KPATKA XAPAKTEPUCTHUKA HA ITPOAYKTA



1. HWME HA JJEKAPCTBEHHUS NTPOJAYKT

Bancakop 40 mg ¢puamupanu tabietku ,/L? J Y 092/2;2

Valsacor 40 mg film-coated tablets CEE I F 1 9 -05- 202

2 KAYECTBEH U KOJIHYECTBEH CHCTAB
Besika ¢punmupana tabnerka cwabpika 40 mg Basnicapras (valsartan).

[IOMOLLIHO BELIECTBO C U3BECTHO J1EHCTBHE:
JlakTo3a | 14,25 mg/rabaetka

3a MbJIHKA CMHCHK HA MOMOLIHHMTE BELLECTBA, BHKTE pazzen 6. 1.

L, JEKAPCTBEHA ®OPMA

®unmupana tabnerka

KbiT0-KahsBH, KPBIUIK, J1€KO ABOHHOM3MbKHAIN (GHAMUPAHK TabIETKH C AeHUTEHA yepra OT eaHaTa
CTpaHa.

Tabnerkara moxe na Obae pa3esieHa Ha paBHH J103H.

4. KIUHUYHHU JAHHHU
4.1 TepaneBTHYHH NOKA3ZAHHS

XHUINEPTOHHUSA
JleyeHue Ha eceHUMaIHa XMNEPTOHHMS NPH JIELIA U FOHOLIM HA Bb3pacT oT 6 10 noa 18 roanHm.

[IpeceH MuokapaeH HHpapkT
JleyeHne Ha KIIMHUYHO CTAOMIIHM MALMEHTH ChC CHMITTOMATHYHA CbPAEYHA HEA0CTATHYHOCT MK
0e3cMMNTOMHA JIeBOKaMepHa cUCTO/IHA AMChYHKUMS ciiea npece (12 yaca — 10 aHu) MHOKAap/1€H

HH(apKT (BK. ToukK 4.4 u 5.1).

CbpaeyHa HEAOCTATHLYHOCT

JleyueHue Ha BBH3PACTHH NALIMEHTH CbC CUMIITOMATHYHA CbP/EUYHA HEIOCTATBUHOCT, Korato ACE-
MHXHOMTOPH HE Ce MOHACAT, WM NPH NALWEHTH C HENOHOCUMOCT KbM GeTa G10KepH KaTo A0MbaBalla
Tepanus KbMm Tepanuara ¢ ACE-UHXHMOMTOPH, KOraTo He € BbMOYKHO 1a C€ HU3MOoJI3BaT
MHHEPAIKOPTHKOH/IHH PELENTOPHH aHTArOHUCTH (BXkK. Touku 4.2, 4.4, 4.5u 5.1).

4.2 Jlo3MpOBKA H HAYHH HA NPH/I0KEHHE

Ho3uposka

[IpeceH muokapaeH UHbapKT
[Ip1 KIMHHYHO CTAOMJIHK NALIMEHTH JIEYEHHETO MOXKe J1a Ob/Ie 3aMoYHaTo B pa
MHOKapaHHus HH(papkT. Cien HavanHa 103a ot 20 mg 1Ba MbTH JHEBHO 103aT
na ce turpupa 10 40 mg, 80 mg 1 160 mg 1Ba NbTH AHEBHO B ClieABALLMTE H
Hauasnnara no3a ce ocurypsisa upes 40 mg ne1MMu TabaeTkm.




[lpruentara MmakcumanHa go3a € 160 mg apa nvru qHesHo. [lpenopbusa ce nauueHTHTE aa
AOCTUTHAT Ao3a oT 80 mg aABa MbTH AHEBHO 3a ABE CEAMHLM Clle] 3aMOYBAHE Ha JIEYEHHETO, a
NpULENHATa MAaKCHManHa 1032 oT 160 mg nsa NbTH AHEBHO Aa C€ JOCTHIHE 3a TPH MECELIA B
3aBHCUMOCT OT NMOHOCHMOCTTA Ha nauueHTa. [Ipy nosasa Ha cCMMNTOMATHYHA XUNOTOHHUA WK
HapylieHne Ha O6nOpeunaTa QyHKLHMS clieaABa Aa ce 00CHAM HaMalaBaHE Ha J03aTa.

Bancapran Moxe 2a ce npuaara npy NauMeHTH, JIEKYBaHH C APYrY CPEACTBA 3a JIeYeHHE Ha
CeAMHPAPKTHHU CHCTORHHSA, HANp. TPOMOONHTHLM, aLETHICATHLNIOBA KHCenHa, GeTa-Grokepy,
CTaTUHH K anypeTHuH. KomOuHaumsara ¢ ACE nuxubutopu He ce npenopwusa (Bx. Touku 4.4 u 5.1).
OueHKaTa Ha NALMEHTUTE CeA MUOKapAeH MH(APKT BUHArK TpabBa Aa BKAIOYBA OLEHKA Ha

O0b0OpeuHara QyHKLUMA.

CobpaeyHa HEAOCTATBLYHOCT

[IpenopbuBanaTa HavaiHa n03a Ha BaicapraH € 40 mg ABa NbTH AHeBHO. [lokayBaHeTo Ha 103aTa A0
80 mg u 160 mg asa myTH THEBHO TPabBa Ja Ce OCHLIECTBABA MPE3 HHTEPBAIH OT Hal-MANKO ABe
CEAMHLH, 10 HAH-BHCOKATa 1033 B 3aBUCUMOCT OT NOHOCHMOCTTA Ha naumeHTa. Cheasa aa ce o0chau
HaMaaABaHe Ha [03aTa HA BKAKOUYEHHS B JIEHEHHETO IUYpPETHK. MakcHManHara JHEeBHA N03a,
MpyuaaraHa B KJIHHHYHH NpoyusaHHs, € 320 mg B HEKOJKOKPATEH MPHEM.

BancapTtan Moxe 1a 6bae npuiaraH c Apyrd CXEMH 3a NEYEHHE HA CHPACHHA HEAOCTATHYHOCT.
He3aBMCHMMO OT TOBa He ce npenopbuBa TPoiHATA KOMOMHALMS OT ACE-unxuburop, Bancapran u
beta-On0kep nnmn kanuii-cbxpaHaBaul IHypeTHk (BxK. ToukH 4.4 1 5.1).

OueHKaTa Ha MALKMEHTHUTE CbC ChPACUYHA HEAOCTATLYHOCT BUHAMM TPAOBA Aa BKJIHOMBa OLUEHKA Ha
ObOpeuHaTa hyHKUUA.

Lonvanumeana unghopmayun 3a cneyuasnu 2pynu nayuenmu

Xopa B cTapuecka Bb3pacT
He ce Hanara npoMsaHa B 103MPOBKaTa INpH MauWEHTH B CTAPUECKA Bb3PAcT.

buOpeuHo yBpexaaHe
He ce Hanara npomsHa B 103aTa NpH BB3pacTHH NAUMEHTH C KPEATHHHHOB KNIMPBHE >10 ml/min (Bx.
TOUkH 4.4 u 5.2).

YepHoapobHo yBpexcaaHe

BancapraH € npoTHBOMOKa3aH NPU NALKHEHTH C TEXKKO HePHOAPOOHO yBpexiaHe, GHInapHa LMpO3a K
MpH NAUHECHTH ¢ XoJecTasa (BkK. TOUKH 4.3, 4.4 u 5.2). [Ipr nauMeHTH ¢ N1€KO 10 yMEPEHO
“4epHOoApoOHO yBpeknane Ge3 xonecrasa no3aTa Ha BajicapraH He TpsaGsa aa npesuwasa 80 mg.

Ileduampuuna nonyaayus

JleyeHue Ha XUIMepTOHHS NpPH Jelia

Heya u onowu om 6 0o noo 18 200uwna ev3pacm

Hauyannata no3a e 40 mg enHokpaTtHO AHEBHO NpH aeua ¢ Terno noa 35 kg n 80 mg ennokparho
AIHEBHO APH Te3u ¢ Terno 35 Kg unu noseue. Jlozata ce onpenens Ha 6a3aTta Ha OTrOBOPa Ha KPBBHOTO
HaNAraHe i NOHOCHMOCTTA. 32 MAKCHMATHUTE 03U, NPOYYBAHH B KIIHHUYHH U3IMTBAHHUSA CE OTHECETE
KbM Tabauuara no-aoay.

/1031, NO-BHUCOKH OT TE3H, KOMTO €a MOCOYEHH He Ca MPOYUYBaHH M MO Ta3H [PHYHHA HE Ce

npenopuuBart 3a ynorpeda npu geua.

Termno MakcumanHa no3a, Npoy4YBaHa B KJIHHHYHH H3NHTBAHU
>18 kg no <35 kg 80 mg '
235 kg no <80 kg 160 mg

>80 kg no <160 kg 320 mg

Heya noo 6-co0wuna sv3pacm




Hannunnte aanuu ca onucann B Toukn 4.8, 5.1 n 5.2, BezonacHocTTa M edukacHoCTTa Ha Bancakop
MpH Jela Ha Bb3pacT NoA | roaMiHa 8b3pacT He ca YCTAHOBEHH.

Ynompeba npu neduampuxru nayuenmu na gv3pacm om 6 0o nod_18 200unu c 6vbpeyuno vepexcoare
Ynotpebara Npu neauaTpu4HY NAUMEHTH € KPEATHHHHOB KIMPbHC <30 ml/min # neanaTpruHm
MAUMEHTH, IOAIOKEHH HA XEMOAMAITH3A, HE € NPOYYEHA U NOPAAHM Ta3H MPHYKHHA HE Ce MpenopbLyYBa
NpuaraHeTo Ha BasicapTaH NpH TakKHBa naurdeHTH. He ce u3nckea xopurupade Ha nosara npu
NEANATPUHHH NAUHCHTH C KPEaTHHUHOB KIHPBHC >30 ml/min. brOpeunara dynxuus u vuBara Ha
CepyMHHR KanuH Tpadsa na ObaaT BHUMATENHO NpocieasBaHu (BxX. Touku 4.4 n 5.2).

Ynompeba npu neduampuunu nayuenmu Ha ev3pacn om 6 00 nod 18 200unu ¢ yeprodpobHo
yépeoicoare

[lonobHo Ha Bb3PAaCTHHTE MAUMEHTH, BANCAPTaH € NPOTHBONOKA3aH NPH NEAUATPHYUHH NALMEHTH C
TEKKO YEPHOAPOOHO yBpeskaaHe, GHIMapHa LMPO3a M MALMEHTH C XoecTasa (BxX. Touku 4.3, 4.4 u
5.2). Hanuue e orpaHn4eH KIHHHYEH OMHUT ¢ yoTpebaTa Ha BANCAPTAaH NPH NEANATPHUHH MALMEHTH C
JIEKO 10 yMEPEHO H4epHOAPOOHO yBpexaaHe. [1pu TakuBa naLMEHTH 103aTa Ha BaicapTaH He TpsaGBa
Aa npesywiasa 80 mg.

Cbpoeuna nedocmamvynocm u npecen MuokapOen ungapkm npu deya

BasicapraH He ce npenopbUBa 3a JleUeHHe Ha ChPAEYHA HEAOCTATBYHOCT M npeceH MUOKapaEeH
HH(pAPKT NpH Jeua v 1HOWHK noa 18 roauuu nopaau nyncara Ha AaHHH 3a 5e30MacHOCTTa U
epKacHOCTTA.

Hauun na npuroxcenue

Bancapran moxe aa 6bae mpHeMaH HE3aBUCHMO OT XPaHEHETO M TpabBa a ce npuema ¢ Boja.

4.3 IIporuBonoxka3zaHnd

- CBpbX4YBCTBHTENHOCT KbM AKTHBHOTO BELWECTBO M/IH KbM HAKOE OT NOMOLLHHTE BELLECTBA,
u3bpoeHu B Touka 6.1.

- Texko yepHoapobHO yBpexaaHe, GunHapHa LMpo3a ¥ XonecTasa.

- BTopu u TpeTH TpuMecTbp Ha GpeMeHOCTTA (BXK. ToukH 4.4 1 4.6).

- Ennospemernara ynotpefa Ha Bancakop ¢ alMCKHPEH-ChABPKALIN NPOAYKTH €
MPOTHBOMOKA3aHa MpPH NaLMEeHTH CbC 3axapeH auadet uan 6uOpeuno yepexaane (GFR < 60

ml/min/1.73 m?) (BX. Touxa 4.5 u 5.1).
4.4 CroeuraaHH NpeaynpexieHns H NPEeANASHA MEPKH NpPH yROTpe6a

XunepkaaneMus

EnHospemenHaTa ynoTpefa ¢ kanveBu 106aBKH, KANH-ChbXPaHABALLK AHYPETHLM, 3AMECTHTEH Ha
CONTA, ChbABLPIKALLK KaJIHH, HITH IPYTH JIEKAPCTBEHH TTPOAYKTH, KOUTO OWXa MOTM Na NOBMLUAT
HUBATA HA KAMWH (XENapuH U T.H), He ce npernopbuea. CTOMHOCTHTE Ha Kanua TpsbBa na ce
MOHHTOTPHPAT CHOTBETHO.

Hapywenue Ha 6b0peunara dpyHxuus

Jlunceat nanuu 3a 6e3onacHa ynotpeda npH NauUMeHTH ¢ KPEATHHHHOB KIMPBLHE < 10 ml/min 1 npH
MpOBEXKAALLH THANTH3A, IOPAAH KOETO BajicapTaH Tpabsa aa ce ynoTpedsaBa C NOBUILIEHO BHUMAHUE
NpH T€3H NALUMEHTH. He ce Hanara kopurnpase Ha 103aTa NpH NALHEHTH C KPEATHHHHOB KJIHPBHC
> 10 ml/min (Bx. Toukn 4.2 u 5.2).

HepHoapobHo yepexaaHe
[1pn nauneHTH C JIekO 10 YMEPEHO 4YepHOAPOOHO YBpexkaaHe 6e3 xonecTasa BaJICapTaH
ynoTpebaBa ¢ NOBHUIEHO BHUMaHHKE (BXK. TO4KH 4.2 1 5.2).

[launeHTH ¢ HaTpueB W/ unu obemeH aeQHLHT




IIpy naumneHTH ¢ TexbK HATPHEB H/KAKM oOeMeH AedULKT, KATO TE3H, KOUTO NOSYYaBaT BUCOKH J03H
JAHYPETHLIM, B PEAKH CAYUYaH C/€] 3ar04BaHE HA JEUEHHUE C BAACAPTAH MOXE /12 Bb3HHKHE
CHIITOMATHYHA XUNOTOHHUSA. HaTpueBusaT u/uaun o6eMHUAT aedrudT TpaOBa Na ce Kopurupa npeau
3aMO4YBaHE HA IEYEHHETO C BAICAPTaH, HAMPUMEP Ype3 HAMANABAHE Ha 103aTa Ha AHYPETHLIUTE.

CreHo3a HA OwuOpeuHarTa aprepud

[1py nauneHTH ¢ OWnaTepanHa cTeHo3a Ha OLOPEUHHTE apTepHH WIH NPU CTEHO3a Ha aPTePUATA Ha
€AMHCTBEH OLOpek B6e3onacHata ynorpeba Ha BAICapTaH HE € YCTaHOBEHA.

KpaTkocpouHo fIpHA0KEHHE Ha BAJICAPTaH NPH ABAHANECET MALMEHTH C PEHOBA3ANHA XHITEPTOHUA
BCJICACTBUE HA €/IHOCTPAHHA CTEHO3a Ha 0BOpeUHaTa apTepus He BOAW 10 3HAUUMH NPOMEHH B
0BLOpeuHaTa XxeMOJMHAMHKA, CEPYMHHS KPEaTHHHH WK HUBOTO Ha ypeaTa B kpbeTa (BUN).
He3aBMCHMMO OT TOBa APYTH NEKAPCTBa, KOWTO NMOBHABAT CUCTEMATa PEHUH-aHIMOTEH3UH, MOTaT 1a
MOBULUAT CTOMHOCTHTE Ha KPbBHATA YPEA M CEPYMHHA KPEATHHHH MPH NAaLKMEHTH ¢ €AHOCTPAHHA
CTEHO3a Ha OLOpeuHaTa apTepud, Nopajay KOETO ce MpenopbyBa npocieasBaHe Ha 6LopeyHara
(GYHKLHS NPH NaUKMEHTUTE, JIEKYBAHH ¢ BAJICApTaH.

buOpeuHa TpaHcnAAHTALHS

J10 TO31 MOMEHT HAMA HATPYNaH OMKUT NO OTHOWEHHE Ha Ge3onacHara ynotpeba Ha BajicapTaH npm
NauMeHTH, NIpeKapaln Hackopo 6bOpeyHa TpaHcnaHTaLuA.

HNHTEeCTUHANEH aHTHOEIEM

3a MHTECTUHAJIEH aHTHOEAEM Cce ChoOWaBa NpY NaLKHeHTH, NEKYyBaHH ¢ aHruoTeH3ut Il peuentopHu
aHTaroHUCTH, BIUTIOUHTENTHO BaicapTaH {BX. Touka 4.8). Tesn nauneHTr uMart KopeMua 00JKa,
rageHe, NoBpbliaHe W fHapHua. CUMINITOMUTE OTIYMABAT CeA NPeyCcTaHOBABAHE HA AHTHOTEH3MH 1
PEUETITOPHHUTE AHTArOHHCTH. AKO C€ AHArHOCTHLIMPA UHTECTHHANIEH aHTHOEAEM, IEYEHUETO ¢
BasicapTaH TpAOBa Aa ce MPEYCTAHOBU M [1a CE 3aMOuHe MOAXOAALIO HAONIOAEHHUE A0 MBAHOTO
OTIHYMABAHE HA CUMITTOMUTE,

[TbpBHYEH XHNMEPANAOCTEPOHUIBM
[TauyeHTHTE C NEPBHUCH XMITEPANNOCTEPOHUIbM He TPsbBa Aa ce NeKyBaT ¢ BancapTa, Thil KaTo
TAXHATAa CUCTEMA PEHUH-AHTUOTEH3MH HE € AKTUBHPAHA.

AQpTHA U MHTpaNHa KNalHa CTeHO3a, OOCTPYKTHBHA XUNepTpodHuHa KapAHOMHONATHS

KakTo npu BcHuku APYrH Ba30AMIaTATOPH € HEOOXOAUMO 0cOBEHO NOBHUILEHO BHUMAHHKE NPY
MaUMeHTH, CTpanallld OT A0OPTHA HJIK MUTPATHA CTEHO3a WK OT OOCTPYKTUBHA XHNEpTPOPHUUHA
kapanomuonatug (OXKM).

bpemeHHOCT

He Tpabea na ce 3anousa eyeHHe ¢ aHrHoTeH3uH 1l peuentopuu Gaokepu (APB) no speme Ha
bpemennocT. OcBeH ako NpoABKHTENHATA Tepanna ¢ APB ce npeLenn kaTo kH3HeHOHeobX0aMMa,
JICYEHHETO HA NALMEHTKH, KOUTO TUIaHHpaT OpeMeHHOCT, TpabBa na 6bae 3aMEHEHO C aAITEPHATHBHO
AHTHXUAEPTEH3MBHO JICUEHHE € YyCTAHOBEH Npodun Ha 6e3onacHoOCT 3a ynotpeba no BpeMe Ha
OpemeHHOCT. [1pu ycTaHoBABaHe Ha OpeMeHHOCT, neyenHeTo ¢ APB Tpabsa He3zabaBHO na ce
NPEYCTaHOBH M A C€ 3aN0MHE AITEPHATHBHO JICUYEHHUE, aKO € Noaxoaaiuo (Bx. ToukH 4.3 u 4.6).

[1peceH MUOKapaeH WHGpapKT

KoMOHHauuMATa Ha KanToMpH/ H BAJICapTaH He NOKa3Ba JOMbIHHTEHA KIKHHYHA N0J13a; HANPOTHB,
PUCKBT OT HEXKEIAHHW peakiMy C€ MOBHLLIABA B CPaBHEHHE CbC CHOTBETHUTE Tepanuu (BX. Touku 4.2 1
3.1). Ilopaau ToBa He ce npenopbysa komMbuHauusaTa Ha Bancaprad # ACE unxubutop.

HeobxoauMo e na ce 06bpHe 0coGeHo BHUMAHME MPH 3a104BAHE HA TEPANHA NPH MallMEeHTH cnen
MHOKapaeH HHGapKT. OLEHKATa HA RAUMEHTUTE CNEN NpeKkapaH MHOKAPAEH HH(ApPKT BH TN

Ja BKJKOYBA oUeHKa Ha 6bOpeuHaTa dyHkuUug (BX. Touka 4.2). & I;ﬁ_

Ynotpebara Ha BancapTaH NpyY NALKMEHTH Clea MHOKapAeH HHAPKT YecTo BOAH A0 AN

apTepHANTHOTO HanAraHe, Ho OOMKHOBEHO He Ce Hanara nNpeycTaHOBSBAHE HA fieUeH & \ e, )
P

nNpoAbAXkaBalia CHMNTOMATHYHA XHNIOTOHMKA, KO C€ CNa3BaT HHCTPYKUWHTE 33 103
4.2).



ChbpaeyHa HEROCTATBYHOCT
PHCKBT OT HEXETaHH JIEKAPCTBEHH peakUuy, 0COOEHO XUMOTOHUA, XHMEPKATUEMHS U HAMAASBAHE Ha

61bOpeuHaTa dyHKUMA (BKAIOUHTENHO OCTpa ObOpeyHa HEAOCTATBYHOCT), MOXKE /1a CE NOBHILH, KOraTo
Basicakop ce usnonsea B komOunaums ¢ ACE-unxuburop. [1pu nausvieHTH che chpaeyHa
HEIOCTATbYHOCT TpoHHaTa koMOHHaumMa ot ACE-unxubutop, Geta 610kep u Bancakop He nokassa
KJIMHHYHA non3a (BXK. Touka 5.1). Tazu koMOHHAUWA BUAMMO NOBUILABA PHCKA OT HEXENAHU ChOUTHS
W CIEIOBATENHO He ce npenopbuBa. Tpofina komOuHauus oT ACE MHXUOUTOP, MUHEPAIKOPTHKOMU/IEH
PELENTOPEH aHTArOHKUCT H BalICAPTaH CBLLO HE ce npenopbyBa. Te3n komOuHauuu Tpabea na ce
H3NOA3BAT NOJ HAOMOAECHHETO Ha CMELMATHCT U NPU YECTO BHUMATEIHO MOHHTOPHPAHE Ha
OLOpeyHaTa PyHKLMA, €ACKTPOJUTHTE U KPLBHOTO HaAAraHe.

Heobxoaumo e na ce 06bpHe ocobeHo BHUMaHKE NpH 3ano4YBaHe Ha Tepanus PH NALMEHTH ChC
ChpaCYHa HEAOCTATHbYHOCT. QUEHKATA HA NaUMEHTHTE CleA NMpeKapaH MHOKapaeH HHDAPKT BUHATH
TpA0Ba Aa BKIOUBA OLEeHKA HA ObOpeyHaTa dyukuus (BxkK. Touka 4.2).

YnorpebaTa Ha Bajicakop npy nauMEeHTH CbC ChpAEUHA HEAOCTATBUYHOCT YECTO BOAM A0 M3BECTHO
MOHHXXABaHE HA apPTEPHAITHOTO HANAraHe, HO OOMKHOBEHO HE CE€ Hajlara npeycTaHOBsIBAHE HA
JICHEHHETO NOpaiy NpoaAbHKaBalla CHMITOMaTHYHA XHNOTOHHUS, AKO CE CNAa3BaT HHCTPYKUHKHTE 3a
ao3upaHe (Bxk. Touxa 4.2).

[Ipy nauMeHTH, YynaTo ObOpeUHa GyHKIUA MOKe Aa 3aBUCH OT AKTUBHOCTTA HA PEHUH-AHTMOTEH3UH-
aNAOCTEPOHOBATA CHCTEMA (HAaNp. NaUMEHTH ¢ TeXKKa 3aCToHHa CbhpAevHa HEAOCTATBYHOCT),
neyeHneTo ¢ ACE-uHXHOMTOPHU Ce CBBbp3Ba C ONIUIYPHA H/WIH NPOrpecHpalla a30TEMHUA H B PeaKH
Cliydad ¢ ocTpa 6pbpeuHa HegocTaTbYHOCT WM cMBPT. Thit kKaTo BancapraH e aHrMoTeH3uH ll-
peLenTopeH O10Kep, HE MOXKE A1 C€ M3KJTIOUH Bb3MOXHA Bpb3Ka Ha yrnoTpebara Ha Bancakop ¢
yBpexIaHe Ha ObOpeuHaTa QyHKUMA.

ACE HHXrOHTOpH H aHrnoteHsnH ll-peuentopHu 6nokepu He TpaGBa Aa ce H3NON3BAT €QHOBPEMEHHO
[PH NauHeHTH ¢ auabeTHa HedponaTHs.

AHaMHe3a ¢ aHrHoeaeMm
AHrvoeaem, BIJIOUBALL NOAYBaHe HA JapUHKCA H MOTHCA, npyU4YUHABaW obCcTpyKUMa W / HNH

NoayBaHe Ha JINLETO, YCTHHTE, PapHHKCca, U / MM €31Ka, € A0KIaJBaH PH MalHEHTH, IEKYBAHH C
BaJICapTaH; HAKOHM OT TE€3H NMALUEHTH Ca MONy4aBalu aHTHOEAEM U OT APYTH IeKapcTBEHH CPeaCTRa,
pruttounTenHo ACE unxubuTopH.

Bancakop tpadea HezabasHo na Oble cnpsaH nNpH NauMeHTH, pa3BUBALLH AHTHOSAEM, W JICUEHHETO ¢
Bancakop He 64Ba na ce BL30OHOBABA.

ABoiHOo O/10KHpaHE Ha cUcTEMaTa peHUH-aHrHoTeH3nH-an1ocTepol (PAAC)

Hima aaHHy, ye egHoBpeMeHHata ynotpeba Ha ACE nHxuburtopu, aHrnorensuH ll-penentopuu
O/10KEpH HITH aNMCKHpPeH MOBHUILABA PUCKA OT XHIOTOHHSA, XHITEPKAIUEMHS H HAMAIIBaHE Ha
OBOpeuHaTa pyHKLMS (BKIOUHTENRHO ocTpa 6b0peuHa HenoctaTbuHocT). [Mopaau ToBa He ce
npenopbusa ABOMHO OnokupaHe Ha PAAC upe3 kombuHupanara ynorpeba Ha ACE wHxHOHTODH,
aHTHOTEH3HH ll-peuenTopHy Gnokepr K antUcKUped (Bx. Touku 4.5 u 5.1).

AKO ce NpeueHy, ue Tepanuara ¢ ABoHHO Onokupane e abcontoTHO Heobxoauma, ToBa Tpabea na
CTaga ¢aMo NoJ HabMOAEHHUETO Ha CIIELIMATHUCT M NPH YECTO BHUMATENHO MOHHUTOPHPAHE Ha
OBOpeuHaTa PyHKUMSA, €NEKTPOJUTHTE ¥ KPLBHOTO HaIATaHE.

ACE UHXHOMTOPH U aHrdoTeHsHH [1-peuentophu 6nokepu He TpabBa Aa ce H3MO3BAT €JHOBPEMEHHO
NPH NAUKEHTH ¢ AHabeTHa HedponaTus.

Heduampuuna nonyrayus

Hapyuwena 6u6peuna dyHkuus
YnorpebaTa NpH neagvaTpryHy NaUHEHTH C KPEATHHHHOB KIHWPbHCE < 30 ml/min u
MALHECHTH, MOANOKEHH HA XEMOIHANIN3A, HE € MPOYUYEHA W Nopaaud Ta3H NPHYKHA H




MPHNaraHeTo Ha BajcapTaH NpH TaKUBA NaLMEHTH. He ce n3nckea kopurupaue Ha Ao3aTta nNpH
NEAHATPHYHH MALIMEHTH C KPEaTHHHHOB KAWPHHC >30 ml/min (Bxk. Touku 4.2 u 5.2). Br6peunara
(hYHKLMS U HUBATA HA CEPYMHHA KaTn# Tpa6Ba 1a 6bAAT BHUMATEHO NPOC/IEAABAHH 10 BpEME Ha
JICYEHHETO C Ba/ICapTaH, 0COOEHO KOraTo BancapTaH ce Npuiiara npu HajTHuue Ha ApYrH ChCTOSHUS
(TemMnepatypa, AeXHApATALMSA), KOUTO MOFAT 1a MPEeAN3BHKAT HapyLieHHe Ha HbOpeyHaTa By HKLHU.

Hapyiena yepHoapoOHa QyHKUHS

[tonobHO Ha BL3IPACTHHTE NALIMEHTH, BAICAPTAH € NPOTUBONOKA3AH MPH NENATPHUHH MALHEHTH C
TEKKO 4epHOAPOOHO yBpeXkKAaHe, OHHapHa NHPO3a U NaLMEHTH ¢ X0necTasa (Bxk. Toukd 4.3 u 5.2).
Hanuue e orpaHuueH KNHHHYEH OMHT ¢ ynoTpebaTa Ha BajcapTaH NpW NEAHATPHYHU MALUMEHTH C JIEKO
10 yMepeHo YepHoapoOHO yBpeskaaue. [1pH Taknea mauyeHTH 103aTa Ha BajicapTaH He TpAGBa aa
npesuviiasa 80 mg.

Bancakop ceabnpxa naktosa. [lauveHT ¢ peakd HacneacTeeHH NPobaeMHu Ha HENOHOCUMOCT KbM
raaKTo3a, NbJIeH aKraseH AeQULHUT UK MIOKO30-ranakTo3Ha Manabcopums He TpabBa 1a Npuemar
TOBa JIEKApCTBO.

Basncakop chabpka Hatpui. ToBa nekapcTBo ¢babpiKka Mo-Manko ot | mmol Harpuii (23 mg) Ha
TabneTka, T.e. MOXe 11a C& KaXke, Ye MpaKTHYECKH HE ChABbPXKA HATPHIA.

4.5 B3anmoaeicTBHE ¢ APYIrH J1€KAPCTBEHN NPOAYKTH H APYrH GOPMH HA B3aHMOACHCTBHE

Heouno 6rokupane na cucmemama penun-aneuomensun (PAC) ¢ APB, ACE unxubumopu, utu
ATUCKUPEH

JlaHHH OT KNMHMYHY NPOYUBaHUA NOKA3BAT, Y€ ABOHHOTO GAOKMpAHE HA PEHMH AaHIHOTEH3HH -
anaoctepoHosarta cuctema (PAAC) upes komGunnpanara ynotpeba va ACE uuxuburopu,
aHruoTeH3uH ll-peuentophu 60KepH UK ANHCKHPEH CE CBBLP3BA ¢ MO-BUCOKA YECTOT2 HA HEXKEIaHH
CbOMTHA, KATO HANPUMEP XHIMOTOHHS, XMIEPKATTHEMHS W HaMmallaBaHe Ha 6bOpeyHaTa byHKUHMS
(BrIOYHTENHO OCTpa 6BOpeuHa HEAOCTaTBEYHOCT), B CpaBHEHHE C yNoTpedaTa camo Ha €IHO
cpeacTeo, nekcTaallo Bbpxy PAAC (Bx. Toukun 4.3,4.4 n 5.1).

He ce npenopvusa ednogpemenna ynompeba

Jumuii

Ob6paTHMO NOBHILABAHE HA CEPYMHHTE KOHLIEHTPALIMM HA THTHI M TOKCHYHOCT Ca ChOBLIEHH npH
€AHOBpeMEHHaTa ynoTpeba Ha 1uTuil ¢ ACE nuxuGuropu uau aHrnotensut I peuentopru 6nokepw,
BIJIIOYHTENHO BajicapTaH. [IpenopbuBa ce BHHMATENHO cledeHe HA CEPYMHMTE HUBA Ha JIWTHIA, aKO ce
(PELEHH, Y€ KOMOMHALMATA € He0oOXOAHMA. AKO CE MPUIIAara H AHYPETHK, CE NPEANONAra, e PHCKbT
OT JIMTHEBA TOKCHYHOCT MOXE 12 Oblie AOMBAHUTENHO MOBHILEH.

Kaaui-coxpanaeawju duypemuyu, kaiuesu dobasxu, 3amecmument Ha COAMaQ, CHOBPAHCAWU KATUR UAU
Opy2u cyocmanyuu, Koumo 6uxa Mo2au 0a nosuwiam Rueama Ha Kaiui

AKO ce npeLeH#, ue € HeoOX0JnUM NeKapcTBEH NPOAYKT, KOMTO 3acara KaJlMeBUTe HUBA B KOMOWHALIMSA
C BajiICapTaH, NpenopbyBa CC CNEACHE HA NNIA3MEHUTE HUBA HA KATHH.

(Jcobeno snumanue ce uzuckea npu edHogpemernna ynompeba

Hecmepouodwru npomusoevnarumennu cpeocmea (HCIIBC,) sxmouumenno cerexmuenu COX-2
UHXUOUMOPU, ayemuiCaruyu108a Kuceauna > 3g/0neerno u neceaexmusiu HCITBC

Korato anruotensuH Il peuentopHute Gnokepu ce npunarar eaHospemenso ¢ HCIIBC, mosxe na ce
Habmoaasa oTcabBaHe HAa AHTHXHMEPTEH3HBHKS edekT. OcBeH TOBa eAHOBPEMEHHATA yNoTp4

NnaurcHTa.

Tpancnopmuu moaexyau



In vitro naHHK nNoka3Bat, 4e BaicapTaH € cyOCTpaT Ha TPAHCNOPTHUTE MOJEKY/IH 32 YEPHOAPOOHO
saxsaliaHe OATPIBI/OATPIB3 un uepuoapobuusa epaykceH tpaHcnioprep MRP2. KnnnuyHara
3HaYUMOCT Ha HaxolKaTa € HeHW3BeCcTHA. EAHOBpeMEHHHAT npUeM HA HHXUOHUTOPHU Ha YEPHOAPOOHOTO
3axBailliaHe (Hanp. pupamMnuH, LMKIOCIOPHH) UNH Ha epayKCEH TpaHCnopTep (HaNp. PUTOHABUP)
MOM€E [a MOBKIIH CUCTEMHATA EKCNO3HUKMA Ha BancaptaH. TpadBa aa ce npeanpuemMaT MoAXOAALLH
MEPKH TNPH 3aMOYBAHETO HIM NMPHKNOYBAHETO HA €EAHOBPEMEHHOTO JIe4eHHE ¢ NOROOU NeKapcTaa.

pyeu
[Ipn npoyuBaHHs 3a NEKapCTBEHO B3aHMOAEHCTBHE C BAICAPTAH HE €2 YCTAHOBEHH KJIMHHUYHO

3HAYWMH B3AHMOJCHCTBHA C BANICAPTAH HIH HAKOE OT CICAHUTE BELLECTBA: LIMMETHAWH, BapdapuH,
¢bypo3emMua, IMrOKCHH, ATEHONON, HHAOMETALUUH, XUAPOXJIOPOTHAZNUA, AMIIOJHNWH, MHOEHKNAMKA,

Ileduampuuna nonyrayun

[Ipu neueHne Ha XMNEPTOHUA NPH ACUA W IOHOLLMX, MPU KOWTO YECTO MTLTH HMA M MOTEXKAaLIA
ObOpeuHa naTonorus, ce NPenopb4Ba NOBULLEHO BHUMAHHE NPH €AHOBPEMEHHO NPHUIIAraHe Ha
BAJICAPTaH C APYTH BELIECTBA, KOHTO MOTHCKAT PEHUH-aHM HOTEH3UH-A/IJOCTEPOHOBATA CHCTEMA H
MOrar Ja AOBeJaT A0 NOBULIABAHE Ha HUBATaA HA CEPYMHHA Kalui. buOpeunata PyHKUHA ¥ HHBaTa Ha
CepyMHHA kanuii Tpabea na 6baaT BHUMATENTHO NPOCEAABaHHU.

4.6 @epraanTeT, OpeMEHHOCT B KbPMEHE

bpemennocm

Ynorpebara va anrnotensnn Il peuentopuu 6:10kepy (AlIPB) He ce npenopbuBa npes mbpeHs
TPUMECTbP Ha OpeMeHHOCTTa (BXK. TouKka 4.4). Ynorpebara Ha AIIPB e npoTBonokasana npes BTopys
U TPETHUA TPUMECTBP Ha OpeMeHHoCcTTa (BXK. TOukH 4.3 1 4.4).

EnnaeMHoNOrMuHHUTE AaHHK 3a PHCKa OT TEPARTOr€HHOCT cief ekcno3uuns Ha ACE uuxuburopu npez
MbPBUA TPHMECTBP Ha OPEMEHHOCTTA HE Ca OKOHYATEIHM, HE3aBHCUMO OT TOBA HE MOXKE Aa Ce
H3KJTIOUYH JIEKO MOBHILIEHUE HA pUCKA. BBNpeKkK ye HAMA KOHTPO/IUPAHH ENUIEMHONMOMMUHH JAHHH 32
pucka oT AlIPb, nonoben puck Moxe aa cvinecTByBa NpH TO3U knac aekapcta. OcBeH B cyuait e
TepanuaTa ¢ APb ce npeneHsBa KaTo dH3HEHOBAXHA, NALWCHTKHUTE, KOUTO NIAHHPAT OPEMEHHOCT,
TpabBa Aa NPEeMUHAT HA ANTEPHATHBHO AHTUXHMEPTEH3UBHO JIEUeHHE ¢ AOKa3aH npodun Ha
Oe3onacHocT 3a ynorpeba npu OpemenHoct. [Ipu ycranosssane Ha GpemeHHOCT nedeHueTo ¢ AlIPB
TpAOBa Na ce NpeyCTaHOBH He3abaBHO M MpHU HEOOXOAHMOCT A C€ 3aMOYHE AITEPHATHBHA TEPAHS,
H3secTHO €, ue excnosuuunaTa Ha Tepanua ¢ AIIPB no Bpeme Ha BTOpHA M TpeTUS TPHMECTLP Ha
OpeMEHHOCTTa NPUHHHABA PETOTOKCHYHOCT NPH X0opa (NOHKXKeHa ObOpeuHa PyHKLuS,
OJIAFOXHAPAMHUOH, 3aDaBeHa OCU(HKALMA HA Yepena) U HeoHATaTHA TOKCHUHOCT (6nOpeuna
HEAOCTATHYHOCT, XHITOTOHUA, XHNEPKATHEMHS ); BHXKTE CbLUO TouKa 5.3 “Ilpeak/IHHHUYHH AaHHH 32
fe3onacHocT”.

B cayuaii Ha excnosuuus Ha AIIPB criien BTopus TpMecTbp Ha GpemeHHOCTTa ce nNpenopbyBa
yJITpa3ByKOBa nposepka Ha ObOpeuHaTa PyHKUHS U uepena.

Hosopoaenu, unnTo maiiku ca npueManu AIIPB, TpaGsa na 6bvaaT BHHMaTeHO HabNONaBaHH 3a
XHIOTOHUA (BXK. CBLIO TOUKHU 4.3 1 4.4).

Kvpmene
[lopaau aunncaTa Ha JaHHH OTHOCHO yrnoTpebaTa Ha BajicapTaH 10 BpeMe Ha KbPMEHE, NPHEMBT Ha
BA/ICAPTaH HE C¢ NpenopbhYBa, a Ce NPEANOYHTa aNTepHaTHBHO IEUEHHE ¢ No-100pe yCcTaHOBeH

NpogdHA Ha He30NacHOCT MO BPEME HA KbPMEHE, OCOOEHO NpH KbPMEHE HA HOBOPOAEHO HIIH
HeJOHoceHO Bebe.

Depmuiumem
Bancapran Hama HexxeslaHH edexTH BbPXY penponyKTUBHATA CIOCODHOCT HA MBbXK
MTbXOBE MPH MpHEM Ha nepopaiHu A03m Ao 200 mg/kg/nen. Tazn no3a e 6 nbTH N
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MaKCHMaJIHaTa ApenopbYBaHa A03a Mpy xopa onpeaeneHa Ha 6a3a mg/m (M3UUCIIEHHUETO € 3a
nepopaiina no3a or 320 mg/aeH u 60-kunorpaMoB NauUeHT).

4.7 Ed¢exTH Bupxy ¢nocobHocTTa 32 Mo upaHe » padoTa ¢ MAIUHHHK

He ca nposexxaaHu npoyuBaHHa 3a eQekTHTe BbpXY crnocobHocTTa 3a wodupare. Tpadsa na ce uma
NpeaBul, 4e Npu wodHpaHe U padboTa C MaLIMHHK € Bb3MOXHO J1a HACTHAAT 3aMasHOCT WIIM YMOPA.

4.8 Hexenanu JekapcTBeHH PeaKHH

B koHTponHpaHU KNHHWUHU NMPOYUBAHUA NMPH Bb3PACTHH NALMEHTH C XHNEPTOHHS 00LIaTa 4eCTOT2 Ha
Hexkesianu peakuuu (HJIP) e cpaBHMMa ¢ Ta3u npu nnauedo v € B cbhraacke ¢ hapMaKoJOrHUHHUS
npogun Ha sancapraH. Yecrorara Ha HJIP He e cebp3ana ¢ 103aTa WK NPOABLDKHUTETHOCTTA Ha
JIEHEHHETO, a CHUIO TaKa HE NOKa3Ba Bpb3Ka C 1014, Bb3pacTTa WK pacara.

OcHoBaKH Ha KIIMHHYHH NPOYYBAHHA, NOCT-M2PKETHHIOB ONUT W JabGoparopuu pezyatatd HJIP ca
U30POEHHU NO-10/1y CHEIACHO CUCTEMO-OPraHHaTa KitacupHKaLms.

Hexenanure peakuyy ca NOAPEECHH MO YECTOTA, KaTO HAH-YECTUTE ca MbPBU, CNIOpE CJieJHaTa
KOHBEHLIHA: MHOro yecTH (21/10); uectu (>1/100 no <1/10); Heuectu (>1/1 000 go <1/100); peaxu
(=1/10 000 no <1/1 000); mHoro peaku (<1/10 000), ¢ Hen3BecTHa YecTOTa (OT HANUUHUTE NAHHU He
MO3KE a Obe HanpaBeHa OLIEHKa HA 4e€CTOTaTa).

[1p# BCAKO rpynupaxe B 3aBUCHMOCT OT HECTOTATA HEXKENTAHHMTE JIEKAPCTBEHH PEaKLUM Ce U3OpOABaT B
HU3XOAALL PEA MO OTHOLWIEHHE HA TAXHATA CEPHOBHOCT.

3a Bcrukd HJIP, crobiuenn OT noCTMapKeTHHIOBHA ONMT U TA0OPATOPHUTE HAXOOKH, HE € Bb3MOXKHO
na ce NpunoxH HUkoa YyectoTa Ha HJIP u nopanu ToBa Te ca ynoMeHaTH ¢ "HenaBecTHA" YecToTa.

XHUneproHus

Hapywenus Ha KPBBTA H THM()HATA CHCTEMA

C Heu3BeCTHA YECTOTA {loHWxKeH xeMOrTO0HH,
MOHH)KEH X€MATOKPHT,
HEYTPONEHHUS,
TpoMbounTOneHu
HapyuwieHHS HAa HMYHHATA CHCTEMA
C Heu3BeCTHA 4YECTOTA CBpBbX4YBCTBHUTEIHOCT,
BKIHOMHUTEIIHO CEPYMHa
bonect
Hapywenns na MeTta0o1H3IMA H XpaHEHETO
C Heun3BECTHA YECTOTA [ToBHileH cepyMeH Kanui,
XHNOHATPHEMMS
Hapywexna Ha yxotro ¥ JabupuuTa
HeuecTu CeeToBbpTEeK
CLa0BR HApYIIEHHA
C Hen3BeCcTHa uecToTa Backynur
PecnHpaTOpHH, rPbAHY H MEAHACTHHAIHH HAPYILIEHHA
Heuectn
CroManiHo-YpeBHN HAPYIIEHHA
HeuectH
MHoOro peaky

Xenaro-OHITHAPDHR HAPYIIEHHSA




C HeW3BECTHA 4ecToTa [ToBUWEHHE HA nOKa3aTeuTe
3a HepHOApOoOHa PYHKLHA,
BKJIKOUMTENHO MOBHILABAHE
Ha CEPYMHHS OWTHpyOHH
HapyuweHHS HA KOXATA H NOAKOXKHATA ThHKAH

C HeH3BECTHA 4eCcTOTa AHruoeaem, Oynosen
IEPMATHT, OOpHB, Chpbex
HapyuieHAs HA MYCKY/HO-CKEJIETHATA CHCTEMA H CheIHHHTEIHATA THKAH
C Heu3BECTHA YecToTa Muanrus

Hapymenus Ha 0bOpensTe H NHKOYHHTE MHLTHULA

C Hen3BeCTHa 4eCTOTa bubpetiHa HEAOCTATLYHOCT H
YBPEXKAAHE, MOBHILABAHE Ha
CEPYMHHS KPEATHHHH
OO0mH Hapymienns H ePeKTH HA MACTOTO HA MPHJIOKEHHE

HeuecTn YMopa

Hleouampuuna nonyrayus

XUNEPTOHUA

AHTHXHNEPTEH3UBHHUAT €EKT Ha BaICapTaH € OLEHEH B XOa Ha JBE paHAOMM3IUPaHH, JBOHHO-C/IENH
KIHHAYHH MPOYUBAHHA (BCEKH OT KOWTO € NOCAEABAH OT NEPHO HAa NPOABL/DKABAHE WIH NPOYYBAHE)
H €1HO OTBOPEHO NpoyusaHe. Tesn npoyusaHus BKIOYBAT 711 neaHaTpuyHu nauMeHTH Ha Bb3pacT
OT 6 10 no-Manko ot 18 roauHu ¢ ¥ 6e3 xpoHuuHo ObOpeuHo 3abonsaBane (XB53), ot kouto 560
NAUMEHTH Ca NOJTy4aBaiu Bancaprad. C H3KMOYEHHE Ha U30JHPAHH Cyyad Ha CTOMALIHO-UPEBHH
HapyLeHUs (KaTo kopeMHa 6onka, raneHe, NOBPHUIAHE) U 3aMAAHOCT, HE Ca YCTAHOBEHH 3HAYHMH
Pa3IHM4YHA BbB BHAA, YECTOTATA K TEXKECTA Ha HEXENAHUTE peakUnH, HabAI0AaBaHH MPU NeIHAaTPUYHH
MaLMEHTH HA BB3PAcT OT 6 10 no-mManko ot 18 roaHHHU U Te3n, choOLIEHHU NPeaAn TOBA NPH BL3PACTHH
MaLKeHTH.

OueHkaTa Ha HEBPOKOTHUTHBHHTE PYHKLIMH M Pa3BHTHETO HA MEAHATPUYHH NMALHERTH HA Bb3PacT OT
6 10 16 roaxHK, KaTo UANO HE NOKAa3Ba HAKAKBO KJIMHUYHO 3HAMUMO HeD1aronpHATHO NOBIHABAHE
[PH NIeYEHHUE ¢ BAJICAPTaH B MPOAB/IKAHHE HA €QHA roAMHa.

H3sbpuien € 06obuieH aHanuns Ha 560 nearnaTpHyYHK NAUHEHTH C XUNEePTOHMS (Ha Bb3pacT 6-17
FOAWHK), NMOJyYaBallld MOHOTEpanus ¢ BancaprtaH [n = 483] uny koMOMHHpaHa AHTHXHIIEPTEH3HBHA
Tepanus, BKAoYBaila sastcaptad [n = 77]. Ot 560 nauvenrH, 85 (15,2%) umar XB3 (u3xonen GFR
<90 ml/min/1,73m?). O6wio 45 naumenra (8,0%) ca npeycTaHOBWAM NPOYYBAHETO NOPAAH NPOABH Ha
Hexcenand peakuud. Oowo 111 naumenTa (19,8%) ca umanu HexxenaHa nekapcrsena peakums (HJIP) -
rnasobonue (5,4%), 3amaaHocT (2,3%) u xunepkanuemus (2,3%). Ipu naumenrure ¢ Xb3 Haii-
yecTute HJIP ca xnnepkannemnsa (12,9%), rnasobonue (7,1%), noBHLIeHHe HA KpEATHHHHA B KPBETA
(5,9%) u xunotonusa (4,7%). [lpu naumenture 6e3 XB3 naii-uecture HJIP ca 61au rnasobonue
(9,1%) n 3amasHocT (2,7%). Heskenanute nekapcTBenu peakuny ca Haba0daBaHu nMO-YecTo NPU
NAUKECHTH, NPHEMALIK BANCAPTAH B KOMOHHALIMA ¢ 2PYTH AHTUXHMIIEPTEH3UBHH NIEKAPCTBEHHM
NPOAYKTH, B CPABHEHUE C BAICAPTAH CAMOCTOATEITHO.

AHTHUXHUNEPTEHIUBHUAT eEKT HA BATICAPTAH MPU AeUA HA BL3PACT OT | A0 oA 6 roAHHH € OUEHEH B
TPH PaHIOMH3IHPaHH, ABOHHO CNENH KIIHHHWYHH NPOYyUYBaHHs (BCAKO NMOC/IEABAHO OT NEPHOA HA

ABA CMBPTHH Cltyvas U H30IMpPaHH CNy4aHn Ha U3PA3E€HO MOBHLIABAHE HA YepHOAPOOHKX
TpaHcaMHHa3HW. CnyyanTe ca HabogaBaHy B nonynauus ¢bC 3HaYMMH CbITBTCTRALL / a0
[IpHunHHO-cneacTBeHA Bpb3Ka ¢ YNoTpeOa Ha BaJcapTaH He € ycTaHoseHa. B ase n !
Mpoy4YBaHHA, B KOMTO ¢a paHaoMu3upandn 202 zeua Ha sb3pact ot 1 ao non 6 roau



HabJl0A2BaHH 3HAYMMH NOBHLIEHHA Ha YePHOAPOOHHTE TPAHCAMHHAZH, HUTO CMBPTHH CTY4aH Mpw
NIEYCHHE C BAJICAPTAH.

[IpoBeneH e cOopeH aHanu3 Ha aaHHHTE OT 202 NEAHATPUUHH MALMEHTH C XMNEPTOHUSA (Ha BBL3PACT OT
I 10 noA 6 roAMHH), KaTO BCHYKH MALUHEHTH ca NPUEMAlH BANCAPTAaH KATO MOHOTEPANHA B ABOHHO-
CIIEMAUTE NMEPHOAM (C U3KIIOUEHHUE HA Nnauedo nepruoaa Ha oTHeMaHe). Ot tax |86 nauuenTH
MPOIBLIIKABAT YHACTHETO CH HIIH B MNPOABIKEHHETO HA MPOYUBAHETO, HIIH B OTBOpPEHHs neproa. Ot
202 nauunenTn, 33 (16,3%) umar XB3 (u3xoaHo eGFR <90 ml/min). [Npe3 asoiino-3acnenenus
nepron, ABama nauneHTH (1%) ca npekpatuny y4yacTre nopaan HEXeNaHO ChOUTHE, a MPe3 OTKPUTHS
MEPUO WM Mpe3 NEPHOAA HA MPOABIKEHHE HA NMPOYHBAHETC, YETHPUMA nauneHTH (2,1%) ca
MPEKXpaTHIK y4acTHe Nopaan HexenaHo cvbutue. [pes nBoitHo-3acnenenus nepuon, 13 (7,0%) ot
nauueHTHUTe ca m3nuTain noue enHa HPJI. Hak-uecture HPJ1 ca nospwiuane n=3 (1,6%) v Anapuvs
n=2 (1,1%). Eana HPJI (anapua) e nabmonasana 8 rpynara ¢ XB3. B oteopenus nepunog 5,4% ot
nauueHTHTe (10/186) ca m3nutanu noxe eana HPJL. Hait-uectata HPJI e Hamanen anetuT, Koero ce
CboOwW@aBa oT ABaMa naumeHTH (1,1%). B 1ROIHHO-3acneneHUs NEPHOA U B OTBOPEHHA NMEPHOL Ce
choOLIABA 32 XHNEPKATHEMHA 33 €IMH NALKEHT BbB BCekH nepHol. Hama ciyyan Ha XMNOTOHMS MK
BMEHE HA CBAT B ABOMHO-3aCNENEHUS NEPHOI UK B OTBOPEHHSA NEPHO.

XHnepKaneMua ce Habnroaasa Mo-4e€cTo NpU AeLa H IOHOLIM Ha Bb3pacT ot | Ao noa |8 roauHH ¢
noanexaino XxpoHuyHo 6b0peyHo 3abongeate (Xb3). PuckbT or xunepkannemus Moxe 1a 0bae no-
BHUCOK NpH AeLia H& BB3PACT OT | A0 5 rOAMHU B cpaBHEHHME C Jela Ha Bb3pacT oT 6 20 noa 18 roauuwu.

[TpopunsbT Ha 6e3onacHocT, HaboaaBaH NpU KOHTPONHPAHH KIIMHHYHK NPOY4BAHHS NPH Bb3PACTHU
MALMEHTH Cell MHOKap/JeH HHPAPKT W/HIH CbC CbPACUHA HEAOCTATLYHOCT, CE Pa3ii4aBa OT
UAIOCTHHA 1podH Ha 6€30MaCHOCT NPH MaLMEHTH C XUIEPTOHUs. TOBA MOXE [1a CBBP3aHO ¢
NpHAPYXaBalloTo 3abonseade Ha nauveHTa. HJIP, Konro HaCTLOBAT NPH BBL3pacTHH MALMEHTH Cien
MHOKapAeH HH(APKT H/HAK CbC ChPAEHHA HELOCTATBYHOCT, ca H30pOeHH NO-10AY:

CbCTOAHME Cite/l MHOKApAeH WHDAPKT W/HIH ChPAEUYHA HEAOCTATHYHOCT (M3CIEIBAHE NPOBEAEHO

CaMO [Py Bb3PACTHH)

Hapywenns Ha KpbBTAa B JHMPHATA CHCTEMA

C Heu3BecTHA YecTOTa TpombounroneHus
Hapyimenns HA HMYHHATA CHCTEMA
C HeusBecTHa yecToTa CBpbX4YYBCTBUTESIHOCT,
BKJIIOYHTENHO CepyMHa
bonecr
Hapymenns Ha MeTa00/IH3MAa H XPAHEHETO
HeuecTu Xunepkanuemus
C HeHn3BecTHa 4HeCcTOTA [loByLueH cepyMeH Kanumii,
XHIMOHATpHEMHUS
HapymeHHn HA HEPBHATA CHCTEMA
YecTH 3amarBaHe, 3aBHCELO OT
no3ara 3amMaHBaHe
HeuectH CuHkon, rnapodonue
Hapywenns Ha yXoT0 B JJa0HpAHTA
HeuecTn CBeToBBpTEXK
ChbpacyHH RApYUIeHHS
HeuectH
Cba0BH HApYIIEHHSA
Yectu

C Hen3BecTHa uecTOTa
PecnHpaTOPHH, rpbIHH H MEAHACTHRAJIHH HAPYHIEHNS




Heuecty Kauinvua
CToMaltHO-YpeBHN HAPYIICHHH
Heuect ["anene, nnapus

MHoro peaku MHuTecTuHanEH aHrnoeaem

Xenaro-OH/IHAPHH HAPYIHEHHS

C Heu3BeCTHA 4eCTOTAa [ToBHLIIEHHE HA NOKA3aTe/IuTe
332 YEPHOAPOOHA PYHKUUSA

HapyuieHHf HA KOKATA H NOAKOKHATA THKAH

Heuvecty AHruoeaem
C Hewn3BecTHA HeCcTOTA bynosen aepmarur, OOpus,
cbpbex
Hapymennsa na MYCKYJ/JIHO-CKEIETHATA CACTEMA H CbeTHHHTE/IHATA ThKaH
( HeM3BeCTHA YeCTOTa Muanrus
Hapymenusn Ha 0b0penuTe H NHKOYHHTE NMbTHILA
YectH bubpeuHa HENOCTATBYHOCT K
yBpeXKIaHe
HeuyecTu Octpa 6b6peuHa

HEJOCTAaTbYHOCT, MOBHALLIABAHE
Ha CEPYMHHA KpeaTUHHH
C HEU3BECTHA YECTOTA [loBuuieHHe HA ypesaTa B

KPBbBTa
O60ma HapymeHus H e¢)eKTH HA MACTOTO HA NPHJIOKEHHE

Heuectu ACTEHHA, yMOpa

CroOluaBase Ha NOAO3UPAHH HEXKETAHH PEaKIIHH

C1obwwasaHeTo Ha MOO3HPAHH HEXENAHU peaKUMK CAeA pa3peliaBaHe 3a ynorpeda Ha nexapCTBEHUS
NMPOAYKT € BaXHO. ToBa No3BosABa Ja NPOAB/KH HAOMIOAEHHETO HA CHOTHOLIEHHETO NMOJ3a/PUCK 3a
NeKapcTBeHUs NpoayKT. OT MEAHMLIMHCKHTE CMELUXHATHCTH Cé H3UCKBA Ja cbhoblasar Bcaka
MoJO3HpaHa HEXXENaHa peakuus ypes

HM3nbnHKTeNHA areHLuMd No JleKkapcTBaTa

ya. ,,Jdaman ['pyes” Ne §

1303 Codus

Ten.: +359 2 890 3417
yebcaiT: www.bda.bg

4.9 IIpenosupane

CUMnTOMH
[lpenosnpanero ¢ BancapTad MOXKE Aa NPHYKHHU U3pa3eHa XUIIOTOHHUA, KOATO MOXKE 11a JOBEJE N0
MOHHXKABAHE HA ACHOTATa Ha CH3HAHHETO, LIMPKYNATOPEH KONAMNC U/WIH LLIOK.

JleueHne

TepaneBTHUHHTE MEPKH 3aBUCAT OT BPEMETO Ha NPUEM Ha JIEKAPCTBOTO H BHA M TEXKECTTA HA
cuMnromurte. OT NBPBOCTENEHHA BAXKHOCT € CTabHIH3UPAHETO HA LIMPKYJIATOPHHS CTATYC.

B cnyvail Ha XUNOTOHKA MaUMEHTHT TpabBa Aa GbAe NOCTABEH B JIETHAIO NOAOKEHUE U OBP30 1a ce
MpeaArnpHeMe 3aMeCTBaHe ¢ 00eM03aMeCTBaLLK K CONEBH Pa3TBOPH.

Masnko BepoaTHO € BancapTtaH Aa Obae OTCTpaHEeH upe3 XeMoaHann3a.

5. @OAPMAKOJIOTHYHH CBOHCTBA

S.1 ®dapMakoaHHAMHYAH CBOHCTBA




®apmakoTtepanesTHHHa rpyna: aHruoteHsuH Il peuentopun 6aokepu, camocrosteann, ATC kon:
CO09CAQ3

BancapraH e nepopanHo akTuBeH, MOUIEH W cneurduuen aurnotensud Il (AT 11) antaronucT. Toi
ACHCTBA CeieKTHBHO BbPXY AT1 peuenTopHMs NoaTHI, KOATO € OTIOBOPEH 33 MO3HATHTE AEHCTBHS

Ha anruotensuH 1, llosuwennTe nnasmenu HuBa Ha anruoTensuH Il B pesynrar Ha AT
peuenTopHaTa 610kaaa ¢ BaicapTaH MOTaT 1a CTUMYAHpaT Hebnokupatute AT2 peutenTopH, KOETo
H3rnexna npoTuBoaeicTea Ha edexra Ha AT peuentopa. Bancapran He nposassiBa HUKaKBa YacTH4HA
aroOHUCTHYHA aKTUBHOCT KbM AT peuenTopa U uMa 3HauutenHo (okono 20 000 nbTH) no-rossam
apuuureT kbM AT peuentopa, oTkonkoTo kbM AT2 peuenrtopa. Bancapras He ce CBbP3Ba U He
O710KkHpa peuenTopy Ha Apyrd XOPMOHH MM HOHHH KaHAIH, 33 KOWTO € H3BECTHO, Y€ Ca BAXKHH B
ChpAEYHOCHIOBATA pErysiaums.

BancaptaH e unxubupa ACE (u3BecTeH u kato kuHunaza ll), xoiTo npespbiua aHruoTensun 1 B
aHruoTeHsuH Il W pasrpaxna OpaankuHuHa. Thii kato HAMaT edekT Bbpxy ACE u He 3acunear
ACHCTBHETO Ha OpaJMKHHHH HITH CYOCTaHUMSA P, Maliko BEPOSTHO € aHTArOHUCTHTE HA AHIFHOTEH3UH ]
f1a ¢a CBbp3aHH ¢ KauungHe. B KIHHHYHHY npoyusaHui, KbAETO BaicapTaH ¢ cpasHed ¢ ACE
HHXHOHTOP, 4eCTOTaTa Ha CyXa Kawnua e 3Hauntento (P<0,05) no-manka npu naumenTH, NeKYBaHH
C BANCapTaH, OTKOJIKOTO NpH nexyBaHuTe ¢ ACE uHxubunTop (2,6% cpewy 7,9% pecnexrusHo). B
KNMHUYHK POYYBAHHA NPH NALMEHTH C AHAMHE3A 33 CyXa KalluTHUa no BpeMe Ha neyenue ¢ ACE
HHXMOUTOP, 19,5% OT npoyuBanuTe nvua, nomyyasawy sancaprau, v 19,0% ot Te3u nonyuasawu
THa3KUACH NIMYPETHK UMAT KallIHLa, B cpaBHeHue ¢ 68,5% ot nuuara, nexysaiu ¢ ACE unxubutop
(P <0,05).

[Ipecen muokapneH HHDAPKT
VALsartan In Acute myocardial iNfarcTion (VALIANT) ¢ paHAOMH3HpaHO KOHTPONHpPaHO,

MHOTOHALIMOHAIIHO, ABOHHO-CJIANO NpoyusaHe npu 14 703 nauMeHTH ¢ ocTbp MHOKapAeH HHBAPKT M
NpH3HALK, CHMNTOMH HITH paJHONOrHYHYU JaHHH 32 3aCTOHHA CbPAeHHA HEJOCTATbYHOCT W/ HIH
[aHHH 32 JIEBOKAMEPHA CHCTOMMHA AHUCOYHKLHA (MposBeHa KaTo (pakumns Ha uitnacksane < 40% upes
PalHOHYK/IHAHA BEHTPHKYIOrpadus uin < 35% upes exokapauorpadus MM BEHTPHKY.IHA
KOHTpaCcTHa aHruorpagus). [lauMeHTHTe ca paHOOMH3HPaHH CNIPAMO BANCAPTAH, KANTONPHA WK
KOMOMHaUMA OT nBaTa B paMKkHTE Ha 12 vaca no 10 gHM ciea HAYAIOTO HA CHMATOMMTE Ha MHOKapaeH
HHpapkT. CpeaHHAT NEpUOL Ha JiedeHue € Ase roauHy, [TbpBHYHATA KpaiiHa TOuYKA e BPEMETO AQ
HaCTBIBAHE HA CMBPT MOPAAU BCAKAKBH NPHUUUHU (00LIA CMBPTHOCT).

BancapraH e ¢bilo TONKOBa ePeKTHBEH, KOJKOTO KanTOMPHA MO OTHOLIEHWE HAa HAMAISRAHETO Ha
odLiaTa CMBbPTHOCT ciet MHOKapAeH nHapkT. O6lara CMbPTHOCT € Noao6Ha B rpynure ¢ BajicapraH
(19,9%), kanTonpun (19,5%) 1 Bancapran + kantonpun (19,3%). KomGuHauusTa Ha B&JICAPTaH C
KanTonpun He 2062aBs JOMBIHUTENHA NO/13a CIPAMO JIEYEHHETO caMo ¢ KanTonpun. Hama paznmka
MEKAY BAJICAPTaH U KANTONPHUN MO OTHOWIEHHE Ha OOLATa CMBPTHOCT B 3aBHCHMMOCT OT Bb3PacTTa,
noJna, pacara, H3XOAHHTE TEpan1Hu WIH OCHOBHOTO 3abomaBaHe. BancapraH e edextupen v B
yAb/KaBaHe Ha BPEMETO A0, H B PCAYLIHPAHE HA CbPACHHOCHA0BATA CMbPTHOCT, XOCMTHTATH3AUNH NO
IOBOJ Ha CbPAC4HE HEAOCTATHYHOCT, NOBTOPEH MHOKAPAEH HH(APKT, peaHUMHPAHO CTIMpPaHe Ha
CHpLETO U He(aTaeH UHCYAT (BTOPHYHA CHCTABHA KpakiHa TouKa).

[IpopunbT Ha Ge30NacHOCT Ha BancapTaH ChOTBETCTBA HA KIIMHHYHOTO NPOTHYAHE NPH MAUMEHTHUTE,
NEKYBaHH Cneq npekapad MUOKapaeH HpapkT. [o oTHoweHue Ha GbOpeunaTa PyHKUMA €
Habm01aBaHO y/IBOABAHE HA CEPYMHUS KPeaTUHHH npu 4,2% OT NauueHTHTE, JIEKYBAHH ¢ BAICApTaH,
4,8% ot nauneHTHTE, IEKYBaHH C BanCapTaH + Kantonpui, 1 3,4% OT NauWeHTHTE, JIeKyBaHH C
kanTonpun. [IpekbeBane nopanu pasnnyuku sunose 6u6peuna auchyHkuus HacTbnsar np 1,1% or
NaUHeHTHUTE, IEKyBaHH C BajicapraH, 1,3% OT naudeHTHTe, NeKyBaHH ¢ BAICAPTaH + KanTONpui, M
0,8% ot naunenTure, fekysanu ¢ kantonpui. Ouenka Ha 6b6pedHaTa pyHKLMs TpIGBa
BKJTIOYCHA B 0DLIATA OLIEHKA Ha NALMEHTHTE, Npekapali MMOKApIeH HHGApPKT.

Hsama painunka 8 0b1ata cMbPTHOCT, ChPAEUHOCHA0BATA CMBPTHOCT U 3a6005eMOC
npunarar 6eTa-010kepH eAHOBPEMEHHO ¢ KOMOHHALMATA BAICAPTAH + KANTONDMA,
Wnu camo Kantonpun. He3aBHCHMO OT NPOYyYBaHOTO JieYeHHE CMBPTHOCTTA € MO-HH



MalMeHTHTe, NeKyBaHu ¢ OeTa-610Kep, KOeTo Nokassa, 4e no3HarTarta nonsa ot Gera-Gaokepure npu
Ta3H Nonynauus ce NOTBbLPKAaBa B TOBA NPOYyYBaHe.

CbpaeyHa HelOCTATbHHOCT

Val-Hel' T e pannomMuinpano, KOHTPONTHPAHO, MHOTOHALIMOHATHO KIIHHAYHO MPOYYBaHE Ha
BaicapTaH, CpaBHeH ¢ rmaauebo Bbpxy O0neCTHOCTTA U CMBPTHOCTTA npH 5 010 nauueHTH cbe
cbpae4yHa HeaocTaTbuHOCT ¢ NYHA knac I (62%), Il (36%) u IV (2%), nonyuyasatuu obHuaiiHa
repanua ¢ nesokamepHa O <40% u nesokameper BwrpeweH avactonen auamersp (LVIDD) >2.9
cm/m2. OcHosxata Tepanus skmousa ACE nhxubutopu (93%), anyperuun (86%), anrokcus (67%)
n 6era-Onokepu (36%). CpeaHaTa NPOABIDKUTENHOCT HA NPOCNEAABAHETO € NPUOININTENHO ABE
roadHd. Cpennarta aHesHa n03a Ha BaacaptaH BbB Val-HeFT e 254 mg. [IpoyusaneTo uma nge
MbPBHYHU KPaiiHK TOUKH: 001 CMBPTHOCT (BpEMeE /10 HACTBIBAHE HA CMBPTTA), CHCTABHA CMBPTHOCT
H DOJIECTHOCT OT Chp/ieuHa HEJOCTATBEUHOCT (BpEMe 10 MBPBOTO GoNeCTHO ChOHTHE), AehHHHPAHU
Karo CMBbPT, BHE3AMNHA CMBPT C peaHUMAaLMsl, XOCMHTAIM3ALMA MO NOBOJ HA ChpAeYHA
HELOCTATLYHOCT MK NPHAOKEHHUE HA BEHO3HH HHOTPOINHH WM Ba30JMNAaTaTOPHU CPEACTBA 3a YETHPH
WIH NnoBeye yaca 6e3 xocnuranM3atms.

Obwara cMbpTHOCT € noaodHa B rpynute (p=NS) ¢ Bancapran (19,7%) v nnaue6o (19,4%).
INMupeuuHara nonsa e 27,5% (95% CI: 17 no 37%) HamanseaHe Ha pUcKa 3a BPEMETO Ha NbpBaTa
XOCMHTATH3aLHKA MO NOBOA HA ChpAeHHa HEAOCTATHHHOCT (13,9% cnpamo 18,5%). PesyaTartn,
H3raexaally B noJi3a Ha niauedo (cberaeHaTa CMbPTHOCT M 3abonsemoctta € 21,9% ¢ miauebo
cnpamMo 25,4% B rpynara ¢ BajicapTaH), ca Hab/moAaBaHH MPY NALMEHTHTE, MPHEMALLIH TPOHHA
koMbuHauma ot ACE nnxuburop, bera-6nokep v Bancapras.

B noarpynara na naumenTy, konto He npremat ACE uHxuGurop (n=366), nonzure npn
3abonsemocTTa ca no-ronemu. B Ta3zu noarpyna obuarta cMBLPTHOCT € 3HAUHTENHO HaMajleHa ©
BaJicapTaH B cpaBHeHHe ¢ nnawedo, ¢ 33% (95% Cl: 6% no 58%) (17,3% Bancapran cnpamo 27,1%
nauedo), a ChCTaBHATAa CMBPTHOCT H PHCKa 3a 3a00/1S€MOCT ¢a 3HAYHTENHO HaManeHH ¢ 44% (24,9%
BajicapTad cnpamo 42,5% nnaueto).

[1pu nauueHTn, kouro npuemat ACE unxuburop 6e3 Geta-6okep, o61iaTa cMbPTHOCT € NoAoHHA
(p=NS) B rpynute ¢ Bancaptat (21,8%) n mnauebo (22,5%). CbecTaBHATA CMBPTHOCT H PUCKBT 34
3a00/19€MOCT ca 3HauKTeHO HamaneHH ¢ 18,3% (95% CI: 8% to 28%) npu BancapTaH B CpaBHEHHE C
nnauebo (31,0% cnpamo 36,3%).

B obuwiara nonynauus Ha Val-HeFT nauneHTHTe, N€KyBaHu ¢ BANCapTaH, NOKA3BaT B CPABHEHHE C
nnauedo suauumo noaobpenne Ha knaca no NYHA, npusHaunte U cuMnToMute Ha cbhpaeyHa
HEAOCTATBbYHOCT, BKIKOUHTENIHO JHCIIHEA, YMOpPA, OTOLIM M XPHIOBE B cpaBHeHue ¢ niaueho.
[TaureHTHTE, NEKyBaHH ¢ BAICApTaH, MMAT NO-A00PO KAYECTBO HA XKHBOT B CPABHEHUE C MPHEMALINUTE
niauedo, KoeTo ce AeMOHCTPHpa Ype3 ckanara Ha Minnesota Living with Heart Failure Quality of Life
OT M3X0JHaTa A0 KpaiHata TO4YKa Ha npoy4saHeTo. [1pn nauneHTUTE, NIEKyBaHHM ¢ BasiCapTaH,
3HAYMMO Cce MOBHLIABA (PpaKUMATA HA U3TIacKBaHE U ce noHwxkasa LVIDD ot u3xoanara 10 kpaitnara
TOYKA N0 BpEME HA NPOYYBAHETO B CPaBHEHME ¢ rauedo.

/lBe ronemu paHaoMH3upaHu koHTposupanu npoyusanus — ONTARGET (ONgoing Telmisartan
Alone and in combination with Ramipril Global Endpoint Trial - Tekyio rnofanHo uinuTeane 3a
KpaHHH TOYKH HA TEIMUCApTaH, CAMOCTOATENHO U B KOMOUHALMA C pamunpun) 1 VA NEPHRON-D
(KnuHuyHO npoyusane CBbP3aHO ¢ pa3BUTHE Ha HedponaTua npu auabeT, NPOBEAEHO OT
MHHHCTEPCTBO MO BLNPOCHTE HAa BETEpaHUTE) — NpoyusaT ynotpebara Ha komGuHauusaTa ot ACE
HHXHOUTOP M aHrHoTeH3uH [[-peuenTtopen Gokep.

ONTARGET e npoyusane, npoBe€HO NpH AALHEHTH C aHAMHE3A 32 CHPAEHHOCHI0BA MITN
MO3BbYHOCHAOBA DOJECT, WIIH 3aXapeH AHabeT THI 2, NPUAPYKEHH C JaHHH 3a YBPEXKIAHE Ha
epexktopHu oprann. VA NEPHRON-D e npoyusade npu nauuenTs chbe 3axapeH avaber tan 2 M
avadbeTHa HedponaTHs.
Te3n npoyusaHua He Noka3eaT 3HauuM GraronpuaTeH edext BLPXY 6bOPEUHHTE U/ UnK
CHPACYHOCHAOBUTE MOCICANLHN H CMBPTHOCT, KAaTO ChIIEBPEMEHHO ca HabnlonaBaHK

OT XHNEPKANUEMHA, OCTPO yBpeXKaaHe Ha ObOPELMTE H/HITH XHNOTOHNSA B CPABHEHHE P
MoHOTepanusaTa. Kato ce umar npeapun cxoauure uM hapMakoagHAMUYHH CBOHCTBA Pl
Ca MpUN0XKHMH H 32 apyrH ACE nHxubutopy n anrnorensun Il-peuentopuu Grokepy
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ACE ntxuburopu W anruotensus ll-peuentopiu 6nokepy cnenosarento He TpaOBa Aa ce U3MOM3BAT
€IHOBPEMEHHO NpPH NauHeHT ¢ auabeTHa HedponaTus,

ALTITUDE (KnunuuHo npoyusaHe NpoBEAEHO € ATUCKMUPER MPY NALMEHTH CbC 3axapeH anabeT Tun
2 ¢ M3MOM3BaHE Ha ChPAEYHOCHAOBH H OBOpEeUYHH 3a6019BaHUA KAaTO KPalHH TOUKH) € MPOYyUBaHe,
NpeaHa3HaueHo [a H3C/IeABa Noa3ara oT A00aBAHETO HA ATUCKUPEH KbM cTanaapTHa tepants ¢ ACE
HHXHOHTOP WK aHruoTeHsun ll-peuenropen 6aokep NpH NAUMEHTH Cbe 3axapeH Adaber TN 2 u
XpOHH4YHO O1LOpeuHo 3abonsBane, cbpaeHHOCHA0BO 3abonsBane uau U aAsere. [poyusanero e
MIPEKPATEHO NPEKIACBPEMEHHO NMOPAIH MOBHILEH PHCK OT HebaaronpuaTHy nocaeamuu. Kakro
ChpAEHHOCHAOBATA CMbPT, TaKa H HHCYATET Ca MO-YECTH B Ipyrnara Ha alucKUpeH, OTKOIKOTO B
rpynara Ha nnauedo, a NpeACTaBAABALLMTE HHTEPEC HEXKENAHU ChOUTHA H CEPHO3HH HEXENIaHH
CbOMTHS (XHMEPKANHEMHS, XHNOTOHKA H 6bOpeuHa auchyHKUHA) ce cLOoGLIABAT M0-4eCTO B rpynaTa
Ha anHCKUPEH, OTKOAKOTO B rpynara Ha niiauedo.

Heduampuuna nonyirayus

XHUNEepTOHHS

AHTHXHNEPTEH3UBHHUAT €PEKT HA BANCAPTAH € OLIEHEH B XOAa Ha YETHPH PAHAOMH3UPAHH, J1BOHHO-
C/eNK KAWHHYHH Npoy4BaHUA nNpH 561 neanaTpUyYHK NaUMEHTH HA Bb3pacT oT 6 10 noa 18 roamHu u
[65 neaHaTpHYHK TALUEHTH Ha Bb3PacT OT | A0 6 roavHu.

Hapyutenns Ha 660peunTe M NHKOYHHTE MBTHLLA H 3aTVILCTABAHE €A HAH-YeCTUTE MOAIEKALLH
MEAHUHHCKH CHCTOAHHUA, KOUTO AONPHHACAT 32 Pa3BUTHETO Ha XUNEPTOHHA NPH JIeUaTa, BKIKUYEHH B
NPOY4BaHHATA.

Kaunuyen onum npu deya Ha wiy HAo 6 200uUHA 8L3pACM

B eaHO KNMHHYHO NpOYyYBaHE, BIUTIOYBALLO 26| XMNIEPTEH3UBHH NALMEHTH HA BBL3PacT OT 6 ao 16
FOAMHH, NauMeHTure ¢ Terno <35 kg nonyuasat 10, 40 nnn 80 mg Bancapran gHeBHO noa ¢opmara Ha
TabneTkH (HHUCKa, cpeaHa M BHCOKa A03a), a NauMeHTHTE ¢ Terno >35 kg nonyuaear 20, 80 uan

160 mg Bancapran aHesHo noa ¢opmara Ha TabneTku (HUCKA, CpeiHa W BUCOKa 103a). B kpas Ha
BTOpAaTa Ce/AMHLA BacapTaH BOU A0 J0303aBUCHMO NMOHHAKEHHE KAKTO Ha CHCTOJHOTO, TAaka U Ha
AHACTOJIHOTO HANATAHE.

Tpure no3u BatcapTaH (HUCKa, CPEIHA M BHCOKA) 3HAUUMO MMOHWKABAT CHCTOJIHOTO HAJATAHE
cbTBeTHO € 8, 10 1 12 mm Hg cnpamo usxoanute croiinocty. [TauneHTrTe ca paHaoMu3MpaHy na
NPOAB/IKAT A& NPHEMAT CBLUMTE 103M BaNCapTaH WK 1a NpeMKHAT Ha miaue6o. Ipu naunenTure,
KOHTO NpOAb/KABAT Aa MPHEMAT CpeAHA H BUCOKA /1034 BAJICAPTAH CHCTONHOTO HAIAMaHE € CPEAHO C
4 1 7 mm Hg no-HHCKO OTKOJIKOTO NMpH NauHeHTUTEe Ha nedyeHue ¢ naauedo. [Ipu nauueHture,
MPHEMALLKM HHCKA 1032 BANICAPTaH CHCTONIHOTO HaNATaHe € NoJ0OHO Ha TOBA NPH MALMEHTUTE HA
neueHHe ¢ mnauebo. J10303aBUCHMHUAT AHTUXHIIEPTEH3UBEH e(EKT HA BASICAPTAH € HAITHLIE MPH BCHYKH

aemorpagcku cyorpynu.

BbB BTOpO KNMHMYHO Npoy4BaHe, BKA0Usao 300 neqMaTpuyHy NaUMEHTH ¢ XHIIEPTOHMA HA BH3PacT
oT 6 10 noa 18 roanHK onpeaeneHH NauMeHTH ca paHIOMH3MPAHH 1a NIPHEMAT BaJICapTaH WK
€Hasanpun B NnpoabixkeHne Ha |2 ceamuuu. Jeuata ¢ rerno >18 kg v <35 kg npuemar 80 mg
Bascapran win 10 mg eHananpmn, Te3u ¢ Terno >35 kg u <80 kg npuemar 160 mg sancapras wiu

20 mg eHananpui, a Te3u ¢ Terso >80 kg npuemar 320 mg Bancapran uau 40 mg eHananpu.
IloHnxeHneTo Ha CHCTONMHOTO HANAraHE € CPABHUMO MEXKY NAUMEHTUTE NIPHEMALIH BaJiCapTaH

(15 mm Hg) v enananpun (14 mm Hg) (p-croiiHocT 3a He no-Manka edukacuoet <0,0001). MoaobHu
pe3yaTaTyd ce HabMIAABAT Y 33 AHACTONHOTO APTEPUATHO HansAraHe, noHwxeHHe ¢ 9,1 mm Hg v ¢

8,5 mm Hg cboTBeTHO ¢ BancapraH v ¢ eHananpuJ.

B TpeTo, 0TBOPEHO KJIHHUYHO NpoyuBaHe, BkitouBaulo 150 neaMarpuuHn nauMedTH H
A0 17 roanHyn ¢ XMNEPTOHHA, NIEKy BaHUTe NauueHTH (cuctonnuno AH > 95% chobp
noJjla ¥ BUCOYMHATA) NOJIyHaBaT BajicapTaH B npoab/xkeHue Ha |8 meceua, 3a aa ce
besonacHocTTa M NoHocumocTTa. OT 150-Te nauueHTa, yyacTeauy B TOBA NPOyuBa
ChLIO TaKa MoAy4YaBaT CbIIBTCTBALUA AHTHXHMMEPTEH3IWBHA Tepanus. [lauuenTuTe ce
OCHOBA HA KPHTEPHHTE CH 3a TETNIO NPH ONnpelefHe Ha HA4allHH ¥ NOAALPXKALUY A0



TenecHo terno > 18 no <35 kg, > 35 no <80 kg 1 > 80 no <160 kg nonyuasar no3um ot 40 mg, 80 mg u
160 mg W cnea eana ceamMuua A03KTE CE TUTPHUpAT A0, cboTBETHO, 80 mg, 160 mg u 320 mg.
[Tonosuxata ot BroueHuTe nauneHTH (50,0%, n = 75) ca umann XB3, kato 29,3% (44) ot
nauneHTuTe ca ¢ Xb3 craauii 2 (GFR 60-89 ml/min/1,73m?) unu craawmii 3 (GFR 30-59

ml/min/1,73 m*). CpeaHHTe CTORHOCTH HA NOHHWKEHHE HAa CUCTONHOTO KPbBHO HANAraHe ca Gun

14,9 mmHg npu scHuku naunenTy (M3xoaHa 133,5 mmHg), 18,4 mmHg npu naunenTy ¢ XB3
(m3xoano Hueo 131,9 mmHg) v 11,5 mmHg npu naunenty 6e3 XB3 (u3xoano uuso 135,1 mmHg).
[lpoueHTsT Ha MaLMEHTUTE, TOCTHIHAH LAnocTeH kouTpoa Ha KH (cucTonnuHo v anactonnuso KH
<95%) e manko no-sHcok B rpynarta ¢ Xb3 (79,5%) B cpaBHeHHe ¢ rpynara, xoaTo He e ¢ XB3

(72,2%).

Kunuuen onum npu deya nod 6-200umina ev3pacm
[Tposenexu ca TpH KIMHWYHH Npoyy4BaHus npy 291 nauueHTH Ha BB3pacT ot | Ao 5 roanHu. B

NpOy4BaHHUATA HE €A BKJIKOYEHM aeua noa | roamua.

B nbpeoTO NpoyuBane ¢ 90 NAUHEHTH HE € AEMOHCTPHPAH 10303aBUCHM KJTMHHYEH OTFOBOD, HO BbB
BTOPOTO NPOY4BaHE CbC 735 NALIMEHTH, NO-BUCOKHTE A03H Ha BANCAPTAH C& CBBLP3aHH € NO-ToIAMO
NOHHUXKEHHE HA APTEPHATHOTO HATArAHE.

TpeToTo npoyusaHe € 6-CEAMHUYHO paHIOMU3UPAHO JBONHO-CNATIO IPOYUBAHE C OLEHKA HA JO30BHS
OTrOBOP Ha BancapTaH npu 126 aeua Ha BB3pacT oT | A0 5 roAMHM ¢ XHNepTOHKA, cbe 1y Bes XB3,
panaoMu3supanu Ha 0,25 mg/kg nin 4 mg/kg TrenecHo Terno. [Ipu gocrurane Ha kpaiiHaTa uesn,
HAMaNCHHETO HAa CPEAHOTO CUCTOHO KPpbBHO Handarave (MSBP)/ cpeaHo anacTonHo KpbBHO HansraHe
(MDBP) npu sancapran 4,0 mg/kg B cpasHenue ¢ Baicapran 0,25 mg/kg e 8,5/6,8 mmHg cvorBeTHO
4,1/0,3 mmHg; (p=0,0157/p<0,0001). Io nogobex Haunn noarpynara Ha XB3 nokaza ¢biuo
HaMmanedHe Ha MSBP/MDBP nipu Bancapran 4,0 mg/kg B cpaBHeHue ¢ BancaptaH 0,25 mg/kg (9,2/6,5
mmHg cpewy 1,2/+1,3 mmHg).

EBponeickara areHuus no JieKapcTBaTa 0ocBOOOKAABA OT 3aAbJKEHHETO 32 NPEAOCTABAHE HA
pe3ynTaTUTe OT NPOYYBAHHATA C BaNCapTaH BbB BCHYKH MOArPYITH Ha NEAKATPHYHATA NOMYaLHs ChC
CbpACYHE HEAOCTATHLYHOCT H CHPAEUYHA HEAOCTATBUHOCT CIeA NPECeH MHOKapAeH HH(papKT. Buxre
TouKa 4.2 3a HHGOpMaLIHA OTHOCHO NeaUaTpuuHaTa ynotpeba.

3.2 PapMaKOKHHETHYHH CBOHCTBA

Abcopbyun.
Cnen nepopajiHo MPWIOKEHHE CAMO HA BAJICAPTAH NMUKOBHUTE fU1a3MEHHK KOHLIEHTPAaUHH Ha BAJICapTaH

ce AocTurat 3a 2—4 yaca ¢ Tabnetkure v 3a 1-2 yaca ¢ pasreopa. CpeaHata abconoTHa OHOHATHYHOCT
e 23% c Tabnerkure U pecnekTHBHO 39% ¢ pa3Tsopa. CUCTEMHATA EKCNO3ULIHSA W [THKOBATA M1a3MeHa
KOHLICHTpPALIKA HA BAICAPTaH € OKOJIO 1,7 0bTH U 2,2 NBbTH NO-roNsMa Nnpu pasrsopa, B CPaBHEHHE C
TabnerxHre.

XpaHaTa Hamanasa ekcnosuuuara (u3Mepera ¢ AUC) Ha sancapraH ¢ oxosno 40%, a nukoBaTa
nnasMeHa KOHUEHTpauMUA (Cmac) € okono 50%, BbnpekH He okono § yaca cnen nprvema nna3MeHuTe
KOHUEHTpaLMH Ha BANCAPTaH ¢a NOAOOHH B rPYNMTE HAa NMPUEM Cliea HaXpaHBaHe W Ha rnaaHo. Tosa
noHwxkenye Ha AUC obaue He ce npuapykasa OT KIHHHYHO 3HAYMMO HAMAIABAHE HA TEPANCBTHHHUA
edexT, nopany koeTo BancapTaH MOXeE [1a Ce JaBa ChC WK Oe3 XxpaHa.

Pasznpeodenenue:
OOeMbT Ha pa3npee/IeHHE Ha BANCAPTaH NMPH ChCTOSHUE HA HACHLLAHE C/E HHTPABEHO3HO

NPUIOKEHHE € 0koJ0 | 7 IMTpa, KOETO NoKa3Ba, ye BaNcapTaH He Ce pa3fpencsis eKCTEH3HBHO B
TbKaHWTe. BancapraH e B ronama cTeneH CBbP3aH CbC CEPYMHHUTE NMPOTEHHH (94-97%), |
CbC CEPYMHMA aIOyMHH.

buompancopmayus.




Bancapran He ce SuotpaHchopmupa B ronama ctenen, Thid KaTo caMo ok010 20% oT Jo3aTa ce
OTKpuBa KaTo MeTabomuTy. B nnasmara e yctaHoBeH XMAPOKCHMETAGONMT B HUCKH KOHLEHTPALIUA
(no-manko ot 10% or AUC Ha sancapran). Toszu MeTaGonnT € papMakonoruyHO HEAKTHBEH.

Erwwvunupane.

Bancaprat noka3sa MyNTHEKCNOHEHIIMANHA KHHETHKA Ha pa3nan (t2q < | h 1 t1ag okono 9 h).
BancapraH ce eTMMHHHpa NpeaUMHO upe3 GuinapHa ekckperua ¢ gexanvute (oxono 83% ot n03ara)
u oT 61b0peunTe upes ypusara (okono 13% ot nosara), raBHO KaTO HEMpoMeHeHo NekapeTeo. Crea
HHTPABCHO3HO NPHIOKEHHUE NNAIMEHUAT KIMPBHHC HA BajcapTaH € 0Kono 2 [/4ac v HeroBusT
OBOpeyeH knpbHC € 0,62 1/uac (okos0 30% ot 06uma KinpbHc). TTony>XMBOTHT Ha BajICapTaH € 6
yaca.

Ilpn nauneHTH cbe ChpaeYHA HEAOCTATHLYHOCT:

CpeaHoTo BpeMe 3a ZOCTHraHe Ha MMKOBM KOHLUEHTPALUMK U BPEMETO Ha MOMYXKHUBOT Ha Ba/ICapTaH
NPV MAUMEHTH CBC CbPAEYHA HEAOCTATLYHOCT ca NoAOOHHM HA Te3H, HabnIoAaBaHK NPH 3apaBH
pobposonun. AUC 1 Cmax cToiiHocTHTe Ha BancapTaH ca NOYTH NPONOPUMOHAIHH C TOBHLIABAHE Ha
Ao3ata Hal KTHHWYHUA 1030B MHTEepBan (40 no 160 mg aBa MbTH AHEBHO). CpeHHAT dakTop Ha
HaTpynBaHe € okosio 1,7. [IpUBHAHUMAT KIMPBHC Ha BasicapTaH Chef NepopaiHoO NMPHICKEHHE &
npudnusurenHo 4,5 l/uac. Be3pacTra He 3acara MPUBHAHKA KITHPBHC MPH MALMEHTH ChC CbpacyHa
HEAOCTATbYHOCT.

Cneyuarnu 2pynu nayuennu

Xopa 8 cTapyecka Bb3pacT
[Ipy HAKOU NALMEHTH B CTAPYECKA BBIPACT € HABNI0JaBaHO MAIKO NO-BUCOKO OBLIO pasnpeaeneHHe
Ha BajICapTaH B CpaBHEHHE C MNIAHTE NaUHeHTH. ToBa obaue HAMA J0Ka3aHA KIIMHUYHA 3HAYUMOCT.

HapyuieHa 650peyHa pyHkuus

KakxTo ce ouaksa 3a BemiecTBo, 4HiTO GB0peUueH KNHPBHC € OTrOBOpPeH camo 3a 30% oT obtuus
MIa3MEH KIHPBHC, HE € OTYETEHA Kopeaauus Mexay 6n0peutara GpyHkuns W 00WOTO pasnpeaeneHme
Ha BaicapTaH. llopanu Ta3sn npHuKHa He Ce Hanara KOPUrHpaHe Ha 103aTa NPH MALHEHTH ¢ 6BGPEUHO
YBpEXAAHE (KPeaTHHHHOB KNUPBHC > 10 ml/min). JIuncear nanuu 3a 6e3onacHa ynotpeba npu
MaLHEHTHTE C KPEATHHHHOB KNHPBHC < 10 ml/min) n npu npoBexaawnTe nuanusa, nopaau Koero
BaicapTaH TpabBa Aa ce ynorpedasa ¢ NOBHLICHO BHHMaHHe MPH TE3M NALMEHTH (BX. Touku 4.2 1
4.4). BancapraH ce cBbp3Ba ¢ NNa3MEHHTE NPOTEHHH BbB BUCOKA CTENEH M HAMA BEPOATHOCT fa Obae

OTCTPAHEH Ype3 Ananu3a.

YHepuoapobHo yBpexkaaHe
[Tpubnusurento 70% ot abGcopGupanara no3a ce eNMMHUHHPa B %ITHUKATA, FIABHO B HETIPOMEHEHA

dopma. BancaptaH He npeTbpnaBaT HUKAKBH OGHOTpaHChoOpMaLM. YV aBOSBaHE HA eKCIIOZULMATA
(AUC) e HabnronaBaHa npy NauMeHTH C JIEKO N0 YMEPEHO YEPHOAPOOHO YBpEXIaHe, B CpPABHEHHUE ChC
3apagu xopa. He e nabnionasana o6aue kopenauma Mexay niazmeHara KOHUEHTpAlHA Ha BajcapTaH
M CTENEHTA Ha “epHOAPOOHa AHChYHKLMSA. BancapTaH He € NpoyUYeH NPH NAUMEHTH C TEXKKA
YepHoapoOHa auchyHKkuMaA (Bx. Touku 4.2, 4.3 n 4.4).

lleduampuuna nonyiayus
B enHo npoyusane ¢ 26 neaMaTpu4HU NAUKEHTH C XUNEPTOHMS (Ha Bb3pacT ot | o 16 FTOAHHH) NpH
CAHOKpPaTHO NMpHaraHe Ha BancapTal noa gopmara Ha cycnensus (cpeano: 0,9 o 2 mg/ke,
MakcumanHa nosa 80 mg) KnMpbHCLT (MTpr/uac/kg) Ha BacapTaH € CPaBHUM MEXAY OTAETHHTE
Bb3pacTH oT 1 a0 16 rogunn 1 nonobeH Ha TO3M NPH BL3PACTHH MALMEHTH, MPHEMALIH Ch
(BrkTe MHpOpMauuaTa 3a AGcopOuns B pasaen 5.2).

Hapyiuena 616peuna pyHkus




NCAHATPHUHH MALMEHTH C KPEATHHUHOB KAHPBHC >30 ml/min. bxbpeunata byHkums v HuBarta Ha
CEpPYMHHA Kanui TpA0Ba na ObaaT BHUMATENHO NpocneasBaHu (Bx. Touku 4.2 u 4.4).

5.3 [Hpeaxnuaununn naHNH 33 Ge3onacHocT

[NpeakauununnTe nanHn He nokasBaT ocobeH PUCK 3a XOpaTa Ha 6a3a HA KOHBEHLIMOHAJTHUTE
$PapMaKoNOrHUHH U3NUTBAHHS 32 6€30MAaCHOCT, TOKCHYHOCT MTPH MHOTOKPATHO NpUIOXKEHHe,
FPEHOTOKCHYHOCT H KapLUMUHOFEHEH MOTEHLHAN.

[lpu nabxoee Tokecrunu no3m 3a maiikara (600 mg/kg/nen) no Bpeme Ha NocaeAHUTE IHH OT
OpeMeHHOCTTa M nepHoaa Ha JlakTauMs ca JOBeAH 4O NO-HMCKA CTENEH Ha NpeXUBAEMOCT, No-cnado
HaAlaBAHE HA TETIO W 320aBEHO Pa3BUTHE (OTAEASHE HA YWIHATA MH/A W OTBAPSHE HA CTYXOBHSA

KaHan) Ha MOKONEHHETO (BXK. Touka 4.6). Tesu no3u npu nibxose (600 mg/kg/neH) npeacTapaspar
2
npubausuTento 18 nbTH MakCHMATHaTa NPeNOpLUBAHA 1033 NMPH XOpa Ha 6a3aTa Ha mg/m

(M3YHCIeHNATA Ce OTHACAT 3a Mepopaiua Ao3a 320 mg/aeH ¥ ¥ NALMEHT ¢ Tero 60 kg).

[1pn npeakanHuyHK npoy4BaHHs 3a Ge30NaCHOCT BUCOKH 103 BancapTaH (200 10 600 mg/kg )
IPEAU3BHKBAT NPH NTLXOBE HAMANIABAHE Ha MAPAMETPHTE HA YEPBEHUTE KPbBHH KIIETKH
(€pHTPOLIMTH, XeMOrNIOOHH, XEMaTOKPUT) U MPHYHHABAT MPOMEHH B ObOpeuHaTa xemoaMHamMmnKka
(eko NoBHiLABaHE Ha MIa3MeHaTa ypea, Gu0peuHa TyOy1Ha XUepniasua u bazoduans npu
MBKKHTE). Tean nosu npu navxose (200 no 600 mg/kg/nen) npeacrarngsar npuGAn3UTENHO 6 U 18
MTH MAKCHMAJTHaTa NpenopbYBaHa 103a npy Xopa Ha 6a3aTta Ha mg/m? (M34YMCIEHUATa Ce OTHACAT 3a
nepopanta ao3a 320 mg/neH u nauneHT ¢ Terno 60 kg).

Ipn mapmosetv B noao6uu 1031 MMa MOAOGHH, HO NO-TEXKKH NPOMEHH, OCOBEHO B OBOpeunTe,
KbAETO MPOMEHUTE CE PA3BUBAT A0 He(PONATHS, BKIIOYBALLA NOBHLIEHH YPes H KPEATHHHUH.
Habntonasa ce coio xuneprpodus Ha 6H6peuHHTE I0KCTArNOMEPYIHM KAETKH M NpW ABaTa BHIA.
CuuTa ce, 4e BCUHKH MPOMEHH Ce ABIKAT HA PAPMAKONOrHYHOTO AeHCTBHE Ha B1CApTaH, KOETO
BOM 10 NPOABHKHTENHA XUITOTOHMA 0cobeHO Npu mapMoserute. U3rnexaa, 4e TepanesTH4HaTA 1032
Ha BancapTaH Npu Xopa He € CBbp3aHa ¢ XunepTpodus Ha HbOPEUHHTE IOKCTArNOMEDPYIHU KIETKH.

Ileduampuuna nonyaauus
E3KEAHEBHOTO NepopanHo NPUIOKEHHE Ha BAICAPTaH NPH HOBOPOACHW/ MIAIH NITbXOBE (oT 7-MH4 10

70-t1 noctHaranex aeH) B A03u 1 mg/kg/neH (okono 10-35% oT MakcHMaIHaTa npenopb4BaHa
neanatpuiHa fo3a 4 mg/kg/net Ha 6aza cHCTeMHa eKCNO3UUMA) NMPEAH3BHKBA TPAIiHO, HeobpaTHMoO
0b6peuHo yBpesxkaaHe. CnoMeHaTHTE NOCAEANLM NPEACTABIARAT OUAKBAH arpasHpaH
(PapMaKoIOruyeH eeKT Ha HHXHOHTOPHUTE HA AHFHOTEH3MH KOHBEPTHPALLNS EH3UM H aHPHOTEH3MH ]
PELENTOPHUTE ONOKEPH, KaTO NofobHU edekTH ce HabmoaaBaT, aKO MILXOBETE Ca BUNH MOLIOKEHH
Ha JieueHue npes mupeuTe |3 AHK OT xKMBoTa uM. To3u nepuon cxBnana ¢ 36-Ta recTaLHOHHa
CEMULA NpH XOpa, KaTO MOHAKOra MOXe Aa Obje yabmKkeH 10 44 ceaMuUM cie] KOHLEnUsTa.
[lrbxoBeTe B FOBEHUIHOTO MPOYYBAHE HA BAICAPTaH NPHEMAT BasicaptaH a0 70-Ty aeH U epekTH
BbPXY pa3BUTHETO Ha OuOpeLTe (4-6 NOCTHATANHHM CEAMHLIM) HE MOFAT Aa ¢e M3KITIOYAT.,
DyHKUHOHAHOTO pa3BUTHe Ha 6BGpeka e npouec, KoifTo npu xopara MPpOABLNXKABA W Mpe3 NbpBAaTa
rOAHHA OT KBOTa. CNEeA0BATENHO, MPH AL HA BL3pacT <| roaMHa He MOXKE [a Ce H3KJTIOUU
KNTHHHYHA 3HAYUMOCT, AOKATO MPH T€3U NMO-rOJIEMH OT | roiMHa NpeAKIMHHYHUTE JaHHU HE NOKA3BAaT
HAKaKBH NPHTECHEHHA OTHOCHO Oe3omacHoCTTA.

6. OAPMAIIEBTHYHHA JAHHH
6.1 CnHcebk HA NOMONIHHTE BelllecTBA

AOpo na mabremxama

JlakTo3a MOHOXMApAT

MukpokpucTanua uestynosa

[ToBuaou

KpockapMmenoza HaTphit

CUavuueB IHOKCHI KOJIOHAEH, 6e3BoaeH
Marnesues creapat




Durmo8o noxkpumue
Xdnpomenosa

Turanor anokcun (E 171)
Maxporon 4000

KenezeH okeua, xuat (E 172)*
XKenesen okcua, yepseH (E 172)**

* npucbersa BuB BasicapTad 40 mg u 160 mg dunmupanu tabnerku
** npucbeTea BuB Basicaptad 80 mg u 160 mg dunmupanu TabaeTku

6.2 HecnBMeCTHMOCTH

Henpunoxumo

6.3 Cpok Ba rognoct

3 rOAUHH

6.4 ChnennanaHu ycJ0BHSA H2 CLXpPAHECHHE

Hla ce cvxpangasa noa 30°C.
Jla ce cbXxpaHsBa B OpHrHHAIIHATA ONAKOBKA, 34 /a e Mpe/nasH oT Bjara.

6.5 JlaHHH 32 ONAKOBKATA

PVC/PE/PVDC anymunuesa 6nuctepHa onakoeka: 7, 10, 14, 28, 30, 50, 56, 60, 84, 90, 98, 120, 180
bunmupanu TabneTku, B KyTHa.

He Bcuuky BUIOBE OMAaKOBKM MOTaT Aa ObJAT MYCHATH HA na3apa.
6.6 Crnennaauu npeanasHs MepKH NPH HIXBhPJIAHE

Hama CIMCUHAJITHH U3UCKBaAHHA.

7. ITPHTEXATEJI HA PASPEHIEHHETO 3A YIIOTPEBA
KRKA, d.d., Novo mesto, gmarje*’ska cesta 6, 8501 Novo mesto, Cnosennsd
8. HOMEP(A) HA PASPEINIEHHETO 3A YITIOTPEBA

Per. Ne 20080272

9. IJATA HA ITHPBO PASPEINABAHE/MTIOAHOBSIBAHE HA PA3ZPEHIEHMETO 3A
YIIOTPEBA

Hara Ha nbpBO paszpewaBane: 17.12.2008r.
Hara Ha nocaenno nogHoBseade: 06.07.2011

10. JATA HA AKTYAJIM3UPAHE HA TEKCTA

24 Anpwun 2025




[Moapobna nHpopmaLna 3a TO3M IeKapCTBEH NPOAYKT € NpeAocTaBeHa Ha yebcaiita Ha U3nbiHuTenHa
Arenuus no nekapcreara (MAJI) http://www.bda.bg.




