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| A3MBIHUTENHA ATEHLMA NO NEKAPCTBATA |

1. HUME HA JIEKAPCTBEHMUMA IMTPOAYKT "&Mm He NPOGYKIT - [IDUACKENU® |

! KbM Pez. Ne 21?2{70//?1

Banomuuao 160 mg/1,5 mg rabnerku ¢ M3MEHEHO OCBOOOK1aBaHe i
1.3 -05- 2024

—

Valomindo 160 mg/1.5 mg modified-release tablets | Pagpewwerue Ne

o
2. KAYECTBEH U KOJIMMECTBEH CBCTAB ' OGOOPOHUE M .........ccooovccnsasnscadorsscosssssssesssssssasssasass.

Banomunao 160 mg/1.5 mg TabneTku ¢ K3BMEHEHO OCBOOOMK1aBaAHE
Besika Tabaertka chabpika 160 mg Bancaprau (valsartan) v 1,5 mg unpanamun (indapamide).

3a MbJIHHAA CITMCHK HA MOMOLLIHUTE BELLECTBA, BHXKTE TOYkKa 6. 1.

3. JIEKAPCTBEHA ®OPMA

Tabnerka ¢ n3MeHeHO OCBOOOKIaBaHE
Banomunao 160 mg/1,5 mg tabaeTku ¢ u3MeHeHO 0CBOOOXK/1aBaHe: KPbIUIH, ABOMHOM3MbKHAIH

ABYCJIOMHH TaOneTku. EAMHUAT CI0H € KapeHUKaBO-)KbAT, MO3aedeH, ¢ o6o3HadyeHue VI2. Jpyrust
CJI0# € 051 10 )KbATO-0s11. Pa3zMepu Ha TabGnerkara: avameTsp npubdauzurenyo 11 mm.

4. KJIMHUYHUA TAHHHU

4.1 TepaneBTHYHH NOKA3ZAHHA

BanomuH0 € noka3aH 3a JieueHHe Ha eCeHLMaIHA XUMEPTOHHUS KAaTO 3aMECTHUTEIHA Tepanus Mpu
Bb3PAaCTHH MALMEHTH, KOUTO Ca aI€KBATHO KOHTPOJIMPAHH C BAJICAPTaH M MHAANAMM/1, IPHEMaHH
€IHOBPEMEHHO, B ChlllaTa 103a KAKTO B KOMOMHALIUATA, HO KATO OTAE/IHU TabJeTKH.

4.2 Jlo3HpOBKAa H HAYHH HA MPHJIOKEHHE

Jlo3upoBka

[IpenopbuMTenHaTa 103a € eaHa TabieTka JHEBHO OT ChOTBETHATA KOHLIEHTPALIUS.
KomO1HauusaTa ¢ PUKCHpaHH 103K HE € MOAXOAAILA 33 HaYa/lHa TePArHs.

[Ipean npomsHa Ha ieyeHneTo kbM Banomuno, nauneHTHTe TpsAGBa Na 6bAAT KOHTPOIMPAHU HA
MOCTOAHHH N03H HA MOHOKOMIIOHEHTHUTE, NPHEMaHH No CbUIOTO BpeMe. Jlozara Ha Banomunmo Tpabea

Ada CC OCHOBaBa Ha NO3MUTE HA OTAC/IHUTE KOMIIOHEHTH Ha I{OMGHHEIU,HFITH o BpEMEC Ha CMAHATA.

AKO € HeoOXO/1MMa NPOMsiHa Ha 1103aTa, T TPAOBa 1a CTaHe Ype3 HHAWBUIYATHO THTPHPAHE Ha
OTAE/THUTE MOHOKOMIOHEHTH Ha KOMOHHALIMA.

CrnieumanHu nonyJialuH

Cmapuecka év3pacm
[1pu xopa B cTapyecka Bb3pacT KpeaTHHUHBT B Mjla3MaTa TpsAOBA 1a Ce HHTEPNPETHPA BbB BPbH3Ka C
Bb3pacTTa, Terja0To 1 nosa. [launeHTure B crapyecka Bb3pacT Morar fa ce jekysar ¢ Bang
korato ObOpeyHara (yHKUHMS € HOPMAHA WJIK MUHHMAJTHO YBpEIEHa.

bvopeuno yspescoane > /o . |
[lpu Texko yBpenesa 6b0peuna GyHKkuMA (kpeaTHHHHOB KAMPBHC noa 30 ml/min) neveHkeTo € - - |
[MPOTHUBOIOKAa3aHo. \ 5\ i M
TrasuaHuTe U THA3UMA-NOAOOHMTE AUYPETHLIM Ca HATbJHO e(hEKTUBHH, CAMO KOraTo ,:tzﬁpéq,ﬁﬁ%a‘ |

"-._I W i i = § .:q. ‘.' f
by %, i i o . !
L i S f :Il_“r_i |II |. 1 I‘!.Z i
1 arl ¥ & IIrII I ‘ "_.' - =

.




(GyHKLUHS € HOpMaJTHA WIIM CAMO MHUHHUMAJTHO YBpE/IEHa.

HeprnoOopobHo yspexcoane
BaloMHH/10 € MPOTHBOMNOKA3aH MPH NaLMEHTH C JIEKO, YMEPEHO WJIH TEKKO YEPHOAPOOHO yBpeKaaHe,
OMIMapHa LUMpO3a U NPH NaLMEHTH C XoJjecTas3a (Bxk. Touku 4.3, 4.4 u 5.2).

[leanaTpuyna nonynauus
BanoMnHa0 He ce npenopbuBa NpH Aeua u oHoLWM noa 18-roauiuna Bb3pacr.
besonacHocTTa M erkacHOCTTa Ha BanoMKHI0 He ca yCTaHOBEHM B T€3M MOMyIaLuH.

HayuH Ha npuaoxkeHHe
[lepopanHo npunoxeHue.
BanoMHHA0 MOxke 1a Oblie IpHeMaH HE3aBHCHMO OT XPaHEHETO U TPAOBa J1a ce MpHema ¢ Boja.

4.3 IlporuBonokazaHus

. CBPbXUYYBCTBUTEIHOCT KbM AKTHBHHTE BELECTBA, KbM PYTH CYJ1(DOHAMUAN HIH KbM HAKOE OT
MOMOLIHHTE BELLECTBA, H30POEHHU B To4Ka 6.1.

- Jleko, yMepeHO WM TeXKO YepHOAPOOHO yBpexaaHe, OMIMapHA LIMPO3a, X0JIecTasa Wi
4yepHOApOOHa eHuedaonaTHs.

- Bropu u TpeTu TpuMecTbp Ha GpemeHoCTTa (BXK. TOUKH 4.4 1 4.6).

. EnHoBpemeHHara ynorpe6a Ha BaJicapTaH ¢ aTUCKHPEH-ChAbPKALIH MPOLYKTH €
MPOTHBOMOKAa3aHa NpH MaLMEeHTH CbC 3axapeH Avabet unu 6u6peuHo yBpexaaHe (GFR <60
ml/min/1,73 m?) (Bx. Touku 4.5 u 5.1).

S Texxka Ob0peyHa He1IOCTATBLUYHOCT.

- XHUIOKaJIHEMHUS.

4.4 Cneunajnu npeaynpexieHHs H NpeanasHH MepPKH NpH ynorpeda

CepyMeH Kaaui

EnHoBpemeHHara ynorpeba ¢ kanveBn 100aBKH, KalHii-CbXpaHABALIH UYPETHLIH, 3aMECTHTEIH Ha
COJITa, ChABPXKALIUM KATHH, HJIH IPYTH JIEKAPCTBEHH NMPOAYKTH, KOUTO OHMXa MOIJIM Ja NMOBHILAT
HMBATa HAa KWK (XeNapHH U T.H), He ce npenopbyBa. CTOHHOCTUTE Ha Kaaus TpaOBa Ja ce
MOHHTOTPHUPAT CbOTBETHO.

H3uepnBaHeTo Ha Kalns U pa3BUTHETO HA XUIOKAIHEMHS € OCHOBHHUSAT PUCK MPH THA3HAHHUTE W
THAa3HA-NOA00HUTE AUyPeTHLUH. PUCKDBT OT xunokanuemus (< 3,4 mmol/l) Tps6Ba na ce NpeAOTBpaTH
Npy ONPEC/IEHH PUCKOBH IPYIH KaToO XOpa B CTapyecKa Bb3pacT, XOpa ¢ HeIOXPaHBaHe H/HH
MPHEMaLH MHOXXECTBO JIEKApCTBA, MALMUEHTH C LIMPO3a C OTOK M aCLIMT, HCXEMUYHA 00J1eCT Ha
CbPLETO H MALHUEHTH CbC Chp/IeYHA HEAOCTATbYHOCT. B TakMBa cilyyau XUNoKaJMeMHUATa MOBHILIABA
CbpA€4YHaTa TOKCHYHOCT Ha IUMTAJIMCOBUTE MpenapaT U pUCKa OT apUTMHUAL.

[TaunenTture ¢ ynbmken QT uHTepBas ChILO ca C NOBUILEH PUCK, HE3aBUCHMO OT TOBA JA/H
IPOM3XOABT € KOHIEHUTAJIEH WK ATPOreHeH. XHnokanuemusTa (Kakto ¥ OpagvkapausTa) e
npeapasnosarail (pakTop 3a nosBa Ha TEXKH apUTMHH, U N0 CMELMATHO NOTEHLHATHO (haTaTHUTE
Torsades de pointes.

[lo-yecTo MOHHTOpHpaHE Ha MIa3MEHNTE HUBA Ha KATWS C€ H3UCKBA MPHU BCHYKH MO-rOPe MOCOYEHH
ciy4dau. l1bpBOTO ONpeaensHe Ha nia3MeHUTe HUBA HA KaJius TPAOBA [1a C€ W3BBPLLUH Npe3 nbpBaTa
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CEMHLA CJIe]l HA4aI0TO Ha JIEYEHHETO. o I
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AKO Ce OTKpHE XHIOKaIMEMHS, € HEOOX0AMMa HEHHATa KOPEKLIUA. Xunoxaﬂnewﬂ, ym‘aumeﬂa s\
3a€1HO C HHCKA CEpyMHa KOHUEHTpALUs Ha MarHe3uH, MOXe 1a He ce MOBJIHse ﬁTmeqeﬂué'ro ncse\l{ \
aKO CEpYMHHAT MarHe3uH He Ob/1e KOPUTHPaH. | = 1Y 4800Y _; - } E"-j; ;
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HaTtpueBusat u/unu odbemen aepuuur tpadea ga Obae KOpUTHpaH rnpeay 3ano4yBaHe Ha JISYEHHE C
BanomuHno.

CepyMHHUAT HATpUi TPAOBA 1a ce ornpeaes npeau 3arnoyBaHe Ha JEYEHUETO C UHAANAMUL, a cliejl
TOBa Ha p€1OBHH HHTEPBAJIH MO BpeMe Ha Je4eHHETO. [ loHMKeHHeTO Ha HAaTPUEBUTE HUBA MOXKE
MbPBOHAYAJIHO J1a € aCHMIITOMATHYHO W 3aTOBa € HEOOXOAUMO peAOBHO H3ciieaBaHe. To TpsaOBa na e
MO-4€CTO MPH MAUMEHTH B CTapyYeCKa Bb3PacT U MPH MALMUEHTH C LMpo3a (BkK. ToUkH 4.8 1 4.9). Besiko
JICHEHHE C NUYPETHLIM MOXKE J1a NMPEAN3BUKA XUNIOHATPHEMMUSA, MOHAKOra ¢ MHOIO CEpPHO3HH
MOCJIeAULIH. XHUIIOHATPHUEMHS C XUIIOBOJIEMUS MOXKeE Aa Ob/le OTrOBOpPHA 3a AeXHapaTaLUs H
OpPTOCTAaTUYHA XHUITOTOHHS.

EnHoBpeMeHHaTa 3aryba Ha XJIOpHH HOHH, MOXE J1a I0Be1e 0 BTOPUYHA KOMIIEHCATOPHA
MeTabOJIMTHA aJIKaslo3a: YeCTOTaTa U CTENEHTa Ha TO3U edekT ca ¢1abo H3pa3eHH.

[1na3zMeH MarHe3ui
Jloka3aHo €, Y€ THa3MAHWTE H TEXHUTE aHaJI03H, BKIIFOUMTE/IHO MHANaMK/, MOBULLIABAT EKCKPELUATA
Ha MarHe3uH ¢ ypuHaTa, KOETO MOXe Ja 10Beae 10 XUnoMarHesmemus (BxK.ToukH 4.5 u 4.8).

CepyMeH KajaLHH

TvasuaHm ¥ THa3UA-NOJAOOHMTE AUYPETHLM MOTraT Ja MOHWXKAT YPUHHATA EKCKPELMS Ha KaJILMH U 1a
[IPUYUHAT JIEKO U MPEXOAHO NOBULLIEHHUE Ha IJ1a3MEHUTE HUBA Ha Kaiuus. U3seeHaTa
XHIEePKaTLHEMHs MOXKE Ja C€ AbJDKU Ha NpeaLlecTBall HEAMAarHOCTULHPaAH XUIIEPIIapaTUPEOUIU3 M.

JleyeHuneTo TpsOBa na ce cnpe npeau Aa ce uscneasa GyHKUMATA HAa MapaTHPEOMAHATA.KIIE3a.

KpbBHa 3axap
[IpocnensBaHeTo Ha KpbBHATA IUIIOKO3a € BaXKHO NpU AMabeTHLIH, 0coOeHOo Ha (poHa Ha
XUMOKAJTHEMHUAL.

[ITMko4yHa KUCe/IMHa
[Ipy xunepypuKkeMHUYHH NALMEHTH, JIEKYBAHHU C HHAAMAMHU/, MOXKE [1a € MOBULIEHA CKJIOHHOCTTA KbM

noaarpoO3HH NMpUCTHIIA.

Hapyuiena 6b0peyna dyHkuus

T'nazuaHuTe W THA3UA-NMOAOOHHTE IUYPETHLIM Ca HAMBAHO e(peKTUBHH, caMO Korato ObOpeuHaTa
pyHKLHMA € HopMaTHa KM MHHUMAaJTHO YBpeaeHa (MJ1a3MeHH HMBA Ha KPeaTHHHUHA MO0/ CTOWHOCTTA OT
25 mg/l, T.e. 220 umol/l 3a Bb3pacTHM). [1pHu XopaTa B crapyecka Bb3pacT CTOHHOCTTA HA MIa3MEHHUTE
KpeaTHHHHOBH HHBa TpsAOBa a ce MHTEPNPETHPA, KATO CE€ OTYUTAT BIMSHHETO HA BH3PACTTa, TEMJIOTO
1 M0J1a Ha MaLUEHTA.

BropuuHaTa XHMnoBoJieMHs B pe3yJITaT Ha 3arybaTa Ha BOAA U HATPUH, HHAYLMpAHa OT JHYPETHKA B
Ha4yaJloToO Ha JICYEHHETO, MPHYHHABA MOHWXKEHUE Ha rIomepyaHaTa ¢punrpauus. Beneacreue Ha Tosa
MOK€ J1a HACTbIK MOBULIEHHE HA HUBATa Ha ypeATa U KpeaTUHUHA. Ta3u TpaH3MTOpHA (PyHKIHOHA/IHA
OBbOpeUYHa HENOCTATBYHOCT HAMA HEXKEJIaHHM MOCIEACTBUS MPH NMAaUMEHTHTE ¢ HOpMaJiHa 6bOpeyHa
¢yHKLHMA, HO MOXKE [1a BJIOLIM CHLIECTBYBaIA OLOpeUHa HEAOCTATHYHOCT.

CrteHo3a Ha ObOpeyHaTa apTepus

[Ipy nauueHTH ¢ OunarepaiHa CTeHO3a Ha GbOpEUHUTE apTeprK WITH TIPH CTEHO3a Ha apTepHsATa Ha
eIMHCTBEH OBOpek Oe3onacHaTa ynorpeba Ha BajicapTaH HE € YCTaHOBEHa.

KpaTkocpo4YHO NpHIIOKEHHE HA BAJCapTaH NP ABaHAJECET MALMEHTH C peHOBa3alHa XHIIEPTOHMUS
BCJIE/ICTBHE Ha €AHOCTpaHHa CTeHO3a Ha ObOpeyHaTa apTepHus He BOOM 10 3HAYHMH MPOMOHI-B. ..
OBLOpeuHaTa XeMOAHMHAMHKA, CEPYMHHS KPEaTUHHH KJIM HUBOTO HA ypeATa B KpLBTa,{BUN) 0
He3aBucuMO OT TOBa, Apyry N€KapcTBa, KOMTO MOBJIMABAT CHCTEMATA PEHUH- auruﬂeﬂayﬂ,ﬁ Mora*r J:ta
MOBHLLIAT CTOMHOCTUTE Ha KPbBHATA ypesi H CEPYMHHS KPEATHHHH MPH naunemj& E,HHDCTP&HHa _‘1
CT€HO3a Ha ObOpeyHaTa apTepus, Mopaau KOeTo ce NMpernopbuBa npocieasBaHe Ha 5‘bﬁp€‘{Ha’ra 551 3 |
(YHKUHS MPpH NALUMEHTHUTE, JIEKYBAHHU C BaJICApTaH. ‘-. \ 34 et ’ T! ;[ "




bbrOpeuHa TpaHCc1aHTaLMS
J10 TO3W MOMEHT HAMa HaATpyIMaH OIMMT M0 OTHOLUEHHUE Ha Oe3onacHaTa ynorpeda Ha BajicapTaH Mpu
NauMEHTH, NpeKapaiu HacCKOpO ObOpeUyHa TpaHCIIaHTaLUA.

YepHoapoOHO yBpeXx1aHe
BanoMHHI0 € MpOTHBOMNOKAa3aH NMpH MaLMEHTH C JIEKO, YMEPEHO HJIM TEXKO YepHOAPOOHO yBpeXKaHe,

OWJIMapHa UHMPO3a U NPH NALUKMEHTH C XosiecTasa (BK. Touku 4.2, 4.3 u 5.2).

Koraro yepHoapoOHara pyHKUMS € yBpeaeHa, THA3UA-N0A00HHUTE Uy PETHLIH MOTaT a NPHYHHSAT
yepHOApOOHa eHuedaionaTus, KOATO MOXE Aa Nporpecyupa a0 YepHoApoOHa KOMa, 0COOEHO B Cyyai
Ha €JIEKTPOJIMTEH AUcOanaHCc. AKO TOBAa HACTBIH, NMPHJIOKEHHUETO HA AWYPETHKA TPAOBaA Aa ce cnpe
He3a0aBHO.

[IbpBUYEH XHUNIEPATAOCTEPOHUIBM
[TauneHTUTE C MbPBUYEH XHIIEPAIAOCTEPOHU3bM HE TPAOBA /1a ce JIeKyBaT ¢ BaJicCapTaH, Thi KaTo
TAXHATA CUCTEMA PEHUH-AHITMOTEH3MH HE € aKTUBHUpaHa.

AoOpTHa U MUTpaJIHA KJIalHa CTEHO03a, OOCTPYKTHBHA XUNEPTPpoPHUYHA KAPDAHOMHOIIATHS

KakTo npu BCHYKH Apyrv Ba30aAMUJ1aTATOPU € HEOOXOAUMO OCOOEHO NMOBHLIEHO BHUMAHHE MNPH
MaLMEeHTH, CTpaJally OT a0OPTHA UJIH MHUTpAJIHA CTEHO3a WJIKM OT OOCTPYKTHBHA XUNepTpodhHYHA
kapavomuonatus (OXKM).

bpeMEHHOCT

He TpsbBa 1a ce 3anouBa ne4yeHUue ¢ aHroteH3uH ll-peuentopuu 6okepu (APB) no Bpeme Ha
OpeMeHHOCT. OCBEH ako npoab/LKUTeNHaTa Tepanus ¢ APbB ce npelieHH kaTo xH3HeHOHE00X0AuMa,
JIEYEHHUETO Ha MALMEHTKH, KOUTO IJ1aHKMpaT OpeMeHHOCT, TpabBa na Obae 3aMEHEHO C AJITEPHATHBHO
AHTUXUIEPTEH3UBHO JIEYEHUE C YCTAHOBEH NPOPuI Ha Oe30nNacHOCT 3a ynorpeda no BpeMe Ha
OopeMmeHHOCT. [lpn ycTaHoBsABaHe Ha OpeMeHHOCT, n1eyeHneTo ¢ APB TpabBa He3abaBHO na ce
MPEeyCTaHOBH M /1a C€ 3aMnOo4yHe AJITEPHATUBHO JICYEHHUE, aKO € noaXoasio (BX. Touku 4.3 U 4.6).

AHaMHe3a 3a aHIrMOoeAeM

AHruoeznem, BKJIIOUBAlll MOAYBaHE Ha JJAPUHKCA M IIOTUCA, NPHYHHABALL OOCTPYKLIMA H/HWITH
[MOAyBaHE Ha JIMLETO, YCTHUTE, papyUHKCa, W/WJIK €3UKa, € NOKIAABaH NP MaLUEHTH, JIEKYBaHH C
BaJiICapTaH; HAKOHW OT TE€3H MAaLUEHTH Ca MOJy4YaBa/IH aHFTHOEAEM H OT JAPYTrH JIEKAPCTBEHH CPEACTBA,
BK1OUYUTENTHO ACE HHXHOUTOPH.

Banomunao tpadsa HezabaBHO 1a Obae CrpsH NpU NaLKMEHTH, pa3BUBaLIH AHTHOEAEM, H JIEYEHHETO C
BanoMuHa0 He 6uBa 1a ce Bb30OHOBABA (BXK. TOUKH 4.8).

JBOiHO DJ10KMpaHe Ha CUCTEMATa PEHUH-aHIHOTeH3UH-ana0cTepoH (PAAC)

Mma nannu, ye enHoBpemenHara ynorpedba Ha ACE uHxuburopu, aHruoreHsuH Il-peuentopHu
ONIOKEPH HJIH ATMCKUPEH MOBHULLABA PUCKA OT XMIMOTOHHUSA, XHNEPKATHEMUS U HAaMaJIIBaHEe Ha
ObOpeuHaTa pyHKLUMSA (BKJIIOUHMTETHO ocTpa ObOpeuHa HepocTaTbuHOCT). [Topaau ToBa He ce
npenopb4Ba ABOHHO OnokupaHe Ha PAAC upe3 komOuHMpaHaTa ynotpeda Ha ACE nHxuburopw,
aHruoteHsuH ll-peuentopHu 6a0Kkepu UM ATUCKHpPEH (BXK. TOYKH 4.5 1 5.1).

AKO ce NpeLEeHH, Y€ TeparnuaTa ¢ ABOWHO OJIOKHpaHe € abCOMIOTHO HeoOXoauma, ToBa TpaOBa 1a
cTaBa caMoO Moj HalJIIOAEHHETO Ha CNEUHATIMCT U MPH YECTO BHUMATETHO MOHMTOPHpAHE Ha
ObOpeyHaTa QyHKLMSA, €JIEKTPOJUTHTE H KPbBHOTO Ha/IsiraHe.

ACE nuxuOuTopu u auruorensuH ll-peuentopHu 0okepu He TpsAOBa na ce U3MOA3BaT €AHOBPEMEHHO
MPpH NaLKMEeHTH ¢ AMabeTHa HedponaTus.

DOTOYYBCTBUTETHOCT //
Cnydau Ha peakUMH Ha GOTOUYYBCTBHUTEIHOCT ¢a ChOOLLUEHH MPH THA3HIH H Tummﬂﬂ upomao,uuh

AMYpeTHLM (BXK. ToUKa 4.8). AKO NO BpeMe Ha JIEYEHHETO Ce MOSABAT peakuuu Ha// '/ + \ &
(bOTOYYBCTBHTEIHOCT, C€ ﬂpEﬂOp'bHBﬂ peKpaTsaBaHe Ha JIEYEHHETO. AKO HGBT{JpHQT@ npuemaHt:E Ha
AUYPETHKA CE€ CYETE 32 HEOOXOAUMO, Ce NMpenopbyBa H3JI0XKEHHUTE Ha CBETJIMHA tiac'm na D’bﬂ,aT
3aLMUTEHHU OT CJIbHLUE WK U3KycTBeHH UVA. W o
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CnoOpTHCTH
CnoprucTuTe TpsOBa 1a 3HAAT, Y€ TO3M MPOAYKT ChAbPHKA AKTHBHO BELLECTBO, KOETO MOKE /14 J10BE/IE
710 MOJIOKUTEJIHA AONMUHI-Npooa.

XOpOoW/1aieH HU3/1B, OCTPa MUOMUS U BTOPUYHA 3aKPUTOBIb/IHA IJ1aYKOMa

CyngoHamuanTe WM 1I€KapcTBaTa, NMPOU3BOAHH Ha Cy/ipoHAMHAMTE, MOraT /1a Npean3BUKAT
WAHMOCHHKpAaTHYHA peakuus, BOA€ELLIA 10 XOPOHAAIEH H3JIMB C Ae(EKT HA 3PUTETHOTO M0JIE, NMPEX0/Ha
MHOIMUS U OCTpa 3aKpPUTObIbJIHA rilaykoMa. CUMNTOMUTE BKIIOYBAT B HAYAJIOTO OCTPO MOHHKEHHE HA
3pUTe/IHAaTa OCTPOTa UM O4YHA 00JIKa, H OOMKHOBEHO C€ MOABSABAT B PAMKHTE Ha YaCOBE 10 CEAMHULIH
OT Ha4yaJI0TO Ha Jie4yeHHeTo. HenekyBaHara ocTpa 3aKpUTOBI'b/IHA IJIaYKOMa MOXE 1a 0BEAE 10
TpaiiHa 3ary0a Ha 3peHdeTo. [IbpBOHaYaIHOTO IeYeHHe € [a ce CMpe Ha NMPHeMa Ha JIEKapCTBOTO
BH3MOXKHO Hah-0bp30. HaBpeMeHHO NeueHne niau XUpypruyHa MHHTEPBEHLIMSA MOXKE 1a CE HAJIOKH Ja
ce OOMMCIIAT, aKO BbTPEOUHOTO HajlaraHe OCTaBa HEKOHTPOJIMpaHo. PuckosuTe dakTopu 3a pa3BuTHe
Ha OCTpa 3aKpUTOBI'b/IHA IJIAyKOMa MOrar [a BKJIIOYBAT aHAMHe3a 3a ajieprusi KbM Cy1(OHaAMUAN HIIH
MEHULMITUHH.

4.5 BsaumoaeicTBHe ¢ IPYrH JleKapcTBeHH NPOAYKTH H APYrd GOpMH HA B3aUMoOJeiicTBHE
Cevp3anu c eanrcapman

[eouno orokupane na cucmemama penun-aneuomensur (PAC) ¢ APB, ACE unxubumopu wiu
QAIUCKUPEH.

JIaHHH OT KJIMHHYHH NMPOYYBaHMs MOKA3BaT, Y€ ABOWHOTO OJIOKMPAHE HA PEHHUH AHTHOTEH3HH -
anaocrepoHoBara cucrema (PAAC) upe3 komOuHUpaHata ynorpeda Ha ACE uuxuduropu, APB niau
AJIMCKUPEH Ce CBbP3Ba C MO-BMCOKA YE€CTOTA HA HEXEAaHHW CHbOUTHS, KaTO HarpUMeEpP XHUITOTOHMA,
XMMNepKajMeMus U HaMansBaHe Ha ObOpeuHaTa pyHKUMS (BIJTFOUYMTEIHO OCTpa ObOpeyHa

HE0CTaTbYHOCT), B CpaBHEHHE C ynoTpebaTa caMo Ha €1HO CpeACTBO, AeicTallo Bbpxy PAAC (Bix.
Touku 4.3,4.4u 5.1).

EOonospemenna ynompebda ne ce npenopvyed

Jlumuu:

OOpaTiMO NoBHILABaHE HAa CEPYMHHTE KOHLEHTPALIMH Ha JINTHI K TOKCHYHOCT €a CbOOLLEHH MpH
eaHoBpeMeHHarta ynotpeda Ha nuthid ¢ ACE uHxubutopu uiu aHrdorensut Il peuentopau 6aokepw,
BKJIIOYHTEIHO BasicapTaH. [IpenopbuBa ce BHUMATENHO Clie/ieHe Ha CEPYMHHMTE HUBA HA JIUTHIA, aKO ce
MpeLeHy, Ye KOMOMHauMsTa € HeoOXoaMMa. AKO ce npuiiara U IMypeTHK, Ce MPEAnosara, 4e pUCKbT
OT JIMTHEBA TOKCHYHOCT MOXe Ja Obae JOMbJIHUTETHO MOBUILIEH.

Kanuui-coxpanasawu ouypemuyu, karueeu 0006asKu, 3amecmument Ha coama, CbObPICAUU KAIuil uiu
opy2u cyocmanyuu, Koumo ouxa mMo2au 0a noSUWLam HUeAMa Ha KAIul:

AKO C€ MpELEHH, Y€ € HEOOXOAUM JIEKAPCTBEH MPOAYKT, KOMTO 3acara KaJlMeBUTE HUBA, 112 Oble
KOMOMHMpaH C BajicapTaH, Ce NMpenopbyBa cJeJeHE Ha MJ1Ia3MEHUTE HUBA Ha KAJIHIA.

Eonospemenna ynompe6ba, npu kosamo ce uzuckea NOSUULEHO GHUMAHUE

Hecmepouonu npomusosvznarumennu cpeocmea (HCIIBC), sxniouumenno cenexmusnu COX-2
unxubumopu, ayemuncanuyunosa kuceauna > 3 g/oneeno u necenexkmusnu HCIIBC:

Koraro aHrvoreHsuH lI-peuentopuure 6aokepu ce npunarar enHospemenHo ¢ HCIIBC, moxe na ce
HaO/roaBa oTc1abBaHe Ha aHTUXHUNEpTeH3UBHHUA edekT. OcBEH TOBa €JHOBPEMEH HaTayﬁbfr_peﬁH Ha-.
aHruoreHsuH ll-peuentopuu 6nokepu 1 HCTIBC moxe na nosene 1o nosuiueH pncﬁTmomaﬂéﬁe
Ha ObOpeyHara (hyHKUHs H NOBHILABaHE HAa cepyMHus Kanuid. [Topaaun ToBa ce np op‘n.m’sa TN
npocieasaBaHe Ha ObOpeyHaTta PyHKLMS B HAYAJIOTO HA JIEYEHHETO, KAKTO U anexs ,ﬁn{a xrm'paTauﬂﬂ HaL
MaLMeHTA. HELV 2 |
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In vitro naHHK NOKa3Bat, 4Ye BaJicapTaH € cyOCcTpaT Ha TPAHCMIOPTHUTE MOJIEKYJIH 3@ YEPHOAPOOHO
3axBawaHe OATPIBI/OATP1B3 u yepHoapobuus eduiykcen Tpancnoprep MRP2. Kaunuynara
3HAYMMOCT Ha HaXO/KaTa € HeU3BeCTHA. ENHOBPEMEHHHAT NpHEM Ha HHXHOUTOPH Ha YEPHOAPOOHOTO
3axBallaHe (Hanp. pudamMuH, UMKJIOCMOPHH) WK Ha eulyKCeH TpaHcnopTep (Hamp. PUTOHABHP)
MOK€E 1a NMOBULUK CUCTEMHATA €KCMO3MLMA Ha BajicapTaH. TpsaOBa aa ce npeanpueMar noaxoasiu
MEPKH MNPH 3aN04BAHETO UK MPHKIOYBAHETO HA €IHOBPEMEHHOTO JIeUE€HHE C NMOAOOHH IeKapCcTBa.

Hpyeu:
[1pn npoyuBaHHs 3a J1€KapCTBEHO B3aMMOIEHCTBHE C BAJICAPTAH HE €A YCTAHOBEHH KJIMHHUYHO

3HaYHMH B3aMMO/ICHCTBHS C BaJICApTaH WIIH HAKOE OT CIEHHUTE BELLeCTBa: LIMMETH/IMH, Bap(apHH,
(hypO3eMH /1, IUrOKCHH, aTEHOJION, HHAOMETALIWH, XHAPOXJIOPOTHA3HU L, AMIOAUIHH, MIHOEHKIAMU]L.

Cevp3anu ¢ unoanamuo

Komounayuu, koumo He ce npenopvyeam

Jumuu.

CenbTeTBaLIaTa ynoTpeda Ha JIMTHH MOXKe 1a 10BE/E 10 MOBUILABAHE Ha MJIa3MEHUTE MY HHBA C
MPH3HALM Ha Npeo3upaHe, KakTo npu Oe3cosHa aueta (peayKLUMs Ha EeKCKPELMATA Ha JIUTHUS C
ypvHarta). Ako obaye ynorpedara Ha AMypeTHLM € HEOOXOIMMa, Ce U3UCKBAT CTPOrO MOHMTOPHPAHE
Ha MJ1asMEHUTE HUBA Ha JIMTHH H KOPEKLIMA Ha 103aTa My,

Komounayuu, npu koumo ce 3uckeam donvanumennu mepku npu ynompeba

Jlekapcmea, unoyyupawu torsades de pointes:

- KJj1ac la aHTHApUTMHYHH CPeACTBA (XMHUAMH, XHAPOXHHHUAMH, 1M30MUPAMHI);

- ksac 11l aHTHapUTMHYHK cpelcTBa (aMUOIAPOH, COTaNloN, A0heTHINA U HOyTUAKA,
OpETUITHYM);

. HAKOH aHTHUINICUXOTHYHH CPEACTBA: (PEHOTHA3UHM (XJIOPNPOMAa3HH, LIMAMEMA3HH,
JIEBOMENPOMa3HH, THOPUIA3uH, TpudryonepasuH),

- OeH3aMHuH (aMUCYANpPHA, CYINUPHI, CYATONPH/, THANPHUA),

- OyTHPO(]EHOHM (APONEPUAOII, XaTONEPHI0I);

- APYrH aHTHIICHXOTHYHH CPEeACTBA (HaMp. MUMO3M]);

- JpyTH BelIeCTBa: OeNpUANII, UM3anpUa, IMpEeMaHW1, HHTPABEHO3EH EPUTPOMMLIMH,
Xa0(aHTPHH, MU30JIaCTHH, MEHTAMUIHH, criapdiokcaurH, MOKCH(IOKCALIMH, MHTPaBEHO3€eH
BUHKaAMMH.

[loBHiLEH pUCK OT NOABA HA KAMEPHH apUTMHH, 110 CNIELMAITHO forsades de pointes (XunokaaueMusTa

e puckoB (aktop). [la ce cieam 3a nosBa Ha XMMOKATMEMHUS M /1a CE€ KOPUTHpa, ako € Heo6X0auMO,

npeau 3anoyBaHe Ha komOWHauusTa. [IpenopbyBa ce KIMHHYHO npocieasBaHe, KakTo U

npocJieasBaHe Ha naa3meHuTe enekTposuTd U EKI'. Jla ce u3non3sar BeliecTBa, KOUTO HAMAT

HEA0CTaTbKa Ja NPOBOKUpAT NosABaTa Ha forsades de pointes B yCIOBUATA Ha XUITOKAJIUEMHUS.

Hecmepouonu npomusosv3nanumennu cpeocmea (cucmemno npunoxcenue), gxnovumentro COX-2

CeeKMUBHU UHXUOUMOPU, BUCOKU 003U AYeMUICATUYUI08a Kuceauna (= 3 g/oen):

Bb3MOXXHO MOHW)KEHHE HA AHTHXHMEPTEH3UBHUA edekT Ha WHAanamMu. Puck ot ocTpa 6bOpeuHa
HEIOCTAaTbYHOCT MpPH AEXUAPATUPAHH MNALIMEHTH (MOHHIKEHHE HA rIoMepyHaTa GUaTpaLus).
[TauueHTHT TpsAOBa Na € N0Ope XHApaTHPaH U 1a ce MOHUTOpHpa OBOpeuHaTa (GyHKLHS OT HAYAIOTO
Ha JICYEHHUETO.

Huxubumopu na aneuomensun-konsepmuparyus enzum (ACE): RN
Koraro ce 3anousa siedenune ¢ ACE uHXMOHTOp, NpH HAJIMUKE HA HATPHEB ,uec]:mum,(/ NeuHaTHoO T[pH \
MaLMEHTH CbC CTEHO3a HAa OBOpeuHaTa apTepus), Ma PUCK OT BHE3alHa NnosBa Ha/ HﬂﬂTUHHH Hf Wi,

ocTpa 6b0peyHa HeAOCTaTbYHOCT. [ 10 ) ptp8Eai"y\

[1pu XMNepTOHMsA, KOraTo MPeAX0XKALIOTO AWy PETHYHO JIEYeHHE MOXKE 1a 10BE I'e 110 HB.T]JHEB A ',-

nepuumuT, € He0OXO0AUMO: L £ ]
- WJIK 1a Ce Crpe AUMYPETHKBT 3 IHU Npeau 3ano4ysaHe Ha jeueHue ¢ ACE Hh‘xﬂﬁnmpa W nace |
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3aM04YHe OTHOBO Ka/IMH-HECHXPAHABALLUA JHYPETHK, aKO € HEOOXOIUMO,
- WJIK [1a Ce 3ano4yHe ¢ HUCKa HavyasiHa /103a 0T ACE-MHXHOMTOP M T4 NOCTENEHHO Ja ce
MOBMLLIABA.

[Ipu 3acTolHa cbpaeyHa HEAOCTaThYHOCT TPAOBA fa ce 3ano4He ¢ MHOro Hucka no3a ACE
MHXHUOMTOP, MO Bb3MOXKHOCT CJIE] MOHW)KABAHE Ha 103aTa HA ChITbTCTBALLMS KalHii-HEChXPaHABALLL
JIHY PETHK.

[1pu BCcHukH ciyyau TpsOBa 1a ce npocnenssa 6bOpeyHaTa GpyHKUMS (KpeaTMHHH B M1a3mMara) npes
MbpBUTE CEAMHMLM OT JieueHUueTo ¢ ACE unxuburop.

pyeu seujecmea, npununssawyu xunoxkaruemus. amporepuumrH B (i.v. npuioxkeHue), rioko- 1
MHUHEPaJIKOPTHUKOUH (CHCTEMHO MPHIOKEHHE), TETPAKO3AKTHA, CTUMYJIHPALLIM JITAKCATUBH.

[ToBHiLEeH pHCK OT XHnokanuemus (aautuBeH edekT). [TpociieasaBaHe Ha M1a3MeHUTe KAJTHEBUTE HUBA
M KOpeKUHs, ako € HeoOxoauma. OcobeHo BHUMaHHe € He0OX0AMMO B ClIyYad Ha ChITbTCTBRALLO
JieyeHue ¢ aururanuc. TpsOBa na ce U3Moa3BaT HECTUMYJIMPALIH JIAKCATHBH.

baxnoghen:

[loBUIIEH aHTUXHUNEPTEH3UBEH €(EKT.

[TaumeHTsT TpAOBa 1a € N0Ope XMApaTHPaH U [a ce MOHMTOpHpa ObOpeuHaTa GyHKLMS OT HAYaAIOTO
Ha JICYEHHETO.

Lucumanucosu npenapamu:

XHIMOKAJTMEMHATA W/ HJIK XUITOMArHE3WEMHATA MPeApa3nonaraT KbM JUrMTAIMCOBA TOKCHYHOCT.
[IpenopbyBa ce aa ce npocneassa naasmeHus kanui, mariesuit U1 EKI™ u, ako e Heo6xoaumo,
JIe4YEHHETO Aa Obae KOPUTHPAHO.

Kombunayuu, uzucxkeaiyyu cneyuaino HUMAHUe

Anonypuron
ENHOBPEMEHHOTO JIEYEHHE C MHANaMH/ MOXKe /1 YBEIMUYM YECTOTaTa Ha peakLIMHTE Ha
CBPBbXYYBCTBHUTEIHOCT KbM aJIOMYPHHO.I.

Kombunayuu, koumo mpabea 0a ce umam npeosuo

Kanuu-cvxpanseauyu ouypemuyu (amMunopuo, CRUpOHOIAKMOH, MPUAMMEDEH):

JlokaTo Te31u KOMOMHALMH Ca MOJE3HHU NPH HAKOH NMALMEHTH, XHIIOKATHEMHS HITH XHMIEPKaTHEMHUS
(0COOEHO MpH MauHeHTH ¢ 6bOpeUHa HEAOCTaTLYHOCT UK AHAbeT) MOJXKE /1a CE MOABH BbIPEKH TOBA.
[Tnazmenunre kanuesun HuBa U EKI” TpsabBa na ce npocneassar u aa ce npepasriena J1e4eHHETO, ako e
He00X0AUMO.

Memdaopmun.

[loBHiueH € pycKa OT NosBa Ha JlaKTaTHA alKA03a, HHAYUHpPaHa OT METOPMHH, AbKALLA CE Ha
Bb3MOXKHA (PyHKUHOHATHA 6bOpEUHa HEOCTATBYHOCT, CBbP3aHa C MPHJIOKEHHETO HA JHYPETHLH U
Mo-CreurdaniHo OpUMKOBH IHypeTHUH. Jla He ce u3no./i13Ba MET(GOPMHH, KOraTo rnjia3MeHHUTe HHWBA Ha
KpeaTiHHHa npesuuasat 15 mg/l (135 pmol/l) npu mbxke 1 12 mg/l (110 umol/l) npu xeHu.

Hoo-cvOvpoicauyu konmpacmuu 8ewecmea:

Ha ¢ona Ha nexuaparauus, npu4MHeHa OT JUyPETHLIH, CbLIECTBYBA MOBULLEH PUCK OT HACTBHIIBAHETO
Ha ocTpa OBOpEeYHa HEOCTATBYHOCT, OCOOEHO KOraTo C€ M3MOJI3BaT BUCOKH A03H Hﬂﬂ-(;b&’ﬁ'pﬁ(ﬂﬂlﬂ:
KOHTPacTHH BELIECTRBA. 7 KWL 5 NN
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TpsOBa 1a ce U3BBPIUM pexuapaTauus Npeau [1a ce npuaarat HoAa-ChAbpPHKAaLLH cne/wﬂe}mﬂ N

Hmunpamun-nooobnu anmuoenpecanmu, Heeporenmuyu: 1Y Nt
[ToBHLIEH pHUCK OT yBe/IMYaBaHE HA AHTUXHMIEPTEH3UBHHS €(EKT U NOSABA HA {)pTG(;TaTHqHa ’

XHUIMOTOHHA (aAUTUBEH edekT).



Kanyuu (conu).
PUCK OT XHNepKaJUMEMHS MOPaJH NMOHWKEHOTO eIMMUHHPAHE Ha KaJlLMi C ypUHaTa.

L{uxnocnopun, maxpoaumyc:

Puck ot noBru1aBaHe Ha KpeaTHHHHA O€3 NpoMsHa B HUBATa HAa LMKJIOCTIOPHH B KPbBOOOPALLEHHETO,
JIOpH KOraTo HsiMa M34epriBaHe Ha BOAA/HATPHH.

Kopmuxocmepouou, mempaxo3akmuo (Cucmemuo npuwionceHue):

HamaneH aHTuxunepreH3uBeH eeKkT (3aapbiKKa Ha BO/Ia/HATPHUI Nopaau eeKTHTE Ha
KOPTHUKOCTEPOUIUTE).

4.6 @eprHiIHTET, OPEMEHHOCT H KBPMEHe

bpemennocm

Ynorpebara Ha aHrMoTeH3uH Il-peuentopuu 6nokepu (APB) He ce npenopbyBa no Bpeme Ha MbPBUS
TPUMECTbP Ha OpeMeHHOCTTa (BXK. Touka 4.4). YnotpebaTta Ha APB e npoTuBonokaszaHa no Bpeme Ha
BTOPHS U TPETHSA TPUMECTBP OT OpeMEHHOCTTA (BXK. TOUKH 4.3 u 4.4).

EnnaeMHONIOrHYHHTE IaHHH 33 PUCKA OT TepaToreHHocT ciea ekcrno3uuus Ha ACE uHxubutopu no
BpEME Ha MbPBHUS TPUMECTBLP OT OPEMEHHOCTTA HE BOJAT A0 3aK/JIIOYEHHUA;, BCe NakK, ciabo
NOBHILIABAHE HA PHUCKa HE MOXKE /1a Ce M3KII0YM. BbnpekH, ye HAMa JaHHU OT KOHTPOJIMPAHH
€MHUACMHOJIOTMYHH NPOY4YBaHHA 3a PUCKA NMPH aHrHOTeH3HH lI-peuentopHure 610kepu (APB),
Mo00€eH PUCK MOXE N1a ChLUECTBYBA 3a TO3M KJac jiekapcTBa. OCBEH ako NMPOABIKABAHETO Ha
neyeHueTo ¢ APb ce cMeTHe 3a XKHM3HEHOHE00X0AMMO, MALIMEHTHTE, KOMTO MJIaHUpaT OPeMEHHOCT
TpsiOBa [a MPEMUHAT Ha aITEPHATUBHO AHTUXUIEPTEH3HBHO JIEYEHHE, KOETO HMA YCTAHOBEH NMpodun
Ha 0€30MacHOCT Nnpu 6peMeHHOCT. AKO ce yCTaHOBH GpeMeHHOCT, neueHreto ¢ APB TpsaGea aa ce
NpeKpaTv He3a0aBHO M, aKO € YMECTHO, /1a C€ 3aMoYyHe aJITepHATHBHA Teparus.

ExcnosuuusTa npu tepanus ¢ APB no Bpeme Ha BTOpHUs U TPETHA TPUMECTBP MOXKE J1a JOBEE 10
(peToTokcHuHOCT (0TCN1aOBaHE Ha ObOpeuHaTa PyHKLMS, OTMrOXMAPAMHHOH, 3a0aBeHa OcHbHKALIKS
Ha yepera) U HeOHaTalHa TOKCHYHOCT (0bOpeYHa HEAOCTATBYHOCT, XHIIOTOHHS, XHIIEPKAIIUEMHS ), BIK.
To4kKa 5.3 ,, I IpeaAKTMHHYHHU naHHU 3a Oe30macHoCT .

B cnayuai ye nma excno3uuus Ha APb npe3 BTopust TpumecTsp Ha GpeMeHHOCTTa, ce npenopbuBa
npoBepka Ha ObOpeyuHaTa QyHKLUHA U Yepera Ha MJioJa 4pe3 yJITpa3Byk.

HoBopoaeHH, YHHTO Maiiku ca npuemanu APDB, Tps6Ba BHMMaTenHO aa Obaat HabMOAaBaHM 3a
XHUIMOTOHHMS (BXK. TOUKH 4.3 1 4.4).

Jluncear unu UmMa orpaHH4eHH JaHHH (3a u3xoaa rnpu no-manko ot 300 cayyas Ha 6peMeHHOCT) 3a
ynorpebara Ha HHAanaMua npu OpemeHHH sxeHu. [1poaAb/DKUTENHATA EKCITO3ULMSA HAa THA3HIH Mpe3
TPETHSi TPUMECTBP OT OPEMEHOCTTa MOXKE 1a HaMalli oOema Ha MnJja3mMara B MaHYMHHUS OPraHU3bM,
KaKTO M yTE€pOIUIaUEHTAPHOTO KPBOOOOPBILEHHE, KOETO MOXKE J1a MPHYMHM U (peToMIalleHTapHa
HUCXEMHs U 3a0aBsiHE B pacTexa.

[1IpoyuBaHHsTa NPH KUBOTHHU HE MOKA3BAT NPEKH WIH HEMPEKH BPEAHH €(PEKTH, CBBP3aHH C
peNnpoOayKTHBHATA TOKCHYHOCT (BX.TOYKa 5.3).

Kvpmene

BanomuH10 He TpsaOBa 1a ce npuaara rno BpeMe Ha KbpMEHe. Y

[lopanu niuncara Ha naHHK OTHOCHO ynoTpedara Ha BaJicapTaH 10 BpeMe Ha mpmene d‘lpuemr Ha~
BaJicapTaH He Ce MPenopbuBa, a ce Npearno4y1Ta aITePHaATHBHO JICYEHHE C no-ﬂﬂﬁpe ycmuﬂﬂeﬂ ﬂ; L
Npodu/1 Ha O€30MacHOCT Mo BpeMe Ha KbPMEHE, OCOOEHO MPH KbPMEHE Ha Hoﬂopoueuo MY ‘
HeQOHOCEHO Oede. \ 2 \d




Mma HeaocTaTbyHa MH(OPMaLUHMsA 33 EKCKPELMATA HAa HHAANamMKua/MeTaboIMTHTE My B KbpMmaTa. Morar
Aa ce NnosBAT CBPbX4YYBCTBHTEIIHOCT KbM CY/1(OHAMUIHUTE MPOU3BOIHHU U XHUNOKasiMeMus. He Mosxke

Ad CC U3KJIKOYH PHCK 3a HDBOpDﬂEHHTEfKLpMHHeTaTﬂ.

NHpanamua € TSCHO CBbp3aH C THA3BHAHUTE NJHYPETHLIH, KOUTO MO BPpCMC Ha KbpMEHE CC acoUuHHUparT C

HaMa/1iBaHe WJIK 1I0pH NMpeyCTaHOBABAHE HA KbPMEHETO.

Depmurumem

Basicapran Hama HexkenaHu eeKTH BbpXY penpoayKTHBHATA COCOOHOCT Ha MBIKKH H HKEHCKH
MJIbXOBE NpH NpHeM Ha nepopaiHu 1034 10 200 mg/kg/neH. Ta3u no3a e 6 nbTH MakcHManHaTa
Npenopb4MTE/IHA 103a NPH XOpa, onpeaeacHa Ha 6a3a mg/m* (M3YMCICHHETO € 3a NepopaiHa 103a OT
320 mg/neH u 60-kunorpaMoB nawLMeHT).

[lpoyuBaHusTa 3a penpoayKTHBHAa TOKCHYHOCT HE MOKa3BaT epeKT BbPXY (PEPTHINTETA MPH MBXKKH U
XKEHCKH NIbXoBe (BX. To4ka 5.3). He ce ouakBaT edekTH BbpXY epTHIMTETA MTPH XOpa.

4.7 EdexTn BbpXy cnocobHocTTa 32 modupane u pabora ¢ MALIHHH

Bancapran/mHaanamMua MOXe 1a NpeAn3BUKa pa3iu4yHK PeakLMH BbB BPb3Ka C MOHMKABAHETO HA
KPbBHOTO HaJIAraHe NpyM MHAMBUAYJIAHHW CJTyyad, 0COOEHO B Ha4Yal0TO Ha JeyeHuero. Tpabea aa ce
MMa npeBHL, Y€ Npu wogdupaHe v paboTa ¢ MalIMHU € Bb3MOXKHO MOHAKOra a HACTBIIAT 3aMasHOCT

WK yMopa.

4.8 HexesaHHu JleKapcTBeHH peaKlHH

- MHoro yectu (= 1/10)

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

- Heuectu (= 1/1 000 no < 1/100)
- Peaku (= 1/10 000 no < 1/1 000)
- MHuoro peaku (< 1/10 000)

- C Heu3BecTHa 4ecTOTa (OT HAJTMYHHTE JAHHH HE MOJXKe 1a Ob/1e HanpaBeHa OLEHKA)

O06001eHue Ha npoduna Ha OezonacHoCT

B KOHTPONHPaHU KIMHWUYHH MPOYYBAHHS MPH Bb3PACTHHU MALMEHTH C XUIMEPTOHUA O0LLATA YECTOTA HA
HexesnaHu peakuuu (HJIP) e cpaBHuma ¢ Tasu npu niaue6o | e B cbriacue ¢ papMakoJorHyHUsA
npo¢un Ha BasicaptaH. Yectorata Ha HJIP He e cBbp3aHa ¢ 103aTa WK NPOABIKUTENHOCTTA Ha
JICYEHHETO, a ChLIO TaKa He NMoKa3Ba Bpb3Ka C rosa, Bb3pactra uiu pacara. HJIP, ocHoBanu Ha
KITMHHUYHH NIPOY4BaHUs, NOCT-MAPKETHHIOB OMMUT H JIADOPAaTOPHHU pe3y/TaTH ca H30POeHH Mo-10/1y
CBIIIAaCHO CHCTEMO-OpraHHaTa KiacudukaLus.

Hai-4yecTo cboOlaBaHUTE HEXEaHU PeakLIMH MPH JIEYEHHUE C MHAANAMM] ca XMITOKATHEMMS,
P€aKLIMH Ha CBPbXYYBCTBHUTEIHOCT, INIABHO A€PMATOJIONMYHH, NPH ML, TPEAPA3ION0KEHU KbM
aJIepru4iHu M aCTMaTHYHKU peakLMH W MaKyJjionamnyJjapHyd oOpuBH. ["onsgMa yacT Ot HexelaHuTe
PeaKLIHH, OTHACALLMK C€ N0 KIMHHUYHHUTE WIIH JaDOpaTOpHUTE MapaMeTpH, ca 3aBHMCHJIM OT A03aTa.

TabnvyHO NpeacTaBiHe HA HEXKEJAHUTE PEaKLIUU

[1pu Besiko rpynupaHe B 3aBUCHMOCT OT YECTOTATa HeXEaHHUTE JIEKAPCTBEHH PeakLiMH ce N3GposBarT B

HU3XO04ALll p€a NMOo OTHOWECHHE HA TAXHATa CCPHO3HOCT.

e~

MedDRA cucremo- Hexelann peaknnu BaﬂcapTaH/l{HuzihﬁﬁMHa
OPraHHH KJ1acoBe /8 VR s TINN:
Hapywenus na kppéma | ArpaHyJouUWTO3a jr : ,f';M'l-'lgfi; pe/iku \ ¢ |
u aumpnama cucmema | AnjacTHUHa aHEMMUS '\ = | Mnoro pelIkH | -
XEeMOJIMTHYHA aHEMHS H\:: c 11\:'4!10["0 pf-'iil{u'!_;




JleBKkoneHus - MHoro peaku
TpomOouuTOoneHus o R MHoro peaku
4ecToTa
[loHHKEeH XeMOrj100MH, NOHHKEH C HeusBecTHA
XE€MATOKPHT, HEYTPONEHHs yecToTa ]
Hapywenus na CBpBXUYYBCTBUTE/HOCT, BKJIKOYHTENHO | C HeU3BecTHa
UMyHHamMa cucmemd cepyMHa 6oJiecT 4ecToTa )
Hapywenus na XHMepKaJLHEeMHs = MHoro peaku
memaooauzma u XHIOKaJIHEMHS (BXK. To4Ka 4.4) — YectH
rpanenemo XunoHarpueMus (Bx. Touka 4.4) C nenssectHa HeuecTH
4yecToTa
XHUIOXJIOpEMHS - Penku
XUIMOMarHe3ueMus — Penku
[loBHLIEH CEpyMeH Kauii i o | |
4eCcTOoTa
Hapywenus na C Heu3BecTHa
HepeHama cucmemda i 4ECTOTa Pela
[ naBoGonue - Penku
[lapecTe3us - Penku
Foresin ) C HeusBeCTHa
4yeCcTOTa
Hapywenus na ouume Muonartus - C Heu3BecTHa
4yecToTa
3aMBbIJIEHO 3PEHHE - C Heu3BecTHa
4yecToTa
3pUTE/THH HapyLUEHUS - C Heu3BecTHa
4EeCTOTa
OcTpa 3aKpUTOBbIbJIHA IJlaykoMa - C Heu3BecTHa
4eCTOTa
XOpOHIAJIEH U3/IUB - C Heun3BecTHa
4eCTOTa
Cvpoeynu HapyueHus Aputmus - MHOro peaku
Torsade de pointes (moreHuUHaIHO C Heu3BecTHa
daranuu) (Bxk. Touku 4.4 u 4.5) ] 4ecToTa

Cv006u HapyuieHus

XHUIOTOHHUA

MHoro peaku

C HeMu3BeCTHa

Backyaut .
4EeCTOTA

Pecnupamopnu, epvonu

U MeOUAcCmuHaiIHU Kauwnuua HeuyecTH -

HapyuweHus

Cmomauino-upeeru [loBpblaHe - Heuectu

HapyueHus "anene - Peaku
3anex - Penku
Cyxora B ycrara - Penku
[lankpeaTur - MHoro peaku
KopemHa Oonka HeuectH -

Xenamo-ouiuapHu
HAPYULCHUSA

[loBHlEeHHE HA noka3aTeauTe 3a
4YepHOAPOOHa (PYHKLIMSA, BKIHOYHTEIHO
MOBHLLIABAHE HA CEPYMHHs OMIHPYOHH

C HeMu3BeCTHA
4yecToTa
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AOHOpMHa 4YepHOpOOHa QYHKLMS

BeposaTHocT 3a nosira Ha YepHOApOoOHa
eHuedasonaTus Npyu U3BECTHA

YEPHOAPOOHA HEOCTATBUYHOCT (BXK.
Touku 4.3 1 4.4)
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HECTOTAa

Hapywenus na
Koxcama u
NOOKONCHAMA MbKAH

€pUTEMATO3YC

PeakLiM¥ Ha CBpBXYYBCTBHTEIHOCT - Hectw
MakyJionamnyJio3H4 OOpHUBH - YecTH
[lypnypa - Heuectu
AHrHOEIEM C HeusBecTHa | MHOro peaku
4yecToTa

Y pTHKapus - MHoro peaku
TokcHyHa enuaepmMaiHa HEKpoJIM3a - MHoro peaku
CuHapom Ha Stevens-Johnson - MHOro peaku
Bb3MOXHO BJiOLIaBaHE HA U3BECTEH - C Heu3BeCTHa
OCTBP AUCEMHUHHPAH JYIYC 4ECTOTa

Peakuuu Ha ¢poToceHCcHOUIH3aLHa (BXK.

C Heu3BeCTHA

TO4YKa 4.4) 4yecToTa
C Heu3BecTHa
byno3eH nepmarur, 00puB, cbpOEK -
4ecToTa
Hapywenus na
MYCKYAHO-CKelemHama
cgcrk:;,ua u Muanrus L AtianecTHL. |
CbeOuHumenHama RS
MbKAaH
giag?y; Z’:: :a bbOpeyHa HeaOCTATBYHOCT Se:l::::ecma MHoro peaku
NUKOYHUmME Nbmutya C Heu3BecTHa
[loBHIIaBaHE HA CepyYMHHUSA KpeaTHHHH -
4eCTOTa
Hapywenus na
éb3npouzeooumennama | EpekTuiHa AMChHYHKLIUS - Heuectn
cucmema u 2bpoama
Ob6wyu napywerus u
echexmu na msicmomo YMmopa HeuecTu Penkwu

HA NPUWIOMNCEeHUe

Hizcneosanus

EKI" yabmxen QT-unrepBan (Bx.

C Heu3BeCTHA

TOYKH 4.4 u 4.5) 4ecToTa
[loBuLIEHH HUBA HA KpbBHA 3aKap (BXK. C Heu3BecTHA
Touka 4.4) 4yecToTa

[loBULLIEHH HUBA HA NMUKOYHA KHUCE/IMHA

C HeMu3BeCTHa

B KpbBTA (BXK. TO4YKa 4.4) 4ecToTa
[loBHLLIEHH HUBA HA YePHOAPOOHH C Heu3BecTHa
€H3UMH 4eCcTOTa

OnucaHue Ha ONPEAEIEHH HEXENAHU PEaKLIMK

[lo Bpeme Ha npoyuBaHusTa ¢asa Il u I1l, cpaBHaBawm unaanamua 1,5 mg u 2,5 mg, aHanu3uTe Ha
MJ1a3MEHUS KaJIMH ca MoKa3ajiu A0303aBUCUM e(peKT OT MHAAMaMHU/;
Mupnanamua 1,5 mg: nnasmex kanui <3,4 mmol/l e HaOnogaBan npu 10% OT nauMeHTHTE U
<3,2 mmol/l npu 4% ot naumeHTure cnea 4 no 6 ceamuuu neyenue. Cnen 12 ceAMHUUHO
Je4YEHHE, CPEHOTO NMOHHKEHHUE Ha M1a3MeHUs Kaui e ouno 0,23 mmol/l.
Wupanamun 2,5 mg: nnasmeH kanui <3,4 mmol/l e HabnroaasaH npu 25% OT NauMEHTUTE H
<3,2 mmol/l npu 10% ot nauneHTure cnen 4 no 6 ceamuuu neyenure. Cnen 12 ce,u/);u-me
JIEYE€HHe, CPEAHOTO MOHHXKEHHUE Ha U1a3MeHUs Kanui € 6uno 0,41 mmol/l.

CpobulaBaHe Ha NOA03UPAHH HEXKEJIAHW PEeaKLIMH
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CpoOuaBaHeTO Ha MOAO3HPAHHU HEXENaHU PEeaKLMH Clle]] pa3pelLlaBaHe 3a yno'rpeﬁa*ﬂa nexapcmennﬂu
MPOAYKT € BaKHO. ToBa nMo3BosisBa 1a NpOAB/DKHU HAOMIOAEHHETO HA ChOTHOLLIEHHETO nonwfpucx 3
neKapcTBeHHUs NpoaAyKT. OT MEAMLIMHCKUTE CNELMATMCTH Ce H3MCKBA /1A choﬁmaﬂdq Bcﬂu:a
0/103MpaHa HeKejlaHa peakLMs upes .2
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U3nbiaHUTENIHA areHUMs No JieKapcTBara
ya. ,,Jlamsau [ pye” Ne 8
1303 Codus

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

4.9 Ilpeaozupane

CuMnToMH

Cevp3anu c earcapman

[Ipeno3upaHeTo ¢ BajicaptaH MOXKE Aa NPUYUHKU U3pa3eHa XUIMOTOHHUSA, KOATO MOXeE [1a J0BEAE 10
MOHW)KABAaHE HA ACHOTATa Ha Cb3HAHWETO, LMPKYJIATOPEH KOJAIC H/WJIH LLOK.

Cevp3anu c unoanamuo

3a UH1anaMH/ € YCTAHOBEHO, Y€ HE € TOKCH4YeH B 103a A0 40 mg, T.e. 27 MbTH NO-BUCOKA OT
TepaneBTHYHaTa 103a.

[Ipu3HauMTe HAa OCTpa HHTOKCHKALIMA Ce W3pa3sBart noa popMara Ha BOJAHO-EJEKTPOJIMTEH AUucOalaHC
(XMMOHATPHEMHS, XUIMOKAIIMEMHUSA ), KOUTO Ce MaHU(DECTHPAT C rajieHe, NOBpbLUAHE, XUITOTOHHH,
bPYOBE, BEPTUTO, 3aMasiHOCT, 00bPKAHOCT, MOJMYPHUS WK OJIMTYPHUs JI0 CTENEH Ha aHypHs (ropaau
XUIMOBOJIEMHA ).

JleueHue

Cevp3anu c earcapman

TepaneBTHYHHTE MEPKH 3aBUCAT OT BPEMETO HA MPHEM Ha JIEKAPCTBOTO M BH/A W TEXKECTTA Ha
cuMnToMHUTE. OT IMbPBOCTENEHHA BAXKHOCT € CTAOUIU3UPAHETO HA LUMPKYIATOPHUS CTATYC.

B ciyyal Ha XMNIOTOHHSA MALMEHTBHT TPAOBA Ja ObAe NOCTaBEH B JIErHAJIO M0J0KEHHE U ObP30 Ja ce
MpearnpyueMe 3aMeCTBaHe ¢ 00EMO3aMeCTBaLUH U COJIEBU Pa3TBOPH.

Manko BEpOATHO € BajicapTaH Ja Obae OTCTpaHEeH Ype3 XeMOaHaIM3a.

Cevp3anu c unoanamuo
HauyanHuTe MEPKH BKJIIOYBAT ObP30 €JIMMUHHUPAHE Ha MOrbJIHATOTO BelIeCTBO(a) Ype3 CToMallHa

[IPOMHUBKA W/ WK [MPHJIOKCHHUE HAd AKTHBEH BBIJICH, MOCJIEABAHO OT Bb3CTAHOBABAHE HA
BD,E[HOT{}fEﬂeKTpOﬂ HTHOTO paBHOBECHE 10 HOpMaA B CriI€LIHAJTU3UPAHO 3aBE€ACHHUE.

5. ®APMAKOJIOTrHYHHU CBOMCTBA
S.1 dPapmakoliHHAMHYHH CBOHCTBA

dapmakoTepaneBTH4YHa rpyna: aHrioteH3uH Il peuentopuu 6iokepu (APB), komOHHaLKH,
aHruoreHsuH ll peuentopuu 610kepu (APB) u auyperuumn, ATC koa: CO9DAO3.

Bancapman

MexaHH3bM Ha IEHCTBHE y A e i flp ,
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BancapraH € nepopajiHO aKTUBEH, MOLLEH W crietduryeH anruorersut Il (AT II({ amarﬂuhcr TDH
J€HCTBA CEJIEKTHBHO BbpXY AT1 peuentopHus noaTHn, KOWTO € OTrOBOPEH 3a riémaﬂ*me HEHCTBHH

Ha aHruoTeH3uH ll. [loBuweHnTe nna3meHn HUBa Ha aHrHOTEH3HH 1] B pe3yﬂTaT\Ha AT ,r |
peuenTopHara 0/10Kaza ¢ BaJicapTaH MOrart Ja CTUMyJaupaT HeOiokupanure AT2 peuenmpu mem 3
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M3rjexxaa npoTusoaeicTea Ha epekra Ha AT1 peuentopa. BancapraH He nposBsiBa HUKaKBa 4YaCTH4YHA
arOHUCTUYHA akTUBHOCT KbM AT1 peuentopa u uma 3HauuTenHo (okoa0 20 000 nbTH) NO-rosisam
apunuteT KbM AT peuentopa, oTkonkoTo kbM AT2 peuenTtopa. Bancapran He ce CBbp3Ba U HE
OJIOKMpa peLenTopyu Ha APYrd XOPMOHH UM HOHHHW KaHA/TH, 3@ KOMTO € W3BECTHO, Y€ Ca BaXKHH B
CbpACYHOCHA0BATA pEryJaums.

dapmakoaUHAMHYHH €DEKTH

Basicapran He uHxuOupa ACE (u3BecTeH v kaTo kMHMHAa3a I1), KOHTO npeBpbla aHTHOTEH3HH | B
aHruoteHsuH Il v pasrpaxa OpaaukuHuHa. Twi kato HaMaT edekT Bbpxy ACE u He 3acunBar
IENCTBUETO HA OpPaIMKUHHUH UK cyOcTaHUMA P, Malko BEPOSTHO € aHTaroHUCTHTE HAa aHTMOTEH3HH ]
/1a ca CBbp3aHHM C KaluisHe. B KIMHUYHU Npoy4BaHHUA, KbAETO BajicapTaH € cpaBHeH ¢ ACE
HHXHOMTOp, YeCTOTaTa Ha CyXa Kauuivua e 3HauurenHo (P<0,05) no-manka npu nauueHTH, JIeKyBaHH
C BajicapTaH, OTKOJIKOTO npH jekyBaHuTe ¢ ACE unxuodurop (2,6% cpewty 7,9% pecnektuBHo). B
KIMHHYHH NPOY4YBaHHWA MPH NALMEHTH C aHAMHe3a 3a CyXa Kauuidua no spemMe Ha JiedeHue ¢ ACE
HHxuouTop, 19,5% o1 npoyuBaHuTe nuua, nonyyapaiiu BaincapraH, U 19,0% ot Te3u nosyyasaiiu

THa3H/ICH IMYPETHK UMAT KallliiLua, B cpaBHeHHe ¢ 68,5% ot nuuara, nekyBaHu ¢ ACE unxuburtop (P
<0,05).

Huoanamuo

MexaHU3bM Ha JeHUCTBUE

HMupanamua € cyapoHaMUAHO NPOU3BOAHO C MHAOJIOB NMPBCTEH, (hapMaKOJIOrMYHO € CPOIEH C
WY PETHLIHTE OT rpynaTta Ha THa3HHTE, KOUTO HHXHOUpAT peabcopOuMsTa Ha HATPUI B KOPTHKATHHA
AUTYLUIMOHEH CErMEHT Ha TYOyJIuTe.

dapmMakoAMHAMHYHHU €(DEKTH

MuaanaMua noBvlIaBa ypMHHATa €KCKPELMS HA HATPUH W XJIOPU/IM, KaTO TaKa MOBHIlIABa Uy pe3aTa.
B no-masika creneH ce noBMilaBa eKCKpeLHATa Ha KaTMi U MarHe3ui, KaTo rno To3M Ha4MH yBe/1M4YaBa
OTJEJIAHETO Ha YPHHA H OCBLUECTBABA AaHTUXHINEPTEH3UBHO JEHCTBHE.

KnuuuyHa edukacHOCT U 06€301macHOCT

Cewp3anu c eanrcapman

[IpnsioxkeHHeTO Ha BajicapTaH IMpH MaLMEeHTH C XMUNEPTOHUS BOAM 0 MNOHH)KABAHE HA apPTEPHUATTHOTO
HajgraHe 0e3 NoBJIMABaHE Ha IMyJiCOBaTa YeCTOTAa.

[Ip1 noBe4€TO NALMEHTH CJIE[l €AHOKPATEH NEPOpaieH NPHUEM HAYa0TO Ha AHTHXHIIEPTEH3UBHOTO
JICNCTBHUE € B paMKHUTE 2 Yaca, a MUKbT Ha MOHWXKABAHETO HA APTEPHAIHOTO HaJIsiraHe Cce JOCTUra B
paMKuTe Ha 4-6 yaca. AHTUXHUIEPTEH3UBHUAT e(PeKT NpoaABIKaBa Haa 24 yaca cien npuema. [lpu
MHOI'OKpaTeH MpUEM peaJieH aHTUXUNEPTEH3UBEH €(PEKT € HAJIMLIE B pAMKHTE Ha 2 CEJMHULIM, a
MaKCHMAJIHHUAT €(EKT Ce MOCTHra B paMKHUTE Ha 4 CEMHMLM U Ce MOAIbprKa B X0Aa Ha JbJIroTpaiiHa
Tepanus. 3Ha4MMO JOMbJIHUTEIHO MOHWKEHHE HAa apTEPUATHOTO HAJIAraHe ce MOCTHra MpH
KOMOHMHaLMA C XUAPOXJIOPOTHA3HL.

BHe3anHOTO npeycTaHOBsABaAHE Ha JIEYEHUETO C BAJICAPTaH HE ce CBbp3Ba ¢ rebound-xunepToHus uiu
C APYIH HEXEJIaHU KJIMHUYHU CHOUTHS.

[Ipy naLeHTH ¢ XHNEPTOHUA U AHA0ET TUN 2 C MUKPOAJIOYMHHYPHS € OTYETEHO, Y€ BaJl ICapTat—-
HamaJisiBa OTIENSAHETO Ha andyMHH B ypuHara. [Ipoyusaneto MARVAL (Micro Albumsntria)!
Reduction with Valsartan) oueHsiBa HaMansiBaHeTO Ha OTAENAHETO HA ATOYMHH B ypuﬁara IUAE) c
BasicapraH (80-160 mg/neH) B cpaBHenune ¢ amnoaunuH (5-10 mg/aeH), npu 332 naﬁheﬂm C: .ﬂ,ﬂaﬁér
Tin 2 (cpeaHa Bb3pacT: 58 roauHu; 265 Mbke) ¢ MUKpoanbyMHHYpHs (BaJICapTaH: rS&pg/mm '
amMJI0AMNKH: 55,4 ng/min), ¢ HOPMAJIHO WJIH BUCOKO apTepPHATHO HAISITAHE U CbC 3atlaaena 6L6peulﬂa
dyHkumns (cepymeH kpeatuHut <120 umol/l). Cnen 24 ceamuuu, UAE e namanena (p<0,001) ¢ 42% ( %
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-24.2 ng/min; 95% CI: —40,4 no —19,1) ¢ Bancapran v npuSausutenro 3% (—1,7 pg/min; 95% CI: —
3,6 10 14.9) ¢ amJI0AMINKH, HE3ABUCHMO OT CXO/IHATA CTENEH Ha MOHWKEHHE B JIBETE IPYIIH.

[IpoyuBanero DROP (The Diovan Reduction of Proteinuria) u3cieasa 10nmbaHUTENHO eUKACHOCTTA
Ha BasicapTaH npu peayuupade Ha UAE npu 391 naunenTtu ¢ xunepronus (AH=150/88 mmHg) ¢
auadeT Tun 2, andymuHypus (cpeana ctoiHocT=102 pg/min; 20-700 pg/min) v 3anaszena 6L0peuHa
pyHkums (cpene cepymen kpeaThHHH=80 pumol/l). [TauneHTHTE Ca paHIOMH3HPAHH C €(HA OT 3-Te
no3u Basicaprad (160, 320 u 640 mg/aeH) u nekyBaHu B npoab/pkenue Ha 30 ceamuum. Llenra Ha
MpOy4BaHETO € 1a yCTAaHOBM ONTUMAaJIHAaTa 103a BajicapTaH 3a peayunpade Ha UAE npu nauueHTH ¢
XuneproHus u auader tvn 2. Caen 30 ceamuuu npoueHTHata npomsHa B UAE e 3HauuTenHo
HamaneHa ¢ 36% ot u3xoaHaTa cToiHocT ¢ BancaptaH 160 mg (95% Cl: 22 0o 47%) v ¢ 44% c
BasicaptaH 320 mg (95% CI: 31 no 54%). HanpaseHo e 3akntouenue, 4e 160-320 mg BajncapraH Boau
A0 KJIMHUYHO 3Ha4YuMH peaykuuud Ha UAE npu naumenTu ¢ xuneprouus v auader tun 2.

Lleouno brokupane Ha cucmemama peHun-aneuomen3un-aidocmepor (RAAS)

JIBe ronemu paHaoMusupanu koHTposupanu npoyusatus — ONTARGET (ONgoing Telmisartan
Alone and in combination with Ramipril Global Endpoint Trial - Tekyiuo rino6anHo u3nuTeaHe 3a
KpalHH TOYKH Ha TEJIMHCApPTaH, CAMOCTOATENHO W B KoMOHHaLus ¢ pamunpun) 1 VA NEPHRON-D
(KnuHH4YHO NpoyuBaHe CBbP3aHO C pa3BUTHE Ha HedponaTHs Npu AMaGeT, MPOBEAECHO OT
MHHHCTEPCTBO M0 BLIIPOCUTE Ha BETEPaHUTE) — MpoyuBar ynorpedara Ha komOuHauusaTa ot ACE
HHXHOHUTOP M aHrHoTeH3uH ll-peuenTtopen Grokep.

ONTARGET e npoyuBaHe, npoBeeHO NpH NaLMEHTH ¢ aHAMHE3A 3a CbPAEYHOCHI0BA HWITH
MO3bYHOCHA0BA 0OJIECT, /M 3aXapeH AHabeT THN 2, NpUAPYKEHH C JaHHH 3a YBPEXkKAaHE Ha
eexropHu oprann. VA NEPHRON-D e npoyuBaHe rnpu nauMeHTH cbe 3axapeH auaber tvn 2 u
nuabeTHa HedponaTus.

Te3u npoy4BaHHs He NOKa3BaT 3Ha4YMUM OnaronpuaTeH eekT BbPXy ObOpeYHHUTE H/HAH
CbpACHHOCBAOBHTE MOCIEAULIH H CMBbPTHOCT, KAaTO ChLUEBPEMEHHO ca HabJl0JaBaHH MOBMILEH PHUCK
OT XHUIMEepPKaTHeMHMs, OCTPO yBpexKAaHe Ha ObOpeLMTE U/HUTKH XUITOTOHHUS B CPABHEHHE C
MOHOTepanusTa. Kato ce umar npesHa cXoaHUTEe UM papMakoJUHAMHYHH CBOMCTBA, TE3M PE3y/ITaTh
ca npuIoKUMHU M 3a 1pyrd ACE MHXHOHTOpH M aHrHoTeH3uH ll-peuentopHu Ga0kepH.

ACE vHXuOMTOpPH M aHrnoTensuH ll-peuentopHu G10kepu cienosaresHo He TpAGBa a ce W3Mo3BaT
€JHOBPEMEHHO MPH NaLMEHTH ¢ AuabeTHa HeponaTus.

ALTITUDE (KanHH4YHO npoy4BaHe NMPOBEACHO ¢ ATMCKMPEH MPH MALMEHTH ChC 3aXapeH AHabeT TN
2 ¢ U3MOJI3BaHE Ha CHPAEYHOCHAOBH H OBOpEUHH 3a6019BaHHS KaTO KPaiiHU TOYKH) € NPOYyYBaHe,
MpeHa3Ha4eHO /1a U3CJieBa NoJ13aTa OT 100aBAHETO Ha AJIMCKUPEH KbM cTaHaapTHa Tepanus ¢ ACE
HHXHOUTOP MM aHrHoTeH3uH ll-peuenTtopeH G10kep NpH NaUMEHTH Cbe 3axapeH avaber Tun 2 U
XPOHHYHO OBOpeyHO 3abonsBaHe, CbpaeUHOCHA0BO 3ab0sBaHe 1K 1 aABeTe. [IpoyuBaneTo e
MPEKPaTeHO NPEeXACBPEMEHHO NMoOpaax NOBULLIEH PUCK OT HeOnaronpusaTHU nociaeauuu. Kakro
CbpAEYHOCHAOBATA CMBPT, TAKa H HHCYJITHT Ca M0-YECTH B rpynaTa Ha aJIMCKHPEH, OTKOJIKOTO B
rpynara Ha nsiaue0o, a npeacTaB/IsgBaLLHTE HHTEPEC HEXKETaHH ChbOUTHS U CEPHO3HH HEXEaHH
CHOUTHS (XMIIEPKATMEMHUS, XMIOTOHUA U ObOpeuHa AnchYHKLMA) ce choOLABaT NO-4€CcTO B rpymnara
Ha aJIMCKUPEH, OTKOJIKOTO B rpynara Ha rJauebo.

Cevp3anu c unoanamuo

B KJIMHHYHKM W3nuTBaHuUA OT (a3a I1 u 111, npunaraHeTo Ha MHAaNaMKa KATO MOHOTEPANHs NOKa3Ba
aHTHXMNEPTEH3UBEH e(eKT, KOUTO npoabkaea 24 yaca. To3u edekT HACTLNBA NPH 103K, NPH KOMTO

- TN

[IMY PETUHYHHAT €(PeKT € C JIEK HTEH3HUTET. e
AHTHXHNEPTEH3WBHATA AKTHBHOCT HA MHAAMNAMU] € CBbP3aHa ¢ Nnoo0psaBaHe Ha apw@mﬂ L7

KOMIUIaWbHC U HamMaIsiBaHe Ha apTepUoiapHaTa U nepudepHara pe3HCTEHTHOCT. ‘,-;.f 2/ iy i"',_'j,'

MHaanamua noHWxasa JieBOKaMepHaTa XMneprpodus. ([ & [ PR \ 5o
T'epaneBTHYHUAT €EKT HAa THA3HWIHHUTE U CPOIHMTE AHYPETHLIM HaJ ONpe/IeieHa 41,03& ﬁpuﬂoﬂnﬁa v |
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e e(peKTUBHO, 103aTa He TpAOBa Ja ce NOBHLLABA.

npﬂleBHHHH [MPpH KpaTKoO-, CPEAHO- H ABJITOCPOYHO MNMPHJIOKEHHUE HA HHAANMAMU [MPpH MAaUuHEHTH C
XHIICPTOHHUA MNOKAa3BaT 4€ HHAAlNnamMHua.

& HEe MOBJIMABA JIMIMHAHUA META00I3bM: TPUITHLIEPH/IH, XOJIECTEPOJI C HUCKA MIBTHOCT M
X0JIECTEPOJI C BUCOKA MUTbTHOCT;
® HE MOJBUABA BbI/IEXHApaTHATA OOMAHA, 1OPH NPHU AMaOETHO OOJTHH C XHUIEPTOHHS.

5.2 dapMakOKHHETHYHH CBOHCTBA

Baacapman

AbcopOuums

Cnea nepopajiHO NpUIIOKEHHE CaMO Ha BaJicapTaH NMUKOBHTE MJ1a3MEHH KOHLIEHTPALMK Ha BAJICAPTaH
ce socTurar 3a 2—4 4yaca ¢ TabneTkure M 3a 1-2 yaca ¢ pa3rBopa. Cpeanara abcosioTHa OMOHATHYHOCT
€ 23% ¢ TabneTkure U pecnekTUBHO 39% ¢ pa3rBopa. CucTeMHaTa eKCrO3MLMA M MUKOBATA MJ/1a3MeHa
KOHLEHTPAaLHs Ha BajJicapTaH € 0KoJ10 1,7 mbTH ¥ 2,2 MbTH NO-rosisMa rnpM pasTBopa, B CPaBHEHHE C
TaOJIETKHTE.

XpaHata HamansBa ekcrosuuusTa (u3mepeHa ¢ AUC) Ha Bancapran ¢ okono 40%, a nukoBara
ni1asmMeHa KOHUEHTpauHs (Cmax) € 0k010 50%, BbNpekH ve okoso 8 yaca ciea npueMa ria3MeHuTe
KOHLUEHTPALKWH Ha BaJiCapTaH ca NMoJ00HHM B rpyNuTe Ha MPHEM CJie/l HaXpaHBaHe M Ha riagHo. Toea
noHwxkeHne Ha AUC obaue He ce npuapy»kaBa OT KIIMHMYHO 3HAYHMO HaMaJIiBaHE Ha TepaneBTHYHHS
e(hekT, Mopaau KOETO BaJICapTaH MOXeE /Ja ce 1aBa ChC MM 6€e3 XpaHa.

PasnpeneneHue

OOembT Ha pasrnpe/ie/ieHHe Ha BAJICApTaH NPH CbCTOSIHUE HAa HACHLIAHE CJle] HHTPABEHO3HO
MPUI0XKEHHUE € OKOJIO | 7 TUTpa, KOeTO NoKa3Ba, Ye BajicapTaH He Ce pa3npeesis EKCTEH3UBHO B
TbKaHWTE. BancapTtaH € B rosisMa CTeneH CBbpP3aH CbC CEPYMHHTE NMpoTerHH (94-97%), npeaAMMHO
CbC CEPYMHHUS aJIOYMHH.

buorpancdopmaums

Bancapran He ce OMoTpaHcopmupa B rofisiMa cTeneH, Thil kKaTo caMo okoo 20% oT 103aTa ce
OTKPHBa KaTo MeTaboNuTH. B nna3mara € ycraHoBeH XMAPOKCUMETA0OIMT B HUCKH KOHLIEHTPALIMK
(no-manko ot 10% ot AUC Ha BancapraH). To3u meTaboauT e hapmMakoJOrHyHO HEaKTHBEH.

EauMHHUpaHe

Bancapran noka3ssa My/JTHEKCMIOHEHLIMATHA KHHETHKA Ha pa3naz (t12« < 1 h u t125 okoso 9 h).
Bancapras ce enMMHHHpa npeaMMHO Ype3 OuiinapHa ekckpeuus ¢ Gpekanuure (okono 83% or no3zara)
M oT OBbOpeumTe Ype3 ypuHara (okono 13% ot nosara), raBHO KaTo HENMPOMEHEHO JekapeTBo. Cren
MHTPABEHO3HO NPHJIOKEHHE MUIa3MEHHUAT KJIMPbHC Ha BaJicapTaH € 0KoJ10 2 |/4ac U HEeroBHAT
0BOpeueH KIupbHC € 0,62 1/uac (oko10 30% ot 06wms kaupbHE). [TonykHBOTHT Ha BasicapTaH € 6
yaca.

CrneumanHH rpyny nauuMeHTH

Cmapuecka eév3pacm
[1py HAKOM NaLMEHTH B cTapyecka Bb3pacT e Habo1aBaHO MAJIKO NMO-BHCOKA 00111a eKCNO3HLMS Ha

BaJiICapTaH B CpaBHEHHE C MjlaaUTe nauyeHTH. ToBa obaye HAMa NOKa3aHa KJIMHUYHA 3HAYUMOCT.
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Hapywena 6v6peuna ¢pynxyus /7 weWiig
KakTo ce o4akBa 3a BELIECTBO, YHHTO OBbOpEUEH KIMPBHC € OTTOBOPEH Camo 3a 30%fﬁr oﬁgum h
1a3MEH KIIHPBHC, HE € OTYETEHA Kopeslalus Mexay ObOpeuHaTa GyHkumMa v obata EKBHGEHIIHH Ha'

'1.-

BasicapraH. Ilopaau Tasn npyunHa He ce Hajara KOpMrHpaHe Ha [103aTa fpH nauuemH C 61.6pequ IR

yBpexaaHe (KpeaTHHHHOB KJIUpBbHC > 10 ml/min). JIuncear nanHu 3a 6e3onacHa yrlmpet)a npu.
MAUHECHTUTE C KpeaTHHUHOB KJIHPBHC < 10 ml/min) U npu npoBexnaimure quanusa, n()pann KOETO
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BajicapTaH TpsOBa ja ce ynorpe0saBa ¢ NOBHILEHO BHUMAHHE TNPH TE€3H NALMEHTH (BXK. TOUkH 4.2

4.4). BancapraH ce cBbp3Ba ¢ MJ1a3MEHHUTE MPOTEHHH BbB BUCOKA CTEMEH M € MAJIKO BEPOSTHO Aa Objie

OTCTPAHEH Ype3 JAnasn3a.

YepnoopooHo yepexcoare
[1puOsnnsurento 70% ot abcopbupanara n03a ce eTMMHUHUPA B JK/TbYKATa, IJIABHO B HEMPOMEHEHa
¢opma. BancapraH He nperbpnsBaT HUKakBW OMoTpaHchopmaly. Y aBosBaHe HA €KCMNO3HLIMATA

(AUC) e HabtonaBaHa NpM NaLMEHTH C J1EKO IO YMEPEHO YePHOAPOOHO YBPEX/IaHE, B CPABHEHHE ChC

31paBu xopa. He e HabstonaBaHa obaye kopenauus MexIy rnia3mMeHaTa KOHLEHTpalMs Ha BaJicapTaH
M CTeNneHTa Ha YepHOAPOOHA AUChyHKLMA. BancapraH He e npoyyeH Mnpu NalMeHTH ¢ TexXKa
YyepHOAPOOHA AUCHYHKLMSA (BXK. TOYKH 4.2, 4.3 1 4.4).

Huoanamuo

AbcopOuus

DpakuuaTa OT HHAANAMHK]L, KOATO ce 0cBOOOKAaBa, ce abcopOrpa Gbp30 M 6e3 ocTaTbk Ypes
CTOMALLHO-4YPEBHHUSA TPAKT. XpaHEHETO €1a00 MOBHILIABA CKOPOCTTA Ha abcopOLMs, HO HE OKa3Ba
BJIMSIHUE BbPXY KOJHYECTBOTO Ha abcopOupaHoTO BeulecTBo. [TMkoBHUTE cCepyMHU HUBA cren
€IHOKpaTHa [103a Ce€ NocTurar okoJ1o 12 yaca caea npuemMa, MOBTOPHOTO BLBEXK/1aHE HAMaJ1SBa

BApHALIMHUTE B CEPYMHHUTE HHBA MEXK/1y JBETE 103H. Bbnpeku ToBa ChlLECTBYBAa MHTEPHHAMBHAYAJIHA

BapUabMUJIHOCT.

Pa3npeaesieHue

CBbp3BaHETO HAa MHAANAMM]L C My1a3MeHuTe 6enTbuM e B 79 %. [L1a3MeHOTO BpeMe Ha NoJy>KHBOT €
14 no 24 yaca (cpeaHo 18 yaca). PaBHoBecHa kOHUEHTpaUus ce gocTura cien 7 aHu. [ToBTOpHOTO
MPUJIOKEHHE HE BOJIH 10 KYMYJIMpaHE.

EaumMuHMupaHe
EnumuHupaneTo e npeanMHo upe3s ypuHara (70% ot no3ara) u dekanto (22%) noa popmara Ha
HEAKTHBHH METa0OJIMTH.

CrneuranHy rpynu nauyueHTH

bvopeuno yepecoane
DapMaKOKHHETHYHHUTE MapaMeTpH He Ce MPOMEHST MPH MaLMEHTH ¢ GbOpeYHa HeAOCTATLYHOCT.

5.3 Ilpeak/IHHHYHH JaHHH 32 0€30MACHOCT

Bancapman

[IpeakMHHYHKTE NaHHHU HE MOKa3BaT 0COOEH PHCK 3a XopaTa Ha 0a3a Ha KOHBEHLIMOHAJTHUTE
(papMaKoJIOrMYHH MpOyUBaHHUA 3a 6€30MaCHOCT, TOKCHYHOCT MPH MHOTOKPATHO MPHJIOKEHHE,
F€HOTOKCUYHOCT, KAPLIUHOI€HEH MOTEHLIHAJI.

[Ipu nabXoBe TOKCHYHM A03H 3a MakikaTa (600 mg/kg/neH) no BpeMe Ha NOCAeHUTE AHH OT
OpeMEHHOCTTA H NEPHO/A Ha JIaKTaLMs Ca I0BEJIH JI0 MO-HMCKA CTENEH HA NPEXUBIAEMOCT, Mo-C/1abo
Ha/jlaBaHe Ha TerJo u 3a0aBeHO pa3BUTHE (OTAESAHE HA yLIHATA MUA U OTBAapsHE Ha CJTYXOBHS
KaHaj) Ha nokosneHneTo (Bx. Touka 4.6). Te3u no3u npu nnbxose (600 mg/kg/nen) npeacraBnssar
npudan3uTenHoO 18 MbTH MakcMManHaTa NpenopbYMTESIHA 103a MPU X0pa Ha 6a3aTa Ha mg/ m?
(M3YMCIeHUSATA Ce OTHACAT 3a nepopasiHa 103a 320 mg/aeH v nauueHT ¢ Terao 60 kg).

[1py npenKJIMHUYHK NpOoyUYBaHKsA 3a 6€30MacHOCT BUCOKH 103K BasicapTaH (200 no 600 mg/kg
TEJIECHO TEerJi0) NPeArW3BUKBAT MNPH MUTbXOBE HAMAJIABAHE HA NMApPaMETPHTE Ha HEPBEHHTE KPBBHH— -

KJI€TKH (EPHTPOLIMTH, XEMOIJIOOMH, XeMAaTOKPHUT) U NMPHYHUHABAT NTPOMEHH B SLGPB‘{H/@’)‘H SN 7ig o

-

XeMOoHHaMHKa (JIEKO MOBHILABaHE Ha ypesTa B KpbBTa, ObOpeuHa TyOy iHa xunepwazﬁaﬂ o
6&30¢nﬂns| npu MbxkkuTe). Te3n no3u npu nibxose (200 no 600 mg/kg/neH) npe &BJ]‘HEHTf

NpUOIN3UTENIHO 6 M 18 MbTH MaKkcHMaHATa NPENOPBUYMTEITHA 103a NIPH XOpa Ha aTa Ha mgi’rﬂz
(M34YMC/IEHHATA C€ OTHACAT 3a nepopasiHa no3a 320 mg/neH ¥ nauueHT ¢ tero 60 kg) |
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[Ipn MapMO3€eTKH B CpaBHUMH 103H MTPOMEHHUTE ca NMOAOOHH, HO NO-TEXKKHU, 0cobeHo B ObOpeumTe,
KbETO MPOMEHUTE C€ pa3BUBAT A0 HedponaTus, BKAKOYBALLA MOBULIIABAHE HA ypesaTa U KpeaTHHHHA.
Habnaroaasa ce cbio xuneprpodus Ha ObOpeUyHHTE KOKCTArJIOMEPY/IHH KJIETKH W MPH JBaTa BHAA.
CuwuTa ce, 4e BCHYKHU NMPOMEHH C€ AbDKAT Ha (apMaKOJIOrH4HOTO NEMCTBHE HA BaJICApTaH, KOETO
BOAM [0 NPOAB/DKHUTEIHA XUIIOTOHHUA OCOOeHO npu MapMmo3etuTe. M3rnexna, ye tepaneBTHyHaTa 103a
Ha BaJICapTaH IPH XOpa He € CBbp3aHa ¢ XUNepTpoPus Ha ObOPEYHHUTE FOKCTArIOMEPYJIHH KIIETKH.

Huoanamuo

MHaanaMua nokasea OTpUUATE/IEHHU pe3y/ITaTH MPH TECTOBE HA MYTareHHH W KaHLIEPOreHHH
cBoucTBa. [IpunoxeHHeTo Ha Han-BUCOKHUTE 103H MEPOPATHO NPHU pa3IMUHU BUAOBE KUBOTHH (40 10
8 000 mbTH MO-BUCOKHM OT TEpANEBTHYHATA [03a) NOKa3Ba BJOLIABAHE HA AUYPETHYHHTE CBOHCTBA Ha
uHaanamua. OCHOBHUTE CUMNTOMH HA HHTOKCUKHPAHE, NOSABUIIM C€ MO BPEME Ha NMPOYy4YBaHUATA HA
OCTpa TOKCHYHOCT C MHAANaMH/, MPHUI0KEH UHTPABEHO3HO MJIM HHTPANEpPHTOHEAHO ca CBbP3aHH C
¢apMakoJIOrMYHOTO ACHCTBUME HA UHAANaMKA, T.€. OpaaunHes W nepudepHa Ba3oau1aTaLMs.
[lpoyuBaHusTa 32 penpoAyKTHBHA TOKCHYHOCT HE ca NMoKa3ajlu eMOPHOTOKCHYHOCT W TEPATOr€HHOCT.
@epTHUINUTETBLT HE C€ MOBIUABA MPH MBIKKH M XKEHCKH NJIBXOBE.

6. PAPMALEBTUYHHU JAHHHU
6.1 ChnucbK HA NIOMOIIHHTE BelllecTBA

Crou na sarcapman

MukpokpUcTaiHa LesyJio3a
KpocnoBuaoH

KonouaeH 0e3B0A€H CHITHLIMEB JHOKCH]
Maruesues creapar

Caou Ha unoanamuo

MukpokpUcTaiHa uesnyJios3a

ManuTon

Xunpomeliosa

KonouaeH 6e3B0aeH CHJIHLIMEB JUOKCH/
MarHe3ueB creapar

Kapbomepu

Xbat xkenezeH okcua (E172)

6.2 HecbBMECTHMOCTH

Henpunoxumo.

6.3 Cpok Ha rogHocT

2 FOJAUHH

6.4 ChnenHaJHH YCJIOBHA HA CbXpaHEHHe

Jla ce cbxpaHsiBa B OpMrMHa/IHAaTa OMNAKOBKA, 3a 1a Ce MpeArnas3y OT CBET/IMHA W BJiara.
To3u nexkapcTBeH NPOAYKT HE M3UCKBA CMELIMAJIHA TeMIEePaTypPHH YCJIOBHS Ha ChbXPaHEHHE.

6.5 BHAH chABpKAHHE HA ONIAKOBKATA s

baucrep (OPA/AI/PVC//Al donwo): 10, 14, 28, 30, 56, 60, 84, 90 uau 100 TﬂﬁJ‘[ETK?l)Cl-ﬂMBHGHD \

0ocBOOOXK1aBaHE, B Ky THS. [ | 5\
bauctep (OPA/AI/PVC//Al ponuo), kanennapua onakoska: 14, 28, 56 unu 84 Taﬁﬂenm C H3MﬂHeH0‘
OCBOOOXK1aBaHE, B KyTHA. AR
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He BCHUYKH BH10BE OMAaKOBKK MOrat Aa ObJaT nycHaTH Ha rasapa.
6.6 Cpneunaanu npeanasHu MepKH IPH H3XBbPJIsiHe H padoTa

HsaMa creuraiHi U3UCKBAHHUA 3a U3XBbPJISHE.

T INPUTEXATEJI HA PABPEHLIEHUETO 3A YIIOTPEBA

KRKA, d.d., Novo mesto, Smarjeska cesta 6, 8501 Novo mesto, CiioBeHHS

8. HOMEPA HA PAZPEHIEHHETO 3A YIIOTPEBA

Per. No

9. JAATA HA ITbPBO PASPEHIABAHE 3A YIIOTPEBA/INIOAHOBSBAHE HA
PASPELHIEHHUETO 3A YIIOTPEBA

Jlata Ha MbpBO pa3peLleHHUeE:

10. JATA HA AKTYAJINBUPAHE HA TEKCTA
25 Anpun 2024

[lonpobua nHdopmalLug 3a TO3U JIEKapCTBEH NPOAYKT € NpeaocTaBeHa Ha yebcaiita Ha U3nbiHuTenHa
Arenums no Jlekapcrsara (UAJI) http://www.bda.bg.



