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U2NLAHUTEHA ATEHLUIS N0 IEKAPCTBATA |

Kpamka xapakmepucmuka Ha npogyxma [lMpunoxerue 1

1. HUME HA JIEKAPCTBEHUS ITPOAYKT

Banomunzo 160 mg/1,5 mg Tabnetku ¢ u3MeHeHo ocBobOKaBaHe! o2 Ve ... ‘;QO,QL(Q//Q ............................
Valomindo 160 mg/1.5 mg modified-release tablets | Paspewerue N

2. KAYECTBEH H KOJIHYECTBEH ChCTAB

Baaomuuao 160 mg/1.5 mg TabieTky ¢ M3MEHEHO OCBODOXK1aBaHe
Bcsaka tabnerka cbhabpxka 160 mg Bancapran (valsartan) v 1,5 mg unaanamua (indapamide).

3a MbJIHKA CNHCBK HA MOMOLLHHTE BELLIECTBA, BUXKTE TOouka 6.1.

3. JIEKAPCTBEHA ®OPMA

Tabnetka ¢ u3mMeneHo ocpoborxaaBane

Banomunao 160 mg/1,5 mg TadneTku ¢ H3MeHeHO 0CBOOOMKIaBaHe: KPbI/IH, ABOHHOHW3NbKHAIN
ABYC/10HHH TabneTkH. EAMHUAT cnoii e kadeHHKaBO-#bT, MO3aeyeH, ¢ 0bo3HaveHue VI2. Jlpyrusat
croi e 041 10 xbATo-041. Pasmepu Ha TabneTkara: AvameTbp npubausurento 11 mm.

4. K/IMHUYHU JAHHH

4.1 TepaneBTHYHH NOKA3AHHSH

BanomuH/10 € nokasaH 3a JieYeHHe Ha €CEHLIHAIHA XHNEPTOHHUA KaTo 3aMECTHTEIHA Tepanus MpH
Bb3PACTHH NAaLMEHTH, KOUTO €a aJeKBaTHO KOHTPOJIMPAHH C BAJICAPTaH W HHAANAMM/L, PUEMAHH
€IHOBPEMEHHO, B CbLIATA 1034 KAKTO B KOMOHHALMATA, HO KaTO OT/AETHH TabNeTKH.

4.2 Jlo3MpoBKa H HAYHH HA NPHJIOKEHHE

£03H[20 BKa

l'lpenopquTenHaTa J103a e eaHa TablieTka IHEBHO OT ChOTBETHATA KOHLUEHTpaLUHs.
KomOuHauuaTa ¢ JUKCHpaHH J03H He € MOAXOAAIA 32 HAYalHa Teparus.

l'lpe,au NMpoMsdHa Ha JICYHEHHETO KbM Banomnuno, NaUHCHTHTE TpﬂGBa na G'b,ElaT KOHTPOJIHpaHH Ha
MOCTOAHHH N03H HA MOHOKOMIIOHEHTHTE, MPHEMAHH M0 CBHLIOTO BpEME. Ho3aTa Ha Banomuupno Tpﬂﬁaa

[la ce OCHOBABAa Ha JO3MTE HA OTIE/IHHTE KOMIMOHEHTH Ha KOMOUHALMATA MO BpEeME Ha CMsAHara.

Ako e HeoOXoMMa NpoMsaHa Ha 103aTa, T TPAOBA Aa CTaHe Ype3 HHAMBHIYAJIHO THTPHpAHE Ha
OTAE/THHTE MOHOKOMITOHEHTH Ha KOMOMHaLHS.

CneumaaHy nonyaaluu

Cmapuecka eb3pacm
[1pu Xopa B cTapyecka Bb3pacT KpeaTHHHHBT B NJ1a3Marta TpAOBa J1a ce HHTEPIIPETHPA BbB

koraTto 6bOpeyHaTa GyHKUMS € HOpMaIHA HIH MHHHMAJIHO YBpe/IeHa.

bvopeuno yepexcoane [ & |afmn¥es

Mpw reskko yspenena Gu6peuna GyHkuns (KpeaTHHUHOB KAHPBHC o 30 ml/min) i YEHUETO R
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ClJYHKllHH € HOpManHa HUJIH caM0O MHHHMATHO YBpEOCHA.

Heprodpobro yepexcoane
BanoM1HI0 € NpOTHBONOKA3aH NPH NAUMEHTH € EKO, YMEPEHO MITH TEXKKO YepHOAPODHO yBpeXKaaHe,
funuapHa UMpo3a H MPH NALKEHTH ¢ XonecTasa (BX. Touku 4.3, 4.4 1 5.2).

IMeanaTpuuHa nomynaius
BanomuHzno He ce npenopbyBa nNpu Aeua M IOHOWH noxa | 8-roguuHa Bb3pacT.
besonacHocTTa M edHKacHocTTa Ha BanoMiHI0 He ca yCTaHOBEHH B TE3H MMOMyJIALHH.

HauuH Ha npunoxeHue
IMepopanHo npunoxeHue.

Banomuno moxe aa 6bae npHeMaH HE3aBUCHMO OT XpaHEeHETO M TpAGBa Ja ce NpHeMa ¢ Boja.
4.3 IIporusonoxazandas

- CBpPBXYYBCTBHTENHOCT KbM AKTHBHUTE BEILECTBA, KbM APYTH CYN(GOHAMHAN HIH KbM HAKOE OT
[OMOLIHHTE BeLlecTBa, H36poenH B Touka 6.1.

- Jlexo, yMepEeRO HJIH TEXKO YepHOoApoOHO yBpexaaHe, GunmapHa UMpo3a, XonecTasa WK
yepHoApoOHa eHUedanonaTHA.

- Btopu u Tpetn TpuMecTbp Ha GpeMeHocTTa (BXK. TOMKkH 4.4 1 4.6).

- EnnospeMeHHaTa ynotpeda Ha BancapraH ¢ a1HCKHPEH-ChAbPXKALUH NPOAYKTH €
TIPOTHBOMNOKA3aHa NMPH NAaLMEHTH Che 3axapeH aHabeT win 6b6peuHo yspexaane (GFR <60
mlmin/1,73 m?) (ex. Touku 4.5 u 5.1).

- Texka Op6peuHa HEOOCTATLYHOCT.

- XunokanueMmus.

4.4 Croenuannu npeAynpexIeHHs U NpeINa3HA MePKH NpH ynoTpeba

CepyMeH kanuii
EnnoBpemenHara ynorpeba ¢ kanues Ro6aBKH, KaTHH-CHXPaHABALIH AHYPETHLH, 3aMECTHTETH Ha

CONTa, ChABPAKALUM KaNHH, WIH APYTH NeKapCTBEHN NPOSYKTH, KOHTO 6HXa MOrNH Aa NOBHILAT
HHMBATA H& KAIWH (XernapHH H T.H), He ce npenopb4ea. CTOHHOCTHTE Ha Kanua Tpsabea na ce
MOHHTOTPHPAT CLOTBETHO.

H3uepneaneTo Ha Kains W pa3sBHTHETO HA XUNOKATHEMHS € OCHOBHHMAT PHCK NPH THASHAHHTE H
THa3HA-NoAoOHKTE AMypeTHUN. PHCKBT oT XxHnokanuemus (< 3,4 mmol/l) TpaGea na ce npeaoTsparu
NPH ONpeENeHH PHCKOBH MPYITH KATO XOpa B CTAPYECKa BB3PACT, XOpa C HeloOXpaHBaHe WK
MPHEMALIH MHOXKECTBO JIEKAPCTRA, MALIMEHTH ¢ LIHPO3a ¢ OTOK H aCLIUT, HCXeMHYHa DojiecT Ha
ChPLETO H MTAUHEHTH CbC ChPACUHA HEAOCTATHHHOCT. B TakuBa cnyya X#noKalHEMHATA NOBHIIABA
CbpJevHaTa TOKCHYHOCT Ha JAMCHTATHCOBHTE NMpPEeNapaTy U PHCKa OT apHTMHES.

IMauuentute ¢ yasmwken QT HHTepBan CbLIO ca ¢ IOBHLIEH PHCK, HE3ABHCHMO OT TOBA OaH
NIPOH3XOABT € KOHIEHUTANEH HITH ATPOTEHEH. XHIOKalHeMHATa (kakTo u GpannkapausTa) e
npeapasnoarail GakTop 3a NoABA HA TEXKKH apHTMHH, H MO CNELMATHO MOTEHUHATHO QaTATHUTE
Torsades de pointes.

TTo-yecTo MOHMTOPHPaHe Ha NUTA3MEHHTE HHBA Ha KANKA €& M3NUCKBA TIPH BCHYKH T10-rOPe NOCOYEHH
cay4aH. [TeproTO ONpeaenaHe Ha IIa3MEHHTE HHBA HA KaIHA TPAGBa Na ce H3BBLPILUM NPe3 MbpBara
Ce[IMHLA CeA HAYAIOTO Ha TeUeHHETO.

AKo ce OTKpHe XMNOKaHEMHA, € HeoOXoqHMa HeHHaTa kopekuua. Xunokanemus, y
3ae[1HO C HHCKA CEPYMHA KOHLIEHTPALIHSA HA MarHe3Hii, MOXe J1a He ce NOBNMAE OT Jie
aKO CEPYMHHAT MarHe3Hi He Oble KOpUTHpaH.

CepyMeH HaTpuii




HatpueBusaT u/umu obemen neduumnt Tpabea na Obae KOPHIHPaH Npedy 3amoyYBaHe Ha IeUeHHe ¢
Banomunao.

CepyMHHAT HaTpHii TpAOBa Aa ce onpenens npeau 3anoypaHe Ha NeYEHHETO ¢ HHAANIAMUA, a cllel
TOBa Ha PeA0BHH HHTEPBAIH MO BpeMe Ha NeveHHeTo. [IoHHKEHHETO HA HATPHEBHTE HHBA MOJKE
MbPBOHAYANHO A4 € ACHMATOMATHYHO H 3aTOBA € HeOOXOAHMO penoBHO u3cienBate. To TpaGea na e
NO-YECTO NPH NAUHEHTH B CTAPHECKA BL3PACT M NPH NALHEHTH ¢ uHpo3a (Bx. Touxd 4.8 1 4.9). Beako
Jle4yeHHe C AHYPeTHLIH MOXE [a MPeJH3BMKA XHUTIOHATPHEMHA, NOHAKOTa ¢ MHOTO CEPHO3HH
nocjeauuUH. XHIIOHATPHEMHA C XHITOBOJEMHA MOXKe 13 Obae OTTOBOPHA 3a AeXHApPATALMA H
OPTOCTATHYHA XHIIOTOHUA.

EnuoapemeHHaTa 331")(63 Ha XJOpHH iioHH, MOKE a IoBee 10 BTOpHYHa KOMIMCHCATOPHA
MeTalONMHTHA aNKa/i0o3a: YecTOoTaTa H CTENEHTa Ha TO3H eq)elcr ca cnao H3pa3CHH,

IlnasmeH MarHesHii
JlokazaHo €, 4e THA3WAWTE H TEXHHUTE aHaJo3H, BKIIOYHTEIHO HHAAMIAMHU, fIOBHULEABAT €KCKPELIMATA
Ha MarHe3uit ¢ ypuHaTa, KOeTo MOXKE Ja A0BeAe A0 XHnoMarHesHemus (Bxk.Touku 4.5 v 4.8),

CepymeH kanuuii
Tua:smmu H THaBH.El-I'IO,IlOGHHTC AHYPETHUH MOrat aa NOHKWKAT yanHaTa CKCer].lHH Ha Kaﬂl.[l»{i:l H aa

TMIPHYHHIAT JIEKO H [IPEXOAHO NOBHLUCHHE HA [UTA3MEHHTC HHBA Ha KaJlLkA. HaseeHata
XHMCPKATTLUIHEMHA MOYKE Ja ¢€ ABEKH Ha NpEeaUIeCTBall HEAHATHOCTHLIHPAH XHNEPNApaTHPEOHOH3bM.

JleuenneTo TpabBa aa ce cripe npeau Aa ce Hicnensa PyHKUHATA HA [APATHPEOHIHATA. KIE3a.

KpbBHa 3axap
TlpocneaspaneTo Ha KpbBHATA II0KO3a € BAYKHO NpH Avaberunn, ocobeHo Ha oHa Ha

XHNOKATHeMHA.

IMukoyHa kvcenHHa
an XHIIEPYPHKCMHYHH MALHCHTH, JICKYB&HH C HHAANnaMug, MOXKE Aa € MOBHUICHA CKIIOHHOCTTa KbM
Noaarpo3Hd NpHCTBIH.

Hapywena 6n6peuna gyuximg

TuazuannTe ¥ THA3UA-MOJOOHHUTE THYPETHLM CA HAMBIHO eheKTHBHH, caMo korato OuOpeunara
(YHKLMA € HOPMAJTHA WIH MHHUMAITHO YBpeaieHa (1a3MeHH HHBA HA KPEATHHHHA MO CTOHHOCTTA OT
25 mg/l, .e. 220 umol/l 3a pe3pacTun). [1pu xopata B cTapuecka BBE3pacT CTOHHOCTTA HA TIA3MEHHTE
KPEaTHHHHOBH HHMBA TPAOBa 13 Ce MHTEPNPeTHPa, KATO C& OTYMTAT BIIMAHHETO HA BB3pAcTTa, TErAOTO
H 0713 Ha NALMEHTa.

BTopHuYHaTa XHIOBOJEMHSA B Pe3y/ITaT Ha 3ary0aTa Ha BOJa ¥ HATPHi, HHAYLIMpPaHa OT IHYPETHKA B
Ha4aJI0TO Ha JIEHEHHETO, NPHYHHARA MOHHKEHHE Ha rMoMepyliHaTa puntpauuns. Beneacteue Ha ToBa
MO3Ke a HaCTBITH NOBHILEHHE HA HABATA HA YPeATa M KpeaTuHUHA. Ta3u TpaH3UTOPHA (YHKLUMOHANHA
610peuna HeNOCTATEYHOCT HAMA HEKENaHK NOCAEACTBHS NP NMALMEHTHTE C HOpMaHa GbOpeyuna
G$yHKLHSA, HO MOXe J1a BNOWIM ChLIECTBYRALA G0peyHa HelOCTAaTHYHOCT.

Crenoza Ha 6s0pe4Hara aprepus
Ilpn naunenTH ¢ GunatepanHa cTeHo3a Ha OBOPEUHHTE apTEPHH WM NPH CTEHO3a Ha APTEPHSTA Ha

eanHcTBeH 6b0Opex GesonacHaTa ynorpeba Ha BancapraH He € YCTAHOBEHa.
KpaTkoCcpouHO MpHIOKEHHE Ha BAICApTaH NpPH ABaHANECET MALHEHTH C PEHOBA3AJIHA XHIEPTOHHA
BCIEACTBHE Ha €JHOCTPAaHHA CTeHO3a Ha GbOpeyYHaTa apTepHs He BOAM O 3HAYMMH POMEHH B
O6Bp0OpeuHaTa XeMOAHHAMHKA, CEPYMHHA KPEaTHHHH WIIH HUBOTO Ha ypesTa B KpheTa (BUN
He3asuCHMO OT TOBA, APYTH JIEKAPCTBA, KOMTO NOBAHABAT CHCTEMATa PEHHH-2HTHOTEH3
NOBHILAT CTOMHOCTHTE Ha KPBBHATA YpeA H CepyMHHA KPEaTHHHH TIPH MALMEHTH ¢ e
cTeHo3a Ha OuOpeunara apTepus, nopaaM KOETO Ce NIPENnopbyBa npocieassaHe Ha 6b
(yHKUMA MPH MaUHEHTHTE, IEKYBAHH ¢ Ba/lCapTaH.




br6peyHa TpaHcmiaHTauus
Jlo TO3H MOMEHT HAMa HATPYMaH OMMT MO OTHOIIEHHE Ha Ge30nacHaTa ynoTpeda Ha BancapTaH npH
NaLHEHTH, NpeKapany Hackopo 6b0peuHa TpaHCNAHTALHA.

HutecTuHane anruoeseM
3a MHTECTHHANIEH aHIHOEAEM Ce CbODLAaBa NPH NALMEHTH, N1eKyBaHH ¢ aHTHOTeH3uH Il peuenTopHu

AHTAarOHHCTH, BKJIIOYHTENIHO BancapTaH (Bx. Touka 4.8). Te3an nauneHTH nMaT kopemHa boka,
rajieHe, NOBPLIUAHE H AWapHs. CHMNTOMKTE OTILYMABAT cell NPeycTaHOBABAHE HA AHTHOTEH3HH ]
PELIENTOPHHTE aHTATOHHCTH. AKO C€ JHArHOCTHLIMPA HHTECTHHAIEH AHIMOEAEM, JIEYEHUETO C
BancapraH TpabBa 0a ce NpeycTaHOBH M f1a ce 3aNouMHe NOAXOAAWO HabalodeHHe 0 MBAHOTO
OTIIYMSABaHE Ha CUMIITOMMTE.

YepHoapobHo yBpexnaane
BanoMuH0 € NPOTHBONOKA32H NPH MALMEHTH C JIEKO, YMEPEHO HITH TEKKO YePHOAPOOHO yBpexaaHe,

6WiHapHa LIAPO3a M NpY NALMEHTH ¢ X0onecTasa (Bx. Touku 4.2,4.3 n 5.2).

Koraro uepHoapo6nata dyHkumMa € yppeneHa, THa3HI-NOAOOHHTE QMY PETHLIH MOTAT A2 NPHYHHAT
yepHoApoOHa eHuedanonaTHa, KOSTO MOXE Aa Nporpeckpa A0 YepHoapoGHa KoMa, 0cobeHo B cryyail
Ha ENEKTPOJIMTEH aHcOanaHc. AKO TOBA HACTBIH, NPUIOKEHHETO Ha IHypeTHKA TpaGBa 1a ce cnpe
HezabagHo.

ITbpBUHYEH XHNEPALIOCTEPOHHIBM
IMauMeHTHTE ¢ MEPBHYEH XHNIEPATAOCTEPOHHIBM He TpAGBa Aa ce NeKyBaT ¢ BANCAPTAaH, THH KaTO
TAXHATa CHCTEMA peHHH—aHFHOTeH3HH HE € alcmnupaua.

AOpTHA W MHTpAJIHA KAanHa CTEHO3a, OOCTPYKTHBHA XHNEPTPOPHIHA KAPDAHOMHONATHS

KakTo npx BcHUKH ApyrH Ba30JHIATATOPH € HECOXOOMMO 0COBEHO MOBHILEHO BHUMAHKE NPH
NauHEHTH, CTPaJalli OT a0PTHA WIH MHTPATHA CTEHO3a WK OT 06CTpYKTHBHE XunepTpodHuHa
kapamomHonatasa (OXKM).

BpemenuocT
He Tpabea na ce 3anoyra nedenue ¢ anruotensux l-penentopuu 6nokepu (APB) no speme Ha

6pemennocT. OceH ako npoAb/kUTENHATA Tepanua ¢ APB ce npeueHu kaTo xu3HeHOHe0OXx0AUMA,
NEYEHHETO HAa NALMEHTKH, KOHTO [U1aHHpaT OpeMeHHOCT, TpAOBa Na Obae 3aMeHEHO ¢ aNTEepPHATHBHO
AHTHXHNEPTEH3HBHO JIEYEHHE C yCTaHOBEeH Npodun Ha 6e3omacHoCT 3a ynotpeba no BpeMe Ha
6pemennoct. IIpu ycranossapaHe Ha GpeMeHHOCT, Nevenuero ¢ APB Tpsatea uesabasno ga ce
NpeyCTAaHOBH M 113 CE 3aMO4YHE ANTEPHATHBHO JICUEHHE, aKO € [MOOX0MIIO {B#. TOYKH 4.3 1 4.6).

AHaMHe3a 3a aHrHoeneM
AHrHOeaeM, BKITIOYBALL [10/lyBaHe HR TAPHHKCA M TIOTHCa, NPHYHHABALL OGCTPYKUHA /1K

MO/JyBaHEe HA NHUETO, YCTHUTE, (DapHHKCa, WHITH €3HKa, € DOKAa[BaH NMPH NALMEHTH, JTEKYBaHH C
BaJICAPTaH; HAKOH OT TE3H MaLHEHTH ca NoMy4aBaiid aHFHOEIEM H OT APYTH JIEKAPCTBEHH CPEACTBA,
srmounTenHo ACE unxuburopu.

Banomunpno Tpatpa nezabarHo aa Obae CIPAH NpU MAUKHEHTH, PA3BHUBALIH AHTHOEAEM, H IEYEHHETO C
Banomunao He GuBa aa ce BL306HOBABA (BK. TOUkH 4.8).

Jpo#tHo 610KkHpaHe HA CHCTEMATa PEHUH-AHTHOTeH3HH-anzocTepoH (PAAC)
Hma nanum, ye enHospemenHaTa ynorpeba Ha ACE wHxuGHTOpH, aruorensud [I-peuentopHu
OJiokepH HITH aNHCKHPEH MTOBHLLABA PHCKA OT XHITOTOHHSA, XMNEPKATTHEMHA H HaManaBaHe Ha
616peunara dyHkumua (BknounTenHo octpa 6b6peuHa Hepoctarbunoct). [lopanu Tosa He ceg

aHrHoteHsHH ll-peuenTopun GnokepH WM ankckupeH (BX. TOUkH 4.5 1 5.1).
AKO ce npeugHH, ye TepanuaTa ¢ ABoitHO GnokHpaHe e abcoMnoTHO HeoOX0aHMa, TOB
CTaBa camo noa HabNOAEHHETO Ha CMIELHATHCT H NPH YeCTO BHHMATEIHO MOHHTOPH
OnOpeunaTa QyHKLKSA, ENEKTPONIMTHTE H KPLBHOTO HaJSraHe.



NpH NaLMeHTH ¢ AHabeTHa HedponaTua.

DoOTOUYBCTBHTENHOCT
Cnyuan Ha peakUMH Ha (POTOUYBCTBHTETHOCT €a ChOOLUEHH NPH THA3WAH W THA3KIHW NPOH3BOAHH

AHYPETHLA (BX. TOUKa 4.8). AKO N0 BpeMe Ha JIEUEHHETO CE NOABAT peaklivy Ha
¢oToUyBCTBUTENHOCT, C& NPENOPBLYBA NPEKPATABAHE Ha JIEHEHHETO. AKO NOBTOPHOTO NPUEMAHE Ha
JAHYDPETHKA ce CueTe 3a HeobX0AHMO, Ce NPENoPbYBa H3NOKEHHTE Ha CBET/IMHA 4acTH fa Obaar
33LMTEHH OT CNIbHLIE uAM KM3kycTBeHH UVA.

CnopTtHeTH
CnioprucTuTe Tpabea fa 3HaAT, Ye TO3M NPOAYKT ChAbPXKA AKTHBHO BELECTBO, KOETO MOXE Ja JI0BEe

A0 MONOXKHTENHAa JJ.OI'IHHI'-I'IPOG&.

XopouaaneH M3HB, 0CTPa MHOMKSA ¥ BTOPUYHA 3aKPUTOLIb/IHA MIAYKOMA

CyndoHaMHIHTE WK NEKapCTBATa, NPONU3BOAHH Ha CY/IOHAMHAHNTE, MOraT 13 NPEAH3BHKAT
HIHOCHHKPATHYHA peaKLHs, BOJEIIA A0 XOPOHIATIEH HITHB ¢ NedEKT Ha 3PUTENHOTO MOJIE, NPEeXOaHA
MHOMHUSA M OCTPA 3aKPHTOBIb/HA raykoMa. CHMOTOMUTE BIJTIOYBAT B HAYAIOTO OCTPO MOHKMXEHHE Ha
3pHTENIHaTa OCTPOTA HAH 04Ha Gonka, H OGHMKHOBEHO Ce MOABSBAT B PAMKHTE Ha YaCOBE A0 CEAMHLH
OT HaYan0To Ha neveHHeTo. HenexyBaHaTa oCTpa 3aKpPHTOBIL/IHA MIAYKOMA MOKE Ja JOBeJie [0
TpaiiHa 3ary$a Ha 3penueTo. [TopBoHaYaNHOTO JeHeHHeE e a Ce Clpe Ha NpHEMa Ha NEKApPCTBOTO
Bb3MOXKHO Haii-6bp30. HaBpeMeHHO NeueHue WiH XUpypruvHa UHTEPBEHLIMA MOXE [1a CE HAOXKH Ja
ce OOMHCAAT, aKO BHTPEOUHOTO HANATAHE O0CTaBa HEKOHTPONIHPaHO. PUckoBuTe (akTopH 3a passuTHe
Ha OCTpa 3aKPHTOBIbJIHA [NlayKOMa MOTaT a BKJIOYBAT AHAMHE3A 32 A/ePrus KbM CyN(OHAMHIA HIH
MeHHULHIHHH.

4.5 BsaaMopeiicTBHE ¢ APYTH J1eKAPCTBEHH NPOAYKTH H APYru GOPMH Ha BIaHMONEHCTBHE
Cevp3anu c sarcapman

AHeoiino broxupane ra cicmemama penun-anzuomenzun (PAC) ¢ APB, ACE unxubumopu unu
QRUCKUPEH .

JaHHH OT KITMHHYHM TIPOYYBAHHA MOKA3BAT, Y€ JBOHHOTO GJIOKHpaHEe HAa PeHHH AHTHOTEH3HH -
anpocrepoHoBarta cuctema (PAAC) upes xombunupanara ynorpe6a na ACE unxuburopu, APB wiu
&JIMCKHPEH Ce CBBbP3Ba C MO-BHCOKE YECTOTA HA HEXKETaHH ChOHTHA, KaTO HANPUMEP XMNOTOHHA,
XHIEPKAIHEMHA H HamanABaHe Ha OLOpeuHaTa GyHkumMa (BmouHTENHO ocTpa GGpeuna
HE0CTaTbLYHOCT), B CpaBHEHHE ¢ YNoTpebara camo Ha e[HO CpeacTBo, AelicTrallo pbpxy PAAC (Bx.
ToukH 4.3, 44 n 5.1).

Ednospemenna ynompeba ne ce npenopnuea

Jumuii:

OObpaTiMo noBMIIaBaHE HA CEPYMHHTE KOHLIEHTPALMH HA IMTHH M TOKCHYHOCT ca ChODILIEHH NpH
enHoBpeMeHHaTa yrotpeba Ha nuTuit ¢ ACE nuxuGuropn win anruorensut Il peuentopuu 6mokepn,
BKTIOUHMTENHO BaicapTaH. [IpemopbiBa ce BHMMAaTE/IHO CeAeHe Ha CepyMHUTE HUBA Ha JIHTHI, aKo ce
npeuenu, Ye koMbuHAUMATA € HeoOxonMMa. AKO Ce NpHnara ¥ JHYpPeTHK, C& NpeANonara, Ye pUCKbT
OT JIMTHEBa TOKCHYHOCT MOXe Ja Obe JOMBJIHHTENHO MOBUILEH.

Kanuii-coxpanssawgu duypemuyu, kxanueeu 00basxu, 3aMecmummen Ha COAMaA, CbOLPICAU KaNUil Wil
oOpy2au cybcmanyuy, Koumo 6uxa Moy 0a ROGLLAM HUBaMA HA KATUIL

AKko ce npeueHH, Ye e HeoGX0aHM NleKapcTBeH NPOLYKT, KOHTO 3acATa KATHEBUTE HUBA, 13 Gbae
KOMOWHHpaH ¢ BANCapTaH, Ce NPENnopbyBa ClieleHe Ha N1a3MEHHTE HHBA Ha Kanuii.

Eonospemenna ynompeta, npu Koamo ce U3UCKEA ROGUIIEHD GHUMANNE

Hecmepoudwu npomusosvsnanumennu cpedcmea (HCIBC), exniowumenno cenexm
unxubumopu, ayemuwicanuyuirosa xuceauna > 3 g/oneano u wecerexmuanu HCIIBC:



Koraro anruotensun Il-peuentopaure GnokepH ce npunarat eaHospemerHo ¢ HCIIBC, moxe aa ce
Habnionasa otcnabBaHe Ha aHTHXUNEpTeH3HBHKUA edekT. OCBEH TORA €IHOBPEMEHHATA ynoTpeba Ha
anruoren3unH ll-peuentopuu 6noxepn u HCIIBC mosxke na nosene 0o nNoBUILEH PHCK OT BJlOLLaBaHe
Ha 6p0OpeuHaTa QyHKUMA B MOBHUIABAHE HA cepyMHus Kanuii. [lopany Tora ce npenopsusa
npocneaspaHe Ha 6bOpevHaTa GyHKLHA B HAYANIOTO Ha IeYeHHETO, KAKTO H AJIEKBATHA XHIPATalHA Ha
MauHeHTa.

Tpancnopmuu monexyau:

In vitro naHHH noka3ear, 4e BalcapTaH € CyOCTpaT Ha TPAHCTIOPTHUTE MOJIEKYJTH 3a YEPHOAPOGHO
saxsatitaHe OATP1B1/OATP1B3 u ueproapobuus edaykcer tpancnoprep MRP2. Knunnunara
3HaYMMOCT Ha HaXoJKaTa € HeW3BeCcTHA. ENHOBPEMEHHUAT NpHeM Ha HHXHOUTOPH Ha YepHOAPOOHOTO
3axBaiiiaHe (Hanp. pudamMnHH, UHKJIOCAOPUH) HITH Ha eUTYKCEH TPaHCNOpTEp (Hamp. pHTOHABHD)
MoOKe Ja MOBHILIKM CHCTEMHATA EKCIIO3MLMA Ha BancapTaH. Tpabea na ce npeanpremMar NoAXOMALLH
MEpKH MPH 3aN04BAHETO WIH NPUKIIOYBAHETO HA €AHOBPEMEHHOTO JIEYEHHE € NMOAOGHH JlekapCTaa.

Apyau:

[1pH npoyusaHHA 3a 1eKAPCTBEHO B3aUMOICHCTBHE C BAJICAPTaH HE €2 YCTAHOBEHH KJTHHHYHO
3HAYHMH B3aHMOIEHCTBHA ¢ BAICApTaH HIIM HAKOE OT CCAHHTE BEWECTBA: LMMETHAUH, BapdapuH,
Gbypo3eMK1, AMTOKCHH, aTEHON0J, HHAOMETALMH, XHAPOXJI0POTHA3HA, AMAOAMITHH, rMOEHKIaMuUL.

Cewvp3anu c uHOanamuod

Kombunayuu, xoumo ne ce npenopvusam

Jlumui:

Cumbrersalnara ynotpeba Ha THTHI MO3Ke 1a JOBee O NOBHILABAHE HA MIa3MEHHTE MY HHBA C
MpU3HALIH HAa NpeIo3HpaHe, KakTo NpH Ge3conHa aveta (peaAyKUMS HA eKCKPELMATA HA JIHTHA ©
ypHHata). Ako ofaue ynotpebaTa Ha AMYPETHLH € HEOOXOAMMA, C& M3HCKBAT CTPOrO MOHHTOpHpaHe
Ha NJIA3MEHWTE HHBA HA NIMTHIA H KOpeKLMA Ha 103aTa My.

Kombunayuu, npu xoumo ce 3uckeam donvanumennu mepku npu ynompeba

Jlexapcmea, undyyupawu torsades de pointes:

- wiac [a AHTHAPHTMHYHE CPEACTBA (XWHHIWH, XUAPOXHHHIHH, IU30NRPAMHUA);

- kiac Il anTHapurMiyuHl cpeacTea (aMHOZAPOH, coTanon, AodheTUNNA U HOYTWIHA,
O6peTnnnym);

- HAKOM aHTHICHXOTHYHH CPEACTBa: (PEHOTHAZHUHH (XNOPNPOMA3HH, UHAMEMA3HH,
JIEBOMETIPOMAa3HH, THOPHIA3HH, TpUdyonepasuH),

- Oen3aMuan (aMHCYANPHA, CYyRMHPHA, CYTTONPHI, THANpUA),

- OyTHpodeHOHN (aponiepHaon, XanonepHaon);

- JpYTH aHTHNCHXOTHYHW CPE/ICTBA (HANp. MHMO3K);

- Apyru sewectsa; 6enpuann, unu3anpua, JudeMaHnI, HHTPABEHO3EH €PHTPOMMLIHH,
XanoQaHTPHH, MH30JIaCTHH, NEHTAMHAHH, cnapdoKcalyH, MOKCH(IOKCALIMH, HHTPABEHO3EH
BUHKaMHH.

TToBHILIEH PHCK OT NOABA HA KAMEPHM apHTMHH, 110 CIELMANHO forsades de pointes (XMIOKANKHEMHATA

€ puckoB ¢akTop). [la ce ciieau 3a NoABa HA XMNOKATMEMHS H [1a CE KOPHIHpAa, KO € HeoOX0MuMO,

ApeaH 3anoypaHe Ha komOHHauuMATa, [IpenopryBa ce KITHHHYHO NPOCEeAABAHE, KAKTO H

npocneAsBaHe Ha rutasmenuTe enekrponuTd M EKT. Jla ce M3nonsear BeLlecTsa, KOUTO HAMAT

HEAOCTAThKA Ja NMPOBOKHPAT NOABATa HA torsades de pointes B yCNOBHATA HA XHNOKATHEMHA.

CeneKMUBHY UHXUOUMOPU, UCOKY 003U AYeMUICATUYUI08a Kuceruna (> 3 g/den):
B13MOXHO NOHIDKEHHE HA AHTHXHIIEPTEH3HBHHA edekT Ha unaanamu. Puck ot ocTpa
HELOCTATHYHOCT NPH AEXHAPATHPAHH MALMEHTH (NOHHKEHHE Ha rIOMepy/HaTa iin
[NaunenTbT TpaAGBaA Na e nobpe XMapaTHpaH U Ja ce MOHHTOpHpa ObOpeuHaTa dyHkum
Ha JIeYeHHETO.




Huxubumopu na anzuomensun-xonsepmupaugus enzuv (ACE):

Koraro ce 3anousa neuenne ¢ ACE uaxuburop, Np1 Hatuue Ha HaTpHes AeQUUHT (CMELMARHO NPH

NaUMEHTH CbC CTEHO2a Ha ObOpevHaTa apTepHa), HMa PUCK OT BHE3AIHa NOABA HA XHIIOTOHHS W/HAM

ocTpa 6LOpeuHa HEROCTATBYHOCT.

[ipu xHneproHHa, KoraTo NPeaX0XKAAWOTO JHYPETHHHO TeUEHHE MOXKE 1A AOBEE N0 HATPHEB

aeUUHT, € HeoOX0aHMO:

- WM 113 C€ Crpe IHYPETHKBT 3 AHK npeaH 3anouBane Ha nevenue ¢ ACE unxubutopa u a ce
3aM04HE OTHOBO KaJIHH-HECLXPAHABALUMA AHYPETHK, aKO € HEOOXOAHMO,

- HJI{ [1a Ce 3aM0MHe C HHCKA HayaiHa 103a o1 ACE-uHXHGHMTOp M T4 mocTeneHHo na ce
NMOBHLIABA.

Ilpu 3acToiiHa CBbpAeUHa HEAOCTATHYHOCT TPAOBa Aa Cce 3ano4YHe ¢ MHOTO HHMcka no3a ACE
HHXHOMTOP, M0 BL3MOXKHOCT CTle] MOHWKABAHE HA J034Ta HA CHITHTCTRALUMS KANHii-HeChXpaHABaLl
OHYPETHK,

[pu Bcuuky cnyuau TpaGea na ce npocneaisa 6pOpeunaTa dyHKUMS (KpeaTHHMH B MIa3MaTa) npe3
NbpBHTE CeAMHUH OT NeueHHeTo ¢ ACE unxubutop.

Apyeu sewyecmeaa, npununssawyu xunoxaruemus: amdorepuurt B (i.v. npunoxenue), rmoxo- 1
MHHEPANKOPTHKOHIH (CHCTEMHO NPHJIOKEHHE), TETPAKO3AKTHA, CTHMYJIHPALLM NAKCATHBH.

[Tosuiuen puck ot xunokannemus (agurused egexr). [IpoceasBane Ha NIa3sMEHHTE KaJlHEBMTE HHBA
H KOpeKLHA, aKo e Heobxomuma. OcobGeHO BHHMaHHE € Heo0X0AMMO B CJTyYaH Ha ChITBTCTBALLO
neyeHHe ¢ OUrutanuc. Tpabea Aa ce H3NON3BAT HECTHMYJ/IMPALIH TAKCATHRH,

Baxnoghen:

INoBHileH aHTHXHNEPTEH3HBEH eeKT.

IauneHTsT TpaGBa Aa € 106pe XHAPaTHPaH H Ja ce MOHHTOpHpa 61LEpeuHaTa GyHKIMA OT HAYANOTO
Ha JIEYSHHETO.,

Hueumanucosu npenapamu:

XHMokanHeMHATa WHIH XMIIOMarHe3HEMHMATa NPEapa3NoNaraT KbM JHIHTATHCOBA TOKCHYHOCT.
[Npenoprusa ce na ce npocnensea niasMeHus kanuii, mardesuii u EKT u, ako e Heo6xogumo,
JIEYEHHETO N3 Obae KOPHTHPaHO.

Kombunayuu,_uzuckeayu cneyuaino gHUManue

Anonypunon
EnHoBpeMeHHOTO NeyeHHne ¢ HHAaNaMHIL MOXE [ YBE/IHUH YECTOTATA HA PEAKIIHHTE HA
CBPBXYYBCTBHTETHOCT KbM ANOMYPHHOIL.

Kombunayun, xoumo mpabsa da ce umam npeodsud

Kanuii-coxpanssawu ouypemuyu (amunopud, cnupoHoraxmon, mpuammepen):

HlokaTo Te3u KOMGHHALIMKA Ca NONEIHHN MPH HAKOH NALMEHTH, XHITOKATHEMHS HIH XHNEPKATHEMHA
(ocobeHo npu naumeHTH ¢ 6BOpeuHa HEZOCTATLYHOCT WM AHABET) MOXeE N1a ce NOABH BBIPEKH TOBA.
Ilnasmenute kanuesu nuea n EKI” Tpabsa na ce npocnenssar u na ce npepasriena neMeHUETO, aKo €
HEOHXOIUMO.

Mempopmun:
[loBuuien e pucka OT OABA Ha AKTAaTHA aLWI03a, HHAYLIMPaHa OT METGOPMHH, Ab/DKALIA
Bb3MOKHA PyHKUMOHATTHA 6BOPEUHA HEQOCTATHHHOCT, CBbP3aHa ¢ MPHIOKEHHETO HA 1
no-crieunanto 6pumMKoBH aHypeTHIH. [la He ce u3non3pa MeTHOPMHH, KOFATO Niazme
xpeaTHHHHa npesrwasar 15 mg/l (135 pmol/1) npu mbxke 1 12 mg/1 (110 pmol/l) npn

Hood-cvovpacawu xonmpacmu sewecmsa:



Ha dona Ha aexnaparauus, NPHYHHEHA OT JUYPETHLM, CHLIECTBYBA MOBHLIEH PUCK OT HACTBIBAHETO
Ha ocTpa 6b6peyHa HeaOCTATEHHOCT, 0CODEHO KOraTo Ce H3MOMN3BAT BHCOKH A03H HOA-ChAbLPXKALLH
KOHTPAcTHH BELLECTBa.

Tpabea na ce W3BBLPIUH peXHAPaTALMS NPEAH [a ce NPUNAraT HOA-CLABPKALUN ChEAWHEHHS.

Hmunpamun-nodobru anmudenpecanmu, HeaporenmuyiL:
[ToBHILEH PHCK OT yBe/IHYaBaHE HA AHTHXUNEPTEH3IHBHHA ¢EKT M NOABA HA OPTOCTATHYHA
XHMOTOHUA (aAHTHEEH edeKT).

Kanyuii (conu):
PHCK OT XUNIEpKaNLHEMHA MOPaIH MOHWKEHOTO eITMMHHHPAHE Ha KaJILMii C ypHHaTa.

Huxaocnopun, maxponumyc:

PHck oT nosMiuaBaHe Ha kpeaTHHWHa €3 MPOMAHA B HHBATA HA UHKJIOCTIOPHH B KPbBOOOpaLLEHHETO,
JOPH KOraTo HAMa U34eprnBaHe Ha BOAA/HATPHIi.

Kopmuxocmepoudu, mempaxozaxmuo (CUCMEMHO RPUAONCeRUE).

Hamanen aHTHXHNepTeH3neeH edexT (3aapbakKa Ha Boaa/HaTprii Nopagu epeKTHTE Ha
KOPTHUKOCTEPOMINTE).

4.6 ®epraIaTET, GPEMEHHOCT H KbpMeHe

bpemennocm

Ynorpebara Ha anrHotensuH Il-peuentopuu 6nokepn (APB) He ce npenopsyea no BpeMe Ha MbPBHS
TpUMECTBP Ha OpemenHocTTa (Bik. Touka 4.4). Ynotpebara Ha APB e nporHBonokasaHa no peme Ha
BTOPHA H TPETHA TPHMECTBP OT OpeMeHHOCTTa (BXK. TOYKH 4.3 U 4.4).

ENHAeMHONOrH4HHTE JaHHH 3a PHCKA OT TEPATOTEHHOCT ciell ekcnosHuua Ha ACE nnxuburopu no
BPEME Ha [TbpPBHA TPHMECTLP OT OPEMEHHOCTTa He BOIAT /10 3aKTIOMEHHS; BCE MaK, cabo
NIOBHILIABAHE HA PUCKA HE MOXeE Ja Ce M3KNOUH. Benpeky, ye HAMA NaHHH OT KOHTPOJIHPAHH
€MMIEMHONOTHYHH MPOYUBAHHSA 32 PHCKa NPH aHrHoTeHsuH Il-peuenTopuure Gaokepu (APB),
noaobeH pHCK MOjKe 1a CHILECTBYBA 3a TO3H Kac Niekapcra. OCBEH aKO NPOABLDKABAHETO HA
neueHneTo ¢ APD ce cMeTHe 3a skM3HEeHOHEOBX0AMMO, NaLMeHTHTE, KOUTO IUTAHHPAT GpeMEHHOCT
TpAOGBa Ja NpEMHHAT Ha ANTEPHATHBHO AHTHXHIIEPTEHIHBHO JIEYeHHE, KOSTO HMA YCTAHOBEH NPOdHI
Ha Ge30nacHOCT NpH 6peMeHHOCT. AKO ce ycTaHOBH OpemMeHHOCT, neveHueto ¢ APB Tpabea fa ce
NpekpaTH He3abaBHO H, KO € YMECTHO, Aa C€ 3aMOYHE aITepHATHBHA Tepanus.

Excnosuupmsara npu Tepanus ¢ APB no BpeMe Ha BTOpHA M TPETHA TPHMECTBP MOXKE 12 AOBELE OO
deroTokcHuHocT (oTcnabeane Ha 6bOpeuHaTa GyHKIMS, ONHrOXUIPAMHHOH, 3a6aBeHa ocudHKalHs
Ha 4Yepena) H HEOHaTATHA TOKCHUHOCT (6pOpeuHa HeJOCTATBYHOCT, XHIIOTOHHA, XHIIEPKATHEMHSA ), BK.
Touka 5.3 ,,[IpegknuHHyYHK naHHK 33 Ge3onacHOCT.

B cnyuaii ye uma excnosnuus Ha AP npe3s propus TpuMecTbp Ha GpemMeHHOCTTa, Ce mpenopbyea
nposepka Ha 6x0peyHaTa GYHKLMA H Hepena Ha IUI0fa upes YATpasByK.

Hoeoponenu, unito maiiku ca npuemanu APB, TpaGea BHUMaTenHo fa ObaaT HabnlogapaHM 3a
XHIOTOHMA (BXK. TOukH 4.3 1 4.4),

JInncsat wnv HMa orpaHHYEHH NaHHH (33 H3X04a NpH no-manko ot 300 cayyas Ha GpeMeHHOCT) 38
ynorpefara Ha HHAaNaMuA npH GpemeHH# xeHu. [lpoawikurentaTa EKCIIOSHLINA Ha THA3MAM Npe3.

KaKTO H YTepPOILIALEHTAPHOTO KPhOoobpLilgHHe, KOETO MOXe Aa NpuuuHY U deTonna
HCXeMHA U 3abaBaHe B pacTeka.

I[poyupanusaTa Npy JKMBOTHH HE NOKA3BAT MPEKH HAN HEMPEKH BPedHH eEKTH, CBb
penpoayKTHBHATA TOKCHYHOCT (BiK.Touka 5.3).
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Kvpmene

Banomunao He Tpabea na ce npuaara no Bpeme Ha KbpMeHe.

[Nopanwu nuncara Ha RaHHH OTHOCHO ynoTpedarTa Ha BaJCAPTaH MO BpeME Ha KbpMeHe, MPHEMDBT Ha
BAICAPTaH He CE NPENopLYBa, a CE MPEANOYHTa ATTEPHATHBHO JleHeHHe ¢ NMo-A00pe YCTaHOBEH
npodum Ha 56€30NacHOCT N0 BPEME Ha KbpPMEHE, 0CO0EHO NPH KbPMEHE Ha HOBOPOAEHO HITH
HeoroceHo Bebe.

Wwma wenocrarbuHa HHPOpMALIMS 3a eKCKpeLMATa HA HHAanaMKL/ MeTabonuTHTE MY B KbpMaTa. Morar
Ja ce NOABAT CBPbXYYBCTBHTENHOCT KbM CYN(POHAMHIHHTE NMPOH3BOAHH H XHNokanuemus. He moxe
Aa ce M3KJTIOYH PHCK 32 HOBOPOJEHHTE/ KbpMaUeTaTa.

Huaanamun € TACHO CBBP3aH C THAIHAHKTE JHYPETHLM, KOHTO 110 BpEME Ha KbPMEHE Ce acOLMHpaT ¢
HamajigBaHe WiIH JOpH NPeyCTAHOBABAHE HA KbPMEHETO.

Pepmunumem
Bancapran HAMa HexenaHH ebeKTH BbpXY penpoAyKTHBHATA CIOCOOHOCT HAa MBXKKH H HKEHCKH

MIILXOBE MIPH NIPHEM Ha NepopainHu o3 o 200 mg/kg/nen. Tazu no3a e 6 NbTH MakcHMaTHaTa
NpenopbYHTENHA 1033 NPH XOpa, oTipeAeieHa Ha 6a3a mg/m? (H3UHCIeHHETO € 3a mepopaliHa A03a OT
320 mg/aeH 1 60-kunOrpamMos MalMEHT).

I[Ipoy4BanuaTa 33 penpoAYKTHBHA TOKCHYHOCT HE MOKA3BaT edekT BbpXy GEPTHIMTETA MPH MBIKKH H
KEHCKH ILTbX0Be (Bx. ToUKa 5.3). He ce ovakpar edeKTH BBpXYy epTHIHTETA NPH XOPpa.

4.7 Edexrn Bppxy cnocobnocrra 3a modupane B paboTa ¢ MAIIHHR

Bancapran/uHpanaMma, Moxe a NpEAH3BHKA Pa3IMYHH PEaKLMK BLE BPB3Ka C IOHHKABAHETO HA
KPBBHOTO HANATAHE TIPH HHAMBHIY/IAHH CITy4aH, ocobeHO B HAYaNoTO Ha JTedeHueTo. Tpabea aa ce
HMa NpeIBKA, Y€ NPH LodupaHe H paboTa ¢ MALLIMHKN € BH3MOXKHO MIOHAKOra A2 HACTBIAT 3aMagHOCT
HAK yMOpa.

4.8 HexenanH lexapcTBeHH peaKnHH

- Msuoro vectn (= 1/10)

- Yecru (= 1/100 no < 1/10)

- Heuectn (= 1/1 000 no < 1/100)

- Penkn (= 1/10 000 no < 1/1 000)

- Mmuoro peaku (< 1/10 000)

- C Heu3pecTHa uecTOTa (OT HAJIMUHHTE NAHHH HE MOJXKE Na Obe HanpaBeHa OLEHKA)

0O606uieHKe Ha npoduna Ha HezonacHocT

B KOHTpOHpaHW IWIHHHYHH NPOYYBaHHA NPH BL3PACTHH NALHEHTH C XUNIEPTOHMA 0B1IaTa YeCTOTa Ha
Hexenanu peakunu (HJIP) e cpaBauma ¢ Tas3u npu niaueGo M e B chriiacke ¢ GapmMakoaorHuHus
npodun Ha Bancaptad. Yecrorata Ha HIIP He e cebp3aHa ¢ no3aTa HIH NPOOB/DKHTENHOCTTA HA
JIEYeHHeTO, a ChIII0 TaKa HE NOKa3Ba Bpb3Ka ¢ NMona, Bb3pactra win pacara. HIIP, ocuosanu Ha
KIHHHYHH NPOY4BAHHA, MOCT-MapKETHHIOB OIMT H NaBOPaTOPHH Pe3yTaTy ca H30poeHn no-aony
CBINIACHO CHCTEMO-OPraHHaTa KNacH(HKALHA.

Hafi-uecto c1,o6u1,ana1-lme HEXKENaHH pCaKUHH MNPH Ne4Y€HHE ¢ HHAANAMHA ca XHITOKATHEMHSA,
pCaKUHH HA CBPBXYY BCTBHTEHOCT, MNTABHO OEPMATONOrHYHH, NMPH NTHUA, NPeApa3snoNoXKeHH KbM
ANCPrudHH H aCTMATHYHH PCAKLHM W MAKYJIONanynapHH 06PHBH. ["'ongma vacT oT Hexena

TabnuuHo npeAcTaBAHE HA HEKETAHNTE peaKknHH




IlpH BCAKO rpynHpaHe B 3aBUCHMOCT OT YECTOTATA HEXKETAHHTE JIEKAPCTBEHH peakLMu ce M3GposBar B
HH3XOJALL pell N0 OTHOLUEHHE Ha TAXHATA CEPUO3HOCT.,

MedDRA cxetemo- Hexenann peaknun Bajacaprasn Hupanamug

OpraHHH KJIACOBE

Hapywenus na xpeema | Arpanynounrtosa - MHoro penku

u numpnama cucmema | AnnacTWYHAa aHEMHA - MHoro penku
XeMOUTHYHA aHemMus - MHoro peaxu

JleBkoneHus - MHoro peaku
TpomMbounTONEHHS C HeussecTHa Muoro peakn
4ecToTa
[ToHukeH xeMornoOHH, NOHMKEH C HeuseecTHa
XEMATOKPHT, HEYTPOTeHHS 4ecToTa )
Hapywenus na CBpLXUYBCTBHTEIIHOCT, BKAKOUMTENHe | C HensBecTHa
UMYHHAmMA cucmema cepyMHa Oonect YecToTa i
Hapywenua na Xunepxaiunemus ~ Muoro peaxu
Memabonuama u Xunokanuemusa (Bx. Touka 4.4) - YectH
xpanenemo XHNMOHATPHEMHA (BK. TOUKa 4.4) C neussecTha Heuectn
4ecToTa
XUnoxaopemus - Penxu
Xunomarnezunemus - Peaku
" C HeH3BecTHa
IoBHIIEH cepyMeH Kanuii -
4ecToTa
Hapywenus na Cretomtprex C HensBecTHa Penxn
Heperama cucmema 4ecToTa
[nasobonne - Penxu
TlapecTesns - Penku
C Heu3BecTHa
CHHEKON -
4YecToTa
Hapywenua na ouume MuonaTtus - C Hew3BecTHa
4eCcTOTa
3aMbrieHo 3peHue - C HeuapecTHa
4eCTOoTa
3pUTEAHH HapyLleHHA - C HeuspecTHa
4yecToTa
OcTpa 3aKpyATOBIbJIHA [NAYKOMA - C HeusRecTHa
4eCcToTa
XopouganeH uanus - C HemnzBecTHa
4ecToTa
Covpoeunu napyuenus | ApHTMHA - MHuoro penku
Torsade de pointes (noTeHumanyo C HeusBecTHa
daranuu) (Bx. Toukn 4.4 u 4.5) ) 4ecToTa
Cvoosu Hapywenun XHnNotoHHa - MHoro penkH
C Heu3BecTHa
Backynanr -
4YecToTa
Pecnupamopnu, pvonu
U MEOUACMUNAKY Kawnunua Heuecrn -
Hapyuienus
Cmomautno-upegnu Ioapbane - Hedectn——=
Hapywienus Tanene - Pe gt Al £y
3anek - Péf "
CyxoTa B ycTata -
IlaHkpeaTHT -
Kopemna Gonka Heuectn




HutecTHHaneH auruoeaem

MHoro penku

Xenamo-6uruapHu

[NoBHIeHHe HA NOKA3aTETUTE 3a

C HewusBecTHa

HapyweHun yepHoaApoGHa ByHKUMSA, BKIIOYHTETHO 4ecToTa -
NMOBHIIABAHE Ha CepYMHHA OHAUpYOHH
AbuopMmua yepHoapobHa GyHKUHA - MHoro peaku
BepoartHocT 3a nossa Ha yepHoapoOHa
eHuedanonaTys npu U3BECTHA C HeH3BecTHa
YepHOAPOOHA HEJOCTATBHHOCT (BXK. i 4ecToTa
ToukH 4.3 1 4.4)
C Heu3BecTHa
Xenatur -
4ecToTa
Hapywenus na Peakuyu Ha CBPbXYYBCTBHTENHOCT - Yectu
KoxXcama u MakynonanynosHu o6puBu - Yectu
ROOKONCHAMA MbKaH [lyprypa - Heuectu
AHrHOSIEM C HeussecTHa | MHoro penxn
4yecToTa
Y prukapus - MHoro peaku
TokcHuyHa enuaepMaTHa HEKPONH3a - MHoro peakH
CuHapom Ha Stevens-Johnson - Muoro penkH
B13MokHO BlIOLIABaHE HA H3BECTEH - C HensBecTHa
OCTBP IHCEMUHHPAH JYITYC YecToTa

epHTEMATO3YC

Peaxuun Ha doToceHcHOUNM3ALKA (BXK.

C "HeH3BecTHA

TouKa 4.4) 4eCTOTa
byno3eH nepMaTHT, 0OpHB, cbpbex C HeussecTHa
Y p » OOPHB, CBbp 4ecTOTa
Hapviuenus na
CKYAHO-CKeAemuama
My C HewsBecTHa
cucmema u Muanrus -
4ecToTa
cvedunumennama
mMbKaK
Hapywenua na C HeM3BeCTHa
Py Bu6peuna HenocTaThYHOCT MHoro peaku
bvbpeyume u 4ecToTa
RUKOYHUME NbMULA C Hewu3pecTHa
[MopuiaBaHe Ha CEpYMHHSA KPEATHHHH -
4ecToTa
Hapyweniun na
gb3npouzgodumeanama | Epextinna auchyHkuma - Heuectn
cucmema u cepoama
Obwu napywenun u
egexmu na macmomo | Ymopa Hewvectn Penkn
HA NDURONCEHUE
Hzcnedsanun EKT yawmken QT-unTepsan (Bx. C HeusBectHa
ToukM 4.4 1 4.5) 4ecToTa
IToBHILIEHH HHBA Ha KPbBHA 3aKap (BXK. C HeusBecTHa
Touka 4.4) YyecToTa

[TopuilieHH HHBA HA NHKOYHA KHCENTUHA

C HeusBecTHA

B KpPbBTa {Bxk. TOuKa 4.4) 4ecToTa
[ToBHIeHH HHBA Ha YepHOAPOOHH C Heu3pecTHa
CH3UMH 4ecToTa

Omnuxcanune Ha OMpeacicHH HEWENAHH PCAKLIHHA

Ilo speme Ha npoyusanuaTa asa 11 u 111, cpasnaBawm uxnanamna 1,5 mg u 2,5 mg, an

na3sMeHHA Kanui ca nokasaiu J.'l,0303aBHCHM eEbeKT OT HHAaanaMua:




Jie4eHHe, CPESHOTO MOHKKEHHE HA MJIa3MEHHA Kanuii e 6uno 0,23 mmol/l.

- Hnpanamun 2,5 mg: nnasmen kanuii <3,4 mmol/l e Habnonasau npu 25% OT nauHEHTHTE U
<3,2 mmol/l npu 10% oT nauuenTute cnea 4 1o 6 ceamuuM Aeyenne. Caea 12 ceqMuuno
JIeYeHHe, CPEAHOTO NOHKEHHE Ha NNa3MeHus Kauii e 6uno 0,41 mmol/l.

Croblapane Ha NOJO3HPAHY HEXENAHHM PEaKLIHH

CrobiwasaHeTo Ha NOO3MPAHH HEXETAHH PEAKLIMH C/iel pa3pelliaBaHe 3a yNoTpe6a Ha NeKkapCTBEHHs
NPOAYKT € BaXKHO. ToBa No380NABa Aa NPOALILKH HAOMOIEHHETO HA CbOTHOLLEHHETO M0MI3a/PHCK 32
NieKapcTBeHus NpoayKT. OT MEAHLIMHCKHTE CIELMANHCTH Ce H3UCKBA 1a cbobllaBaT BeAKa
NOJO3HPaHA HEXXENAHA PeakL|s Ype3

H3nbnuuTenHa areHuns no nexapcreara

yi. . Jaman [pyes” Ne 8

1303 Codus

Ten.: +359 2 890 3417

yebcaiit: www.bda.bg
4.9 Ilpeao3upane
Cumnromu

Cevp3anu ¢ earcapman

Tpero3upaneTo ¢ BancapraH MOXKe J1a NPHYMHK M3DPa3eHa XHIIOTOHHA, KOATO MOXE [a AOBEIE A0
NOHHXABAHE HA ACHOTATA HA Ch3HAHHETO, LIMPKY/IATOPEH KONANC M/WIH HMOK.

Cevpranu ¢ unoanamud

3a MHAaNaMHKA € YCTAHOBEHO, Y€ He € TOKCHYEH B A03a a0 40 mg, T.e. 27 NbTH MO-BHCOKA OT
TepaneBTHYHATA 103a.

IIpu3naumTe Ha OCTpa MHTOKCHKALIMA C& H3pasABAT NOX (opMaTa HA BOAHO-ENEKTPOIHTEH Auchanauc
(XHNOHATPHEMHA, XHIIOKANHEMHSA ), KOHTO c€ MaHueCTHPAT ¢ raaeHe, NOBPbLIAHE, XHIOTOHHA,
Ibp4OBE, BEPTHTO, 3aMAAHOCT, 06BPKAHOCT, MONHYPHA HIIH OJTHTYPHSA /10 CTENEH Ha aHypHa (Nopaau
XHIIOBOJIEMHA).

JleueHue

Cevp3anu c sarcapman
TepaneBTHUHHTE MEPKH 33BUCAT OT BPEMETO HA MIPHEM Ha JIEKAPCTBOTO H BHAA H TEKECTTA HA
cHMIToMHTE. OT MLPBOCTENEHHA BXXHOCT € CTACH/IH3HPAHETO Ha LIMPKYJIATOPHMA CTaTyC.

B cxty4aii Ha XWNOTOHMA NauHeHTHT TPAGBA 1a Gbae NOCTABEH B JIETHANO NONOXKEHHE U Gbp3o Aa ce
NpeanpHemMe 3aMecTsaHe ¢ 06eM03aMeCTBALUM H COJIEBH PA3TBOPH.

Manko BeposaTHO € BaicapTaH Aa Obje OTCTpaHeH Ypes XeMOAHATH3A.

Cewpsanu c undanamuo

Hauanuure Mepku BioYBaT 6bp30 €NHMHHHpPAHE HA MOMBIHATOTO BEMIECTBO(a) YPe3 CTOMAIIHA
NPOMWBKA H/HIH NPHIOKEHHE HA AKTHBEH BBIJIEH, [IOCNEABAHO OT Bb3CTAHOBABAHE Ha
BOJHOTO/€IEKTPOJIHTHOTO PaBHOBECHE JI0 HOPMA B CMIELIMANM3UPAHO 3aBeIeHHE.

5. ®APMAKOJIOITHYHH CBOMCTBA

5.1 ®apmakogaHaMHYIAH CBOHCTBA

dapmakoTepanesTHYHA rpyna: aHruoTeHsuH 11 peuentopuu 6rokepu (APB), komGuHa




aHrvoteHs3uH Il peuentopuu 6nokepu (APB) n nuypetnuu, ATC kon: C09DAO3.
Bancapman

MexaHn3bM Ha aeiCcTBHE

BancapTaH € nepopajiHO aKTHBEH, MOLLEH M cneuduyer anrnoteH3uH 11 (AT I1) anraronuct. Toi
Jeiicrea cenextuBHO BbpXy AT peuenTopHua noaTHn, KOHTO € OTFOBOPEH 3a NO3HATHTE OEHCTBHA
Ha avrdoTensuH 1. [loBHwenuTe nnasMesy HUBa Ha aHrvoTeH3uH I B peaynrar ua AT
peuenTopHaTa 6okana ¢ BancapTaH MoraTt Aa CTHMYJHpat HebnokupanuTte AT2 peuenTopH, KoeTo
M3rNEeXKIa NPpOTHROACHCTBA Ha epexTa Ha AT1 peuentopa. Bancapran He nposBABa HUKAKBa YaCTHYHA
AroHUCTHYHA aKTHBHOCT KbM AT peuenTopa U WMa 3HaunTenHo (okono 20 000 nbTH) no-ronam
adunauter koM AT1 peuenTopa, otkonkoTo kbM AT2 peuentopa. Bancapran He ce cBbp3Ba 1 He
fnokupa peuenTopy Ha APYrH XOPMOHH MM HOHHH KAHAK, 32 KOUTO € W3BECTHO, Y€ €A BAXKHH B
CbpAEYHOCHIOBATA PETYIALIHA.

DapmakoaguHaMHuHK edekTH

Bancapran ve HHxubupa ACE (M3BecTeH W KaTo KMHHHA3a I]), KOHTO NpeBpbULa aHTHOTEH3HH [ B
anrnotensuH Il 1 pasrpaxna 6panvkunuHa. Toii kato Hamar edexT Bpxy ACE u He 3acunBat
AeticTBHETO Ha OpalMKHHHH WK cyOcTaHLMA P, Manko BepoATHO € aHTarOHHCTUTE Ha aHrHOTeH3uH 11
Ja Ca CBbP3aHH ¢ KaluaHe. B kIMHUYHM npoyuBaHUA, KbAETO BancapTtaH ¢ cpaBHeH ¢ ACE
AHXUOUTOP, yecToTaTa HA CyXa KauLHua e 3HauuTenHo (P<0,05) no-manka npH NAUHEHTH, JTEKyBaHH
¢ BaJICapTaH, OTKOJIKOTO NpK JekyBaHuTe ¢ ACE nuxuburop (2,6% cpeuty 7,9% pecnektupxo). B
KIIHHHYHH MPOYYBAHKA NPH NALUEHTH C AaHAMHE3a 32 CyXa KalliMua no speme Ha neyeHue ¢ ACE
uHxubuTop, 19,5% oT NpoyuyBaHHTE JHLA, OXYYaBallH BancapTaH, H 19,0% oT Te3u nony4asaiy
THAa3HAEH AHYPETHK HMAT KALLUTHLA, B cpaBHeHHe ¢ 68,5% ot nuuara, nexysanu ¢ ACE nuxuGurop (P
<0,05).

Hudanamuo

Mexaunasm Ha gBﬁCTBHe

Hupanamug e cynpoHaMHIHO NPOU3BOAHO ¢ HHIOJIOB NMPbLCTEH, ¢apMaKONIOrHHHO € CPOJEH C
JUYPETHLIMTE OT FPYIaTa Ha THA3UOMTE, KOMTO HHXHOUpAT peaGcopOLMATA HA HATPUIHA B KOPTUKATHHA
JUNYUHOHEH cerMeHT Ha TyOynuTe.

GapmakoaHHaAMHYHY edekTH
Hupanamun noBuiaBa ypUHHATA €KCKPELMA HA HATPHH H XJIOPHAM, KaTO Taka MOBHILIABA HYpe3aTa.
B no-mManka creneH ce NoBUIIAaBa eKCKPELHATA HA KM U MarHe3nii, KaTo no TO3H HAYKMH YBENHYABA

OTACNAHCTO HA YPHHA H OCBUICCTBABA AHTHXHIICPTEH3IHBHO NieHcTBHE.

KnuanuHa edkacHocT » 6e30nacHoCcT

Cewpsanu c eancapman

IMpunoxeHWETO Ha BasiCapTaH NMpy MaUMeHTH ¢ XHNEPTOHHA BOAH 10 MOHKWXABaHE HA APTEPHANHOTO
Hanarade Ge3 NMOBNHABAaHE Ha MyJICOBATA YECTOTA.

Ipy noBeyeTo NaLKEHTH CReA eAHOKPATEH NEPOPAICH NPHEM HAYATIOTO HA AHTHXHIMEPTEHS
NefcTBHE € B paMKHUTE 2 yaca, a IMKBT Ha MOHH)KABAHETO HA apTepPHAIHOTO HANATAHE CE
PaMKHTE Ha 4-6 yaca. AHTHXUNEPTEH3HBHHUAT edekT npoabmxasa Hax 24 yaca clel I Qt)’ﬁ A
MHOrOKpaTeH NIpUEM peaNieH aHTHXHICPTEH3HBEH ¢EKT € HanHLe B paMKHTe Ha 2 ce
MAKCHMANHHAT eeKT ce NOCTHra B PAMKHMTE Ha 4 CeMHLM M CE NOAIBbPIKA B X032 H
Tepanus. 3Ha4MMO JOMBIHHTENHO NOHHXEHHUE Ha APTEPHATHOTO HANATAHE Ce MOCTHE.
KOMOMHALMA ¢ XHAPOXJIOPOTHAZHI.




BHe3anHoTO npeycTaHOBABAHE HA JIEYEHHETO C BANCapTaH He ce CBbp3Ba ¢ rebound-xunepToHus win
¢ OPYTH HEXENaHW KITHHHYHH ChOMTHA,

TIpH NauUKeHTH ¢ XUNEPTOHHA H AHa0eT THN 2 ¢ MHKPOANOYMHHYPHS € OTHETEHO, Ye BalcapTaH
HamansBa OTAeNAHETO Ha anbymuH B ypuHarta. [Tpoyusanero MARVAL (Micro Albuminuria
Reduction with Valsartan) ouensBa HamansaBaHeTo Ha oTaensaHeTo Ha anbymuH B ypuHata (UAE) ¢
Bancaptad (80-160 mg/neH) B cpapHeHHe ¢ amnoaunuH {5-10 mg/aen), npu 332 naunenrn ¢ auaber
THN 2 (cpeaHa Bp3pacT: 58 roanHu; 265 Mbike) ¢ MukpoanOyMuHypus (BancaptaH: 58 pg/min;
aMnoAHNHH: 55,4 pg/min), ¢ HOPMATHO WIH BHCOKO apTEPHATHO HANATAHE M ChC 3anaseHa OpOpeuHa
byHxuus (cepymen kpearunnH <120 pmol/l). Caen 24 ceamuun, UAE e Hamanena (p<0,001) c 42% (
-24,2 pg/min; 95% CI: —40,4 no —19,1) ¢ pancapran u npubmusutento 3% (—1,7 pg/min; 95% CI: —
5,6 no 14,9) c aMnoAMNMKH, HE3ABMCHMO OT CXO/JHATA CTEMNEH HA MOHWKEHHUE B OJBETE PYTIH.

[Tpoyusanero DROP (The Diovan Reduction of Proteinuria) n3cneaea a0nmbiHHTENHO ehHKACHOCTTA
Ha Bancaptad 1pu pexyudpane Ha UAE npu 391 naunenTs ¢ xunepronns (AH=150/88 mmHg) ¢
anabet THn 2, an6ymuHypus (cpeaHa croiiHocT=102 pg/min; 20-700 pg/min) v 3anazeHa 6v0peunHa
¢yHkuHa (cpeaeH cepyMeH kpeatuHuu=80 pmol/l). [TaunenTnre ca pangpomMusnpaHu c eaHa ot 3-te
no3u Bancapras {160, 320 u 640 mg/neH) u nexyBanu B npoabukeHHe HA 30 cenmuuu. LlenTa Ha
NPOY4BaHETO € Ja YCTAHOBH ONTHMANIHATA A03a BAICaPTaH 33 peayuupane Ha UAE npu nauneHTH ¢
xunepToHus K aunaber Tun 2. Cnea 30 ceamuum npoueHTHara npomsHa B UAE e 3naunTenno
HamasieHa ¢ 36% oT W3xoaHaTa cToHHOCT ¢ BaicapTaH 160 mg (95% CI: 22 no 47%) nc 44% ¢
BaacapraH 320 mg (95% CI: 31 no 54%). Hanpageto e 3akntouenne, e 160-320 mg pancaprad Boau
J0 KIMHHYHO 3HaYHMH peayKuuH Ha UAE npH nauyeHTH ¢ XMNEpTOHMS M guader Tun 2.

aotino brokupane na cucmeMama peHun-aH2uomeH3us-ardocmepor (RAAS}

Jlpe ronemu panaoMusHpady koHTponupanu npoyusadia — ONTARGET (ONgoing Telmisartan
Alone and in combination with Ramipril Global Endpoint Trial - Tekywo rnobanHo #snuTsaHe 3a
KpaHHH TOYKH HA TEIMHCAPTAH, CAMOCTOATENHO H B KOMOMHauUMA ¢ pamMunpui) H VA NEPHRON-D
(KnHHuYHO MpoyuBaHe CBBP3aHO ¢ pa3BHTHe Ha HedponaTus npu quaber, npoBeaeHo ot
MHHHCTEPCTBO NO BBIPOCHTE HA BETEPAHUTE) — IPOy4BaT ynorpebaTa Ha komOuHaumsaTa or ACE
HHXHOHTOP M aHrHoTeHsHH Il-peuenropen Giokep.

ONTARGET ¢ npoyusaHe, NpoBeI€HO MPH NAaUKEHTH ¢ AHAMHE3A 3a CbpPAE4HOCHA0BA WIH
MO3BbYHOCHAOBA GostecT, WK 3axapeH AHa0ET THI 2, NPHAPYXEHH ¢ JaHHH 3a YBpeXJaHe Ha
edexropun opraHi. VA NEPHRON-D e npoyusaHe npu naLHeHTH che 3axapeH aHaber THN 2 U
AuaberHa HedponaTHa.

Tesu npoyusaHHa He NoKa3BaT 3Ha4KHM OnaronpuaTeH edekT BLPXY OBLOpeUHHTE H/MNH
ChPASYHOCHIOOBHTE NOCAEAULH H CMBPTHOCT, KATO ChLUEBPEMEHHO ¢a HabNIioAaBaHKU NMOBHLUEH PUCK
OT XHIEPKATTHEMHUA, OCTPO YBpexaaHe Ha 6bOpeLiuTe W/ WM XHIOTOHKUS B CPaBHEHHE C
MoHoTepanuaTa. Karo ce nmar npeasua cxoanuTe uM GapMakoAHHAMUYHH CBOHCTBA, TE3H Pe3yNTaTH
ca NnpunoxuMH 1 3a Apyrid ACE uHxuGutopu W anruoreHsus [I-petientopun 6nokepH.

ACE uuxuburops H aHrHorensud lI-peuentopys 6nokepu cneaoBaTenHo He TpAGBA Na ce M3NON3BAT
€QHOEPEMEHHO NpH NalueHTH ¢ fHaberHa nedponarus.

ALTITUDE (KnnHuuHO npoy4BaHe MPOBEACHO € ATWCKHPEH NPH NaUMEHTH ChC 3aXapeH auaber Tvn
2 ¢ M3n0A3BaHE HAa CHPAEYHOCHAOBH H O6BLOpeyHHU 3a00NABAHHA KAaTO KpaliHH TOMKHM) € MPOYUBaHe,
NpeaHasHAuCHO a H3CIEABA NoN3aTa OT Ko0aBAHETO Ha ANMCKHPEH KbM cTaHzapTHa Teparnus ¢ ACE
MHXUOHTOP WM aHrHoTeH3HH ll-penenTopeH Gnokep NnpH NaUMEHTH CBC 3axapeH auabeT TN 2 u
xpoHHuHO 61OpeuHo 3a6onapane, cbhpaeuHocbAOBO 3abonssane Wik 1 aeete. [IpoyusaHeTo e
NPEKpaTeHO NpeKAEBPEMEHHO NOpay NOBHILEH PHCK OT HeGnaronpusatey nocaeauus. Ka
CBHPICYHOCHAOBATE CMBPT, TAKA H HHCY/ITBHT €a MO-4€CTH B IPYMAaTa Ha AMHCKHPEH, OTKO
rpynara Ha nnauefo, a NpeACcTaBAABALNATE HHTEPEC HEXENAHH CBOHTHA H CEPHO3HH HE
CBOMTHA (XMNIEpKaNHeMHs, XHITOTOHUS U 61bOpeuHa ancdyHKUMA) ce ChoO1aBaT no-ue
Ha a1KMCKHPEH, OTKOJIKOTO B rpynarta Ha raueto.




Cevp3anu c unoanamuo

B knuHuuHK u3nuTBaHug oT ¢aza Il u [Il, npunaraHeTo Ha HHAANAMHK KATO MOHOTEPANUA NOKa3Ba
aHTHXHNepTeH3HBeH edekT, KoHTO npoab/kaBa 24 yaca. Tozu edekT HacCTHNBA NPH A03M, NPH KOUTO
AHYPETHUHHAT €DEKT € C IeK HTEeH3HTeT.

AHTHXMNIEPTEH3UBHATA AKTHBHOCT HAa MHAAMAMM[ € CBbP3aHa ¢ NofoOpaBaHe Ha APTEPHAJTHHA
KOMIUTAHbHC M HaMaNABaHe Ha apTepHOIapHaTa H nepH¢epHaTa pe3HCTEHTHOCT.

HupanamMua noHWwkaea neBOKaMepHaTa Xxuneprpodus.

TepanesTHuHuAT edeKT Ha THA3WAHHMTE U CPOAHHTE NAHYPETHLIM HAA ONpeaencHa Ao3a npuaobusa
(opMara Ha NIaTo, AOKATO HEXKETAHHTE PEAKLWH NPOABL/KABAT A3 C¢ YBEIHYABAT, AKO JIEYEHHETO HE
e epeKTHBHO, N03aTa He TpAOBA Oa ce NOBHINABA.

npoy'-lBaHHﬂ ITPH KpaTko-, CPCAHO- H ABJAMOCPOYHO MPHITOKECHHE Ha HHIaANnaMHUA [IPH NALHEHTH C
XHOEPTOHHA MOKA3BAT Y€ HHAANAMHA!

. He NOBJHABA THMHAHHA MeTaboN3bM: TPHITIHLIEPHIH, XONECTEPON ¢ HHCKA TLUTBTHOCT H
XO/eCTEPOJt C BHCOKA IUTBTHOCT;
. HE NMOJIBMABA BbIeXuapaTHaTa oOMAHA, 1OPH NP AuabeTHO BONHHU C XHIIEPTOHMA.

52 apmMakoKHHeTHYHH CBOHCTBA

Baacapman

Abcopbuus

Cnen nepopanHo NpHIOKEHHE CAMO Ha BAJTICAPTaH MHKOBHTE TUTa3MEHH KOHLIEHTpalLlMH Ha BANCapTaH
ce pocTurar 3a 2—4 yaca ¢ Tabnerkure W 3a 1-2 yaca ¢ pasreopa. Cpeanata abcomoTHa GHOHATHYHOCT
e 23% c TabneTkuTe U pecneKTHBHO 39% ¢ pasTBopa. CHCTEMHATa eKCIIO3HLIMA M NUKOBATA L1a3MEHA
KOHLEHTpPAaLHA Ha BAICAPTaH € okono 1,7 MLTH H 2,2 MbTH NO-TO/IAMA NPH Pa3TBOPA, B CPABHEHHE ¢
TabJaeTKHTE.

Xpanara HamanaBa ekcno3uuuarTa {(u3mMepeHa c AUC) Ha pancapran c oxono 40%, a nukoBara
nnasmeHa koHLeHTpauHsa (Cnax) ¢ okono 50%, punpexu ve okono 8 uaca ciel npHeMa Mia3sMeHHTe
KOHLIEHTpailH{ Ha BAICAPTAH ca NOJOOHH B rPYIIHTE Ha NMPHEM Cllell HAXpaHBaHe H Ha rajHo. Tosa
noHuxkeHne Ha AUC obaue He ce MpHAPYKaBa OT KIHHHYHO 3HAYHMO HaMajiABaHe HA TepaneBTHUHHA
e(eKT, NOpaaH KOETO BallCApPTaH MOXKE [1a C¢ JaBa ChC IWITH De3 XpaHa.

Pasnpenenenue
O6eMBT Ha pa3npeaesieHHe Ha BANCAPTaH NPH ChCTOAHKWE HA HACHILAHE CJE] HHTPaBeHO3HO

NpHIoKEHHE € okoo 17 nuTpa, KOEeTO NOKa3Ba, Ye BaJlcapTaH He ce pasnpeens eKCTEH3HBHO B
ThbKaHuTe. BancapraH € B ronama CTeneH CBbP3aH ChC CEPYMHHTE NpoTedHH (94-97%), npeaumMuo
CbC CePYMHHUA W16YMHH.

Buotpancdopmaiius

Bancaprax He ce 6norpatcdopmupa B ronsMa creneH, Thii KaTo caMo okoso 20% ot no3ara ce
OTKPHBa KaTo MeTaboMTH. B nnasmara e ycTaHOBEH XHAPOKCHMETAOOINT B HUCKH KOHLIEHTPALHH
(no-manko ot 10% or AUC na sancaptan). To3zu meTaGoauT e papMakoNOrMYHO HEAKTHBEH.

EnuMuHupane
Bancapran nokaspa MyNTHEKCTIOHEHLIHATHA KHHETHKa Ha pa3naj (tina < 1 h v tizg okono 9 h).

BancapraH ce enMMHHHpa npeAUMHO Mpe3 SunuapHa exckpeuma ¢ hekanuute (oxono 83% or mozata)
u oT 6B0peLMTe Ype3 ypuHata (okono 13% oT Ao3aTa), rMaBHO KATO HEMPOMEHEHO JIEKAPCTRO.
MHTPABEHO3HO NPUIOKEHHE TUIA3MEHHMAT KJIHPBHC Ha BajlcapTaH € okoo 2 Hvac 1 Herosu
6b6peven kanpuHe ¢ 0,62 1/aac (okono 30% ot obwna knupbHc). [ToNy*HBOTHT Ha Bag
yaca.

Coeuuaniv rpynu naudeHTH




Cmapuecka ev3pacm
IIpH HAKOW NALHEHTH B cTapyecka Bb3PAcT € HAb/NI0aBAHO MAJIKO NO-BHCOKA 00LIa €KCMO3HLHS Ha
BaJICapTaH B CPaBHEHME ¢ MNaAHTe NauveHTH. ToBa 0baue HIMa OKA3aHA KIMHHYHA 3HAYUMOCT.

Hapyweena bvbpevna dpyuxyus

KakTo ce ouaxpa 3a BeLilecTBO, 4nitTo GbOpeyeH KIMPLHE € OTroBOPeH camo 3a 30% ot obwua
1a3MeH KIIMPBHC, HE € OTYETEHA Kopenauus Mexay 6u0peyHaTa dyHkuMs v oblaTa ekcno3uuMa Ha
sancaprad. [lopaam Tasu npuuKHa He ce Hanara KOpHrupaHe Ha 403aTa NPH NalMeHTH ¢ 6BEpeyHo
yBpexaaHe (KpeaTHHHHOB KIMPBHC > 10 ml/min). JInncear nanuu 3a GesonacHa ynotpe6a npu
NalUHEHTHTE C KPEATHHHHOB KIHPBHE < 10 mi/min) W npu npoeekaatunTe quanuza, nopaaM KoETo
BancapraH Tpabaa na ce ynorpe0sBa ¢ NOBHLICHO BHUMAHHKE P TE3H NALIMEHTH (BXK. TOUKH 4.2 1
4.4). BancapraH ce CBbp3Ba ¢ MIAa3MEHHTE MPOTEHHM BbB BUCOKA CTEMEH H € MAIKO BEPOATHO 1a Gble
OTCTPaHEH Ype3 AHANHU3A.

Heprnodpobro yepescoane

[Ipubnusurenno 70% ot abcopGupaHata 1032 ce eTMMHHHPA B HUTHUKATA, TJIABHO B HEMPOMEHEHA
t(popma. BaicapTaH He NpeTbpHABAT HUKAKBH GHOTpaHchopMaLH. Y IBoABaHE HA EKCMOHLMATA
(AUC) e HaGnioaaeana Npy NaLKEHTH C 1€KO IO YMEPEHO YEPHOAPOGHO yBpekaaHe, B CPaBHEHHE Che
3apasu xopa. He e Habmonagana ofaue kopenaums Mexy ria3sMeHaTa KOHUEHTpaLH Ha BajicapTaH
 CTENEHTA Ha YepHoapoOHa aucdyHkuus. Bancapran He e npoyyeH NpH NauHeHTH ¢ TexXKa
yepHonpobHa NHCHYHKUHA (BXK. Toukn 4.2, 4.3 n 4.4).

Huoanamuo

Abcopbuns
DpakuMaTa OT HHAATIAMKI, KOATO ce ocBOOOXKIaBa, ce aGcopGupa 6bp3o u Ge3 ocTaThk upes

CTOMALUHO-4YPEBHHUSA TPaKT. XpaHeHeTo cnabo noBHIIABa CKOPOCTTA Ha abcopbuma, HO He OKazBa
BJIHAHHE BBPXY KOJNMYeCTBOTO Ha abcopbupanoTo Bewlectso. [TukoBHTE cCepyMHM HHBa cnen
€/IHOKpaTHa A03a C€ NOCTHraT OKOMO 12 yaca ciex NpHeMa, MOBTOPHOTO BbBEXAHE HaMANABA
BapHALMHTE B CEPYMHHTE HUBa MEXCTY IBETE I03H. Brenpexu ToBa ChlleCTBYBa HHTEPHHAHBHIYAIHA
BapHaOHIHOCT.

Paznpenenenue
CBbp3BaHeTO Ha MHAANAMH ¢ NiasMeHuTe GenTouH e B 79 %. TINasMEHOTO BpeMe Ha NMOMYXUBOT €

14 no 24 yaca (cpeno 18 uaca). PapHoBecHa KoHLUeHTpaUHa ce gocTura cnen 7 aun. IToBTopHOTO
NPWIOKEHHE HE BOAH N0 KYMYJIHpAaHE.

Enumunupane
EnumunnpaneTo e npeanmuo upes ypunata (70% ot nosara) u dexanno (22%) nox dopmara Ha

HEaKTHBHH MeTabONUTH.

CrneuyanHy CpYnH NalHeHTH

brbpeuno yepexncoane
(PapMaKOKHHETHYHHTE NAPAMETPH HE CE IPOMEHSAT NPH NALMUEHTH ¢ GBEPEeUHa HEOCTATbYHOCT.

53 IlpeaknHHHYHM xaHHH 3a Ge3onacHOCT

Baacapman
[IpeakIMHUYHITE NaHHH HE NOKa3BaT OCOBEH PHCK 3a X0opaTa Ha 6332 Ha KOHBEHLMOHATHHTE
(hapMakoIOrHiHM NpOyuBaHHA 33 Ge30NACHOCT, TOKCHYHOCT NIPW MHOTOKPATHO NPHIIOKEH
F€HOTOKCHYHOCT, KAPUMHOTEHEH MOTEHLIHAN.
IIpu nneXxoBe TOKCHUHH N03M 3a Maiixara (600 mg/kg/nen) no BpeMe Ha MOCIENHNTE A
GpemeHHOCTTa M NEPHO/IA HA NAKTALHA Ca AOBE/TH O NO-HHCKA CTENEH Ha NPeXHBIEM




NpHOIH3HTENHO 18 MbTH MaKCHMANTHATA NPENOpbLYMTENHA 1032 NPH Xopa Ha 6a3ata Ha mg/ m?
(H34HCIEHHATA Ce OTHACAT 3a NepopanHa fo3a 320 mg/nen u naumenT ¢ Terno 60 kg).

[pu npeakAMHWYHYM NpOyuBaHUs 33 GE30MACHOCT BHCOKH A03u BancapTaH (200 a0 600 mg/kg
TEJIECHO TEFJI0) MPEAN3BHKBAT NPH NNLXOBE HAMANABAHE HA NAPAMETPHTE HA YEPBEHHTE KPbBHH
KNeTKH (€PUTPOLIMTH, XEMOTIOOUH, XEMATOKPHT) M NPHYMHSABAT MPOMEHH B 6u6peyHaTa
XeMOoJHHaMHUKa (1eKO NOBHILIABAHE Ha ypesTa B KPbBTa, GbOpeuna TyGynHa Xxunepnnasus u
Gasoduimua npu MexkxuTe). Tesu 103u npu nrbxose (200 a0 600 mg/kg/nen) npenctasnsear
NpuGIH3HTENHO 6 1 18 NbTU MaKCHMATHATA NpPeNOpLYKTETHA 1033 NIPH XOpa Ha GazaTa Ha mg/m?
(M34MCNeHHATA CE OTHACAT 3a Mepopanta 103a 320 mg/aeH u naumeHT ¢ Teryo 60 kg).

Ilpu Mapmo3eTkH B CpaBHHMH 1034 NPOMEHHTE ca NOJOGHH, HO no-TexH, ocobeHo B GLBpeLuTe,
KbJETO MPOMEHHTE Ce Pa3BHBAT [0 HePONATHS, BIUTIOYBALLA NOBHILABAHE HA YpeaTa W KPEATHHHHA.
Habaronasa ce cbu10 xuneprpodus Ha GbGpeuHHTe IOKCTArIOMEPYTHH KNETKH H pH [BaTa BUIA.
Cunra ce, 4e BCHUKH NPOMEHH CE& IB/DKAT HA (apMaKONOrHYHOTO AEHCTBHE Ha BATICAPTAH, KOETO
BOJIM 10 NPOAL/DKHTE/HA XHNOTOHKMA 0cobeHo npy mapMosetnte. Harnexna, ye TepanesTHyHaTa 103a
Ha BA/ICAPTaH NPH XOpa He € CBbp3aHa ¢ XMnepTpodHa Ha GBOPeUYHHTE IOKCTArOMEDYTHH KIETKH.

Huoanamuo

HHpanamna nokassa OTpHUATENIEHH PE3YIITATH IPH TECTOBE HA MYTAareHHH M KaHUEPOTeHHH
CBOHCTBA. [IprnoxeHHeTo Ha Hali-BUCOKHTE 103H NIEPOPANHO NIPH PA3THHHH BHAOBE KHBOTHH (40 o
8 000 nbTH NO-BHCOKH OT TEpaNeBTHYHATA 03a) M0Ka3Ba BAOLIABAHE HA JHYPETHYHHTE CROHCTEA Ha
HHAanamua. OCHOBHHTE CHMITOMH Ha HHTOKCHKHDAHE, NMOABKMIM Ce N0 BPEME Ha MPOYYBAHMATA Ha
OCTpa TOKCHYHOCT ¢ HHAANaMMA, NMPWIOXKEH HHTPABEHO3HO HJTH HHTPANEPHTOHEATHO CA CEbP3AHH C
(papmMaxoNOru4HOTO ACHCTBHE HA HHAANAMHL, T.¢. SpaaufiHes ¥ NepHQEPHa Ba3OMMNATALNA.
I1poyuBaHusTa 32 penpoAYKTHEHA TOKCHYHOCT He €A OKa3alH eMOPHOTOKCHYHOCT M TEPATOTEHHOCT.
QEpPTHANTETET HE Ce MOBIHABA NPH MBXKKH H SKEHCKH [LTHXOBE.

6. QAPMAIEBTHYHU JAHHHA

6.1 Cnoucnk Ha DOMOIIRHTE BEIECTBA

Croii va eancapman
MiukpokpucTanHa nemynosa

Kpocnoexaon
KonounaeH 6e3BoieH cCutHUMEB THOKCHA
Marnesues creapar

Crosi na undanamud

Muxpokpuctanya uenynosa

MauuTon

Xunpomenosa

Konounen 6e3eoner cuinumMes aMokcHa
Marnesunes creapar

Kapbomepu

XKbar xenesen okcun (E172)

6.2 HecbBMecTHMOCTH
Henpunoxumo.
6.3 Cpox na rognocr

3 ronuuM

6.4 Cpenmanun yc/I0BHA HA ChbXpaHeHAE i
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Ha ce cpxpaHaBa B OPHIHHAHATA ONAKOBKA, 3a Aa CE€ MPEANa3H OT CBCT/IHHA W Bara.
To3u nexapcTBEH NPOAYKT HE M3IUCKBA CMELHATTHH TEMNIEPATYPHH YCJIOBHA Ha CbXPAHEHHE.

6.5 BeancurabpkaHHe HA ONAKOBKATA

Bnucrep (OPA/AVPVC//Al donno): 10, 14, 28, 30, 56, 60, 84, 90 unu 100 TabneTku ¢ usmMeHeHo
ocBoboxkgaBaHe, B KyTHA.

Bnucrep (OPA/AVPVC//Al donuo), kanenaapHa onakoska: 14, 28, 56 win 84 tabneTku ¢ H3MEHEHO
oceoboxyIasaHe, B KyTHS.

He Bcuuky BunoBe onakoBKH MoraT Aa 6baT MycHaTH Ha nasapa.

6.6 CoemnanH® NpeANa3HH MEPKH NPH AIXBLPJISHE B padoTa

Hsama cneuManiy H3HCKBAHHUA 33 H3XBBLPJISHE,

1. NMPUTEXATEJ HA PASPEINIEHHETO 3A YIIOTPEBA

KRKA, d.d., Novo mesto, Smarjeska cesta 6, 850! Novo mesto, ClioBeHHs

8. HOMEPA HA PAZPEINIEHHUETO 3A YIIOTPEBA

Per. Ne 20240119

9. JAATA HA ITEPBO PA3PEIITABAHE 3A YIIOTPEBA/IIOTHOBABAHE HA
PABPEMIEHHUETO 3A YIIOTPEBA

Jlara Ha mbpeo paspewenue: 13.05.2024

10. JAATA HA AKTYAJIMBHPAHE HA TEKCTA

29 Maii 2026




)Ia Ce€ CbXpaHdABa B OpHrHHalHaTa ONakoBKa, 3a [1a C€ npearnasyd oT CBET/IHHA H Bjara.
Tozmn JIEKAPCTBEH NMPOAYKT HE H3HCKBA CNI€LHAJIHHA TEMINEPATYPHH YCJIIOBHA HA CbXPAHCHHE.

6.5 Buau chbabpKaHHE HA ONAKOBKATA

Bauctep (OPA/AI/PVC//Al donuo): 10, 14, 28, 30, 56, 60, 84, 90 uau 100 TabnerkH ¢ H3MeHEHO
0cBOOOMK/1aBAHE, B KYTHA.

Baucrep (OPA/AI/PVC//Al donuno), kanennapHa onakoska: 14, 28, 56 unu 84 tabnetku ¢ u3MeHeHo
ocBoOOKAaBaAHE, B KYTHS.

He BcHYKH BHI0OBE OMakOBKH MOraT j1a ObJaT MycHaTH Ha nasapa.

6.6 CneusajHH Npeina3HH MEPKH NPH H3XBbP.JIsiHe H paboTa

Hsama CrneuHa/IHH H3HCKBAHHA 3a H3XBBPJISHE.

7. IMNPUTEXATEJI HA PABPEIIEHHETO 3A YIIOTPEBA

KRKA, d.d., Novo mesto, Smarje?.ka cesta 6, 8501 Novo mesto, CiioBeHus

8. HOMEPFPA HA PAZPEHIEHHUETO 3A YIIOTPEBA

Per. Ne 20240119

9. JATA HA ITbPBO PA3PEIIABAHE 3A YIIOTPEBA/TIOJHOBSABAHE HA
PASPEHIEHHETO 3A YIIOTPEBA

Jlara Ha nbpBo paspewienue: 13.05.2024

10. JATA HA AKTYAJ/IM3UPAHE HA TEKCTA
29 Maii 2026

[NoapoGxa uHdopMalks 3a TO3H JIEKApCTBEH NPOJYKT € NpeocTaBeHa Ha yebcaiita Ha M3mbnnuTenHa
Arenuus no Jlekapcrsara (MAJI) http://www.bda.bg.
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