KPATKA XAPAKTEPUCTHUKA HA ITPOAYKTA

1. HUME HA JIEKAPCTBEHUSA NPOJAYKT
PaBenron 80 mg/5 mg tabieTku
Raventon 80 mg/5 mg tablets

2. KAYECTBEH U KOJIMYECTBEH CbCTAB

Bceska Tabnerka cpappka 80 mg Tenmucapran (telmisartan) u 5 mg amrutoaunuH (amlodipine) (ox
(hopmaTa Ha aMJIOAMITUHOB Oe3uJar).

HomomHo(1) BemecTBo(a) ¢ U3BECTHO ACHCTBUE: HATPHUI
Bcsika Tabnerka cpappika 3,86 mg HaATpHIA.

3a IIBJIHUA CHUCHK Ha IIOMOIIHHUTC BCUICCTBA BHIXKTC TOUYKaA 6.1.

3. JEKAPCTBEHA ®OPMA

Tabmerka

JBoitHOM3MbKHAH, TipoabaroBat (14,7-15,3 mm x 7,0—7,6 mm), ABycClOitHU TabIeTKH, Oenu 10
moyTH O€JIM OT eJHaTa CTpaHa M PO30BH OT ApyraTa, 0MyCTUMH ca MaJKHU METhHIA OT pO30BarTa
cTpaHa.

4. KINMHNYHU JAHHU

4.1 TepaneBTHYHHU MOKA3ZAHUS

Jleyenne Ha eceHIIMATHA XUTIEPTOHUS MIPU BH3PACTHH:

JonbaBaiiia Tepanus

PaBenTon 80 mg/5 mg e moka3aH npu Bb3pacTHU, YHETO KPHBHO HAJSTAHE HE CE TOBJIHSIBA aJ]cKBaTHO
TIPH CAMOCTOSTEITHO JieueHue ¢ amoaunuH 40 mg /5 mg.

3aMeCTHUTEIHA Tepaus

HaI_II/IeHTI/ITe, KOHMTO IpUueMart TeIMUCapTaH U aMJIOJUITUH 10/ (l)OpMaTa Ha OTACIIHU Ta6HCTKI/I, morar
BMCCTO TOBa Oa IpucMat TabmeTku P ABCHTOH, KOUTO CHABbPIKAT CHINUTC KOMIIOHCHTHU CHC CBHIINHUTEC
J03HU.

4.2 Jlo3MpoBKa M HAYMH HA NMPUJIOKEHHE

EOSI/IQOBKa

[IpenoppunTenHaTa 103a Ha TO3W JIEKAPCTBEH MPOIYKT € eAHa TableTKa Ha JeH.

MakcumanHaTa nMpenopbhuInTeHa 103a ¢ eaHa TabieTka 80 mg Tenmucapran/10 mg aMIoIuuH Ha
neH. To3u nekapcTBeH MPOYKT € TMOKa3aH 3a AbJITOCPOYHO JICUCHHUE.

[IpuemaneTo Ha aMIIOIUITMH 3a€THO C TPEUTIPPYT UIIU COK OT TPeHNdpyT HE Ce MPernopbYBa, Thil KATO
MIPH HAKOU MAIUEHTH e(DEKTHT Ha MOHIKABAHE HA KPHBHOTO HAJISITAHE MOXKE JIa CE 3aCUIIH, B
pe3yiTaT Ha MOBUIIaBaHEe Ha OMOHATMIHOCTTA (BXK. TOoUKa 4.5).



Honvasawa mepanus
PaBenron 80 mg/5 mg TabneTKu MOTar Jia ce Mpuiiarat Ipy MaueHTH, TPYU KOUTO KPhBHOTO HAIISTaHE
HE MOXeE JIa C€ KOHTPOJIMpa aJeKBaTHO camo ¢ amuonunud 40 mg /5 mg.

IIpeniopbuBa ce OTIEHO TUTPHUPAHE HA AO3UTE HA JBaTa KOMIIOHEHTA (T.€. aMJIOAUIIUH 1
TeJIMHCapTaH) Ipear IpeMUHaBaHe KbM (UKCHpaHaTa JeKkapcTBeHa KomOuHarwms. Korato e ymectHO
OT KJIMHUYHA TJIC/THA TOYKA, MOXKE J]a c€ OOMUCIIN AUPEKTHO MPEMHUHABAHE OT MOHOTEPAIHS KbM
(uKcHpaHaTa JiekapcTBeHa KOMOMHAIHSI.

[ManuenTure, npuemainy 10 mg aMIOAMIIHMH, IPU KOUTO BE3HUKBAT J1032-3aBUCUMU HEKEITAHU
peakmum, KaTo eeM, MOTaT Ja IpeMHHAT Ha Tepanws ¢ PaeaTon 40 mg/5 mg BeAHBK JHEBHO,
HaMaJsBalKY J103aTa aMIIOJIUIIHH, 0€3 Taka Ja ce HaMallsiBa OYaKBaHUSIT aHTUXHIICPTECH3UBEH
OTrOBOP.

Samecmumentna mepanus

HaHI/ICHTI/ITC, KOHWTO ImpueMar TeIMUCapTaH U aMJIOQUITUH 10/ (bopMaTa Ha OTACIIHU Ta6HCTKI/I, morar
BMCCTO TOBA BCAHBIK JHCBHO [1a ITpUeMar TabIeTKH PaBeHTOH, ChbAbpiKAIN CHIIUTC KOMIIOHCHTH, CHC
CbIIUTE NJO3U B €1HA Ta0JIeTKa.

CneuuaﬂHu nonyaayuu

Cmapuecka év3pacm (> 65 years)

Ipu marueHTH B CTapyecka Bb3pacT HEe € He0OX0AMMO KOPUTHpaHe Ha jo3ata. Fima Majko
UH(OPMAITUS 32 IPUTATaHETO IPH MHOTO Bh3PACTHU TMAIUCHTH.

[Tpu nanueHTH B cTapyecka Bh3PacT e MPEnophuBaT OONIAWHUTE CXEMH Ha MpUaraHe Ha
aMJIOJIMITHH, HO TP yBEJIMYaBaHe Ha jJ03aTa TPpIOBa Jia ce MOIX0kK/1a ¢ TIOBHIIICHO BHUMaHUE (BXK.
Touka 4.4).

bvopeuno yspeacoane

OnuThT NpY NAIMEHTH C TSKKO OBOPEUHO YBPEKAAHE WM TIPU TE3U Ha XEMOANAIIN3a € OTPaHIuCH.
[pu Ta3u rpyna NanueHTy ce NpernopbYBa MPUEMAHETO Ha TEIIMUCAPTaH/aMIIOAMITUH Jla CTaBa ¢
MTOBUIIICHO BHUMAaHKE, ThH KaTO aMJIOJWITHH U TeIMHUCAPTaH HE Ce TUaau3upaT (BX. ChIIo Touka 4.4).
He ce m3uckBa kopurupaHe Ha JT03UPOBKATa MPH MAIUECHTH C JIeKa JI0 YMEpeHa CTeIeH Ha 0hOpedHO
YBpEKIaHE..

Yeproopobno yspedcoane

PaBeHTOH € MPOTHBOIOKA3aH MPH MAIMEHTH C TEKKO YSPHOAPOOHO yBpexkIaHe (BXK. Touka 4.3).

[Tpu nanpeHTH € NeKa 10 yMepeHa YepHOAPOOHO YBpEkKaaHe, TelIMUcapTaH/aMIIOUITNH TpsiOBa Jia ce
npuiara ¢ BHUMaHue. 3a TeIMUCcapTaH, J03UpOBKaTa He TpsOBa f1a HajaBuInasa 40 mg BEeIHBXK THEBHO
(BX. Touka 4.4).

THeouampuuna nonynayus
be3onacHocTTa M €pUKaCHOCTTA HA TeIMHUCAPTAH/aMJIOIUITHH TIPH JIeTa 1Mo 1 8-roauIiiHa Bb3pacT He
ca yctaHOBeHU. Hsama HanvyHM naHHM.

Hauwun Ha npunoxxenue

TlepopanHo npuiioxeHue

PaBenToH MOXe fa ce mpueMa che WM 0e3 xpaHa. [IpenopbuBa ce nmpremManeTo Ha PaBeHTOH ¢ Mako
KOJIMYECTBO TEYHOCT.

4.3 IIporuBomokaszaHus

- CBpBXUyBCTBUTETHOCT KbM aKTHBHUTE BEIIECTBA, KbM AUXHIPONUPHUINHOBH MIPOU3BOIHH WIH
KbM HSKOE OT IIOMOIIHUTE BEIIECTBA, U30pOCHU B TOYKa 6.1

- Bropu u TpeTn TpuMecThp OT OpeMeHHOCTTa (BXK. TOUKH 4.4 1 4.6)

- JKrb4HM 0OCTPYKTHBHU HApPYIICHUS M TEKKO YEPHOAPOOHO YBpEKIaHe



- [lok (BKIFOUMTEITHO KapIHOTEHEH IITOK)
- OOCTpyKIHS Ha U3XOAIINS TPAKT Ha JIsBaTa KaMepa (Harp. BUCOKOCTETICHHA a0pTHA CTEHO3a)
- XeMoIMHaMUYHO HeCTaOWITHA ChPJIeYHA HEIOCTATHYHOCT CJIE]T OCThP UH(PAPKT HA MHOKap/Ia

CooprcTBamaTa ynorpeba Ha TeaMHUCapTaH/aMJIOAMIIMH C aTUCKUPEH-ChIbPKAIIM IMPOAYKTH _€
NPOTHUBOIOKA3aHa NMPH MaluueHTu ¢ auader unu 0p0peuno yBpexaane (GFR < 60 ml/min/1,73 m®)
(Bx Touku 4.5 u 5.1).

4.4 ChnenuaJHM Mpeaynpe:KAeHHUs U NPeINa3Hu MepKH NpH ynoTpeda

BbpemenHoct
ITo Bpeme Ha OpeMeHHOCT He TPsAOBa Jja ce 3aro4Ba Tepanus ¢ aHruoTeH3uH Il perentopan

anTaronuctd. OCBEH KOTaTo MPOIbJIXKaBAaHETO Ha TepanusaTa ¢ aHrnoreH3uH Il perienropau
AHTArOHHCTH CE CMATA 3a HAJIOKUTEITHO, MAIIMeHTKNTE, IIAaHUPAIIN Aa 3a0peMeHesT, TpsiOBa aa
MIPEeMHUHAT Ha aITePHATHBHO aHTUXHUIIEPTEH3UBHO JICYCHHE, C YCTAaHOBEH MPOo(Hi1 Ha 6€30mMacHOCT pH
ynorpeba 1o Bpeme Ha OpemeHHocT. Cren AMarHOCTUIIMPaHEe Ha OPEMEHHOCT, ICUSHUETO C
anruoTeH3uH 11 penenTopHr aHTarOHUCTH TPSOBA 1a OB/IE MPEYCTAHOBEHO HE3a0aBHO, U, IO
BB3MOKHOCT, JIa CE 3aIll0YHE aJITepHATHBHA Tepanus (BX. Touku 4.3 u 4.6).

UYepHoaApOoOHO YBpEKIAHE

TenMmrucapTad ce eKCKpeTHpa IMOYTH U3IIUI0 Upe3 sKabuKara. [Ipu marpeHTuTe ¢ 06CTPYKTHBHI
3a00JsIBAHUS HA KIThUKATA WK YEPHOIPOOHO YBPEKIAHE MOXKE J1a CE OUaKBa MOHMKCH KJIMPBHC.
[Tony>KMBOTHT Ha aMITOJUINUH € yIbJKeH u cToiHocTHTe Ha AUC ca Mmo-BUCOKH TPH MAIUCHTH ¢
HapyIIeHa YepHOAPOOHA (PYHKIIHS, KaTO He ca YCTaHOBEHM MPEMOPHKH 3a 103ara. 110 Ta3u npuduHa
JICUECHUETO C aMIJIOIUIINH TPsAOBa [a 3aII0YHe C 1034 B JOJIHHUS Kpai Ha T030BUS MHTEPBAI U A Ce
MOJIXO%K/Ia C MOBHUIIICHO BHUMAHUE KAKTO TPH 3aM0YBaHe Ha JICUCHUETO, TAKa U MPH yBEIMYaBaHEe Ha
mo3ara. ETo 3amo npy Te3u ManneHTH TeIMUCapTaH/aMIIOANUIIHH TPOBa a ce yIoTpebsBa ¢
IIOBUIIICHO BHUMAHUC.

PeHoBackynapHa XUNEPTOHUS

Koraro nmanueHTH ¢ IByCTpaHHa CTEHO3a Ha ObOpEUYHUTE apTEePUH WK CTCHO3a Ha apTepHs Ha
eIMHCTBCH (YHKIIMOHUpAI ObOpEK, ca JEKyBaHH C JICKAPCTBEHHU MPOIYKTH, KOUTO 3acAraT cucTemMara
penuH-anrHoTeH3uH-a0cTepoH (PAAC), ChIllecTBYBA MOBHUIIIEH PUCK OT TEKKA XUTIOTOHUS U
OBOpEeYHO yBpEXKIaHE.

Bu0OpeuHo yBpexxnane ¥ TpaHCIUIAHTAIMs Ha OBOpEK

Koraro TenmmucapTan/aMiioTuIiiH ce U3IM0JI3Ba 32 JICUEHUE Ha NAIMeHTH C HapylleHa Ob0peuHa
(yHKIIUS, ce TIPEnophyuBa NEPUOIUNIHO MOHUTOPUPAHE HA CEPYMHHUTE HUBA HA KM U KPECaTHHUH.
Hsma onut B mpuiiaraHeTo Ha TEIMUCAPTAH/aMIIOAVITHH TPY TAIIMEHTH ChC CKOPOIITHA
TpaHCIUIaHTanus Ha 0bOpek. TenmucapTan U aMIIOIUIIMH HE CE TUAIU3HUPAT.

BbTpechaoBa xunoosieMus

[Ipu manueHTH, C XUTIOBOJIEMUS W/WITH U34YepIIBaHE HA HATPYS, HAPUMED NIOPad MHTCH3UBHA
IUypeTHYHa Tepanws, HaMaJieH PHUEM Ha COJIH TTOpajyl TueTa, JHapus WU IOBPBIIaHe. MOXe /1a
BB3HUKHE CUMIITOMATHYHA XUTIOTOHMSI, 0COOCHO CIie/I TpHUilarane Ha mbpBarta A03a. Taxusa
CBHCTOSHUS TPSIOBA J1a ObAAT IPEOIOJICHU TIPEIH MPIIOKEHUETO Ha TeNMHUCapTaH. B ciydail Ha
XUTIOTOHHUS BCJICICTBUE JICUCHUE C TeIMUCAPTaH/aMJIOUITHH, TAIIMEHTHT TPsiOBa 1a ObJIe TIOCTaBECH B
JIETHAJIO TIOJIOKEHHE U, aKO € HEOOX0IMMO, J1a My ObJIe IPUI0KEHO HHTPABEHO3HO BIIMBaHE HA
¢dbusuonornyeH pazteop. Cien crabmim3upane Ha KpPBBHOTO HaJIsTaHe, JICYCHUETO MOXKe Ja Obie
MPOIBIHKEHO.

JIBoiiHO OJIOKMpaHEe HAa PEHUH-aHTHOTEH3HH-amocTeporoBar acucreMma (PAAC)

Wma nannu, ye chipreTBaimara ynorpeda Ha ACE nnxuburopu, anrnorensus ll-penentopan
0JI0KEepH WM ATMCKUPEH MOBUIIABA PUCKA OT XUIIOTOHMS, XUIIEPKAJIUEMHs 1 HAMAJIIBaHE Ha
O0bOpeuHaTa GyHKUMS (BKIIOYUTEIIHO TEKKO ObOpedHo yBpexaane). [lopanu ToBa He ce npenopbuBa



nBoiiHo O6mokupane Ha PAAC upes komOuHupanara ynotpeda Ha ACE naxuburopu, anruorensus l1-
peuenTopHu OJIOKEPU WK AIUCKUPEH (Bxk. Touku 4.5 u 5.1).

AKO ce TIpelieHy, Ye TepanusiTa ¢ ABOHHO OJoKupaHe e abCOII0THO Heo0XoIuMa, ToBa TpsiOBa 1a
CTaBa caMo 0] HaOJIIO/ICHIETO Ha CIEIMAUCT U IIPY Y€CTO BHUMATEITHO MOHUTOpHpaHe Ha
0BpOpeuHaTa pyHKITHS, €EKTPOIUTUTE M KPHBHOTO HAJIATAHE.

ACE unxuburopu u auruorensut ll-penentopuu 6iokepu He TpsAOBa Aa ce U3MOI3BAT EAHOBPEMEHHO
MIPH MANMECHTH ¢ quabeTHa HepomaTus.

Jpyru chbCTOSHUS ChC CTHUMYJIAINS HA CUCTEMAaTa PEHUH-aHTUOTCH3UH-AIIJIOCTEPOH

[Ipu nanmeHTHTE, YUUTO CHOB TOHYC M OBOpeUHA QYHKIMS ca B 3aBUCUMOCT Haii-Beue OT JeHHOCTTa
Ha PEHUH-aHTHOTCH3UH-AJIJIOCTEPOHHATA CUCTeMa (HAIIp. MAIUCHTH C TeKKa KOHIeCTHBHA ChpPJICYHA
HEJOCTAaTHYHOCT WU OCHOBHO OBOpEYHO 3a00IBaHe, BKIIOYUTEITHO CTEHO3a Ha OBOpeUHUTE
apTepum), ICICHUETO C JICKAPCTBEHH MPOIYKTH, TIOBJIHSBAIIY Ta3H CUCTEMA, CE CBP3Ba C OCTpa
XUTIOTOHUS, XUIIEPA30TEMUS, OJIUTYPHS, HIIA PAAKO C TEKKO ObOpPEdHO yBpexaaHe (BXK. Touka 4.8).

IIspBUYCH AIJIOCTEPOHNU3BM

[TanmeHTHTE C IBPBUYCH AIOCTEPOHU3BM B OOIINSA CiIydai HE ce MOBIUSIBAT OT
AHTUXUIIEPTEH3WBHUTE JIEKAPCTBEHU NIPOAYKTH, JIEHCTBAIM Ype3 MHXUOUpPAHE HA PCHUH-
aHTHOTEeH3MHOBaTa cucteMa. [lopamu ToBa, ynorpedara Ha TeIMHUCApTaH HE CE TIPEMOphUBa.

CreHo3a Ha dOpTHATa U MUTpaJIHaTa Kjara, O6CTDVKTI/IBH3 XI/IHCDTDO(bI/I‘lHa KapanoMHOIIaTUs
Kakro IIpu JpyruTe CpAopasmupsBaliy CpeaACTBa, CICHUAJIHO BHUMAaHUC CC o6p},ma Ha IManuCHTHUTC,
CTpaJaiy OT CTCHO3a Ha a0OpTHATAa U MUTPpAJIHATA KJlaria, UJin 06Cpr1(TI/IBHa XHHCprO(l)I/I‘lHa
KapauoMHOIIaTus.

HecTtabnina cTeHOKapAus,0CTEp MH(MAPKT Ha MUOKApAa
Hsma nanHM B ogkpena Ha yrnoTpedara Ha TeIMUCAPTaH/aMIIOAMIIMH B Clydail Ha HeCcTaOHIIHA
CTEHOKapAHs U TI0 BpeMe Ha WJIU JI0 Kpasi Ha EPBHS MECeI] CIIS/ MPEThPIISTH HHPAPKT HA MUOKap/a.

IlanmeHTH ChC ChpACYHA HEAOCTATHYHOCT

B enHO AuarocpoyHo, mianed0-KOHTPOJIMPAH0 U3IUTBAHE Ha aMJIOAUIINH IPH HAllUEHTH C TEXKKA
cbpaeuHa HepocTtaTbHOCT (kitac 11T u IV mo NYHA) cpo0iieHara yectoTa Ha 0ea04po0eH 0TOK € Mo-
BHCOKA B rpyIiaTa Ha JICYeHUE C aMJIOAWIINH, OTKOJKOTO B TpynaTa Ha miarebo (Bx. Touka 5.1). [To
Ta3M NPUYMHA IPU TALMEHTUTE ChC ChpJCYHA HEJOCTATHhYHOCT JICUYSHHUETO TPSAOBA Ja ce MpuIara ¢
[IOBHUIIIEHO BHUMAaHHE.

briokepu Ha KaNIMEBUTE KaHAIH, BKIFOYUTEIHO aMIIOAWITHH, TPSAOBA JIa ce MPHIaraT ¢ MOBUIIIEHO
BHUMAaHUE IPH NALMEHTH ChC 3aCTOMHA ChPAEYHA HEAOCTATHLYHOCT, Th KATO MOYKE [a YBEJINYAT
pHCKa OT OBJEIIN CHPACYHO-CHIOBU CHOUTHS U CMBPTHOCT.

ITanmenTtu ¢ guadeT, JeKyBaHU ¢ MHCYJIMH WIHA IPOTHBOAMA0ETHH CPEACTBA

IIpu neuenue ¢ TenMucapTaH, MpU Te3U NAIUEHTH MOXKE Ja Bb3HUKHE XUIIOTIIUKEMHUA. 3aTOBA MPU
TE3M MAIMECHTH ¢ He0OX0IMMO Ja ce 00CHIU CHOTBETHO MPOCIICAIBaHEe HA HUBOTO HA TIIFOK032a B
KpBBTa U MOXKE JIa CE HAJIOKHM KOPUTHPAHE Ha J103aTa MHCYJIMH WU aHTHAHA0ETHO CPEACTBO, KOTaTo €
MTOKAa3aHo.

XunepkaJueMus

Ynorpebara Ha TeKapCTBEHU MPOTYKTH, KOUTO TIOBIUSABAT PEHUH-aHT HOTCH3MH-AJIJJOCTEPOHHATA
cHCTEMa, MOJKE J1a TIPUYNHH XUTIEPKATIEMU. XUTIEPKATIEMISITa MOXKE Ja IPUINHN CMBPT IIPU
MAIICHTH B CTapUeCcka Bb3PacT, MAIMEHTH ¢ OLOPEUHO YBpPEKIaHE, TTAITUEHTH C THa0eT, MAIIMeHTH Ha
CBHIIBTCTBAIIIA TEPAIUS C JICKAPCTBEHU MPOTYKTH, KOUTO MOTAT J]a OBUILIAT KOHIEHTPALUITA HA
KaJIMi, W/WIK IPH MAIUEHTH C IPYTH ChI'BTCTBAIIM ChCTOSHHS

IIpenn na ce B3eMe pelieHue 3a €AHOBPEMEHHO NPUIIOKEHHUE Ha JIEKApPCTBEHH IPOAYKTH, KOUTO
HOBJIMSABAT CHCTEMaTa PeHUH-aHTMOTEeH3UH-AJIZIOCTEPOH, TPAOBa /1a ce MPELeHN ChOTHOILICHUETO
MOJ3a/pUCK.



OcHoBHUTE pUCKOBH (haKTOPH 3a Bb3HUKBAHE HA XUIIEPKAIUEMHUsI, KOUTO TPsIOBa Aa ce B3eMaT 110J

BHUMaHUE ca

- 3axapeH auadet, ObOpeyHo yBpexaaHe, Bb3pacT (>70 roguHn)

- KOMOWHAIMS C €MH WU MOBEYe JIEKAPCTBEHU NPOAYKTH, KOUTO MOBIUSIBAT CUCTEMAaTa peHUH-
AQHTMOTEH3UH-AJI0CTEPOH W/WIIN ChIbPIKaIlU KaJluil XpaHUTENHU 100aBKu. JlekapcTBeHute
MIPOAYKTH WM TEPAeBTUUHUTE TPYIH, KOUTO MOTAT Aa NPeAU3UBUKAT XUIIEPKATIEMHS ca
3aMECTUTENIN Ha COJITA, ChABPIKALIN KallnuH, Kanni-cbxpansaBaimy auyperuu, ACE
WHXUOUTOPH, aHrMOTeH3HH 1] perenTopHu aHTarOHNUCTH, HECTEPOUIHHU TPOTHBOBB3MAIUTEITHN
cpencta (HCIIBC, Bxmrountento cenektTuBHUTE COX-2-MHXHOUTOPH), XCTTAPHH,
HMMYHOCYTIpECOpH (LIUKJIOCIIOPUH WX TAKPOIMMYC) U TPUMETOIPHUM.

- CBIIBTCTBAIIY CHOUTHUS, B YACTHOCT AEXHJpaTalts, OCTpa ChbpAeyHa JEKOMIICHCALS,
MeTa0OoJINTHA aIi03a, BIIONIaBaHe Ha OhOpeuHaTa GyHKITHS, BHE3AITHO BJIOIIABAHE HA
CBCTOSIHUETO Ha OBOpennTe (Hamp. nH(peKuno3HN 3a00IIBaHMs), KIEThYHA JIW3a (Hamlp. ocTpa
UCXEMHUS Ha KpailHUK, pabIOMUOJIH3a, ToJIIMa TPaBMa).

Heo0xoamumo e 11a ce mpoBeskia BHUIMATEITHO MOHUTOPUPAHE Ha CEPYMHUTE HUBA Ha KaJIMs TIPH Te3U
nanueHTH (BXK. Touka 4.5).

[NarmeHTy B cTapyecka Bb3pacT
[pu yBenuaBaHe Ha J03aTa Ha aMJIOJTUIWH TIPH MAIMEHTH B CTapyecKa Bh3pacT TpsiOBa Ja ce
MOJTXOX A C TIOBUITICHO BHUMaHMe (BX. Touka 4.2 1 5.2).

Harpuit
ToBa nekapcTBO ChABPIKa MO-Manko oT 1 mmol HaTpuit (23 mg) 3a TabneTka, T.e. MPaKTUIECKU HE
CBABPKA HATPUHL.

ﬂpyrn

Kakro IIpU BCCKU aHTUXUIICPTCH3MUBCH JICKAPCTBCH MPOAYKT, IPCKOMCPHOTO MMOHUKCHNUEC HA KPBBHOTO
HaJIAraHe Ipyu NaqueHTHU ¢ ICXEMHUYHA KapJUOMHOIIaTUA NJIKW UCXEMUYHO ChbpACYHOCHA0BO
3a00JISIBAaHE MOKE Ja J0BE€AC 10 I/IH(l)apKT Ha MUOKapaa Ui UHCYIIT..

4.5 Bs3amMmopeiicTBHe ¢ IPYIH JIeKAPCTBeHH MPOAYKTH M Apyru (popMH Ha B3aumojaencTBre

He ca YCTaHOBCHU B3aHMO}1€I7[CTBH)I MCXKAY ABaTa KOMIIOHCHTA HAa Ta3n (bHKCPIpaHa KOM6I/IHaI_II/I$I 110
BpPEMC Ha KIIMHUYHUTC U3IMATBAHUA.

BzaumoneiicTus, CBbp3aHU ¢ KOMOWHAIHSTA
He ca nmpoBexxganu mpoydBaHUs 3a JIEKAPCTBEHUTE B3aUMOICHCTBHSL.

Jla ce 83eme npedsud npu Cobnbmcmeauia ynompeoa

Jpyeu anmuxunepmensusHu 1eKapcmeeHu npooyKmu
[ToHmkaBamusaT KPHBHOTO HANATaHE €PEKT HA TEIMUCAPTaH/aMIIOAHUITMH MOXE Ja ObJe 3aCIIICH U
CHITTCTBAIA YIIOTpeOa Ha APYTH aHTUXUIIEPTEH3NBHHU JIEKAPCTBEHN POIYKTH.

JZEKapCWIGEHM npodykmu C nomeHyual 3a NOHUNCA6aHe Ha KPpbBHONO HAlslcaHe

C OrJICa Ha (bapMaKOJ'IOFI/I‘lHI/ITC UM CBOﬁCTBa, MOXKEC J1a C€ O4aKBa, 4€ CJICAHUTC JICKAPCTBCHU
IMPOAYKTH MOTaT Aa 3aCHUJIAT XUIIOTOHUYHUTE e(i)eKTI/I Ha BCUYKH aHTUXUIICPTCH3UBHU CPEACTBA,
BKJIFOUUTCIHO TO3HU JICKAPCTBCH MMPOAYKT, HAIIP. 6aKJ'IO(1)eH, aMI/I(l)OCTI/IH, HEBPOJICITULINA WA
AHTHUACTIPCCAHTH. C’LIJ.[O TakKa, OPTOCTATUYHATA XUIIOTOHUA MOXKE J1d 6’[:)16 3aCujiCHa 1 OT aJIKOXOJI.

Kopmuxocmepouou (3a cucmemno npunodicerue)
HamansBane Ha aHTUXUTIEPTCH3UBHUS €(DEKT.

BsauMonelicTBus, CBbP3aHU C TEIMUCAPTAH

He ce npenopsv46ea Cvnvmcmeawia mepanusi




Kanuii-cvxpanseawu ouypemuyu unu coOwbprcayu Kaauil Xpanumeinu 000asKu

Anrnotens3ut Il perienTOpHUTE aHTarOHUCTH, KAKHBTO € TeIMHUCAPTaH, HaMaJIsIBaT 3ary0arta Ha Kajui,
MPUAM3BHUKaHA OT quypeTunute. Kanmui-chXxpaHsBaiuTe TUypEeTHIIH KaTO CIIMPOHOJIAKTOH,
eTUIEPEHOH, TPHAMTEPEH, WM aMUIIOPHUI, ChABPKAIUTE KATUH XPaHUTEITHN T00ABKH, WITH
CBHABPKAIINTE KM 3aMECTUTEITH Ha COJITa, MOTaT Jia IOBEAT JI0 3HAYNTEITHO TIOBUIIICHHUE HA
CepyMHHUS Kalluil. AKO € MmoKa3aHa ChITbTCTBAIA YyIOoTpeda, Mopaau JOKYMEHTHpaHa XUITOKATTHEeMUsl, €
HEO0XOIUMO JICKAPCTBEHHUTE MTPOAYKTH J]a ObJIaT U3MOI3BAHU C TOBHIIICHO BHUMAHUE, U C TIOCTOSTHHO
MOHHTOpPUPAHE HA CEPYMHHUTE KOHIICHTPAIIUN HA KA.

Jlumuii

CpoOmaBanu ca cirydad Ha 00paTHMH MOBHILEHUS B CEPYMHUTE KOHIIEHTPAIIUH HA JIUTUS U
TOKCHUYHOCT, IIPHU €AHOBPEMECHHO IPUIIOKCHUC HaA JIMTHAN U I/IHXI/I6I/ITOpI/I Ha aHT'MOTCH3UH
KOHBEPTHUpALIUA €H3UM, KAKTO U C aHTUOTCH3WH II PEUOCITOPHNU aHTAarOHUCTHU, BKIIFOUUTCIIHO
TeIMHCcapTaH. AKO KOMOMHHMpaHaTa yrnoTpeda ce okake Heo0X0auMa, € MPEnopbUYUTEIICH BHUMATEICH
MOHHTOPHWHT Ha CEpyMHUTE HHBA HA JINTUSL.

Lpyeu aumuxunepmensusHu 1ekapcmeenu npooyKmu, 0eticmeauu Ha peHuH -aHeUOMeH3uH
anoocmeponogama cucmema (PAAC)

JlaHHM OT KITMHUYHM NPOYYBaHUs [TOKa3BaT, Y€ ABOMHOTO OJIOKMpaHE HA CUCTEMaTa PEHUH -
aaruoreH3uH angoctepor (PAAC) upes komOunupanara ynorpeda va ACE naxuburopu,
anruoteHsuH [I-penentopHu OJIOKEpH MITH ATUCKUPEH CE CBHP3Ba C IMO-BUCOKA YECTOTa HA HEXKEIaH!
CHOUTHSA, KATO HAIPUMEP XUIIOTOHHSI, XUIIEpKATNEMUs U HaMansaBaHe Ha ObOpeuHaTa QyHKIH
(BKJIFOUHUTEIHO TEXKO OBOPEUHO YBpEKAaHe), B CpaBHEHHE C yHoTpebara caMo Ha €IHO CPEICTBO,
neiicramo Bepxy PAAC (Bx. Touku 4.3, 4.4 u 5.1).

Convmemeawa ynompeba, U3ucKeauid NOGUUEHO BHUMAHUE

Hecmepouonu npomusosvsnanumentu cpeocmea

HCIIBC (t.e. aneTnicanuuuioBa KUCETUHA B TPOTUBOBB3NANNTENHH 1031, COX-2-HHXUOUTOPH, 1
necenekTrBHU HCIIBC) Morar 1a HaManaT aHTUXUIIEPTEH3UBHUS e(eKT Ha aHTHOTeH3uH 11
PELIENTOPHUTE AaHTarOHUCTH.

[pu HaKOM MauMeHTH ¢ HapymeHa ObOpedna GpyHKIMA (Hamp. MALKUeHTH ¢ AeXUIpaTalus Win
MAIIEeHTH B CTapuecka Bb3PacT ¢ HapylieHa Ob0pedna QyHKIHsI), €THOBPEMEHHOTO MpHIaraHe Ha
aHruoreHsuH Il penenTopHU aHTarOHUCTH U JISKAPCTBEHU CPEICTBA, KOUTO MHXUOUPAT LIUKIIO-
OKCHT'€Ha3aTa, MOXe Jla UMa KaTo pPe3yJITaT Ho-HaTaThIIHO BIOMAaBaHe Ha ObOpevyHaTa QyHKIus,
BKJIIOUHTEITHO BH3MOKHO TEXKO OBOPEUHO yBpexkaaHe, KoeTo 0OMKHOBEHO € 00paTumo. 3aToBa,
KOMOWHAITMATA TPsIOBa /1a ObJIe TIpriIaraHa ¢ MOBUIIICHO BHUMaHKE, 0COOCHO TpH TAIUEHTH B
cTapuecka Bb3pacT. [lanuenture Tps6Ba 1a ObJaT afeKBaTHO XUAPATUPAHU, KaTO I10J] BHUMAaHNE
TpsIOBa Ja ce B3eMe M IPOCIIeIIBaHEeTO Ha ObOpeuHaTa (hyHKIHS CJIe 3aII0UYBaHe Ha ChITBTCTBAIATA
Tepanusi U MePUOAUIHO CJIel] TOBA.

Pamunpun

B enHo m3nuTBaHEe, ETHOBPEMEHHOTO MPUJIarane Ha TEJIMUCAPTAH M PAMHUIIPHII € JOBEIIO 10 2,5
kpatHo nopuineHne B AUC(-24 1 Cmax Ha paMUTIpWII U paMunpuiiaT. KimmandHaTa 3Ha4MMOCT Ha
TOBa HaOJIIOJIEHHE € HEU3BECTHA

ﬂ(l ce 83eme noo BHUMEHUE npu cenvsmcmeauwid ynompe6a

Jueoxcun

Koraro TenmucapraH ce npuiara €THOBPEMEHHO C JIMTOKCHH Ce Ha0JII01aBa MOBUIIIABAHE HA
MeanaHarta Ha mukoBaTa (49 %) u Hail-HuCcKaTa ma3meHa KoHueHTpaus (20 %) ra auroxcus. Koraro
ce 3amoyBa, KOPUTHPA Ce 103aTa WITH ce MPEeKpaTsIBa TeIMHUCcapTaH, TpsiOBa Ja ce HaOIroaaBaT HUBaTa
HA JINTOKCHH, 3a J1a CE MOIbPXKAT B TEPAIICBTUYHUS UHTEPBAIL.

BBaHMOI[CfICTBHH, CBBP3aHHU C aMJIOAUITHH




Cbnbmcmeama vnompeéa, uzucKeauid nOBUUEHO BHUMAHUe

Hnxubumopu na CYP3A4

CeropTeTBaInaTa yrnorpeda Ha aMIoJUNnuH cbe chiHU Wi ymepeHu CYP3 A4 naxubutopu (mporeaszHu
MHXUOUTOPH, a30JI0BU AaHTUMUKOTHUIIH, MAKPOJIUAN KaTO €PUTPOMULIMH WU KIAPUTPOMHILINH,
BepanaMmI WM JUITHA3eM) MOXKE J1a IPEIU3BUKA 3HAUUTEIHO yBEJIMYaBaHEe HA €KCIIO3ULUATA Ha
aMJIO/IUITNH, KOETO J1a I0BEJIE 10 YBEJIWYECH PUCK OT XUMOTOHMA. KiTMHMYHATa TpaHCcIanys Ha Te3n
(hapMaKOKMHETHYHH BapHalll MOXKE J1a € TI0-M3pa3eHa Py NalueHTUTe B cTapuyecka Bb3pacT. ToBa
MOJKE J1a HAJIOKH KIIMHUYHO MPOCIEAsIBAHE M KOPUTHUPAHE Ha /103aTa.

Huoyxmopu na CYP3A4

IIpu enHOBpEeMEHHO NpUIOKEHHE HA U3BECTHU MHAYKTOpH Ha CYP3 A4 nnazmeHaTa KOHIIEHTpalys Ha
aMJIOJIMIIMH MOXe Aa Bapupa. [Topaau ToBa KpbBHOTO HajsiraHe TpsAOBa Jja ce HabJ0AaBa U Jja ce
oOMHCIIH afianTUpaHe Ha J03aTa KakTo 110 BpeMe, Taka U Cle]] ChIIbTCTBALL IPUEM, OCOOEHO Ha CHIIHU
CYP3A4 unpykropu (Hamp. pupaMIyLuH, XbJIT KAHTAPUOH).

Llanmponen (unghysus)
[pwu ’kUBOTHH, cie]] MPUIIOKECHNE HA BeparlaMiI U HHTPAaBEHO3EH JIAHTPOJICH, ca HaOIIt0JaBaH!

JICTAJIHA KaMCpHa (1)I/I6pI/IJ'IaI_II/I}I " ChbpACUYHO-CHA0B KOJIAIIC BbB BPpb3Ka C XUIICPKAJINCMUSA. Hopazm
PUCK OT XUIICPKAITUCMUA € TPCTIOPBUUTCIIHO J1a CC n305rBa CAHOBPCMCHHOTO MPUWJIOKCHHUC HA
6HOKepI/I Ha KaJIOUEBUTE KaHAJIM, KaTO aMJIOQUIINH, ITPYU MalUCHTHU, CKIIOHHU KbM 3JIOKQ4Y€CTBCHA
XUIICEPTEPMHU, KAKTO U IIPU OBJIAAABAHETO HaA 3JIOKAUYCCTBCHA XHUIICPTECPMHUSI.

Tpeiingppym u cox om epevingppym

[IpunoxenneTo Ha PaBeHTOH ¢ rpedndpyT WK COK OT IpeHndpyT HE Ce MPEenopbUBa, Thil KaTo IpU
HSIKOU MMAlMEHTH OMOHAIMYHOCTTA MOXE JIa C€ YBEIUYH, KOETO JIa JIOBEIE JI0 YBEIIMYaBaHe Ha
eq)eKTHTe Ha NOHW)XaBaHE Ha KPBBHOTO HaJIATaHE.

ﬂ(l ce 83eme No0 GHUMEHUE npu cCenvmcmeauia ynompe6a

Taxponumyc

Mma puck oT yBennyeHUE HA HUBATa Ha TAKPOJIOMYC B KPBBTA MPU €AHOBPEMEHHO MPUJIOKEHUE C
aMJIOJITHH, BBIIPEKH 4e (apMaKOKHMHETHIHUAT MEXaHIU3bM Ha TOBA B3aMMO/ICHCTBUE HE € HAITBITHO
M3ACHEH. 3a /1a ce n30erae TOKCHYHOCT Ha TaKPOJIMMYC, B CIlydail Ha €THOBPEMEHHO MPHIIOKEHNE Ha
aMJTOIVITAH TIPY MAIMEHT, JIEKYBaH C TAKPOJIIUMYC, € HEOOXOIMMO MOHUTOPUPAaHE Ha HUBATa Ha
TaKpOJUMYC B KPbBTa U CHOTBETHO KOPUTHUPAHE HA J103aTa TAKPOIUMYC TP HEOOXOIUMOCT.

Luxnocnopun

He ca npoBexxganu nmpoyuyBaHUs 32 B3aMMOAECHCTBUE MEKY HUKIOCIIOPUH M aMJIOIONIUH NIPH 3/1paBU
JOOPOBOJIIIM ¥ APYTH IOIyJAINH, C U3KIIOUEHHE Ha NAlMEHTUTe ¢ ObOpedHa TpaHCTUIAHTAIMS, TIPU
KOUTO € HaOJIF0/1aBaHO MPOMSHATA Ha Hall-HUCKaTa KOHIIEHTPAIHs Ha IIUKJIOCIIOPHH J]a CE MOBHIIIABA
(cpenno 0-40%). Cnenpa aa ce nMa MpeaBUL MOHUTOPUPAHE HA HUBATa HA LIUKJIOCIIOPHH MIPH
nanueHTuTe ¢ ObOpedHa TpaHCIUIAaHTALMS, JIEKYBaHH C aMJIOIUIINH, KaKTO U ChOTBETHO HaMaJIsIBaHE
Ha J103aTa NUKJIOCIIOPHH MTPU HEOOXOJUMOCT.

HUnxubumopu na npuyennus 3a panamuyur ensum npu oozatinuyu (mTOR)

mTOR unxuburtopu kaTo cuponuMyc, TeMcupoiarumyc u eseponumyc ca CYP3A cyOcrparu.
AmnoaunuH e cinad CYP3A unxuburop. [1pu chuprerBaino npunokenne Ha mTOR uHxubOuTopw,
aMITOJTUTIMH MOXe Ja yBennun ekcro3unusaTa Ha mTOR uaxubuTopure.

Cumseacmamumn

EnnoBpeMeHHOTO MHOTOKpaTHO TIprutoskeHre Ha 10 mg ammoaunue 1 80 mg CHMBAaCTaTHH BOIH 110
yBeNMYEHHE Ha HUBaTa HAa cCUMBAacTaTHH 110 77 %, B cpaBHEHHE ChC CUMBACTaTHH, TIPUIOKEH
CaMOCTOSTEITHO. 3aTOBa, MPY MAIMCHTH, MPUEMAIIU aMJIOIUITHH, € HEOOXOIMMO JIa C& HaMalld J103aTa
cuMBacTaTtuH 10 20 mg THEBHO.



4.6 @epTUINTET, O)PEMEHHOCT U KbpMeHe

bpemennoct
Hanuunu ca orpaHryeHd JaHHW OTHOCHO YIIOTpeOaTa Ha TeIMHCAPTaH/aMJIOJUIINH IIPH OpeMEHHH

kenu. He ca U3BBPIIBAHU U3SIIUTBAHUS C TCHMI/IcapTaH/aMJIOI[I/IHI/IH 3a PCIIPOAYKTUBHATA TOKCUYHOCT
IIpu ) XKUBOTHHU.

Teamucapman

He ce mpenoppuBa ymoTpedaTa Ha aHTHOTEH3UH 1] perenTopHu aHTarOHKMCTH IO BpeMe Ha ITbPBHUS
TpUMECTHP OT OpeMeHHOCTTa (BXK. Touka 4.4). YmoTtpebaTta Ha anruorensus Il peuentopu
AQHTAarOHUCTHU € MPOTHUBOIOKAa3aHa M0 BpeMe Ha BTOPHS U TPETHUsI TPUMECTBP OT OPEMEHHOCTTA (BXK.
Touka 4.3 u Touka 4.4).

[IpoyuBaHusATa C TEIMHCAPTAH MPH )KUBOTHHU Ca TIOKa3aJId HAJTMYHE HA PETIPOTYKTUBHA TOKCHYHOCT
(Bx. Touka 5.3).

EnmneMuonornyanTe NaHHU 32 pUCKa OT TepaToreHHocT cien ekcro3unus Ha ACE naxuOutopu npes
IBPBHA TPUMECTHP Ha OpEMEHHOCTTa He ca yoenuTenHu. Bee mak, He MOXe Jja ce U3KITI0YH
MOBHILIEHUE HA pHUCKa. JIOKaTO JIUICBAT JAHHU OT KOHTPOJIUPAHO ENUAEMHOIOTHYHO U3CIIEIBAHE 32
pHUCKa OT AEHCTBUETO HA aHTMOTEH3UH 1l penenTopHu aHTarOHUCTH, 3a TO3M KJIac JIEKApCTBEHU
MPOAYKTH TaKMBA PUCKOBE BUHATM MOXe Ja MMa. OCBEH KOraTo NPOIBIKUTETHOTO JIEYEHUE C
aHruoreHsuH Il penenTopHU aHTarOHUCTH CE CYUTA 34 HAJIOKUTEIHO, AlIUEHTKUTE, KOUTO INIaHUPAT
Jia 3a0peMeHesT TPsAOBa /1a MPEMHUHAT Ha AITEPHATHBHO AaHTUXHUIICPTOHIMYHO JIEYEHHE, KOETO € C
J0Ka3aHa Oe30macHOCT 3a OpemeHHH. KoraTo ce ycTaHOBU OpEeMEHHOCT, JIEUCHUETO ¢ aHrnoTeH3uH 11
PELENTOPHN aHTATOHUCTH TPSAOBa Ja ObJe MpeycTaHOBEHO He3a0aBHO M, aKO € Bb3MOKHO, J1a ce
3aI04HE AITEPHATUHO JIEUCHHE.

W3BecTHO €, 4e eKCIIO3UIMsITa Ha aHTHOTEH31H 1] perenTopHr aHTaroHUCTH TI0 BpeMe Ha BTOPHS U
TPETHUS TPUMECTPHU, HHIIYIIHPa (PETOTOKCHYHOCT (TMOHIKeHa ObOpevHa (yHKIHsI, HaMalliBaHe Ha
aMHUOTHUYHATA TEYHOCT, 3a0aBsHe ocu(UKAIMATA Ha Yeperna) U HeOHATAIHA TOKCUYHOCT (OBOpeuHo
yBpeXKIaHe, XUIIOTOHUS, XUIepKaaueMust) (BxX. Touka 5.3).

[Ipu excrio3uius Ha aHTHOTeH3HUH Il penenTopHN aHTarOHNCTH IO BpeEMe Ha BTOPHS TPUMECTHP Ha
OpEMEHHOCTTA, Ce PENOPbhYBA U3BBPIIBAHE HA YATPA3BYKOB Mperiie]] Ha ObOpeuHara QyKuus u
yepera.

KbpmaderaTa, ynuTo Maliku ca MpUeMalld aHTHOTEeH3HH 11 penenTopHy aHTaroHUCTH TPsOBa 1a ObaaT
HAOJI0JTaBaHU 3 MOsIBA HA XUMTOTOHUS (BHKTe TOUkH 4.3 u 4.4).

Amanoounun

Bbe3omacHocTTa Ha aMITOIMITHH 110 BpeMe Ha OPEeMEHHOCT IIPU XOpa BCe Ol He € yCTaHOBeHa. B
MPOYYBaHUs P )KUBOTHH € HaOJI0aBaHa PernpoyKTHBHA TOKCUYHOCT MTPH BUCOKH JT03U (BXK. TOUKA
5.3).

Kspmene
AMIIOIUNMH ce eKCKpeTHpa B KbpMata. HacTTa OT A03aTa Ha MaiKkaTta, MoJIy4eHa OT KbpMaueTo, €

M3YHCIICHA C MHTEPKBapTHIIeH Auamna3oH 3-7 %, ¢ MmakcumyM 15 %. EdexTsT Ha aMIOIUNNH BBPXY
KbpMaueTaTa € HEM3BECTEH.

[lopanu ToBa, 4e He € HaTMYHA UHPOPMAIU OTHOCHO ynoTpedaTa Ha TEIMUCAPTAH IO BpeMe Ha
KbpPMEHe, yrnoTpedaTa Ha TeIMUCapTaH/aMIOJUIIMH HE ce IPENopbhUBa; HEOOXOUMO € Ja Ce MPUCTHITN
KbM QJITEPHATUBHO JICUEHHE C JI0Ka3aHa 0€30I1acHOCT 110 BpeMe Ha KbpPMEHE, 0COOCHO KOraTo ce
KbPMHU HOBOPOZCHO WJIM HEJOHOCEHO Oebe.

DepTunuTer
He ca Hanu4HU TaHHU OT KOHTPOJIUPAHHU KIMHUYHH U3MUTBaHMS ¢ QUKCHpAHATa J030Ba KOMOUHALIMS

HJIA C BCCKU OT KOMIIOHCHTUTC ITIOOTACIIHO.



He ca npoBexaanu OTASIHN U3MUTBAHUS 32 PENPOAYKTUBHA TOKCUYHOCT C KOMOWHANUATA
TeJIMUCAPTaH-aMIIOAUIIHH.

B npeaxnrHIYHE W3MUTBaHUS HE ca HAaOMI0JaBaH! Bb3ACHCTBHS Ha TEIMUCAPTaH BHPXY (epTHIINTETa
IPU MBXKHU U )KEHCKHU KUBOTHH.

[Ipu HaKOM MaLMEHTH, IEKYBaHH ¢ OJOKepH Ha KaJIlHMEBUTE KaHAIH, ce ChOOIaBa 3a 00paTUMHU
OMOXMMHYHY [IPOMEHU B IVIaBaTa Ha criepmaTo3zougure. KIIMHUYHNUTE JaHHU 3a IOTEHIMATIHUSA €PEKT
Ha aMJIOZMIINH BBPXY GepTUIINTeTa ca HeJOCTaThYHU. B eHO nmpoyuBaHe nmpH IurbXoBe ca
YCTaHOBEHH HEXXeJIaHU e(DeKTH BpXY (epTUIUTETA IPH MBKKUTE (BXK. Touka 5.3)

4.7 EdexTn BbpXy cnoco0HOCTTA 32 mIO(pupaHe U padoTa ¢ MAIUMHHU

To3u JiekapcTBEH MPOIYKT MOBIUSIBA B yMEPEHa CTEICH CIIOCOOHOCTTA 3a IopupaHe U padboTa ¢
MammHy. [lanmentute TpssOBa aa Ob1aT HHPOPMUpaHHU, Y€ TIO BpEME Ha JICUSHHETO MOXeE JIa ce
HaOII0JaBaT HEeXEIIaHU PEaKIUK, KaTO CUHKOII, ChHIMBOCT, 3aMaliBaHe MJIM CBETOBBPTEX (BXK. TOUKA
4.8). 3aToBa ce nmpenopbyBa MOBUIIICHO BHUMAHUE 110 BpeMe Ha modupane u padora ¢ mamuHu. [Ipu
MOsIBa Ha TE3U HEXKEJIAHU PEaKIInU, € HeOOXOIMMO Ja ce M30ArBaT MOTSHIMAIHO ONACHHU JICHHOCTH
Karo modupaHe u paboTa ¢ MaIIUHHU.

4.8 Hexenanu JekapcTBeHH peaKINu

O0600611IeHMEe Ha podwia Ha OE30IIaCHOCT

Haii-uecTure HexenaHu JIeKapcTBEHH PEaKLUHU BKIIIOYBAT 3aMastHOCT U nepudepeH oTok. B penku
CIIydad MOJKE J1a BB3HUKHE W CEpPHO3€H CHHKOII (1o-Majko ot | ciryyaii Ha 1 000 manuenTH).

Cpo0mIeHATE 10 MOMEHTA HEXKEJIAaHU PEaKITUH, OTHACAIITH CE 10 HAKOH OT KOMITOHCHTHTE
(TenMmEcapTaH WM aMJIOIUITMH), MOTAaT 1a ObJaT MOTCHIIMAIHN HEXXEJIAHN Peakliny U Ha PaBeHTOH,
JIOPH aKO He ca HAOJI0JaBaH! B KIIMHUYHU TPOYYBAHSI WJIH I10 BpEMe Ha MMOCTMaPKETUHTOBHS
MEPHO/I.

Tabnu4veH BUJ Ha HEXKETAHUTE JICKAPCTBCHH PEAKITUH
be3onacHocTTa M MOHOCKMOCTTa HAa PaBEeHTOH ca OllEHEH! B 5 KOHTPOJIUPaHH KJIMHUYHU H3IATBAHUS
¢ Hazg 3 500 mammentw, Hag 2 500 OT KOUTO ca MPUEMATH TSIMUCAPTAH B KOMOWHAIINS ¢ aMJIOTUTINH. .

HeskenanuTe peakiny ca ONpeeICHH CIOpe YeCTOTaTa Ha Bh3HHUKBAHE, ChIJIACHO CIIeHATa
Kiacudukanus: MEoro uectu (>1/10); yectu (>1/100 mo <1/10); meuectu (>1/1 000 mo <1/100); peaxu
(>1/10 000 mo <1/1 000); muoro peaxu (<1/10 000), ¢ Heu3BeCTHA YecTOTA (OT HAIMYHHUTE JAHHU HE
MOJKe J1a ObJIe HaIlpaBeHa OIICHKA).

BnB Besika rpyna, HCXKCIIAHUTC pCaKIIMU Ca MPCACTABCHU B HU3XOAAI PC/] 110 OTHOHMICHUC HA TAXHATA
CCPUO3HOCT.

Cucremo- PasenTon Teamucapran AMJIOIUIINH
opraHeH

KJI1ac

Hugpexuuu u ungpecmayuu

Heuectn MH(EKINN Ha TOPHUTE

JUXATEJTHH MbTHUINA, BKII.
(hapUHTUT ¥ CUHY3HT,
UHDEKIMH Ha TTMKOYHHUTE
MBTUINA, BKJI. IIUCTHUT
Penku IHCTHUT CETICHC, BKIFOUUTEITHO C

JeTajeH 1/13x0;:[1
Hapywenus na kpvema u qumpnama cucmema
Heuectn | | aHeMus




Penxu TPOMOOIIUTOIICHHS,
eo3uHo M

Msoro JIEBKOLIMTOIICHUS,
penku TPOMOOIIUTOIICHHS
Hapywenus na umynnama cucmema
Penxu CBPBXUYYBCTBHUTEN- HOCT,

aHa(pUIaKTUIHA

peaxus
Msoro CBPBXYYBCTBUTEIHOCT
penku
Hapywenusa na memabdoauzma u xpanenemo
Heuectn XUTIEpKAIMEMUs
Penxu XHITOTJIMKEeMUS (TIpU

MaIMEHTH ¢ 1uaber)
Msoro XUIIEPIIINKEMUS
penku

Hcuxuunu napywienus

Heuectn MPOMSIHA Ha HACTPOCHHUETO
Penku Jienpecus, 00BPKaHOCT
0€e3I10KOICTBO,
Oe3chHUE

Hapywenus na nepsnama cucmema

Yectu 3aMasiHOCT
Heuectn CHHJIUBOCT,
MHUTPEHA,
raaBoOoIme,
napecTesus
Penxu CHHKOII,
nepudepHa
HEBpOMATHS,
XHUIIECTE3HS,
JTIUCTEY3Usl, TPEMOP
MHoro EKCTpaNUpaMHuJIeH CHHIPOM
peaku XUIEPTOHUS

3pumennu napyuienus

UecTtu 3pUTEITHN CMYIICHUS

(BKITIOYMTEITHO JIUTLIONHS)
Heuectn HapyIIeHre Ha 3pEHUETO
Penku 3pUTETHU CMYLICHUS

Hapywenus na yxomo u nabupunma

Heuectn CBETOBBPTEIK | THHHTYC
Hapywenusn na copuyemo
Heuectn Opanukapus,

MAJITATALIIN
Penxu TaxUKapIus
Mmuoro nH(papKT Ha MUOKAp/a,
peaku apUTMUs, KaMEpHA

TaxXuKapIaus, MPEaCHhPIHO
MBXKJIEHE

Cv006u Hapywienus

Heuectu

XUTIOTOHUS,
OpTOCTaTUYHA
XUIMOTOHHS,
3ayepBsBaHE Ha
JIUIETO
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MsHoro
peaKu

BaCKYJIHT

Pecnupamopnu, 2pvOHU U MeOUACMUHATIHU HADYUIEHUS

HedecTn Kaluuia JIUCITHESI JTUCITHESI, PUHUT
Mmuoro HUHTEPCTUIMATTHA
peaku 6enonp§6na
OonecT
Cmomamno-upesnu HapyuieHus
Yectu NpoMsHA B pUThMa Ha
U3XO0XKJIaHE (BKIIOYUTETHO
JMapHsl U 3a11eK)
Hedectn abroMyHaITHa OOJKa, ¢dnatyneHuus MPOMSIHA B pUTHMA Ha
aapus, nedexarus
rajicHe
Peaxu TIOBpBIIAHE, CTOMAIeH JUCKOM(OPT
THHTHBATHA
XUnepTpodus,
JTUCTICTICHSI, CYXOTa B
ycrata
Msoro MaHKPEaTHT, TACTPUT
penku

Xenamoounuapuu HapyueHus

Penxu

HapylieHa YepHOIPOOHA
byxuus, ‘-Ie%HOILp06HI/I
HapyIICHUS

MsHuoro
penKu

XCTIATHT, )XBIITCHUIIA,
MOBHIIICHN HUBA Ha
YEPHOPOOHUTE SH3UMU
(ocobeHo mpu xonecTasa)

Hapymenuﬂ HA KOXCama u NOOKONCHAMA MbKaH

Heuectn NPYPUTYC XUIEPXHUIPO3a ayornenus, mypnypa,
JCTIUTMEHTAIINS Ha KOXKaTa,
XUIEPXHUIPO3a
Penxu eK3eMa, epuTeMa, aHruoesIeM (C JieTaleH
o0puB W3XO0[), ICKAPCTBECH
00pHB, TOKCUYCH KOXKEH
00pHB, YPTUKAPHUS
Msoro aHTHOE/IEM, epUTeMa
peaku MynaTH(OpPME, YPTHKAPHS,
ekcoJMaTHBCH JCPMATHT,
CHUHIpPOM Ha Stevens-
Johnson,
(hOTOUYBCTBUTEITHOCT
C TOKCHYHA CMUAcpMaTHa
HEM3BECTHA HEKpOJu3a
4ecToTa

Hapymenuﬂ HA MYCK)JIHO-CKeJlemnuama cucmema u CbeOUHUMEIHAMA MbKAH

Yectu MOJlyBaHE Ha IVIC3CHUTE
Heuectu apTpaTus, MyCKYJTHH

cria3mu (KpamIu B

KpaKaTa), MHaJITHsI
Penkn 0oJska B repOa, 00JKK | 0O0JIKA B CYXOKHUIIHE

B KpaitHunure (00JKH
B Kpakara)

(momoOHM HA TEHIMHUT
CHUMIITOMH )
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Hapywenus na 6vopeyume u RUKOYHUmME NbMUWQ
Heuectn 0BOpEeUYHO yBpEXKIaHE, HapyIIeHne Ha YPUHUPAHETO,
BKITFOUUTEITHO 0CTpa 4eCTO YPHHUPAHE
0B0OpeuHa
HEJOCTAaThYHOCT
Penxu HOIITHO YPUHUPAHE
Hapywenus na 6v3npou3600umeinama cucmema u 2xpoama
Heuectn EPEKTHITHA THHEKOMACTHS
JucyHKIHS
O6uu HapywieHua u eghekmu Ha MACMOMO HA NPUTIOHCEHUE
Yectn nepudepen eaem
Heuectn aCTeHHS, TPh/IHA 0oka
0omka, ymopa, eieMm
Penxu HEpas3IoIOKEHNE IPHUIIONOA00HO
3abosBaHe
H3cnedeanusn
Heuectn MTOBUIIICHY HHBA HA MOBHILICHU HUBA Ha TTOBHUIIIEHO TEJIECHO TETJIO,
YEPHOIPOOHUTE KpCaTHUHHH B KPHBTA MMOHMKCHO TEIECHO TETJI0
CSH3MMH
Penxu yBeIHYCHA MOBHILICHU HUBA Ha
KOHIICHTpAIIHs Ha KpeaTuH QochoknHaza B
MUKOYHA KUCEIHHA KpPBBTa, MOHWKCHN HABA
B KPBBTa Ha XeMOTJI00WH

I Hewenanara peakius Moxe Ja ObJie OTKPUTA CIyUYaiHO MM 1a € Bh3HUKHAJIA B PE3YJITAT Ha
HEH3BECTEH 10 MOMEHTA MEXaHU3bM

: B moBeyeTo ciyyau maToNOTHYHA YepPHOAPOOHA (PYHKIMS/9epHOAPOOHH HAPYIIICHHUS, YCTAHOBEHH
MPY TIOCTMAPKETUHTOBHSI OMUT ¢ TEIMHUCAPTAH, Bh3HUKHAIH MTPH ATOHCKH mareHTy. Te3n

©)KEJIAaHH JICKAPCTBEHH PEAKIINH € TI0-BEPOSTHO J1a Bb3HUKHAT MPH SATMOHCKHU MMAIMEHTH.

: OT NOCTMApKETUHTOBHUS OIUT C TEJIMUCAPTaH UMa ChOOIIEHH CITyYan Ha HHTCPCTUIIHATHH
0enmoipoOHY OoJiecTH (Ha-9eCTO MHTEPCTUIMATTHA U €03MHO(MITHA THEBMOHHS)

CrobmiaBane Ha TOJO3WPAHH HEXEJIAHU PEaKIInu
Cp0o011aBaHETO HA MOI03UPAHN HE)KEIAHH PEaKIIMU CIIe] pa3pellaBaHe 3a yrnorpeda Ha JIeKapCTBEHHUS

NPOJIYKT € BaxkHO. TOBa MO3BOJISIBA JIa TIPOIBIDKH HAOIO/ICHUETO Ha ChOTHOIIIEHUETO TI0JI3a/pUCK 32
JIeKapCTBEHUS MPOAYKT. OT MEIUIIMHCKUTE CIICIUATUCTH C€ U3UCKBA J]a ChOOIIaBAT BCSKA
MOJI03UPaHa HEeXeJIaHa PEeakius Ype3

W3mbIHUTETHA areHIns 110 JIEKapCTBaTa

yi. ,,Jlamsia I'pyeB” Ne 8

1303 Codus

Ten.: +35 928903417

yebcaiT: www.bda.bg

4.9 Ilpeno3upane

CumnromMu

[Ipu3HanuTe ¥ CHMIITOMHTE 3a TIPEIO3MPAHE CE OYaKBa Jia ce MPOSABAT MO (hopMaTa Ha 3aCHICHH
(dapmakonoruunu epexTr. Hali-IBHUTE MPOSBIICHNS Ha MPEI03MPaHe C TEJIMUCAPTAH CE OUaKBa Jia
ObJIaT XUTIOTOHHS U TAXUKAPIUs; UMa ChOOIICHHS U 3a OpaJiuKapans, 3aMasHOCT, IIOBUIIICHHC Ha
HUBATa Ha CEPyMHHUSI KPEATHHHH, TEKKO OLOPEYHO YBpEKIaHE.

Hekapanorenen 6enogpobeH 0TOK ce ChoOIIaBa PsAAKO KaTo MOCIEANIIAa OT IPE03UPaHe C
aMJIOZIMITHH, KOWTO MOXKE Jla Ce IIPOsIBU ChC 3a0aBeHO Havyano Ha eexra (24-48 vaca cien
MIOTJTHIIAHE) U J1a M3UCKBA M3KYCTBEHA BEHTWIANMA. PaHHNTE peaHuMaIlMOHHN MEPKH (BKJIFOUHTEITHO
HaTOBapBaHE C TEYHOCTH) 3a MOAAbP)KaHE Ha TTepdy3usiTa U ChbpACYHMS TeOUT MoraT 1a Obaat
yCKOpsIBaIy (hakTopH.
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Ipeno3upaHeTo ¢ aMIOUIIMH MOXE Jia UMa KaTo Pe3yJiTaT TBbpE BUCOKa nepudepHa
Ba30IMIATAIINSA, KAKTO U pedaekcHa Taxukapansa. ChoOIIaBa ce ChIo 3a U3sIBEHA M BEPOSITHO
MPOJBKUTEHA CUCTEMHA XUITOTEH3Us, KOATO J1a IPEMHHE B IIOK, BKITFOUHUTETHO IIOK, 3aBBPIIBAIIl
ChC CMBT.

Jleuenue

ITanmeHTHT TpsiOBa ma Ob/Ie BHUMATETHO HAOMIOAaBaH, a ICYCHUETO TPIOBa /1a € CAMITOMATHIHO U
o uTbpakaio. Cxemara 3a JICUCHHE 3aBHCH OT BPEMETO OT MOMEHTA Ha TOTIIBINAHE, KAKTO U OT
TeXecTTa Ha cumnroMuTe. [Ipearanute MepKy BKITFOUBAT MPEIU3BUKBaHE HA MOBPBINAHE /U
JaBaXk Ha cToMaxa. B ciydau Ha mpeno3upane, KakTo Ha TeIMHUCApPTaH, Taka M Ha aMJIOIUIINH, KaTo
CPEJIICTBO MOJKE JIa C€ M3MOJI3Ba M aKTHBEH BBIJICH.

HuBara Ha cepyMHUTE €JICKTPOJIMTH U KpEeaTHHUHA TPsOBa N1a ObAaT nu3aMepBanu yecto. [Ipu Hanmuue
Ha XWUTMIOTEH3HUs, TAIIMEHTHT TPIOBa Ja Ce TIOCTaBH JICTHAN 10 TPH0 U C TIOBIUTHATH KPAWHUIU, KATO
4ecTo My ObJie IpriIaraHo Obp30 BIWBaHE HA COJIM M o0eMo3aMecTuTeNr. TpsiOBa 11a ce 3armovne
MOJUTBPIKaIo JeueHue. IHTpaBeHO3HO BIMBaHE HA KaIIKEB TIIIOKOHAT MOXe Ja Ob1e eeKTHBHO 3a
MpeooisiBaHe Ha edeKkTa Ha OJOKUpaHe Ha KaJIIHEeBUTE KaHAIH. B HIKOM cydan MOKe Aa € OT 1oj3a
Jla Ce HaIpaBH MMPOMUBKa Ha cromaxa. [Ipu 3apaBu 1OOPOBOIIIM IPHUIOKEHUETO Ha aKTUBEH BBIJICH
JI0 2 yaca ciie/i mpuiioxeHue Ha 10 mg aMJI0UIVH [MOKa3Ba HaMallsIBaHE Ha CKOPOCTTa Ha abcopOorus
Ha amyIoaumuH. TenMucapTaH ¥ aMJIOJUIFH HE MOTaT Ja C€ OTCTPAHAT Ype3 IMpuiiaraHe Ha
XEMOIUAITN3A.

5. ®APMAKOJIOTHYHU CBOMCTBA
5.1 ®apmakoaMHAMUYHU CBOWCTBA

®apmakoTepaneBTHUHA Tpymna: CpencTsa, JHCTBAIM HA PpEHUH-aHTHOTEH3MHOBATa CUCTEMA,
omoxepu Ha anruotensuH Il peuenrropu (ARBs), 6mokepu Ha kanueBute kananu; ATC kox:
C09DB04.

TenMucapTan/aMJIOAUIIAH ChUETaBa JIBS aHTUXUIICPTCH3UBHYU CHCTABKHU C JIOITBJIBAIIN CE MEXaHU3MHU
Ha JeiCTBUE 32 KOHTPOJIUPAHE HA KPHBHOTO HAJSITAHE IIPU MALMEHTU C CCCHI[UATHA XUTICPTCH3US:
aHTHOTeH3MH 1l perenTopeH aHTaroHNCT, TeIMUCAPTaH, U IUXUAPOIIMPUINHOB OJIOKEp Ha KAIIIUEBUTE
KaHaJIH, aMJIOAHITHH.

KoMOuHanusTa OT Te3H BEIECTBA NMa aINTUBEH aHTUXHUIIEPTCH3UBECH e(DEeKT, TOHMKABAIIl KPHBHOTO
HaJISITaHE B MO-TOJISIMA CTETEH, OTKOJKOTO BCEKM KOMITIOHEHT MOEIUHUYHO.

[MpuemaneTo Ha TeJIMUCAPTAH/aMIIOIUIIHH BEIHBK JTHEBHO €(DEKTUBHO M TPaHO TIOHIKABa KPHBHOTO
HaJsIraHe 3a nenus 24-4acoB MEepHOJl Ha ICUCTBUE HA JIEKapCTBEHATA J1034.

Tenmucapran
TenMucapTaH € aKTUBEH IpY TIEpOpaJICH pUeM U € crieruduueH anruorensuH Il perientopen

anraronuct (tTun AT1). Teamucapran u3MecTBa ¢ MHOTO TOJISIM aQWHHUTET aHTHOTEH3HH 11 oT
crienmu(pUIHUTE My MECTa 3a CBbp3BaHE KbM perentopa oT cyoTumn AT, KOHTO € OTTOBOpEH 3a
nectBuero Ha anruoten3ud 1. TenMucapTan He MoOKa3Ba HUKAKBa aKTUBHOCT Ha MaplaieH
aronnctHa AT] - peuenrtopa. Teamucapran ce CBbp3Ba celIeKTUBHO KbM AT] — perienitopa, Kato
CBBP3BAHETO

e TpaiiHo. TenmucapTad He IOKa3Ba aQUHUTET KbM JIPYTH PELICTITOPH, BKIFOUnTeHO AT) 1 Apyru
To-

cnabo mpoyuenn AT- pertenropu. OyHKITMOHAIHATA POJIS HA T€3H PELICTITOPH € HEM3BECTHA, KAKTO H
e(eKTHT Ha Bh3MOXKHATA MM CBPBXCTHMYJIAINS OT aHTHOTEH3uH I, 4nrTo HMBa ce MOBUIIaBaT OT
TenMucapTaH. TenrMucapTan HaMalsiBa IJIa3MEHUTE KOHIICHTPAINK Ha alocTepoH. TenmMucapran He
WHXUOUPA YOBSHIKUSAT IJIa3MEH PEHUH U He OJoKHpa HOHHKUTE KaHau. TerMucapTad He MHXUOUpa
aHTHOTCH3MH-KOHBEpTUpAIUs eH3uM (kuHuHa3a II), koiito pasrpaxaa v OpaJMKHHUH. 3aTOBA HE CE
OYaKBa 3aCHJIBaHE Ha OMOCPEACTBAHNTE OT OpaIMKMHWH HEXKEIaH! JIEKAPCTBEHH PEAKITHH.

HpI/I YOBCKa, 103a OT 80 mg TEJIMHUCAPTAH IMOYTHU U3LAIIO0 IOTUCKA MIPCAN3IBUKAHOTO OT aHT'MOTCH3UH 1I
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MOBUILIEHUE HAa KPBBHOTO HaysiraHe. EQekThT Ha MOTUCKaHE PO IbiKaBa 24 4aca U € U3MEPUM JI0
48 gaca.

Crnen mbpBara J103a TEIMUCAPTaH, aHTUXUIIEPTCH3UBHATA aKTUBHOCT IJIABHO 3aIT0YBa Ja CE MPOSBSIBA
cien okojo 3 yaca. MakCMMAaTHOTO MOHIKEHUE Ha KPBBHOTO HAJISITAHE CE TIOCTUTA B OOIIHS CITyvaid
3a 4 10 8 cenMHUIM Cie 3aM0YBaHETO HA JICYCHUETO, U CE MTOTHPIKA 10 BpEME Ha IIETUs TIEpHO Ha
JICYCHHE..

AHTHXUTIEPTEH3UBHUAT €(DEKT Ce MOIIbpKa B TeUeHHE Ha 24 Jaca ciiej] MpreMaHe U BKIII0UBa
NOCJIeTHATE 4 Yaca MpeJIH ClIeABaniara J103a, KOeTo Ce YCTaHOBSBA Ype3 M3MEpBaHEe Ha KPHBHOTO
HaJSTaHe B aMOyJaTOpHU ycioBHs. ToBa ce MOTBbpK/IaBa OT ChOTHOIICHHSITA HAa MMKOBETE, KOUTO ca
unaentnyan Haz 80 % cien npuemane Ha 1034 oT 40 u 80 mg TeaMucapTaH B 11arie00-KOHTPOJIUPAHU
KJIMHUYHY W3OATBAHUS. Y CTaHOBsBA ce 3a0erexnuMa TeHIEHIM KbM 3aBUCHUMOCT Ha [103aTa OT
BPEMETO 32 BH3CTAHOBSBAaHE Ha HAYATHOTO CUCTOJIMYHO KPBBHO HaATaHe .B TO3M cMUCHIT JaHHUTE
OTHOCHO JIMaCTOJIMYHOTO KPHBHO HAJSTaHE Ca MMPOTUBOPEYHBH.

[Ipu manmeHTH ¢ XUMEPTOHUS, TEIMUCAPTAH PEAYLHPA CUCTOINYHOTO U JUACTOIIMYHOTO KPHBHO
HaJsirane, 0e3 Jia 3acAra 4ectorara Ha cbpreOuene. [[puHOCHT Ha TyHPEeTUYHUS U HATPHYPETHUHHS
e(eKT Ha JICKapCTBEHHUs TIPOJYKT KbM HETOBaTa XUIOTCH3WBHA aKTUBHOCT € B TIPOLIEC Ha
yCTaHOBsIBaHEe. AHTUXHIIEPTEH3MBHATA e(DUKACHOCT Ha TEJIMUCAPTAH € CPaBHUMA C Ta3d Ha
BEILIECTBATa OT IPYTU KJIaCOBE aHTUXUIIEPTEH3UBHU JICKAPCTBEHU NMPOJAYKTH (KOETO € I0Ka3aHo B
KJIMHAYHU U3MUTBAHMA, KBJIETO €(PEeKTUBHOCTTA Ha TEIMUCAPTAH € CPaBHEHA C Ta3W Ha aMJIOJUIIHH,
aTeHOJI0J1, EHANANPUJII, XUAPOXJIOPTHUAZU, U TU3HHOIIPUI).

HpI/I BHC3AITHO IMPEKBCBAHE HA JICUCHUETO C TCJIMHCAPTAH, B paMKUTC HAa HAKOJIKO ITHHU KPBbBHOTO
HaJISIraHe MMOCTCTICHHO C€ Bb3CTAHOBABA OO ITbPBOHAYATHUTE MapaMETPU OTIIPCAN 3aII0OYBAHCTO Ha
JICYCHUETO, KaTO HE € JJOKAa3aHO BB300OHOBSBAHE HA XUNCPTCH3UATA.

YecroraTra Ha CyXa Kaluinna € 3Ha4YUTCIHO ITO-HUCKA MPU MMAUCHTUTEC, JICKYBAHU C TCIIMUCAPTAH,
OTKOJIKOTO IIpHU TE3U, KOUTO Ca JICKYBAaHHU C I/IHXI/I6I/ITOpI/I Ha aHTUOTCH3MH-KOHBEPTHUPAIIUTEC CH3UMU,
KO€TO CC YCTaHOBsBA B KIIMHNMYHHU U3NIUTBAHUA, IUPEKTHO CPaBHABAIIU JIBATA TUIIA
AHTUXUIICPTCH3UBHO JICUCHUC.

IBe ronemu panmomusupanu kontponupanu npoyusaHus — ONTARGET (ONgoing Telmisartan
Alone and in combination with Ramipril Global Endpoint Trial - Tekyiio rio0ajiHO U3MUTBaHE 3a
KpallHA TOYKHU Ha TEIMHUCApTaH, CAMOCTOATETHO U B KomOuHarus ¢ pamurpmwi) ¥ VA NEPHRON-D
(KnnHnyHO mpoyuBaHE CBBP3aHO C pa3BUTHE Ha Hedpomarusi Npu AMadeT, MPOBENEHO OT
MUHHCTEPCTBO MO BBIPOCUTE Ha BETEpaHMUTE) — MpOy4BaT ynoTpedara Ha komOuHauusta ot ACE
UHXUOUTOP U aHTHOTeH3UH lI-perienTopen Oyokep.

ONTARGET e mpoyuBaHe, NMpOBEAEHO NpU MAaLMEHTH C aHaMHe3a 32 ChPJACYHO-CHAOBA WM
MO3BYHOCHI0BA OOJIECT, HJIH 3aXapeH AUa0eT THII 2, IPHPYKEHH C JIAHHU 32 YBpEX/JIaHe Ha ePeKTOPHU
opranu. VA NEPHRON-D e npoyuBaHe mpu HauMeHTH CbhC 3axapeH aualber Tl 2 U AuadeTHa
HedpomnaTHsl.

Te3u npoyuBaHus HE TOKa3BaT 3HAYMM OJaronpusiTeH eQekT BbpXy OBOpeuHHTE W/WIIN ChpJCYHO-
CH/IOBUTE MOCIETUIN U CMBPTHOCT, KaTO CHIIIEBPEMEHHO Ca HAaOJI0JaBaHH MOBUIIIEH PUCK
OTXHIIEPKAIIMEMHUSsI, OCTPO YBPEKJIaHE Ha OBOpEINTE W/UIH XUTIOTOHHUS B CPABHEHHE C
MoHoTepanusiTa.Kato ce umar npeaBu cXogHUTe UM (papMaKoJUHAMUYHHN CBOMCTBA, TE3U PE3yITaTH
ca npuioxumu 1 3a Apyru ACE naxuburopu n anruorensut ll-penentopau 6iiokepu.

ACE unxubutopu u anruorensus ll-penentopHu Onokepu cieqoBaTeTHO HEe TPAOBaA J1a ce M3I0JI3BAT
€IHOBPEMEHHO IPY MaLUEeHTH ¢ AuabeTHa HedpomaTusl.

ALTITUDE (KnuaudHO nipoy4BaHe MPOBEACHO ¢ aTMCKUPEH MPH MallUeHTH ChC 3aXapeH AuadeT
THUII 2 ¢ U3MOJI3BaHE Ha ChPACYHO-CHIIOBU U ObOpeUHH 3200 IIBaHUS KaTO KPaHU TOUKH) €
IIpOy4BaHe, IPeJHA3HAYECHO Jja U3CIeBa [10J13aTa OT J00aBSHETO Ha AIUCKUPEH KbM CTaHIapTHA
tepanust ¢ ACE uaxuburop wim anrnotensut ll-penentopeH Ookep Npy MaMEeHTH ChC 3aXapeH
muabet Tvr 2 U XpOHUYHO ObOpedYHOo 3a00IsBaHe, ChPACUYHO-CHIOBO 3a00JISIBAHE HITH H JIBETE.
[IpoyuBaneTo € npekpaTeHo MPEXIAEBPEMEHHO ITOPaa MOBUILLIEH PUCK OT HEONMAaronpusITHU
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nocnenuiy. Kakto cepaeyHo-cpaoBaTa CMbpPT, Taka U HHCYJITHT ca II0-9€CTH B Ipymnara Ha
QJIMCKHUPEH, OTKOJIKOTO B IpyIiaTa Ha I1ane0o, a IpeICTaBIsABaIITE HHTEPEC HEKEIAHH CHOUTHS U
CEpUO3HU HEeXeNlaHU CHbOUTHUS (XUIIEPKaTNEeMusl, XUIMOTOHNS U ObOpedHa AUCHYHKIU) ce ChoOIaBar
[I0-9€CTO B rpynara Ha aTUCKHPEH, OTKOJIKOTO B IpymaTa Ha mianedo.

Amioaunug
AMJIOUNIVH € MTHXUOUTOP HAa HH(ITyKCa Ha KaJII[MEeBUTE HOHU OT AMXUAPONUPUINHOBATA TPyTIa

(61roxep Ha OaBHHWTE KaHAJIM WJIM AaHTarOHUCT Ha KAJIIUEBUTE HOHM) U NMHXUOMpa TpaHCMEeMOpaHHUS
UHQITYKC Ha KaJIMEeBU HOHM B TTIAJIKUTE MYCKYJIM Ha ChPIIETO U KPBbBOHOCHUTE ChJI0BE. MeXaHU3MBT
HA aHTUXUIIEPTCH3UBHOTO JICHCTBHE HA aMJIOJIUITMH € OCHOBAHO Ha TUPEKTEH e(PEKT Ha OTITyCKAHE Ha
TJIaJIKATE MYCKYJIM Ha KPhbBOHOCHHUTE ChJIOBE, KOSTO BOJIM JI0 HaMallsiBaHe Ha nepudepHara chioBa
PE3UCTEHTHOCT U, CHbOTBETHO, Ha KPHBHOTO HallsiraHe. ExcriepiMeHTaTHATE TAHHW TIOKa3BaT, ye
aMJIOJIVITHH CE€ CBHP3Ba C MUXUIPONUPUINHOBY U HE-ITUXHUIPOITUPUIUHOBY JIOKYCH HA CBhpP3BaHE.
AMJIOTUTIVIH € C OTHOCHUTEITHO ChIOBO-CEIEKTHBEH e(hEKT, C MO-TOIsIM e(PEeKT BEpXy
TJIIaJKOMYCKYJHUTE KIIETKU Ha CBA0OBETEC, OTKOJIKOTO BbPXY KJICTKUTE Ha CbpACYHHA MYCKYJI

HpI/I MalMEHTH C XUIICPTCH3UA, IPUEMAHCTO BEAHBIXK JHEBHO OCUTYPSABA KIIMHUYHO 3HAYUMO
IMOHM)KCHNE HAa KPBbBHOTO HAJIATAHE B JICTHAJIO U U3IIPABCHO MOJIOKCHHUE, B ITPOABIDKCHUC HAa LEINA
24-qacoB nepuona. Hopa;u/l 0aBHOTO 3aMOYBaHE HA ,Z[eﬁCTBPIeTO, 0CTpaTa XUIIOTOHUA HE € YaCT OT
e(beKTa Ha NpUCMAHC HA aMJIOJUIINH.

[Tpu nanyeHTH ¢ XUMEepTEH3Us U HOpManHa ObOpeuHa QYHKIINS, IEKApPCTBEHUTE JIO3M aMJIOJUITUH HMa
KaTo pe3yJiTaT HaMaJlsIBaHE Ha PE3MCTEHTHOCTTA Ha ChJIOBETE HA OBOPENUTE U yBEJIIMYeHUE HA HUBOTO
Ha IJIOMEpYJIHaA QUATpaLHus, KakKTo 1 e(peKTHUBEH OTTOK Ha ObOpeuHaTa ruia3ma, 6e3 npomsiHa Ha
¢unrpanuoHHaTa Qpakus WIK TPOTEHHYPHUSL.

AMITOIUIIFH HE Ce acOIHMHpa ¢ HUKAKBU HEXKEJIaHW METAOOIUTHY PEAKIINK UITH TIPOMEHH B
MJIa3MEHUTE JIUIHAN U € TIOIXOIAI 33 YIoTpeda OT MalueHTH ¢ acTMa, TUabeT | rmoaarpa.

Ynorpebda npu NalyeHTy CbC ChpCUHa HEOCTATHUHOCT

bazupanute Ha XeMOAMHAMUYHYU IPOYYBAHUS U MPOSIBU KOHTPOIUPAHU KIMHUYHU U3MUTBAHUA [IPU
MAalUEHTHU CbC chpAcuHa HegocTaThuHOCT 0T NYHA knac II-IV ca nmokasanu, 4ye aMI0AUIKH HE €
JTOBEJ 10 KJIMHUYHO BJIOIIaBaHE, KAKTO € YCTAHOBEHO OT JOIYCTUMHUTE OTKIIOHEHHS Ha PE3yJITaTHUTE,
U3TIIACKAHOTO KOJIMYECTBO KPBB OT JIsIBaTa ChpAcYHA KaMepa U KIMHUIHATA CUMITTOMATOJIOTHS.

[Tnane6o-kouTponupano npoyusane (PRAISE) npenHasHaueHo 3a U3cieiBaHe Ha MAlUEHTH ChC
cbpaeuna HegoctarbaHOCT OT NYHA Class II-IV, kouto npuemat qurokcut, quyperunn 1 ACE
WHXAOUTOPH, € TI0Ka3aJlo, Y€ aMJIOAUITHH He TOBEXK/a /10 MOBUIIIABAHE HA PHCKA OT CMBPTHOCT WIIH
KOMOHWHHPAaHHU CMBPTHOCT ¥ 3200JI€Ba€MOCT ChC ChpJIeYHA HEIOCTATHYHOCT

[pu npocnensBaino, ALATOCPOUHO, TIae00 KonTponupano uznureade (PRAISE-2) na amnoaunun
MIPH MAIMEHTH ChC ChpeyHa HemocTaTbuHOCT OT NYHA I u [V, 63 KIMHUYIHN CUMIITOMH WJTH C
HAXOJKH, PEAIoJIaraii OCHOBHO HCXEMHUUYHO 3a00JIIBaHe, KOUTO mpreMat noctossHHu 103U ACE
WHXAOUTOPH, JUTUTAIINC, U AUYPETUIU, € YCTAHOBEHO Y€ aMIIOUITUH HAMa eeKT Ipu o0Iara
CMBPTHOCT, BCIISJICTBHE HA ChPICYHO-CHJIOBH MTPoOIIeMu. B chiaTa norynamus, aMIOIUIIHH Ce
CBBbP3Ba C MOBUILIEH Opoii ChOOIIEeHHS 3a OenoapoOeH eeM.

Tenmucapran/AMI0IUINH

B 8-ceamuuHO0, MHOTOIIEHTPOBO, PAHJOMHU3UPAHO, TBOHHOCIIAIO, IIare00-KOHTPOIUPAHO, C
napasellHy rpynu pakTopuamHo npoydyBaHe B 1461 manueHTy ¢ Jieka 70 TeKKA XUIOTSH3HS
(ycpenmHeHO qMacTOIMYHO KPBBHO HaJsTaHe OT >95 no <119 mm Hg), neuennero ¢ Besika oT/enHa
JI030Ba KOMOMHAIMs TenMucapTan/aMIoOAUITUH UMa 3a PE3yJITaT 3HAYUTEITHO TI0-BUCOKO peIyIIHpaHe
Ha IWACTOJIMYHOTO M CUCTOJIMYHOTO KPBBHO HAaJISITaHE U MMO-BUCOKH HHUBA HA KOHTPOJ, B CPABHEHHE
ChC CHOTBETHUTE MOHOTEPAITHH.

TenMucapTan/aMIOAMITAH TIOKa3Ba T030BOCBhP3aHU MOHKEHUS Ha CUCTOIMYHOTO/ TUACTOTUIHOTO
KPBHBHO HAJIATAHE B PAMKHUTE HA 00XBaTa Ha JiedeOHara jg03a ot - 21.8/ - 16.5 mm Hg (40 mg/5 mg), -
22.1/ - 18.2 mm Hg (80 mg/5 mg), - 24.7/ - 20.2 mm Hg (40 mg/10 mg) u - 26.4/ - 20.1 mm Hg (80

15



mg/10 mg). [lonwxkeHneTo Ha MACTOTMYHOTO KpbBHO Haysirane <90 mm Hg e otueteno npu 71.6 %,
74.8 %, 82.1 %, 85.3 % oT nmauueHTHUTE, pecreKTUBHO. CTOMHOCTHTE ca KOPUTHUPAHU 3a HAYAJIOTO Ha
JICUSHUETO U CTpaHaTa Ha MPOBEKAaHE

lNonAmMa yacT OT aHTUXUNEPTEH3UBHUS €(EKT ce IIOCTUIra B PAMKUTE Ha 2 CEAMMULM CJIE] 3aIll04YBaHe Ha
neuenneto. B moarpyna ot 1050 manuenTy ¢ ymMepeHa 10 TeKKa XUIEepTeH3Us (IUacTOIMYHO KPBBHO
namsrane, JIKH >100 mm Hg), 32.7 — 51.8 % ca nmoBiusiBaT B 3310BOJIMTENIHA CTEICH IPU
MOHOTEpAINus KakTo OT TeJIMUCAPTaH Taka U OT amiioaunuH. HabmogaBanuTe cpejHi IPOMEHH B
CHCTOJMYHOTO/IUACTOIMYHOTO KPbBHO HAJISIraHE ¢ KOMOMHHUPAHO JI€UYCHHUE C aMJIOJIUIMH 5 mg (-
22.2/-17.2 mm Hg, ¢ 40 mg/5 mg; -22.5/-19.1 mm Hg, ¢ 80 mg/5 mg) ca cpaBHUMH W TTO-BUCOKHU OT
Te3u, HabmronaBanu ¢ amuoaunuH 10 mg ( -21.0/ -17.6 mm Hg) u ca cBbp3aHu Cbc 3HAUUTETHO TO-
Hucku HUBA Ha eaema (1.4 % ¢ 40 mg/5 mg; 0.5 % c 80 mg/5 mg; 17.6 % ¢ amnonunus 10 mg).

AMOyIIaTOpHO aBTOMAaTHYHO U3MEpBaHe Ha KpbBHOTO Haysirane (AAVKH), u3BbpiueHo npu rpymna ot
562 nauueHTH € NOTBbPAWIIO PE3yJITaTUTE HAOJII0AaBaHU IIPY IOHIKABAaHUATA HA CUCTOJIMYHOTO U
JUACTOIMYHOTO KPBBHO HAJIATAHE B KIIMHUYHU YCIIOBHS, TI0 BpEME Ha 1ienusl 24-4acoB epuoJl Ha
JO3UpAHE.

B npyro MHOTOIIEHTPOBO, paHAOMHU3HUPAHO, TBOMHOCISIO, aKTHBHO KOHTPOJIMPAHO, TTapaIeTHO
TPYIIOBO MpoyuBaHe, Ha 0010 1097 manueHTy ¢ JieKa 10 TeKKa XATIePTSH3MUs, KOUTO HE ca aJIeKBAaTHO
KOHTPOJIMPaHU C aMJIOAUIIMH 5 mg, € mpuiarad TenMucapTan/amnonunut (40 mg/5 mg unu 80 mg/S
mg) wim camo amioaunuH (5 mg win 10 mg). Cnex 8 ceaMuIy Ha JieueHHE, Pe3yATaThT OT BCSKA OT
KOMOMHAIINNTE CTATUCTHYECKH € 3HAYUTEITHO MO-e(heKTUBHA OT MOHOTEPANHATA C aMJIOJUIHH, KOETO
ce u3passiBa B OHIKECHO CHCTOIMYHO M THACTOJIMIHO KpbBHO Hasarane ( -13.6/ -9.4 mm Hg, -15.0/ -
10.6 mm Hg cbe croTBeTHO 40 mg/5 mg, 80 mg/5 mg crpsimo -6.2/ -5.7 mm Hg, -11.1/ -8.0 mm Hg ¢
amnonunuH 5 mg 1 10 mg. YcraHOBEeHU ca ¥ O-BUCOKH KOHTPOJIHH AUACTONUYHU HAJSITAHUS, B
CPaBHEHUE ChC ChOTBETHUTE PSKUMH Ha MoHOTepanus (56.7 %, 63.8 % c 40 mg/5 mg u 80 mg/5 mg
cpsimo 42 %, 56.7 % c ammonunuH 5 mg u 10 mg). [IpouenTuTe 3a mosisa Ha egeMa ca Ounn
3HagUTeNHO Mmo-HUCKH ¢ 40 mg/5 mg u 80 mg/5 mg B cpaBHeHue ¢ amnoaunuH 10 mg (4.4 % cnpsmo
24.9 %, pecreKTUBHO).

B nipyro MHOTOLIEHTPOBO, paHAOMU3UPAHO, IBOMHOCIISIIIO, AKTHBHO KOHTPOJIUPAHO, TApaIeTHO-
TPYyHOBO TpOy4BaHe, Ha 0010 947 ManueHTH ¢ JIeKa JI0 TeXXKa XUIePTEeH3HUsI, KOUTO He ca aJleKBaTHO
KOHTposmpanu ¢ ammoaunud 10 mg, e mpraran Tenmucapran/ammonunud (40 mg/10 mg wmm 80
mg/10 mg) wu camo ammogunvH (10 mg). Cnen 8 cenMuIy Ha edeHNe, BCIKO OT KOMOWHUPAHNTE
JICYCHUS CTATUCTUYCCKHU € 3HAUUTEITHO MO-e(h)EKTUBHO OT MOHOTEPAIHUATA C AMJIOAMITAH TIPU
HaMaJISIBAHETO HA JMACTOJIUYHOTO M CUCTOJIUYHOTO KPBBHO Hajsrane (- 11,1/-9,2 mm Hg, - 11,3/ -
9,3 mm Hg ¢ 40 mg/10 mg, 80 mg/10 mg crpsimo - 7.4/ - 6.5 mm Hg ¢ amnogunma 10 mg) u e
YCTaHOBEHA IT0- BUCOKA CTENEH Ha HOpMAIH3UpaHe Ha IHACTOIUYHOTO KPHBHO HAJISITAaHE B CpaBHEHHE
¢ MoHoTepanusara (63.7 %, 66.5 % c 40 mg/10 mg, 80 mg/10 mg cupsimo 51,1 % ¢ amnoaunun

10 mg.)

B /1Be OTBOpEHH MPOABIKUTEIHN TTOCIISIOBATEIIHHU MIPOYYBAHHUS MPOBEICHHU 32 IEPHOJT OT HAl 6
Mmeceria, ehekThT Ha TeamucapTan/aMIOMUIAH € MTPOIBIDKHUII J1a TPpae U CJIe]] 3aBbpIlIBaHe Ha
u3nuTBaHeTo. OCBEH TOBA, € YCTAHOBEHO, Ye MPH HIKOU MAIMEHTH, KOUTO HE CE MOBJHSIBAT B
JIOCTaThyHA CTETCH OT TeJMucaptan/amnoaunun 40 mg/10 mg, e HaUIe JOMBIHUTETHO TOHMKEHIE
Ha KPBBHOTO HaJIsITaHEe, CIIE/ MOBUINIABAHE Ha JICKAPCTBEHATA 71032 Upe3 TUTPUPAHE 10
tenmucapTan/amiaogunua 80 mg/10 mg.

OO01aTta yecToTa Ha HEXKEJIaHW PEaKIUK ¢ TeIIMUCAPTaH/aMIIOIUITUH B MMPOTpaMaTa 3a KIIMHUIHO
M3MUTBaHE ¢ OWIa MOHmKEeHA Mpu caMo 12.7 % OT manueHTuTe Ha JICUSHUE, MTPH KOUTO Ca HATTUIIC
HEeXeNaHu peaknnu. Hali-uectuTe HEXXeIaH! peakiuy ca ouimn nepudepHa efgema u 3aMasHoCT (BK.
Touka 4.8). ChOOIICHUTE HEXKECITAHUTE PEaKIUU CHBIIAZAT ¢ 0YAKBAHUTE PEAKIIUN OT MPOQIIIHTE 32
0e30MacHOCT Ha KOMITOHEHTHTE TEIIMUCApTaH U aMioaunvH. He ca HabIro1aBaHu HOBH HUTH T10-
CEPUO3HU HEeXKenanu peakiuu. CBbp3aHHTE C efieMa peakiun (nepudepHa eaema, TeHepaTn3upana
elieMa 1 eJieMa) ca OYaKBaHO IMO-HUCKU MPHU MAIIMEHTUTE, KOUTO pUEMaT TeIMUICAPTAH/aMJIOUIIVH a,

16



B CpaBHEHHE C T€3H, KOUTO Mojay4aBat amioaunuH 10 mg. BB hakToprasHo U3NMUTBaHE NPOLIEHTHTE
c eneM ca 1,3% c Tenmucapran/amionunus 40 mg/5 mg u 80 mg/5 mg, 8.8 % ¢
tenmucaptan/aminonunud 40 mg/10 mg u 80 mg/10 mg, u 18,4% ¢ amnogunus 10 mg. [pu
MAIMeHTHTE, HEMTOBIMSABAIIH CE€ OT aMJIOIMITMH 5 mg HuBarta Ha enema ca 4.4 % 3a 40 mg/5 mg u 80
mg/5 mg u 24.9 % 3a 10 mg.

AHTUXUTIEPTCH3UBHUAT €EKT Ha TEIMHCAPTAH/aMJIOIMITMH € €IHAKHB, HE3aBUCHMO OT Bb3PacT U
TOJI, ¥ € €IHAKBB PH MAIUCHTH ChC WK 03 AradeT.

TenmucapTaH/amMIOIUITAH HE € TIPOYYCH MIPH TPyIIa MAIUEHTH, OCBEH Ta3H ¢ XUIIEPTCH3US.
TenmucapTaH € U3MATAH B pAMKHATE Ha TOJISIMO M3MUTBaHE HA M3X0Ja OT JIeueHneTo mpu 25 620
MAIUEHTH C BUCOK PHUCK OT ChpIeYHO-ChA0BO 3abomsBane (ONTARGET).

AMJIOUNIVH € U3MUTBAH MPH MalMEHTH ¢ XPOHUYHA CTaOMTHA aHTMHA, BA30CIIACTUYHA aHTHUHA, H
TaKHMBa C aHrMOTPa(CKU TOKYMEHTHUPAHO 3a00JIIBaHE HA KOPOHAPHATA apTepusl.

[lennaTpuyHa momyJsianus

EBpomneiickaTta areHuus IO JieKapcTBaTa OCBOOOXKIaBa OT 3aAb/DKEHMETO 3a IpeNoCTaBsHE Ha
pe3yaTaTuTe OT MPOYYBAHUATA C TEIMUCAPTAH/aMIIOTUIIMH 2 BB BCUYKH MOATPYIH Ha MeAUaTpUIHATA
MOIyJIalusl IPH XUIIEPTeH3HA. (BXK. Touka 4.2 3a nH(pOpMAaLKs OTHOCHO YHOTpeda B eUaTpusTa).

5.2 ®dapmMakoKWHeTHYHH CBOMCTBA

dapMakokrHeTHKA Ha (DUKCHUpaHaTa J030Ba KOMOMHAIIMS
[IporeHTHT U cTeneHTa Ha a0COPOIMS Ha TEIIMUCAPTaH/aMIIOJNIIMH Ca CKBHBAJICHTHH Ha
OMOHAIMYHOCTTA HA TSIIMUCAPTAH M aMJIOAWITAH, IPUJIAraHu KaTO OTACITHHU TaOJIETKH.

AOcopOnusara Ha TenMucapTaH € Obp3a, BBIPEKH ue abcopOupaHOTO KOIMIecTBO Bapupa. CpeqHaTa
abCoI0THA OMOHAIMYHOCT 3a TeaMucapTaH € okoio 50 %. Koraro trenmucapTan ce mpuema ¢ XxpaHa,
HaMaJsIBaHETO Ha IUIOIITA MOJ| KpUBaTa Ha ChOTHOIICHHETO TUIa3MeHa KOHIICHTpAIHsI-BpeMe
(AUC(-00) Bapupa ot npubausutensno 6 % (mo3a ot 40 mg) no npubnuzutento 19 % (mo3a ot 160
mg). o 3 yaca ciex npuem, IIa3MEHUTE KOHICHTPALUH ca MO100HH, HE3aBUCUMO 1Al TeIIMHCAPTaH
ce mpueMa chC Win 0e3 XpaHa.

Crien mepopalTHO IPHUIOKEHNE Ha JICKAPCTBESHUTE TO3HM, aMJIOTUIINH ce abcopOupa mobpe, ¢
MaKCHUMaJTHa KOHIICHTpAIus B KPhBTa MEX Iy 6-12 gaca cien nmprueMane. Y CTaHOBEHATa abCOIFOTHA
ouonanmmuHOCT € Mexay 64 u 80 %. bBroHaTMYHOCTTa HA aMITOIUTTUH HE CE MOBJIHSBA OT IPHEMAHETO
Ha XpaHa.

Pasnpenenenue
TenMucapTtaH ce CBbp3Ba BbB BHCOKA CTEIICH C IUIa3MEHUTE MPOoTerHH (>99.5 %), OCHOBHO alOyMUH H

anda-1 kucenure ruukonporenHy. CpeTHUAT CTAIMOHAPEH PUBHIEH 00eM Ha pasmpeneicaue (Vdss)
e mpubmusurenHo 500 nutpa.

O0eMbT Ha pa3npeneneHue Ha aMmIoAuuH € npubimsutento 21 Vkg. Hu eumpo npoyusanusita
IIOKAa3Bart, 4ye Npuonn3uTeato 97.5 % ot HUpKyIMpallusaT aMJIOJUIIMH € CBbP3aH C IUIa3MEHUTE
HPOTEHHH TP MAIMEHTUTE C XUIIEPTOHUS

Buorpanchopmarus
TenMucapran ce MeTaboIM3KUpa Ype3 KOHIOTaI|s KbM IIFOKYPOHHIAa Ha OCHOBHOTO cheanHeHue. He e
HaOIr01aBaHa (papMaKOJIIOTUYHA AKTUBHOCT MIPH KOHIOTATa.

AMJIOIUINVH ce MeTaboIu3upa u3KIouuTeHo (mpuoausntenao 90 %) ot uepHUs 1pod 10 HEAKTUBHU
MeTa00IUTH

Tenmucapran ce XxapakTepusupa C IBYCKCIOHEHIIMATHA KHHETUKA Ha pa3rpaxaaHe, ¢ TCPMUHAICH
MOJTY>)KMBOT Ha elieMeHepaHe oT >20 yaca. MakcuMannara 1iasMeHna KoHmnenTpanus (Cmax) U, B To-

MaJlKa CTeTleH, IUTOIITa Mo/ KpuBarta “miasMeHa konuentpauus-speme” (AUC), ce moBuiaBat
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HEIPOTOPIIMOHATHO Ha Jo3aTa. Hsima 1oka3aTencTBo 3a KIMHUYHO3HAYUMO HATPYIIBaHE Ha
TeJIMHCAPTaH, IPUET B MPENOpbUNTENHATA 103a. [ ITa3MeHnTe KOHIIEHTPAIINH ca TTO-BUCOKH IIPH
JKEHUTE, OTKOJIKOTO MPHU MBXKETe, 0€3 /la € HAINIIE 3HAYUTEITHO MOBJIMSIBAHE HA CPUKACHOCTTA.

Cren nepopaiHo (M MHTPAaBEHO3HO) MPUIIOKEHHE, TEIMUCAPTAH Ce OTAEIS MOUTH U3LSUIO ¢ dereca,
OCHOBHO B HemlpoMeHeH Bul. KymymnatuBHata ekckpenus upes ypuHarta € <1 % ot mozata. OOmusT
wiazMed knupbHE (Cliot) € Bucok (mpubnusutenso 1 000 ml/min) B cpaBHEHHUE € TO3U OT

4epHOAPOOHHS KpbBeH TOK (0koj0 1 500 ml/min).

EnuMuHMpaneTo Ha aMIIOIUITMH Tpe3 TuIa3Mara € 1By(ha3oBo, C TSPMHUHAJICH MTOJTy)KUBOT Ha
enuMuHupane npudimsutenHo 30 mo 50 yaca, mpu enHOKpaTHA THEBHA J103a. CTallMOHAPHU TIa3MEHU
HUBA C€ JOCTUTAT CJIe]] MPOIBJDKUTEITHO pruiioxenue 3a 7-8 nau. 10 % ot ammoxumnud u 60 % ot
METa0OJIUTUTE HA aMIIOJIMTIMHA CE OTJCTAT B yPHHATA

JInneiHOCT/HETUHEHHOCT

He ce ouaksa cmaboto mormkaBane Ha AUC 3a TeMmucapTaH, Aa MOHMKH TeparieBTUIHATA MY
eukacHocT. Hsima nTuHeHa 3aBUCUMOCT MKy JO3UTE U I1a3MeHuTe HuBa. [Ipu no3u Hax 40 mg
Cmax 1, B mo-Manka crerneH, AUC ce noBuiaBaT HenpoONOPLHUOHAIIHO.

AMJ'IO,Z[I/IHI/IH IOKa3Ba JINHEHHA (bapMaKOKI/IHCTI/IKa.

CrelnyaiHy MOmyIalin

Ilenunarpuyna nomyiaryst (B3pact noal 8 ronudn)
Hsama nannu 3a (hapMaKOKHHETUKATA MPU e UATPUIHATA TTOMTYJIAIHSL. .

Ilon
Hab6momaBaHu ca pa3iuKy B IUIa3MEHUTE KOHIICHTPAIIMN Ha TEIMUCApTaH, ¢ 3- 1 2- KpaTHO T10-
BUCOKH Cmax 1 AUC, CbOTBETHO, IIPH XKCHH, B CPAaBHEHUE C MBKE.

Cmapueckagvspacm

dapMaKkOKMHETHKATa Ha TSIMUCAPTAH HE CE pa3inyaBa Py MIIAH MMAIUCHTH U TTAIIUECHTH B
cTapyecka Bb3pacT.

BpemeTo 3a gocTurane Ha MUKOBUTE IIa3MEHU KOHIICHTPAIMH aMJIOUIIHH € TI0A00HO PY WHIUBUIU
B CTapyecKa Bb3pacT v Miaau HHIuBuAM. [Ipu manueHTruTe B crapuyecka Bb3pacT, KIHPHHCHT Ha
aMJIOIVIITMH HaMallsiBa, KOeTO UMa 3a pe3yiarar yBenuuaBane Ha AUC 1 elTMMUHAIIMOHHYS TTOJTYKHBOT.

bvbpeuno yspeocoane

IIpu marueHTH C JIeKa, 0 YMEPEeHA U TeXKa CTEIeH Ha OBOpeuHO yBpeKIaHe, ce HabomaBa
yABOsIBaHE Ha IJIa3MEHUTE KOHIICHTPAIMK Ha TeJIMHUCApTaH. Bee mak, nmpu nmanueHT ¢ 0b0peyHo
YBpEkKIaHe, IO/UI0KECHU Ha TUalIn3a, Ce HaOJII0/IaBaT MO-HUCKHY TUIa3MEeHU KOHIeHTpanuu. [Ipu
NaIHUEHTHTE ¢ ObOPEYHO YBPEXKIaHE, TEIMUCAPTAH € BbB BICOKA CTETICH CBBP3aH C IIA3MCHUTE
NPOTEWHH U HE MOXKeE Jia Objie OTCTpaHeH upe3 nquanu3a. [101y)XKHBOTHT Ha eTMMUHUpaHE He ce
MIPOMEHS TPU MANUEHTUTE ¢ OLOPEYHO yBpekaaHe. DapMakOKMHETHKATa HA aMIIOIUTTUH HE Ce
MOBIIMSIBA 3HAYUTEITHO OT ChCTOSHUETO Ha ObOPEYHO yBpEXKIaHE.

Yeproodpobno yspedcoane

dapMaKOKHHETUIHUTE MTPOYYBAHUS [TPH MAIMEHTH C YePHOAPOOHO YBPEXKIaHEe MMOKAa3BAT yBEINIaBaHE
Ha abcomoTHaTa OMOHATMYHOCT Ha TenMucapTan a0 6mau3o 100 %. [lomyXMBOTHT Ha eTUMHHHAPAHE HA
TEJIMHCAPTaH HE CE TPOMEHSI IIPH MAIMSHTHUTE C YBPEeKIaHe Ha yepHus apo6. [larmenture ¢
YEPHOAPOOHO YBpPEXKIaHE Ca C TOHWKEH KIUPHHC Ha aMJIOIUIIMH, KOSTO UMa 32 Pe3yJITaT
yBenuuaBane Ha AUC ¢ npuoimsutenHo 40-60 %.

5.3 TIlpeakJIMHUYHHU JAHHU 32 0€30MACHOCT

TBi KaTO HEKIIMHUYHHUTE HpO(i)I/UII/I Ha TOKCUYHOCT Ha TCIIMUCApPTaH 1 aMJIOJUIIUH HE CC
IIPUITIOKPUBAT, HE CE€ OYaKBa 3aCUJIBAHC HA TOKCHUYHOCTTA 3a KOM6I/IHaI_II/I5[Ta ot nBete. ToBa
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CTAHOBHIIIE CE€ MOTBBPIKAABA OT MPOYUYBAHE 33 CYOXpOHUYHA TOKCHUHOCT (13-ceMUUHO) TIpU
TUTBXOBE, TIPY KOETO ca TeCTBaHU J030BU HuBa oT 3.2/0.8, 10/2.5 n 40/10 mg/kg
TeJIMUCAPTAH/aMIIOTUTIHH.

HpeZ[KHI/IHI/I'lHI/ITC JAaHHU 3a ABaTa KOMIIOHCHTA Ca MMOCOYCHU I1O-A0TY.

TenMucapran
IIpu npe IKTMHAYHUTE U3MMTBAHUS 32 0€30IMaCHOCT, TO3UTE, ONIPEACIIAIIN SKCIIO3UIINAS, CPAaBHUMA C

Ta3W B KIMHUYHUS TepareBTUYeH 00XBaT Ha JIEKapCTBOTO, MPEIN3BUKBAT HAMAJICHH MTapaMeTpH Ha
YEPBEHUTE KPHBHU KJICTKH (€PUTPOIIUTH, XeMOTJIOOWH, XeMaTOKPHT), N3MEHEHUS B ObOpeuHara
XeMOJHaMHKa (TTOBHUIIEHN KPBBHU HUBA HA YPEHHHUS a30T, U KPEaTHHUH), KAKTO U TIOBHUIIIEHN HUBA
Ha KaJluii B cepyMa IpH KUBOTHU C HOPMAITHO KpBBHO HamsiraHe. [Ipu Kydera, ce HaOoaaBar
qutaranus u atpodus Ha 0p0peunuTe TyOymu. [Ipu Kydera u TIIbXoBe, ChIIO TaKa, CE OTYUTA U
YBpEkKJIaHE HA CTOMAIITHATA JTUTaBUIIA (€pOo3usl, yIIepallui Wid Bb3naneHue). Te3u papmakorornyso-
MEJUMPAHU HEXKEIaH! €EKTH, U3BECTHU OT NPEAKITMHUIHUTE U3MUTBAHHUS C UHXUOUTOPH Ha
AHTHOTCH3MH-KOHBEPTUPALIHS €H3UM U aHTHOTeH3UH Il perenTopHu aHTaroHNCTy, ce MpeoTBpaTsIBaT
Ype3 opajHO MPUJIOKEHHE Ha COJIEBH pa3TBOp. M mpu ABaTa BUIa )KMBOTHH, Ce HAOIIOIaBaT U
MOBUIIIEHA aKTHBHOCT Ha TUTA3MEHUS PSHUH U XUTNepTo(usl/Xumepriia3us Ha 0b0peuHuTe
FOKCTarJIOMEpYJIHU KIETKH. Te31 MPOMEHH, KaKTO U Kiac-crienuuyHust epeKT Ha HHXUOUTOPH Ha
AHTUOTECH3MH-KOHBEPTUPAILUS CH3UM U IPYTU aHruoTeH3uH 1 perenTopHy aHTarOHUCTH, U3TTICKAA
HSAMAT KIMHAYHA 3HAYAMOCT.

He e nabnronaBaHo 10Ka3aTeICTBO 3a TEPATOr€HEH €EeKT, BHIPEKH Ye TEIMUCAPTAH B TOKCHYHH 03U
OKa3Ba e(eKT BbPXY MOCTHATAIIHOTO Pa3BUTHE HA IOTOMCTBOTO, KaTO IMO-HUCKO TEJIECHO TETJIO U
KBCHO IPOTJIeKIaHE.

Hsama nokazaTtencTBo 3a MyTareHeH e)eKT MM KIacTOreHHa aKTHBHOCT I10 BpeMe Ha in Vitro
MPOYYBAHUS, KAKTO U IOKA3aTEJICTBA 32 KAPLIMHOTC€HHOCT MPHU ILUTbXOBE U MUIIIKH.

Amyiounug
Penpooykmuena moxcuurocm

PenponykTHBHUTE MIPOYYBAHUS MPH TUTHXOBE W MUIITKH ITOKA3BaT 3aKbCHSIIO PAXKIaHE, YIBIDKEHO
paKJaHe ¥ HaMaJIeHa MPEKUBSIEMOCT Ha MAIKHUTE TPH 03U PHOIH3UTENHO 50 TbTH MO-BUCOKH OT
MaKCHUMaJTHaTa MPeTophIUTETHA 1032 IIPH X0pa Ha Oa3aTta Ha mg/kg.

Hapywenue na gpepmunumema

He e ycraHoBeH edekT BEpXY (epTUIUTETa HA TUTHXOBE, HA KOUTO € MPHIIOKEH epOPaITHO
aMJIOTUTTMHOB MajieaT (Ha MBKKH 3a 64 THU U Ha KEHCKH 3a 14 mHu npenu 9udToCBaHe) MPH JTO3H 10
10 mg ammoaumur/kg/nen (oxono 8 mpTH™ MakcHMaTHaTa MPENOPBINTENHA J03a IMpH Xopa 10 mg/nen
Ha 6azaTa Ha mg/m? ). B apyro npoy4saHe OpH ILTbXOBE, B KOETO HA MBXKKH ILIHXOBE € MPHUJIaraH
aMJIOJWITMHOB Oe3miaT B mpoAbbkeHne Ha 30 JHM 1pH 7033, CpaBHUMA C JT03aTa MPpH Xopa Ha 0a3ara
Ha mg/kg, ca yCTaHOBEHM IOHWKCHH TUTA3MEHU HUBA Ha (DOJIUKYJIIOCTUMYJIHPAI XOPMOH H
TECTOCTEPOH, KaKTO W HaMalleHa IUThTHOCT Ha CriepMaTa M HaMalleH Opoi 3peli CriepMaThI U KIIETKU
Ha Ceprony.

Kanyepoeenesza, mymacenesa

[I1bX0BE M MUIIIKH, HA KOMTO € IPUJIarad aMJIOJUIINH ¢ XpaHaTa B IPOAb/DKEHUE Ha JIBE FOIMHH, B
KOHIICHTpAITNH, M3YMCIICHN TaKa, Ye J1a OCUTypsBaT MHEBHH n030BHW HUBA 0,5, 1,25 u 2,5 mg/kg/neH,
HE TI0Ka3BaT JaHHM 33 KaHIeporeHHocT. Hali-BucokaTa 1o3a (3a MUIIKHU MIOA00HA Ha, a 33 IUTbX0BE
JIBOMHO TI0-BUCOKa™ OT MakCUMallHATa MPENOpbYUTeIHA KIMHUYHA 1032 0T 10 mg Ha Oa3aTa Ha
mg/m? ) e Ouia 6IM3Ka 0 MaKCHMalHaTa IIOHOCKUMA 1034 38 MUIIKH, HO HE M 3a ILIHXOBE.
[IpoyuBaHusTa 32 MyTareHHOCT HE MOKA3BaT CBHP3aHHU C JICKAPCTBOTO €(PEKTH HUTO HA T€HHO, HUTO
Ha XPOMO30MHO HHBO.

*basupana Ha manmueHT ¢ TenecHo Terio 50 kg

6. PAPMANEBTUYHU JAHHU
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6.1 Chnucbk Ha IOMOIIHUTE BellleCTBA

HatpueB xunpokcun

Mernymun

IMoBumon (K-25)

XKenesen oxcun, uepsen (E172)

Manuron

MukpokpucTaiza 1eiyno3a

Kpocnosugon

Marnesues creapar

[IpexxenaTMHU3UPAHO HUILIECTE

IlapeBnuHO HUILIECTE

Konownaen 6e380/1eH CHITHITNEB THOKCHUT

6.2 HecbBmMecTMoOCTH

Henpunoxunumo

6.3 Cpoxk Ha roaHOCT

2 TOIUHMU.

6.4 Crhenuananm ycJa0BHs HAa CbXpaHeHHe

Jla ce cpxpaHsBa B OpUTHHAIHATA OTTAKOBKA 3a J]a C€ MPEe/na3u OT CBETINHA.
To3u MPOYKT HE U3UCKBA CICIUATHH YCIOBUS Ha ChXPaHEHUE.

6.5 Buawu chabp:KaHue HA ONIAKOBKATA

Kapronena kytus chabpikaiia 14, 28, 30, 56, 90, 98 tadnetku B Aluminum/OPA/Aluminum/PVC
onmcrepu.

He Bcuuku BugoBe OnakoBKH Morat Aa ObAaT IMyCHATH B poaaxoa.
6.6 CrnenuajaHu Npeana3sHu MepKHU NMPH U3XBbPJIsIHE

Bceku HensmosBan JICKaPCTBCH MMPOAYKT WJIM OTHIAABYCH MaTCpUall TpSI6Ba Ja C€ U3XBBPJIA ChIJIaCHO
MCCTHHUTC U3UCKBaHUA.

7. INPUTEXATEJI HA PASPEIIEHUETO 3A YIHOTPEBA

Zaktady Farmaceutyczne POLPHARMA S.A.
ul. Pelplinska 19, 83-200 Starogard Gdanski, [Tomma

8. HOMEP HA PAZPEHLIEHUETO 3A YIIOTPEBA
Per. Ne 20190261

9. JATA HA ITBPBOTO PASPEIIABAHE/IIOJHOBSIBAHE HA PASPEIIEHUETO 3A
YIIOTPEBA

ata Ha mepBo pazpemanane: 13.11.2019
Jarta Ha mocnegHo nogHOoBsABaHe: 25.06.2024

10. JATA HA AKTYAJIUBUPAHE HA TEKCTA
24.01.2023
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