACTHH MALIMEHTH CbC CHMITTOMAaTHYHA ChP/JEYHA HEJOCTATHYHOCT WIIH
Oe3cUMNTOMHA JleBOKaMepHa cucTosHa aucdyHKums ciel npecex (12 vaca — 10 quu) Muokap/ieH HHGapKT
(Bx.ToukH 4.4 u 5.1).

CbpaeyHa HEIOCTATBYHOCT

JleueHne NpH BH3PACTHH NALMEHTH CbC CUMIITOMAaTHYHA Chp/IeYHA HEJOCTATBYHOCT, KOTaTO MHHXHOMTOpHTE
Ha aHTHOTEH3HH KOHBepTHpaluus eH3uM (ACE) He ce noHacsaT noOpe WIIH NalMEHTH C HEMOHOCHMOCT KbM
6era-6n10Kkepu, kaTo fombaBama Tepanus KbM ACE HHXHOUTOPHTE, KOraTo aHTarOHMCTH HA
MHHEPAJIKOPTHKOMIHHUTE PELIENTOPH HEe MoraT Ja ObJar npuiaranu (Bxk.touku 4.2, 4.4, 4.5u 5.1).

4.2 lo3MpoBKa H HAYHH HA NPHJIOKEHHE
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INpenopbumTenHara HavanHa f103a Ha Cyeaprap e 80 mg eMH BT AHEBHO. AHTHXHIIEPTE qiinx—fuﬂ;’e‘ﬁ;‘eiq‘e .
MOI4EPTaHO HalMeH cliel 2 CeIMHLM, a MakcHMalieH edekT ce nocTura cien 4 cenmuu. (g HaROH: - 5.
MALMEeHTH, Y4€TO APTEPHAITHO HAJIATaHe He Ce KOHTPOJIMpa a/1eKBaTHO, 103aTa MOkKe /1a Ob gxg‘umﬁr&*ﬂd

160 mg u makcumainHo 10 320 mg.




CysBaprap Moxe na Objie punarad ¢IHOBPEMEHHO C JPYrd AHTHXHINEPTEH3IUBHH JIEKAPCTBEHH CPENCTBA
{Bik Touku 4.3,4.4,45u1 5.1).

JloGaBaHETO Ha IHYPETHK, HANPHMEP XHAPOXIOPOTHASHA, AOITHIHATEIHO MMOHHWKABa apTEPHATHOTO
HanAraHe IpH Te3Ix NalHeHTH.

TpeceH MuokapaeH uHpapkT

Ipy wiMHKMYHO cTaOWNHK NALMeHTH JIeueHHEeTO MoxKe Aa Obe 3amoyHaTo B paMKHTe Ha 12 waca cnen
muokapaHua uHgapkr. Cnea HavanHa no3a ot 20 mg JBa MbTH JHEBHO A03aTa HAa BajcapTaH TpAGBa 1a ce
noeuiuH Ao 40 mg, 80 mg u 160 mg aRa MLTH AHEBHO B C/ICABALMTE HAKONKO ceAMHUIM. HauanHara noza ce
ocHTypaBa dpe3 40 mg nenuMH TabNIeTKH.

Hpuuennara MakcHMaiHa 1o3a € 160 mg nsa nbTH qHeBHO. [IpenopryBa ce nalMeHTHTE Aa JOCTHTHAT 4032
otT 80 mg OBa MbTH AHEBHO 3a 1Be CeAMHLIM clie]] 3aNo4BaHe Ha JIEYEHHETO, a MPHLIeIHaTa MAKCHMAITHa 033
oT 160 mg nBa MLTH AHEBHO fia C€ AOCTHI'HE 3a TPH MECELa B 3aBHCHMOCT OT OHOCHMMOCTTA Ha NalMeHTa.
Ilpu nosBa Ha CHMIITOMaTHYHA XHIIOTOHHA WIH HapylleHHe Ha Ou0OpeuHaTa QyHKUHA cneaBa aa ce 0bChau
HAMaJABaHE Ha [103aTa.

Bancapran MoXe 1a ce mpHiara npH NauHeHTH, IEKyBaHH ¢ IpyTH CpeACTBa 32 NeYeHHe Ha clie AMH(papKTHH
CBCTOAHHSA, HAIIp. TPOMOOIHTHLIA, ALIETHWICATHLIHIOBA KMCETHHA, GeTa-6/10KepH, CTATHHH M NHYPETHLIH.
Kom6unaumara ¢ ACE uHXHOHTOPH He ce nperopsuba (BK. Toukd 4.4 1 5.1).

OueHKaTa Ha IaIMEHTHTE Clle]l MHOKapAeH UHGApKT BHHArH TpabBa Aa BKIIOYBA oLieHKa Ha Gh0peuHara
(yHKUHA.

CobpreyHa HeNOCTATEYHOCT

IIpenoprusanata HavanHa fo3a BancapTaH € 40 mg Aea METH AHEBHO, [TokayBaHeTO Ha Ho3ara Ao 80 mg
4 160 mg nBa meTH OHEBHO TpAGBA Ja ce OCHUIECTBABA MPE3 UHTEPBAIH OT HAl-MANKO JABe CEAMMIIM, 10
Haif-BMCOKATA J03a B 3aBUCHMOCT OT IOHOCHMMOCTTa Ha nauueHTa. Cleqsa na ce o6CHAH HAMANABAHE HA
Jl03aTa Ha BKIKOUEHHA B JICYECHHETO JHYPeTHK. MakcHMaiHaTa NHeBHa 1034, NpWIaraHa B KIIHHHYHH
Npoy4BaHHy, ¢ 320 mg B HEKOJIKOKPATEH [IPHEM.

Bancapran Moxe ga 6bae npwiarad ¢ Apyrd CXEMH 3a JIeUeHHE Ha ChpACYHa HeJoCTaThYHOCT. HezaBHCHMO
OT TOBA He Ce NpenopbuBa TpoiHaTa kombHHauHA oT ACE nHxuburop, Bancapran u Gera-Gnokep wiu
KaJIHA-ChXpaHABallK AMypeTHUM (BK. ToukH 4.4 u 5.1).

OueHkaTa Ha MALHEHTHTE CBC ChpPAEYHA HEJOCTATHYHOCT BMHArM TPAOBa 1a BKIKOUBA OLICHKA HA
On0OpeunaTa QyHKLHA.

Honvanumenna unghopmayun 3a cneyuannu 2pynu nayuenmu

Crapuecka BBL3pacT
He C¢ Hanmara IIpOMAHA B [03aTa l'lpH MNalHe¢HTH B CTapqecxa B1>3pac1'.

brbpeuno yBpexnaHe
He ce Hanara npomsaHa B 1o3aTa NpH BE3PAcTHH MALHEHTH ¢ KPEATHHHHOB KIIMpbHE >10 ml/min (8.

TouKH 4.4 U 5.2).
ENHOBPEMEHHOTO NPHUIIOXKEHHE HA BANCAPTaH M ATMCKHPEH € MPOTHBOMOKA3AaHO NPH MAlHEeHTH ¢ GL6peuHo
yBpexaane (GFR < 60 mi/min/1,73 m?) (Bx Touka 4.3).

3axapen auaber
ENHOBPEeMEHHOTO NPWIOKEHAE HA BAJICApTaH H ANMCKHPEH € MPOTHBOMOKA3aHO NPH nauﬂem CBe. mqpeﬂ

nuaGer (Bx. Touka 4.3).

YepHoapoGHo yBpexknaHe
CyBapTap e npoTHBOTNIOKA3aH [PH MALHEHTH C TEXKO YepHOAPOGHO yBpexkaane, Guina
MIAUMEHTH C XonecTasa (Bx. ToukH 4.3, 4.4 u 5.2). Ilpu nauueHTH C NeKo K0 YMEPEHOo 4
yBpex/ane 6e3 xonecrasa Jo3aTa Ha BajncapraH He Tpsa6Ba ga npesviara 80 mg.
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[MeanaTpuyta MOMynalHa

[leanaTpHyHa XUNEPTOHUA
CysapTap He ce npejara Kato nepopajieH pa3TBop. 3a nepopaleH pa3TBOp, MO/ IPOYYETE JAPYTH
NpOIYKTH ITyCHaTH B npoaax0da.

3a neua M IOHOLIM, KOHTO HE Ca B CLCTOAHHME Ha NPErabLIaT TabNeTKH, ce NPenopLYBa MepopaneH pasrTBop.
CHcTeMHaTa eKCIO3HLIMA H NIHKOBATa IU1a3MeHa KOHLIEHTPaLWA Ha BalcapTaH ¢a oKono 1,7 mbTH H 2,2 METH
[O-BHCOKH NIPH MEPOPATHHA pa3TBOp CHpAMO TabNeTKHTE.

Leya u wonoww om 6 90 nod 18 zoounu

Hauannara no3a 3a Cysaprap € 40 mg BeAHEXK AHEBHO NMpH Aeua ¢ Tero nox 35 kg u 80 mg Beauvx qHeBHO
npu neua Hax 35 kg. Jlosara TpabBa na ce onpeaens Bb30CHOBA Ha MPOMAHATA B KPLEHOTO HAIAraHe H
MOHOCHMOCTTA. 3a MAKCHMMAaJIHHTE J03H, H3CNEABaHH B KIIHHHYHH NPOY4BAaHHA, MOJIA, BIDKTE Tal/HLAaTa no-
JONy.

Jlo3H, M0-BHCOKH OT MOCOYECHHTE HE ¢a MPOYYBAaHH H 3aTOBa He Ce NpenophYBaT.

Terno MakcHMmanHa f1o3a 3a TabneTkH, H3CeIBana
B KJIMHHYHH NIPOYYBaHHA

>18 kg to <35 kg 80 mg

>35 kg to <80 kg 160 mg

>80 kg to <160 kg 320 mg

3a Aeua, KOMTO Beye ca 3alOYHANM Ja NIPHEMAT BaJicapTaH IpelH 1IecT FOAHILIHA Bb3PACT, MOJIA, BIDKTE
JO3HPOBKATA BajicapTaH NnepopalieH pasTeop {Aeia ot | no nog 6 rogunw).

Aeya u ronowu nod 6 200wuuna sv3pacm

3a geua oT 1 A0 5 rogMHM H NIPH TE3H, KOUTO HMAT 3aTpyJHEHHs NPH NperThllaHe Ha TabneTkara, ce
NpenopeYBa Bancaprad nepopanes pasteop. Hanmunure navHu ca onucanu 8 Touxku 4.8, 5.1 u 5.2,
be3onacHocTTa M eukacTHOCTT2 Ha CyBapTap npH Aeua noj 1 roauiHa BE3PacT HE Ca YCTAHOBEHM.

lIpemunasane om saicapman nepopaien pazmeop KoM 8aiCaApmar mabremyy

AKO NpeMHHaBaHETO OT BajicapTaH NepopalieH pasTBop KBM BaicapTaH TableTKH Ce CUMTA 33 KIHHHYHO
BaKHO, MbpEOHAYATHO TPAOBa 12 ce naAe cwlaTa A03a B MIUIMIpaMH. Briocnencteue tTpatea aa ce
NMpoBEXKIa HECTO NPOoCeAdBaHEe Ha KPBBHOTO HaNAraHe, KaTo ¢€ B3CMa 1o BHUMaHHE I[PHIAraHeTo Ha
NOTEHLHMATHO HENOCTaThYHa A03a (cybao3npaHe) H No3aTa TPAOBA DOIMBIHHTENHO 18 CE THTPHPA B
3aBHCHMOCT OT MOBJIHABAHETO HA APTEPHANTHOTO HANATAHE H MOHOCHMOCTTA.

Ynompeba npu neduampunny nayuenmuy om 6 00 nod 18 200uwna svapacm ¢ 6vlipeuno yepexcoane
Ynorpebara npH neaMaTpHYHH NALHEHTH ¢ KPEATHHHHOB KIHPBHC <30 ml/min u neauaTpuyHK naLHeHTH
Ha JHATH3a He e NMPOy4eHa, 3aTOBa BAICAPTAaH He ce NMpenopb4Ba MpH Te3H naudentH. He ce Hanara
KOpHTHpaHe Ha /103aTa NMpPH NEAHATPHYHY MALHEHTH C KPEATHHHHOB KIHPBHE >30 mY/min. Bu6pevunara
OYHKIMSA H cepyMHHA kanuii TpabBa fa ce MpocneasBaT BHUMATENHO (BXK. TOUKH 4.4 1 5.2).

Ynompeba npu neduampuuny nayuesmu om 6 90 nod 18 200uuna ev3pacm ¢ yepnodpobro yepesicoane

Kakro u npu Bp3pacTH, CyBapTap € NpOTHBONOKa3aH NPH NeJHATPHYHH NALNEHTH ¢ TEXKO YEPHOAPOGHO
yBpexaaHe, GWHapHa LHPOo3a K MPH MALHEHTH C XotecTasa (Bxk. ToukH 4.3, 4.4 u 5.2). Ima orpannyeH
KJIHHHYEH ONHT ¢b¢ CyBapTrap NpH neAHMaTPHYHH NALMEHTH ¢ JIEKO A0 YMEPEHO YepHOAPOBHO ynpexc.uaﬂe

Josara Ha BancapraH He TpaGpa Ja npepuiuara 80 mg npH Te3W NaLKEHTH. o

[TeanarpyyiHa cbpaeyHa HEAOCTATEYHOCT M NPECEH MHOKAPAeH HH(AKT
He ce npenopbupa neuenue ¢ CyBapTap Ha Chbp€4Ha HEZOCTATHYHOCT H MPECEH MHOKAP,
Aelia ¥ wHowM nox 18 roaunK, mopany AMIcaTa Ha AaHHE 32 6e30M1aCHOCT M ePHKACHOCT

Hauun na RPUIOCEHUE



CypapTtap Moxe 1a Gble TpHeMaH HE3aBHCHMO OT XpaHEHETO M TpabBa 1a ce ApHeMa ¢ TEYHOCTH.
4.3 TIIpormBonoxa3zaHus

¢ CBpBXYYBCTBHTENHOCT KbM aKTHBHOTO BEIECTBO WIH KbM HAKOE OT IOMOLIHHTE BEIECTBA,
m30poeHH B Touka 6.1.

o Texko yuepHoapo6HO yBpekaaHe, OHIHapHAa HHPO3a H XONecTasa.

¢ BTOpH H TpeTH TpHMeCTEP Ha OpeMenHOCTTa (BX. TOukH 4.4 U 4.6).

o EnnoBpemeHHata ynotpeba Ha Cypsatap ¢ &THCKMPEH-ChIBPIKALIM MPOAYKTH € IPOTHBONOKAZaHA
NpH NaLKMEeHTH ¢ 3axapeH auaber win 6s6peuno yepexaane (GFR < 60 mI/min/1,73 m?) (sx.
TOvKH 4.5 H 5.1).

4.4 CpenmRajHH ONpeaynpexienns H OPpeINa3AH MEPKH IIPH ynorpeda

XunepkanueMus
EaHoBpeMeHHaTa ynioTpe6a ¢ KanHeRH J06aBKH, KaMHH-CHXpaHABAIIH JHYPETHLH, 3aMECTHTE/TH Ha

CONTa, ChABPIKALH KATHH, WK APYFH JIEKAPCTBEHH MPOAYKTH, KOMTO OHXa MOLITH Jia TOBHILIAT HHBATA
HA Ka1Mi (XenapHH H T.H.), He ce npenopb4Ba. CTOHHOCTHTE Ha Kanud TpAGBa Oa ce MOHHTOPHPAT
CBOTBETHO.

Bbr6peuno yepexkaane
JlunicsaT nanHH 3a GezonacHa ynorpeba MpH MaUHEHTH C KpeaTHHHHOB KIMpHHC < 10 ml/min ¥ npu

[ALMEHTH Ha AHAIN3a, MOpaAl KOeTo BalcapTaH TpAGBa aa ce ynorpebABa ¢ MOBHIIEHO BHHMAHHE MpH Te3H
nauneHTH (Bx. ToukH 4.2 u 5.2). He ce Hanara kopHrupaHe Ha A03aTa MpPH TTALMEHTH ¢ KPEATHHHHOB
KIHpBHC > 10 ml/min (k. Touku 4.4 u 5.2).

EAHOBPEMEHHOTO TIPWIOKEHHE Ha aHrHoTeHs3HH 11 penentopHu 61okepH — BIIOUMTEHO BAICAPTAH —MITH
Ha HHXHOHWTOPH Ha aHrMOTeH3HH-KOHBepTHpaliud eH3uM (ACE) 1 anuckupeH e poTHBOINIOKA3AHO TIPH
nauxeHTH ¢ 6s6peuno yspexaase (GFR < 60 ml/min/1,73m?) (Bx. Touku 4.4 u 4.5).

YepHoapoGHO YBpexaaHe
I1py nanmenty ¢ nexo no yMmepeHo yepHoapoGHO yBpexxaaHe Ge3 xonecrasa Cysaprap TpaGsa na ce
ynotpebaBa ¢ NOBMIIEHO BHUMaHHe (BXk. ToukH 4.2 u 5.2),

IManmenTn ¢ HaTpueB Wi obemen nedunpr

IIpH naiMeHTH ¢ TEXBK HATpHEB W/HTH 00eMeH IeHLIMT, KaTo TE€3H, KOHTO NOMYYABAT BUCOKH [I03H
IOMYPETHLM, B PEOKH CJTyHaH C/Ie/ 3al04BaHe Ha Tepalks ChC BaJcapTaH MOXe 2 € NNOABH CHMATOMATHYHA
xunotouns, HatpueBHAT WK 06eMHHAT AedHLMT TpabBa fa ce KOPHIHpa NpPeaH 3ano4YsaHe Ha JIEUYEHHETO
cue CyBapTap, HalpHUMep Ype3s HAMATIABAHE Ha J03aTa Ha JUYPETHLIMTE.

CreHola Ha 6EOpeyHaTa apTepus
[Npy nauresTH ¢ OUnaTepanHa creHo3a Ha 6pOpeyHHTE apTepHH WM MPH CTEHO3a Ha apTepHUATa Ha

efHHCTBEH ObOpek GelonacHara ynorpeba Ha BasicapTaH He € yCTaHOBEHa,

KpaTkocpouHO MPHIOKEHHE HA BAJICAPTAH NPH JABAHA/IECET MALMEHTH ¢ PEHOBA3ATHA XUIIEPTOHHA
BCJICICTBHE HA eTHOCTPaHHA CTeHO3a Ha 6hOpevHaTa apTepHs He BOOM O 3HAUHMH NpoMeHH B 6u6peunara
XEMOAHHAMHKA, CEpYMHHS KPEATHHHH WIH HUBOTO Ha ypeaTa B kpbeTa (BUN). HesaBucumo ot ToBa apyru
JEKAPCTBA, KOHTO MOB/IHABAT CHCTEMATAa PEHHH-aHTHOTEH3HH, MOTAT /1a MOBHILAT CTOMHOCTHTE Ha KpbBHATa
yped H CepyMHHA KPeaTHHHH TIPH MallHeHTH ¢ €IHOCTPaHHA CTeHo3a Ha OL0peuHara apTepus, nopaaM KOeTo
€€ MpenopruBa NpocaeassaHe Ha 6pOpeuHaTa QYHKLHA NPH NALMEHTHTE, IEKYBAHH ¢ BAJICAPTaH.

brlpeyHa TpaHcILTaHTALIAN
Jo TO3¥ MOMEHT HAMA HATpYNaH OMMT MO OTHOLIEHHe Ha Ge3omacHaTa ynotpeba Ha Bancapr
TIALIMEHTH, NpeKapaTH Hackopo 6bOpeyHa TpaHCITaHTALIHA.

ITepBHYEH XHIEPATIOCTEPOHHIBM
[TauMeHTHTE ¢ MBPBHYCH XMIEPAIOCTEPOHHIBM He TpAGRA Ja ce IEKYBAaT Ch¢ BAICAPTaH,

CHCTCMa PEHHH-aHIHOTCH3WH HE € aKTHBHpaHa.



AOpPTHA W MHTpAJIHA KJIAMHa CTeHO03a, 00CTPYKTHBHA XMIEPTPO)HIHA KAPNHOMHOTIATHS

KakTo nmp# BCHUKH APYTH BA30OJAWIATATOPH € He0OXO0AMMO 0COBEHO MOBMILIEHO BHUMAHHE MPH NALMEHTH,
CTpafall{ OT A0PTHA WIH MHTpaIHa CTeHO3a WIH OT OOCTPYKTHBHA XHNepTpoduuHa KapAHOMHONATHA
(OXKM).

BpemeHnHocT
He TpafBa ga ce 3ano4sa jie4yeHHe ¢ aHrHoTeH3MH II peuenropuy Gnokepu (APB) no speme Ha GpeMeHHOCT.

OcBeH aKko Npoab/DKHTENHATa Tepanus ¢ APD ce npeLieHH kKaTo chLIECTBEHA, TIEYEHHETO HA MAlMEHTKH,
KOHTO IUIaHYBaT OpeMeHHOCT, TpaA0Ba Aa Obae 3aMeHEHO ¢ ATEPHATHBHO AHTHXHIEPTEH3UEHO NEYEHUE ¢
ycTaHoBeH npodun Ha 6esonacHocT 3a ynotpeba no Bpeme Ha 6peMeHHOCT. [IpH ycTaHOBABaHE Ha
6pemenHocT neyeHueTo ¢ APD TpAGRa HezabaBHO a ce NpeycTaHOBH M Aa Ce 3aro4He AITEPHATHBHO
JedeHHe, aKO € moaxoaao {Bx. ToukH 4.3 1 4.6).

Ipecen MuokapaeH HHDAPKT

KomOnHauMATa Ha KaITTONMpPHI K BAllCapTaH He MOKa3Ba JOMbIHMTEIHA KIHHHYHA 1107132; HATIPOTHB,
PHCKBT OT HEXXEJIAaHH PEAKLMH C€ [TOBMINABA B CPABHEHHE ChC ChOTBETHUTE TEPAIMH (BXK. TOUKH 4.2 H
5.1). Ilopagu ToRa He ce npenopb4YBa KOMOHHaLKATA Ha BancapTtaH U ACE uHXuGHTOD.

Heobxonumo ¢ na ce o6bpHe ocobeHO BHHMaHHe NPH 3aMOMBAHE HA TEPANHA TIPH MALHEHTH clie]
MHOKapeH HHGapkT. OueHkarta Ha MalHeHTHTe cliel NpekapaH MHOKapaeH HHdapkT BuHary Tpadea aa
BKJIIOYBA OLieHKa Ha 6b0peunara Qynkims (BX. Touka 4.2).

Ynorpebarta Ha BAJICAPTaH NMPH NALMEHTH CJIEA MHOKApACH HH(APKT YecTo BOAH A0 MOHKKABAHE Ha
apTEpHAIHOTO HanATaHe, Ho OOWKHOBEHO HE ce HaJlara NpeycTaHOBABAHE Ha JIEYEHHETO NOpagH
NPOABILKABAILA CHMITTOMATHYHA XHIIOTOHHSA, aKO CE CNasBaT KHCTPYKLMHTE 3a AO3HpaHe (BK.

To4Ka 4.2).

ChbpaeyHa HETOCTATBYHOCT

B1L3MOXKHO € ia ¢ NOBUIIH PHCKBT OT HEXKENIAHH PEaKIHH, 0co0EeHO XHIIOTOHHS, XMIIEPKATHEMHUA H
HaMasieHa 6p6peyna $yHkuua (BKIIOYHTENHO ocTpa GpOpeuHa HeoCTaThYHOCT) Korato Cypearap ce
H3non3a B koMOuHaums ¢ ACE nuxuburopu. ITpi naupeHTH ¢be ChpaeyHa HENOCTATHYHOCT TPOHHATA
xoMOuHauus ot ACE unxuburop, Geta-Grokep u Cypsarap He nokaspa KIMHHYHA Non3a (Bx. Touka 5.1).
Tasu komMOuHaLKMA ABHO NOBHILIABA PHCKA OT HEXKENAHHM PEAKUMH H CJIEIOBATENHO HE CE MPENopbhYBa.
Tpoitna komGunauua or ACE HHXHEHTOP, aHTArOHHCT Ha MHHEPATKOPTHKOMAHHTE PELIETTOPH H BANCAPTAH
ChILO He € npenopbunTenHa. HyxHo e HabmoaeHHe OT crieLlHanyucT NpH ynoTpeba Ha TaKHBa KOMOHHALMH H
4€CTO BHUMATE/IHO MOHHTOPHpaHe Ha ObOpeyHaTa (pyHKLIHS, €lIeKTPONIMTHTE M KPLBHOTO HANSTaHe,

Heo6xonnmo € ma ce 06bpHe 0cobeHO BHUMAHHE IPH 3aMI0MBAHE Ha TEPAIHS [IPH NALKEHTH ChC ChpAeYHA
HeoCTaThbYHOCT. OLieHKaTa Ha MALMEHTHTE C/E/ pekapaH MHOKapieH HHapKT BuHark Tpabea na
BKJIFOYBa OlleHka Ha HnOpednara oyHKUMA (BXK. Touka 4.2).

Ynorpe6ata Ha CypBaTap NpH MaUKEHTH CbC ChpAeYHA HEAOCTATHYHOCT YECTO BOJH A0 H3BECTHO
TIOHH>XAaBaHe Ha apTepHATHOTO HAATaHe, HO OOMKHOBEHO HE Ce HaJlara NpeycTaHOBABAHE HA JIEYEHHETO
nopaaM NMpoAb/bKaBallla CHMITOMATHYHA XHIIOTOHHA, aKO Ce CMa3BaT HHCTPYKIMHTE 3a Ao3HpaHe (BiK. TOUKa
4.2).

Ilpn nanueHTH, uuaTo 6uOpeuna GpyHKIMA GH MOIIIa 2 3aBHCH OT AKTHBHOCTTA HA CHCTEMATA PEHHH-

AHMMOTEH3HH-ATIOCTEPOH (HaMp. NMalHEHTH ¢ TEXKA 3aCTOHHA ChpAeYHA HEAOCTATHYHOCT), IEUYEHHETO C
ACE-naxubHTOpH CE CBBP3BA C OJIMTYPHS W/HWIH IPOrPecHpaliia a30TEMHS H B PEJIKH CITyuaH ¢ 0cTpa

OnOpeuHa HEROCTATBUHOCT WK cMEPT. Thil KaTo BancapTan e aHrnotensuH 11 penenTopen 610Kep, He
MOXKeE 1a Ce H3KIIOYH BL3IMOXHA Bpb3Ka Ha yrnoTpebaTa Ha BajicapTaH ¢ HapyweHHe Ha 616peun
PyHKLHS.
ACE uuxuturops u anrvoteHsuH I peuerrropun 6riokepu He TpaOBa 1a ce H3M10/13BAT €IHO
nauHeHTH ¢ auabeTHa HedponaTua.

AHamHe3a 38 aHTHOEAEM




AHrHoeaeM, BKIIOYHTETHO K MOAYBAaHE HA JJADHHKCA H TTI0THCA, KOWTO MPHYHHABA 0OCTPYKLUMA Ha
BB3OYIUHMA ITHT H/HIH NOAYBaHE Ha JIMLETO, YCTHHTE, hapHHKCa, W/HIH €31Ka ¢ OH1 OOKIaABaH NpH
MAaLHEeHTH, NPHEMAallH BAJICAPTaH; HAKOM OT Te3H MALMEHTH Ca MO/y4aBaJIH aHrHOEAEM NpH yiloTpeba Ha
JAPYTH NIEKapCcTBEHH NPOYKTH, BRIIOUHTENHO ACE-uaxuburopn. IpuemsT Ha Cypaprap Tpabpa na 6nae
He3abaBHO NMpeKpaTeH NMPH NalMEHTH, KOUTO Pa3BHAT aHTHOCAEM, H BaJicapTaH He TpAGBa aa Gbae
Ha3zHAuYaBaH OTHOBO {BHX TOuka 4.8).

HHTECTHHANECH aHTHOEHEM

3a MHTECTHHAJIEH aHTHOENIEM c€ ChoOIIaBa NPH MAaLMEHTH, JIEKYBaHH ¢ aHrHoTeH3HH Il peuenTopun
aHTarcHHCTH, BKJI. BancapTaH {BkK. Touka 4.8). Te3u nmaimeHTH MMaT kopeMHa Oonxa, ragene, NOBPBILAHE H
Juapus. CUMITTOMHTE OTIIYMABAT CeA MpeyCTAHOBABRAaHE Ha auruoTensuH Il pelenTopunTe aHTArOHHCTH.
AKO ce IHArHOCTHLMPa HHTECTHHAJIEH aHTHOE/IEM, JIEHEHHETO C BaIcapTaH TpAOBa fa ce MPeyCTaHOBH H Ja
ce 3aMoyYHe MOAXOANM0 HabmoaeH e 10 MBIHOTO OTIUYMABaHE Ha CHMITTOMHTE.

JlBoiiHa Gnokana Ha ccreMara PennH-AnrHoTeHaun-Annocrepor (PAAC)

Hma nanHn, 4e eqHoBpeMeHHaTa ynorpeta Ha ACE unxuburops, anrmorenaus Il peuenropun 6rokepn win
ATUCKMPEH MOBHIIaBa PHCKA OT XHIIOTOHHA, XHIIepKaJlHeMHs M HaManiaBaHe Ha OpOpednara dyHKUmsA
(rimonMTENHO OCTpa OLOpeuHa HegocTaTEYHOCT). [lopaay ToBa He ce MpenopbuBa ABOHHO GA0KHpaHe Ha
PAAC upes kombunupanara ynotpeba Ha ACE-nHxuburopu, anrinorensuH 11 peunenropuu 6nokepu win
anuckuped (B, ToukK 4.5 1 5.1).

AKO Ce npeLieHH, He TepanHaTa ¢ JBoHHO OnokHpaHe e abcomoTHO HeoOXoauMa, ToBa TpA0Ba Ja CTaBa caMo
noa HabMONEHHETO Ha CTICLIHATKCT H MPH YeCTO BHUMATETHO MOHHTOPHpaHe Ha 60peynara yHkUms,
€JIEKTPOJIHTHTE ¥ KpBBHOTO HanaraHe. ACE HHxuOuTOpH 1 APB He Tpa0Ba a ce H3NON3BaT €JHOBPEMEHHO
npy nalpesTH ¢ auaberna nedponarus.

Heduampuunag nonyaayus

bvbpeuno yespesoare
Ynorpe6ara npH neaHaTpHYHH NALHEHTH C KPEaTHHHHOB KIMpBHC <30 ml/min u negnaTpuyHH NaLHEHTH

Ha JHaJIi3a He € NPOYyYEHa, 3aTOBa Ba/ICapTaH He ce Mpenopbyba MpH Te3u naupeHTH. He ce Hanara
KOPHIHpaHe Ha J03aTa [P NeJHATPHYHH [ALHEHTH ¢ KPEaTHHHHOB KIHPBHC >30 ml/min (BX. Toukn 4.2 u
5.2), BrOpeunaTa GyHKUMA U cepyMHUA Kanuii Tpabea fa ce npoc/ieaAsBaT BHUMATEHO 110 BpEME Ha
neveHue ¢ sancaptal. Topa ce oTHaca ocobGeHo, KOraTo BalcapTaH ce MpHiara NpH HaJHYeHTO Ha APYTH
CBLCTOAHMSA, KOMTO € BB3MOXKHO Na yBpeasaT 6u0peynara dyHkima (Tpecka, AeXHApaTalms).
EnHoBpeMEHHOTO NpUIOKeHHe Ha anroTeHsHH Il penenropHu GNokepH — BKIIOYHTENIHO BalicapTaH —HITH
Ha HHXHOMTOPH Ha aHTHMOTEH3WH-KOHRepTHPaIUHA eH3nM (ACE) 1 atMcKupeH € NpoTHBOIOKA3aHO NPH
naupent ¢ 6s6peuno HapyweHue (GFR < 60 ml/min/1,73m?) (Bk. Touku 4.3 1 4.5).

Yepnadpobro yepesicdane
Kakto » npn p3pactu, CyBapTap € NpoTHBONOKa3aH NpH MEAHATPHYHA MAUHEHTH C TEXKO YepHOAPOGHO

yBpexnane, OWinapHa LIMpPo3a H NIPH MAaLMEHTH ¢ XoecTasa (Bxk. Touky 4.3 u 5.2). UMa orpannyen
KITHHHYEH OTMT Ch¢ BA/ICapTaH NIPH NEJHATPHYHH MALMEHTH C JIEKO 10 YMEpPEHO YepHOAPOOHO yBpexaaHe.
Jo3ata Ha BasicapTaH He Tpa0Ba Ja npepHitasa 8¢ mg nNpH TE3M NALIHEHTH.

4.5 BaammopeiicTBHE ¢ IPYTH JIEKAPCTBEHH NPOAYKTH B ApYrH opmu Ha B3anMoeHCTBAE

Heotina baoxada na cucmemama Penun-Anzuomenzun-Andocmepon (RAAS) ¢ ARB, ACE unxubumopu unu
QIUCKUPEH

HaHHH OT KITMHHYHM NPOYYBaHHA TIOKA3BAT, e ABOiHOTO 6mokupane Ha PAAC upes koMGuHUpanara
yniotpeba Ha ACE uuxuburtop, APB win anuckupen ce ¢BBp3Ba ¢ MMO-BHCOKA YECTOTA HA HeXkeNlaHu
CBOHTHA, KaTO HATIIPHMED XHMITOTOHHA, XHIIEPKANHEMH W HaMallsBaHe Ha 6b6peunara ¢ymcuuﬂ .
(BxmouMTenHO ocTpa OLOpeYHa HEIOCTATBEHHOCT), B CpaBHEHHE ¢ ynoTpefaTa camMo Ha eIH
Aeicreamo pepxy PAAC (Bxk. Toukn 4.3, 4.4 u 5.1).




Heobxoanmo € NOBHILIEHO BHHMAHHE, KOraTo eJHOBpEMEHHO ¢e Mpriarat ARB, BKI:OUHTENHO BaicapTaH, 1
IpYTH JIeKapCTBEHH NMpOoAYKTH, 6noknpamu RAAS cucremara, kato ACE unxuburopu u anuckupeH (Bik
TovKa 4.4).

ExnHoBpeMeHHOTO NpHokeHHe Ha aHruoTeH3HH II peuenTopHu 610KkepH — BKIIFOUMTEIHO BAJICAPTAH —HIIH
Ha HHXHOHTOPH Ha AaHTHOTEH3HH-KOHBEpTHpawWKs eH3UM (ACE) H anHCKHpPEH e NPOTHBOTIOKA3aHO NPU
namuienTH ¢ 666pedno Hapymenue (GFR < 60 ml/min/1,73m?) (Bx. Touxa 4.3).

He ce npenopvusa ednoepemenna ynompeba

Jumuii

O6paTHMO NOBHIIABAHE HA CEPYMHUTE KOHLICHTPALMH Ha JTMTHIH H TOKCHYHOCT ¢a ChOGILEHH MpH
€THOBPEMEHHO NMpUIOXKeHHE Ha TUTHI ¢ ACE-HHXHOHTOPH WIH C aHTArOHHUCTH Ha aHrHOTeH3HH 1
PELIENTOPHTE, BKIKOYHTENHO BancapraH. [Ipenopiusa ce BHUMaTENHO C/i€IeHe Ha CEpYMHHTE HHUBA Ha
JIHTHH, aKko ce MpelieHH, Ye KoMOHHAIMATa € HeoOX0AMMa. AKO ce MPHara ChIlo K JUYPETHK, MOXe Ja ce
TNIPEAINOJI0KH, HE€ PHCKBT OT HHTOKCHKALHA © urwit AOMBIHHUTEIHO 1UE CC YBEIIHYH.

Kanuii-coxpanseawyu ouypemuyu, xanuesu 000asKu, 3amMecmumentt Ha COAMA, CLObPICAUU KANUT Ut opyau
cybemanyuy, Koumo Ouxa Moeau 0a NOGUUAM HUBAMA HA KAl

AKO € TIpeLIeHH, Y€ ¢ HeODXO0ONUM JIEKapCTBEH NMPOIYKT, KOHTO 3acAra KalHeBUTEe HHBa B KOMOWHALMA C
BancapTaH, Npenopkysa ce clieJeHe Ha IUIa3MeHHTe HHBa Ha KaJtHil.

Ocobeno snumanie ce YsUCKsa npU eOHO8PEeMERNA ynompeba

Hecmepouonu npomusoevsnanumennu cpedcmea (HCITBC,) exmovumenro cenexmugnu COX-2
UHXUbUMOpU, ayemuURCaruyIoea Kuceauna > 3g/0en u necenexmuanu HCIIBC

Koraro anrnorensuH Il peuenropaute 6nokepu ce npunarar eanoppeMerHo ¢ HCIIBC, moxe aa ce
Habmonaea oTcnabbaHe Ha aHTHXHNIepTeH3UBHKA edekt. OcBeH ToBa eqHOBpEMEHHATA YrioTpeba Ha
aHrHoteH2uH II peuenrropuu Snokepu 1 HCITBC Moxe 1a noBeae 10 NOBMILEH PHCK OT BIIOLIABAHE HA
6u0peunara QyHKUMA H NOBHINABAHE Ha cepyMHHA Kanuii. [lopaau ToBa ce mpenopb4Ba NpoCieasBaHe Ha
6s0peynaTa QYHKUMA B HAYATIOTO Ha JIeYeHHETO, KAKTO W a/IeKBATHA XHAPATAUMA HA NALMEHTa.

Tpaucnopmepu

PesysraTHTe OT in vitro Npoy4BaHe ¢ ThKaH OT YOBELIKH YepeH Apo6 HHAWKHPAT, Ye BalcapTaH ¢ cybcrpar
Ha TPAHCTIOpTEpa Ha YepHoapobHoTOo 3axBawane OATP1B1/OATP1B3 1 yepHoapoGHua edayke
Tpancnoprep MRP2. KnuunuHOTO 3HAaUEHHE Ha Te3H HAXOAKH He € H3BecTHO. ChBMECTHOTO NMPHIOKEHHE Ha
HHXHOMTOpHTE Ha TPAHCTIOPTEPa Ha 3aXBalllaHeTo (Hanp. pudaMMH, LHIOCHOPHH) HIH edUIYKC
TPAHCTIOpPTEPHTE (Hanp. PUTOHABHMP) MOTAT Ja YBEIMYAT CHCTEMHOTO M3/I0XKEHHE Ha BAJICApPTaH,
Heo6xomuMo e moBHIIEHO BHUMAHHE TIPH 3aMloYBaHe H HPEKpaTsBaHe Ha EAHOBPEMEHHO JICUCHHE C TEIH
JIeKApCTBEHH NPOMYKTH.

lpyzu

[Ipu npoyuBanus 3a nekapcTBeHO B3aHMOAEHCTBHE C BANCAPTAH HE CA YCTAHOBEHH KIMHHYHO 3HAUYMMM
B3aHMOJEHCTBUA ¢ BAICAPTaH HWIH HAKOE OT ClIeHUTE BELLECTBA: LMETHIHH, BapdapHH, GyposeMH,
JAMIOKCHH, aTeHOMON, HHAOMETALMH, XHAPOXIIOPOTHAIN], AMIIOHITHH, [THOSHKIIAMML,

Heduampuuna nonynayun

[Ipy XMIIEpPTOHHA NpH Jelia H IOHOILH, KbIETO OEEPEUHHTE aHOMAIMH Ca YECTH, CE MPENOPHLYBA BHUMAHHE
NpH ¢JHOBpEMEHHA YNIoTpeOa Ha BasicapTaH H IpyrH CyGCTaHLMH, KOMTO HHXHOHPAT peHUH-aHTHOTEH3HH-
a10CTePOHOBATA CHCTEMA, KOETO JOBEXKAA N0 NOBHILABAHE HA CEPYMHHA Kanuid. bsOpeunata dyukuus u
CepyMHHA Kanui TpaOBa Aa ce HabnronaBaT BHUMATEIHO.

4.6 DeprTHAHOCT, 6pEMEHEOCT H KbpMeEHe

BpeMeHHOCT




Vnotpebata Ha aHrotreHsuH Il peuenrophn 6okepu (APB) He ce npenopruBa npe3 MHPBHA TPHMECTBP
Ha GpemeHHOCTTa (BX. TouKa 4.4). Ynorpebara Ha AP e npoTHBONOKa3aHa Mpe3 BTOPHA U TPETHA
TpUMeCThp Ha OpeMeHHOCTTA (BX. ToukH 4.3 1 4.4).

EnmMaeMuonorHiHATE AaHHHU 32 PHCKA OT TepaToreHHocT cieA excrno3duua Ha ACE uHxuGHropu npes
N'BPBYA TPUMECTLP Ha OpeMEHHOCTTa HE ¢a OKOHYATE/IHH; HE3aBUCHMO OT TOBA HE MOXKE Ja CE M3KUTIOYH
JIEKO MOBHIUABAHE HAa PHCKA. BBIIPEKH Ye HAMa KOHTPOJIUPAHH eTHIEMHOIOTHYHH JaHHH 3a pHCKa oT APB,
nogobeH pHCK MOXe Jja ChILIECTBYBA NPH TO3H KJ1ac IEKapcTBeHH npoaykTH. OCBeH B cityyail ye TepanvsTa
c APE ce nperieHsABa KaTo MHOTO B2XKHa, NAalMEHTKHTE, KOUTO IUIAHHpaT OpeMeHHoCT, TpAbBa Ja npeMHHAT
Ha aJITepHaTHBHO aHTHXHIIEPTEHIUBHO NleueHHe C A0Ka3aH npodui Ha Ge3zonacHocT 3a ynoTpeba npu
6pemeHHocT. [IpH ycTaHOBABaHE Ha GpeMeHHOCT neveHreTo ¢ APB Tpa6Ba aa ce npeycranoBr He3abaBHO H
TNpH HeoOXOINMOCT Ja ce 3aNoyHe alTepHaTHBHA Tepanud. M3BecTHO €, Ye eKCro3HLHATA Ha Tepanud ¢ APb
110 BpeME Ha BTOPHA H TPETHA TPUMECTEP Ha OPEMEHHOCTTA MPHUHHABA (PETOTOKCHYHOCT TpH X0pa
(noHrkeHa 6B0peyHa QyHKLMA, OTHTOXKAPAaMHHOH, 3a0aBeHa ocH(HKalMA Ha Uepena) U HeOHaTanHa
TOKCHUHOCT (OBOpeyHa HeOCTATBYHOCT, XHIOTOHHA, XHIIEPKATHEMHA ), BUXKTE CBILO TO4Ka 5.3
"[TpeaxnvHUYHHN JaHHK 2a GesonacHocT".

B cmyuaii Ha ekcnio3uig Ha APD crien BTopHA TpHMecThp Ha GpeMEHHOCTTa ce NMpenopbYBa YATPa3ByKOBa
npopepxa Ha 6nOpeuHaTa QyHKIMA H ueperna.

HoeoponeHu, ynnTo Malikn ca npuemany APB, Tpa6ea na 6naaT BHUMATETHO HAOMIONABAHH 32 XMITOTOHHA
(Bk. cBbUIO TOUKH 4.3 1 4.4).

Kxpmene
IMopanu nuncara Ha AaHHH OTHOCHO ynoTpebaTa Ha BAICAPTAH MO BpeMe Ha KbpMeHe npueMsT Ha CyBaprap

HE c€ NMpenopHYBa, a ¢ NPEANOYNTa ANTEPHATHBHO JICUEHHE C Mo-100pe ycTaHOBeH npodwn Ha Ge3onacHoCT
[0 BpEME Ha KbpMeHE, oco0eHO NPH KbPMEHE Ha HOBOPOJEHO WIH HeiloHoceHo Gebe.

deprunurer
BasncapTaH He e NoKa3al HeXeNaHH ¢(eKTH BEPXY PenpoAYKTHBHATA (PYHKUIHA HA MBIKKH H )K€HCKH

ILTBXOBE MpH DepopaiHH Jo34 Ao 200 mg/kg/neH. Tasu no3a e 6 MLTH Hall MAKCUMANTHATA NPETOPBYMTENTHA
1034 TIPK XOpa cripaMo mg/m? (kaikyauuuTe ce GasHpaT Ha MepopatHa ao3a ot 320 mg/nen u 60 kg
MALHEHT),

4.7 EpexTn Bhpxy cnocofHOCTTa 33 modpHEpaHe H paboTa ¢ MAIIHHA

He ca npoeexxaaHH npoysBaHuA 32 e(ekTHTe BEPXY criocobHocTTa 3a wodHpane. TpaGpa na ce uma
NpEIBHA, Ye NPH WodHpaHe H paboTa ¢ MAIIHHH € Bb3MOMKHO Aa HACTBIIAT 3aMasAHOCT KK
yMopa.

4.8 Hexenans JeKApCTBEHH PEAKIHA

B KOHTpONMpaHH KIMHAYHH NPOYYBaHHA IIPH Bb3PacTHH MALMEHTH C XMNepTOHHA oGHIaTa YeCTOTa Ha
HexenaHH peakuun (HJIP) e cpasamma ¢ Tasu nipH mianebo H € B chriacHe ¢ (papmMaxkoIorHyHua npodun Ha
saicaprad. Yectorara Ha HJIP He e cBbp3aHa ¢ f03aTa WM NPOARIKATENHOCTTA Ha JIEUEHHETO, a ChIIO
TaKa He NOKa3Ba BPb3Ka ¢ MONa, Bb3PACTTa WIIH pacara.

OcCHOBaHH Ha KJIHHHYHH NPOY4BaHHA, NOCTMAPKETHHTOB ONMHUT U naboparopHu peayntati HIIP ca n3bpoenn
M0-A0/y CBLIJIACHO CHCTEMO-OPraHHATa KIacH(bHKALIMA.

HexenaHn JeKapcTBeHH DEAKIHH
HesxenaHuTe nekapcTBEHH peakiM ca MOAPEISHH 10 YECTOTA, KATO HAH-4ECTHTE Ca TBPBH, CIOPEd. _

cllelHaTa KOHBEHUMA: MHOro yecTH (>1/10); uectu (>1/100 no <1/10); Hedectu (>1/1 000 "?lﬁl@@hg;pj%,mqg\
(>1/10 000 mo <1/1 000); muoro peaxu (<1/10 000), c Heu3BeCTHA YeCTOTA (OT HATHYH HJH HE MOXME,
Ja O6n1e HanpaBReHa OLEHKA HA YECTOTATA).




Ipu BcAKO rpyHpaHe B 3aBHCHMOCT OT Y€CTOTATA HEXENaHWTE JIEKAPCTBEHH PeakiMK ce N30posABar B
HHM3XOAAL pefi MO OTHOLIEHHE Ha TAXHATA CEPHO3HOCT.

3a Beuuku HJIP, crobiesn OT nocTMapKeTHHIOBHA ONIUT H J1ab0paTOPHUTE HAXOAKH, HE € BB3MOXKHO Ja ce
nprioxH HUKoA yectora Ha HJIP v nopanu ToBa Te ¢ca ymomeHaTH ¢ "Hen3BecTHA" HecToTa.

=  XwunepToHHA

Hapymienns Ha KpbBTA B 1AM HEATA CHCTEMA

C Heu3BECTHA YECTOTa [MoHmkeH xeMOrno6HH, MOHKWKEH XEMATOKPHT,
HEYTPONEHHs, TPOMOOIHTONEHHS

Hapynienns Ha HMYHHATA CHCTEMA

C HeusBecTHa yecToTa CBpbXYYyBCTBHTEIHOCT, BKIOYHTENHO CEPYMHA
GoJstect

Hapymenns HA MeTa(01H3MA H XpAHEHETO

C Hew3BecTHa 4ecToTa | NoBmwen cepymeH kanuii, XHnoHaTpreMAs

HapymeHHsi HA YX0TO H Ja0HPHHTA

Heuectn J CReTOBBPTEK

CbAOBH BApYIIEHHSA

C HEH3BECTHA YECTOTA I Backynur

PecnBpaTopHn, rpbAHH H MEAHACTHHATHE HAPYIICHAS

Heuectn Kamnuna

CroMamHo-4peBHH HAPYIIEHHAS

Heuectu KopemHa 6onka

MHoro peaku HHTecTHHANEH aHrHoeneM

XenaTofnIHAPDHH HADYIICHHASA

C Heu3BecTHA YeCTOTa IloBMmaBaHe Ha NOKA3aTENHTe 3a YepHOApoOHa
($yHKUMSA, BKITIOYHTETHO MIOBHIIABAHE HA
CepYMHHA OMITHpYOHH

Hapymennn HA KOXKATA H NOAKOKHATA ThKAH

C HeH3BeCTHa Y€CcToTa | Anruoenem, 6ynose JepMartur, o6pHB, cepOex

HapynieHHsl HA MYCKYJTHO-CKEJIETHATA CHCTEMA H ChelHHATENHATA ThKAH

C HeM3BeCTHA Y€CTOTA | Muanrus

Hapymiesnn ma 6p0penATe B IHKOTHATE IHTHIA

C HeHsBecTHa 4ecToTa Bbp6peuna HemOCTATHYHOCT M YBPEKAAHE,
NMOBHIUABAHE HA CEPYMHHA KPEaTHHHH

O0mn papymenas H eeKTH HA MECTOTO HA NPHIKEHHE

Heuectn ] YMopa

lleduampuuna nonynayus

XuneproHus
AHTHXHNEPTEHIUBHUAT ehekT Ha BANCAPTAH € OLEHEH B JIBE PAHIOMH3HPaHH, ABOMHO CIIENH KIHHHYHH

Npoy<BaHUA (BCAKO OT KOMTO NOCHEIBAHO OT YAB/DKABAHE I M3NMTBAHE) M €HO OTBOPEHO NMPOYUYBAHE,
Te3u npoyusaHuA ca BIIOYBANH 711 neaHarpMyHH MAUMEHTH Ha BB3pAcT oT 6 40 mo-Manko ot 18 roauuu
cbe M 6e3 xpoHHuHa 6s6peyna HeaoctarbuHocT (XBH), ot kouTo 560 naumenTH ca npremainu Bancapras.. C
H3KITIOYCHHE Ha OTJIENIHH CTOMAILHO-YPEBHH HapylleHHna (KaTo 6onka B kOpeMa, raficHe, MOBPBILIAHe) U
3aMaiiBaHe, He Ca MACHTH(GHIMPAHK 3HAYHMH PasAHKH KAaTO THII, YECTOTA H TEKECT Ha HEXENAHUTE PeakLuH
mexay npoduna Ha 6e30MacHOCT 3a NEAMATPHYHHTE NMAUMEHTH OT 6 A0 NO-MaNKo oT |8 roguuy 1.Te3H, .
KOHTO ca Bede AOKIaIBaHH MPH Bb3PACTHH MALHEHTH. S

€ BaJICapTaH B OpOAB/LKEHHEC HA €HA IrOAHHA.




[TpopeneH e 0606meH aHanu3 Ha 560 neAHATPHYHH NALMEHTH C XMNEPTOHHA (Ha BB3pacT 6-17 rooquem),
MpHEMALIH KK BAICAPTaH KaTO MOHOTepanus [n=483] win koMOHHHpaHa aHTUXMNEPTEH3HBHA Teparus,
BKJIKOYBalIA BancapTaH [n=77]. Ot 560 naunentH, 85 (15,2%) ca umanu XBH (u3xoano vupo GFR <90
mL/min/1.73m?). O6wo 45 (8,0%) nauMeHTH ca IPeKbCHANH H3MUTBAHETO 3aPajiu HEXENaHH PeaKLHH.
O6mpo 111 (19,8%) nauneHTH ca UIMHTAIH BeXenaHu nekapcTeeHn peakimn (HIIP), xaro Hail-uecto ca
6unu ¢ rnasobonue (5,4%), samatisaune (2,3%), 1 xunepkaniemus (2,3%). [Ipu naumente ¢ XBH, Haii-
yecrata HJIP ¢ 6una xunepkanuemus (12,9%), rnasoGonue (7.1%), noBHIIeH KpeaTHHHH B KpbBTa (3,9%), n
xunotouns (4,7%). Ilpu nauuenture 6e3 XBH naii-uectn HJIP ca 6unu rnasobonue (5,1%) u samaiipane
(2,7%). HJIP ca HaGmoAaBaHH MO-YE€CTO MpPH MAlLMEHTH NPHEMAILK BAJICAPTaH B KOMOHHALHA ¢ APYIH
AHTHXHIEPTEH3HBHH JIEKAPCTBEHH MPOXYKTH, OTKOIKOTO NPH NPHEM Ha BAJICAPTaH CAMOCTOATENHO.

AHTHXHNEpTEH3UBHUAT edexT Ha BANCApTaH [PH JeLa Ha BB3PacT OT 1 10 oA 6 TOIWHK € OLIEHEH B TPH
paHOOMHM3HpaHH, ABOHHO CENH KIHHHYHH NPOYYBaHHA (BCAKO MOCACABAHO OT NEPHOA Ha yAhikasaue). B
mLpBOTO npoyuBaHe npH 90 neua ot 1 a0 nox 6 roauHH, ca HAONI0AaBaHH Ba CMBPTHH CITydas H OTACTHH
CJTydad Ha 3HAYMMO [OKAa4BaHE HA HEPHOAPOOHHTE TpaHCaMHHa3H. Te3H cilydad ca HabmoaaBaHH B
NOMyalHs ChC 3HaYMTETHa KoMopbuaHocT. [IpHYHHHO-CNIEACTBCHA BPBh3Ka ¢ BAJICAPTaH HE € yCTaHOBeHa, B
JBeTe NOoc/e/IBaHIA NPOYYBaHHA, IPH KOHTO ¢a paHaoMusupaHu 202 neua Ha BB3pacT oT | 1o noj 6 ronuHH
ca paHIOMMIUpaHH, He ca HabMIoAaBaHH 3HAYMMO MOBHINABAHE HAa YEPHONPOOHHTE TpaHCAMHHA3H H CMBPT
TIPH NIeYeHHE C BaJICApTaH.

IpoBeaeH e cOOpeH aHANTH3 Ha JJAHHHUTE OT ABETE NOCACABAILK poy4BaHus npH 202 neauaTpu4HH
MalHEHTH ¢ XHIIEPTOHHA (Ha BB3pacT oT | 10 noA 6 FOAMHH), KATO BCHYKM NALIHEHTH ca NMpHEMAaITH
BAJICAPTAH KATO MOHOTEpaIlHs B ABOHHO-CIIENIHTE NEPHOAH (¢ M3KIIOUeHe Ha mane0o nepHoaa Ha
otaeMaHe). Ot Tax 186 nauKeHTH NPOOB/DKABAT YYACTHETO CH MW B MPOABIDKEHUETO HA MPOYHBAHETO, HIH
B oTBOpeHHa nepuon. Ot 202 naureHTH, 33 (16,3%) mmat XBb3 (u3xogro eGFR <90 ml/min). Ilpes arofina
3acneneHHs nepuos, AsaMa natmeHTH (1%) ca npekpaTiii yqacTHe MOpaaH HexenaHo cs0HTHe, a pes
OTKPHTHA MIepHOJ] HNH Npe3 NepHOoAa Ha NMPOIB/UKEHHE HA MPOYYBAHETO, YETHPHMA MauMeHTH (2,1%) ca
MpeKpaTHIM YYacTHE NOpanu HexkenaHo crouTHe. [1pes apoiiHo-3acnenenus nepuon, 13 (7,0%) ot
MALHEeHTHTe ca HanuTaIH noHe eada HITP. Hais-uecture HIIP ca nospeiane n=3 {1,6%) u auapus n=2
(1,1%). Enuara HITIP (auapus) e nabnrogasana B rpynara Ha XB3. B orBopenus nepuon 5,4% ot
naiHenTrTe (10/186) ca uanutanu noue ¢ana HJIP, Hadi-uectara HJIP e HaManeH aneTuT, KOETO ¢
cpobinasa ot AamMa naupeHTH (1,1%). B nBofiHO-3acnenenus NepHon ¥ B OTBOPEHHA epHoj ce cbolliaea
3a XMIIEpKaTHeMHUA 3a eJMH NalMeHT BbB BCeKH nepuoj. Hama cioyyau Ha XMIIOTOHHA WITH BUEHE Ha CBAT B
JABOHHO 34CJIENEHUA NIEPHOL HITH B OTBOPEHHS TIEPHOA.

XunepkanneMus ce HaGMOZaBa MMO-YECTO NPH JieLia M IOHOLIM Ha Bb3pacT oT 1 1o mox 18 romuHy ¢
NoANeKaImO XpoHHYHO OBOpeuHo 3a6onapate (Xb3). PUCKBT oT xunepkanueMus Moxe Ja Gbae mo-BUCOK
TpH Jeua Ha Bb3pacT oT | 10 5 FoAWHH B CpaBHEHHE ¢ ieLia Ka Bb3pacT OT 6 1o nox 18 ronuHu.

[podunsT Ha Ge3onmacHOCT, HabMOAaBaH MPH KOHTPOIIMPaHH KIMHWYHH IPOYYBAHUA NIPU BE3PACTHH
MALMEHTH cliel MHOKapAeH UHGAPKT W/HIH CbC ChpPAEUHA HEAOCTATHYHOCT, C€ PA3THYABA OT LIOCTHHSA
npoomn Ha Ge3omacHOCT MpY NaLMeHTH ¢ XunepToHua. ToBa Moxke Aa CBBLP32HO ¢ NPHAPYKABALLIOTO
3a0onasaHe Ha nauneHTa. HIIP, kOHTO HACTBIBAT NIPH BL3PACTHU MaLMEHTH CleA MHOKApAEH HHapKT
W/HIH €1 ChpAeYHa HEAOCTATEYHOCT, Ca M30POeHH Nno-1oiy:

L C'I:CTDHHPIE CJied MHOKApPACH HHd)aDKT H/HJTH ChbpevdHa HENOCTATHhYHOCT “!QO!‘{CHH caMo H[!H
BBE3IPACTHH MTALHEHTH)

I-Iapymelmﬂ HA KPHLBTA H JIHMQHaTa CHCTEMA

C HeH3BECTHA HeCTOTA | TpomGouwrTonenus ]

Hapymesns Ha HMyRHATA CHCTEMA 7 iy

C HeM3BECTHA YECTOTA CBPBXYYBCTBHTEHOCT, BKITHOUHMTEIHO %Xﬁ“f{ T
Gonect R R

Hapymenns Ha MeTafoaH3Ma H XpaHeReTo HEIED

HeyectH | Xunepkanuemus W A™
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C HEH3BECTHA YECTOTA TlopHmeH cepyMeH Kauil, XHMOHATPUEMHA

HapymieHns Ha HEPBHATA CHCTEMA

YecTH 3aMasHOCT, 3aMasHOCT MPH NMPOMAHA Ha [Mo3aTa

Heuectn Cunkon, rnasodbonue

HapymeaHs HA YX0TO H JIAGHpEATA

Heuectn I Cserosbprex

CopaedHH HADYIIEHAN

Heuectu | CBpIe4yHa HEIOCTATEHHOCT

Cba0BH BapYImeHHSA

Yectu XWNOTOHNAA, OPTOCTATHYHA XHIIOTOHHSA

C HeH3BeCTHa 4eCTOTa Backynur

PecumpaTopHs, rpbAHH H MeJHACTHHAJIHH HAPYLICHAA

Heuectn Kamnuua

CroMamigo-9peBHH HADYIICHASA

Heuectn Tanene, nuapusa

MHoro peakH HHTecTHHANCH aHTHOEAEM

XenarolHIRADAH HAPYIICHHAA

C HeH3BECTHA 4eCTOTA [ToBMmapaHe Ha MOKazaTeNMTe 3a YepHOApoGHa
$yHKIHA

HapymeHus HA KOXKATa B DOAKOKHATA ThKAH

HeuectH AHruoegem

C HeHM3BECTHA YecTOTa bynosen nepMatiT, 06pHB, chpbek

HapymeHnHus HA MYCKY/JIHO-CKeJIETHATA CHCTEMA H CheIHAATENHATA THKAH

C HeH3BECTHA YeCTOTa | Muanrus

Hapymenns Ha (50penaTe ¥ N1HKOYHATE ILTHINA

YecTH brGpeuHa HeJOCTATHYHOCT H YBpexKAaHe

Heuectn Octpa 6B0pedHa HEIOCTATEYHOCT, MOBHILIABAHE
Ha CEpPYMHHA KpeaTHHUH

C HEH3BECTHA 4ECTOTa INoBHIUABAHE HA YpeATa B KPbBTA

O6ma Hapymenns H ¢PeKTH HA MICTOTO HA NPHIOKEHHE

Heuectn | Acrenus, ymopa

Crobmasane Ha NOJO3UPAHH HEXENAHU PEAKLIHH

CrobmaBaHeTo Ha NOJO3MPAHH HEXENIAHH PEaKLMH Clie] pa3pelllaBaHe 3a ynorpeba Ha NeKapcTBeHHA
npoAykr € BakHO. ToBa no3BonsABa Aa Npoab/DKH HAONIASHHUETO Ha CLOTHOLUEHHETO TOJI3a/PHCK 32
JeKapcTBeHHA NpoayKT. OT MeMIIHHCKHITE CIIEL{HAIHCTH CE M3HCKBA Jia CHOOLIABAT BCAKA NMONO3HpaHa
HejxellaHa peakLMa Ype3 HALMOHAIHA CHCTEMA 32 ¢hoOmaraHe KbM 3ITEIHHTENIHATA areHIMA 110
nexapcrearta, yi. ,Jlaman ['pyes” Ne 8, 1303 Codwun, Ten.: +35928903417, yeGeaiir: www.bda.bg.

4.9 Ilpenozupane

CumoroMH
[Ipenosupanero ¢ BancapTad MoxXe Ja PHUMHH W3pa3eHa XHMOTOHHUA, KOATO MOXKE Aa JOBeJe 10
MOHHKABAHE Ha ACHOTATA HA CH3HAHHETO, LIHPKY/NATOPEH KOJIAMNC K/WIH LIOK.

Jleuenne
TepaneBTHYHHTE MEPKH 3aBHCAT OT BPEMETO HA NPHEM Ha JICKAPCTBOTO H BHIA H TEXKECTTA Ha
cumnromMuTe. OT MBPROCTENCHHA BAKHOCT € CTA0HIH3MPAHETO HAa LHPKY/IATOPHUA CTaTYC.

B ciaydaii Ha XHNOTOHMA NAUHEHTHT TpAGBa Na 6bAe NocTaBeH B IETHANO MONOKEHHE H &
npeanpueMe 3aMecTBaHe ¢ 00eM0o3aMeCTBalH H COTEBH PasTBOPH.

Manko BepoATHO € BancapTaH Ja ObJe OTCTPaHEH Ype3 XeMOIHAH3A.
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5. ©®APMAKOJIOrHYHH CBOMCTBA
5.1 DapmaxkoauHaMHYHH cBOHCTBA
dapMmakoTepaneBTHHHA rpyna: aHrnoTeH3uH Il peuenrrophu 6nokepH, camoctoarennn, ATC xon: CO9CAO03

BancapraH e nepopaiHo akTHBeH, MouleH M crnieurduied anrnotensuH Il (AT II) anraronuct. Toii nefictea
CENEKTHBHO BEPXY AT peuernTopHUa NMOATHI, KOHTO € OTroBOpEH 3a MO3HATUTE NEHCTBHA Ha AHFHOTCH3HH
II. TloBMieHHTE TU1A3MEHH HHMEBa Ha aHTHOTeH3HH Il B pesynrar Ha AT, peuenTopHaTta 650Kaga ¢ BajcapTaH
MOXKE 1a CTHMYJHpaT HeGnokupanuTe AT; penenTopH, KOeTO H3rnexaa npoTHBoAeicTBa Ha edekTa Ha AT,
peLeniropa. BancapraH He npoABsBa HUKAaKBa YacTHYHA AarOHHCTUYHA aKTHBHOCT kKbM AT peLienrropa 1 uma
sHayHTeNHO (okono 20 000 neTH) no-ronsM adpuuuTeT KBM AT pelienTopa, oTkonkoTo KeM AT: penenropa.
BancapraH He ce CBbp3Ba M He OJIOKMpa peLlenToOpH Ha APYTH XOPMOHK WK HOHHH KaHAJIH, 32 KOHTO €
H3BECTHO, Y€ Ca BAKHY B ChPJCYHO-CHAOBATA PeryNauus.

Basicapran He uHxuOHpa ACE (u3BecTeH M kaTo kuHuHA3a I1), KoiiTO NpeBpbIIa aHTHOTEH3KH | B
anrvorensuH 1 u pasrpakna 6pagukununba. Teii kaTo HaMaT edext Bbpxy ACE u He 3acuiBat aeficTBreTo
Ha OpaaMKMHHH UK cybcTaHLus P, ManKo BEpOATHO e aHTarOHHCTHTE Ha aHrHoTeH3HH II na ca cebp3adu ¢
KauwiAee. B KTHHHYHA NpoyyYBaHns, KbAETO BancaptaH ¢ cpaBHeH ¢ ACE wHxubuTop, YecToTaTa Ha cyxa
Kanummna e 3HauuTenHo (p<0,05) no-mManka nNpH NAaUMEHTH, JEKYBAHH C BAICAPTaH, OTKOJIKOTO MpH
nexysanute ¢ ACE urxuburop (2,6% cpeiry 7,9% pecnexktupHo). B KIHHHYHH MpoyYBaHUA NMpH NaldeHTH
¢ aHaMHe3a 3a CyXxa Kauinuia no speMe Ha neueHue ¢ ACE uuxuburop, 19,5% ot npoy4eaHHTe JIHLA,
noy4aBawy Bajacapras, 1 19,0% ot Te3u noyyaBallM THa3uAEH OUYPETHK HMAT KalUTHLIA, B CPABHEHHE ¢
68,5% ot nHuara, nexyeand ¢ ACE unxuturop (p< 0,05).

XHMEPTOHMA
[MpunoxeHHeTo Ha BalICAPTAH NPH NALMEHTH C XHIIEPTOHUA BOAM O MOHWKABAHE KPEBHOTO HalAraHe, 6e3

Ja TIOBJTHABA YeCTOTATa Ha IMyJica
INpu noseueTo NaLMEHTH Cel eAHOKpaTEH MEPOpaieH MPHEM HAYANIOTO HA AHTHXHIIEPTEH3HBHOTO AeHCTBHE
¢ B paMKHTe Ha 2 yaca, a MAKCHMATHOTO MOHIDKABaHe HAa KPbEHOTO HANATAHE Ce AOCTHra 10 4-6 yaca.
AHTHXHIEPTEH3HBHUAT edeKT NpoAb/bkaBa Hag 24 vyaca cnea npuema. [Ipu MHOTOKpaTeH IIpHEM
AHTHXHIIEPTEH3HBHUAT €EKT € HaJTHLIE B PAMKHTE Ha 2 CEAMHLM, 8 MAKCHMATHHUAT ¢eKT ce nocTura 1o 4
CeMHLIIH H C¢ MOALBPKA B XOAa Ha ABJITOCPOYHA Tepanusi. 3HAUHTETHO JOTBIHUTENHO MOHKEHHE Ha
KPBBHOTO HaJIATAHE CE€ MOCTHra B KOMOHHALMA ¢ XHIPOXJIOPOTHA3H.

BHe3anHOTO npeycTaHOBSABaHE Ha JIEYEHHETO C BAICAPTaH He ce CBBbp3Ba ¢ rebound-XHNepTOHMS WK ¢
JApPYTH HEeXeNaHH KIHHUYHH CHOUTHA.

[Ipy nauMeHTH ¢ XMNEPTOHUA H AHAOET THN 2 ¢ MHKPOaNbYMHHYDHS € OTHETEHO, He BAICAPTaH HAMATABA
oTAeNsHeTo Ha anbyMHH B ypuHarta. [Ipoyusanero MARVAL (Micro Albuminuria Reduction with
Valsartan) oueHsBa HamanaBaHETO Ha OTAENAHETO Ha anbyMuH B ypuHata (UAE) ¢ pancapran

(80-160 mg/neH) B cpapHeHue ¢ amnoaunuH (5-10 mg/nen), npu 332 naumeHTH ¢ AuaGet THN 2 (cpeaHa
Bb3pacT: 58 roauuu; 265 MbKe) C MUKpoanGyMHHYpHUs (BaicapTan: 58 pg/min; aMJIOAMIIHH:

55,4 pg/min), ¢ HOPMAJTHO HJTH BHCOKO apTEPHATHO HaNAraHe W che 3anaseHa 6x0peyuHa QyHKIMA

{cepymen kpeatuamH <120 pmol/l). Cnen 24 ceqmuuu, UAE e Hamanena (p<0,001) ¢ 42%

(-24,2 pg/min; 95% C1: -40,4 no -19,1) ¢ pancaprax u npubnusurenHo 3% (-1,7 ug/min; 95% CI. -5,6

1o 14,9) ¢ aMnonunHH, He3aBUCHMO OT CXOJHATA CTENEeH Ha MOHHKEHHE B IBETE MPYIIH.

IIpoyueanero Valsartan Reduction of Proteinuria (DROP) uscneaBa JONBJIHUTENHO e)HKACHOCTTS Ha
BancapraH npu pexyuupase Ha UAE npu 391 naumenT ¢ xunepronud (AH=150/88 mmHg) ¢ auaber

THN 2, anGymuHypua (cpeata crofiHocT=102 pg/min; 20-700 pg/min) u 3anazeHa 6x6peuHa GpyHKums
{cpeaeH cepymen kpeaTHHHH=80 pmol/l). [TaumueHTHTE Ca paHAOMU3BHPAHH ¢ €1HA OT 3-Te JO3M
BancapraH (160, 320 1 640 mg/neH) 1 TeKyBaHH B NpoAb/UKeHHe Ha 30 ceamuu. Llenta Ha npo,
€ ia YCTaHOBH ONTHMA/IHATA 1032 BAJICAPTAaH 3a pexylmpane Ha UAE npu nausedTy ¢ xumne
auaber Tun 2. Cnen 30 ceqMuuu npoueHTHaTa npoMsaHa B UAE e 3HAUHTeNHO HaMalleHa ©
H3XoJHaTa cToiHOCT ¢ Bascaptad 160 mg (95% Cl: 22 no 47%) u ¢ 44% c¢ pajncapraH 32
31 no 54%). HanpaseHo e 3akmoucHue, ue 160-320 mg BancapraH BOAH A0 KIHHHYHO 3H
Ha UAE npH naimeHTH ¢ XUINepTOHUA u aMabeT Tin 2,
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[pecex mMuokapaeH uHdpapKT
VALsartan In Acute myocardial iNfarcTion (VALIANT) e parnoMH3HpaHO KOHTPOTHpPaHO,

MHOTOHAIIMOHANHO, IBOHHO-CNANO NMpoy4BaHe npH 14 703 mauMeHTH ¢ OCTEP MHOKApAeH WHGapKT U
TIPH3HALIM, CHMITOMH K PAXHONIOTHYHH JaHHM 32 3aCTOHHA ChpAeHHA HeJOCTATEYHOCT H/WIH JaHHH 3a
NieBOKaMepHa CHCTONHA AUCYHKIMA (MposBeHa KaTo (pakuus Ha W3TinacksaHe < 40% upe3 paaMOHYKIIHAHA
BEHTpUKYJorpadusa wiu < 35% upes exokapanorpadus WIH BEHTPHKY/THA KOHTPACTHA aHTHOTpaduA).
[aupenTuTe ca paHIOMU3HPAHH CIIPAMO BICAPTaH, KATOMNPHI HIH KOMOHHAIMA OT ABaTa B paMKHTE Ha 12
yaca o 10 guu ciien HaYanoTo Ha CUMNTOMHTE Ha MHOKapeH uHdapkT. CpeJHUAT NepUoA Ha NedeHHe e
ase roguHy. [TbpBHYHaTa KpakiHa TOYKa € BPEMETO A0 HACTHNBAHE HA CMBPT NOPAAH BCAKAKBH MPHYHHU
{ob111a CMBPTHOCT).

BasicapraH e cbl10 TONKOBa e(heKTHREH, KOJMKOTO KaNTONPH/I NO OTHOLIEHHE Ha HaMalfBaHeTo Ha obmarta
CMEBPTHOCT ciel MHOKapaeH BHapkT. ObaTa cMbPTHOCT e oAo0Ha B rpynuTe ¢ Bancaprad (19,9%),
karrronpun (19,5%) u Bancapran + kanronpun (19,3%). KomOHHalMATa Ha Ba/icapTaH ¢ KANTONPHI He
A00aBs AOITEIHHTEIHA MON13a CIIPAMO IEYeHHETO caMo ¢ kanTonpmi. Hama pasnika Meskoy BancapraH u
KaITONPHI MO OTHOIIEHHE Ha o0lIaTa CMBPTHOCT B 3aBHCHMOCT OT Bb3pacTTa, IoJa, pacaTa, H3XOIHHTe
TEpanuy WM OCHOBHOTO 3a0onaBaHe. BancapraH e edeKTHBEH U B YBJDKABAHE HA BPEMETO 110, H B
peayLHpaHe Ha CbPAeYHO-CHAOBATA CMBPTHOCT, XOCIHTAIH3ALHH [0 MOBOJ HA ChPAEYHA HEIOCTATBYHOCT,
MOBTOpPeH MHOKapleH HHApKT, peaHHMHPAHO CIIHpaHe Ha CbpLETO H HedaTaneH HHCYNT (BTOpHYHA
CheTaBHa KpakiHa Touka).

[MpodmreT Ha Ge30macHOCT Ha BaJICApTaH ChOTBETCTBA HA KIIMHHYHOTO MPOTHYAHE ITPH NMALHeHTHTE,
JIeKyBaHH cie npekapaH MuokapaeH uHbapkr. [To otHomenue Ha 6b6peunara byHkums e HabnronasaHo
YOBOABAHE HA CEPYMHHA KpeaTHHHH nipH 4,2% 0T nmauueHTuTe, IEKYBaHH C BajicapTaH, 4,8% o1 naijgeHTHTE,
JieKyBaHH C BaJicapTaH + Karronpui, H 3,4% oT nalmeHTHTe, IeKyBaHH ¢ Karronpii. [IpexbcBake nopanu
pa3nu4HH BUAoBe ObnOpeuHa AMcyHKIMA HacTbIBAT NpH 1,1% OT nauyeHTHTe, TeKYBaHH C BAICAPTAH,
1,3% oT nauMeHTHTE, NEKYBaHH C BancapTaH + Karmrronpui, 4 0,8% oT nauueHTHTE, TEKYBaHH C KaNTOMPHIT,
OueHka Ha 6B0peunaTa QyHkuMs TpaOba fa 6b/e BKIIOYEHa B 0011aTa OLIEHKA HA MAUHCHTHTE, IPEKapay
MHOKapeH WH}apKT.

Hsma paznnka B 061aTa CMBPTHOCT, ChPAECYHO-CHIOBATA CMBPTHOCT H 3a00/IAEMOCTTA, KOTaTo Ce NMpHiarar
Gera-6nokepH eaHOBpeMEHHO ¢ KOMOMHALIMATA BaNICApTaH + KANTOMpPHI, CaMO BAJICAPTaH WIH CaMo
kamronpun. HezaBHCHMO OT MpOy4BaHOTO JIeUeHHE CMbPTHOCTTA € MO-HACKA B IPYINAaTa Ha NMalHEHTHTE,
nekyBaHk ¢ 6era-610kep, KOeTO MOKA3BA, Y€ NMO3HATATA MON3a OT GeTa-GnokepHTe NpH Ta3u NMoMynaLUKMs ce
NOTBLPKIABA B TOBa NPOYUBAHE.

ChbpaeyHa HENOCTATEYHOCT
Val-HeFT e paHIOMH3IHPaHO, KOHTPOIHUPAHO, MHOTOHALMOHATIHO KITMHHYHO [IPOYYBAHE HA BAJICAPTAH,
CpaBHeH ¢ IL1auebo BepXy 6o1ecTHOCTTAa H CMBPTHOCTTA NMpH 5 010 nauueHTH Cbe ChpAEYHA
HegoctaTbuHOCT ¢ NYHA knac II (62%), 111 (36%) n IV (2%), nonyuyaBamu obudaiina Tepanus ¢
nesokaMepha ®U <40% u nesoxamepeH BLTpeLIeH auactoneH auameTsp (LVIDD) >2,9 cm/m?. OcHosHaTa
Tepanus nousa ACE uaxunburopu (93%), nuyperrim (86%), murokcex (67%) u 6eta-61okepu (36%).
CpenHara NpoAB/KHTENTHOCT Ha MpocieifBaHeTo € MpUOnu3nTendo aAse rogidn. CpeaHara JHEBHA 1032 Ha
pancaprad psB Val-HeFT e 254 mg. [TpoyuBaHeTo HMa XBE MEPEHYHH KpaiHH TOUKH: o01a CMBEPTHOCT
(BpeMe 0 HACTBIIBAHE Ha CMBPTTA), CHCTARHA CMBPTHOCT M OONIECTHOCT OT CHPASYHA HEAOCTATHYHOCT
(BpeMe 10 TBEPROTO OOECTHO CHOHTHE), Me(PHHHPAHH KATO CMBPT, BHE3aNHa CMBPT ¢ peaHHMAaLIHA,
XOCIHTATH3ALMA [10 NOBOJ Ha Chp/ieYHa HEAOCTATHHHOCT WM MPHICKESHHE HA BEHO3HH MHOTPOIHH HITH
Ba30IHIATATOPHH CPEeCTBA 3a YeTHPU WIH NoBeye yaca 0e3 XOCHUTanu3anus.

Obmara cMBbpTHOCT € moaoGHa B rpynure (p=NS) ¢ Bancapras (19,7%) u nnaue6o (19,4). [TepauunaTa
nonsa e 27,5% (95% CI: 17 no 37%) HamansBaHe Ha PHCKA 32 BPEMETO HA IThPBaTa XOCTIHTANM3ALMA M0
MOBOI Ha ChpAevHa HemocTarbuHocT (13,9% crnpamo 18,5%). PesynraTu, usrnexxaamu OnaronpuaTHy npu
ruiane6o (cheTaBHAaTAa CMBPTHOCT H 3a6onmsemocTTa e 21,9% ¢ maue6o cipamo 25,4% B rpynara ¢
BajJicapraH), ca HabMOJAaBaHHM NPH NALMCHTHTE, NPHEMaIlH TpoHHa koMGuHaums ot ACE Hﬂxnﬁm‘op, 6era-
6nokep U Bancapras. -

B noarpynara Ha naunerTH, Kouto He npuemat ACE unxuburop (n=366), nonsure npu 3ab
no-rojeMu. B Tasu noarpymna ofiara CMBPTHOCT € 3HAYHTETHO HAMAJIEHa C BAJICAPTaH B ¢
mnauebo, ¢ 33% (95% CI: -6% no 58%) (17,3% Bancapran cnpamo 27,1% mnane6o), a cb
CMBPTHOCT H PHCKA 33 3a60JI1EMOCT ca 3HAUUTENHO HamaleHH ¢ 44% (24,9% pancapran ¢
mianebo).
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ITpu maupeHTr, kouto npuemat ACE uHxuburop 6e3 6era-6nokep, obiuara cMbprHoCT € noaobHa (p=NS) B
rpynute ¢ BancaptaH (21,8%) v miaue6o (22,5%). CpcTaBHaTa CMEPTHOCT M PHCKET 32 3abondeMocT ca
3HAuMTETHO HamaneHu ¢ 18,3% (95% CI: 8% to 28%) npu saicapraH B cpaBHeHHe ¢ Taue6o (31,0%
cnpamo 36,3%).

B o6mara nomynauns Ha Val-HeFT nanuenTiTe, NeKyBaHH ¢ BaJicapTaH, MIOKa3BaT B CpaBHEHHE ¢ IUtaueto
3Ha4HMO NoJo0penHne Ha Kiaca mo NYHA, npu3HauvTe H CHMIITOMHTE Ha ChpA€YHa HEJOCTAThYHOCT,
BKTIOUHTENIHO JHCITHES, YMOpa, OTOUM M xpunose. [lalMeHTHTE, MpHeMally BaicapTaH, UMat no-1o6po
KAYE€CTBO HA XKHBOT B CpaBHEHHE C NpHEMAIIKTE Mm1auedo, KOeTo ¢e AEMOHCTPHpA YPE3 cKajaTa Ha
Minnesota Living with Heart Failure Quality of Life ot u3xogHata mo kpaitHaTa TouKa Ha nMpoy4BaHeTo. [Ipu
NalMEeHTHTE, JEKYBAHH C BAICAPTaH, 3HAYHMO Ce NOBHIIABA (PAKLHMATA HA H3TIIACKBaHE H ce MOHIDKaBa
LVIDD ot u3xoaHaTa o kKpaiHaTa TO4Ka [0 BPEME Ha NMPOYYBAHETO B CpaBHEHHe ¢ mwiauebo.

Hpyru: asoiiHa 610Kafa HA peHUH-aHTHOTEH3WH-anJocTepoHoBara cucrema (PAAC)

Hse roenMu pannoMusHpanu koHTponupaHu npoyysaHus (ONTARGET (ONgoing Teimisartan Alone and
in combination with Ramipril Global Endpoint Trial — Tekymo raobaqHo H3nuTBaHe 2a KpaiiHM TOUKH Ha
TEIMHCAPTaH, CAMOCTOATENHO H B koMOHHaimsa ¢ pamunpwi) 1 VA NEPHRON-D (The Veterans Affairs
Nephropathy in Diabetes — KIHHHYHO NpOy4YBaHe, CRBP3AHO ¢ Pa3BHTHE Ha HeponaTHA NpH AHAbET,
pOBeIeHO 0T MHHHUCTEPCTBO 110 BHIIPOCHTE Ha BETEPAHMTE)) — NMPOYUBAT ynoTpedaTa Ha koMOMHALMATA OT
ACE unxuburtop ¥ anruoreHsus-Il-peuenropen 61okep.

ONTARGET e npoyuBaHe, pOBeJEHO NMPH NALHEHTH ¢ dHAMHEAA 32 CLPAEHHO-CHA0BA HIH MO3BHHOCHAOBA
Bonect, WM 3axapeH AMabeT TUN 2, NPUAPYKEHH C JaHHH 32 YBpPE)XAaHe Ha eeKTOpHH oprard. VA
NEPHRON-D ¢ npoydBaHe npH MALKEHTH ¢b¢ 3axapeH auaber Tin 2 u auabetHa Hedponatua. Teau
NpoyuYBaHHA He TMOKa3BaT 3HaAYHM GnaronpusATed edekT BEpXy 6bOpeyHHTE H/WIH CHPIEYHO-CHIOBHTE
MOC/IETHLH H CMBPTHOCT, KAaTO ChUIEBPEMEHHO Ca HabN0AaBaHH NMOBHILEH PHCK OT XHIIEPKATHEMHA, OCTPO
yBpekaaHe Ha O6pOpeLuTe H/HIHM XHNOTOHHA B CpaBHeHHe ¢ MOHoTepanuaTa. Karo ce umar npeasun
CXO/IHHTE HM (papMaKOAMHAMHYHHK CBOHCTBA, T€3H pe3yNTaTH ca NpHIOKHUMH H 3a Apyrd ACE-unxuburopn
u aHriHoteH3uH I-peuentoprn 6nokepu. ACE HHXHOGHTOpH M aHrHoTeH3uH II-peuienrropHn 6nokepu
cllefosarteHo He TpabBa Aa ce H3NON3BAT SAHOBPEMEHHO NIPH NAUKEHTH ¢ auaberHa HedponaTua.

ALTITUDE (Aliskiren Trial in Type 2 Diabetes Using Cardiovascular and Renal Disease Endpoints —
KiMHH4YHO npoy4BaHe, NPOBEAEHO C AJTMCKHPEH ITPH MALHEHTH ChC 3axapeH auabeT Tun 2, ¢ M3noN3eaHe Ha
CBPASYHO-CHAOBH K 6b0peuHu 3a6011BaHHA KaTO KpaHHM TOMKH) € IpoyvBaHe, MPeAHa3HAYEHO Aa H3C/AeBa
nos3ara o1 1o6aBsHETO HA AJIHCKHPEH KbM cTannapTHa Tepanud ¢ ACE nHxnburop wnu anrorensus-II-
peLienTopeH Gnokep NpH MaiMeHTH che 3axapeH auaber Tun 2 u xporuyHo 6x6peuno 3abonssaue,
CBPAEYHO-CHA0BO 3a0onsBaHe WIH H gBeTe. [IpoyuBaHeTO e IpeKpaTeHo NpexaeBPEMEHHO OPann
MOBHLUEH PHCK OT HEGIAroNpUATHY Noc/e UL, KakTo chpAeyHO-ChA0BATa CMBLPT, TAKa H HHCY/ITBT, Ca I0-
4eCTH B rPYMAaTa Ha AJTMCKHPEH, OTKOJIKOTO B IPYNAaTa Ha Maue0o, a npeAcTaBAABalMTe HHTEpEC HEXeaHH
CHOMTHA M CEPHOIHM HEXENMAaHM CHOMTHA (XHNepKanTueMHud, XunoToHua 1 6u6peuna guchyuxuma) ce
cBhoOIIaBaT 110-4ecTo B rpynaTa Ha aTUCKMpeH, OTKONIKOTO B IpynaTa Ha rutaune6o.

Heouampuuna nonyrayun

XHIEPTOHHA
AHTHXMNEPTEH3UBHUAT €eKT Ha BAJICAPTaH € OLIeHEH B YeTHPH PAHAOMH3HPAHH, JBOHHO-CIETH KIHHHYHH

AOpoy4BaHHA nMpH 561 megMaTpHMYHH NALHEHT Ha BB3PAcT OoT 6 1o no-maiko ot 18 rogusu 1 165
NeJMATPHYHH MAaLHEHTH Ha BB3pacT oT 1 Jo 6 roquuu. Hapymenus Ha 650penuTe ¥ NUKOYHHTE ITHTHILA,
KaKTO M 3aTIBCTABAHETO Ca Hal-4ECTHTE OCHOBHM 3a00NABaHUA, BEPOATHO JONPHHACALUH 33 XHIIEPTOHHA
MpH elaTa, BKIIOYEHH B TE3H NPOYYBaHHA.

Knunuven onum npu deya na uru nad 6 200uwna gu3pacm
B KIMHHYHO Npoy4BaHe, BKIIOYBALIO 261 XMITepTeH3UBHU NEAHATPHYHH [TALIHEHTH 0T 6 10

BB3pacT, NaLuueHTHTe ¢ Terno <35 kg nomyun 10, 40 win 80 mg nxesHO Bancaprau Tabn
CpelHH H BUCOKHM A03H) M nateHTHTe ¢ Terno >35 kg nomyun 20, 80 1 160 mg axesHO B cg‘pf‘aﬁ
(HHCKM, Cpe/IHM M BUCOKH 03H). B Kpas Ha 2 ceAMHLM, BAJICRPTAH HAMANIABA H CHCTOMHOTY ¥ 41;3”
apTepHa/lHO HaJIAraHe, B A030-3aBHCHM HauvH. Karto 1sno, Tpure 1031 Ha BaicapTal {HH
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BHCOKH) HAMAJIABAT 3HAYMTENHO CHCTOTHOTO HanaraHe ¢ 8, 10, 12 mm Hg ot usxoaHuTe cToitHoCTH,
¢boTBeTHO. [lanmenTuTe ca 61TH NOBTOPHO PAHAOMHU3MPAHH a NMPOLB/DKAT [a NMOMYYaBaT ChIIATA 5033 Ha
BaJICapTaH WIH €a MpEMHUHAIH Ha rmaueﬁo. HpP[ NALUHCHTH, KOHTO NpOAb/DKABAT Ja NOJTY4YaBaT CpeaHH H
BHCOKH IO3H BAJICAPTaH, CHCTOJIHYHO KPBBHO HANATaHe NpH MHHAMAaJIHA IJIa3MEHa KOHLEHTpAallHy € -4n-7
mm Hg MO-HHCKO B CpaBHEHHE C MMALIHEHTHTE, MIOTYYHIH rmaueﬁo. l'Ipn NanMeHTH, NOJTY4YaBailld HHCKA 1033
Ha BaJiCapTaH, CHCTOJIHYHO KPBEBHO HAJIATAHE ITPDH MHHHMAaJIHa IJIa3MCHa KOHLICHTPAIlHA € 6J'[H3Ka J0 Ta3H Ha
MAUHCHTHTE, KOHTO Ca NMOTY4YHIH nnaueﬁo. Karo A0, 3aBHCHM OT A03arta AHTHXHIICPTCH3HBHHAT ec[:oex‘r Ha
BA/ICAPTAH € HAIHLE BBB BCHUKH AEMOTpaCKH MOATPYIH,

B®B BTOPO KIHHHYHO NpoyYBaHe, BIUTIOUBAW0 300 xUmepTeH3HBHH NEAHATPHYHH MTAaLMeHTH oT 6 0o nox 18-
FO/IMIIIHA Bb3pacT, AOMYCHATHTE NALMEHTH ca OIIY paHAOMH3UPAHH Ja NOMY4aBaT BANCApTaH WIH
eHananpwun Tabnetkyu B mpogbivkeHHe Ha 12 cenmuun. Jeua ¢ Terno mexy >18 kg u <35 kg, nomyuwiu
sancaprad 80 mg wnu 10 mg eHamanpun u Te3n Mexay >35 kg 1 <80 kg, nomyurm Bancapran 160 mg wiu
20 mg esananpun; Te3u 280 kg, nomy4wnn Bancapral 320 mg unM edananpun 40 mg. Hamanaeanero Ha
CHCTOIHYHOTO KPBBHO HAATaHe e 610 cpaBHUMO NpPH MaLUeHTHTE, NO/yvaBawy Bajcaptat (15 mmHg) u
eHananpui (14 mm Hg) (He3Hauurensa p-croitnoct <0,0001). ChBMecTHMH pe3ynTaTH ca HaGMoRaBaHH 3a
JAHACTOTHOTO apTEPHATHO HatiraHe ¢ Hamanenus oT 9,1 mmHg u 8,5 mmHg c BancapraH u eHananpun,
CHOTBETHO.

B Tpeto, 0TBOpEHO KIMHHYHO NpOY4BaHe, BKIOYBALO 150 neauaTpuiHH NalMeHTH ¢ XMIIEPTOHHA Ha
BB3pacT ot 6 Ao 17 roannm, H30paHH NauMeHTH (CHCTONHYHO HANATAHE >95-Us MEPCEHTH 3a BB3PACT, MOJ K
BHCOMMH2) Ca MPUEMAJIM BATICADTAH B NPOABDKEHME Ha 18 Mecena, 3a 1a ce oueHH 6e30MacHOCTTa H
noHocumocTTa. OT 06mo 150 naupeHTH, yHacTBaTH B TOBA NIPOYYRaHE, 41 ca MpHEMaH eTHOBPEMEHHO U
JPYro @aHTHXHMINEPTEH3IUBHO NeveHHe. JIo3MpoBKaTa Ha MALMEHTHTE € O1la onpedeneHa COpeA KaTeropuara
Ha TeNeCHOTO TETJIO 3a HavuajHa U noaaLpxaila no3a. [lauuerTuTe ¢ Terno >18 go <35 kg, >35 no < 80 kg
H > 80 no < 160 kg ca npuemamu 40 mg, 80 mg 1 160 mg, ciien koeTo ca 6K THTpUpaHH CHOTBETHO 10 80
mg, 160 mg u 320 mg eana cenMuna no-kbeHO. [To0BHHATA OT BKJIIOUEHUTE NanmeHTH ¢a HManu XBH
(50,0%, n=75), kato 29,3% (44) ot Tax ca 6wim ¢ XBH craauii 2 (GFR 60 — 89 mL/min/1,73m?) wnu craauii
3 (GFR 30-59 mL/min/1,73m?). CpeaHOTO HAMAJIEHHEe HA CHCTONHOTO Handrane e 14,9 mmHg npu BcHYKH
nauMeHTH (M3X0HO HHBO 133,5 mmHg), 18,4 mmHg npu nauuenTure ¢ XBH (M3x0nH0 HuBo 131,9 mmHg)
H 11,5 mmHg npu naupentHre 6e3 XbH (13xonHo nueo 135,1 mmHg). [TpoueHTET Ha nauHeHTHTE, KOUTO
C& MOCTHIHATH LAJIOCTEH KOHTPOJ Ha KPbBHOTO HajlfraHe (CHCTONHO M AHAacTONHO BR<95-ua nepcentin) e
6un Mamko mo-eHcok B rpynata ¢ XBH (79,5%) B cpaeHenue ¢ rpynara 6e3 XEBH (72,2%).

Knunwyen onum npu deya nod 6-200uwra ev3pacm
INpoBenenn ca TpH KIHHHYHH Npoy4BaHus npu 291 nauneHTH Ha BB3pacT ot 1 4o 5 roguum. Jeua Ha
Bb3pacT oA 1 ronuHa He ca BKIIOYEHH B Te3H NMPOY4BaHUS.

B nupeoto npoy4sane ¢ 90 nauMeHTH HE € JEMOHCTPHUPAH NO3032BHCHM KIHHHYEH OTIOBOP, HO BLB BTOPOTO
npoOy4BaHe CbC 75 MALMEHTH, N10-BHCOKHTE JO3H BAICAPTaH ca GMiIM CEBP3aHHK C MO-TOIAMO NOHIKABaHe Ha
apTepHATHOTO HANATAHE,

TpetoTo npoy4BaHe € 6-CeAMHYHO PaHIOMH3HPAHO ABOHHO-CIIANO NMPOYYBAHE 3a OLEHKA Ha J030BHA
OTrOBOp Ha BajicapTaH NpH 126 newuia Ha Bb3pacT or 1 A0 5 ronnHuU ¢ XunepToHus, cbe win Ge3 XB3,
panaomusupan Ha 0,25 mg/kg unu 4 mg/kg renecuo terno. Ilpu nocrurane wa kpaiinara ne,
HaMaJIeHHETO Ha CPEAHOTO CHCTOTHO KpbBHO HandaraHe (MSBP)/cpenHo nHacTonHO KpBBHO HaAraHe
(MDBP) npu sancaptan 4 mg/kg B cpaBheHue ¢ Bancapras 0,25 mg/kg e 8,5/6,8 mmHg, choteeTHO 4,1/0,3
mmHg; (p=0.0157/p<0.0001). ITo nogoGeHn Ha4uMH noarpynara Ha XBH nokasa cello HamaneHHe Ha
MSBP/MDBP npu sanicaprad 4 mg/kg B cpaBHenue ¢ sancapran 0,25 mg/kg (9.2/6.5 mmHg cnpamo 1.2/
+1.3 mmHg). " by

EsponiefickaTa areHIMa no nekapeTeaTa ocBo60M/IaBa OT 3aAb/DKEHHETO 3a NPeACTaBiHe
NPOY'BAHMA ¢ BA/ICAPTAH BB BCHYKH MOJTPYNH Ha NEAHATPHYHATA TIOMYJIAUKA IIPH CHP
HEZOCTATBYHOCT W CHPASUHA HEAOCTATHHHOCT CJie/l MpeceH HHbAapKT Ha MHOKapaa. B
HHdopMAaLHA 3a NeAHATPHYHA yIIoTpeGa.
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5.2 ®apMakOKHHETHIHH CBOHCTBA

Abcopbyun
C.T[e)l HCPOPaJ'lHO HP]»‘I.I]O)KCHHC CaMO Ha BaJiCapTaH ODHKOBHTC JIA3MEHH KOH].[CHTP&LIHH Ha Bancap'raﬂ ce

HJOCTHrar 3a 2-4 vaca ¢ Tabnerku u 1-2 yaca ¢ pazreop. Cpeanara abcomorHa 6uoranHuHocT e 23% u 39 %
CHOTBETHO TIPH TabNETKHTE ¥ MepOPATHUS pa3TRop. CHCTEMHATA eKCITO3HLIMA W TTMKOBATA T1a3MeHa
KOHLEHTPAIMA Ha BaJicapTaH € 0ko/o 1,7 meTH ¥ 2,2 MbTH NO-TrONAMA NPH pa3TBOpPa, B CPABHEHHE ¢
Tabnerkure.

Xpanata HaManaBa ekcnosuHumaTa (u3Mepena ¢ AUC) Ha BancaprtaH ¢ okono 40%, a nMkoBara IuiasMeHa
koHueHTpauua (Cmax) ¢ okono 50%, renpeku ve oxono 8 yaca cren npUeMa ILTA3MEHHTE KOHLIEHTpaLMH Ha
BAJICAPTAH ca NOAOOHM B FPYIIHTE Ha NpHeM cle]] HaXpaHBaHe H Ha raaHo. Toea noHwkenHe Ha AUC
obaue He ce MpUAPYXapa OT KTMHHYHO 3HAYHMO HAMAIABAHE Ha TepaneBTHYHHA edekT, Mopaau KoeTo
BaJicapTaH MOXe JIa c¢ aBa ¢ WiH 0e3 xpaHa.

Pasnpedenenue
OGeMBT Ha paznpeneneHHe HA BANCAPTAH NPH CLCTOAHHE Ha HACHINAHE CNIEl HHTPaBEHO3HO NMPUIOKEHHE &

okono 17 auTpa, KOETO NOKa3Ba, Ye BANCAPTAH He ce paslpeliend eKCTeH3HBHO B ThKaHHTe. Bancaprau e B
rOJIIMA CTETCH CBBP3aH CbC CEPYMHUTE NPOTEHHH (94-97%), NPpeAHMHO ChC CepyMHHEA anbyMHuH.

Buompancgopmayus

BancapraH He ce GHoTpaHchOpMHpa B rOIIMa CTeneH, Thil KaTo caMo okono 20% oT Jo3aTa ce OTKpHBa
KaTo MeTaGonuTH. B rnnasMara e ycTaHOBeH XHAPOKCUMETabO0MHT B HHCKH KOHLIEHTpaLXH (N0-MaNko OT
10% ot AUC Ha Bancapran). To3u MeTalonuT € GapMakoIorniyHO HEAKTHBEH.,

Enumunuparie
BasncapraH noka3ea MyJITHEKCIIOHEHLIMAITHA KHHETHKA (. < | uac H ti;s okono 9 yaca). Bancapran ce

€JIMMHHMPA NPeAHMHO 4pe3 GHHapHa ekckpelua ¢ gexanuuTe (okono 83% ot ao3ara) H ot GBOpewTe
ype3 ypuHaTa (okono 13% ot nozara), rimaBHO KaTO HEMPOMEHEHO aKTHBHO BellecTBO. Cliel HHTPaBEHO3HO
NPHIOKEHHE IUTa3MEHKAT KIHPBHC Ha BancapTaH € okono 2 1/uac  HeroBusaT 6b0peueH knupeHc € 0,62
1/4ac (oxono 30% ot obuma KiupsHc). [TomyXKHBOTET Ha BancapTaH € 6 vaca.

IIpH nanyeHTH Che ChpPASHHA HEOCTATEMHOCT
CpeaHoTo BpeMe 3a AOCTHraHe Ha MIMKOBH KOHLEHTPALMH H BPEMETO Ha MOJy’>KHBOT Ha BaJicapTaH MpH

NALHEHTH ChC ChpJeYHa HEAOCTATBMHOCT ca MoA00OHH Ha Te3H, HabMoAaBaHH NPH 3ApaBH JOOPOBONLM.
AUC 1 Cmax cToiHOCTHTE Ha BAJICAPTAH Ca MOYTH NMPONOPLIMOHANIHH C MOBHILIABAHE HA J03aTa Haj
KIMHHYHHA 10308 HHTepsan (40 no 160 mg asa nbTH AHeBHO). CpeaHust dakTop Ha HATPYMBAHE € OKOJIO
1,7. IIpHBAIHMAT KIIHPBHC Ha BaJCapTaH Clefl MEPOPATHO NPUAOKeHHe e npHbmuuTenHo 4,5 1/yac.
BpapacTra He 3acAra NpHBHAHKMA KIHPBHC NPH NALHEHTH ChC CHPAEYHA HEOCTATBYHOCT.

Cneyuwmu ePVRU RAYUERMi

Crapuecka Bb3pacT
IIpy1 HAKOH MALIMEHTH B CTapYecKa Bh3pacT € HabMoAaBaHO MAIKO NO-BMCOKO O0LIO pasnpeaeieHHe Ha

Ba/iCapTaH B CpPABHEHHE C MTTAAWTE TIALIHCHTH. Toea obaue HAMA AOKa3aHa KIHHHYHA 3HAYHMOCT.

Hapymesa 656peuna dyuxims

Kaxkrto ce ouakBa 3a BelllecTBO, YHitTO OBOpeveH KIHPBHC € OTrOBOPeH caMo 3a 30% oT obIuMA mnasMeH
KNHPBHC, HE € OTYETEHA KopenalHa MexxTy 6p0petHaTa ¢dyHKuHA H 00IOTO pasnpeeNleHHe Ha BAICAPTaH.
INopany Ta3u npHYKHA HE Ce Hanara KOpUTrHMpaHe Ha Jo03aTa NpH NanHeHTH ¢ GEOpeUHo YBpeKaaHe
(xpeaTHHMHOB KIHpBHC > 10 mi/min). Jluncear naHHM 2a 6e30macHa ynotpeba NpH NaLMeHTHTE ¢
KPEaTHHHHOB KIKpBHC < 10 ml/min)  npu npoeexpaumTe AHATK3a, MOPAIH KOETO BACa) :
ynorpebsBa ¢ NOBHIIEHO BHUMAHKE MPH TE3M MALMEHTH (BXK. ToukH 4.2 u 4.4). Bancap
LTa3MEHHTE NPOTEHHH BBB BUCOKA CTeNeH M HAMa BEPOATHOCT Aa GbJe OTCTpaHeH up

YepHonpobHo yBpexIaHe
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Mpubnusurento 70% ot abcopbupanara n03a ce eNMMHHHPA B JTHYKATA, MNIABHO B HEMPOMEHEHa Gopma.
VY asoaBaHe Ha ekcrozuumaTa (AUC) ¢ HabmoaasaHa NpH MaLMEHTH ¢ JIEKO A0 YMEPEHO YepHOApoOHO
yBpexIaHe, B CpaBHEHHe CbC 3apaBH Xopa. He ¢ HabmoaaraHa o6avue kopenauus MexXIy [U1a3MeHaTa
KOHLIEHTpalHA Ha BaJcapTaH U CTENeHTa Ha YepHoApoGHa aucdyHKiMa, Bancapran He € Npoy4eH NpH
MAILMEHTH C TEXKa YepHoapoOHa THCc)YHKIMA (BXK. ToUkK 4.2, 4.3 u 4.4),

Ileduampuuna nonyrayus

B npoyupaHe ¢ 26 neaHaTpUYHM MAUKEHTH C XUNepToHHA (Ha BB3pacT oT 1 Ao 16 roaMHu), NoMy4aBaiH
€[HOKpaTHa 1034 cycneH3na Bancaprad (cpeaxo: 0,9 zo 2 mg/kg, ¢ makcumanHa fo3a ot 80 mg), kwinpeHca
Ha Bascapral (nuTpr/h/kg) e chmocTaBUMM B LIENKA BB3PacTOB JHana3oH oT 1 fo 16 roauHy u 61M3bK 10
TO3H Ha Bb3PACTHH, KOHTO MHONYYABAT eJHO H CHIIO KOMHYECTRO (BHKTe HHpOpMaLmaTa 3a AGcopOuus B
paznen 5.2).

HapyweHa 650peuna ¢pyHKIA

H3nonssane npy neJdaTpHyHH NALMEHTH ¢ KpeaTHHHHOB KIHpBHC <30 ml/min ¥ neaMaTpyyYHH NaLHeHTH
Ha JHaIH3a HE € MpoYyYeHa, NOopaay TOBA BAICAPTAH He ce MPenophyba NpH te3u naneHTH. He ce nanara
KOPHIMpaHe Ha J03aTa NPH NeJHaTPHYHH NAlMEHTH C KPeaTHHUHOB KIHpBHC >30 ml/min, bxbpeynara
(hYHKUHA ¥ cepYMHHA Kadi TpaGea na 6baaT BHEMaTeNHO HaOmoaaBaHy (Bx. ToukH 4.2 1 4.4).

5.3 TIlpenxJRBHYHH JaHHH 32 GejonacHocT

ITpenxIMHHYHHTE JaHHW He NOKAa3BaT ocoOeH pHCK 3a XopaTa Ha 6a3a Ha KOHEEHLMOHATHHTE
thapMaKoNOrHYHH H3NHUTBaHHA 32 5€30NMacHOCT, TOKCHYHOCT TIPM MHOTOKPATHO MPHIOXKEHHE,
r¢HOTOKCHYHOCT H KAPLMHOr€HEeH MOTEeHLHAIL.

IIpu rIeXoBe TOKCHYMHHM J03M 3a MaiikaTa (600 mg/kg/neH) nmo BpeMe Ha MOCASIHHTE JHH OT GpeMEHHOCTTA
H [IEPHO/IA HA IAKTALHA ¢a JOBEIH A0 NMO-HMCKA CTENEH Ha MPEXHBAEMOCT, NMO-cNabo HAAAABAHE HA TETIIO U
3a6apeHO pa3BMTHE (OTE/AHE HA YIIHATA MHIA U OTBApAHE Ha CIIyXOBHA KaHaJl) Ha MOKOJEHHETO (BXK.
Touka 4.6). Te3n n03u npu mrexose (600 mg/kg/aeH) npeacTapnapar npuOAMzHTENHO 18 METH
MaKCHMAITHATA MPEMOpbYBaHa 034 IIPH X0pa Ha 6a3aTa Ha mg/m’ (M3YMCNIEHHMATA Ce OTHACAT 3a NEPopanHa
no3a 320 mg/neH ¥ mauueHT ¢ Terso 60 kg).

Ipn npenKIHHAYHH NPOY4BaHUA 32 6e30MaCHOCT BUCOKH A03H BaicaptaH (200 no 600 mg/kg Tenecno
TEIJ10) NMPeJM3BHKBAT MPH THXOBE HAMAIABAHE HA MAPaMETPHTE Ha MEPBEHHTE KPHBHH KIETKH
{(epHTPOLMTH, XeMOrOoOHH, XEMAaTOKPHT) H IPHYHHABAT MPOMeHH B ObOpeUHaTa XeMOIHHAMHKA (JIEKO
NOoBHLIABAHE HA IIa3MeHaTa yped, ObOpeuna TyOynna xuneprnasus i 6a30unHA IpH MbXKHTE). Te3n A03H
npu rwrsxoBe (200 no 600 mg/kg/neH) npencrapnapat npubnuzuTenHo 6 ¥ 18 MbTH MakcHManHaTa
MpenopbYBaHa 103a NPH xopa Ha GazaTa Ha mg/m’ (M3YMCIEHNATA Ce OTHACAT 32 IepOpalTHa 1033

320 mg/neH u nauMeHT ¢ Terno 60 kg).

ITpn MapMo3eTH B MOAOGHM 1034 HMa TOJ0OHH, HO MO-TEXKKH IPOMEHH, ocobeHo B 6BOperHTe, KBAETO
MPOMEHHTE CE¢ Pa3BHUBAT [0 HedponaTHA, BKIIOYBAILA NOBUILIEHH ypes U KpeaTHHHH. Habnoaaea ce ceiio
XUnepTpodus Ha GBOPEUHHTE FOKCTAIJIOMEPYHE KIeTKH M npu asata Buaa. CUHTA ce, 1€ BCHUKH [IPOMEHH
¢e AB/KAT Ha (papMaKoONOrHYHOTO NeHCTBHE Ha BANCAPTaH, KOETO BOAHM [0 MPOABIDKUTEHA XUITOTOHHA
ocobeno npu MapMoseTHTe. Msrmexnaa, ue TepaneBTHYHATa 1032 HA BANICAPTAH MPH XOpa HE € CEBbP3aHa ¢
XunepTpodia Ha GBOpEeUHHTE KOKCTArIOMEPYJTHE KJIETKH.

lleduampuuna nonynayus
ExxenneBHO nepopanHo NpHIOKEHHE HA HOBOPOACHH/MIT&IH ITBXO0BE (OT MOCTHATATHEA AeH 7 10

nocTHaTanHua aeH 70) c BancapraH B Ao3H g0 | mg/kg/neH (GasupaHo Ha okono 10-35% or MakcumanHata
NpenoperYKTEHA eAHaTPHYHAA03a A03a OT 4 mg/kg/neH KaTo CHCTEMHA eKCNO3HLHA) € MPEAH3BHKANIO
NOCTORHHO, HeoOpaTUMO yBpexaaHe Ha 6pOpeurTe. Te3u edeKTH MpeCTaBNABAT OYAKBAHMS 3aCHIICH

*HBOTa, TO3H NEpHoO. CbBNAzA ¢ 36-Ta reCTalMOHHA CEAMHLA TIPH XOpa, KOMTO MOTAT €Be
YAB/UKH 10 44 CeAMHLIM Clie/l 3a4eBaHETO MPH Xopa. MilaanTe IUIbX0Be B MPOYYBAHETO C
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BB3pACT HE MOFaT Aa OBaT M3KITIOYEHH, KaTO CBIICBPEMEHHO NPEAKITHHHYHHTE JaHHH HC NOKa3BaT
OIIAaCHOCT 3a Jella Ha Bb3pacT Hal 1 ronuHa.

6. SOAPMAINEBTHYHH JAHHH

6.1 CoHCcHK Ha IOMOHIEHTE BEIECTBA

Cupyesuna:

MHKpOKpHCTANHA ey 1032
KpocnosuaoH

Cunuupes JHOKCH] KOMTOHAEH Oe3BoacH
Marne3ues creapar

Durmoso noxkpumue;

160 mg

Xunpomenosa

Twuranos puorcun (E171)
Maxkporon 8000

YepseH xenezen okcup (E172)
JKwnt xenesed oxkcug (E172)
YepeH xenesed okcua {(E172)
6.2 HecbBMecTHMOCTH
Hemnpunoaumo.

6.3 Cpox Ha roaHOCT

3 roguHn

6.4 CpnenHaaHH YCJIOBHS HA CbXPAaHEHHE

Ha ce cexpanasa nog 30°C.
CobxpaHsBaiiTe B OpUTHHAJIHAaTa ONIAKOBKA, 34 a NPEANA3HTE OT Biara.

6.5 Baa# chbIbPKAHHE HA ONAKOBKATA
Omnaxopxu ¢ PVC/PVDC 6nucrep
Onakoek# ¢ PVC/PE/PVDC 6nucrep
Onakoeku ¢ PA/AL/PVC 6aucrep

Bcuuky onakoeks ¢ 6nMcTepH ca noAcuieHu ¢ amyMHHHeBo oo ¢ ropetlo 3aneyaras nak (Vinyl/Acryl).

OnakoBkd ceaspaxanm 7, 10, 14, 15, 20, 28, 30, 50, 50x1, 56, 60, 84, 90, 98, 100 wiu 280 punMupaHH
TabneTkH.

He BcHYKM BUIOBE ONIAKOBKH MOTraT Aa ObAaT MycHaTH B npoaax6a.
6.6 ChoenuanHH NpeINAIHA MEPKH NPH H3XBLpaAHE # pafoTa

HewsnonzpaHusT JIEKAPCTBEH NMPOOYKT HIH OTNAABYHHUTE MaTEpHAIH OT HEro T})Slﬁba Jace
CBOTBCTCTBHE C MECTHHTC HIHCKBaHHA.

7. HNPHTEXATEJI HA PASPEIIEHHETO 3A YIIOTPEBA
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