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1. HWME HA JIEKAPCTBEHHMS ITPOJAYKT . 726 or-§ 05 -08- 2026

Axtencap Jlyo 80 mg/5 mg rabnerku
Actelsar Duo 80 mg/5 mg tablets

Axtencap Jyo 80 mg/10 mg Tabnerku
Actelsar Duo-80 mg/10 mg tablets

2. KAYECTBEH U KOJIMYECTBEH CbCTAB

Bcesika tabnerka chbabvpaka 80 mg reamucapran (telmisartan) u S mg amnoaunuu (amlodipine) (kato

aMJIOAMITHHOB Oe3uar).
Bceska Tabnerka cbabpika 80 mg reamucapra (telmisartan) u 10 mg amnoaunus (amlodipine) (kaTo

amMJI0MNUHOB Oe3unar).

3a NMbJIHUA CINTUCHK HA MOMOIIIHUTE BELIECTBA BHKTE TOUKa 6.1.

3 JIEKAPCTBEHA ®OPMA

Tabnerka

Axtencap Jlvo 80 mg/5S mg TaGaeTku

JIBYCJIOMHHU TaOeTKH, Oe/IM WK noYuTH Oe/IM OT elHaTa CTpaHa U pO30BH OT Apyrara cTpaHa, ¢
MPHEMJIMBH JIEKH METHHLIA OT pO30BaTa CTpaHa, NPOABLJITrOBATH, JIBOMHOU3ITLKHAJIM C pa3MepH
npuOaIM3UTENHO 15 X 7 mm.

Axtencap Jlyo 80 mg/10 mg Tabaerku

JIBycioiHH TabneTku, Oenu win noyTy Oeu OT eAHaTa CTpaHa M bJITH OT JIpyrara cTpaHa, ¢
MPHEMJIMBH JIEKH TE€THHLA OT KbJITaTa CTpaHa, NpoAbJroBaTH, ABOMHOU3IbKHAIIM C pa3Mepu
npubauzurenHo 15 x 7 mm.

4. KJIUHHUYHU TAHHHU
4.1 TepaneBTHYHH NOKA3ZAHHS

JleueHue Ha eceHUMaTHA XUITEPTOHUS TPH Bb3PACTHH:

JlonbiBauia tepanus
AkTencap Jyo 80 mg/5 mg e noka3aH rnpu Bb3pacTHH, YHETO KPbBHO HaJIiraHe HE € aJIeKBaTHO

KOHTPOJIMPAHO ¢ KoMOMHaumsTa o1 40 mg TeIMHcapTaH U 5 mg aMJI0/IMITHH.

Axtesnicap Jlyo 80 mg/10 mg e nokaszaH npu Bb3pacTHH, YHETO KPBBHO HAJIATaHE HE € a/IeKBaTHO
KOHTPOJHpaHO ¢ KoMOuHaumsaTa ot 40 mg Teamucaprad ¥ 10 mg aMAOAUNKH HIIH C KOMOMHALIMATA OT
80 mg TesMUcapTaH U 5 mg aMJI0AMITHH.

3amecTHTe/IHA Tepanus
Bb3pacTHH nauMeHTH, KOUTO NPUEMAT TeJIMHCAPTAH M aMJIOAMIKH 1o opmaTa Ha

TabJIETKH, MOraT BMECTO TOBa Aa npuemart tadsietku Akresncap Jlyo. cbhbabpikaliy ¢
KOMITOHEHTH CbC ChIIUTE JIO3H.
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4.2 Jlo3MpOBKA H HAYMHH HA NPHJIOKEHHE

Jo3upoBka
[IpenopbumnTenHaTa 103a Ha TO3M JIEKAPCTBEH MPOAYKT € e1Ha TabieTKa JHEBHO.

MaxkcuMasiHaTa npenopbyMTeIHa 103a € eaHa tabnerka 80 mg reamucapran/10 mg amnoaunuH
AHEBHO. To3M 1IeKapCTBEH NMPOAYKT € MOKa3aH 3a AbJrOCPOUHO JICUEHHE.

[IppemMaHeTO HAa aMJIOIMIKH 3a€/1HO € rPEUN(PYT WK COK OT rpeHndpyT HE ce NpenopbyBa, Thil KaTo
[PH HAKOM NMALMEHTH €(PEKTHT HA MOHKABAHE HA KPBBHOTO HAJISITAHE MOJXKE J1a Ce 3aCHJIM, B pe3yJiTaT
Ha NOBHILABaHE HA OMOHAIHYHOCTTA (BXK. TOUKa 4.5).

Honvasawa mepanusi

Axrtencap Jlyo 80 mg/5S mg e noka3zaH npu nauMeHTH, YHETO KPbBHO HaJIIraHe He € aJIeKBaTHO
KOHTPOJIMPAHO MpH JieueHue ¢ Akrescap Jlyo 40 mg/5 mg.

Axkrencap Jlyo 80 mg/10 mg e noka3zaH rnpu nauMeHTH, YHE€TO KPbBHO HaJIiraHe He € aJeKBaTHO
KOHTpOJIMpaHo npu Jieuenune ¢ Akrencap dyo 40 mg/10 mg unu Akrencap yo 80 mg/5 mg.

[IpenopbuBa ce OT/I€/IHO TUTPUPAHE HA JI03UTE Ha JIBaTa KOMIMOHEHTA (T.€. aMJIOJIMITHH H
TeJIMUCApTaH) Npeau NpeMHHaBaHe KbM (pUKcHpaHaTta 1030Ba KoMOMHauuda. Koraro € ymecTHO oT
KJIMHUYHA IJ1Ie/1Ha TOYKa, MOKE J1a c€ OOMHCIIH AUPEKTHO NPEMHUHABAHE OT MOHOTEpAriusi KbM
(hUKCcHpaHaTa 1030Ba KOMOMHalIMS.

[laumenTuTe, nekyBanu ¢ 10 mg aMJI0AMITUH, ITPH KOUTO BL3HUKBAT J10303aBUCHUMH HEKEJIAHH
peakiMH, KaTo OTOK, MOrarT J1a npemMuHar Ha tepanus ¢ Axrencap /lyo 40 mg/5 mg BeaHbK AHEBHO,
HaMaJISBaMKH Jl03aTa aMJIOJIMNKH, 0e3 Taka J1a ce HaMajisiBa OYaKBAHUAT aHTUXHUIIEPTEH3HBEH
OTrOBOp.

Jamecmumenna mepanuis

[TatreHTHTE, KOUTO NpUEMAT TEJIMHCAPTaH U aMJIOJIMITUH 1101 popMaTa Ha OTaeIHH TabNeTKH, MoraT
BMECTO TOBA BEJHBK IHEBHO /1a npuemart tabnetku Aktencap Jlyo. ChabpKallH ChLIATE KOMIIOHEHTH
ChC CBLUMTE J03H B €/1Ha TabsieTKa.

Cmapuecka evzpacm (=635 co0unu)

[Ipy naumeHTH B cTapuecka Bb3pacT He € HeOOX0AUMO KOpUrupaHe Ha ao3ara. Uma manko
HH(pOpMaLMs 3a NPHJIAraHETO NMPHU MHOI'O Bb3PacTHH NMALMEHTH.

[Ipy naumMeHTH B cTapyecka Bb3pacT Ce rnpenopbyBar 0OMYaliHUTE CXEMH Ha NpHIaraHe Ha
aMJIOJIMITHH, HO TPH YBeJIMYaBaHe Ha Jlo3ara TpsaOBa 1a ce noaxox/1a ¢ NoBHIIEHO BHUMaHHe (BK.
Touka 4.4).

bvopeuno yepexcoane

OnUTHT NPH NALMEHTH € TEKKO OBOPEUHO yBpeK1aHe WK MPH TE€3U HA XEMOHAJIM3a € OIrPaHHYEH.
[Ipu Ta3m rpyna nauMeHTH ce npenopbyBa ynorpedara Ha TeJIMUCApTaH/aMJIOMITHH /1a CTaBa C
[MOBHILIEHO BHUMAHHWE, ThH KaTO aMJIO/IMITUH HE Ce IMaJIu3upa, a TeJIMUCAPTaH He Ce€ OTCTPaHABa OT
KpbBTa 4pe3 XeMO(UITpaLMs U He ce JHanu3upa (BxkK. cblo Touka 4.4). He ce u3nuckBa Kopurupase
Ha JI03MPOBKAaTa NpH NaLMEHTH C JIeKa 10 YMepeHa cteneH Ha ObOpeuHo yBpekK/1aHe.

Heprnoopoono yepecoare
Axresicap Jlyo € npoTHBONOKa3aH 1pH NauMeHTH ¢ TEKKO Y4epHOAPOOHO yBpexaaHe (BxkK. Touka 4.3).

[ Ipy naiMeHTH ¢ J1€KO 10 YMEPEHO YePHOAPOOHO YBpEkKaaHe, TelIMUCapTaH/aMmIIONUITUH TpsaOBa na ce
npujara ¢ BHUMaHue. 3a TeJIMMcapTaH 103MpoBKarTa He TpaOBa aa HaaBuiuaea 40 mg B
(B:K. TOuKa 4.4).

[leouampuuna nonyiayus
be3onacHocTTa M epUKACHOCTTA HA TEJIMHUCAPTAH/aMJI0IMITHH 1IpU aeua noj 18-ro
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Ca YCTAHOBCHA. Jluncear naHuu.

HauydH Ha NPHNOKEHHE
[TlepopanHo npunoXeHUe.

AxTtencap yo Moxe Aa ce npueMa cbe Wi 6e3 xpana. [Ipenopbyea ce npueMaHeTo Ha AKTENcap
Jlyo ¢ Manko KOJHYECTBO TEYHOCT.

4.3 TIpoTHBONOKA3AHHS

o CBpPLXYYBCTBHUTETHOCT KbM aKTHBHHTE BEUIECTBA, KbM AMXHWAPONMHPHAWHOBH MPOU3BOJIHHA HIH
KbM HIKOE OT NOMOLUHHTE BEUIECTBA, U3OPOEHH B TOUKa 6.1

BTopn ¥ TpeTH TpUMECTBLP OT OpeMeHHOCTTa (BX. TOUKH 4.4 1 4.6)

JKabuHK OOCTPYKTHBHH HapyLIEHHS U TEXKO YepHOAPOOHO YBpeXKaaHe

Lok (BKIFOUHTENHO KapAMOTEHEH LLIOK)

OOcTpyKUMA Ha H3XOAALLIMA TPAKT HA JiSBATA kKamepa (HalpUMep BUCOKOCTENEHHA a0pTHA
CTEHO3a) |

° XeMOaWHAMKWYHO HecTabunHa chpieyHa HeAOCTaTBHHOCT cnej ocThbp HH(APKT Ha MHOKap/a

e & & 9

ConbreTBalnata ynorpeba na tenMucapTaH/aMnoAHNUH € alHCKHPEH-CHALPAKALUIHN JIEKAPCTREHH
MPOAYKTH € MPOTHBOMOKA3aHa NPH NMALIMEHTH CbC 3axapeH auadetr unu 6ub6peuno yspexaane (GFR
< 60 ml/min/1,73 m?) (Bx. Toukn 4.5 u 5.1).

44 CneuHanum npenynpemennn H npeAna3HH MEPKH NpH ynorpeda

bpemenHocT
1o BpeMe Ha OpemeHHOCT He TpaOBa Oa ce 3ano4yea Tepanus ¢ asroteHsdH 11 peuenropHu Gnokepu.

(OCBEH KOraTo npoAb/DKaBaHETO Ha TepanuAaTa ¢ aHrHoteHsud |l peuentopHu 6aokepu ce cmaTa 3a
HaJlI0KUTENTHO, MALHEHTKKTE, IU1aHKpalluy Aa 3abpeMenesT, TpabBa 1a NpeMHHAT Ha ANTTEPHATHBHO
AHTUXHNEPTEHIUBHO JICUEHUE, C YCTAHOBEH Npodun Ha Oe3onacHOCT NpH ynorpeda no Bpeme Ha
OpeMeHHOCT. Cnel ycTaHOBABRAHE HA OpEMEHHOCT, NEUEHHETO ¢ aHrHoTeH3uH Il peuenropun 6nokepu
TpabBa ga Obae npeycTaHOBEHO He3abaBHO, W aKo € HenechoOpa3Ho, Aa ce 3anovHe aNTepHATHBHA
Tepanua (BXK. To4kH 4.3 1 4.6).

YepHoapobHo yepexcaaHe
TenMucapTal ce eMMMUHHPA NOYTH HILANO Ype3 *TbuKaTa. [IpU nauMeHTHTE ¢ OOCTPYKTHBHH
HTBYHH 3a00NABaHAS HWIH YEPHOAPOOHA HEAOCTATHHHOCT MOKE Aa C€ OYAKBa MOHKEH KIHPBHC.

[loNyKMBOTHT HA AMJIOAUIHA € YABKEH H CTOHHOCTHTE HA AUC ca no-BHCOKH NpH NMaLKeHTH ¢
HapylleHa YepHOApoOHa (PyHKLHS, KaTO HE Ca YCTAaHOBEHH MPENOPHKH 3a Jo3ara. [1o Tasu npuunHa
NeYeHHETO C aMJIOJIMIKUH TPAOBa 1a 3anouHe ¢ 1032 B A0JHWA Kpaii Ha J030BHA HHTEPBal H Ja ce
NOAX0%KAa ¢ MOBUIHEHO BHUMAHKE KAKTO MPH 3an04BaHE Ha JIECYEHHETO, TaKa U NIPH yBEIHYABAHE Ha
ao3ara. .

ETo 3a110 npyn Te3W NauMUEHTH TEIMHUCAPTAH/aMIIOAUNHMH TpAOBa Na ce NMpuara ¢ NOBULICHO
BHUMAHHE,

PeHoBacKy1apHa XHNIEPTOHHA

Korato nauMeHTH ¢ ABYyCTPaHHA CT€HO3a Ha OBOpeuHa apTepud UM CTEHO3a Ha ApTEPHA Ha
eIUHCTBEeH PyHKUMOHUpaLll OBOpek, ca JeKyBaHH ¢ NeKapPCTBEHU MPOAYKTH, KOMTO 3aCATaT PeHHH-
aHrHOoTeH3HH-anaocTepoHosara cuctema (PAAC), cblilecTBYBa NOBULIEH PUCK OT TEXKKa XHMNOTOHHUA H

0bOpeUHO yBpexKIaHe.

bubpeuHo yBpexnaHe U TpaHCIUIaHTauusa Ha OB0pek
Koraro TenMucapran/aMia0iMnMH ce€ H3MOM3Ba 3a JEYEHHE Ha NallHeHTH ¢ HapyllieHa
¢yHKUMA, ce NMpenOpbUuBa NEPUOANYHO NPOC/IEAABAHE HA CEPYMHHTE HHBA Ha KanuH
Hsama OnUT OTHOCHO NMPHIOKEHHETO HA TENMUCAPTAH/aMITIOIUNHH NPH NAUHEHTH Cb
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TpaHCIUIaHTallHA Ha 6'1:6]3&]{. TWMHC&]J’I‘HH HC CC OTCTPpaHABA OT KPpbBTA YpC3 xemucbm*rpaum H HE CC
AHANIU3KHPA, 4 AaMJIOHITHH HE CC 1HaNTH3HPa.

[lauMeHTH ¢ XHNOBOJEMHA W/ WM H3YEPNBAHE HA HATPHA

[Tpu naLMeHTH ¢ XHIOBOJEMHA H/HITH W3YEPNBAHE HA HATPHSA, HAaNIpUMeED nopa,tm MHTCH3HBHA
AMYDPETHYHA Tepanus, HaMaJleH IPHEM Ha COJTH NOpajiM AKETa, AHApHA WIH NOBPLLIAHE, MOXE Ja
Bb3HHKHE CHMMITOMATHYHA XHNOTOHUSA, 0cobeHO cel MbpBaTa 103a. TakHBa ChbCTOAHHA TpAORa Na
ObAaT APEeOqONEHHU NPEeAH NPHIOKEHHETO HA TENMMKCApTaH. B ciyyali Ha XUMOTOHUA BCIIGACTBUE HA
NICYEHHE C TEIMUCAPTaH/aMNOANITHH, NALUKEHTLT TPAOBa Ba Obae NOCTABEH B JIETHANO MOJOXKEHHE H,
aKo € HeoOxoauMo, Aa My Obje HanpapeHO HHTPABEHO3HO BIIMBAHE HA HOpMaJleH PU3HOIOTHY€EH
pa3TBop. Cnen ctabunusupaHe Ha KPLBHOTO HaJIAraHE IEYEHUETO MOXKE 1a Obae NPOIBIIKEHO.

IBoiino 610KKpaHe Ha peHUH-aHTHOTEH3MH-angocTepoHoBaTa cuctema (PAAC)

HUma naHHu, ye coibTeTBalnaTa yrioTpeda Ha ACE nHxuburopy, aHruoreHsuH 11 peuentopHu
OJIoKepH WIH AJIUHCKUPEH MOBHILABA PUCKA OT XHINOTOHUA, XUNEPKATHEMUS U HAMAIIABAHE HA
61Opeunara GyHKUHA (BKITIOYMTENHO ocTpa 660peuna HenoctaTteuHoCT). [lopann ToBa He ce
npenopbyBa ABoiHO OnokHpaHe Ha PAAC upe3 koMOuHupaHata ynotpeba Ha ACE HHXHOHTOpH,
auruoreHsuH Il peuentopHu 6n10Kkepy WM ANHUCKUHPEH (BXK. TOYkH 4.5 1 5.1).

AKO ce TIpelieHH, Y€ Tepanuata ¢ ABoiHo OnokupaHne € abcomoTHo Heobxoanma, ToBa TpsaOBa AacTasa
caMo noA HabMIOAEHUETO Ha CIEUMKATIHCT W MPH YECTO BHHMATEITHO fpocneasaHe Ha ObOpeunara
byHkuMa, enekTponuTyTe ¥ KpbBHOTO HanArane. ACE uHxuburopu u aHrnorensms 11 peuenropHu
Onokepu He TpAGBa 1a ce U3NOJ3BAT CHITBETCTBALONPH NALMEHTH ¢ AMabeTHa HedponaTus,

Jpyry ¢bCTOAHHA ChC CTUMYJIALIWA HA PEHHH-AaHTHOTEH3HH-ALA0CTEPOHOBATA CHCTEMA

[Tpu nauueHTHTE, YHUTO CBHIOB TOHYC H OBOpeuHa pyHKUMA 3aBUCAT Haii-Beue OT JeiHOoCTTa Ha
PeHUH-aHTHOTEH3HH-AJII0CTEPOHOBATA CUCTEMA (HANPUMEP NALMEHTH C TEXKA 3aCTOHHA ChpAcUYHa
HeJIOCTATBUHOCT WIH OCHOBHO OB0peuHo 3abonsBaHe, BKIIOYHTENIHO CTEHO3a Ha Ob0peyuHa aprepus),
JeYEHHETO C NeKaAapCTBEHH NMPOAYKTH, MOBJIUABALLHW Ta3H CUCTEME, CE CBbP3BA C OCTPA XUIIOTOHUA,
XHIMEPA30TEMMS, ONUTYPUR WIH PAAKO ¢ ocTpa 6bOpeyHa HexocTaTbUHOCT (BXK. TOUKa 4.8).

[IbpBHUEH ANTAOCTEPOHHIEM
[TaumneHTHTE ¢ NBLPBHYEH ANACCTEPOHUIBLM B OOLLIMA Cy4al HE CE MNOBIHABAT OT

AHTHXMNEPTEHIUBHUTE JIEKAPCTBEHH NPOAYKTH, JEHCTBALIM Ype3 HHXUOHpaHe Ha PEHHH-
aurdoreH3znHoBarta cuctemMa. [lopaau ToBa, ynorpebarta Ha TenMHCapTaH He ce NpenopbLUBa.

HHTecTHHANEH aHTHOEAEM |
3a KHTECTHHANIEH aHTHOEAEM Ce CHOOLLIABA TIPU MALMKEHTH, JIEKYBAHHU C aHTHOTEH3HH Il peuentophu

aHTaroHMcTH (BX. Touka 4.8). Te3n nauneHTH UMaT KOopeMHa 00/Ka, rajJcHe, NOBpPbILAHE W IHADHA.
CHUMOTOMHTE OTILYMABAT CN€/ NPCYCTAHOBABAHE HA AaHTMOTEH3HUH Il peLENTOPHUTE AHTArOHUCTH.
AKO ce JHarHOCTHLIMPa UHTECTHHAJIEH AHTHOEAEM, JICMEHUETO ¢ TEAMHKcapTan/aMnoaunus Tpsbsa na
ceé NMPEeYCTAHOBH U Aa CE€ 3aMnoyHe NOAXOAAILO HabNoAEHHE 10 MBJIHOTO OTINYMSABAHE HA CHMNITOMHTE.,

CreHo3a Ha 40pTHAaTa H MUTpAJIHATA Klalla, 060!QVKTHBHB XHHEE!EG@H‘{HH KaApAHOMHOINATHA Kakto
NMpH APYTHTE CBAOPA3UIHPABALIH CPpEACTBAa, H3UCKBA CC CNICLIHAJTHO BHHMAHHC TIPDH NMAallUCHTH,

cTpajallli OT CTEHO3a Ha a0pTHATa ¥ MUTpaJiHaTa Knana win obCTpyKTHBHA XHNEpTpoPHYHa
KapAHOMHOIATHA.

HecTabunna creHOKapAHA, OCTHP HHGAPKT HAa MUOKAp/a
Hsma naHnM B nojkpena Ha ynorpebarta Ha TeaIMHcapTaH/aMJIOAUITHH B CTyvyaid Ha HecTabunHa

CTEHOKapAHA H MO BPEMe Ha WIH B PAMKHTE Ha eJIuH MeceL Cliell NPEThPNAH HHGAPKT Ha MHOKap/a.

[lallMEHTH CBC CHPACUHHA HEAOCTATHYHOCT
B eaqHO abJarocpouHo, iauebo-KOHTPONIHPaHO H3MUATBAHE HA AMJIOAMIHH TIpU 0
chpaeuHa HeaocTaTbuHOCT (knac HI u IV no NYHA) csobuenara yectora Ha 6
BHCOKA B I'pYyNaTa Ha E4YeHHE ¢ aMJIOAMITHH, OTKOJKOTO B Ipyriata Ha auebo
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Ta3H NpHYHHA APpH NALHEHTHTE ChC CHpACUYHA HEAOCTATHHHOCT JICHCHHCTO Tpﬂﬁﬂ& Aa CC npuiara c

NMOBUILIIEHO BHUMAaHHE.
BnokepH Ha kanlMeBHTe KaHATH, BKAIOYHTEIHO aMIOAMIKH, TpAOBa Aa ce npuiarat ¢ MOBUUIEHO

BHHMAaHHUe PH NALMEHTH ChbC 3aCTOHA ChpAedHa HEAOCTATBYHOCT, ThH KaTO MOXKE 13 yBenW4ar
pHUCKa OT OBbJeLIN ChPAEYHO-CHAOBH CHOUTHA H CMBPTHOCT.

[MaumeHTH ¢ AnabeT, NeKyBaHH ¢ HHCYJIHH WIH aHTHIHAOETHYHH CPE/ICTRA
[Tpy neueHue ¢ TENIMHCAPTAH, NPH T€3H NALMEHTH MOXE 2 BL3HUKHE XHNOTIMKEMHUA. 3aTOBA NpH

Te3H NaureHTH TpAOBa Aa ce o6ChAM CHOTBETHO NPOCAENABAHE Ha HHBOTO Ha IJIKOKO3aTa B KPbBTa H
MOKE 14 CE€ HAI0KH KOPUTHpPaHe Ha 103aTa Ha UHCYJIMHA WIH Ha aHTUAMAOETHYHHTE CPEACTEA,
KOFaTo € MOKa3aHo.

XHNEPKATUEMHUA
VnoTpebarta Ha IeKapCTBEHH NPOIYKTH, KOHTO TMOBJIMABAT PEHUH-aHTHOTEH3WH-AA0CTEPOHOBATA

CHCTEMA, MOXKE 3 MPHYHHU XUNEPKATHEMHUS. XHNEPKATHEMHATA MOXe Na NMPHUYKHH CMBPT NPH
MaLMEHTH B CTAPUECKA Bb3PACT, NauueHTH ¢ 6b0peyHa Hel0CTaTLYHOCT, MALUMEHTH ¢ nHaber,
MALMEHTH Ha CHITLTCTBALLIA TEPANKA C APYrH JIEKAPCTBEHH NPOIYKTH, KOHTO MOrar Ja MOBHILAT
HMBATA HA KajiHi, W/WIK NP NALKMEHTH ¢ IPYTd CbABTCTBALIUY ChOUTHA.

[Ipeny na ce B3eMe pelileRHe 3a CHITBTCTBALLA YNOTpeda Ha IEKapCTBEHU NPOAYKTH, KOUTO MOBIHABAT
PEHHH-AHTHOTEH3HH-AIOCTEPOHOBATA CHCTEMa, TPSOBa J1a Ce NPELEHH CHOTHOLIEHHETO MNOJ13a/PUCK.
OcHoBHHUTE PUCKOBH (AKTOPH 3a Bb3HMKBAHE Ha XHIIEpKATHEMHUs, KOUTO TpAOBa [a ce B3eMaT Nnoj
BHHMAaHHe ca. |

- 3axapeH auadet, 6b0peuHo yBpexaaHe, Bb3pacT (>70 ronuuu)

- KOMOHHaLMA ¢ €JUH WIH NOBEYE ACKAPCTBEHH NMPONYKTH, KOUTO NOBNUABAT PEHHH-
aHFHOTEH3HH-AIIOCTEPOHOBATA CHCTEMA W/ MM KanWeBH foDaBky. JlekapcTBEHHTE NPOAYKTH
WJIM TEPANEBTHYHHUTE KJIACOBE NEKAPCTREHH NMPOAYKTH, KOHTO MOTaT a NMPEAH3BHKAT
XHNepKaJHeMHS, Ca 3aMECTHUTE/IH Ha CONTA, ChALPXKAILM KANHHA, KAJTHA-ChXpaHABaLIH
anypetnin, ACE unxuburtopy, anrnotensu Il peuenropin baokepH, HeCTepOHAHH
npoTusoBb3nanurenuu cpeacrea (HCIBC, Bkmouurento cenektaHn COX-2-HHXHOHTOpH),
XenapHH, HMYHOCYTIPECOPH (LMKIOCNOPHH HJIH TAKPOJIHMYC) H TPHMETOTNPHM.

- CBHITBTCTBALM CHOHTHA, B YaCTHOCT AeXHIpaTauus, OCTpa ChpAeHHa JEKOMIMEHC ALK,
MeTaOOoNIMTHA alH03a, BllollapaHe Ha 0b0peuHaTa QyHKUMS, BHE3ANMHO BJIOLIABAHE HA
CBCTOAHHETO HA OBOpelinTe (HanpuMep HHPEKUKO3HH 3a00/aBaHHs ), KICTbYHA JIH3a
(HanpUMep OCTPa HCXEMUA Ha KpaliHuk, pabaoMHONK34, rosisiMa TPaBMa).

Heobxoaumo e 1a ce NpoBekaa BHUMATENHO NPOC/ieIsaBaHe Ha CEPYMHHUA KaIHH NNPH TE3H NALHEHTH (BXK.
TOouKka 4.5).

[launeHTH B CTapYecKa Bb3pacT
[Tpy yBenHuaBaHe Ha 103aTa Ha aMJTOAMINHKH NIPH NALUEHTH B CTapyecKa Bb3pacT TpaOBa na ce

MOAXO0XIa C NOBULIEHO BHUMaHKe (BX. TOUKH 4.2 1 5.2).

HcxemmyHa 6onecT Ha ChpUETO
KakTo npH BcEKH aHTUXUNEPTEH3IUBCH JIEKAPCTBEH NPOJYKT, NPEKOMEPHROTO NMOHWKEHHE Ha KPBBHOTO

HaIAraHe NpHu NauHeHTH ¢ HICXeMUYHA KapIHOMHONATHA WIN HCXEMHUYHO ChPAEYHO-CbAOBO
3a0o0s11BaHe MOXKE N1a JoBeAe A0 UH(PAPKT Ha MHOKApA& WIH MHCYIT.

Axrencap Jlyo cpabpika HaTpuid
Bcsika TaGnerka cuabpxa no-mManko ot 1| mmol Hatpu#t (23 mg) Ha TabneTka, T.€. MOXe ’1},3

ye IPAKTHYECKH He ChALPIKA HATPHH. PSEWLW

4.5 BiauMoaelcTBHE ¢ JPYIrH JJEKAPCTBEHH NPOAYKTH H ApYTH# (pOPMH HA B3

He ca YCTAaHOBCHH B3aUMOACHCTBHA MEXY ABaTa KOMNMNOHCHTA Ha Ta3H cbnxcupaﬂa
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koMOMHALMA MO BpeMe HA KIIMHUUHHUTE U3TIHTBAHKA.

B3aMMoaeHCcTBHS, CBBP3aHM ¢ KOMOURaIMATA
He ca npoBexaaHy NpoyyBaHUsA 3a ICKAPCTBEHHTE B3aHMOIEHCTBHA.

a ce 83eme npedeuo npu convmcmeaya ynompeba

Hpyzu anmuxunepmeH3usHu 1exapcmeeHu npooyKmu
[ToHWwkaBalMAT KPBBHOTO HanATaHe edekT Ha TeIMHCAPTaH/aMNOIUITHH MOXKe J1a Obae 3aCHIEH MPH
CBIBTCTBALLA YIOTpeOa Ha APYrd aHTUXHITEPTEH3IUBHH JIEKAPCTBEHH NMPOAYKTH.

Jlexapcmeenu npooyxkmu ¢ nOMERYUANR 3a NOHUNCABAHE HA KPBLEHOMO HAIA2AHE

Ha 6a3aTa Ha papMaKoIOrH4HHTE UM CBOICTBA, MOXKE Ja C€ O4aKBa, Y€ C/IEAHHUTE JIEKAPCTBEHH
MPOAYKTH MOraT /1a 3aCWIAT XHIMOTOHHYHHTE eeKTH Ha BCHYKH AHTUXHNIEPTEH3IUBHU CPEACTBA,
BKJIIOUMTESIHO HA TO3M IeKapCTBeH NMPOAYKT, HanpuMep OawiodeH, aMHbOCTHH, HEBPONENTHLM WIH
anTHaenpecanTi. OCBeH TOBa, OPTOCTATHYHATA XWIIOTOHHMS MOXKE Aa ObJie 3aCHIEHa H OT alKoXoJl.

Kopmurxocmepouou (3a cucmemuo npuiodxcene)
HamansasaHe Ha aHTUXHNEPTEH3HBHHUA SPEKT.

BzanmoneiicTEKA, CRBP3aHH ¢ TEIMUCAPTAH

He ce npenopvusa conbmcemeawya ynompeba

Kanuii-coxpanaeauyu ouypemuyu wiu kanuesu oobasxu

Awuruorensun 11 peuentopaute abnokepH, KakbBTO € TEIMHUCAPTaH, HAMANABAT 3arydara Ha KajlHi,
NpeAXW3BUKaHa OT JuypeTHLMTe. Kanuit-chbXpaHABallWTe AUYPETHIM KaTO CNIHPOHOJIAKTOH,
ENJICPEHOH, TPHAMTEPEH WIH aMWIOPHA, KanueBHTE N00aBKH WM CbABPKALLUTE KANHi 3aMeCTHTENH
Ha COJITa MOraT Aa AOBEJAT A0 3HAYMHMTEIHO MOBHMLICHHE Ha CEpPYMHHS Kalvil. AKO € NnoKa3aHa
CBLNBLTCTBALLA YrIOTpeOa nopaad JOKYMEHTHpPaHA XUMOKAIMEMHS, Te TpAOBa a ce H3MOoI3Bar ¢
MOBHUIIEHO BHUMAHHE U € YECTO NMpOCAeasBaHe Ha CEpYMHHUS KATHH.

Jumuti |

CpoOilaBaHH ca ¢JTyuad Ha oOpaTHMH NOBHIICHHA B CEPYMHHTE KOHLEHTPALHH Ha TWTHH H
TOKCHYHOCT NPH CHITBTCTBALLO NPHJIOKEHHE Ha JIMTHIH C HHXHOUTOPH Ha AHTHOTEH3HH
KOHBEPTHpAaLIHs €H3UM, KaKTO U ¢ aHrHoTeH3uH |l peuentopHu OJ10KEpH, BRIIOYHTEIHO TEIMHCAPTAH.

AKo KoMOUHHpaHaTa ynoTtpeba ce okaxe Heobxonuma, ce NpenopbLYBa BHUMATETHONPOCAEAABAHE HA
. CEPYMHHTE HUBA Ha JIUTHA.

J{pyzu anmuxunepmeH3u6Hu cpeocmea, 0elcmeauyu Ha PEHUR-AH2UOMENIUR-AT00CMEPOHO8ama
cucmema (PAAC)

JlaHHH OT KIMHHAYHHA NPOYYBaHWA MNOKA3BAT, 4e ABOHHOTO O1OKHpaHe Ha peHUH-AaHTHOTEeH3UH-
anpocreponorara cucrema (PAAC) ypes komOGunupanara ynorpeba va ACE unxuburops,
aHruoTeH3uH Il peuentopHn 610KepH WM ATHCKUPEH CE CBBP3Ba C M0-BUCOKA YECTOTA Ha HEXKE1aHH
cLOWTHA, KaTO HAMPHUMEP XMINIOTOHHS, XHUTIEPKANHEMUA M HaManaBaHe Ha 6nOpeuHara QyHKUMA
(BKUTIOUHTENHO OcTpa 6L0peuHa HeAOCTaTHLYHOCT), B CPABHEHHUE € ynorpedaTa caMo Ha eJHO
cpeactso, aAeiicTeawo sbpxy PAAC (Bx. Toukn 4.3, 4.4 u 5.1).

Convmemeaiga ynompea, Usuckeauia NOBUUICHO BHUMAHUE

Hecmepouonu npomusogvnarumennu cpeocmsda
HCIIBC (T.e. alleTHICATMUWIOBA KHCEIIHHA B NMPOTHBOBL3NAIUTENHH A03H, COX-2
HecenekTueHu HCTIBC) Morar a HaManaT aHTHXHNEPTEH3KBHUSA €(EKT Ha aHTHO

pELENTOPHHTE ONOKEPH.
[Tpy HaKOM NauMeHTH ¢ HapylleHa OLOpeuHa ¢pyHKIMA (HanprUMep TalMEHTH ¢ AeX
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MalHeHTH B CTAPYECKA Bb3PacT ¢ HapylleHa 0b0peyHa PyHKUMA), € AHOBPEMEHHOTO MPUNOKEHHE Ha
aHruoreH3uH Il peuenTopHn 6nokepy M 1€KapCTBEHH NPOAYKTH, KOMTO HHXHOUpAT
HMKJIOOKCHTEHa3aTa, MOXKe Ja HMa KaTo pe3y/ITarT o-HaTaThlUHO BioliaBaHe Ha 6n0peuHara
GyHKUMS, BKIKOYUTENHO Bb3MOXHA OCTpa Ob0peuHa HeAOCTATHEHHOCT, KOETO OOUKHOBEHO €
obpaTumo. 3aToBa, KoMOHHauMaTa TpaOBa Aa ce Mpwiara ¢ NOBHIIEHO BHUMAaHWE, 0CODEHO NpH
NMalMUEHTH B cTapuecka Bb3pacT. [TaunenTuTe Tpabpa na 6vaar agekBaTHO XMAPATHPAHH, KATO NoA
BHUMaHHe TpAOBa Ja ce B3eMe U npociieasBaHeTo Ha OvOpevHaTa QyHKuUMA cnea 3anouBaHE Ha
CBIBTCTBALLATA TEPANHA W NEPHOAHYHO CIIEA TOBA. |

Pamunpun
B enHo M3NWTBAHE, €AHOBPEMEHHOTO MPHIOKEHHE HA TEJIMUCAPTAH H PAMHIIPHUN € I0BENO A0 2,5
kpatHo nosuieHue B AUC0-24 u C,,,, Ha paMunpun ¥ paMunpunat. KnMHuuHaTa 3Ha4MMOCT Ha TOBA

HabaIeHHe He € H3BECTHA.

Cwnvmcmeawa ynompeba, xoamo mpabea 0a ce uma npeosuo

Huzoxcun
Koraro TenMmucaprat ce npuiara €i{HOBpEMEHHO C JMrOKCHH, ce HabnioaaBa rnoBUillaBaHe Ha

MeIHaHaTa Ha nukoeaTa (49 %) U nali-suckara (20 %) nnazmMeHa KOHUEHTpaUuMsa Ha AWroKcHH. [ipu
3a[I0UBaHE HA JICUCHHE, NPHA KOPUTHPAHE HA 103aTa ANH NMPH NMpeKpaTaABaHe Ha NpHeMa Ha
TenMUcapTaH TpdaOBa 1a ce NpOCNEAABAT HABATA HA AMIOKCHH, 3a 13 € NOAALPIKAT B TCPANEBTUUHHA
MHTEPBAI. |

B3auMoaeHcTBRUSA, CBbpP3daHH C aMJIOANUITHH

Convmcmeaguia ynompeba, usuckeaiya noGUMEHO BHUMAHUE

Huxubumopu na CYP3A4

CenbTeTBamAaTa YNnoTpeda Ha aMAOAUIINH CbC CHITHH WK YMEPEHH CYP3 A4 nuxuOHuTOpH (npoTeasHu
MHXHOUTOPH, a30JJ0BH aHTUMHUKOTHLIY, MAKPONIUAHN KaTo EPUTPOMHLIMH WK KIAPHTPOMHLMKH,
BE€panaMuI WK JWITHA3EM) MOXE 1a MPpeAN3BUKA 3HAYUTENTHO YBE/IHUABAHE HA EKCIIO3HLIMATA HA |
aMJIOJAMTIMH, KOETO Ja AOBEAE 10 YBEIUUYEH PUCK OT XHITOTOHHA. KnMHMYHATA TpaHCNaUMs HA TE3H
(hapMaKOKHHETHUYHH BAPHALIMH MOXKE A2 € MO-Uu3pa3eHa NpH NaLKWeHTHTE B CTapuecKa Bb3pact. Tosa
MOKE Jla HATOXKH KJIIHHWYHO NPOCIICAABaHE H KOPUTHPaHe Ha [03aTa.

Huoyxkmopu na CYP3A4

[Tpn eaHoBpeMeHHO NpWIOKEHHE Ha H3BeCTHH HHOYKTOPH Ha CYP3A4 nnazmeHaTa KOBUEHTpaL1sa Ha
aMJIOOHNUH MOXe Aa Bapupa. Ilopaan ToBa KpLBHOTO HandraHe Tpadsa na ce npocneassa M na ce
OOMHCIIH peryJiMpaHe Ha Jo3aTa KakTo No BpeMe, Taka U ciel ChTbTCTBALLO MEAUKAMEHTO3HO
AeueHHue, 0cobeHo cbe CHIHU CYP3 A4 uHAYKTOpH (HANpUMEpP pHPaMNHLIMK, XXBIAT KAHTAPHOH).

Hanmponen (ungyzusn)
[1pu XKHUBOTHH, Clie] NPWIOKEHHE HA BEpanaMuil M HHTPaABEHO3EH JaHTPOJEH, ca HabnoaaBaHy

neranHa kamepHa GHOpHIaLUg U CHPACHHO-CHAOR KOJAMNC BBB Bpb3Ka ¢ Xxunepkanuemusa. [lopaan
PMCK OT XMNEPKAJIHEMHA € TIPENOPBYHTENHO 1a ¢€ H30Arsa eTHOBPEMEHHOTO NPUIOKEHUE HA
ONOKEPH Ha KANILIMEBUTE KaHAJIH, KaTO aMJIOJHIMUH, NPY NALMEHTH, CKJIIOHHH KbM J10Ka4Y€CTBEHA
XHITEPTEPMHSA, KAKTO W MPH OBNA/IABAHETO Ha 3/I0KAYECTBEHA XHIEPTEPMHS.

I'peungpym u cox om 2petinghpym
[TpunoxxeHueTo Ha aMJIOIUNIWH C TPeNdpPYT WIH COK OT rpeHndpyT He Ce NPENOpbHYBa, ;u»j‘:iﬂlﬂa'l'c:r1'1f;u¢|i
HSKOH MAalMEHTH OMOHATHYHOCTTA MOXeE Jla ce YBeJIHYH, KOeTOo a AoBeJe AO YBe/HYa

e(lJeKTHTE Ha NOHHXKABAHC HA KPbBHOTO HANAraHeE.

Cunvmemeauya ynompeba, kosmo mpabea 0d ce uma npedeud
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Taxkporumyc

MMa puck OT yBeJIHMEHHE HA HUBATA HA TAKPOIMMYC B KPbBTa T1PH €AHOBPEMEHHO TIPHJIOKEHHE C
aMJIOJHIHH, BBMNPEKH Y€ GPapMaAKOKHHETHUHHAT MEXaHH3BM HA TOBA B3AHMOACHCTBHE HE € HAITBAHO
M3ACHEH. 33 Aa ce H30erHe TOKCHYHOCT Ha TAKPONHMYC, MPWIOKEHHETO Ha aMJIOAMITHH ITPH NALIMEHT,
JIEKYBaH ¢ TAKPOJIMMYC, H3UCKBA NPOC/IEASBaHE HA HUBATA Ha TAKPONHMYC B KPBBTA H CLOTBETHO
KOPHIHpaHe Ha 103aTa TAKPOJIHUMYC NpH HEOOXOAHUMOCT.

Luxnocnopun

He ca nposexaaHy NMpoy4YBaHKMs 32 B3aUMOAEHCTBHATA ¢ LIMKJIOCNIOPUH W aMNOAOCIHH MPH 31paBH
A0GPOBONLM WIH APYTH NMOMyNAalHH, ¢ U3K/IIOUEHHE HA NalMEeHTHTE ¢ OBOpeUuHa TpaHCIaHTalks, Ipy
KOHTO € HabnAaBaHO NpOMAHATa Ha Hali-HMCKAaTa KOHLICHTPALIMA HA LMKJIOCNOPHH Ja ce NoBHIlasa
(cpeano 0-40 %). Cneapa aa ce Ma npeaBHA NpociiedBaHe Ha HHBaTa Ha UHKJIOCTIOPHH NpH
nauueHTHTe ¢ 60peuHa TPaHCIIAHTALMA, IEKYBAHH ¢ aMNOAKIIHH, H 1a Ce NPABAT HAMANABAHHSA Ha
N03aTa Ha UHKJIOCTIOPHH MPH HEOOXOAUMOCT,

Huxubumopu na npuyeanun 3a panamuyuy ensum npu 6ozaunuyu (mTOR)
mTOR uHXHOHTOPH KaTO CHPONUMYC, TEMCHpOIHMYC H eBeponumyc ca CYP3A cyberpatw.
AmnoaunuH e cnab CYP3A uuxuturop. [Ipu cemprerraiilo npunoxkende Ha mTOR unxuburopn,

aMNOAMIMHH MOXe Aa YBENHIH ekcno3uimaTa Ha mTOR unxnburopure.

Cumsacmamun
EasoBpemMeHHOTO MHOTOKpaTHO npuioxkenne Ha 10 mg amnoaunun ¢ 80 mg cuMBacTaTHH BOJH 10
yBEJHUYEHHE HA eKCNO3HLIMATA Ha CHMBAacTaTuH 1o 77 %, B cpaBHEHHE CbC CHMBACTaTHH, NMPHIOXKEH

CAMOCTOATENHO. 3aTOBA, NPH NALUEHTH, NPHEMAILH aMIOAHNHH, € HEODXOOHMO [a CE OrPaHHYH
103aTa CUMBAcCTaTHH 10 20 mg AHEBHO.

4.6 @epraanTeT, 6pEeMEEHOCT H KbpPMEHE

bpeMeHHOCT
HMa orpaHnyenu JaHHHM OT ynoTpebara Ha TenMHCcapTaH/aM104MNUWH NpH OpeMeHHH xKeHU. He ca

NpOBEXKJaHH MPOYUBAHUA C TEJIMHCAPTAH/AMJIOJIUITHH 33 PENPOAYKTHBHATA TOKCUYHOCT NPH
YKUBOTHH.

Teamucapman

He ce npenopbuBa ynorpebaTa Ha aHruoTeH3uH Il peuentopau On10kepH no BpeMe Ha NbPBHA
TPUMECTHP OT OpeMeHHOCTTa (BXK. Touka 4.4). Ynorpebara Ha anruoteHsuH Il penenroptu Giiokepu €
MPOTHBOMOKA3aHAa MO BpEME Ha BTOPHSA H TPEeTUA TPUMECTHP OT OpeMeHHOCTTa (BK.TOYKA 4.3 H TOYKA
4.4).

[TpoyuyBaHMATa ¢ TENMHUCAPTaH NMPH )XUBOTHH MOKA3BAT PENPOLYKTUBHA TOKCHYHOCT (BX. TOUKA 5.3).

EnuaeMHOAOrMUHKTE JaHHH 33 PHCKA OT TEPATOreHHOCT cie excno3nums Ha ACE nHxubuTopn npes
NBPBUA TPHMECTHP Ha OpeMeHHocTTa He ca ybeautenHy. Bee nak, He MoXe 1a C€ M3KNOUH ¢1abo
MOBHILIEHHE HA pucka. JloKaTo NUNCBAT JaHHH OT KOHTPOJIMPAHO €NMUAEMHOJIOTHYHO H3CENBaHE 32
pUCKa OT AelcTBHETO Ha aHrHoTeH3HH Il peuenTopHH 610KEPH, 3a TO3H Kilac JIEKAPCTBEHH MPOLYKTH
TaKHBa PHCKOBE Moxe Aa HMa. OcBeH KOraTto NpoSwDKABAHETO Ha JIeYeHHE C aHTHOTEeH3KH I
peLenToOpHH OJIOKEPH CE CUMTA 32 HANIOXKUTENHO, MALMEHTKUTE, KOUTO [UIAHWPATIa 3a0peMeHEAT,
TpaOBa 1a NPeMHHAT Ha ATTEPHATUBHO AHTHXHMIIEPTEH3UBHO JICUEHHE, KOETO € C YCTAaHOBEH Mpodun
Ha GezonacHocT NpH ynoTpe6a 1o BpeMe Ha 6peMeHHOCT. KoraTo ce yCTaHOBH OpEMEHHOCT, ——

Bbh3IMOXKHO, Ja C€ 3al04YHC ANITCPHATUBHO JICHEHHCL.

H3BecTHO €, ye eKkcno3HumaTa KbM aHruoTeH3uH Il peuentopHu OnokepH no spem
TPETHS TPHUMECTHP HHAYLHPaA HETOTOKCHUHOCT NMpH Xopa (noHuwkeHa ObOpeyHa ¢
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HaMaABaHe HA aMHHOTUYHATA TEYHOCT, 3abaBsaHe ocudUKaLMATa Ha Yepena) N HEOHaTanHa
TOKCHUYHOCT (61LOpeyHa HEOOCTATHLYHOCT, XHITOTOHUSA, XHTIEpKanHeMHus) (Bx. Touka 3.3).

[Tpy ekcno3uumrs Ha aHrHoteHsuH 1l peuenropuu 610kepH No BpeMe Ha BTOPHA TPHMECTBP Ha
GpeMeHHOCTTa, C€ NMPENOpPbYBa H3RLPLIBAHE HA YITPa3BYKOB npernea Ha 6u0peynata GyHKUMS U

yepena.
Kbpmauerata, yHHTO Maiiky ca npuemany aHrioteHsuH Il peuentophu 6nokepu, Tpadea na 6naat

BHUMATEJIHO HAOMOOaBaHH 32 NOIBa Ha XMMOTOHHA (BXK. TOUKH 4.3 1 4.4).

Amnoounur

BeionacHOCTTa Ha aMAOLUNKH 1O BpeMe Ha OPEMEHHOCT TNPHY XOpa Bee Ollle He € YCTAHOBEHaA.
B npoyuBaHnnsa npH kHBOTHH € HaOMOAaBaHa penpolyKTHBHA TOKCHYHOCT IIPH BUCOKH J103H (BiK.
TouKa 5.3).

KnpMeHe

AMJIOJHUITHH Ce eKCKpeTHpa B KbpMara. HacTra OT A03aTa Ha MaikaTa, NoJy4YeHa OT KbpMaueTo, €
H34YHCJIEHa ¢ HHTEPKBapTHIEH auana3oH 3-7 %, ¢ MmakcumMyMm 15 %. EdexkTsT Ha aMIIOAHNIHH BHPXY
KbpPMA4ETATa € HEU3BECTEH.

[lopanmu TOBa, Ye JIMNCBA HHGOPMALIMA OTHOCHO yrioTpedaTa Ha TeJIMHCApPTaH B IIepHOAA Ha KbpMEHE,
ynorpebara Ha TENIMHCApPTaH/aMJIOAMIIHH HE Ce MPENOPBHYBA; 34 NPEANOYHTAHE € [1a C€ NPHUCTHITH KbM
a/ITEPHATHBHO JieueHHe ¢ AoKa3aH npogun Ha 6€301acHOCT N0 BpeMe Ha KbpMEHE, OCOOEHO KOraTo ce
KbPMH HOBOPOLCHO HJIH HeloHOCEeHO Oebe.

DepTUIUTET
JIMNCBAT JaHHM OT KOHTPOJIMPaHH KNWHHYHH MTPOY4YBaHUA ¢ PrkcHpaHaTa 1030Ba KOMOHMHALUA WM C

BCEKH OT KOMAOHEHTHTE MOOTAEHO.
He ca nporexnaHu OTAENHH NpOyUYBaHHA 3a PENPOAYKTHBHA TOKCHYHOCT C KOMOHHaUHATA OT

TEJIMUCAPTaH H aMJIOJAHIIHH.

B npeaxiMHnuHHM NpoyysaHHs He ca HaGmoaasaHW edekTH Ha TENMHUCapTaH BbpXy pepTHNHTETa NPH
MBIKKH W 2KEHCKH XKUBOTHHU.

[1pu HAKOW NaUMEHTH, JIeKYBaHH ¢ O10OKEPH Ha KalLHMEBHTE KaHanu, ce chodlliaBa 3a oOpaTHMH
6HOXMMHUYHHK MPOMEHU B rJlaBaTa Ha cnepMaTto3onanTe. KnMBHYHUTE JaHHHW 33 MOTEHLMANHUA eeKT
Ha aMJIOJMITHH BbPXY OEPTHIMTETA €a HEAOCTATHYHHU. B €1HO npoyyBaHe NpH IUTBXO0BE ca
YCTaHOBEHH HEXeNaHH eekTH BbPXY GepTUINTETA NPH MBXKHTE (BXK. TOUKa 5.3).

4.7 EdexTn BbpXY cnocobHoCcTTa 32 IIOPHPAHE # PAa0OTA ¢ MAILIHHMK

AxTencap Jlyo noBniusBa B yMepeHa CTeneH cnocoOHOCTTa 3a WogHpaHe U paborta ¢ Mawvay. [1pu
ynpaBieHHe Ha MPEBO3HH Cpe/ICTBa Ui paboTa ¢ MalIMHK TPAOBa 1a ce UMa NpeABUL, Y€ NpH
NpoBeXKIaHEe Ha AaHTUXHNIEPTEH3UBHA TEpanus, MOHAKOra MOXKe 1a HaCTbNH CHHKOMN, CHHIHBOCT,

3aMasHOCT WIH CBETOBBbPTEXK (Bxk. Touka 4.8). IIpn noasa Ha Te3n Hexke/1aHK peakutH, € HeoOXoanMo
Na ce W30AreaT NOTEHUHANTHO ONACHH AeHHOCTH KaTo wodgHpaHe wid padoTa ¢ MallMKU.

4.8 HekeNaHH IEKAPCTBEHH PEAKIHE

O6061ieHne Ha npoduna Ha 6e30N1acHOCT

Hati-uectrTe HeXKeNnaHH JIEKAPCTBEHH PeaKLIMH BKNIOYBAT 3aMasHOCT U NepUPEPEH OTOK. B peikH
cJydyad MoXe J1a Bb3HHUKHe cepHo3eH CHHKoN (no-Masnko ot 1 cay4aid Ha 1 000 nauHeW

C1o6liteHHTe 10 MOMEHTA HeXKeNlaHH peakUHH, OTHACAILH Ce 0 HAKOH OT KOMIO
(TenMHCApTAH WM aMIIOAMNIKH), MOraT Ja OBbAaT NOTEHLIHATIHHA HEXEJIAHH peak
Jlyo, nopu ako He ¢a Habno1aBaHH B KITMHHYHH NMPOYUBAHHSA HJIH 110 BPEME Ha 11
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NEPHOA.

CriMchK Ha HeXKeNaHHWTE PeaklMK B TaONHYEH BHA

Be3zonacHOCTTa W MOHOCHMOCTTA Ha pedepeHTHHA JIEKAPCTBEH NMPORYKT ChABPKalll
TeJIMHUCAPTAH/aMJIOONNKH Ca OLEHEHH B NET KOHTPOIHPAHH KIMHHYHU NpoyyBaHHs ¢ Haa 3 500
nauueHTH, Haxa 2 500 oT KOWTO ca nNpUeManH TeIMHCApPTaH B KOMOHHAUMA CaMIOAKITHH.

Hexenanute peakuuu ca rpynupaHy cnopea 4eCToTaTa Ha Bb3HHKBaHe, CbrAacHO CeIHATA
KOHBeH1HA: MEOTo yecTH (>1/10); yect (>1/100 po <1/10); Heuectn (=1/1 000 xo <1/100); peaku
(>1/10 000 no <1/1 000); mroro penku (<1/10 000), c Hen3BecTHA 4eCTOTA (OT HATHYHUTE AHHH He
MOXe aa Oblie HanpaBeHa OLEHKa).

Bt BcAka rpyna no YecToTa HexeNaHHTE peakuuy €a NpEeACTaBEHH B HU3XOAMIL pell O OTHOLIEHHE
Ha TAXHATa CEPHO3HOCT.

ICucremo-opranen kaac[Pedepenten nexapersen [Teamucapran AMAOTHBHE
NPOAYKT ChAbPAKALI
TEAMHCAPTAH/AMJAOAHNAH
\Hnghexuuu u unpecmayuu

HeuecTH HpeKUUA Ha TOPHUTE
XaTEIHHITBTHILA,
IBKJIOUYHTETHO
KPAPHHTUT H CHHY3HT,
~ MHDexknuaHa
MUKOYHUTE NBTHULLA,
IBKTIOYHTEHO LIMCTHT

Penku IIACTHUT ICENCHUC, BKITIOMHUTENHO
cneraneH wixon'

Hapyuienus Ha Kppema u 1umpnama cucmema

HeuecTy hﬂemuﬂ
Penku TpOMGOLIMTONEHHS,
€O3UHODHIIHS
MHoro peakH JI€BKOLIUTONEHMNA,
TpomMboLMTONEHHS
Hapywenusn na umynnama cucmema
Penxu | k‘Bp’bX‘-l}/BCTBHTEJI HOCT
L aHaUNaKTHYHA
peakLus
MHoro peaku CBPBXYYBCTBHTETHOCT

Hapyuwsenun na Memabonuzma u Xxpanenemo

HeuecTH XUMEePKATHEMHUS
Peaku noraMkeMusa (npu
MaLKeHTH ¢ AHader),
XMMOHATPUEMHS
MHoOro pegkH
UIcuxuunu HapyuieHun
10
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Heuecty pOMAHA HA
- aCTPOCHHETO
Peakn enpecHi, 6€3M0KOMHCTBO, lo6BpKaHOCT
€3CBHHHE |
\Hapywenun na nepenama cucmema
HecTH BaMasgHOCT -
HeuecTH CBHIMBOCT, MHIPEHA, RaMasHOCT
rnapodonue, napecTesni
Penxn CHHKOM, NepudepHa
HEBPOMATUA, XUITOECTEIHA,
HCTeY3Hs, TPEMOP
MHOro peak EKCTpanvupaMuieH
CHHAPOM, XHNEPTOHHA

Hagpmeum Ha ouume

HecTu bpmenﬂu CMYLLIEHHUA
(BKJIIOYHTEAHO
IMUIIONHA)

HeuecTH HapylIeHHe Ha
BPEHHETO

Peaku BPUTE/IHUA CMYILUECHHS

\Hapywenua na yxomo u 1abupunma

HeuecTn ICBBTOB’pre}K THHHUTYC

|Copoeunu napyuienun

Heuectn Bpannkapaus, nannUTauMK

Penku [TaxuKapaAuA

MHoro peaku

MHGAapKT HAa MHOKapAa,
APUTMHSA, KAMEpPHA
TaXHKapaH1,
NpeAChPAHO MBXKIEHE

Cvooeu napywenun
HeuecTH XANOTOHMA, OPTOCTAaTHYHA
XHNOTOHHA, 3aU€pBABaHE Ha
nuueTo
MHOro peaku BACKYJIHT

Pecnupamopru, ZPyORU U MEOUACMUHARU HAPYW EHUA

HeuecTH KaLLLTHLA IMCTIHE A
MHoro peaku MHTEPCTULIHATHA
benoapobHa Gonect’

DEM6E12/001-002/1A/005/G
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[Cmomawuno-upeeiu Hapyutenus

YecTn TPOMAHA B PUTHEMAHA
M3XOXKAaHe
( BKJIIOUMTENIHO AMapHs
W 3areK)
HeuecTH labnoMuHanHa OoJka, KbnaTyneHLus
\IHapHa, raaeHe
Penku MNOBPBIUAHE, TMHTHBAJIHA  |CTOMAIUCH
XUNEPTPOPHUs, JUCTIENCUS, |[MUCKOMOOpPT
CYX0Ta ByCTaTa
MHOro peaku NAHKPEATHT, TACTPHT
Xenamobuauapnu HapyweHua
Penku HapyIleHA
uepHoaApoOHadYHKLNA,
MepHOAPOOHO
HapymeHHe’
MHOro peaku XETIATHT, HKBIITEeHHLIR,
MOBHLIEHN HUBA HA
YEPHOAPOOHUTE
EH3UMH (OCODEHO NpH
XoJjecrasa)
\Hapyuienun na Koxcama u noOKoMdcHama nroKan
Heuectn [IPYPHUTYC XUNEPXHApPO3a Koconap, nypIypa,
MpOMSAHA B [IBETA HA
KOKaTa, XHNepXuaposa
Penku €K3eMa, epHTEMa, OOpHB  [aHTHOEaEeM
KBKJTFOUHTEHO €
lieTaneH u3xon),
NIEKapCTBEH OOpMB,
TOKCHYEH KOKEH
0OpHB, ypTHKapus
MHOro peaxu AHCHOENEM, epuTEMa
MYATHHOPME,
pTHKapHs,
gxccl)on MATHBECH

NepMaTHT, CHHAPOM Ha
IStevens-Johnson,

IC HEH3BECTHA YEeCTOTA

DE/M/BI12/001-002/1A/0056/C
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Hapywenus na MycKyano-cKkelemuama cucmema u CoveOuRUMeTHaMa nroKan

YecTH INOlyBaHe Ha TAE3EHHUTE
HedecTH [APTPANTHd, MYCKYJIHH
Na3MH (KpaMIlH B KpakaTa),
,:IHHJ'H"HH
Penkn Gonka B rupba, Gonka B 0OJIKa B CYXOXKHIIHE

KpaHnuk (bonka B kpaka) tnamﬁun Ha TeHAHHHUT

UMITTOMM )

Hapywenun na ov6peyume u nuxounume mvmunia

MHKOYHA KHCEJIMHA B KPLBTA

HeuecTn 616peuHo yBpexnaHe, [HapylleHHe Ha
[BKJIIOUYHTEHO OCTpa PHHHUPAHETO, YECTO
b1Opeyna pHHHUpaHe
HENOCTATBYHOCT

Penkwn HOLIHO YPHHHpaHe

\Hapywenun na evanpouszsodumennama cucmema u 2epoama

HeuecTH EpeKTIWIHA AUC)YHKLRS MMHEKOMAaCTHA

Ob6uiu Hapymernun u edhexmu Ha MACMOMO Ha NPUROICEHUE

YecTh ]ngpuq:»epeu OTOK

Heuectn ACTeHHA, IpbaHa Donka, ooska

[yMOpa, OTOK

Penku HEpa3noNoKEHHE IrpunonoaobHo
pabonspane

\H3cnedeanun

Heuectn NMOBHIIEHH HWBA Ha MOBMILEHH HHBA Ha TOBHILEHO TETNO,

YEePHOAPODHUTE EH3HUMH KPCaTHHHH B KPbBTA  [IOHWIKEHO TErJ0

Peakn NMOBHLUECHHX HUBA Ha MOBHIIEHN HUBA HA

KpeaTHH gocPhokHHaza

B KpbBTa, MOHHKEHH

HHABA Ha XeMOr100MH

': HexxenaHara peakuus Moxe na 6nae OTKPHTa CITy4aHHO KM /1a € Bb3HHKHAJIA B PE3yJITaT Ha
HECH3BECTEH 10 MOMEHTa MEXaHU3BM

*: TloBeueTo ciiyuan Ha HapyweHa 4epHOAPOOHa PyHKIMA/ MePHOAPOGHO HapyLIeHME, YCTaHOBEHHNPH
MOCTMAPKETHHIOBUA ONHT ¢ TEAMUCAPTaH, Ca Bb3HUKHAJIK NPH ANOHCKH NalHeHTH. Te3u Hexxenauu

JIEKApCTBCHH PEAKLIMH € MO-BEPOSATHO J1a Bb3HHKHAT MPH ANOHCKH MaLMeHTH.
* OT NOCTMapPKETHHIOBHS! OIUT C TENIMUCAPTAH M2 CLOOLIEHH ClTyYad Ha MHTEPCTHLIMAIHA
benoapobxa Gonect (MpeaUMHO MHTEpCTHLMATHA H €03HHO(HITHA ITHEBMOHHS ).

Onucanune Ha H3GpaHK HExenaHH peaKLHH

CbobuieHn ca ciryyau Ha HHTECTHHANIEH aHIFHOEIEM cel ynorpeba Ha anruoreH

aHTaroHUCTH (BXK. Touka 4.4).

DE/M/6Q12/001-0021A005/G
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CpolliaBaHe Ha N0/103UPAHNA HEXKENAHH PEAKLIHH

CohoOLuaBaHeTO Ha MOA03HUPAHHN HEXKENIAHH peaKLWU cilell pa3peluaBaHle 3a ynotpeba Ha JIeKapCTBEeHMS
MPORYKT € BaKHO. TOBa N03BOJiABa Aa NMPOABLJKA HaOIOEHHETO HA CHOTHOILEHHUETO MO/I3a/PHCK 34
NeKapcTBEHUA NpoAYKT. OT MEAULHHCKUTE CHIELIMANTHCTH ce H3HCKBa Aa ChOoOLIABAT BCAKA
MOAO3HpPaHa HEXeENaHa peaklns Ype3 U3mbanuTenHa areHuus no aekapcreara, yi. ,.Jlaman [pyep” No
8, 1303 Cobus, ren.: +359 2 8903417, yebeaiir: www.bda.bg.

4.9 IlpeaosHpane

CUMIITOMMU
[IpU3HauMTe ¥ CHMIITOMHTE 32 NMPEAO3HUPAHE CE OYAKBA 1A ¢ NpOABAT NoA (GopMaTa Ha 3aCHIEHH

(papmakonornuny edextH. Hali-sakHUTe NposBH Ha npeao3npaHe ¢ TeAMHCapTaH ce O4akea Aa 6baat
XMNOTOHHA W TAXHKApAHA, HMa CbOOLIEHHA U 3a OpaauKapaHs, 3aMasHOCT, MOBHILEHUE HAa HYBATA HA
CEPYMHHA KpeaTHHUH K ocTpa OBOpeuna HeroCTaThYHOCT.

[TpenosupaneTo ¢ aMIOAUIMUH MOXE Ja HMa KaTo pe3yNTaT NpekoMepHa nepudepHa Ba3oaMIaTaLu 1
€ BL3IMOXKHO J1a ¢€ NOABH pednexcHa Taxukapaus. CrobiiaBa ce 3a 3HAYHTENTHE M BEPOATHO
NPOABJDKHTEIHA CHCTEMHA XHITOTOHMA, CTHrallla A0 LIOK, BIUTIOUHTENHO LIOK, 3aBBPLIBALY C JIETANECH

H3X0A.

Hekapanorenen 6enoapoben ook ce cbolLiaBa psaKo KaTo NMocieAnLa OT NPea03HpaHe ¢
aMJIONIMITHH, KOHTO MOXKE 18 Ce NpOsBYU Che 330aBeHO Hauano Ha edekta (24-48 yaca cnen
MOrNbiNaHe) U Aa H3UCKBA H3KYCTBEHA BEHTHIALHA. PaHHHTE peaHUMaLMOHHU MEPKH (BKITIOYHTENHO
HaTOBapBaHe ¢ TEHHOCTH) 3a MOAAbPAKAHE HA nNepdy3uaTa U ChpaeuHua AeOHT MoraT Ja 6baaT
YCKOPABALUK (HaKTOPH.

JleyeHue

[laumeHTdT TpsOBa Aa ObAEC BHMMATENHO NpOCNEaABaH, a ISYEHHETO TPAOBA Ja € CHMITTOMATUYHO H
noaaspxauo. CxemMara 3a IeYECHUE 3aBHCH OT BPEMETO OT MOMEHTA Ha MOTTbIIAHE, KAKTO M OT
TEKECTTa Ha CHMNTOMHTE. IlpeanaraHuTe MepKH BKIHOYBAT NPEIH3BUKBAHE HA MOBPbILAHE H/HIH
NpOMMBKA Ha cTOMaxa. [IpH 1euenreTo Ha npeno3UpaHe KAKTO Ha TEIMMCApPTaH, Taka ¥ Ha
aMIOJHITHH, NPHUIOKEHHWETO HAa aKTHBEH BBLIJIEH MOXKE J1a € OT HoJ3a.

Husata Ha cepyMHHTE €JIEKTPOJINTH W KpeaTHHHHA TpaOBa Aa ce npocaeassar yecto. [pu
BLIHMKBAHE H& XHITOTOHHA NALMEHTHT TPAOBa fa e NOCTABH JIETHa 1O rpb6 ¢ MOBAWIHATH
KpaHHHLIM K J1a e HanpasKk OBP30 BJiMBaHE Ha conu U obeMo3amecTHTenn. Tpabea na ce 3anouxe
NOAABPXKALUO JICYCHHE.

WHTpaBeHO3HOTO BJIHBAHE HA KAaJLHER IIIOKOHAT MOXE Aa € OT Non3a 3a o0pbillaHe Ha edekTa Ha
Onokupaie Ha kanuueBHTe Kanand. B HAKkon ciyuan MOXe Aa e OT non3a aa ce HanpaBy NPOMHBKa Ha
cromaxa. [1pu 3apasy 100POBONUMNPHAOKEHHETO HR AKTHBEH BBINIEH 110 2 Yaca cliel MPWIOKEHHE Ha
10 mg amnoaunuH Nokaspa HaMaJlgBaHE Ha CKOPOCTTA Ha abcopOupMa Ha aMJIOUNHH. AMIIOAHNKUH He
C€ AHanu3upa, a TEJIMHCAPTAH HE CE OTCTPAHABA OT KPbBTA UPE3 XeMOMIITPALIMA H HE CE€ JTHATH3HNDA.

5. ®APMAKOJIOTHYHHU CBOUCTBA

5.1 <PapMaKoAHHAMHYHH cBolicTBa

(apMmakoTepanesTHyHa rpyna: CpencTra, RelicTBallli BbpXY peHUH-aHrHOTEH3MHOBATA CUCTEMA,
anrvorensuH Il peuenropuu 6noxepn (APB) u 6nokepu Ha kanuuesure kananu, ATC kon: CO9DB04..

anruoteH3uH 1] peuentopen 6a0kep (TeMUCaPTaH) U AUXUAPOTHPHANHOB BIIOKep
KaHaJIH (AaMNOAUNUH).

KoMOHHaLMATa OT Te3H BEILECTBA UMa AIHTHBEH AHTHXHIIEPTEH3HBEH e()eKT, NMOoH
HAJIAraHe B NO-rojiAMa CTeNEH, OTKONKOTO BCEKH KOMIIOHEHT, NPHIOKEH CAMOCTOSRTE
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IlpremaneTo Ha Aktencap Jlyo BeAHbK JHEBHO ePEKTMBHO M TPaiHO NOHWKABA KPbBHOTO HANANaHE
npe3 24-yacoBHA TEPANEBTHYEH N030B UHTEPBAI.

Tenmucapran

TenmucapTaH € akTHBEH NP NEpopasieH NpUeM U e cneurduuen airnorensun Il peuenropen 60kep
(Tun AT1). TeamucapTaH H3MECTBA ¢ MHOTO roaM aguHUTET aHruoteHsHH Il ot cneunduunoro My
MSACTO Ha CBBLP3BAaHE KbM peuenTtopa oT ¢cyOTun AT1, KOHTO € OTTOBOpEH 33 H3BeCTHHTE JeiCTBUA Ha

aHruoTeH3uH I1. TenMucapran He moka3Ba HHKAKBA AKTWBHOCT Ha NapLHaneH aroH1cT Ha AT]-
peaenTopa. TEJIMHcapTaH CC CBbHpP3Ba CCIICKTHBHO KBM ATl—peuerrropa, KaTO CBbLP3BAHETO €

MpoAbIKHATENHO. TenMucapraH He NokasBa apHUHHTET KbM APYTH peuenTopy, BKmouuTeno AT2 n
APYTH N0-c1ab0 XapakTepusnpan AT-peuenTopi. GyHKLMOHANHATA POJIS HA Te3H PELENTOPH e
HEU3BECTHA, KAKTO H €QEKTHT HA Bb3MOXKHATA UM CBPBXCTHMYJIALHSA OT aHrTHOTeH3uH 11, ynuto HuBa
Ce MOBHILABAT OT TeJIMHcapTaH. TeamMucapral HaMandaBa 1a3MEHHTE HHBA HA AIOCTEPOH.
Tenmucapran He HHXHOHPa YOBELIKHA MJIa3MEH PEHMH M He Onokupa Hounurekananu. Teamucapran
He MHXMOHPa aHTHOTEH3HH-KOHBEPTHPALIUA eH3uM (kuHKHa3a [I) - eH3uMBT,KOHTO ChilIO pasrpaxkaa
OpanukHHHHA. 3aTOBa HE Ce OMAKBa Ja NOTeHUHpa OpaiMKMHHH- MEAHUPAHHUTE HEXKENAHH
JEKapCTBEHHU PEaKLIHH.

[Ipu xopa, no3a ot 80 mg TenMUcapTaH MOYTH H3LUIO NOTHCKA NMPEeIW3BHKAHOTO OT AHTHOTEH3UH 1]
MOBHLIEHHE HA KPBBHOTO Hanarane. E¢exrsT Ha noTuckaHe npoabmkaea 24 yaca W € H3MEPHUM 10
48 4aca.

Cnea nbpeata 103a TEIMUCAPTaH, AaHTHXHMIEPTEH3HBHATA aKTHBHOCT IUIABHO 3aM04Ba Ja ¢e NpoABABa
ciien okono 3 vaca. MakCHMaiHOTO NOHWIKEHHE Ha KPBBHOTO HANAraHe 00OHKHOBEHO Ce NOCTHra 3a 4
NO 8 CeAMHUM ClIER 3aMOYBAHETO HA JEYEHHETO U CE NMOAABPIKA MO BpEME Ha LIENus Nepuo Ha
NeYEHHe.

AHTHXHIIEPTCH3UBHHAT €QEKT Ce NOABbPXKA B TEUEHHE Ha 24 uaca cnejl MpHeMa M BKJIIOYBA
nocneauuTe 4 yaca NpeaH Cieasaiuara 103a, KOETO ce YCTAHOBABA Ype3 U3IMEPBaHE Ha KPhBHOTO
HansraHe B amOynaTopHy yclioBus. ToBa ce MOTBbpXAaBa OT OTHOIIEHHETO HA OCTATHYHHS (Haii-
c1abus) aHTUXHNEPTEHIUBEH eeKT B Kpas Ha 10308HA (24-4aCOBMA) HHTEPBAJ KbM
aHTHXWIEPTEH3UBHHA €(DEKT (Hail-CUNHO M3pa3eHNA ), H3MEPEH BLB BPEMETO Ha MHKA Ha JIEKapCTBEH
edekT (through to peak ratio), koero nocnenosarenHo e Han 80 % cnea npuem Ha 103 ot 40 1 80 mg
TEJAMHCApTaH B I1ALe00-KOHTPOIHPAHH KIMHHYHH NPOYYBaHHA. Y cTaHOBABA ce 3abenexuma
TCHAECHLIMA KbM 3aBUCHMOCT MEXZY J03aTa H BPEMETO [I0 Bb3CTAHOBABAHE HA 0a3aiHOTO CHCTO/IHYHO
KPBBHO Ha/siraHe. B To3H CMHCHA 1aHHWTE OTHOCHO AHACTOIHYHOTO KPBLBHO HAIATAHE Ca
NPOTHBOPEYHBH.

IlpM NaLKeHTH ¢ XHNEPTOHHA TEAMHCAPTAH NMOHHXKABA CHCTOJIHYHOTO M AHACTOJHYHOTO KPBBHO
Hangrake, 6€3 na NOBJAHABA YecToTaTa Ha chpliebrere. [IpHHOCHT Ha Ay HPETHUYHHA ¢
HAaTPUYPETHYHHA €(DEKT Ha JIEKAPCTBEHHUA NMPOIYKT KbM HETOBOTO XHNOTEH3UBHO JICHCTBHE € B
Npouec Ha yCTAHOBABAHE. AHTHXHNEPTEH3HBHATA €(PHKACHOCT Ha TEIMUCAPTaH € CPABHIUMA C Ta3H Ha
BELLUECTBA OT JAPYIrH KJ1aCOBE AHTUXMIIEPTEH3HBHH JIEKAPCTBEHH NPOAYKTH (KOETO € JOKA3aHO B
KIIHHHYHH W3NHTBAHHA, KbIETO €EKTHBHOCTTA HA TEJIMHCAPTAH € CPaBHEHA ¢ TA3H Ha aMJIOKIMHH,
aTCHOJION, EHAATIPHI, XHAPOXIIOPOTHA3W/ H JIN3UHONDMU).

H]JH BHE3ANHO NPCKBbCBAHE HA NIEHCHHETO € TEJIMUCAPTAH, B PAMKHTE Ha HAKOJKO NHH KPBBHOTO

nedeHneTo, 6e3 naHuu 3a rebound xuneproHna.

YecToTaTa Ha CyXa KallUIMLa € 3HAYATCAHO NO-HHUCKA NPH MaLHCHTHTE, JIEKYBaHH
OTKOJIKOTO APH TC3H, KOHTO €2 JICKYBAHH C HHXHﬁHTGpH Ha aHM'MOTCH3HH-KOHBCPT
KIHHHYHH HU3MNUTBAHUR, IHPCKTHO CPaBHABALUH JBATA THINA AHTHXHUITICPTEH3IWBHO /1
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/le roneMu paHAOMH3HPaHH KOHTPONHPaHH Mpoy4sanus — ONTARGET (ONgoing Telmisartan
Alone and in combination with Ramipril Global Endpoint Trial - TEKYLO rnodanHo HInUTBaHE 3a
KpaHHHW TOUKM Ha T€JIMUCAPTAH, MPHIOKEH CAMOCTOSTENHO H B kKoMOuHauus ¢ pamunpun) u VA
NEPHRON-D (Knnnnuro npoyusase, cBbp3aHo ¢ pasBMTHE Ha HepponaTnsa npu auaber, npoBeneHo
OT MUHHCTEPCTBOTO Ha BETEpaHHTE) — MpoyyBaT ynorpebarta Ha komOHHaumsaTa ot ACE HHXHOHTOP
H aHrHoTeH3uH Il peuenropen 6nokep. |

ONTARGET e npoyuaHe, npoBeieHO MPH NaLHEHTH ¢ aHAMHE3a 33 ChLPAECYHO-CHLOBA HIIHY
MO3BYHOCH0BA DoJIeCT, K 3axapeH AWabeT THN 2, NPHAPYKEHH ¢ NaHHH 3a YBpeXKAaHE Ha
etexropHu oprain. VA NEPHRON:D e Mpoy4uBaHe NPH NALKHEHTH CbC 3aXapeH auabeT Tun 2 U
AnabetHa dedponaTus.

Te3n npoyusanua He nokassat sHaunm Gnaronpusten edeKT Bbpxy 6LOpeyuHHTe W/HIH ChPACHHO-
CHAOBHTE NOCACAHLM H CMBPTHOCTTA, KATO ChLUEBPEMEHHO ca HabN0aBaHy NMOBHILCH PHCK OT
XHTIEPKATHEMAA, OCTPO yBpexaaHe Ha ObOpeLTe W/NTH XMIOTOHUA B cpaBHEHME C MOHOTEpanuATa.
Karo ce nmat npensua cxonunre um hapmakoanHaMuyHu CBOHCTBA, TE3H PE3y/ITATH Ca MPHIOKUMH
W 3a npyru ACE nHxubuTOpy 1 aHrHotensun Il peuerrropHmu Onokepn.

ACE uuxuburopu u anrnorensun Il PEUENTOPHH OIOKEPH clienoBaTeNHO He TPAGBA 4a Ce M3MON3RaT
CBMBTCTBALIO NPH NAUKEHTH ¢ AnabeTHa HedponaTus.

ALTITUDE (KnuHnuHO npoyusaHe, npoBeaeHo ¢ ATUCKHPEH, NIPH NMaUHEHTH CbC 3aXapeH aHabeTTun
2 C H3NOA3BaHE HAa CHPACUHO-CHAOBH M OBOpeuHn 3abonsaBanus kato kpaitku TOYKH) € NpOoy4YBaHe,
MIPCAHAZHAYCHO 14 H3C/IENBA 110]13aTa OT JO6ABAHETO Ha ANHCKHPEH KbM CTaHAAPTHA Tepanusa ¢ ACE
HHXHOWTOP WM aHrHoTeH3uH 11 peuenTopen OJ10Kep NMpH NALMEHTH Cbe 3aXapeH anaber Tvn 2 H
XpOHU4HO OBOpeyHo 3abongpane, CHPAEUHO-CHAOBO 3a60NIBAKE WK W neete. [IpoyuBanero e
MPEKPATEHO MPERIECBPEMEHHO NOPaaH MOBUILEH PHCK OT HeBraronpuaTHX nocneauum. Kakro
CbPACHHO-CHI0BATa CMBPT, TaKa W HHCYATDHT Ca YMC/IEHO NMO-YECTH B rpynaTa Ha AJTUCKHPEH,
OTKOJ/IKOTO B I'PynaTa Ha Iu1auebo, a npeAcTaBNsgBalMTE HHTEPEC HEXETaHH ChOUTHS H CEpHO3HH
HEXeNaHH CHbOUTHA (XHNepKaNueMus, XHNOTOHHKSA U 6nOpeuna anchyHkung) ce cHOGUABATIIO-YeCTO B
rpynara Ha alTHCKHPEH, OTKOJIKOTO B IpyiiaTa Ha nnaue6o.

AMJIOOUNTHUH
AMNONMIIHH e MHXHOWTOD Ha HHQITYKCa HA KaILHeBUTE HOHM OT AUXHIPONUPHAKHOBATA Ipyna

(6nokep Ha GaBHHTE KaHAH WM aHTATOHHCT Ha KANLHEBUTE HOHH) 1 MHXHOHpa TpaHCMeMOpaHHUA
HHQNYKC HA KAIUMEBH HOHH B INAJKHTE MYCKYJIH Ha ChpUETO H KPBBOHOCHHTE CbA0BE. MeXaHH3IMBT
Ha AHTHXUTIEPTEH3UBHOTO ACHCTBHE Ha AMIOJHITHH C& TbJIXKH Ha QMpeKTed ebeKT Ha OTNycKaHe Ha
[AAJIKHTE MYCKY/IM Ha KPbBOHOCHUTE CB/I0BE, KOETO BOAH 10 HAMAIABAHE Ha nepudepHaTa Cha0Ba
PUSHCTEHTHOCT W HA KPBBHOTO HajldraHe. EKcriepMeHTaNHUTe JaHHM MOKA3BAT, Ye aMITOAHUIIMH ce
CBbp3Ba C AMXHUAPONUPHANHOBH U HE-QUXHAPOMHPHAMHOBH MECTA HA CELP3BaHE. AMIOAHIIHH € C
OTHOCHUTENIHO CbAOBO-CENIEKTUBEH eDEKT, C M1O-TOISM e(eKT BbPXY rMaKOMYCKYJTHHTE KIETKH Ha
CHAOBETE, OTKONKOTO BLPXY KIIETKHTE Ha CHPIAEYHHMA MYCKYL.

[Ipy nauneHTH ¢ XMNEPTOHHA, NIPHEMAHETO BEHBIK THEBHO OCHIYPsBa KIHHHYHO 3HAUMMO
NOHMXXCHHE HAa KPBBHOTO HANIATaHe B JIETHAN0 H H3NPaBEHO MONOXKEHHE, B NMpoALIKEHHE HA Hennud24-
4acoB uHTepBan. [lopaan 6aBHOTO 3an0uBane Ha neiicTareTO, OCTpaTa XMIIOTOHHI HE € 4acT oTedekTa
Ha NPUIOKECHHETO HAa AMJTIOMUITHH.

[IpH DauxeHTH ¢ XMNEPTOHHUA H HOpMaTHa Ob0peuna GyHKUHA, TepaneBTHUHHTE A03H aMIOIUMHMH
AMAT KaTo pe3yNTaT HaMaliBaHe Ha PE3UCTEHTHOCTTa Ha ChAOBETE Ha 6bOpeLuTe U YBE€/THYaBaHe Ha
CTENEHTa Ha IIOMEPYHA QUITPAUMA, KaKTO W edheKTHBEH G16peueH mwiazmeH [oToK, 6€3 npoMaHa Ha
dHATpaLMOHHATa (paKLM WK NPOTEHHYPHA.

AMIIOJHITHH HE CE CBBP3Ba C HUKAKBHU HEXENaHU MeTaGoIHTHM e(PEKTH WK NPOMEHH
JINTIMIH K € TIOAXOAA 32 ynoTpeba Npy nauMeHTH ¢ acTMa, nuabeT W noaarpa.

Ynotpeba nipy NaLMEHTH CbC CHPACYHA HENOCTATLYHOCT
XeMONMHAMHYHH Npoy4BaHHA M 6a3Hpany Ha hHU3MYECKO HaTOBapBaHe KOHTPON
H3TIHTBAHHUA MPH MAUHEHTH CbC ChpACHHA HeaocTaTh4ROCT kiac I1-IV no NYHA
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AMIIOJIMITHH HE BOOHW A0 KJIHHHYHO BJIOLIABAHE, KAKTO € YCTAHOBEHO OT MMOHOCHMOCTTA Ha
dmauqecxom HATOBApBaHE, H3TIACKAHOTO KOJIHYECTBO KPbB OT JiSBaTa ChpAcUHA KaMepa M
KITHHUYHATA CUMIITOMATOJIOHA. |

[nauedo-kourponupano npoyusane (PRAISE), npeaHazHaueHo 3a OLEHKA HA NALHEHTH Che
Chple4Ha HEQOCTaTLYHOCT Knac 111-1V no NYHA, xouto npHemart aurokcHn, auypetvun u ACE
HHXHOHUTOPH, € NOKa3ano, Ye aMIOAHNHH HE JOBEXKA 10 NOBHLIABAHE HAa PHCKA OT CMBPTHOCT WIH
KOMOMHHPaHH CMBPTHOCT 1 3a00J1€BAEMOCT NPH NALMEHTH CbC ChpAEYHA HENOCTATHYHOCT,

[1pn npocneassauo, ALArOCpouHO, MIALE60-KOHTPOIHPAHO WINHTBAHE (PRAISE-2) na amnoaunus
MPHU NAaIUEHTH CHC CbpAeyHa HeaocTaTbuHOCT Kiac Il u IV no NYHA, 6e3 kTHHHYHY CUMIITOMU HIH
ODEKTHBHH HAXOAKH, Npeanoaaraili OCHOBHO HCXEMMMHO 3a60sBaHe, KOMTO [IPHEMAT NOCTOAHHH
1030 ACE HHXUOHTOPH, IUrHTAIMC H AHYPETULIM, € YCTAHOBEHO Ye aMIOAHNMH He NMOBIUABA obwmara
CbPACYHO-CHAOBA CMBPTHOCT. B chillaTa noryiaums, aMIOaHINHH Ce CBbP3Ba C NOBHILEH Opoil
cbobweHns 3a 6enoapodeH oTok.

Tenmucapran/ AMAOAHNHH

B 8-ceamnuno, MHOTOLEHTPOBO, PaHAOMHU3HPAHO, IBOHHO-CNIANO, N1anebo-KOHTPOAHPAHO,
napaneiaHo-rpynoBo, (PakTopHaTHO Npoy4yeaHe npH |1 461 nauneHTH ¢ leKka 10 TexKa XUNEPTOHHA
(YCpEAHEHO IHACTOJTHYHO KPBBHO HAJIAraHe B CEAHAN0 NonoxeHue >95 u <119 mmHg), neueHueTo ¢
BCAKA OTAENHA 1030Ba KOMOHHALMA Ha pedePEHTHHA JIEKapCTBEH NPOAYKT, ChABPHKALL
TEJIMHCAPTaH/aMIIOAMITHH, HMa 33 PE3YNITAT 3HAYUTEHO NO-TOJIAMO MOHHKABAHE HA AMACTONHYHOTO W
CHCTOJIMYHOTO KPBHBHO HA/raHe U NO-BUCOKA YECTOTA HA KOHTPOJI, B CPABHEHHE ChC CHOTBETHHTE

KOMIOHEHTH [IPH MOHOTEpanu4.

PedepeHTHHAT NleKkapcTBEH NPOAYKT, CHAbPKALI TEIMHCAPTAH/AMIOANIHH, TOKA3Ba 10303aBHCHMMU
NOHWKEHHA HA CUCTOIHYHOTO/IHACTONIMHMHOTO KPBBHO HANATaHE B PAMKHTE Ha TePAneBTHYHHS N1030B
uutepsan -21,8/-16,5 mmHg (40 mg/5 mg), -22,1/-18,2 mmHg (80 mg/5 mg), -24,7/-20,2 mmHg

(40 mg/10 mg) n -26,4/ -20,1 mmHg (80 mg/10 mg). [ToHmKeHHe Ha AHACTONIHUHOTO KPBBHO
Hansrane <90 mmHg e nocTurHaro crotBeTHO npu 71,6%, 74,8%, 82.1%, 85,3% OT naluMeHTHTe.
CToiiHOCTHTE Ca KOPUIHpaHH CIIPAMO H3XOAHOTO HHBO H CTPaHATA. ‘

I'onama yacT oT aHTUXHMNEPTEH3UBHYA eeKT Ce MOCTHTA B PAMKHTE Ha 2 CeIMHIM CJle]l 3aNo4YBaHE Ha -
nevyenneto. B noarpyna ot 1 050 naumenTy ¢ ymepeHa o Texka xunepronus (DBP >100 mm Hg),
32,7-51,8 % ce noBnnaRaT B JOCTATHYHA CTENEH NPH MOHOTEPAINSA KAKTO ¢ TEJIMHCAPTaH, TaKa K C
aMJIoaAunuH. Habnonasanure cpefHH NPOMEHU B CHCTONWYHOTO/ IHACTONHYHOTO KPBBHO HajlAraHe
py KOMOMHHMPAHO JIeYeHHe C amnoaunuH 5 mg (-22,2/-17,2 mmHg ¢ 40 mg/5 mg;-22,5/-19,1 mm Hg

¢ 80 mg/5 mg) ca CpaBHUMH WITH [10-BHCOKH OT Te3H, Habmoaapany ¢ amnonunux 10 mg (-21,0/-17,6
mmHg) 1 ca cBbp3aHH CbC 3HAYMTENHO NMO-HUCKA YECTOTA HA NOABA HA OTOK (1,4 % ¢ 40 mg/5 mg;
0,5% ¢ 80 mg/5 mg; 17,6% ¢ amnoaunun 10 mg).

AmOynaTOpHO aBTOMAaTHYHO H3MEPBaHE Ha KPBLBHOTO Hanarade (ambulatory blood pressure
monitoring, ABPM), u3ebpiueno np rpyna ot 562 naumMeHTH, € NOTBBPAWIO pe3ynTaTuTe,

HaOJII01aBaHK NPH NOHKABAHHUATA HA CUCTOJNIMUHOTO U JHACTONNYHOTO KPBBHO HAJIATAHE B
KTHHHYHH YCJIOBMA, NOC/IEI0BATENHO, MO BPEME Ha LENHA 24-4acoB REPHO/ HA AO3NPAHE.

B 1pyro MHOroueHTPOBO, PAHAOMH3IHPAHO, ABOHHO-CAATO, AKTHBHO KOHTPOJHPaHO, NapanieslHo-
rPYNoBO npoy4saHe, 0010 1 097 nauneHTH ¢ Neka A0 TeKKa XHNEPTOHHA, KOUTO HE ca BTN
AACKBATHO KOHTPOJIHPaHH C aMJIOAUIHH 5 Mg, Ca NoJTy4YaBaiy pedepeHTHHS JIEKAPCTERE
CBABPXKALIL TeIMHCapTaH/amnogunuk (40 mg/5 mg unn 80 mg/S mg) win amnoaunngdSudt: j
10 mg), npunoxen camoctoaTenHo. Cren 8 ceaMHUM Ha eYeHue, BCAKA OT KOMOHHALARILE @
CTATHCTHYECKH 3HAYUMO MO-T0J1Ma €PHKACHOCT OT MOHOTEPANHATA U C JIBETE ;103 Pl
OTHOILICHHE Ha MOHUKABAHETO HA CHCTOIHYHOTO U AHACTONIMHYHOTO KPLBHO HAJIATA e
(-13,6/ -9,4 mmHg, -15,0/-10,6 mmHg ¢ 40 mg/5 mg, 80 mg/5 mgenpamo -6,2/-5,7
11,1/ -8,0 mmHg ¢ amnoaunus 5 mg 1 10 mg) ¥ € NocTHrHaTa No-BHCOKA 4ECTOTa H
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AHACTOJIMYHOTO HaNAraHe, B CPABHEHHE CbC CHLOTBETHHTE PEXXHMH Ha MOHOTepanus (56,7 %, 63,8% c
40 mg/5 mg 1 80 mg/5 mg cnpamo 42 %, 56,7 % ¢ amnogunuk 5 mg u 10 mg). YecToTa Ha nosBa Ha
OTOK € 3Ha4YHTeNHO No-HUCKH NpH 40 mg/5 mg n 80 mg/5 mg B cpaBHeHue ¢ amnoaunuu 10 mg
(cpoTBETHO 4,4% crnipaMo 24,9 %).

B npyro MHOroueHTpoOBO, paHAOMH3HPAHO, ABOHHO-CNIATNO, AKTHBHO KOHTPOIHPAHO, NapaneiHO-
rpynoso npoyy4sate, o010 947 nauMeHTH ¢ Neka A0 TeXKa XHIIEPTOHHS, KOUTO He ca OWIM aAeKBaTHO
KOHTPONWpaHH ¢ amnofunuH 10 mg, ca nonyuasanu pedepeHTHHA NeKapcTBEH NPOAYKT, ChAbPKALL
TenmHucapTad/amnoannurx (40 mg/10 mg wnn 80 mg/10 mg) wnm amnoaunuu (10 mg), npuioxken
camocroaTento. Cnea 8 ceAMHLM Ha JiedeHHe, BCAKO OT KOMOMHHPAHHTE IEYEHHS € ChC
CTATHCTHYECKH 3HAYHMO M0-TONAMA ePHKACHOCT OT MOHOTEPANHATA CAMICIHUNHH NO OTHOLIEHHE Ha
MOHWXKABAHETO Ha JHACTONHUYHOTO H CHCTOJIMMHOTO KPBLBHO HalfraHe

(-11,1/-9,2 mmHg, -11,3/-9,3 mmHg ¢ 40 mg/10 mg, 80 mg/10 mg cnpamo -7,4/-6,5 mmHg ¢
amnoAunuH 10 mg) U e NOCTHrHaTa No-BHCOKA YECTOTA HA HOPMATH3UPaHE Ha AHACTONHYHOTO
KPBBHO HajsiraHe B CpaBHeHHE ¢ MoHoTepanuaTa (63,7%, 66,5% c 40 mg/10 mg, 80 mg/10 mg
cnpamo 51,1% ¢ amnoaunun 10 mg).

B aBe CLOTBETHH, OTBOPSHH, ABJITOCPOUHH NPOYHBAHHA 33 MMPOC/IEAIBaHE, MPOBEAEHH B
NPOAB/DKECHAE Ha olle 6 Mecella, €DEKTBT Ha peepeHTHHA JIEKAPCTBEH NMPOAYKT, ChAbpKalll
TEAMHCapTaH/aMIOAKIHH, CE € 3aabpiKan npe3 nepyHoaa Ha uinureaHeto. OcBeH TOBA € YCTaHOBEKO,
Y€ MPH HAKOH NALMEHTH, KOUTO HE C€ MOBJIMABAT B AOCTATbYHA CTENEH OT pe(pePEHTHHA JIEKaPCTBEH
MpOAYKT, ChAbpKall TeJIMHcapTan/amnoauniH 40 mg/10 mg, e HanyLe JOTLIHHTENTHO MOHHXEHNE
Ha KPbBHOTO HA/ISTaHe cliell Bb3XOMALI0 THTPUPAHE Ha A03aTa 10 AOCTUraHe Ha pedepeHTHHS
NEeKapcTBEH NPOAYKT, ChAbpiKall TenMucapTal/amnoaunyl 80 mg/10 mg.

OOwiaTa 4ecToTa Ha HeXeNlaHH PeaKLMK NMPH JieueHHe ¢ pedepeHTHNA NEKAPCTBEH NPOAYKT,
ChAbpPIKalll TENMHCAPTAH/aMIOAUNHH, B MPOrpaMaTa 3a KIHHHYHO U3NHTBAHE € HUCKA, KATO CaMO
12,7% OT nauMeHTHUTE Ha JIeYEHHE UMAT HeXeNlaHH peakunu. Haii- yecTuTe HexenaHu peakiuy ca
nepudepeH OTOK H 3aMasHOCT, BHXKTe Cbilo Touka 4.8. ChoblueHNnTe HeXkenaHK peakiMy ChbBNAJAT C
O4YaKBaHHTE peakUuuH OT NPOPUNHTE Ha 6E30MaCHOCT HA KOMITOHEHTHTE TEIMHCAPTAH H aMJIOAMMHH.
He ca nabmonasaHu HOBH WK NO-TEXKH HexkeNaHK peakUnn. CBLP3aHHTE ¢ OTOK PEaKLHH
(nepugepeH OTOK, FEHEPATIM3HPAH OTOK M OTOK) Ca MOCAEA0BATENHO NO-HUCKH NPH MALUEHTHTE,
KOMTQ MpHEMAT peepeHTHHSA JIEKAPCTBEH NMPOAYKT, ChAbPIKALL TEJIMHCAPTAH/aMJIOAHITHH, B
CPaBHEHHE C T€3H, KOKUTO nosyyasart amioannuy 10 mg. B nanureanero ¢ dakropuaneH nusaiin
HeCToTaTa Ha OTOK € 1,3% nNpH pedepeHTHUA NEKapPCTREH NPOAYKT, ChAbPiKaL
Tenmucapran/amnoaunud 40 mg/5 mg n 80 mg/5 mg, 8,8 % npu pedepenTHUs NexapcTBEH NPOAYKT,
Chabpxall reaMucapran/amioannis 40 mg/10 mg u 80 mg/10 mg u 18,4% npu amnoaunuu 10 me.
[pu nauxeHTHTE, HEMOBAUABAILM CE OT aMIOAUIHH 5 mg, YecToTara Ha OTOK € 4,4% npH 40 mg/S mg
1 80 mg/5 mg u 24,9% npu amnoaunun 10 mg.

AHTUXHIICPTEH3UBHUAT €QEKT HA peEPEHTHHS IEKAPCTBEH NPOAYKT, ChAbpKalll
TEAIMHUCAPTaH/aMIOIHITHH, € NOI00EH HEe3aBHCHMO OT Bb3PacTTa H M0/1a, KAKTO M NP  NALHEHTH ChC

U1K 0e3 Jquader.

PedepeHTHHAT NeKapCTBEH MPOAYKT, ChAbLPHKALL TEIMHCAPTAH/AMIIOANITHH, HE € TPOYYEH MPH ApYra
norynauys nalMeHTH, OCBEH C XHNEPTOHMA. TeaMucapTaH e npoydeH B roasMo NpoyyBate 3a U3Xofa
npu 25 620 nauneHTH ¢ BUCOK ChpaeuHo-cuaoB puck (ONTARGET). AMnoaunuH e npoyyeH npH
MalMeHTH ¢ XPOHHYHA CTaOKIHA aHIMHA, Ba30CNIaCTHYHA aHTHHA, M TaKHBa ¢ aHrnorpadce
AOKYMEeHTUpaHa UCXEeMHYHa DonecT Ha cbpLeTo.

[lenHaTpuyHa nonyaauus
EBponefickara areHuMs no nexapcTeara ocBoG0XKIaBa OT 3aAb/DKEHHETO 33 NPEA0C

pe3yJITaTHTE OT NPOYYBAHHATA C peepEeHTHHA NEKAPCTBEH NPOAYKT, ChALPKALL

(Bxk. Touka 4.2 3a HHdJopmauHﬂ OTHOCHO ynorpeda B neguaTpHaTa).
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5.2 PapMakOKHHETHYHH CBOHCTBA

(bapMakOKMHETUYHH CBOMCTBA HA (PUKCHPaAHATA 1030BA KOMOUHALKA

CkopocTTa H cTeneHTa Ha abcopbuua Ha KOMOHHALIMATA TEIMHCAPTaH/aMJIOAMIIHH TabieTky, ca
eKBUBAIEHTHN Ha OHOHANMYHOCTTA Ha TEIMHUCAPTAH H AMJIOJHIIHH, NPUIAraHN KaTo OTACIHH

TaDNETKH.

AbGcopbuus
A6copbLusTa Ha TeJIMUCapTaH € 6bp3a, BbnpekH 4e abcopbupaHoTO KONHYECTBO Baphpa. CpeaHaTa

abcomoTHa 6MOHATHUYHOCT 3a TeaMucapral e okono 50 %. Korato TenmucapTaH ce npHema ¢ XpaHa,
HAMAJISBaHETO HA TUTOILTA NOJ KpHMBATa HA CHOTHOLIEHHETO 1a3MeHa KoHUeHTpauua-speme (AUC, )
papupa oT npubaunsutenHo 6% (nosa 40 mg) no npubnuzurenyo 19 % (nosa 160 mg). Mlo 3 uaca cnexn
NPHIOKEHHETO, IU1a3MEHUTE KOHLEHTPALIMK ca NOA00OHH, HE3ABHCHMO a1 TENMHCAPTaH € NPHET ChbC
niu Oes xpana. |

Cnea nepopaiHO MPHIOKEHHE HA TEpaneBTHYHH KO3H, aMIOAHNKH ce abcopObupa nodpe, ¢
MaKCMManHa KOHLIEHTpaLHs B KpbBTa Mexay 6-12 yaca cnen npueMa. YcraHoseHaTa abconioTHa
6MoOHANUUHOCT € Mexay 64 u 80 %. bHOHANHMYHOCTTA HA aMJIOAMNIHH HE CE€ MOBJIHABA OT NIPHEMAHETO

Ha XpaHa. .

Pasnpeaencuue |
TenMHUcapTaH ce CBBP3Ba B roJiAiMa CTENEH ¢ NNa3MEHKUTE NPOTEHHH (>99,5%), OCHOBHO aldyMHH W

anda-1 kucen rnvkonpotenH. CpeaHHAT NpUBUIEH 00eM Ha pasnpeneneHue B CTallMOHApHO
cbeTosHue (V) € npubnusurenno 500 1. |

O6eMbT Ha pasfnpeAciacHHe HAa aMA0AUNTHH € npubnusutenno 21 1/kg. In vitro npoyusanunsTa
MOKa3BaT, ye NpUONU3NTENHO 97,5 % OT UHMpKyIHpaillia aMIOAWTNIHH € CBBP3aH C TU1a3MEeHUTE
MPOTEHHH MPU MALUEHTH C XUNIEPTOHHA.

buorpanchopMauus

TenMucapTan ce MeTabonau3upa upe3 KOHIOrauis 10 rIOKYPOHHAA Ha H3XOAHOTO ChelHeHHe. He ¢
HabnoaaBana GpapMaKoIOrMyHa aKTUBHOCT Ha KOHIOraTa.

AMIOOMNHH ce MeTabonn3Kpa B 3HauMTesHa cteneH (npubnnsurtento 90%) or yephuns 1pob 1o
HeaKTHBHH METaDOJIHTH.

EnuMuHUpaHe

TenMucapTaH ce XapakTepu3upa ¢ JByEKCNOHEHLHAIHA KHHETHKA Ha pasrpaxaaHe, ¢ TepMHHaleH
eJIMMUHALIHOHEH NONY)KMBOT >20 yaca. MakcHManuara niasMeHa koHueHTpauua (C,,,) H, B Io-MasKa
CTEMNEH, TUIOLITA MO/ KpHBaTa “nna3MeHa KoHueHTpauus-speMe” (AUC) ce nopuinasar
HENPONOPLMOHATIHO Ha Jo3aTa. Hama noka3aTencTso 3a KAHHUYHO3HAYMMO HATPYNBaHE Ha
TEJIMHCAPTAH, PHET B NpenopbUHTeNHaTa 103a. [1nasMeHHTe KOHLUEHTPALMH €a NO-BHCOKH MPH
)KEHHTE, OTKOJKOTO NMPH MBbKeTe, 0€3 3HaUMMO TNOBNIHABAHE Ha ePHKACHOCTTA.

Cnen nepopaiHo (M MHTPaBEHO3HO) NPWIOKEHHE, TEJIMHCAPTAH C€ €KCKPETHPa MOYTH H3USJIO ¢
deueca, ocHoBHO B HenpoMeHeH 8. KyMynatuBHaTa ekckpeuns dpes ypunara e <1% or nozara.
O6wmsaT nnasmen KnpsHC (Cl,) e Bucok (npubanzurendo 1 000 ml/min) B cpaBHEHHE C

yepHOApOOHHUA KpbBeH Tok (okono 1 500 ml/min).

EnuMUHMpaHeTo Ha aMJIOKITHH OT IU1a3MaTa € ABy(¢a3oBo, C TEPMHUHAJIEH €/1MM
nonyxnsot npubansutenno 30 ao 50 vaca, npH eAHOKpaTHa AHEBHA A03a. CTall
HUBA ce JOCTUrAT C/1ed NMPOABKUTENHO NpUaoKeHHe 3a 7-8 auu. 10% ot nups
aMJIOZHIMHUH ¥ 60% OT MeTabONHTHTE Ha AMIIOAHITMHA CE€ EKCKPETUPAT B ypHHaTa
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JluHeHOCT/HENTUHEHHOCT _

He ce ouaksa cnaboro nonnxkasave Ha AUC 3a Tenmucaprad 1a NOHHXKH TepaneBTHYHATA MY
epukacHocT. HAMa nuHelHa 3aBUCHMOCT MEXIY AO3HTE H IL1a3MeHuTe HuBa. I1pu no3m Haa 40 mg
Chrax H, B I0-MaJika cteneH, AUC ce noBHiLaBaT HENPONOPLHOHAIIHO.

AMIIOJUNHH NOKAa3Ba JIMHEHHA GapMaKOKHHETHKA.

[leaaTpuyHa nonynauus (Bb3pacT noAa 18 roauHu)
JIuncear naHHM 3a papMaKOKHHETHKATa NpU NeauaTpuyuHaTa NOmyalLHA.

[Ion
HabnonasaHu ca pa3fiMKy B IUTa3MEHHTE KOHLIEHTPALIHK HAa TeIMHCApTaH, ¢ 3- 1 2-KpaTHO NO-BHCOKH

Chax H AUC, CHOTBETHO NPH XKEHH B CPABHEHHE ¢ MBIKE.

Ctapuecka Bb3pacT

®apMaKOKHHETHKATa Ha TEIMHCAPTaH He ce pa3HyaBa NPpH MNAau NAUMEHTH H NalLIKEHTH BCTapyecka
Bb3PACT.

BpemeTo a0 A0CTHraHe Ha MHKOBH MNA3MEHH KOHLUCHTPALIMH Ha aMJIOAMIHH e nogo0Ho npH
HHAWBHAM B CTApYe€CKa BB3PAcT U MIaau HHIAMBKAMU. [Ipy naLMeHTHTE B CTapuecKka BL3pacT,
KJIMPBHCHT Ha aMJIOAHITHH € ¢ TCHACHLMA Aa HAMAJIABA, KOETO HMa 3a pe3ynrar yeenuuapade Ha AUC

¥ Ha €TMMHHALMOHHUA MOJTY)KHBOT.

b1.0peuno yBpexxaase

I1pu nauueHTH € Ieka 10 yMepeHa M TeXKa cTeneH Ha O0bOpeuHo yBpexaaHe ce Habawoaasa
yABOSBaHe Ha [1a3MEHHTE KOHUECHTpaUKH Ha TenMucapTaH. Bee nak, npy nauueHTH ¢ 610peuna
HEAOCTATBYHOCT, NOAJIOKEHH Ha AHAIK3A, C€ Habm0aaBaT NO-HUCKH IU1a3MeHH KOHLEeHTpaluu. [1py
NauHeHTHTE ¢ 6BOpeYHa HENOCTATHYHOCT TEJIMUCAPTAH € CBbLP3aH B FoIAMa CTENEH C TU1a3MEHHTE
NPOTEHHH U HE MOXE Aa ObAe OTCTpPaHEH upe3 AHanN3a. ENHMUHALMOHHHAT NOTYXKHBOT He ce
APOMEHA NMpH nanueHTuTe ¢ 6u6peuno yspexaaHe. PapMakOKMHETHKATa Ha aMJIOAHUINHH HeE ¢e
[OBIHUABa 3HAYHMO OT Ob0peUHO yBpeKaaHe.

YepHoapoOHo yBpekaaHe
dapMaKkOKHHETUYHHTE NMPOYUBAHHSA NPH NALIUEHTH ¢ YePHOAPOOHO YBRpeKIaHe NOKAa3BaT

yBeJIHuaBaHe Ha abcomoTHaTa HMOHaNMMYHOCT Ha TenMHcapTaH a0 0n1n3o 100 %. EnuMUHALMOHHNAT
[OJTYKHBOT HA TEJIMHCAPTAH HE Ce MPOMEHS NPH NALMEHTHUTE ¢ YEPHOAPOOHO YBpEkKAaHeE.
[TaumenTHre ¢ yepHOAPOOHA HEAOCTATBYHOCT Ca C MNOHKKEH KIIHPBHC Ha aMJTOIMITHH, KOETO HMa 34
pe3yarat yeennuapake Ha AUC ¢ npubnusurenno 40-60 %.

53 IlpeakIMHHYHH AanHH 33 Ge3omacHOCT

Tt kKaTo HEKIMHHYHUTE NTPODHIH Ha TOKCHYHOCT Ha TENMUCAPTAH H aMJIOJHITHH HE ce
NPUNOKPHBAT, HE C€ OYaKBa 3aCHJIBAHE HA TOKCHYHOCTTA 3a KOMOHHaUMATa OT ABeTe. ToBa
CTAHOBHLIE CE€ NOTBBLPKAABA OT NPOYUBaHE 3a CyOXpOHHYHA TOKCHYHOCT ( 1 3-ceAMHYHO) NPHILTBLXOBE,
NPH KOETO Ca TECTBaHH 1030BH HUBa oT 3,2/0,8, 10/2,5 1 40/10 mg/kg TenMucapTan/aMIOQHINHKH.
[IpeAKNMHHUHKTE NaHHH 38 KOMITIOHEHTHTE Ha (PUKCHpaHaTa 1030Ba KOMOMHALMA ca NaJ€HH NO-/10Ty.

Teamucapran |
Ilpy NpeAKTHHHYHHATE NPOYUBaHHA 3a HE30MacHOCT, JO3UTE, BOAELUM A0 €KCIO3HLIUS, CPABHHUMA C
Ta3H B KITHHUYHHUA TEPANEBTHYEH UHTEPBAN, MPUYHHABAT HaMaJIeHH CTOMHOCTH Ha NMoKa3zaTeNyrs
YEepPBEHUTE KPbBHH KIIETKH (€PUTPOLMTH, XeMOTJIOOUH, XeMaTOKPHT), H3MEHEHHS B O1LOpe!
XeMoaHHaMHKKa (MOBHLIEHH KPbBHY HHWBA HA YpeHHHA a30T H KPEaTHHHHA), KAKTO H [ /

Ha KaJIMi B cepyMa NpH )XUBOTHH ¢ HOPMAJTHO KpBBHO HansraHe. Ilpu Kyuera ce He \r
aunataums u atpodus Ha 6u6peunvTe TyGyu. Tpu KydeTa ¥ ITEXOBE ce OTOENA3E { 3
CTOMalllHaTa JHraBULia (€po3Hs, yaUepaLHH WK Bb3naieHue). Tesn gapmakonoru 5
HEXKENaHU JIEHapCTBEHH pPE€aKLIMH, H3BECTHH OT NPEAKITHHHYHHTE NPOYYBAHMS C HH ] €'= p
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ype3 NEPOPaIHO NPUNOKEHHE Ha (HU3INONOTHYEH pa3TBop. M npu ABaTa BUIA )KMBOTHH ce HabnoaaBaT
NOBUILEHA aKTHBHOCT Ha TUIa3MEHHA PEHUH H XHNepTogus/xunepmnazus Habs0peunure
IOKCTArJIOMEPYJIHH KNETKH. Te3: NPpOMEHH, KaKTO H Kiac-CneHuPUYHUAT edekT Ha MHXHONTOpHTE Ha
aHTHOTEH3HH-KOHBEPTHUpALLIMA €H3UM N ApYrH aHrHoTeHs3uH Il peuentopun Gnokepn, usranexna Hamar
KNHHUYHA 3HAYHMOCT. |

He e nabmoaaBaHo ACHO A0KA3aTECTBO 3a TEPATOTEHEH €(eKT, BLNPEKH Y€ TEIMHCAPTAH B TOKCHUYHH
I03H OKa3Ba eheKT BBPXY NOCTHATATHOTO PA3BUTHE HA NMOTOMCTBOTO, KAaTO MO-HKHCKO TEJECHO Tero H
KbCHO MPOTJIEKIAHE.

Hsama nqoka3aTencTBo 3a MyTareHHOCT H ChOTBETHA KJAACTOTE€HHA AKTUBHOCT [10 BPEME Ha in vitro .
[POY4YBaHUA, KAKTO Y J0KA3aTEJICTBA 38 KAHLIEPOTCHHOCT MPH IUTHXOBE H MHILIKH.

AMIOAHNMUH

Penpodyxmuena moxcuunocm
PenpoaykTHBHHTE NPOYUBAHKUA MPH ILTEXO0BE Y MHULLIKH NOKA3BaT 3aKbCHANO PAXKAAHE, YABKEHO

paXAaHE H HaMaJleHa MPEKUBAEMOCT Ha MAJIKUTE NPU 1034 Npuban3uTenHo 50 mbTH MO-BHCOKH OT
MaKCHMAJTHATA NpeNnopbYHTENIHA A03a MPpH Xopa Ha Oa3ara Ha mg/kg.

Hapywenue na ghepmunumema | _
He e ycTanoBeH edekT BbpXy depTUNHTETA HA IUTBXOBE, HA KOUTO € NMPUIIOKEH NEPOpanHo

aMJIOJAMIHHOB ManeaT {Ha MBbXKH 3a 64 1HU M HA KEeHCKH 3a 14 AHKM npean uMdTOCBaHEe) NPH JO3H A0
10 mg amnoannun/kg/aeH (okono 8 meTH* MakcHManHaTa NpenopbLUYUTENHA 1032 npy xopa 10 mg/nex
Ha 6azata Ha mg/m?).

B npyro npoyusaHe npH IUTEXOBE, B KOETO Ha MBXKH [UTbXOBE € NpUNarad aMjaoaunuHoB be3unar B
npoabsikeHue Ha 30 AHM Npu no3a, CpaBHKMMA C N03aTa NPHU Xopa Ha Ha3ata Ha mg/kg, ca ycTaHOBEHH
MOHWKEHHU TU1a3MEHH HUBA Ha QOJTHKY/IOCTHMYITHPALI XOPMOH U TECTOCTEPOH, KAKTO W HAMAJICHA
IUILTHOCT Ha cnepmara U HamaneH Opoil 3penn crnepMaTHan H KineTkyd Ha Cepronu.

Kanyepozenesza, mymacenesa

[InpXxoB€ ¥ MHLIKH, Ha KOHTO € NpWiaraH aMJIOAHITHH ¢ XpaHaTa B NPOABb/KEHHE HA [BE NOHHH, B
KOHLIEHTpALIUH, H34YHUCIIEHH TakKa, 4¢ Ja OCUrypaBaT AHEBHH 1030BH HuBa 0,5, 1,25 n 2,5 mg/kg/nen,
HE MOKa3BaT AaHHH 3a KaHLeporeHHocT. Haidl-BUcokaTa 103a (3a MULIKH NoAo0Ha Ha, W 3a IUTBXOBE
ABOMHO NMO-BUCOKA® OT MAKCHMANHATA IIPenopbUuUTENHA KITHHUYHA 1034 oT 10 mg Ha H6asara Ha
mg/m?) e Guna 6nu3Ka 10 MaAKCHMANHATA TOHOCUMA 1034 38 MHILKH, HO HE W 32 TUTBXOBE.
[TpoyuBaHuATa 32 MyTar€éHHOCT HE MOKA3BaT CBLP3aHH € IEKAPCTBOTO €(PEKTH HUTO HA N'€HHO, HUTOHA
XpPOMO30OMHO HHBO.

*ba3zupaHa Ha naleHT ¢ TenecHo terno 50 kg

6. DPAPMALEBTHYHU JAHHHU
6.1 CnHcbK HA NOMOMHBYTE BElECTBA

MHuKpOKpHUCTaIHA LIeTyN03a
KpocnoBuaoH |

(80 mg/5 mg)

YepaeH xeneseH okcua (E172)
(30 mg/10 mg)

Xbnr xenesen oxcua (E172)
Marnesues creapar
llapeBHuHO HHUILECTE
MaHHTON

MeriyMuH
[losunon K25
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KonounneH 6e3BoieH CWIHLHER JUOKCH]

Harpues XxuapOKCH

[IperxxenaTHHU3HPAHO HULIECTE (NONYYEHO OT LAPEBHYHO HHLIECTE)
6.2 HecnrBMECTHMOCTH

Henpunoxumo

6.3 Cpok Ha roAHOCT

3 roAuHH

6.4 CnenHaJHH YCIOBHA HA CbXpPaHeHHAe

To3n JIEKAPCTBEH NpOAYKT HC HU3UCKBA CNELIHATHH TCMNEPATYPHH YCIIOBHA 34 ChXPAHCHHC.
Ila C€ CbXpaHABa B OpPHIrMHa/IHaTa ONaxKoBKa, 3a Aa CC nnpeana3n oT CBCTIHHA.

6.5 Bua H cbALPKANAE HA ONAKOBKATA

OnaxkoskH ot 14, 28, 30, 56, 90, 98 Tabnerkn B AI/OPA/A/PVC 6nucrepu.
He BCHYKH BHAOBE OMAKOBKH MOraT Aa ObaaT MycHaTH Ha Masapa.

6.6 Chnennanang IpeANAIHH MEPKH NPH K3IXBbLPASHE

Hama crieuraiHu H3HCKBaHHA.

7. INPUTEXATEJ BA PASPEHIEHHUETO 3A YIIOTPELBA
Teva B.V.

Swensweg 5
2031 GA Haarlem

Hunepnasaus

8. HOMEPA HA PAPEHIEHHUETO 3A YIIOTPEBA

Axrencap Jivo 80 mg/S mg
Per. Ne 20220132

Akrencap JIvo 80 mg/10 mg
Per. Ne 20220133

9. JATA HA ITbPBO PASPEHIABAHE/MIOAHOBABAHE HA PASPELHIEHHETO 3A
YIIOTPEBA

Ilaim Ma MbpBO paszpeluabade: 09.05.2022

10. JATA HA AKTYAJIU3UPAHE HA TEKCTA

03.06.2026
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