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Caprer 40 mg dummapasn Tabnerke T
Sarteg 40 mg film coated tablets

Caprer 80 mg ¢rimMppann TabneTku
Sarteg 80 mg film coated tablets

Caprer 160 mg dunmupanu TabneTku
Sarteg 160mg film coated tablets

2. KOJHYECTBEH H KAYECTBEH CHCTAB

Caprer 40 mg dnnMupasn Tabnerku
Enna ¢punmuapana Tabnerka cbabpixa 40 mg BancapraH (valsartan)

Caprer 80 mg ¢priMupanu TabneTkn
Eana ¢pwimupana Tabnetka chabpxa 80 mg Bancapran (valsartan)

Caprer 160 mg ¢umupann TabneTkn
Enna gunmupana tabnerka chabpka 160 mg Bancapran (valsartan)

HomMONIHYM BEINECTBA ¢ N3BecTEH edeKT
Caprer 40 mg punmupasn TabreTku

Beaxa ¢prnmmupata tabnerka Caprer 40 mg cpxppoxa 21,11 mg nakrosa mosoxuapart H 0,126 mg neuurax
(cBiBprKa COEBO MACIIO).

Caprer 80 mg dunvmpann Taberku
Beaka gunvupana tabnerka Caprer 80 mg cbabpxa 42,22 mg naxroza MoHOXHApAT H 0,252 mg ICIMTHH
(cbaBpaKa coeBo Macio).

Caprer 160 mg dunmMupans TabreTku
Beaka ¢mnmupana tabnerka Caprer 160 mg cuaspxa 84,44 mg nakroza Moroxuapar M 0,504 mg neuuTHH
(chaBpika coeBoO MACIo).

3a rBAHMA CITHCHK HA TIOMOIHHTE BEINECTEA BIXKTE TOUKa 6.1,

3. JIEKAPCTBEHA ®OPMA
Ounmupana Tabaerka

Caprer 40 mg punmupany TabTeTKH: KBATH, OBANHH, ABOHAOMIMBKHATH, GHUIMHpaHH TabreTkH, 9 X 4.5
mm,c AeNHTeIHA YepTa OT €HATA CTpaHa M Hagnue "V" Ha QpyraTa cTpaHa.

Caprer 80 mg ¢punMupany TableTKH: PO30OBH, KPBLIH, ABOHHOH3ITEKHAH, (DHIMHpPAHH TabNeTKH,C
AEameTsp 8 mm, ¢ Je/TMTENHA 9epTa OT ABeTe cTpaHy B HanHc V" Ha eqHaTa cTpaHa.
Caprer 160 mg $puwnmupans Tabnerku: MuITH, OBATHH, ABOKHOK3TEKHAIN, (M
mm, ¢ ACIATENHA YepTa OT e/IHaTa CTPaHa H Haunue "V" Ha apyrarta cTpaHa.
Tabnerxara Moxke fa GbIe pasleaHa Ha AB€ PABHH J03H.

4. KJHHWYHHA JAHHHA



4.1 TepaneBTHYHHE NOKAAHHI
Caprer 40 mg punmupanu Tabrerku:

Xunepronus
Jleyenne Ha XHUNEPTOHMA [IPH ACNA M FOHOLEH Ha Bb3pacT oT 6 xo noa 18 rogunn.

ITpecen MuokapaeH uHbapxT

JleyeHue HAa KIHHHYHO CTaOHIHH BH3PacTHH NMALMEHTH CBHC CHMITTOMATHYHA CHPACYHA HENOCTATEYHOCT HITH
6e3cHMITTOMHA NIeBOKAMEPHA CHCTONHA THCHYHKLMA ciel npeced (12 yaca — 10 auu) MHoxapzicH HH(apkT
(Bx. Toukn 4.4 1 5.1).

Copaeuna HeJOCTATHEIHOCT

Jleqenue Ha BB3PACTHH NALACHTH ChC CHMITTOMATHYHA CHPASYHA HEAOCTATHYHOCT, KOTdTO H[-DiHSH‘I‘OpH Ha
aHIHOTEH3HH-KOHBepTHpAINUS ¢H3uM (ACE) He ce MOHACAT, HIIH IIPH NIALHEHTH ¢ HEMOHOCHMOCT KbM OeTa
tnokepn kato aAombaeana Tepanus keM ACE HuxHOHTOpHTE, KOTaTO He € BE3MOXKHO J1a ¢& H3MIO3BAT
MHHEPATKOPTHKOHAHH PELEIITOPHM aHTArOHHCTH {BK. ToukH 4.2, 4.4, 4.5u 5.1).

Caprer 80 mg u Caprer 160 mg punmupans TabieTkH:

Xuitepronus
Jleuenne Ha eceHUHATHA XHIIEPTOHHKS NMPH BE3PACTHH JIMLIA, KAKTO H XHIIEPTOHHA DK J€Na H FOHOIIH 0T 6
no noxn 18 roguHH.

IIpecen Muokapaer BHPAPKT

Jleuenue Ha KIHHHYHO cTAOWIHH BBH3PacTHH NALMEHTH ChC CHMITTOMATHYHA CHPACYHA HENOCTATBHHOCT HITH
Ge3cHMITTOMHA NeBOKaMepHa CHCTonHa auchyHkima cien npecen (12 vaca — 10 guu) MHoKkapaeH HHdpapkT
{Bak. Touxn 4.4 1 5.1).

CepaeuHa HeIOCTATEYHOCT

Jleyenre Ha BL3PACTHH NALMEHTH CHC CHMITTOMATHYHA ChPIEYHa HEAOCTATHYHOCT, KOTaT0 HHXHOMTOPH Ha
aHIHOTeH3HH-KOHBepTHpasa ensum (ACE) He ce moHACAT, WiK IpW TIALAEHTH ¢ HEMOHOCHMOCT KbM OeTa
GoxepH KaTo NoMBIBama Tepamis ksM ACE unxuGuropuTe, KOraTo He € BE3MOXKHO JIa ¢6 M3MOI3BaT
MHHEPAITKOPTHKOHAHH PEIENTOPHH aHTaroBHCTH (BK. To4kn 4.2, 4.4, 4.5 1 5.1).

4.2 Jo3MpoBKA H HAYHH HA DPHJICKEHHE

03 [i1,074

Ilpecen MuoxapaeH wHpapkT

TpH KIHHHYHO CTAGHIHH NAlLHEHTH JIeYeHHETO MOXe Ja Oblie 3anm0vMHATO B pAMKHTE Ha 12 yaca cren
MHOKapaHHa HH$papkT. Cnea HavaiHa n1o3a oT 20 mg ABa ITHTH JHEBHO JI03aTa Ha BajcapraH Tpadba Aa ce
noeHIM A0 40 mg, 80 mg u 160 mg nea IreTH AHEBHO B CIeBAlLATE HAKONKO ceaMuun. HavanHaTa no3a ce
ocHrypaBa 4pe3 40 mg nenumu Tabnetku. [IpHieHAaTA MAKCHMAJTHA 11033 € 160 mg 1Ba MbTH JTHEBHO.
O6HKHOBEHO Ce Mpenopb4Ba NALHEHTHTE Ja AOCTHTHAT 032 OT 80 mg ABa ITETH ZHEBHO 32 ABC CEIMHIH
CIIe/l 3aM0YBAHE HA NEYSHHETO, a NPHLIETHATA MakKCMMalHa Ao3a oT 160 mg aApa MBTH AHEBHO Ja ce
JOCTHFHE 32 TPH Mecella B 3aBHCHMOCT OT MOHOCHMOCTTA Ha nanuenTa. IIpn mosea Ha CHMITTOMATHYHA
XHMNOTOHHA HJIK HapylueHHe Ha 6s0peyHaTa dyHKImA cienpa aa ce o6chIM HaMaNABaHe Ha HO3aTa.
Bancapran Moske Aa ce mpiara NpH NAUHMEHTH, IEKYBaHH C APYTH CPECTBA 3a JIEHEHHE Ha ClieTHHDapKTHH
CBCTOAHHA, HAIP. TPOMOONHTHLIN, ALETHICATTHIWIORA KHCeMHHa, OeTa-610KkepH, CTaTHHY U
Komb6unarmara ¢ ACE unxubHropu ne ce npenopruea (Bx. Touks 4.4 u 5.1).
OueHkara Ha NALEECHTHTE CNel MHOKApAeH HHGApKT BHHATH Tpa0pa a BKIIOYEA O
Gbynxogs.

CepAeyHa HEAOCTATHYHOCT



Ipenopbuurennara nayanna nosa Caprer ¢ 40 mg apa mbTi AHeBHO. [TokausaxeTo Ha fo3ata o 80 mg 1
160 mg nBa TETH AHEBHO TPsOBa A& Ce OCHILECTBARA NPE3 HHTEPBAIH OT HaH-Mallko JBE CEMHIH, A0 Hak-
BHCOKATA J03a B 3aBHCHMOCT OT ITOHOCHMOCTTA Ha naimenTa. Cnenpa fa ce o0CHIH HAMATABAHE HA J03aTa
Ha BKIIOYEHHA B JICYEHHETO NHYpeTHK. MakcHManHaTa 1HeBHa 1033, NpHlaraHa B KJIIWHHYHH NPOYYBaHHA, €
320 mg B HEKONKOKPATEeH MpHEM.

Bancapran Moxe Aa 651€ NpHIaraH ¢ IPYTH CXeMH 3a JIeYEHHE Ha Chp/icdHa HeJlocTaTbuHocT. HesaBHCHMO
OT TOBA HE ¢¢ NpenopbuBa TpoinaTa komOuaaua o1 ACE unxuGurop, Bancapran | 6eta-6okep unu
Ka/IHii-ChXpaHABall AMYPETHK (BXK. ToukH 4.4 1 5.1).

OnjeHKAaTa Ha IALMEHTHTE ChC CHPACYHA HEAOCTATPYHOCT BHHATH TpA0Ba a BKMOYBA OLEHKA Ha
6n.0peunara QyHKIms.

XHIIEPTOHUA

Tlpy BE3pacTHH MAUKEHTH NpenopraHTENHaTa Ao3a Caprer ¢ 80 mg eauH ST JHEBHO.
AHTHXHNIEPTEH3HBHUAT €EKT € MOAYEPTAHO HATHIEH CIICH 2 CSIMMITH, & MAKCHMAJICH €(eKT ce MOCTHI2
cien 4 cenmuii. ITpn namseHTH, WHeTO apTepHaTHO HATATAHE HE C€ KOHTPOJINPA aJICKBATHO, 1034Ta MOXE
Aa 6wae 3aBumeHa a0 160 mg 1 MakcuMatHo 10 320 mg.

Caprer moxe na Obae npunaran €AHOBPEMEHHO C APYI'H aHTHXHNEPTeH3HBHH JIEKAPCTBEHH CPEICTBA (BXK.
Toukm 4.3, 4.4, 4.5 1 5.1). Jlo6aBAHeTO HA TUYPETHK, HATIPHMEP XHAPOXAOPOTHAZHA, HOMBJIHHTETHO
NOHHXABA APTEPHANHOTO HAIATAHE TIPH TE3H NAIHEHTH.

Chreyuannu zpynu Rayuermy

Crapyecka BB3pacT
He e HeoOxonMMo HamaqBaHe HAa AO3ATA MPH BH3PACTHH XOpa.

Br6peuno yBpesknane
He & Heo6x0nHMO KOpHTHpaHe Ha I03aTa NPH 8b3PACTHH MALMEHTH ¢ KPEATHTHHHOB KIHBpEHC >10 ml/min
(px. Toukn 4.4 u 5.2).

3axapen puaber

EnHOBpEMEHHOTO NPIIOKEHHE HA BATICAPTAH ¢ ATHCKHPEH € POTHBOMIOKA3aHO MPH NALHEHTH ChC 3aXapeH
mHabert (Bx. Touka 4.3).

YeproapoOHO yBpexknaHe

Caprer e NpoTHBOMNOKAa3aH MPH MALMEHTH ¢ TEKKH YepHOAPOOHH 3a60IaBaHHA, XITEMHA ITHPO3a M NPH
NIALMEHTH € XoJecTasa (BK. TOUkH 4.3, 4.4 u 5.2). [IpH DAIMEHTH ¢ A€KO IO YMEPEHO YepHOApOOHO
yBpexzaHe, 6e3 xoJiecTasa, Jo3aTa Ha BaicapraH He TpaOsa na Haapmasa 80 mg.

IMTemmsaTpuina nonynaiga

XHIEPTOHHA [IPH ETIA

Heya u onowu na ee3pacm om 6 0o noo 18 200unu

Hauamara n03a e 40 mg peHLK AHEBHO 33 Zena ¢ Terno nox 35 kg i 80 mg BeAHLK JHEBHO 33 TE3H C TEINIO
nan 35 kg. Jlosara TpsOra Aa ce KOPHTHpA B 3aBHCHMOCT OT NORTHABAHETO HA apTEPHATIHOTO HANATAHE H
NOHOCHMOCTTA. Molia, BIKTe MAKCHMATHHTE 103H, TIPOYYEHH B X071a Ha KIIMHIMHWTE H3IHTBAaHHs B Tabmnara
no-10Iy.

Ho3H, TIO-BHCOKHM OT OITMCAHMTE He ¢a OHIIH NpoyUBaHM H NOPaJH Ta3H IIPHUHHA He CE NPENophYBAT.

Terno MakcamanHa 103a TabNeTky, NPoy'cHa B
KIHHMMHH H3[HTBaHHA

>18 kg a0 <35 kg 80 mg

=35 kg no <80 kg 160 mg

>80 kg no <160 kg 320 mg

Heya noo 6-z00wmuna ev3pacm




3a nena Ha BL3PACT NOJ 6 TOIMHM M 32 Te3H, KOHTO H3IIHTRAT 3ATPYAHEHHE TIpH Nper/ThiiaHe Ha TafneTkara, ce
NpenopLyBa apyra noaxoaama dapmanesTiHa gopma Ha Bancapran. HanuHHTE ZaHHH ca OIHCAHH B TOYKH
4.8,5.1 u 5.2. BesonacHocTTa H e(PHKACHOCTTA HA BAJICAPTAH MPH Jelia HA BL3pacT noa lromuua He ca
YCTAHOBCHH.

Vnompeba npu neduampuynu nayuenmu na ev3pacm om 6 0o noo 18 200unu ¢ 6vbpeyne yepescoane
VnorpeGaTa IpH NeIHATPHIHA MALUHEHTH ¢ KPEATHHHHOB KIMpBHC <30 ml/min K NefHaTpHIBH NalHEHTH,
MIOATIOKEHH HA XEMOTHATI3A, HE € TIPOyUeHA H NIOpajii TasH MPHYMHA He Ce MPSMOPhYEa NPHIAraHeTo Ha
BaJICApTaH NPH TaKkBa nainedTH. He ce H3HCKBa KOpUrHpaHe Ha [03aTa NPH NeAHaTPHYHH NALHEHTH ¢
KPeaTHHHHOB KIMPBHC >30 ml/min. Bu6peunata GyHKIHA ¥ HHBATA HA CEPYMHHA KATHH TpA6Ba Ja Guaar
BHHMATEJIHO NIPpOCNenfBanH (Bx. TOUKH 4.4 1 5.2),

Ynompeba npu neduampusny nayuenmu 1na svapacm om 6 0o nood 18 200umu ¢ ueprodpobro yspexcoane
[Topo6Ho Ha BPE3PACTHHTE MAlIHEHTH, BAICAPTAH € NPOTHBONOKA3AH NPH NEHATPHYHH NALUMEHTH ¢ TEKKO
4epPHOIPOOHO YBpeKIIaHe, HITHUHA LHPO3a H XolecTasa (Bx. Touku 4.3, 4.4 1 5.2). HMa orpaHHyeH KIHHEYEH
OIHT ¢ ynoTpedara Ha BANICAPTAH NPH NEAHATPHYHH NALHEHTH C JIEKO JI0 YMEPEHO YePHOIPOOHO YBPEAKIAHE.
ITpy TaxMBa NALMERTH J03aTa HA BA/CApTAH He TpAOBa na npesmiaba 80 mg.

Cy q HEQOCINANBYHOCIN U HDECER MUDK unapxm
Bancaprak He ce IIPeNopsYBa 33 JICUEHHE HA CHPACTHA HEJOCTATEMHOCT WIM NIpeceH MHOKApIIeH HH(APKT NpH
Nelta M FOHOIM NoA 18 roau A nopaH MIIcaTa Ha IaHHH 33 G€30MacHOCTTa H eHKAaCcHOCTTA.

Hayun na npunoscenue
3a nepopaTHe NPHITOKEHHE.
Caprer Moxe a ce ynorpe(aea HE3aBHCHMO OT pHEMa Ha XpaHa H TpA0Ba Ja ce pHeMa ¢ BOjA.

4.3 IIpoTRBONOKA3ZAHHASA

- CBpPBXYYBCTBHTEIIHOCT KbM AKTHBHOTO BEHIECTBO, COEBO MACNO, PBCTHUEHO MACIIO HIIH KbM HAKOE OT

MOMOLIHHTE BELECTBA, H30poeHH B T. 6.1.

- TexxH HepHONPOOHH yBpeKAaHUS, JKITBUHA LIHPO34 H XOJIECTa3a.

- BropoTo H TpeToTo TpHMeceune Ha GpeMmeHHOCTTA (BK. TOUKH 4.4 1 4.6)

- EnmHoBpeMenHO mpuiioxerne Ha Caprer ¢ aMHCKMPeH-CHABPAKALTH IPOAYKTH IIPH NAIMEHTH CBC 3axapeH
anabet unu 616peuno yepexaane (rnomepynHa dwrrpamus, GFR <60 mL/min/1,73 m?) (Bx. Toukn 4.5
H5.1).

44 Cpoenualnd HpegynpexAcHHAs H OIpeJHAIHH MEDKH HpH yHoTpeba

XunepkanieMHs

EanospemenHata yrotpeba ¢ kanueBy A00aBKY, CHXPAHABAIIH Kankd AHYPCTHIH, 3aMECTHTENH Ha COATa,
CBIBPIKAUIH KaJTHH, WIH APYTH NeKapeTBEHH MPOAYKTH, KOMTO MOTaT fia MOBHINAT HHBATA Ha KaNIHi
(xenapuH 1 Ap.) He ce npenopbuea. [Ipu HeobxoaumocT TpsibBa Jja ce IpaBH MOHMTOPHpPAHE HA CTOMHOCTHTE
Ha KaJHs,

brbpeuno yepexnane
Hsma on#t B 6e3onacHara ynotpeba Ha NEKAPCTBOTO NPH NAHMEHTH ¢ KPEaTHHAHOB KWIMpBHC <10 ml/min u

NALEEHTH HA XEMOAHAIN3A, CIICIOBATENHO BalcapTaH TpabBa Ja ce MpHara ¢ NOBHIEHO BHHMAaHHe NPH TAX
(Brk ToukH 4.2 ¢ 5.2). He ce M3MCKBa KOpHTHpaHe Ha A03aTa MPH BL3PACTHH MAIMEHTH ¢ KPEaTHHUHOR
KkaHpBHC >10 mi/min (Bx. Touku 4.2 1 5.2).

Ennospemento npuioxenne Ha ARB, BnoduTento paicaprad WiH ACEI ¢ anuckHpen npH NaluyeHTH ¢
6B6peuHo yBpexaase (rnomepynsa duntpauua, GFR <60 mL/min/1,73 m%) (Bx. Touku 4.3 1

YepHonpoOHO YBpes#aaHe
IIpu nauHeHTH ¢ 1€KO A0 CPEIHO TEKKO uepHOApoOHO yBpexkaaHe e3 xonecTasa Ban
npMaara ¢ IOBHINEHO BHUMaHKE (BX. ToUkH 4.2 1 5.2).

IManuenTH ¢ HaTpuep WKy ofemeH nedHUNT




ITpH NanKeHTH C TEXKO MOHWKEHHE HA HATPHA H/WIH HAMANIEH ChAOB 00eM, KaTo MALMEHTH NpHeMallid
BHCOKH 1034 JHYPETHLIH, B PEIKH CITy4aH MOXe Aa ce HaG/Iio/AaBa CHMITOMaTHIHA XHIIOTCH3HA CIell
3aMoYBaHe Ha JIEYEHHETO ¢ BascapTad, HaTtpuar u/uiu HaManeHHsT chaoB obem TpaOBa a Obie KOPHTHPAH
TIpEAH 3aNoYBaHe Ha JiedeHHe cue Caprer, HANPHMEP Ype3 HAMANCHHE Ha 103aTa Ha JUyPeTHKA.

Crenosa va Ou6peyHara aprepus

Bezonmachara ynorpeba Ha BajicapTaH He € 0Ka3aHa TPH NALIHEHTH ¢ ABYCTpaHHA CTeHo3a Ha OpOpevHara
apTepHi HIIH CTCHO3a Ha apTepHaTa Ha eaMHCTBeH OhOpeK.

Kparkotpaiinata ymorpe6a Ha BancapraH IpH ABAHAJECET MALMEHTH ¢ PEHOBA3ATHA XHIIEPTEH3HA Clle]l
eJHOCTPaHHA CTEHO3a Ha Gb0peunaTa apTepus He BOAM KO 3HAYMTENHH IpoMenH B GB0pednaTa
XCMOOHHAMHKA, CEPYMHHWS KPeATHHHH, HJIH HHBOTO Ha ypeaTa. He3aBucHMO OT TOBA C€ NMPENnoph4Ba
fIpocieIBaHe IIPH NalMeHT! ¢ ¢THOCTPAHHA CTEHO03a Ha G0pevHaTa apTepHa, Thi KaTo NIPH THX ApYyTHTE
JEKAPCTER, KOWTO TIOBIHABAT PEHHH-aHTHOTEH3HH-aJJ0CTCPOHOBATA CHCTEMA, MOTAT Jia YBEIHYAT
CTOHMHOCTHTE Ha YpeATa H CEpYMHHS KPEATHHHH,

brbpevuna TpaHCIUIAHTAHS

Bce ome MIICBAT AaHHW [0 OTHOIISHKE Ha Ge30NacHOCTTa IPH YNOTpeda Ha BAJICAPTAH NPH NAIMEHTH Ce
HACKOPO MpoBeAeHa 6b0peuHa TpaHCIUIAHTAIMA.

[IspBHYEH XUAECPATAOCTEPOHHIHM
Bancaprad He Tps6Ba Ja ce Ipuara pH MAlMEHTH ¢ ITEPBHYEH XHIEPANIOCTEPOHH3BM, Thil KATO MPH TAX
PeHHH-aHHOTCH3HH-ANA0CTEPOHOBATA CHCTEMA He € AKTHBHA.

AopTHaAaH M Ha CTEHO3 Ha XHITe HYHA KAPAHOMHONATHS

KakTo npH BCHYKH APYTH Ba30JWIATATOPH, € HeoOX0MMMO cna3paHe Ha CTIeLMaNHH Npena3sHi MEpKH NpH
NIAIMEHTH C a0PTHA H METPAJIHA CTEHO33, WK 00CTpyKTHBHA XuniepTpodrdna kapauoMuonatia (OXKM).
Bpemennoct

He Tpabtea aa ce 3anousa Nederne ¢ HEXUOHTOpH Ha anrHoTeH3mH 1l peuenropuTe Mo BpeMe Ha
6pemennocTTa. B cilydanTe KOraTo npoABLDKABAHETO HA JEYEHHETO ¢ HHXMOMTOPH Ha aHrHoTeH3HH 11
PELIEIITOPHTE CE CIHTA 3a KpaliHo HeoOXoauMo, JIedeHHeTo Ha NAlHEeHTKH, KOHTO IUTARUpaT OpeMEHHOCT,
Tpa6Ba Aa 6b]€ 3aMECTEHO ¢ ANTEPHATHBHO AHTHXHMIIEPTEHSHBHO JICUCHHE ¢ TIPOAYKTH, KOHTO HMaT
yTBEpACH npodrn #a GesonacHocT 3a ynotpeba o BpeMe Ha Gpemennocrra. Korato GpemeHHOCTTa €
AHArHOCTHIIHPAHA, IeYeHHETO ¢ aHTHOTeHsHH Il aHTaronucTH Tpa6Ra Ja ce NpeKkpaTH He3abaBHO, H aKo ce
Hanara, Tpa0Ba /1a 3aroyHe aJfTepHaTHBHO edcHue (BXK. ToukH 4.3 1 4.6).

IMpeced MUOKapneH HHAPKT

KoMOHHALMATA HA KANTONPHI K BANCAPTaH He TIOKa3Ba NOIKIHATENHA KITHHHYHA M0J3a; HANPOTHB, PHCKBT
OT HEKENIAHH PEaKIHH C¢ NOBHINABA B CPABHEHHE ChC CHOTBETHHTE TepanHH (BX. To4kH 4.2 1 5.1). Ilopaau
TOBA HE C€ Npenoprs4Ba koMOHHaImaATa Ha Bancaprad U ACE naxubuTOp.

HeobxomiMo e 1a ce o0bpHe 0cO0EHO BHUMAHKE TIPH 3aII0MBAHE HA TSPAIyA NPH NAIMEHTH CIIeN
MHOKapAeH HHdapkT. OueHkaTa Ha MALMEHTHTE Clie NTpeKapaH MHOKap/ieH HH$apKT BHHarH Tpabea jia
BKJTIOYBA OLgHKa Ha 6b0peunata Qpyukuus (Bx. T. 4.2).

Ynorpefara Ha BaNcapTaH PH NAlMEHTH cllel MHOKAPAEH MHGAPKT YecTO BOJH IO NOHIKABAHE HA
apTepPHANTHOTO HAJLAraHe, HO OOMKHOBEHO He ce Hallara NpeycTaHOBABAHE Ha JIEYEHHETO 1N0paaH
MPOXBDKABAINA CAMITTOMATHYHA XHIIOTOHHA, AKO Ce CTIa3BaT YKa3aHHUATa 3& Ho3upare (Bxk. T. 4.2).

CrpaeuHa HENOCTATEYHOCT
PHCKBT OT HeKeNnaHH NeKAPCTBEHH peakiiH, 0CO0EHO XHITOTOHMA, XHMEPKATHEMMA H HAMAIABAHE Ha

616peunara GyHKIHA (BIOUMTENHO 0cTpa OHOpeUHa HEZOCTATHYHOCT), MOXKE J1a CE MIOBHIIH, KOTaTo
Caprer ce m2nonsea B kombunaipa ¢ ACE unxuburop. IIpy nanpenTH cue chpaeuHa He,IIOCTa'I"b'-I}IOC’I‘
rpoiinara koMOunauua or ACE uaxuGuTop, GeTa-Glokep H BaNCapTaH He NOKA38a KITHHHYME
T. 5.1). Tasx xoMOHHALMA SBHO MOBHINABA PHCKA OT HEXKEJIAHH PeakUHH H CIICIOBATENR
Tpoiina komOuHanms 0T ACE aHXu6HTOP, MHHEPATKOPTHKOMAESH PELIENTOPEH 2
CBIIO HE ¢€ NMpenopbuea. Tesd koMOubanwy TpA6Ba 1a ce H3NOM3BaT noa Habmone Sl
TIPH 9eCTO BHUMATETHO MOHHTOpHpaHe Ha 6L0pedHaTa QyHKIMA, €NeKTPOIHTHTE aoda i ra.n‘e i




Heobxoaumo e na ce o6bpHe 0cobeHo BHMMAHHE TIPH 3a109BaHe HA TEPANHA NPH NAIMEHTH ChC ChPACYHA
HeA0CTaThUHOCT. OleHKATa Ha NAlIHEHTHTE ChC ChPAEYHa HEIOCTATEMHOCT BUHATH TpAGEa Jla BRIIIOYRA
OL[cHKAa Ha OBOpednara dyukuus (Bx. T. 4.2).

Vnotpebara Ha BaJICAPTaH MPH MALMEHTH CBhC ChPAEYHA HENOCTATEIHOCT YECTO BOJH A0 H3BECTHO
MOHWKABAHE HA APTEPHAIHOTO HANATAHE, HO OOMKHOBEHO HE Ce Ha/lara IpeyCTAHOBABAHE Ha IEYEHHETO
NOpajiA NPOTLDKABAIA CHMITOMATHYHA XHIIOTOHHSA, KO CE€ CNa3BaT HHCTPYKLMHTE 3a JO3HpaHe (BX.
T.4.2).

[lpu nauwyenTH, ynaTo 6ubpeyna GyHKuMA 6M MOTNIa A3 3aBHCH OT AKTHBHOCTTA HA CHCTEMATA, PEHWH-
AHTHOTEH3HH-ANIOCTEPOH (HAITP. MALMEHTH C TEXKA 3aCTOHHA CHPAEIHA HEAOCTATBYHOCT), TEHEHHETO C
ACE HHXHMOMTOpH ce CBEP3Ba C ONMIyphs H/WIH MPOTPECHpalna a30TEMH H B PEIKH CIIy4au ¢ 0CTpa
OB0peuna HeROCTATHUHOCT H/WIH cMBpPT. Thil KaTo BancapTaH e anrnoteH3uH 11 penentopen 6mokep, He
MOXE /Ia Ce M3KIIFOUH BB3MOKHA Bpb3Ka Ha ynorpebara Ha Caprer ¢ HapymaBaHe Ha GpOpeuHaTa dyHKIHA.
ACE vxuburopu u anruoteHsuH [I-peuentopun 6mnokepH He TpabBa fia ce HINOM3BAT €AHOBPEMEHHO NPH
MALHEHTH ¢ AHabeTha HedponaTHa.

AHaMHe3a 38 AHTHOHEBPOTHYEH OTOK

HMa crobireHus 3a aHTHOHEBPOTHUEH OTOK, B T.4. TOAYBAHE Ha JIAPHHKCA W IIOTHCA, KOCTO IIPHYMHARA
610KHpaHe HAa BB3yXOHOCHUTE THTHILA W/HIM MOAyBAHE HA JTHLIETO, YCTHHTE, papHHKca H/HIIH Ha €3HKa
TIPH NALHEHTH, NEKYBaHH C BAJICApTaH; HAKOH OT Te3H MALMEHTH MpeH TOBA ¢4 MOMydasanH
AHrHOHEBPOTHYEH OTOK IIPH NPHeM Ha ApyrH Nekapctsa (Hanp., ACE anxmburopn).

ITpuemsT Ha Caprer Tpa6ea HezabaBHO Aa GbJie NPEYCTAHOBEH IIPH NAIMEHTH, KOHTO NOJTy4ar
aHTHOHCBPOTHYEH OTOK H NMPHIOKEHHETO My He TpsabBa na 6bae nonHOBABAHO (BA. T. 4.8).

Jpolina 6nokajia Ha CHCTEMATA PEHHH-aHTMOTeH3HH-anA0cTepoH (RAAS)

Hma nanxn, 9e eqHoBpeMenHara ynotpeta Ha ACE unxuGurops, anrvorensuH Il-penenroprn Gokepu mim
aJIMCKHpPEH NOBMINABA PHCKA OT XHIIOTOHHA, XHIIEPKAIHEMHA H HaMansaBaHe Ha 6u0peunara QyHKUHA
(smounTenHo ocTpa 6u6peuna HegocTarpuHOCT). ITopas TOBa He ce NPENopHUBa ABOHHO G0KKMpaHe Ha
PAAC upe3 koMGHHMpaHaTa ynotpe6a Ha ACE mrxuburopu, anrnoreH3uH II-penentophu 6okepH win
ATHCKHpeH (BXK. TOUKK 4.5 1 5.1).

AKO ce MpeneHH, Ye TepanuaTa ¢ ABoHHo GokupaHe e abcomoTHO HeoGXoauMa, ToBa TpAGBa Na cTaBa camo
no/ HabMOJEHHETO HA CNEUMATHCT M NPH 9€CTO BHMMATEIHO MOHHTOpHpaHe Ha 6nGpednara ¢pyHKUmMA,
CJIEKTPONHTHTE ¥ KPBBHOTO HAIIATAHE.

ACE uaxnbutopu 1 anrHoTeH3sHH [I-penienropHH 610kepH He TpAOBA /ia c& HINOM3BAT €HOBPEMEHHO NPH
NALHeHTH ¢ AiabeTHa HedponaTHa.

Hleduampuyna nonynayjun

br6pevHo yRpexiaHe

Ynotpebara nipH NeAHATPHYHH NALMEHRTH ¢ KPEATHHHHOB KIHPBHHC <30 mL/min ¥ neHaTpHYHH NALHEHTH,
TIOIVIOXKEHH Ha XeMOAMAITH34, He € MpOydJeHa | NOpaJH Ta3K MPHYHHA He CE NMPENophyBa MPWIAraHeTo HA
BajicapTaH NpH TakuBa narpeHTH. He ce H3UCKBa KOpHIrHpaHe Ha 103aTa [PH NS HATPHYHH NAHCHTH ¢
KPEaTHHMHOB KNHPBHC >30 mL/min (8x. Touku 4.2 1 5.2). brOpedsara ¢yHKIMA H HABaTA HA CEPYMHHS KANMH
TpaAbBa a GBAaT BHHMATENHO IPOCACAABAHY 10 BPEME HA JIEYSHHETO C BAJICAPTaH, 0COGEHO KOTaTo BAICAPTAH C&
IIpHJIAara NpH HATTHYHE HA APYTH CHCTOSHMA {BHCOKA TEMNEPATypa, eXHAPATalHA), KOHTO MOTraT A3 NpeaH3BHKAT
Hapyuienue Ha Ou0pednaTa QyHKms.

EanoBpeMeHHOTO pUnokenHe Ha ARB, exmountento Bancaprad wid ACEI ¢ annckupeH ¢
NPOTHBOIOKA3aHO NPH narmeHTH ¢ 60peuHo yBpexkaane (rioMepynHa dunrpaips, GFR <60 mL/min/1,73
m?) (Bxk. ToukH 4.3 1 4.5).

Yepuo HO e

Kaxro npu pe3pacTHHTe naipieHTH, CapTer ¢ MPOTHBONOKA3AH IPH TICAMATPHYHH TALIHCHTH ;
YepHOAPOOHO YBpeKiaHe, JUTHYHA IMPO3a H NIAHEHTH C X0jlecTasa (BXK. ToukH 4.3 H 5.2). Vi ey :
K/THHIYCH OITHT € YNIOTpebara Ha BancapTa NpH NeMATPHYHM NALHEHTH C JIEKO 10 YMEEHO JCNNes 0 g0
yBpexpane. I1pu TaKMBa ialHEHTH 103aTA HA BATCAPTAH He TPAGBa Aa mpesmmasa 30 o BS [ o

ey
ol

Caprer cpAbpka JAKTO3a MOHOXHAPAT



IMaipeHT ¢ peAKH HACTEACTBEHH NPOGIEMHM HA TANAKTO3HA HEMOHOCHMOCT, IThJICH JIAKTA3¢H JC(QHLIMT HIH
FIIOKO30-raNakTo3Ha Maabeopbiud He Tpa0Ba Aa MPHEMAT TO3H NPOIYKT.

Caprer chbaBbpKa JeIHTHH {CHALPKA COEBO MACTIO)

HPH NAlHCHTH CBC CEPBXTYBCTBHTCITHOCT KBM q)’BC’I"BLlPl HIIH O, TO3H NPOOYKT € MPOTHBOTIOKA3aH.

Caprer cbIbpika HATpHIt
Topa nekapcTBo chABPKA NO-MaKo ot 1 mmol HaTpwii (23 mg) Ha Tabnerka, T.€. 1O CBHIIECTBO HEe CBABPXKA
HaTpHHA.

4.5 BzaamonelicTBas ¢ APYTH JeKAPCTBEHA OPOAYKTH H Apyrs GopME Ha B3AAMOAEHCTBHE

Leotina baoxada na cucmemama penun-anzoumensun (RAS) ¢ ARB, ACEI unu anuckupen.

ERHOBpeMEHHOTO MPUIIOKEHAE HAa AHMHOTEHIMH PELICITOPHH aHTaroHHCTH (ARB), BKIIIOYMTENHO BalcapTaH
HNH HHXHOHTOPH Ha aRTHOTEH3MH-KoHBepTHpammy eH3iM (ACEI) ¢ anickupeH npH NMAMEHTH ChC 3aXapeH

nuaber win 6x6peuro yspexaane (rmomepynHa dunrpamas, GFR <60 ml/min/1,73 m?) e NpoTHBONOKA3aHO
(Bx. 1. 4.3).

Jannn OF KITHHWIHH TPOYIBaHHA NOKAa3BaT, Ye JBOiHOTO GNokupaHe Ha peHHH aHTHOTEH3WH-
angocrepoHorara cacreMa (PAAC) upes komOnHHpanara ynotpeba Ha ACE HHXHOHTODH, aHrHOTeH3HH []-
penenTopHH GIIOKepH WIH ATMCKAPEH ce CEBP3Ba C MO-BUCOKA UECTOTa Ha HeXeslaHH CHOHTHA, Kato
HaIPHMEP XHIOTOHKS, XHAMNEPKATHEMHA H HaMayisABaHe Ha Op0peunara GyHKIpA (BIIHOUMTENHO 0CTPA
610peuna HEOCTATEYHOCT), B CPABHEHHME ¢ YNOTpe(aTa caMo Ha IHO CPEACTBO, AelicTramo Bupxy PAAC
(Bx. Toukn 4.3, 4.4 u 5.1).

Eonoepemennomo npunodicenue ne ce npenoprusa

Jhanuii

OO0paTHMO yBeNH4YEeHHE Ha JIHTHEBHTE CEPYMHH HHBA H TOKCHYHH edexTH ca G JoKkIafBaHi 110 BpeMe Ha
eaHoepeMeHHata ynotpeba ¢ ACE unxuGuropn. [Topani nHca Ha OIMAT MO OTHOMIEHHE HA €AHOBPEMEHHATA
ynotpeGa Ha Bancaprad M IMTHiL, Ta3u KOMOHHALMA He ce NpenopbuBa. Ako o6ade T4 e Heobxoanma,
NpenopbuBa ¢ BHAMATEIHO NMPOCeAIBAHE HA CEPYMHHTE HHBA HA JIHTHA.

Kanuii-coxpannsawu ouypemuyu, xanuesu 006aexH, 3aMeCmument Ha COIMa, CoOBPICAUfY KU, URY
Opy2u nexapemea, Koumo Mozam Od Yeeauwdam HUGomo Ha Kanul

Axo Tpa0Ba J1a ce IPHIOKH NEKapCTBEH MPOLYKT, KONWTO MOBIMABA CEPYMHUTE HUBA HA KAIHH, B
KOMOHHALMSA ¢ BA/ICapTaH, NPenophYBa Ce MPOCICAABaHE CTOMHOCTHTE HA KAIHIH B KPBBTA.

Buumanue npu ec)uoegemeuno npuAoHCcenue

Hecmepouonu npomuscevsnanumennu cpedcmea (HCIIBC), exniouumenno cerexmusnu COX-2
uRXUGUMOpU, QYEMUICaTIUyUR06a Kucenuna (>3 g/onesno) u necenexmusnu HCIIBC

Korato anrdorensus Il aHTaroHMCTH ce NpHnaraT eZHOBPEMEHHO ¢ HECTEPOHIHH NPOTHBOBB3NAIUTEHH
CPEACTEA, MOXKE Aa CE MOABH HAMANABAHE HA AHTHXHIICPTCH3UBHHA e(eKT. B momenneHKe, €IHOBPEMEHHOTO
MOPHIOXKEHHE Ha aHTHOTeH3MH [I aHTaroHHCTH ¢ HeCTEPOHIHH NPOTHBOBB3MAHTE/IHH CPEACTRA MOKe Aa
JOBEAE JO YBEJHYEH PHCK OT BioIaBaHe Ha 6:6peyraTa GyHKIMA H yBeIWICHAE Ha CEPYMHHA KaJuil.
3aToBa ce mpenopbtBa NpocaeaABate Ha OpOpeYHaTa QYHKIMA B HAYAIOTO HA JIEMEHHETO, a CHIO H
aJleKBaTHA XMAPATALIHA HA MALKCHTA.

Tpancnopmepu
JlanHuTe OT in vitro npoy4BaHMA NOKA3RAT, Y€ BATICAPTAH © CYOCTpaT Ha YepHOAPOOHHA HH
Tpancnoprep OATP1B1 u Ha yepHoapoOrus edayke Tpancnoprep MRP2. EnnospeMen}xs
HHEXHOUTOPH Ha HHQITYKe TpaHCIOpTepa (PUPAMITHLMH, LIMKJIOCTIOPUH) WiH Ha edIyKe
(pHTOHABHP) MOXE Ia TIOBHIITH CHCTEMHATA €KCTIOZHIHA HA BaICapTaH. 3amoyBaHe :
€/JHOBPEMEHHO JIeYeHHe ¢ TAKKUBa NekapeTea TpadBa a cTaBa ¢ HeoGXOQHUMOTO BH

Apyeu




B npoyusanusTa Ha lekapcTBEHHTE B3aHMONEHCTBHA ¢ BaJICAPTAH HE €A YCTAHOBCHH B3aHMOJCHCTENA ¢
KIMHHYHO 3H2YEHHE ChC CNIEIHHTE IPONYKTH: LIAMETHAMH, Bapdapun, Gypo3eMua, THTOKCHH, aTSHOIO!,
HHAIOMETALMH, XHAPOXJIOPOTHAZH/I, BMJIONHITHH, MHOCHKIAMHL.

Heduampuuna nonyaayun

Ipu xumepTOHMA MpH AeLA H IOHOWIM, KOraTo ofHYaliHATA NPHIHHA 33 ToBa ca 6B6peuHH aHoManuy, ce
NpenophiBa NOBHIIEHO BHUMAHKE TIPH YTIOTpeOara Ha BAJICAPTAH H APYrH CYOCTAHLIMH, KOMTO IIOTHCKAT
PEHHH-aHTHOTEH3HH-aNIOCTEPOHOBATA CHCTEMA, KOETO MOJKe Jia MOBHILIM KaIHH B nnasmarta. BHumartenno
TpabBa ja ce Habmonaeat OxOpeunaTa GyHKIUHS H IUIA3MEHHS KaHif.

4.6 OepTHAHTET, GPeMEHHOCT H KbPMeHe

bpemennocm

Ynorpebara Ha Aurnorensun Il peuenrropus antaronscTd (AIIRA) He ce NpenopbyBa pes ILPBOTO
TpHMECEUHe 0T OpeMenHocTTa (BX. T. 4.4). Ynorpebara Ha anrnoTensuH Il pelieTOpHE aHTAPOHHCTH €
OTHBONIOKA3aHAa 110 BPEMe HA BTOPOTO M TPETOTO TPHMEcedHe oT SpeMeHHOCTTa (BK. ToukH 4.3 1 4.4).

EnmieMHONOrduHHTE AOKA3ATENICTRA 32 PUCKA OT TepaToreHHocT cie npunoxkeHne Ha ACE unxuburopn
1O BpeMée Ha ITbPBOTO TPHMECEUHE OT OPEMEHHOCTTA HE ¢a OKOHYATENIHH, He Moxke obade fa 6nie
H3KINOYCHO HATMYHE Ha JIEKO MOBHLIEH pHcK. JIoKaTo HAMa KOHTPOIMpPaHH eITHAEMHOIOTHYHH JaHHH IO
OTHOILIEHHE HA PHCKA, CBBP3aH ¢ HHXMOHTOpHTE Ha aHrMoTeH3uH I pelieIrropuTe, MOXXe Ja C€ NpHEMe
CBHISCTBYBAHKETO HA PHCK IIPH NPAIAraHeTo Ha TO3M Knac Jiekaperea. OCBeH ako MPOALIDKABAHETO Ha
TepanuaTa ¢ anrnoTeH3uH Il pelenTOpHH AaHTArOHKUCTH Ce CUMTA 33 HIKIDOTHTEHO BAXKHA, MALMEHTHTE
nnanupamy 6pemeHHOCT, TpsOBa 1a CMEHST AHTHXHIIEPTEH3HBHOTO CH JIeYeHHE ¢ aITePHATMBHO TaKkoBa,
KOETO HMa yCTaHOBeH npodun Ha Gezonacuoct 3a ynotpeba no Bpeme Ha GpeMerHoctTa. Korato
6peMeHHOCTTa € AMATHOCTHUMPAHA, JIEYEHHUETO ¢ aHrHoTeHskH I1 anraroHucTH Tpabea aa 6b/e IpeKkpaTeHo
He320aBHO H J1a ce 3al09He AITEPHATHBHO JICYEHHE B CIIYYauTE, KOTATO TOBA CE Halara.
HasecTHo €, Ye NeueHuero ¢ anrnoteHsuH [ aHTArOHKCTH 1O BpeMe Ha BTOPOTO H TPETOTO TPHMECETHE OT
GpeMeHHOCTTa NpeA3BHKEA (PETOTOKCHYHOCT NPH XOpa (MoHWkeHa 6B0pedHa GyHKINAA,
OJIHTOXHAPAMHHOH, 3a0aBeHO BKOCTABAHE HA YEPena) H HEOHATATHA TOKCHYHOCT (6p0peuHa
HEJIOCTATHYHOCT, XANOTEH3Nd, XANEPKaIMeMHd); BIXKTE chIo T. 5.3, , JIpeAkIHHAYHN NaHHH 32
OesomacHoCT.
AKXO JICYEHHETO ¢ aHTHOTEeH3HH I AHTAroHHMCTH € N0 BpeMe Ha BTOPOTO M TPETOTO TPHMECEYHE OT
OpeMeHHOCTTa, ce MpenopLYBa YATPa3BYKOEA MHArHOCTHKA Ha OulpeuHara gyHKuus H Yepena.
Bebera, ynnTo Maiiku ca npueMany anrnorensus [ agraroHucTH, TpA6Ba Ja GBAAT CTPHKTHO MPOCEAABAHE
* 33 IPOABA HA XATIOTEH3HA (BXK. CHIIO TOukH 4.3 u 4.4).

Kvpmene

Trii xaTo HAMa HHQOpMAaLIA OTHOCHO yNoTpefaTa Ha BAJICAPTaH NO BpeMe Ha KbpMeHe, Caprer He ce
npenopryBa, a TpAbBa Oa ce MPHIOKH ANTEpHATHBHA TEPAIHA ¢ YCTAHOBeH mpodmn Ha GesomacHOCT no
Bpeme Ha KbpMeHe, 0C00EHO IPH KbPMEHe Ha HOBOPOZIEHH H IIPEXICBPEMEHHO POAECHH AeLa.

Depmunumem
Bancapran niMa Hexxenany etheKTH BEPXY penpoAyKTHEHATA CIIOCOOHOCT HA MBKKH H XKCHCKH IUTEXOBE

TIpH MPHEM Ha TiepopantH fosu Ao 200 mg/kg/nen. Tasn ao3a e 6 IHTH 110-BUCOKA OT MAKCHMAITHATA
NpenopbYBaHa J03a TIPH X0pa, onpeenena Ha 6aza mg/m? (M3UHCIICHHETO € 33 epopaiHa 1034 OT
320 mg/nen n matmenT ¢ rerno 60 kg).

4.7 Bansanue BLpPXY cniocofHOCTTA 32 modHpaHe B padoTa ¢ MAMIHHA

Hsama nposexxaaHn NpoyyuBaHUA Ha eeKTHTE BBPXY COcOOHOCTTa 32 modupade. IIpy mo
H3IIOI3BAHE HA MAlIHHM, TpaOBa Aa ce HMA NMpeABHI, Y€ MOraT Aa ce NOABAT JaMaiiBane

4.8 Hexe ann NeKapcTBeHH PeaKIHA



TIpH KORTPONTHPAHH KIHHHYHA NPOYYBAHMS TIPH Bb3PACTHH TAIMEHTH ¢ XMNEPTOHKA, 00111aTa 4ecTOTa Ha
HeXKeNaHHTE iekapcTeeHH peakuuu (HIIP) e cpasnuMa ¢ Ta3u npu munanebo U B CLOTBETCTBHE ¢
dapmakonorusTa Ha Baicaprad. YecToTaTa Ha HEXKEJIAHH peakiyH He € JO303aBHCHMA MJIH 3aBHCHMA OT
NPOARDKHTENHOCTTA Ha JICUEHHETO, H He ¢ Hab/mojapana BpB3Ka ¢ ION4, BB3PacTTa WIH pacaTa.

HexenanwTe meKapCTBEHH peakiy, ChOOIIEHH B KITHHHUHHTE H TIOCT-MAPKETHHTOBHTE [IPOYYBAHHA H
JabopaTOpHH H3CJIEABAHHS Ca PEACTABEHH MO-ACLY Cropel CHCTeMO-OPTaHHH KIIacOBe.

Hexenann JeKADCTBEHH PeAKIIHH

Hexenanure ekapcTBeHH peakiMe 2 BPEACTABCHH 10 YeCcTOTa, 3an0YBaHKH OT HaH-4ECTHTE, KAaTO Crope],
YECTOTaTa CH Te Ca ONPeNesiCHH 10 CIEAHHS HAMHH:

MHoro gectH (21/10); yecta (21/100 go <1/10); Hewectu (=1/1 000 g0 <1/100); peaxu (=1/10 000 no

<1/1 000); MHOrO peaxu (<1/10 000) , c Hem3BecTHA YecToTA (YeCTOTATA HE MOKe 1a ObJe olleHeHa OT
HATAYHHTE JaHHHU).

BEB BeAKa YECTOTHA IpyTia peakumuTe ca H3bpoeHH B HUZXOAALI pel CHOPEH TEXKEeCTTa.

3a BCHUKH HEXKENTAHH JICKAPCTBCHM PEaKLHH, CHOOIEHH B IOCT-MAapKETHHTOBUTE MPOYYBAHHS H
nabopaTopHH H3CIIeABAaHNA, HE € BE3MOIKHO Ja ¢e onpeneny dectotata Ha HIIP # 3aT0Ba Te ca NpencTaBeHH
xato HIIP ¢ ,,Hen3BecTHA YecToTa™,

s XnpeproHng

Hapymenns Ha KPLBTA H JHMQHATAE CHCTEMA

C Heu3BeCTHA Y€CTOTA Hamanenne Ha xeMornobuna, Hamanenne na
X€MATOKPHTA, HeyTpOneH!s, TPOMOOLIHTONEHHS

Hapymenna Ha HMYHHATA CHCTEMA

C HeH3BecTHA Y€CTOTA CBpEXMYBCTBHTENHOCT, BKIIOYHTENHO CEpYMHA
Gonect

Hapymennd Ha MeTaGoaHIMA B XPAHERETO

C BenspecTHa uecTOTA VBenudenne Ha CePyMHHA KATHH,
XHIOHATPHEMHA

Hapymenss Ha yxoT0 H JabHpANTA

Heuectu CaeToBbprek

CrpoBu BapymieHHs

C Hem3BecTHA YecTOTA Backysar

PecnapaTtopnn, rpbAHE H MEAHACTHHAIHH HAPYIIEHHS

Hegectu Kauumna

CToMamRAO-1peBHA HAPYIICHHR :

Hegectu Kopemna Gonka

XenaroGuaHapHEn RApYHICHHN

C HeH3BeCTHA YecTOTa YBenudenve Ha HHBATa Ha MOKA3aTE/IHTE Ha

yepHoapoOHaTa (yHKIMA, BKIIOYHTEIHO
YBENIMUEHHE Ha CEPYMHHA OHUNUpy6HH
Hapymesnd Ha K0KA H DOJK0KAITA THKAR
C HeH3BECTHA YECTOTA AmnrHoesieM, obpus, cbpbexk
Hapymenns Ha MyCKY/IHO-CKEIETHATA CHCTEMA H ChLeJHHHTEIHATA THKAH
C HeH3BecTHA YeCTOTA Muanrua
Hapymenns na 6L0penaTe H NHKOYHATE NLTHMA
C HeM3BeCTHA YeCTOTA Br6OpeyHa HeZOCTATHYHOCT H YBPEXKIAHE
YBeNUYEHHE Ha CEPYMHHA KpeaTHH
O6ma napymenns H eheKTH Ha MACTOTO HA NPHIOKEHHE
C Hem3BecTHA YecTOTA Ymopaemoct

Heduampuuna nonynayus




Xunepronusa

AHTHXHIIEPTEH3HBHHAT €()EKT Ha BANICAPTAH € OLEHEH B X0/ HA IBE PAHIOMIH3HPAHH, ABOHHO-CIIETTH KITHHHYIHH
Npoy4BaHus (BCAKO NOCIIEABAHO OT MEPHO/ Ha MPOAEDKEHHE) H €HO OTBOPEHO NpoyuBaHe. Te3n npoyysaHHs
BKyOuBaT 711 meqMATpHYHH alHEHTH Ha BE3pacT oT 6 10 noxk 18 rojumm cbe win O3 xponnuHo 656petHo
3abonsBase (XB3), or koHTo 560 MauyeHTH ca NoMydJapanH Bancaprad. C M3KMIOUeHHe HA H30IHPaHH CJIy4ad Ha
CTOMAIIHO-YPEBHHE HapyIlleHys (HATIpHMeP KopeMHa GoJIKa, TajieHe, NOBPHIIAHE) H 3aAMagHOCT, He ¢4 YCTAHOBEHH
3HAYAMH Pa3THiHA BbB BHJIa, YECTOTATA U TEKECTTA HA HEXEAHHUTe peaKinH, Habmorasani NpH [ICAHATPHIHH
NAIHEHTH Ha BE3pacT oT 6 210 mox 18 roauHy B Te3H, cpo01IeHH pei TOBA NPH BEIPACTHH NAITHEHTH.

OueHkaTa Ha HeBPOKOTHHTHBHHTE (YHKLH M pa3BHTHETO HA NEAHATPHYHH NAIHEHTH Ha BB3pacT 0T 6 1o 16
TOHHH, KATO L0 HE NOKA3BA HAKAKBO KIMHUYHO 3HATHMO HEOMAroNpHATHO NOBIHABAHE [IPH JICUSHHE C
B&/ICAPTAH B POAB/DKSHHE HA STHA TOHHA.

Hanpanen e o010, asamis Ha qasuTe 0T 560 XHNepTeH3HBHA NALMEHTH B NeMATPHYHA BB3pacT (MexKay 6 u 17
TOHHH), IPHEMANTH MOHOTEpAIHA ¢ BaCapTaH [n=483] i koMOHHHMpaHA AHTHXHIICPTEHIHBHA TEPANHA,
BKJIOYBAINA Basicaprad [H=77]. Or 560-te naupent, 85 (15,2) ca mmamu Xb3 (13xoana croitHoct Ha GFR

<90 mL/min/1,73m?). O6mp 45 (8,0%) naipenTH ca IPEKPATIIH YIACTHETO CH B MPOYMBaHe NOPaA HACTEHITIA
HexenaHy cuoHTHA. O6mo 111 (2,3%) naupera ca HEManH HexkedlaHa iekapersesia peakips (HJIP), or xouto
Haii-aecTuTe ca Grm raBobosue (5,4%), samasHocT (2,3%) 1 xunepramiemus (2,3%). Ipu naupenTrre ¢ Xb3
Haii-uecrume HJIP ca Giwim xunepranuemus (12,9%), rasoGomse (7,1%), OBHIIEH KPeaTHTHH B KpbBTa (5,9%) 1
xunoronus (4,7%). IIpn maypenrrre 6e3 Xb3 naji-uecture HIIP ca 6mwm rasobonse (5,1%) 4 3aMasHocT
(2,7%). HJIP ca HabnroaaBaHy no-4ecTo pPH NAleHTHTE, TPHEMAITH BaNCAPTAH B KOMOMHALTHS C APYTO
AHTHXHTIEPTEH3UBHO CPEJICTBO, OTKOJIKOTO NIPH MOHOTEPAITHA C BANCApTaH.

ANTHXHMIEPTCH3HBHAT ekt Ha BancapraH IPH Jena Ha BB3pact ot | A0 1104 6 TOAHHH € OLUCHEH B TPH
PaHIOMM3HPAHH, ABOHHO-C/ISTIH KITHHHYHH TPOYYBaHuA (BCAKO CIGABAHO OT YIBIDKEH nepHon). B mepsoro
npoyusane npH 90 Aelia Ha BB3pact ot 1 Ao nox 6 rogHHU ca HAOOAABAHK ABA CMEPTHH CJTyuas H AHHHYHHA
CIY4aH Ha NOIMEPTAHO MOBHILABAHE HA YEPHONPOOHHTE TpaHCaMEHAa3H. Te3H CyaH ca Br3HHKHAIM MPH
OTYJIALMA, KOATO € HMATIA THAMHTENTHH CHITETCTRAIM 3abonssanus. [IpydHHHA BPE3Ka ¢ BaJICAPTAH HE €
ycTanoBeHa. B nBere nociiepany npoy4Bsanms, npH KOHTO ca pangomuvipann 202 fenia Ha BB3pactT oT 1 po mon
6 roHHY, pH JICYEHHE C BAICAPTAH HE C4 HACTHITHIIM 3HAYHMTEHH MOBHILIEHNA HAa YEpHOAPOOHHTE TPAHCAMMHAZH
HIH CMEpT.

B obu1 aHami Ha fBETE NOCTIEABAITA POy Bakms NpH 202 fena ¢ xumepTosHs (Ha BR3pacT oT 1 1o no 6
TO/THHH) BCHYKH TIAUMEHTH ¢4 TOTY4ABATH MOHOTEPAIs C BATICAPTAH B BOHHO-CIIENHTE NIEPHOMM (C H3KITIOUEHHE
HA NEPHOJA Ha HITH3aHe OT mnauebo). Ot Tax 186 naigieHTH ca YUacTBaIi HIH B NPOXBL/DKSHHE HA MPOYUBAHETO,
HIH B 0TBopeHo TakoBa. Ot 202 nauperty, 33 (16,3%) ca mmam XB3 (u3xoaes HI'® <90 ml / min). B apoiito-
CITEITHA TNIepHOA ABaMa NalkenTH ( 1%6) ca 0maaHAMM NOpajH HEXKENAHO CHOHTHE, a YeTHPHMA NatHeHTH (2,1%)
ca OTIIAJHAIN TIOPaTH HeXKENaHO CHOMTHE B OTBOPEHHS TIEPHOA 1 B TIPOABDKEHHETO Ha poyusaeTo. [1o speme
Ha ABOHHO-cerms nepHoA 13 (7,0%) nauuenmy ca uManm noxe equa HIIP. Haidi-wectrre HJIP ca G1in
noeprinaxe n=3 (1,6%) 1 muapus n=2 (1,1%). Umaio e eaun naupent ¢ HPJI (quapns)  rpymara ¢ Xb3. B
OTBOpeH#s NiepHOL 5,4% maumermv (10/186) ca mmanu none exxa HIIP. Haii-gectara HIIP ¢ 6una namanen
areTHT, KOATO € € chobmeHa ot apama nauweHTH (1,1%). Kakro B qBoiiHO-CENHS EPHO, Taka H B OTEOpPEHHS
niepHoO], ce choOIaBa 32 XHNePKATHEMHS [IPH eITHH NALMEHT BhB Beexn nepHol. He ca Habmonapanm Cirydan Ha
XMINOTOHHS HWIH 3aMastHOCT HHTO B JIBOHHO-C/IETTHS, HHTO B OTBOPEHHA NEPHOI.

XunepkamieMssa ce HabJIIONaBa Mo-4eCTO NMPH MICUA M FOHOLIM Ha Brapact o1 1 o nox 18 rominn ¢
NOAJIEKAIO XPOHUUHO 616peurio 3abonspane (XB3). PUCKBT OT XunepkanueMHa Moxe Ja GBAe [o-BHCOK
TNPH IEUA HA BB3pacT OT 1 Ao 5 ronuHK B CpaBHEHKE ¢ Aelia Ha Brapact ot 6 10 noA 18 roxuHu.

TpodunsT Ha GezonacHoCT, HabMIOAABAH B KOHTPOIHPAHH KIHHHYHYK NPOYJIBaHHA NIPH B
NalUMEHTH CIeT HH(APKT Ha MHOKAPAS WHITH chpAevHA HEAOCTATHUHOCT CE paviHyaBa
fezonacHocT NPH XUNEPTeH3HBHH NalHeHTH, ToBa € Mo)ke O € CBBP3aHO ¢ OCHOBH
naumuenTa. Hexkenanure peakiiuu, MposBIIH Ce NPH BH3PACTHH NaLHEHTH ciiel HHdap
CHP/IEYHA HEAOCTATEYHOCT Ca TIOCOMEHH NO-A0MY:
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¢ Cneg HEGaPKT HA MEOKADAA B/HIIH CHhpAeUHA HEAOCTATLIHOCT (NPOYIBAHMA CAMO NIPH
BE3pacTHH DARHEHTR)

Hapymenns Ba KPbBTa # JEMPHATA CHCTEMA

C HeM3BECTHA YECTOTA TpomGoumToneHys

HapymienHN HR HMYHHAT2 CHCTEMY

C HeH3BEeCTHaA 4eCTOTA CBpEXYYBCTBHTENHOCT, BKTIOYHTEIHO CEPyMHA
6onect

Hapymenns ga MeTaboam3Ma H XpaneHeTo

Heuectn XunepkanueMus

C HeH3BeCTHa 4eCToTa YeemnvieHMe Ha cepyMHHA KaJIHi, XHIIOHATPHEMHS

Hapymenns HA HePBHATA CHCTEMA

Yectn 3amMasHOCT, TOCTYpajiHA 3aMasHOCT

Heuectn Cunkorn, rnasobonne

Hapymennu Ha yX0TO H JabHpHHETA

Heuectn "CBeTOBLpTEK

Chpaeuns HapymeHHS

Hewectn Crpaedna HEAOCTATHIHOCT

CrLIOBH HApYIIeHHS

JectH XMIoTOHHA, OPTOCTATHYHA XUITOTOHHA

C HEeH3BECTHA YecTOoTa Backynur

PecnapaTopan, rpbABEY H MEJHACTHHAIHH HapyMieHHA

Heuectn Kampumna

CroMamHAo-uypeBHY HAPYIIEHHS

Heuectn Tanene, nHapus

XenaTo0mimapan BApynienns

C HeH3BECTHA YECTOT4 VBeilHueHHE HA HHBATA HAa [TOKAIATENHTS Ha
JepHOApoOHATA hyHKUHA

Hapymenns Ha KOXKATA H IOAKOKHATA THKAH

HeuecTn AHTHOEnEM

C HeH3BECTHA YeCcTOTA Obpue, crpbex

Hapymenns HA MYCKYIHO-CKe/JICTHATA CHCTEMA H CHeAHHHTEIHATA THKAH

C HeH3BECTHA YecToTa Mnuanrus

Hapymenns na 6u6pennre H NEKOTHATE NHTHMA

Yectn Br6peuna HeIOCTATHYHOCT H YBpPEKAAHE

Heuectn OcTpa 6B0pevHA HEAOCTATHUHOCT, YBETHUCHHE Ha
CEPYMHHSA KPeaTHHHH

C HeM3BECTHA UECTOTA VBenuueHHe Ha KPBBEH YPESH a30T

O6mu Bapymenns ¥ edexTH HA MECTOTO HA IPHJIOKEHHE

Hevectn AcTeHHs, YMOPAEMOCT

CrobuiaBaHe Ha NOJO3HPAHK HEKENAHH PEAKLTHH
CroblaBaHeTo Ha OAO3HPaHH HeXelaHH PEAKLHK CNE] PaspewaBaHe 3a yoTpeba Ha IeKapCTBCHHA

MPOAYKT € BaykHO. ToRa nmo3ponsABa 1a NPOABIKH HaGMOASHUETO HA CHOTHOIIEHHNETO MOMI3a/PUCK 34
JIEKAPCTBEHMA TPOZYKT. QT MEeAHIMHCKHTE CIELHATACTH C& MAINCKBA Ja cho0IIaBaT BCAKA NONO3ApAHA
HEJKENIAHA PeaKlMg Ypes HAIMOHAIHA CHCTeMA 3a chobmasane B M3meaAMHATENHA areH1MA 10 JIEKapeTBara
yi. ,,Jlaman I'pyes” Ne 8, 1303 Codus, Ten.: +35 928903417, yeGcaiiT: www.bda.bg

49 IIpepozupane

CHMIOTOMH
Ipenosupanero cee Caprer MoXe Aa AoBeAe A0 3HAYMTEIHA XHIIOTOHHY, KOATO MOXe
3aMBITICHO Ch3HAHUE, TUPKYJIATOPEH KONANC WILTH MOK.

Jleuenye

JleueHHETO € B 3aBHCHMOCT OT BPEMETO Ha NOTIBIIAHE HA MPONYKTA K TeKECTTa Ha C
CTaOWITH3MPAHETO HA LMPKYIATOPHOTO CHCTOSHHME € OT ITBPBOCTENIEHHO 3HAYEHHE.
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AKO Ce MoABH XHIIOTEH3HA, NAIHEHTET TpAbBa na ce CloXKH fa nerHe mo rpeb H Ja 651¢ Kopurupata
obemnaTa 3aryba.
He e BepoaTHO BancapTaH A2 OBAe OTCTpaHeH OT OPraHM3Ma UPe3 XEMOAHAIH3A.

5. ©APMAKOJIOT'MYHH CBOMCTBA
5.1 PapMakoARHAMHYHH CBolCcTBa
dapMmaxoTepaneBTHYHA rpyna: AnraotensHH 11 anraronucty, camocrostenHo, ATC koa: CO9CAOQ3

Bancapras e nepopanHo aKTHBEH, MOIIEH H crenrdyyen aHTarouyct Ha anrvoterskH Il peuentopure. ToH
Ackicrsa w3buparenno pepxy AT, penienTopure, OTTOBOPHH 32 H3BECTHATA aKTHBHOCT Ha aHTHOTeH3MH I
INorHImaraneTo nuasMeHlTe HEBa Ha agruotTersuH I seneacTeHe Gnokagara va AT, penenTopHTE OT
BAJICAPTaH, MOMKE 1a CTHMYJIHpa HeOnoknparure AT; pelieTTopH, KOeTo H3riekaa komneHcHpa AT,
pelienTopHUTE edeKTH.

Bancapran He noka3Ba HUKAaKBa YaCTHYHA AKTMBHOCT Ha arOHHCT 10 oTHomeHHe Ha AT, penenTopx u uma
ronam (oxono 20 000 meTi no-ronam) agusmTeT KbM AT peLenTopH, B cpaBHeHHe ¢ To3H kbm AT
petieniropy. He ¢ H3BeCTHO BaJicapTaH ja ce CRBP3Ba WIH OJOKHPA APYTH XOPMOHHH PELISTTTOPH HIIH HOHHH
KaHATYeTa, HMAaly BasKHO YYacTHE B PerylalHaTa Ha CHpAEYHO-ChAORaTA GyHKIMA.

Bancapran He notcka ACE (cbino n3pecten karo kuuunasa II), kodito mpeoOpasyBa aHrnoTeHsHH I B
auruorersuH I 1 pasrpakna Opagukunnna. Tril kaTo He ynpakHsBat ebekt Bbpxy ACE M He noTeHuMpar
GpamknHEHE Wi cyGeranumn P, auraorensun 1T aHTaroHUCTHTE HE € BEPOATHO A3 OBAAT CBBPIGHH C
Kalutiila. B KIIMHHYHHTE MPOYJYBaHHS, B KOHTO BAJICAPTAaH € cpaBHABaH ¢ ACE-HHXHOMTOD, IPpH
TIAIHEHTHTE JIEKYBaHH C BANCAPTAH YeCTOTATA Ha CIYH4HTe ChC CYXa KallTHIA ¢ OWla 3HAYHTENHO No-MATKa
(p <0,05), B cpaHeHme ¢ MaumeHTHTe NekyBanu ¢ ACE-urxuburop (2,6% cpemy 7,9%, choTBETHO). B
KIHHHYHO MPOYYBaHE Ha TIAIMECHTH ¢ aHAMHE3a 34 CyXa KalLTHNA o BpeMe Ha Jevenne ¢ ACE-anxubHTop,
19,5% ot y4acTHHIMTE B H3NKMTBAHETO, JIEKYBAHH ¢ BajacapTad H 19% oT Te3n npHeMaTH THA3HIOB
AMYPETHK ¢a MMAJTH KAIITMLIZ B CpaBHeHHE ¢ 68,5 % oT naimenTHre, nekysann ¢ ACE-uaxubuTop (p<0,05).

Ilpecen MuoxapseH uHdapxT
VALsartan In Acute myocardial iNfarcTion (VALIANT) ¢ paHZOMH3HPaHO KOHTPOJIMPAHO,

MHOTOHAIHOHAIHO, ABOWHO-CHANO MpoyuBane npH 14 703 naumeHTH ¢ 0CTHp MHOKapACH HHGAPKT K
NPH3HAM, CHMITTOMH HJIM PaJHOIOTHYHH JaHHH 3a 3aCTOMHA CHPACYHA HeJOCTATEHHOCT H/HIH JaHHH 33
JIEBOKaMepHa CHCTONIHA AHCYHKIHA (MpoABeHa KaTo (pakuua Ha wiTnacksane <40% upes paJuoHyKIHAHa
BeHTpHKyJIorpadgus win <35% upe3 exokapAuorpads WM BEHTPHKYJIHA KOHTPACTHA aHTHOrpadus).
TanpenRTHTE Ca PaHAOMH3HPAHH CIIPAMO BAJICAPTAH, KAITTOIIPHIT HJIH KOMOHHAIHA OT [IBaTa B paMKHTE Ha 12
4aca 10 10 aHH cnea HaYanoTo Ha CHMITTOMHITE Ha MHOKapAcH HHbapxT. CpeIHHAT epHO Ha JIEYCHHE &
nee roauxy. [ThpervHaTa kpaliHa TOYKa € BpeMETO JI0 HACTHIIBAHE Ha CMBPT NMOpagH BCAKAKEH MPHYHHH.
BascapraH ¢ CBHIIO TONKOBA €(eKTHBEH, KOIKOTO KAITTONPHIL 1O OTHOINEHHE HaManAaBaHeTo Ha oflara
CMBPTHOCT cJiey MHOKapaeH HHapkT. Of1aTa cMBPTHOCT € noAobHa B rpynuTe ¢ sancapral (19,9%),
Karrronpui (19,5%) u sancapran + kanronpun (19,3%). KoMOHHalumMaTa Ha BajicapTaH ¢ KANTONPHIT He
n00aBs JOMBJIHHTEIHA N0JI3a CIPAMO JISHEHHETO caMo ¢ Karrronpuwi. Hama pauinka MexIy BaicapTaH H
KAITTOIPHIT 0 OTHOINCHKE HA O0IAaTa CMBPTHOCT B 32BHCHMOCT OT BB3pacTTa, Nona, pacara, H3XOAHHUTE
TEPAITHH HIH OCHOBHOTO 3abonssaHe. BancapraH € edeKTHBEH H B YIB/DKaBaHE HA BPEMETO H B PeIyLHpaHe
Ha CHPJASYHO-CHAOBATA CMBPTHOCT, XOCTIHTAIM3AlMK 10 TIOBOA HAa Chp/ledHa HEAOCTATHYHOCT, NOBTOPEH
MHOKAPICH HH(ApPKT, pcaHHMHPaHO CIHpaHe Ha ChPLETO M HehaTajleH HHCYNT (BTOPHIHa CHCTABHE KpaHHa
TOUKA).

IMpodmnbT Ha 6e30TIACHOCT Ha BAICAPTAH CHOTRETCTEA HA KIMHWYHOTO MPOTHYAHE [IPH MaleHTHTe,
NeKyBaHM ciiell npekapar MHokapaen udapkr. 1o otHomenue Ha Gx6peunara dyHkuus e HabnQnang)
YABOSIBRHE Ha CEPYMHHA KPECATHHHH NpH 4,2% OT NALBECHTHTE, JIEKYBaHH ¢ BaIcapTaH, 4,8%4
JEKYBaHH ¢ BAJICAPTAH + KANTONpPHI, U 3,4% 0T nauueHTHTe, JICKYBaHK ¢ Karrronpui. IIpgh
pasniyHy pU0Be OL0pedHa AucdyHKuma HacTeNRaT npH 1,1% OT DanmenTHTE, JCKyBalH
1,3% ot narmeHTHTE, JIeKyBaHH ¢ BaficapTaH + karmronpui, H 0,8% oT naumeHTHTe, JEKYR
Ouenka Ha 650peunara Qysk1MA TpAGEa Aa O6bae BKIKOYeHa B ofllara OLCHKA Ha
MHOKapJeH HHAPKT.
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Hsama pasnska B 061maTa CMBPTHOCT, CBPIEYHO-CHROBATA CMBPTHOCT H 3a001€Ba¢MOCTTA, KOTATO CE
npunarat 6eta-6nokepy eqHOBPEMEHHO ¢ KOMOHHAIHATa BaJIcapTaH + KanTONPHI, CaMo BajlCapTaH HiIx
camo kanTonpia. HezaRHCHMO OT JleyeHHeTo, CMBPTHOCTTA € NO-HMCKA B rPYTIaTa Ha MAlMeHTHTE, JIEKYBaHH
¢ Geta-6noKep, kKOETO NOKa3Ba, Y€ MO3HATATA N03a OT GETa-GIOKEPHTE IIPH TA3H MOMyJIaLKs Ce
NOTBHPA/A4Ba B TOBA IPOYYRAHE.

Chbpaeyna HeAOCTATHYHOCT

Val-HeFT e pannomMusipaHo, KOHTPOIHPaHO, MEKAYHAPOIHO KIHHAYHO IPOYYBAHE HA BATICAPTaH B
cpaeHeHHe ¢ IWIalebo BLPXy 3aboleBaemocTTa B cMBpTHOCTTA IpH 5 010 manmenTH cbe ChpAeyHa
HepocTaTeuHocT Kiac I (62%), I (36%) u IV (2 %) mo NYHA, nomy4asamu obu4aiina Tepanusd ¢
nepoxamepHa QU <40% u nepokamepeH BrTpelieH AnacToneH auaMersp (LVIDD) >2,9 cm/m2. OcHopHaTa
Tepanns Bmousa ACE saxuGHTOpH (93%), adyperiim (86%5), aurokcun (67%) u Geta-6nokepu (36 %).
CpenHaTa NpOABDKHTEHOCT HAa MPOCEASBAHETO € MPHOITHIHTETHO ABe roauHH. CpeaHaTa JHEBHA 10323 Ha
pasicapras Bbs Val-HeFT e 254 mg. TIpoyuraneTo HMa B¢ TBPBHYHK KpaiHH TOUKH: 061a CMBPTHOCT
(BpeMe N0 HACTBIIBAHE Ha CMBPTTA) H CHCTABHA CMBPTHOCT H 33800/IEBAEMOCT OT ChPeTHA HEJOCTATBUHOCT
(BpeMe ¢ MEPBOTO GostecTHO CEOMTHE), NeGUHMPAHE KATO CMBPT, BHE3aIlHa CMBPT ¢ peaHHMallus,
XOCIHTAITH3ALHA IO NIOBOA HA CHPACYHA HEJOCTATHYHOCT HIH TIPHWIOKCHHE HA BEHO3SHH HHOTPONHM HIH
BA3OJHIATATOPHH CPEACTBA 33 YCTHPU MITH MOBede Haca 63 XOCMHTanu3anms.

Obmara cMBPTHOCT € Noao6Ha B rpynute (p=NS) ¢ pancapras (19,7%) u aneo (19,4%). [TeperdHaTa
nomsa e 27,5% (95% JAK: 17 no 37%) uamanseaye Ha PHCKA 3a BPEMETO Ha ITHPBATA XOCTIMTATH3AIMA 110
MoBOJ Ha ChpredHa HegocTarbaHocT (13,9% crnpsmo 18,5%). PesynTarh, H3rieXaiy B no3a Ha miauebo
(crcTaBHATA CMBPTHOCT | 3a0oneraemoctra € 21,9% ¢ nnane6o cnpamo 25,4% B rpynarta ¢ pajicapTaH), ca
Ha0JTIO/IaBaHH [IPH NALHEHTHTE, MPHeMany TpokiHa koMGuHauwus ot ACE unxuburop, 6eta-6nokep u
BaJICAPTAH.

B nonrpynata Ha natmenTy, kouto He npueMat ACE waxuGurop (n=366), n0o3HTE 110 OTHOLIEHHE Ha
3abonesaeMocTTa ca no-rosieMu. B Ta3u moarpyna obimara CMEPTHOCT € 3HAYMTEIHO HAMAJIEHA C BANICAPTAH
B cpaBHEHHe ¢ manebo, ¢ 33% (95% JIU: —6% no 58%) (17,3% Bancapran cnpamo 27,1% wianebo), a
CBLCTABHATA CMBPTHOCT M PHCKA 32 3a00NeBAEMOCT ¢a 3HAYHTENIHO HamaneHH ¢ 44% (24,9% pancaptad
cnpamo 42,5% nnane6o).Ilpu nanmenty, kouro npueMat ACE unxuburop Ge3 Gera-Onokep, obiara
CMBPTHOCT € oA06Ha (p=NS) B rpymmre ¢ Bancapras (21,8%) u mmauefo (22,5%). CrcraBHaTa CMBPTHOCT
M PHCKBT 34 3aboeBacMocT ca 3Hauurenso Hamanerd ¢ 18,3% (95% JH: 8% no 28%) npu BasncapTaH B
cpasHeHHe ¢ manebo (31,0% cnpsmo 36,3%).

B ofmmara nonysanms Ha Val-HeFT naumeHTHTS, JICKYBaHH ¢ BAJICAapTaH, IOKAa3BaT B CpaBHEeHHE ¢ nuatebo
3HaYHMoO noaoGpenne Ha kiaca no NYHA, npHssauyTe H CHMITOMHTE HAa CHP/IEYHA HEAOCTATBYHOCT,
BKJIIOUHTENHO JUCTIHEA, YMOPa, OTOLM H Xpunose. [lanpenTTe, npHeMasny BaJcapral, MMaT no-nobpo
KA9eCTBO HaA XKMBOT B CPaBHEHHE C NpHeMAaIKTe Tauebo, KoeTo ce ASMOHCTPHpa Ype3 cKalaTa Ha
Minnesota Living with Heart Failure Quality of Life ot u3xoqHaTa no kpaiiHata Touka Ha npoy4panero. [Ipn
NANHEHTHTE, JIEKYBAHH C BAICAPTAH, 3HAYHMO C€ NOBHIIABA (paKIHATa Ha H3TIACKBAHE K Ce TIOHIDKABA
LVIDD ot u3xonHaTa JIo kpaifHaTa TOYKA 10 BpeMe Ha NPOYYBAHETO B CpaBHEHHUE C Mu1anebo.

XHNEePTOHHY
IpunokeHHeTO HA BAICAPTAaH NPH NAUMEHTH C XHNEPTOHHA BOAM IO MOHIDKABAHE HA aPTEPHATHOTO
HajATaxe 0e3 MOBMMABAHE HA ITyICOBATA YECTOTA.

Ilpu noBeveTo NalHEHTy cllejl €MHOKPATEH NMEPOPAIICH NMPHEM HAauasloTO HA AHTHXHIIEPTEHIHBHOTO JCHCTBHE
€ B PAMKMTE 2 4aca, a NHKHT Ha IOHIKABAHETO HA apTEPHANTHOTO HAIMTaHe ce JOCTUra B paMKHuTe Ha 4-6
yaca. AHTHXHNEPTEH3UBHHAT €eKT Mpoas/DKaBa Hax 24 vaca cien nprema. IIpH MHOrOKpaTeH npHeM
pealicH aHTHXHNEPTEH3HBEH eeKT e HAJTHIE B pAMKHTE Ha 2 CeJIMHLIH, 4 MAKCHMAITHHAT e(EKT ce IOCTHTa B
paMKHTE Ha 4 CEAMHIH H ¢€ NOXTBPIKA B XOAa HA ABITOTpaiiHa TepamHA. 3HATHMO JOMBJIHHTCIIHO
TIOHIDKEHHE HA aPTEPHANTHOTO HAJLTaHE Ce TIOCTHTA NPH KOMOHHALMA ¢ XHPOXIIOPOTHASHIL.

BHE3anHOTO NpeyCTAHOBABAHE HA IEYEHHETO C BANCAPTAaH He ce CBBpP3Ba ¢ rebound-XunepToHHs win ¢
APYTH HeXETaHH KIIWHAYHH ChOHTHSL.

Ilpy nanpenT! ¢ XMnepronua ¥ quaber THn 2 ¢ Muxpoaﬂﬁyl\am{ypm € OTYETEHO, 1€ Balcd




(cepymen kpeatunun <120 mukpomona/l). Cnen 24 ceamuii, UAE e namanena (p<0,001) ¢ 42% (-24,2
MHKporpama/min; 95% JH: —40,4 no —19,1) ¢ Bancaprad v mpubnusuTenHo 3% (~1,7 Mukporpama/min;
95% IH: —5,6 no 14,9) ¢ aMnoaHIHH, HE3ABHCHMO OT CXOJTHATA CTENESH HA IIOHIKEHNE B JBETE IPYTIH.
ITpoygasanero ¢ Bancapral Reduction of Proteinuria (DROP) n3cnegpa fOMBIHHTENHO
edHKacEOCTTa Ha BajicapTaH npu pexyunpane Ha UAE npu 391 nansenT# ¢ XHIEPTOHHSA
(AH=150/88 mmHg) ¢ nuaber Tun 2, anbymunypus (cpesaa crolinoct=102 MukporpaMa/min; 20-
700 pg/min) u 3anazeHa 6b6pedna dynxuus (cpeaeH cepymer kpearnHuH=80 MukpoMona/l).
ITanpeHTHTE Ca paHAOMHA3HMPAHH C €HA 0T 3-Te Ho3u BancapraH (160, 320 n 640 mg/nen) u
JIeKYBaHH B IIpoAbJokeBHe Ha 30 ceqmunu. LlenTa Ha mpoydBaHeTo € Aa yCTAHOBH ONTHMAaIHATA
J103a BayicapTaH 3a peaynupane Ha UAE npu nmanuenTs ¢ Xunepronns u quaber tom 2. Cnen 30
CeAMHIM NponeHTHarTa npoMana B UAE e 3HaunTeIHO HaMalneHa ¢ 36% OT H3XoaHaTa CTOMHOCT ©
sajicaptaH 160 mg (95% IU: 22 no 47%) u ¢ 44% c¢ Bancaprad 320 mg (95% JU: 31 no 54%).
Hanpaseno ¢ 3axmouenne, 9¢ 160-320 mg pancaptan BOZH A0 KIMHAYHO 3HAYHMH peXyKIHH Ha
UAE nips naneHTH ¢ XMITEpTOHHA K qHaber Tvm 2.

OT KIHMHWYHH 3a JBoiiHa 610 Ha peHUH-AHTAOTEH3HH: HOBATA CHCTEM3A
(PAAC):
Jlpe ronemn paHaOMH3MpaHH KOHTposmMpanu npoy4sanns — ONTARGET (ONgoing Telmisartan Alone and in
combination with Ramipril Global Endpoint Trial - Texymmo riobamso i3sndTBaHe 3a KpafHi TOYKH HA
TEIMHCAPTAH, CAMOCTOATENHO H B kombGuHarma ¢ pamunpii) B VA NEPHRON-D (Kounwsso npoyusaHe
CBBP3AHO ¢ PA3BHTHE Ha HedponaTia npu muaber, mpoBeaeHo 0T MUHHCTEPCTBO N0 BEIPOCHTE Ha BETEPAHHTE)
— Npoy4BaT yroTpedaTa Ha komGunanuaTa or ACE mixuturop u anrvoreHsus 1l-penerropen 6mokep.

ONTARGET e npoyuBane, MPOBEACHO NMPH NALMEHTH C aHAMHE3A 33 CHPICYHO-CH0BA HIH MO3BYHO-CHI0BA
Gonect, WM 3axapeH [HabeT THII 2, MPHApPYKeHH ¢ AAHHH 34 YBpexkIaHe Ha edeKTOpHH opranH. VA
NEPHRON-D ¢ npoyusane npu naupeHTH ChC 3axapes Auaber Tin 2 1 AuabeTna HedponaTus.

Te3n npoyduBaHHA He OKA3BAT 3HAUMM GraronpHaTeH edekT BEPXY GHOpeunmTe Wit CHpASHHO-CBAOBUTE
TIOCIIETHLIH H CMBPTHOCT, KaTO CHUICRPEMEHHO ¢a HAOMOAABAHH NOBHILIEH PHCK OT XHIEPKATHEMHES, OCTPO
yBpeXaHe Ha OBOpeLTe H/HTH XUNOTOHKS B CPaBHEHAE ¢ MOoHOTeparmaTa. Karo ce MMaT mpeABHA CXOIHHTE
HM (hapMaKOHHAMIYHH CBOHCTEA, TE3U PE3yJITATH Ca NPHIOKHMH H 33 JpyrH ACE vHXu6HTOPH H aHTHOTSH3HH
II-peuenmopam GnokepH.

ACE uHxu6uTops H aHTHOTeH3HH 11-penerrropHu 610KepH CIICIOBATENHO He TpAORa Jia Ce H3ION3BAT
€HOBPEMEHHO ITPH IALMCHTH ¢ THabeTHa HedponaThs.

ALTITUDE (KnHHH4YHO NIpoy4BaHe IPOBEACHO ¢ ATHCKHPEH HpH MAUHEHTH ChC 3axapeH xuaber THn 2 ¢
H3IO3BAHE Ha CHPACYHO-CHIOBHY M OpOpeuny 3abonaBaHmus KaTo KpaiiHH TOYKH) € NpoyBaHe, MpeIHA3HAYEHO
Jia M3CIIENIBA T0MI3aTa OT A00ABAHETO HA ATHCKHPEH KhM cTaHapTHa Teparmus ¢ ACE unxuGurop win
anrHoTersHH [1-penienTopeH Grokep rpH NaupeHTH CHC 3axapeH quabeT THI 2 H XpOHHYHO OBOpedHO
3a00NiBaHe, CEPAEIHO-CHA0BO 3ab0naBaHe WM H Bete. [IpoyBaHETO € NPEKPATEHO NPEKACBPEMEHHO MOPaH
MIOBMINEH PHCK OT HeGaronpuATHY nocnemuiu. Kakro cupaedHO-ChI0BaTa CMBPT, TAKa H MHCYJITET ¢4 [0-
YeCTH B MPYTIATa HA ANMCKMPEH, OTKOJIKOTO B IpyIaTa Ha 1uialiefo, a MpeACTaRNSBANIMTE HHTEPEC HEKETAHH
CEOMTHA H CEPHO3HH HeXeNaHH CHOHTHA (XMNepPKATHEMHS, XHIOTOHMA M Op0pedna auchyHKIm) ce chobmasar
TIO-4€CTO B IPYNaTa Ha ATMCKAPEH, OTKOJIKOTO B TPYNATA Ha mianedo.

Tleduampring nonyaayua

Xunepronus

AHTHXHIIEPTCHIHBHHUAT e(eKT Ha BA/ICAPTAH € OLICHEH B X0/1a HA YSTHPH PRHAOMH3HPAHH, JBOHHO-CIIENH
KAHHHYHH NPoy4EaHHs NpH 561 neauaTpryHH NALMEHTH Ha BE3pacT oT 6 ao nox 18 roaunn u 165 negypatpuyHyu
TNAUMCHTH Ha BE3PacT ot | jo 6 rogurm. Hapymenns Ha Gr6perre H MMKOMHHATE MHTHINA B PIANE iyl

YECTHTE MOIENKAITY METHIMHCKHA CHCTOAHHA, KOMTO AOMPHHACAT 34 PDa3BHTHETO HA XHNEPTOM
BKJIHOYEHH B MPOYYBAHHATA.

Knunuqen onum npu deya nao 6-2odwmuna swipacm

14 S A



B eHO KIHHHYIHO NpOyvEaHe, BRMFOYBAILC 261 XHIIEPTEH3HBHM NIALMEHTH Ha BB3pacT oT 6 10 16 roanHy,
TALHEHTHTE ¢ Terno <35 kg nomyyasar 10, 40 wm 80 mg pancaprax qHesHO oA GopMaTa Ha TabeTKH (HHCKa,
CpeIHA M BUCOKA [103a), 4 naljMeHTHTe ¢ Terno >35 kg nonyyasar 20, 80 wm 160 mg pancapral JHEBHO TION,
¢opmara Ha TabneTkH (HECKa, CpefHA H BHCOKA 103a). B kpas Ha BTOpara ceiMHMLIA BATCAPTaH BOAH A0
JI0303aBHCHMO NOHIDKEHHE KAKTO Ha CHCTOTHOTO, TaKa H HA MACTOIHOTO HALATaHe. TpHTe A03M BasicapTaH
(HHCKa, cpeiHA M BHCOKA) SHAYMMO NOHMKABAT CHCTOIMOTO HAIATaHe croTBeTHO ¢ 8, 10 1 12 mmHg cnpamo
M3XOAHUTE CTOHHOCTH. FlaupeHTHTe ca paHIOMI3HpaHH A MPOAB/LKAT JA IPHEMAT CBIHTE JI03H BAICApTaH
H/H 12 IPeMHUHAT Ha rurarebo. [py nalmer e, KORTO NPOAKDKABAT Ad NPHEMAT CPEIHA H BUCOKA JI03a
BalCapTaH CHCTOHOTO HANIATaHe € cpeHo ¢ 4 B 7 mmHg no-HUCKO, OTKONIKOTO PH NALMEHTHTE Ha JISYCHHE C
wiane6o. [Ipy naipeHTHTe, NpHEMALIE HHCKA 1032 BARCAPTAH CHCTOIHOTO HAATaHE € noAobHo Ha ToBa NPH
NAIMEHTHTE Ha JIeYeHHe ¢ TUTaneto. J0303aBHCHMHAT aHTHXHNCPTEH3HBEH EKT HA BATICAPTAH & HAKLIC TIPH
BCHUKH OeMOIPadCKEs TOATpyIH.

BEB BTOPO KIIHHMYHO [IpOy4BaHe, BRIoYBamo 300 negnaTpH-HH NAIMEHTH C XHIEPTOHHA Ha BR3pacT oT 6 o
1o 18 romiHE OnpenencHH NAIMCHTH ¢ PAHAOMH3KPAHH Ja IPHEMAT BANICAPTAH HIH CHANATIPAI B
NpoAwWDKeHHe Ha 12 cenmum. Jenarta ¢ Terno Mexay 18 kg u <35 kg npuemar 80 mg pancapran wim 10 mg
eHananpHi; Te3H ¢ Terno >35 kg u <80 kg npuemar 160 mg Bancapran wim 20 mg eHananpui; a Te3H C TEINo
>80 kg npuemar 320 mg pancapras win 40 mg esananprl. IloHIDKeHHETO HA CHCTONHOTO HAISCAHE €
CPaBHHMMO MEIKTY TTallHeHTHTe, IpHeMalH ancaprad (15 mmHg) v enananpwn (14 mmHg) (p-cToiinoct 3a He
no-mManka eduxacHoct <0,0001). IogoGHu pesyaraTi ce HAOMOAARAT B 33 AHACTONHOTO APTEPHAITHO HANSTAHE
- nomnkeHue ¢ 9,1 mmHg 1 ¢ 8,5 mmHg croTBEeTHO C BaNcapTaH H eHANAPHIL

B TpeTo, 0OTBOPEHO KIMHHYHO POYUBAHE, ¢ YYACTHETO Ha 150 XHIIepTeH3HBHH NALMCHTH B NEAHATPHYHA
BB3pacT MexkAy 6 1 17 roqunm, nogxoasiyTe naupeRTH (cucronHoAH >95-us nepceHTHN 32 CHOTBETHHTE
BB3PACT, MO H PECT) ¢a MPHEMAJTH BaNICapTaH B NPOAWDKEeHHE Ha 18 Mecena 3a olleHKa Ha 6€30MacHOCTTa H
norocumocTTa. Ot BeHukure 150 nauueHTH, yqacTBaay B TOBA MpoyuBaHe, 41 ca MPAEMaNH CHITBTCTBALLO
AHTHXHINEPTEH3INBHO JiedeHHe. HayanHuTe 1 noaaspxalMTe J03H ¢a ce ONpeNeasi CIopen KaTeropHara
TEIo Ha natgieHTuTe. [lampentare ¢ Terno >18 a0 <35 kg, 235 mo <80 kg, u >80 a0 <160 kg ca npuemanu
cboTBeTHO 40 mg, 80 mg 1 160 mg, kaTo ao3uTe ca THTPHPAHH choTteeTHO A0 §0 mg, 160 mg u 320 mg cnen
eana ceamuua. [logosuHata ot yuacTeamure namenti (50,0%, n=75) ca nmamm Xb3, ot kouro 29,3% (44)
ca uMand XB3 B cragnii 2 (GFR 60 — 89 mL/min/1,73m?) mm cramuii 3 (GFR 30-59 mL/min/1,73m?).
CpenHOTO NOHIWKeHHE HA CHCTOTHOTO apTEPHATHO HAATAHE NIPH BCHYKH maumeHTH € 6uno 14,9 mmHg
(maxoana croiinoct: 133.5 mmHg), 18,4 mmHg npn nauuentate ¢ Xb3 (M3xoxHa croiiHocT: 131.9 mmHg)
o 11,5 mmHg npn nammenTure 6Ge3 XB3 (m3xonna croiinoct: 135,1 mmHg). [IporteHTHT NalHeHTH,
HOCTHTHAJIH 061 KoHTpoa Ha AH (cucronHo 1 anactonHo AH <95-us nepcenTiur), € OHIT MAIKO NO-BHCOK B
rpynara sa nanrerraTe ¢ Xb3 (79,5%) orkonkoro B rpynata 6e3 XB3 (72,2%).

Kmanmer onum npu deya nod 6-200uuma evspacm

IIpoBeaent ca TPy KIHHAYHH NPOYIBAHKA nipu 291 NalMeHTH Ha BEapacT oT 1 Ao S roauHH. B npoy4saHHaTa He
ca BKJIKOYEHH Jiella nox | roguHa. B mepBoTo npoyusaHe Ha 90 manmeHTH He Moxe Ja 656 NeMOHCTPHpAH
NO303ABHCHUM OTTOBOP., HO BBE BTOPOTO.TNIPOYYBAHE Ha 75 NAIACHTH N0-BUCOKHTE AO3H HA BAJICAPTAH ¢4 CEBP3aHH
C NO-TOJAMO NOAIDKEHHE Ha ApTePHATHOTO HAATAHE., TPeToTo MpoyuBaHe € 6-CefMHIHO PAHIOMH3HPAHO
JABOHHO-CITATIO H3C/ICABAHS HA A030BHA OTTOROP HA BanicapTad npH 126 aena Ha By3pact o 1 Ao 5 rofHHEA C
XHnepToHus, cb¢ wi 6e3 XB3, pannomisapans Ha 0,25 mg/kg wim 4 mg/kg Tenecto Terno. B kpaiiHata Touka
HAMAIABAHETO HA CPEIHOTO CHCTONHO apTepuanHo Hansrave (CCAH) / cpeHOTO AHACTONHO APTEPHAITHO
nansrane (CJJAH) ¢ sancapran 4,0 mg/kg B cpasuenue ¢ Bancaptat 0,25 mg/kg e croretHO 8,5/6,8 mmHg 1
4,1/0,3 mmig; (p=0,0157/p<0,0001). ITo ceums Baysn noarpynara ¢ XB3 cblilo Noka3sa HaMaNsBaHe Ha
CCAH/CIIAH ¢ pancapran 4,0 mg/kg B cpasuenne ¢ 0,25 mg/kg (9,2/6,5 mmHg cpemy 1,2/+1,3 mmHg).

Esponefickara areHius no neKApcTBaTa 0CBO0OKABA OT 3aTBDKCHHETO 38 MPEAOCTABAHE HA PE3YITTATHTE OT
NpOYYBAHHATA C BANCAPTAH BbB BCHYKH HOI[]"pyTII‘l Ha N¢AHaTpHYHATA noMyJlalHa ChbC CHPACYHA HE
H CBP/edHA HEJOCTATHUHOCT Cliell Npeced MuokapaeH HudapkT. Biokre Touka 4.2 3a HHbop
ynorpeba IpH NeAHaTPHIHH NAIAEHTH.

5.2 ®apMaKOKEHETHYHH CBOHCTBA
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Abcopbuyrin
Crnien caMOCTOATENHO NEPOPATHO MPHIIOKEHHE Ha BAICAPTAH IMKOBA [LIA3MEHa KOHLCHTPAIMA Ha BajicapTaH

ce NOCTHra 3a 2-4 yaca np# Tabnerkure, Cpeanara abcomoTHa GroHanuaHocT e 23%. XpaHaTta HaMansea
ekcnosuumaTa (u3Mepena upes AUC) Ha sancaprad ¢ oxono 40% H mHkoBaTa ina3sMeHa KOHLCHTpaius
(Cuax) ¢ oxon0 50%, Makap ue, cnes okono 8 Jaca cliel 103aTa [NIA3MEHHTE KOHIIEHTPAlHK HA BAJICAPTAH ca
noc6HK NpH rpynara ciefl XpaHeHe # rpymara Ha rnagHo. Toea Hamanenue Ha AUC He e CBBp3aHO ©
KIHHMYHO 3HAYMMO HaMalleHHe Ha TCPancBTHYHHA ¢(eKT, 3aTOBa BaJICAPTaH Moxe Aa 6bae npHeMaH ¢ WM

Oea xpana.

Pasnpedenenue
PapHoBecHOTO HHBO Ha 0OeMa Ha pasnpe/iesieHHe IPH HHTPABEHO3HO NIPHIIOKEHHE € 0Kozio 17 IHTpa, KOeTo

[OKa3Ba, Y€ BajicapTaH He c€ pasnpelelid eKCTeH3HBHO B ThKaHUTe. BancapTan ce CBBP3Ba BLE BHCOKA
CTeneH ChC cepyMHHA NpoTeHH (94-97%), 0OCHOBHO CepyMHHSA al0yMMH.

Buompanc us

Bancapran He ce TpaHcgOpMuEpa B rojiMa CTeNeH, Thil karo eApa okono 20% oT Jo3ara ce OTKpHBA KaTo
metabonuTi. EnuH x1apokcH MeTabolIHT € YCTaHOBEH B IUIa3MAaTa B HHCKH KOHLICHTPAIHH (M0-Manko oT
10% or AUC Ha BancapraH). Tozd MeTabonHT € JapMakoNOrH4HO HEAKTHEEH.

Enumunupane
Bancapran nokasea MyIITH-eKCIIOHEHIIBAIHO CIAJAINA KHHETHKa (t12,<1 4ac H t123 OKomo 9 1aca).

Bancapran ce H3TpYBa OCHOBHO Upe3 #UTBYHA eKCKpeuns BuB deneca (okono 83% or po3ara) , 4pe3
6n0pemuTe, B ypHHaTa (okono 13% ot 03ara), ITIaBHO KATO HENPOMEHEHO AKTHBHO BellecTBO. Crex
HMHTPaBEHO3HO NPHJIOKEHHE, IUTa3MEHHST KIHPBHC Ha Bajicapras € okono 2 1/4ac, a GxOpeuHusT My
KITHpBHC € 0,62 1/gac (oxono 30% ot o6 xympshc). HonyxusoTsT Ha BancapraH € 6 Haca.

IIpn naumeHTH che ChpIeYHa HEIOCTATEYHOCT

CpeanoTo BpeMe 3a JOCTHIraHe Ha [IMKOBH KOHLIEHTPALMH ¥ BPEMETO Ha MOMYKMBOT Ha BaJICApTaH NMpH
NMAUMEHTH CBC CHPASYHA HEAOCTATHYHOCT CA MOACOHH Ha Te3H, HabmonasaHK NpH 3IpasH KoOPOBOALMH.
AUC 1 Cmax croifHOCTHTE Ha BaliCApTAH CA I0YTH NPONOPLMOHAIHY ¢ IOBHINABAHE HA J103aTa B
KNHHHYHAS 0308 HHTepBal (40 no 160 mg nea meTH gaeeHo). Cpeanmnsar GakTop Ha HATPYNBAHE € OKONIO
1,7. TIpyBHAHHUAT KIHPHHC HA BANCAPTAH clie]] IEPOPATHO MPHIMKEHHE € MPHGIBHTENHO 4,5 Vuac.
Bu3pacTra He 3acAra NpHBUAHKS KIHPHEC MPH NALMEHTH CHC ChPAEYHA HEAOCTATHYHOCT.

Cneyuanru 2pynu nayuenmu

Crapuecka Bb3pacT
ITpu HAKOM NalMeHTH B CTapUecKa BH3PAcT € HAOMONaBaHa MAJIKO [0-BHCOKA CHCTEMHA SKCIIO3HIHA Ha

BaJICAPTaH B CPABHCHHUC C MJIAJAH NALMECHTH, HO HE € /10KA3aHO TOBA Jia HMa KITHHHYHO 3Ha4YCHHE.

Bnbpeuno yBpexaane
KakTo ce 1 ouakBa 3a BEIECTBO, YHHTO GLOpeueH KIHPBHC € 0TroBopeH camo 3a 30% oT oflus mnasMeH

KIHPBHC, He € Habmonasara BpB3Ka MeXIy ObOpeuHaTa GyHKIHA H 06MOTO pasnpesieicHHe HA BAJICAPTaH.
Ero zampo, kopurupane Ha H03aTa He ce HAJIAra NpH NAHEHTH ¢ OGB6peYHH yEpexaaHH (KPEeaTHHHHHOB
KIHPBHC >10 mi/min). Hama npoBexnaHH mpoyupaHHs 3a He3onacHaTa ymoTpe0a MpH MalHeHTH ¢
KPCAaTHHHHHOB KIHpBHE <10 ml/min u manyeHTH, nognaraHy Ha AHANH3a, 3aTOBA BancapTaH TpAdBa fa ce
MpHJIara ¢ NOBHINEHO BHUMAHHE IIPH Te3H MaLHeHTH (BxK. TOUKH 4.2 1 4.4). BancapraH ce CBbP3Bad BbB
BHCOKA CTETICH C IIa3MEHHTE MIPOTCHHK H € MAJIIKO BEPOSTHO TOH Aa C& SJIMMUHHPA 4Ype3 JHanu3a.

YepHo, HO aHe
[Tpubmuzurenno 70% ot abcopOupanara 1032 ce eMMEHHDA B HITHUKATA, TIABHO B HE
Basicapran e npeMHHaBa 3HaYMMa GHoTpaHc(opMaiua. IIpH nalgeHTH ¢ JIEKO 0 YMS
YBPEAIAHE B CPABHEHHE CHC 3/IPABH HHIHBHIH ¢ HabmonaBa yJBOABAHE HA €KCIIO3 \$ A
Brnpeku ToBa, He ce HabNIOAARA 3ABHCHMOCT MEXK/IY I1a3MEHaTa KOHIEHTpalua Ha Rafddpdnii
Ha 9epHoApoOHa tchyHKIMA CapTer He € MpoyYeH NPH MALUMEHTH ¢ TEXKA YSPHOL A #
To9KkH 4.2, 4.3 n 4.4).

S
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ITeduampuvna nonynayus

B eano npoyusane ¢ 26 neAMATPHYHH MAlHEHTH ¢ XHIIEPTOHK#A (Ha BE3pacT oT | 10 16 ronHHH) PH €IHOKPATHO
TIpHIaraHe Ha BalicapTaH noy dopmara Ha cycnensus (cpearo: 0,9 ao 2 mg/kg, MakcuMaHa f1o03a 80 mg)
KIHPBHCET (JIFTpi/uac/kg) Ha BaICapTaH € CPABHIM MEKIY OTHETHHTE BB3PacTd oT 1 o 16 rogune H nogoben
Ha TO3H IIPH BE3PAcTHA NALMEHTH, MPHEMAIIH CHIHTS JO3H.

Bvbpeuno yepeacoane

‘Ynotpebara npu neMATPHYHH NALIHCHTH ¢ KPEATHHHHOB KIUPBHC <30 ml/min u nequaTpy9HM NalHEHTH,
TOJVIXKEHH HA XEMOAHANA3A, HE € TIPOYUSHA H TIOPaIH Ta3H NPHYHAA HE CE NPENophyBa NPUIATAHETO HA
BaNCapTaH [PH TakHBa NalMeHTH. He ce Hanara kopHTHpake Ha 03aTa NPH NeIHATPHYHH NALUHEHTH C
KPCaTHHHHOB KIMpBHC >30 ml/min. Br6Gpedqnara $yHKiMs 4 HUBaTa Ha cepyMHMS Kanuii TpaGpa Ja Guoar
BHHMATETHO Mpoclie/IfBaHH (B, Toukn 4.2 n 4.4).

5.3 IIpeaxmAEYHH JARHH 33 6¢300aCHOCT

Hexnuunaanme gaHHM, ch6paHH Bb3 OCHOBA Ha o0HYaiiHkTe Npoy4YBaHui 3a apMakonorudHa 6e30nacHoCT,
TOKCHYHOCT CJie]] MHOTOKPaTHO NPHIOKEHHE, FeHOTOKCHUHOCT, KapIHMHOreHeH NOTEHIMAN He Pa3KpPHUBAT
0coDEH PHCK 33 YOBEKA.

INpu muTeXoBe, TOKCWIHH 3a MatikuTe no3u (600 mg/kg AHEBHO) 110 BpeMe Ha NOCNEAHHTE JHH Ha
BpeMeHHOCTTa M KbPMEHETO IOBENO0XA A0 MO-HHUCKA NPEKHBAEMOCT, IO-MATKO HAITABAHE HA TELJIO H
3abapeHo pa3BHTHe (He3apacHana yuIHa MUAA H OTBOPEH CIIyXOB KaHAJN) B OTOMCTBOTO (BX. T. 4.6). Takusa
nosu npH wrexobe (600 mg/kg nHeBHO) ca NpHOIH3UTENHO 18 TETH NO-BHCOKH OT MAKCHMATTHATA
MpenopraBaHa Ao3a PH X0opa Ha OCHOBA Ha mg/m? (TIpH H3IHCEHUATA Ce NPHeMa NiepopalHa 103a ot 320
mg JHSRHO NPH NAHEHT ¢ Terno 60 kg).

B npeaxnHHAYHETE POYIBaHHMA 32 6e30NaCHOCT, BUCOKH J03H Ha BancapTaH (200 no 600 mg/kg renecno
TETJI0) ¢a NPeAH3BHKAIIH NOHIKEHHE B TAPAMETPHTE HA YePBEHHTE KPHBHH KIECTKH Y IUTBXOBE (€PUTPOLMTH,
XeMornoOHH, XeMaTOKPHT) i IpoMeHn B 6L0peuHaTa xeMOAMHAMHKA (MAIKO YBeJIMUeHHE Ha [U1a3MeHaTa
ypes, XunepniasHi Ha 6s0peunnTe kananyera 1 6a30QITHA IPH MBXKUTEe HHIAHBHITH).

TTonobum mo3u mpy MafiMyHH MapMo3€eT ca AOBETH A0 NOAOOHH H3MEHEHM, BLIPEKH Ye Te ca O6HnH no-
TEXKKH, 0c00eHO B GpOpelHTe, KbAESTO MPOMEHHTE Ca C PasBIIIH JO He(pponaTHa, KOETO € JOBENO I0
YBeNM4aBaHe Ha ypesTa H KpeaTHHHHa.

H npu aeata BHAa oo ce Habmoaasa xunepTpodua Ha 61LOpeyHHTE IOKCTATIIOMEPYTHA KNETKH. Benukn
TIPOMEHH ¢a OHIIH TIPHETH KATO PE3YNITAT OT (apMaKoIOrHYHOTO AcHCTBHE Ha BANcapTaH, KOETo
NpeH3BHKBA NPOXBDKHTETHA XHIIOTEH3MA, 0CO6eHO npH MaliMyHHTe MapMoser. XumepTpodusTa Ha

010 peHHTE IOKCTATTIOMEPYITHH KISTKH He H3TJIeXKa 12 € OT 3HadeHAE NIPH XOpa, MPAEMALIY TepareBTHYHH
703H BaJICapTaH.

Heguampuuna nonynayus
ExkeHEBHOTO MEpOpanHO NPUIOKEHNE Ha BANCAPTAH [IPH HOBOPOASHH/MIaIH ToTkxoee (o1 7-MH 10 70-TR
nocTHaTaleH JeH) B 1o3H 1 mg/kg/nen (okono 10-35% or MakcuMaHaTa npenophysana neHATPHYHA 033 0T 4
mg/kg/nen Ha Gaza CHCTEMHA eKCIIOZHIS) IPEAH3BHKBA TPaiiHo, HeoOpaTHMO OBOpeyHO YBpeXaHe.
CriomMenaTiTe noc/eHIUH PEACTABIABAT OUAKBaH arparHpaH (apMaKonoraueH edeKT Ha MHXHOHTOpHTE Ha
AHTHOTEH3HH KOHBEPTHPAIHS €H3MM M anruoTensHH I1 peuerrroprmTe 610KepH, Kato NoaoGHH edexTu ce
HabmoaBAT, KO IUTHXOBETE ¢A OHIIM NOUIOKEHH HA JIeveH e Npe3 mbpeuTe 13 quu ot x1BOTa MM. To3H nepHon
CBENAJA ¢ 36-Ta recTallMOHHA CEJIMHLIA TIPH XOPa, KATO MOHAKOra MOxXe fia Ob/ie yARDKeH 0 44 CeIMHUM ClIe
3a4eBaHeTo. ILTExoBeTe B I0BEHHIHOTO IPOYYRAHE HA BATICAPTaH ca TPSTHPAHH C BanicapTaH 10 70-TH JeH U
ethexm BBpXY pazBuTHETO Ha GBEOpeMTE (4-6 NOCTHATANHM CEMMIM) HE MOTAT Jja C& W3KITIONAT.
DyHKIHOHAIHOTO pa3BHTHE Ha OB0peKa e mpollec, KOMTO MpH Xopata MPOTBIBKABA H IPE3 MEPBATA MOMHA OT
auBoTa. CeaoBaTeIHO, TIPH JElia Ha BB3pacT <1 ropHa He Mojke Ja C& H3KII0UH KIHHHYHA 3HAYUMOCT, JOKATO
pY TE3H HaZ 1 ro/iAHA NPeNTAHMYHITE JAHHH He TIOKA3BAT HAKAKEH IOBOH 33 NIPHTECHEHHE
GesonacHocTTa.

6. PAPMAIIEBTHYHH JAHHH
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6.1 CoecLk A IOMOIAHTE BEIECTBA

Cuvpyesuna na mabremxama

JlakTo3a MOROXHApAT

Iemynosa, MUKpOKpHCTAIHA
Kpockapmenosa HaTphit

Tlornnon K29-K32

Tank

Marneanes creapar

CHITHIMEB AHOKCHI, KOIoHAeH Oe3BoneH

Durmos0 noxkpumue

HomMBHHANOB ATKOXOT

Makporon 3350

Tank

Jlewurun (cpaepKa coero Macno) (E322)

Turanop anokeup (E171)

bt xenezed okcun (E172)

Yepsen xenezed okcu (E172) [camo npu 80 mg u 160 mg]

6.2 HechbBMecTHMOCTH
He e npanoxmmo.
6.3 Cpox Ha chIpaHcRue

3 roaunH 3a TabneTky, onakosaHy B Gmictep or PVC/PE/PVDC-AL
3 roauHH 3a TabneTkH B MOIHECTAIEHOBA ONTAKOBKA 33 TabneTKH.

6.4 Cpenmaand yCI0BHSA HAa ChXpAHEHHE

Bmmctepu or PVC/PE/PVDC-AL: [la ce cxxpanasa non 30°C.
[NonueTuneHopa onakoeka 3a Tabnerku: To3n ekapcTBeH NPOLYKT HE H3HCKBA CIICIHAIHH YCIOBHA HA
CHXpaHeHHE.

6.5 BajH cLILPAAEHE HA ONAKOBKATA

Bmucrep ot PVC/PE/PVDC-AL

Bupose onaxosku: 7, 14, 28, 30, 56, 98 u 280 punmupanu Tabnetku
ITonnernneHora onakoBka 3a Tabierku (o0e3onacena (securitainer), ITE).
Buaose onakoeku: 7, 14, 28, 56, 98 u 100 ¢punmupanu Tabnetku

He BcHUKH BHAOBE ONAKOBKH MOraT fa Obaar MycHaTH B mpoaakGa.
6.6 Croennannn DpeINa3HA MepKH NPH H3XBLPJASHE

Hsama cnenyamiy H3MCKBaHHMA,

Hen3non3paHuAT NEKAPCTBEH MPOAYKT WM OTIIAXBYHHTE MATEPHAIIH OT Hero TpaOBa Aa c€ H3XBBPIIAT B
CBOTBETCTBHE C MECTHHTE H3HUCKBAHHA.

7. MPHTEXATEJ HA PAZPEIIEHHUETO 3A YIIOTPEBA
Egis Pharmaceuticals PLC

1106 Budapest, Kereszturi tit 30-38.
Yurapua

——
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8. HOMEP HA PASPEHIEHHETO 3A YIIOTPEBA

Caprer 40 mg $unmupanu Tabnerku: Per Ne: 20080154

Caprer 80 mg ¢unmupann Tabnetkn: Per.Ne: 20080155

Caprer 160 mg brumMapann Tabnerxku: Per Ne: 20080156

9. JIATA HA IThPBOTO PASPEIIEHHE/TIOJHOBABAHE HA PASPEHIEHHUETO
Jata Ha mepBoTo paspemense: 11.08.2008 r.

Jara Ha nocneaHoTo NonHoBAEaHe: 23.12.2014 1.

10. JATA HA AKTYAJIM3HUPAHE HA TEKCTA

®eppyapu, 2021 .
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