1. MMEHAJIEKAPCTBEHHS IIPOXYKT 2913096/ 657 66/62/6p

Banrpukom 5 mg/160 mg/12,5 mg dpunmMupaHu TabneTku

Bantpukom 5 mg/160 mg/25 mg punmupanu tabnerku }/—3 63 F 10 -03- 2026
Bantpukom 10 mg/160 mg/12,5 mg punMupanu Tabnetku

Bantpukom 10 mg/160 mg/25 mg punmupanu tabnerku

Bantpukom 10 mg/320 mg/25 mg punmupanu tabnerku

Valtricom 5 mg/160 mg/12.5 mg film-coated tablets
Valtricom 5 mg/160 mg/25 mg film-coated tablets
Valtricom 10 mg/160 mg/12.5 mg film-coated tablets
Valtricom 10 mg/160 mg/25 mg film-coated tablets
Valtricom 10 mg/320 mg/25 mg film-coated tablets

2 KAYECTBEH H KOJIMYECTBEH CHCTAB
Smeg/160 mg/12.5 mg

Bceska ¢punmupana Tabnetka cbabpia 5 mg amnoaunut (amlodipine) (kato amnoaunuHoB 6e3unar), 160 mg
BasicapTaH (valsartan) v 12,5 mg xuapoxnopotuazua (hydrochlorothiazide).

5 mg/160 mg/25 m,
Besika dpunmupana tabnerka cuabpaxa 5 mg amnoaunut (amlodipine) (kato amnoaunuHos 6e3unar), 160 mg
BasicaptaH (valsartan) u 25 mg xuapoxnopotuasua (hydrochlorothiazide).

10 mg/160 mg/12,5 mg
Besika punmupana tabnetka chabpika 10 mg amnoaunus (amlodipine) (xato amnoaunuHos 6e3unar), 160 mg
Bancaprat (valsartan) v 12,5 mg xuapoxnoporuasun (hydrochlorothiazide).

10 mg/160 mg/25 mg
Bceska unmupana tabnerka coabpika 10 mg amnoaunun (amlodipine) (kato amnoaununos 6esunar), 160 mg
BasicapTaH (valsartan) u 25 mg xunpoxnopotuasuz (hydrochlorothiazide).

10 mg/320 mg/25 mg
Besika gunmupana tabnetka ceabpxka 10 mg amnonunuu (amlodipine) (kato amnoaunuHos 6e3unar), 320 mg
BajcapTaH (valsartan) v 25 mg xunpoxnoporuasun (hydrochlorothiazide).

3a MBJIHKA CITHCBK Ha MOMOIIHHTE BELLECTRA, BHXKTE TouKa 6.1.

3. JIEKAPCTBEHA ®OPMA
®unmupana tabnerka (tabnerka)

3 mg/160 mg/12,5 mg
benwu unu nouru 6enu, oBanHM, 1BOHHOM3MbKHANH GrimMupaHy TabneTku, ¢ pesiedHo odoszHayenue K1 or ennara
CTpaHa Ha TabneTkara, ¢ npHOIM3MTENHH pasmepH 13 x 8 mm.

3 mg/160 mg/25 mg

BenoKbITH, OBaJIHH, ABOHHOM3MbKHAIH (HIMHPaHH TabneTkH, ¢ penedHo obosHayeHue K3 ot enHata cTpaHa Ha
tabnerkara, ¢ npuOIM3KUTENHH pa3Mepu 13 x 8 mm.
10 mg/160 mg/12,5 mg

P030BH, OBaIHH, IBOHHOW3MBKHAITH (DHIMHpPaHH TabneTkH, ¢ penetHo obozHayenne K2 or
tabnerkara, ¢ npuOIM3UTeNTHU pa3mepH 13 x 8 mm.

10 mg/160 mg/25 mg

KadaBO-3KbTH, OBa/THH, IBOHHOW3MBKHAIH HDHIMHPaHH TabNeTKH, ¢ penedHo 0Do3Haue
Tabnetkara, ¢ npuOm3uTeNHK pazmepy 13 x 8 mm.

10 mg/320 mg/25 mg




Kadso-vepsen, oBaiHH, ABOHHOH3NbKHANH (HIMHpaHH TabneTkH, ¢ npHbamsyTenHH pasmept 18 x 9 mm.

4. KJINMHWYHH JAHHH
4.1 TepaneBTHUHH nOKa3aHASR

Jleyenue Ha eceHLIMANHA XHIIEPTOHHSA KaTO 3aMECTHTE/THA TEPANHs MPH Bb3PACTHH MALMEHTH, NPH KOKTO €
MOCTHIHAT 33A0BONHTENEH KOHTPOA BbPXY aPTEPHANTHOTO HAJIATAHE C KOMOHHALMATA aMIIOJIMNHH, BANCAPTaH H
xuapoxnoporHazua (HCT), npunaraHu kato TpH OTAENHH NeKapcTReHH GOPMH HITH KaTO  (PMKCHpaHa AROjiHA
koMOHHAUMA 4 OTAEHA IeKapCTBEHA Bopma.

4.2 Jo3upoBKa H HAYHH HA TIPHIOKEHHE

QOBHEOBKH

Hpenop"quTenHaTa A03a BEIJTTPHKOM ¢ ciHa Tabnerka AHCBHO, 34 NpEANOYHTAHE CYTPHH.

l'[penn Ja NpEeMHHAT HA JEUYCHHE C BEIJ'ITpHKOM MaLlHEHTHTE Tpﬂ'GBa ha 61:)1&T Ha CIJHKCHPB,HH AO3H OT
CbOTBETHHUTE MOHOKOMITOHCHTH, KOHTO NMPHEMAT NO CBLUICTO BpEME. IIO38T3 Ha BEJ'ITpHKOM ce onpeaena Ha Baza
A03UTE HA OTACIHHTE KOMITOHEHTH OT KOMOMHALHATA B MOMEHTA Ha NPpEMHHABAHETO.

Makcumannara npernopbyuTenHa 103a Baatpukos e 10 mg/320 mg/25 mg.

CneuqanHH nonyaunu

bubpeuno yspesxcoane

[Nopaan xuapoxXNOpOTHAIHAHATA KOMIIOHEHTa BANTpHKOM € NPOTHBOMOKA3aH IPH [TALHEHTH ¢ aHYpHA (BK.
TouKa 4.3) M NpH nauMeHTH ¢ TexkKo 6uOpeyno yBpexxaane (CkopocT Ha rioMepyiHa ¢unrpauns (GFR)
<30 ml/min/1,73m?) (Bx. Toukn 4.3, 4.4 1 5.2).

He ce nanara kopekUMs Ha HayalTHATa 1033 IPU MALHEHTH C JIEKO N0 yMepeHo ObOpeuHo yBpexaaHe (BX. TOUKH
44n5.2).

Yeproopobno yepexcoane

IMopanu BaicapraHoBaTa KOMNOHeHTa BanTpHKOM € NPOTHBOMOKA3aH NPH MALMEHTH ¢ TEKKO 4epHOAPOGHO
yBpexaHe (Bxk. Touka 4.3). [Tpu naunenTH ¢ Neko 10 yMepeHo YepHoApobHO yBpexkaaHe Oe3 xonecTasa,
MaKCHMATHATA MPenopBUUTENHA A03a Bancaprad ¢ 80 mg ¥ mopany Ta3d npHunHa BantpukoM He e nojxoaduy,
MpH Ta3M rpyna nauueHTtH (Bx. Toukd 4.3, 4.4 u 5.2). [Ipenopbku 3a n03aTa Ha aMJIOJMITHH MPH NIALHEHTH C JIEKO
JI0 yMEpeHO uepHoapoOHO yepexaaHe He ca yetaHoBeHu. [Ipy npemubasane Ha NOAXOAALLH NAUHEHTH €
XHIEepTOHUA (BXK. Touka 4.1) ¥ 4yepHoAPOOHO YBpeXaaHe KbM JiedeHne ¢ Bantpukom, Tpabsa aa ce M3nonassa
Hali-HHCKATA HATHYHA 1032 AMITOANIHH,

Copdeuna Hedocmantb¥HOCH t KOPORAPHA HOAECM HA CLPYEMO

ChbluecTByBa OrpaHHUEH OMHKT ¢ yroTpebara Ha BaaTpukoM, ocobeHo B MAaKCHMATHH 03K, NPH NAUWEHTH CbC
ChpPAEYHA HENOCTATHYHOCT H KOpOHapHa DonecT Ha cbpueTo. [lpenopbyea ce NOBHIIEHO BHHMAHHE NIPH

[AUMEHTH CHC CHPAEYHA HEOCTATHYHOCT M KOPOHAPHA GoJIecT Ha ChpLIETO, 0CODSHO MPH MPHJIAT;
makcumManHaTta ao3a Bantpukom 10 mg/320 mg/25 mg.

[ayuenmu s cmapyecka év3pacm (na eb3pacm 63 200unu u noeeve)

IMpenopsuBa ce NOBUILIEHO BHUMAHHE, BIUTHOUHTE/IHO [10-YECTO MOHHTOPHPAHE HA apTepy
NalMEeHTH B CTapyecka Bb3PacT, 0cOOEHO IIPH NPHIAraHe HA MaKCHManHara no3a Bantpuk



10 mg/320 mg/25 mg, Thil KaTo AaHHMTE 3a yroTpeba NpM Ta2M MALMEHTCKA NONyNauua ca orpaHuyend. [Ipu
NPEMHHABAHE Ha MOIXO/AALLH NAUMEHTH C XMNEPTOHHA (BK. To4Ka 4.1) KbM JeveHune ¢ Bantpukom, Tpadea na ce
H3MON3BA HAW-HMCKATA HATHUHA 1032 aMJ/ICLHINHH.

Heduampuuna nonyvaayus

Hsama cboTBeTHO npunoxeHne Ha BanTpukoM B neanaTpuuHaTa nonynauus (MaUHEHTH Ha Bb3pact noa 18
rOJMHH) 38 NOKA3aHHETO JTEHEHHE HA ECEHUHATHA XHIIEPTOHHA.

HaunH Ha mpHaokKeHHe

IlepopanHo npunoxeHune
BaﬂTpHKGM MOKE 14 C€ MpHEMA C HITH Bes XpaHa.

TabnetkuTe TPAORA Na CE NOMTBLIAT LIENH C MATTKO KOJIHYECTEO BOAA, N0 EAHO M CBLUO BPEME BCEKH [EH, 3a
npeanoYyMTaHe CYTPHH.

4.3 TIpornBonoxazanun

- CBpbXUuYBCTBHTETHOCT KbM aKTHBHHMTE BELLECTBA, APYTH CY.1(OHAMHUIHH IPOH3BOAHH,
AMXMAPOMTHPHAHHOBH NPOH3BOIHH WIH KbM HAKOE OT IOMOLUHHTE BELLECTBA, H3BPOeHH B TouKa 0.1,

- BTOpH M TpeTH TpHUMeCTBP Ha OpeMeHHOCTTa (Bi. TOHKA 4.4 1 4.6).

- YepHoapobHo yBpexnaHe, OnivapHa UKHpo3a K XOnecTasa.

- Texko 6b6peuno yepexaane (GFR <30 mlmin/1,73 m?), aHypus 1 npH NauMeHTH HA HANTH3A.

- EaxospemetiHaTa ynorpeba Ha BanTpukoMm ¢ aTMCKHPEH-CBAbPXKaLLKM NPOAYKTH € NPOTHBONOKA3aHA 11PH
MalMEeHTH Cbe 3axapeH anabet unu 6u6peuHo yepexaane (GFR <60 mlmin/1,73 m?) (Bx. Touku 4.5 u
5.1).

- Pedpakropra XMNOKANHEMHS, XHNIOHATPHEMHS, XHIIEPKANLIMEMHS H CHMITTOMATHYHA XHNEPYPHKEMHA,

- Texka XHNIOTOHUA.

- [Hok (BKNIO4UMTENHO KAPIAHOTEHEH ILIOK).

- O6CTpyKLUMA HA M3X0/a Ha NABa Kamepa (Hanp. XHNepTpodryHa 0O6CTPYKTHEHA KApAMOMHONATHA H
BHCOKOCTENCHHE a0pTHA CTEHO?S&).

- XeMOAMHAMMUHO HecTabWHA ChPAEYHA HEAOCTATLYHOCT Cile] OCThP MHOKAPAESH HHODAPKT.
4.4 CreHa1HH NpeAYNpPeKIeHHA H NPEANATHA MEPKH OPH ynoTpeba
BezonacHocTTa H ehHKACHOCTTA Ha AMJIOAMITHH MPH XHIIEPTOHHYHA KPH3d HE CA4 YCTAHOBEHH.

IlauMeHTH ¢ HATPHEB- H/HIH 00eMeH AeHLIMT

ExcuecuBHa XMNOTOHUS, BKIIOYHTETHO OPTOCTATHYHA XHITOTOHMUA, ¢ Habmonara npu 1,7% o
NeKyBaHH C MAKCHMAJTHATA /1032 aMN0AMNHH/BancapTan/xuapoxnoporrazug, (10 mg/320
1,8% npu nauneHTHTE Ha BacapTan/xuapoxaopotHasna (320 mg/25 mg), 0,4% npu na
amnoannup/sasicapran (10 mg/320 mg) u 0,2% npu nauMEeHTHUTE HAa XMAPOXI0POTHA3H
(25 mg/10 mg) B X042 HA KOHTPOJMPAHO U3NHUTBAHE MPH NALUMEHTH ¢ YMEPEHA 10 TEKK
XHNEPTOHHA,




FIpH naudeHTH ¢ HATPHER W/ UK 00EMEH NEHUIUINT, NPUEMALIIH BHCOKH J03H AUYPETHLIM € BL3MOXHO Ja
Bb3HUKHE CHMIITOMATHYHA XHNOTOHHA Clie] 3aMOo4BaHE Ha JEYEHHETO ¢
aMJIOAHNHH/BAICAPTAH/XHAPOXTIOPOTHA3K . AMIIOAMNIMH/BACAPTAH/XHAPOXIIOPOTHA3NA TPAOBa Ja ce NpHJara
CaMO clie]l KOPUTHpaHe Ha NPeIIeCTRALLl HATPHEB H/WH obeMeH AeHLUT.

AKO NpH NieYeHHE C AaMNOAUIHH/BAICAPTaH/XHAPOXIOPOTHA3HA HACTBLITH EKCLUECHBHE XHNOTOHHSA, MALIHEHTHT
TpsOBa 1a 6be NOCTaBeH B NIETHAIO NOIOKEHWE H NPH HEODXOAUMOCT 1A e NPHJIOAKH HHTPABEHO3HA HHY3HA C
¢puznonornuen pastsop. JleueHneTo Moxe Na Ob/le NPOABLIHKEHO CNEL KAaTO C& CTAOUTH3NPa APTEPHATHOTO
HaJAraHe.

[1poMEHH B CEpPYMHHTE €NEKTPOJIUTH

Amro0unun/earcapman/xudpoxiopomuasud

B x0aa Ha KOHTPONHPAHOTO KAHHHYHO M3MTMTBAHE HA AaMNIOAHNMH/BANCApTaH/XHAPOXJIOPOTHA3HUA IPH MHOTO OT
MaUMEHTHTE APOTHBONOIOKHHTE edeKTH Ha BasicapTad 320 mg v XKapox1opoTHa3ua 25 mg BbpXy HHBaTa Ha
CEPYMHHSA Kanuii NOYTH ce HeYTpAIH3Iupar B3aumMHO. [IpH ApYrH NMaLMeHTH, 0HHHAT WK APYTHAT €PEKT MOMKE
Ja foMHHHpa. [lepHonnuHo, Ha NOAX0OALLHM HHTEPBAIH OT BpeMe, TPAOBa 1a ¢e H3CNeA8aT HUBATA HA CEPYMHHTE
€NeKTPONHTH ¢ LEN OTKPHBAHE HA Bb3IMOXKHH ENEKTPOIMTHH HAPY LICHHA.

[Teproaruno HACICABAHE HA HUBATA HA CEPYMHHTE ENEKTPONHTH, NO-CNELMATHO Ha Kanus, TpabBa ja ce
NPOBEKAA HA ONpPEIE/eHH HHTEPBAITH OT BpEME C LieN OTKPHBAHE HA Bb3MOXKHHU €NIEKTPOJIMTHH HAPY LLEHHS,
0coBeHO NpH NaUMEHTH C APYTH PHCKOBH (akTopH KaTo HapylueHa 6bOpeuna GyHKIUNA, eueHHe ¢ APyry
NIeKapCTBEHH MPOAYKTH WK NPENXOKIALIA AHAMHE3A 33 CIEKTPOIHTHH HapYIUEHHA.

Baacapman

EnHorpeMeHHaTa ynoTpeba ¢ Kanuesy 100aBKH, Kali-ChXpaHABaLIK Iy PETHIH, 3aMECTHTEH Ha CONTa,
ChBPKALLH KATIHI, WK JPYTH IeKapCTBeHU NPOIYKTH, KOHTO OHXa MOF/H /1a MOBHINAT HHBATA HAa KATHA
(xenapuH u T.H.), He ce npenopbysa. CTOHHOCTHTE Ha KaHA TPSOBA CHOTBETHO Ja C& MOHHTOPHDAT.

Xuopoxropomuasiuo

JleueHHETO ¢ aMNIOTHITHH/BANCAPTAaH/XHIPOX10poTHa3H Tpa0Ba J1a ce 3anoyHe caMo e KOPHrHpaHe Ha
XMMNOKATHEMHATA H CHITBTCTRAIIATA XHNOMarHe3neMus. THa3HIHHTE AUy PETHLIH MOTaT /12 YCKOPAT HOBA MoABa
Ha XHMOKATHEMH MK 18 0BOCTPAT NpeaLecTrala XHnoKkaiMeMus. THa3HIHHTE A4y peTHUH Tpa0Ba fa ce
NPUIAraT ¢ MOBHLIEHO BHUMAHKE TIPH NAUMEHTH, YHETO CHCTOAHUE € CBBP3aHO ChC NIOBHILEHA 3ary0a Ha KaslHi,
KATO HANpPHMEp coll IyBeln He(pomaTHH MM NPEPEHATHO (KapAHOreHHO) yBpeskaaHe Ha ObOpeuHaTa GyHKuUHS.
AKO 110 BpeMe Ha TeparHts ¢ XHAPOXJIOPOTHAIHA CE Pa3BHE XHITOKATHEMHA, NPHEMbT Ha

aMnoaMNHH/BAICAPTAH/ XHAPOXIOPOTHA3HA TpA6Ba 1a ce NMpeyCTaHORK A0 cTaOWIHO Br3cTaHOBABaNe ha Gananca
Ha KANHA.

TuasnaHHTe AMYPETHLM MOTAT [1a YCKOPAT HOBA NOABA HA XHIIOHATPHEMHSA H XMIOXNOPEMHYHA ANIKAIO3a HIlK A4
060CTpAT NpeqwecTBama XHnoHaTpHeMHa. Habnronasana e XunoHaTpHeMHUs, CbNPOBOEHA OT HEBPONOTHYHA
CHMNTOMATHKA (rafieHe, NPOrpecHeHa 1e30pUeHTaLHs, anaTha ). JleuesneTo ¢ xuapoxnopotwasua Tpabea aa ce
3aN0YBa cliefl KOPUTHPaHe Ha NpeLecTBalla XUNoHaTpueMua. B cnyuai Ha Texka unm 6sp30 passuBaiia ce
XHOHATPHEMHS 10 BPEME HA JIEUSHUETO ¢ aMJIOAHITHH/BAICAPTAH/XH/IPOXIOPOTHA3HA, TeYeHNeTO Tpabea na
Obe CNPSHO 10 HOPMATH3IHPAHE HA HABATA HA HATPHA.

BCHYKH NalMEHTH, MPHEMALLM THA3MAHK AHYPETHUHM TPAGBA NEPHOAHYHO 12 ObAAT NPOC/EAABAHH 32
€NIEKTPOMTHH HAPYLUEHHA, 0CODEHO Ha KATNA, HATPUs M MarHe3Ha.

bLOpeyHo yepexaaHe

TuasuaHHTE JRYPETHIH MOTAT 4a YCKOPAT A30TEMUATA TIPH NALMEHTH ¢ XPOHH4HO OO
Korato amnoaunun/Bancapran/XxuapoxiopoTHA3H/ ce MPHara NpH nauxeHTH ¢ 6u0ped
IPenopbyBa NIEPHOAHYHO NPOCISIBAHE HA HUBATA HA CEPYMHMTE EIEKTPOIHMTH (BKIIOY



KpeaTHHHHA M NHKOYHATa KHCENHHA. AM/IOIHIHH/BAICAPTAH/XHAPOXIOPOTHAZHA € [IPOTHBONOKAIAH 11PH
NALMEHTH ¢ TEXKO OLOpeHHO YBPeKAaHe, aHyPHA HIH NPOBENKIALIN AWanK3a {BX. Touka 4.3).

He ce v3KkckBa KOpHIupaHe Ha 103aTa Ha aMIOAHNHH/BANCapTaH/XHAPOXIOPOTHAZN NPH MALIMEHTH € JIEKO 10
ymepeHo 6u6peuro yepexaane (GFR >30 ml/min/1,73 m?).

Cretoza Ha 6b0peyHa apTepHs

AMNOOHNKH/BANICAPTAH/XMAPOXIOPOTHA3MA TPA0BA Na ce NpHNara ¢ NOBULIEHO BHUMAHMKE 32 JIGUEHHE Ha
XHIIEPTOHHA MPH NAUHEHTH ¢ €1HOCTPaHHA WK ABYCTPAaHHA CTeHO3a Ha ObOPEeUHHTE apTepHH HIH NPH CTEHO3a
HA ApTEePHA HA €AMHCTBEH 6'}:-6PEI{, Thit KaTO NpH TAKHBa NALKUEHTH MOXKE 1a Ce Nnony4H nOBHUIABAHE HA YpeATa B
KPBBTa U CEPYMHHUS KPEaTHHHH.

BnOpeuna TpaHcniaHTanHa

Jlo TO3¥ MOMEHT HAMA HATPYTIaH OMHT NO OTHOLIEHKE Ha Oe3onacHaTa ynotpeda Ha
aMJIOJMITHH/BAICAPTAH/XHIPOXJIOPOTHASHA NMPH MAUMEHTH ChC CKOpowHa 6b6peyHa TpaHcaHTauua.

Yepuoapobuo yepexcaane

BancapraH 0CHOBHO c€ eTHMHHHPA HENMPOMEHEH Ype3 xuTbukara. [1omyKHBOTBT Ha AMAO/IHNIHH € YABKEH, &
crofiHocTHTe Ha AUC ca no-BHCOKH NpH NaLMEHTH ¢ HapylUeHa YepHoapoOHa QYHKLINA; HE CA YCTAHOBEHH
NpenopbkH 3a Ao3aTa. [1pn maLMeHTH ¢ Neko A0 yMepeHo YepHoApodHO yBpexkaaHe De3 XonecTasa
MaKCHMAaJTHATA NPeNopbYHTENHA 1038 BajicapTaH € 80 mg, cnenosateaHo
aMI0THNHH/BANCAPTAH/XHAPOXIOPOTHA3H/ HE € MOAXOAALL MPH Ta3H rpyna nauHeHTH (Bxk. Touku 4.2, 4.3
3.2).

AHrvoenem

Crpobluaea ce 3a ClTyuad Ha AHTHOE/IEM, BIJTIOYHTETHO OTOK HA NAPHHKCA H ITI0THCA, NPHUYKHABALW, 00CTpyKLINA
Ha JHXATETHHTE MbTHLLA H/HIH OTOK Ha TIHLIETO, YCTHHTE, GapHHKCA H/H/IH €3HKA NPH NIALMEHTH, NEKYBaHH ¢
BaiacapTad. HakoM OT Te3H NalMeHTH ca HMallH H PEIH TOBA aHTHOEAEM, NMPH JCHYEHHE C IPYTH TeKAPCTBEHH
npoayktH, Bxountenio ACE nHxuGuTopu. AMnoannuy/BancapTad/XuapoxnopoTHa3na TpaGea Aa ce cnpe
He3a0aBHO NMPH NALIHEHTHTE, KOUTO NO/Y4aT aHFHOeAEeM H He TPAOBa Aa ce npuiara OTHOBO.

HuTecTHHANEH aHrHOENEM

3a MHTECTUHANIEH aHTHOEOEM Ce cxoﬁmasa NpH NALHCHTH, JIEKYBAHH C aHTHOTCH3HH I1 PEUENTOPHH
AHTArOHHUCTH, BKIIKOYHTEIHO BANCAPTAH (B)K. TOYKA 48) Te3n NanHEHTH HMAT KOpEMHA IE(JJ'II(H, raacHe,
NOBPBLUAHE H JHaPHA. CumnromuTe OTUWIYMABAT CNeJ NpEYCTAHOBABAHC HA AHTHOTCH3IHH I1 PEUCTTTOPHHTE
aHTaroHHCTH. AKO ce AHATHOCTHLHPA HHTECTHHANEH aHTHOCAEM, NCYCHHETO C BancapTaH TPHGBE aace
MpEYCTAHOBH H Ja C€ 3aMNOYHE MNOAXOAALIO HaﬁﬂlO,IlCHHC AC MBAHOTO OTWYMABAHE HA CHMITTOMHTE.

ChpaeyHa HEIOCTATBYHOCT H KOpPOHAPHA 60MeCT HA ChPUETO/MOCTMHOKAPASH HHPAPKT

Karo nocneavua ot MHXMOHPAHETO HAa PEHUH-AHTHOTEH3HH-A110CTEPOHOBATA CUCTEMA TIPH  [PEIPA3NON0KEHH
MaLHeHTH MOraT 1a ce 04aKBaT NpoMeHH B 0bOpeunata ¢yHkUHA. [Ipy nauMeHTH ¢ Texkka cbpaeyHa
HENOCTATBLYHOCT, YHATO OpOpeuHa dyHkuna 61 Morna 4a 3aBUCH OT aKTHBHOCTTA HA PeHHH-AHMHOTeH3HH-
anaocTepoHoBaTa cucrema, Nedenuero ¢ ACE nHXWOUTOPH H aHTMOTEH3HH  peuenTopHU GNoKepH ce CBLP3Ba ¢
ONHIYpHA WHIM NPOrpecHBHA a30TeMHUA H {pAaKo) ¢ ocTpa ObOpeYHa HENOCTATHLYHOCT H/HIH CMBPT. 1'[0)106}111
pe3yaTarTH ca cho0enu 3a Bancapran. QueHKara Ha nauHeHTHTe Che ChpAeuHa HelOCTaThYHO
NOCTMHOKapAeH uHGapkT TpabBa na BKNIOYBA BUHArH OUEeHKa Ha GbOpeunara pyHKUHA.

B anarocpouno, niauebo-kontponupaso npoyusane (PRAISE-2) ¢ amnofiMnua npu na
neaoctarbuHocT Knac 11 v 1V no NYHA (New York Heart Association Classification),
€THONOTHA, aMJIONHMITHH CE CBBP3Ba ¢ NOBHUILEH Opoi cLoOWEeHNs 3a Genoapoben oTok,
3HAYMMA Pa3IHKa B YECTOTATA Ha B/IOLIARALIA CE ChPAEHHA HEAOCTATEYHOCT B CPABHEH



BJ’IOI{EPHTB Ha KAJTUHEBHTE KAHAIH, BKNHOYHTETHO aMJI0IHINKH, TPH6Ba [a C€ U3MOJI3BAaT C MOBHLIEH) BHHMAHHE
MpH NAHHEHTH ChC 3acTOHA ChpACHHA HEAOCTATHHYHOCT, ThH KaTo MOTAT 12 NOBHILAT PHCKaA OT SHET
CepAeHHOCBHAOBH ChOUTHA H CMBPTHOCT.

HCOGXOHHMO € NMOBHLIEHO BHHMAHHE TTPH NAUHEHTH CBC ChPACYHA HEJOCTATBYHOCT H KOPOHapHa GOJ'leCT Ha
ChpLETO, 0COOEHO NPH BRCOKATA 1032 aMNOAMNHH/BaNcapTan/xuapoxnopordasua 10 mg/320 mg/25 mg, Tei

KaTO CLLUCCTBYBALIHWTE JAHHHTE NPH Ta3H NNIAUHEHTCKA NOITY 1Al HA €A OrPAHHYEHH,

AOpTHA H MHTpAJTHA KJTanHa cTeHo3a

KakTo NpH BCHYKH APYrH BA30JUNATATOPH € HCOGXO,E[HMO CIMa3BaHe Ha CNEUHAlIHK NpEANa3HHi MEPKH MPH
NalHCHTH € MHTpa/THa KIanHa CTCHO3a HilH 3HaAaYUMa aopTHa CTCHO3a, KOATO HC € BHCOKOCTENCHHA.

bpemeHHOCT

Atirnotensud Il peuentopHute 6nokepu (AIIPE) He Tpabra a ce 3anoueat no BpeMe Ha SpemeHHOCT. OCBEH ako
npoabmxaBaHeTo Ha Tepanuara ¢ AIIPB ce cunTa 3a Kn3neno BaXKHO, HA IALIMEHTKUTE, KOMTO ILIAHHPAT A2
3a0pemeHenT, TpAORA Na Obae HABHAYEHO ANTEPHATHBHO AHTHXHIIEPTEH3HBHO IEYEHHE C YCTAHOBEH NpodHn Ha
BesonacHocT 3a ynotpeba no epeme Ha SpemenHocT. [pu ycraHoBaBaHe Ha OpemeHHocT neuenuero ¢ AlIPB
TpaAOBa /12 ce NpeyCTaHOBK He3aDaBHO M, aKO € YMECTHO, 113 C€ 3aM0YHe aNTepHAaTHEHA Tepanui (BX. Touku 4.3 1

4.6).

[TepBHYEH XHNEPANIOCTEPOHHIBM

[TauMeHTH ¢ IbPBHYEH XHUTIEPATAOCTEPOHHILM He Tp2OBa 1a ObAAT NEKyBaHH ¢ aHrHOTeH3HUH 11 perienTopHug
ONoKep BancapTaH, ThH KaTo TAXHATA PEHHH-AHTHOTEH3HH-AN/I0CTEPOHOBA CHCTEMA HE € akTHBHpaHa. Ilopaau
Ta3K NMPHYHHA aMTOTHMHH/ BANCAPTAH/ XHAPOXIOPOTHA3HA HE C€ NIPENOPBLUBA MPH Ta3H MOMyJIalnA.

CHcTeMEH NYIIYC EPHTEMATOEC

Crobinaea ce, e THA3HAHUTE AHYPETHUH, BIUIIOUHTENHO XHAPOXIOPOTHA3H, MOraT Aa 000CTPAT WiH Aa
AKTHBHPAT CHCTEMEH TNy €PHTEMATOEC.

Jdpyru META0ONHTHH HapYUHIEHHA

TuazuaHute AHYPETHLH, BEJTHOYHTETHO XHAPOXIOPOTHA3KHA, MOTAT Ja HapYLWAT NIKOKO3HHA TONEpAaHC K Ja
MOBHILIAT CCPYMHHUTE HHBA HA XOJICCTCPON, TPHTTTHUEPHAH H IMHKOYHA KHCEJTHHA. an MaLuHEHTH C J:maﬁe'r MOXKE
J1a € HeODXOAUMO KOpPHIHpaHe Ha 103daTa Ha HHCY/IMHA HITH Ha N€POPaATHOTO XHNOTTHKEMHYHO CPEACTBO.

[Nopaan XUAPOXJIOPOTHAIMAHATA KOMITOHEHTA AMI0AHHH/BANCAPTAH/XHAPOXIOPOTHA3K, € MPOTHBONOKA3aH
NPy CHMIITOMATHYHA XHIIepypuKeMus. XHAPOXJIOpOTHAZK MOKE 1a NOBHIIK CEPYMHHTE HUBA Ha MUKOYHATA
KHCENHHA, NOPaAH HAMATEHHA KIMPBHC HA IMKOYHATA KHCEIHHA H MOJKE 1A IPMHHHK WK Aa 060cTpr
XHNEPYPHKEMHUATA, KAKTO U J1a YCKOPH NOABATA HA NOAArpa Npu NPeApa3NoNoKeHH NALHEHTH.

TuaznauTe HAMaNABAT EKCKPELMATA HA KAILHI C YPHHATA H MOTAT A4 [IPSIHIBHKAT [IPEXOAHO M JIEKO [IOKAYBAHE
Ha CEPYMHHS KaNLKA NP1 TMNCaTa HAa H3BECTHH HAPYLIEHUA B KUILHEBHA META00IMIBM.
AMIOTHNHH/BANCAPTaH/XHAPOXNOPOTHA3H] € MPOTHBONOKA3EH NPH NALMEHTH C XHNEPKaILHeMH H TpAbBa na
C€ MpHJIara ¢amo clej KOPHIMpaHe Ha MpeAllecTBaila Xunepkanuiemus. [Ipuemsr na
aMIIOIHNHH/BANCAPTAH/XHAPOXIOpoTHA3HA TPAOBa na 6bAe NpekpaTeH NPH Pa3BHTHE HA XHNEPKAILMEMHA NO
BpeMe Ha JeueHHeTo. CepyMHHTE HHBA HA KaUMA TpAORa NEPHOAWYHO AA CE IPOBEPABAT N0 Bpew
neuyeHHeTo ¢ THa3HAH. [loauepranaTa XuNepkanUHeMna Moxe 1a Ob/1e NoKa3aTencTeo 3a o
XHNEPnapaTHPeOHAH3bM. [IpHEMBT HA THA3HAHH IHYpeTHLH TpaOea na Gnie npexpare
H3CeABaHHA Ha PYHKUHATA Ha NapaTHPEOHHHTE XKIIE3H.

POTOYYBRCTBHTEHOCT




CrobiuaBa ce 3a Cy4Yad Ha peakLMH Ha GOTOUYBCTBHTEAHOCT NPH NPHEM Ha THA3HAHH JHYPETHLH (BXK. TOUKA
4.8). AKo no BpeMe Ha NIEHESHHETO C AMNOAHITHH/ BANCAPTAH/XHAPOXIOPOTHA3N ] BE3HHKHE PEAKLUMA HA
(hOTOUYBCTBHTENHOCT, C& MPENOPEYBA CIIMPAHE HA IEYEHHETO. AKO Ce CUMTA 32 Heo0XO/TMMO MOBTOPHO
NpHiaraHe Ha AHypeTHKA, ce NperopbyBa 3alluHTa Ha 00NacTHTE, HITOKEHH Ha CAABHLE I U3KycTBeHa UVA
CBeT/NHHA.

XOpouAaNeH U3NKUB, OCTPA MUONWA U BTOPWUYHA 3aKDUTOBIB/AHA T1aYKOMA

CyndoHaMHIHTE KK JIEKAPCTBATA, NPOM3BOAHH Ha CyIOHAMHANTE, MOraT Aa NPeAH3BXMKAT HAMOCHHKPaTHYHA
PeaKUMSA, BOAEWA A0 XOPOHAAIEH H3IHB ¢ AedeKT HA IPUTENHOTO NoJE, NPEXOAHA MHOTIHA W OCTPa
3aKPHTOBIBAHA riaykoMa, CHMNTOMHTE BKJIFOYMBAT BHE3ANHO HAMAIABAHE HA 3PHUTENTHATA OCTPOTA WITH GONKa B
OYHTe H 0OHYaHHO BB3HMKBAT B PAMKHTE Ha 4acoBe 10 CEIMHLIA Clle 3anoyBaHe HalekapcTBoTo. HenekypaHarta
ocTpa 3aKpHTO’berIHa rmayKkoma MoKe Ja noBese 10 NepMaHCHTHa 331‘)/63 HAa 3PCHHC’TD. n'prOHa'{aJ'IHOTO
NEYeHHeE € 2 CE MPEKPATH NPHEMA Ha XHAPOXJIOPOTHA3M, KOJIKOTO C& MOXKE No-0bp30. AKO He Ce MOCTHTHe
KOHTPOJ BLPXY BETPEOUYHOTO HanaraHe TpaOBa Ja e HMAT NPEABH CBOCBPEMEHHO MeAMLMHCKO WK
XHPYPru4HO JedeHue. PuckoBnTe GakTopH 3a pasBUTHe HA OCTPA 3aKPHTOLILIHA [IAYKOMA MOTAT 1a BKIOYBAT
aHamHe3a 3a Cy1hoHaMHHa HITH NEHHLWIHHOBA ATIEPrus.

O6LH

Heofxoanmo e noBuiueHo BHUMaHUe NPU NALMEHTH C IPeLLECTBALLA CBPbXYYBCTBHTENHOCT KbM APYTH
aurnotensut Il peuenropun Gnokepu. PeakiiMnTe Ha CBPBLXYYBCTBHTENHOCT KbM XHAPOXIOPOTHA3H] Ca N10-
BEPOATHH NPH MAaLHEHTH, CTpajall OT AIeprid WiH acTMa.

[laweHTH B cTapyecka BL3pacT (Ha BL3pacT 65 roguHM K noseye)

Ilpenopbuea ce NOBHILIEHO BHUMAHHWE, BKIIOYUTENHO NO-YECTO MOHWTOPHPAHE Ha aPTEPUANTHOTO HANATAHE, MPH
NALMEHTH B CTApUECKa Bb3pacT, 0cOOEHO MPH NpHiaraHe Ha MakKCUMANHATA 1033
aMI0aHMHH/BaNcapTal/xuapoxioporiasun 10 mg/320 mg/25 mg, Thid kaTo naHHKTe 3a ynoTpeba npH Ta3u
NaUHEHTCKA MOMyNallHA ca OrpaHHYCHH.

JIeoiiHO ONOKHMpAHE HA PEHUH aHrHOTeH3IMH -anaocreporogaTa ciictema (PAAC)

Mma nannu, ye eaHoBpeMenHarta ynorpeda Ha ACE unxubutopy, APB Hnu anHckHpeH noBHIUAaBa pHCKa OT
XHNOTOHHA, XHITepKAJIHEMHA H HamanABane Ha ObOpeynata dysKuMA (BRNOUKTEIHO ocTpa 61b0peuna
HeaocTaThuHOCT). [Topanu Tora He ce npenopbuBa ABOHHO OnokupaHe Ha PAAC upe3 koMGHHUpaHaTa ynotpeda
Ha ACE unxubutopu, APb vau anuckupeH (Bx. Touku 4.5 u 5.1).

AKo ce mpeuenu, Ye TepanuaTa ¢ A8olHo bnokupaHe e abconoTHO HeoOX0AHMA, TOBa TpAOBa Ja CTaRa CaMo NoJ
HabNIOAEHHETO Ha CRELMATTMCT M TPH YECTO BHUMATEIHO MOHHTOpUpaHe Ha 6uOpednara QyHkuUwu3,
€JIEKTPONUTHTE H KpbEHOTO Hanarave. ACE nnxubnuropn u APD ne tpadsa na ce Hanonssar eJHOBPEMEHHO NpH
nauMeHTH ¢ JuabeTHa HedponaTus.

HeMenaHOMEH paK HA KOoXara

B nBe enuaeMHONOrMYHH MPOYYBAHKA, OCHOBABALUM CE HAa AATCKHUS HALMOHANIEH PaKOB PErMCTHP, €
HaONOIaBaH MOBHILIEH PHCK OT HeMenaHoMeH pak Ha koxara {(HMPK) [6asanHoxneTbuen kapuuHoM (BKK) u
ckpamosHorIeThueH kapurHoM (CKK)] npu HapacTsalla ekcno3yuus Ha KyMyJlaTHBHA 1034
xuapoxnopotdasua (XXT3). @orocencubunmsnpaumrte edextd Ha XX T3 Morar Aa neficTBaT Karo ReposTeH
MexaHu3bMm 3a passHTHe Ha HMPK.

Ha nauvenTure TpabBa Aa ce npenopbyar Bb3MOXHH NPEBAHTUBHH MEPKH, KaTO OrpaHy G
C/'LHYEBA CBET/IHHA H YATPABHONETOBH JIbYH, @ B C/IyYaH HA €KCNO3HLIMA, NOAXOAAUIA 33
MHHHMYM PHCKBT OT pak Ha kokata. [Tofo3puTenHuTe KOXKHH Ne3uu Tpadea na dbaar n
He3a0aBHO W3CIe/IBaHE, MOTEHUHATHO BKIIOYBALIO XHCTONOTHYHH W3Cae1BaHUA Ha 61O



HMPK (Bx. cbiuo Touka 4.8).

OcTpa pecnupaTopHa TOKCHYHOCT

Cren npvem Ha XxMAPOXJIOPOTHA3K, ce ChOOLLABAT MHOIO PEAKH TEXKKH Cy4aH HAa OCTpa pecnHpaTopHa
TOKCHYHOCT, BKITHOUHTENHO OCThp pecnupartopen auctpec cuiapom (OPJIC). Cnen npuem Ha
XHIPOXTOPOTHA3ZHI OOHKHOBEHO ce pa3BHBa DenopobeH 0Tok B paMKUTe HA MHHYTH 10 Yacose. B nauanoto
CHMIITOMHTE BKJIKOYBAT AHCNHes, NOBHILEHA TEeMNEepaTypa, BiowaeaHe Ha OenoapobHara hyHKIMA H
xHnotonus. [Tpu cemuenue 3a OPJIC Tpabea na 6bae cnpaH npueMbT Ha BaaTpukoM W 1a ce MpUIokKH
NOAXOAAILO AeUeHHE. XHAPOXAOPOTHAZM/ He TpAOBa 1a ce npuaara Npd NauMCHTH, KOMTO Npead ToBa ca
nonyuasany OPZIC cnen npuem Ha XUAPOXIOPOTHAHA,.

Hatpuii
Tosa nekapeTBo cbabpxka No-Maiko oT | mmol HaTpuii (23 mg) va duamupana Tabnerka, T.€. MOXe 1a ce

KAXKE, Y& NPAKTHUECKH HE ChABPXA HATPHH.

4.5 B3aumoneiicTBHe ¢ APYTA JIEKAPCTBEHK NPOAYKTH H XAPYTH GOpPMH Ha B3auMoIeiHcTBHE

Heca NPOBEAAAHH Oti)HLlI/IaJ'IHH Nnpoy4BaHHA 3a B3ﬂHMO,£I,CﬁCTBHS[Ta Ha
aAMIOAMMHH/BANCAPTAH/XHAPOXIOPOTHA3UA € PYIH IEKAPCTBEHH NIPoAYKTH. CNEI0BaTENHO, B TA3H TOYKA €
NnpeacTaecHa HH(‘l)OpMaLlHH €AHHCTBEHO 32 H3BECTHHTE NP OTAC/THHTC dKTHBHH BCLUCCTBA BSaHMO,EleﬁCTBHﬂ [+

APYTH JCKAPCTBCHH MPOOYKTH,

BaxkHo e aa ce uma npeaBHA, Y€ aMNOAUNMME/BAICAPTAH/ XHAPOX10POTHAZMA MOXKE Aa 3aCHIH XUNOTEHIHEHUTE
edeKTH Ha APYTH aHTHXHNEPTCH3IUBHH CPEACTBA.

He ce npenophuba eMHOBPEMEHHO NPHIIOMKEHHE

AMaoaunan/ HasecTHH EdexT Ha g3anmMoaeiicTBHETO ¢ Apyry
paacapran/ B3aHMOAEHCTBHA CBC | JIEKAPCTBEHH NPOAYKTH
XHAPOXJIOPOTHAZHI | CICAHHTE CPEICTBA

OTIENHH

KOMIIOHEHTH

Jlutuii Cobofuasa ce 3a o0paTHMO NOBHILABAHE HA
KOHLEHTPALUMATA HA JINTHH B CepyMa H TOKCHYHOCT
NpPH eJHOBpeMeHHO npunarane Ha nuTHi ¢ ACE
UHXUOUTOPH, aHruoTenzuu Il peuentopun
AHTArOHMCTY, BIJLIIO4HTENIHO BAIICAPTAH HJIH
THA3HAHK AHyperHuM. Twi kaTto OLOpeqnusT
KIHPBLHC HA IHTHA € HAMAJICH OT THAZHAKUTE, PHCKBT
OT MHTHEBA TOKCHYHOCT € Bh3MOXKHO JONMBIHHTEITHO
Ja C€ NOBHLUH NPH NNDHEM Ha
aMnoaunuH/Bancaprad/xuapoxaoporyasun. [opaau
Ta3H NPHYHHA Ce NPENOPLYBA BHUMATETHO
NpoCNeISBaHE HA CEPYMHHTE HHBATA HA TUTHH NIPH
€THOBpPEMEHHA ynoTpeda

Bancapran u HCT

Bancapran

Kanwuii-cexpanssaiiu
AMYPETHLH, KATHEBH
ao0aBkH,
3aMECTHTENH Ha CONTa
ChABPXKALUH KATHi 1
APYTH BELIECTBA,
KOHTO MOTaT ja
MOBHIIAT HUBATA HA
KaTHiA

Kanuii-cbxpaHaBaniu JuypeTHLIH, KANHERH 100aBKH,
3aMECTHTENH HA CONTA ChABKALIM KaNnHi 1 ApyTH
BELIECTBa, KOUTO MOraT [a NOBHUIAT HUBATA HA
Kanuii

AMN0IHNKHH

I'peiindpyT uan cok
oT rpeidngpyT

AMNOIMNHH ¢ TpedndpyT WK cOK OT\LPE
Thi KaTO NPH HAKOH MaLHeHTH GHOH.




AMJOJIHIMHH MOXKE Ja €€ NOBUILK W Ja A0BEAC 10
JACHNB&HE HA AHTHXHNEPTEHIUBHHTE BdJEKTIfl

H3uckea ce MOBHUIEHO BHHMAHME NPH €1HOBPEMEHHO NPHIQKEHHE

Amyoaunnn/sane | HipeeTHn EdexT HA B3aHMOICHCTBHETO C APYTH
apTaH/Xuapoxop | B3AHMOAEHCTBHA ChC JeKApCTBEHH NMPORYKTH

OTHAIH] OTACJHH | CJEIHHTE CPEeACTBA

KOMNOHEHTH

AMI0AHNKH CYP3 A4 uuxubuTtopn EaHOBpEMEHHOTO NPHNOKEHHE HA AMJIOAHITHH CBC

(Hanp. keToKoHAa301, cHAHH Hau yMepeHH CYP3A4 unxuburopu

HTPaKoHa301, {npoteazHn HHXHOHTOPH, a30NHH NPOTHEOIBOUYHH

PUTOHEBHP) CPEACTBA, MAKPOJTH/IH, KATO EPUTPOMHULIHH HITH
KJIapPHTPOMMLIMH, BEPANAMUI HITH JIUITHA3EM), MOXKE
Ia noBedE AC 3HAYMMO YBETHMBAHE Ha
€KCMIO3ULUHATA HA aMIOAHNHH, KnHHuuHaTa
3HAYHUMOCT Ha Te3d HapMaKOKHHETHUHH BapHALIHK
MO3Ke 1a € M0-H3pa3eHa Mpy NauMeHTHTe B
CTapyecka Bb3pacT. ToBa MOXe 1a HanoKH
KJIIHHHYHO NPOCIEAABAHE W KOPEKUMA Ha f03aTa.

CYP3A4 uuaykropu [Tpu eaHOBpEMEHHO NPHUIOKEHAE HA M3BECTHH

{@HTHKOHBYNCAHTH HHAYKTOpH Ha CYP3 A4 nnazmeHaTa KoHUEHTpaumus

[Hanp. kapGamazenuH, Ha aMJIOAWIMH MOXKe fa BapHpa. [lopaau ToRa

therobapburan, KPBEHOTO HajAraHe TpAORA Aa ce Mpocneasea H aa

theHuTOUH, ce 0DMMCIIH aJanTHpaHe Ha 103aTa KaKTo NO BPEME,
$ocheHHUTOHH, TaKa H ¢JIe]l €THOBPEMEHEH MPHEM, 0COBEHO Che

NPHMHIOH], cunuu CYP3A4 unaykropu (Hanp. pudaMnHLHH,

pHdaMITHLHH, KBIT KAHTAPHOH),

Hypericum perforatum

[>XBAT KaHTapHOH])

CumsacTtaTH MHuorokpaTHoOTO NpHNOKeHHE Ha aMnonunuH 10 mg
eHOBPEMEHHO CbC CHMBacTaTHH 80 mg noeuwasa
cbe 77% eKCNO3HUHATA HA CHMBACTATHH CMPAMO
CAMOCTOATETHOTO TIPUIOKCHHE HA CHMBACTATHH.
IMpenopbusa ce HamanaBaHe HAa N03aTa Ha
CHMBACTATHH 10 20 mg JHEBHO NPY NALIUEHTHTE HA
JIe4EHHE ¢ aMJIOIHIHH.

HauTtponeH (HHby3HA) TTps >MBOTHH ca HABTI0NABAHM NETANHA KaMEpHA
GubpHnauns ¥ CHPAEYHOCHIOB KOJANS, CBBP3aHH ¢
XHMEPKATHEMHA CIIET MPHIOKEHHE HA BEPANaMuI H
MHTpaBeHO3eH naHTponeH. [Topaau puck ot
XHNEPKATHEMHs, Ce NPenopbUBa Aa ce u3bArea
CAHOBPEMEHHOTO MPHIOKEHHE C AHTArOHHUCTH Ha
KanuHCBHTE KaHANH KaTo aMIOgHITHH MPH
MaLHEHTH, MpeApa3NoIoKeHH KbM MaTHTHEHA
XMNEPTEPMHUS W NPH OBNAAABAHE HA MAJIMTHEHA
XHMEPTEPMHS.

Takponumyc IlpH eaHOBpPEMEHHO NPUICKEHHE C AMIIOAHITHH
ChUICCTBYBA DHCK OT MOBHILABAHE HA HHBATA HA
TaKpOJIMMYC B KDLETA. 3a Ja ce u3berHe nposs
TOKCHUYHOCT OT CTPAHA HA TAKPOJIHMYC,
NPHACKEHHETO HA AMJIOAHTIMH MPH NI
JIEKYBAHH ¢ TAKPOIHMYC, H3HCKBA K S ¥ J
HHEATA HA TAKPOMHMYC B KPBBTA H U0
003aTa HA TAKPOJIHMYC, K0 € HeoO MM o 635 ./ .

Bancapran 1 HCT | Hecreponann HCIIBC morat na otcaabsr al-rruxu s '

MPOTHBORL3NANMTENHH | edeKT, KaKkTo Ha aHrHoTeH3nH 1l peue d




cpeactea (HCIIBC),
BKJIOUYBALUH
CENEKTHBHH
LMKNOOKCHIeHaza-2
uHxubouTopu (COX-2
HHXHOHTOpH),
ALETHICANHLHIOBA
KHcenuHa (>3 g/neH) u
Hecenekrueuu HCBIIC

ONOKEPH, TAKA M HA XHIPOXIOPOTHA3HI, KOTATO CE
npunarat eaHoBpemeHHo. OcBeH ToBa
eHOBpeMeHHaTa ynoTtpeba Ha
aMIoMMHH/BaNCapTaH/XHOPOXNOPOTHAZHA H
HCIIBC moxe aa noseae 40 BIOWIABAHE HA
O0bOpeynara dyHKUHMA, H NOBULIABAHE HA HMBATA Ha
CEePYMHHA Kainui. n()p&,[lld Td3H MpH4HHA CE
npenopbuBa MOHUTOpHpaHe Ha ObOpevHaTa
GYHKLHA NpH 3aNMI0YBAHE Ha JICYEHHETO, KAKTO H
aJeKBATHA XHApaTALHA HA MAUHEHTA..

Bancapran Huxubutopu Ha vnTeiik | Pesynrathre oT in vitro mpoy4BaHe ¢ ThKaH OT
TpaHcnopTepa YOBEIIIKH YepeH Apod NoKa3Ba, Ye BaICapTaH €
{puamnuuuH, cyOcTpat Ha 4epHOAPOOHHA BNTEHK TpaHCMOPTED
LIMKIOCTIOPHH) HITH OATPI1B1 1 Ha yepHoapobHua edykceH
eIYKCHHA tpaHcnoprep mRP2. EanoBpeMeHHOTO npHnoxkeHune
TpaHcHopTep ¢ HHXHOMTOPH Ha BNTERK TpaHCMOpTEpa
{pUTOHARHP) {pvdaMnuUMH, LMKIOCTIOPHH) WIH Ha edUIyKCHHA
TpaHcnopTep (PHTOHABUP) MO3E Ad MOBHILH
CHCTEMHATa EKCNO3ULMA HA BANCAPTaH.
HCT Ankoxon, Gapbutypaty | EnHOBpeMeHHOTO npunaraHe Ha THA3HAHHTE

WM HAPKOTHIH

AMYPETHLIH C BELLECTBA, KOHTO CHLIO UMAT
MOHMXAaBaU] KPBHOTO HanAraHe edexT (Hanp. upes
HaMa/IABaHe Ha aKTHBHOCTTA Ha LEHTpaiHaTa
HEPBHA CHCTEMA WM IMPEKTHA Ba30HNaTaLINA )
MOXE /12 MOTEHLMpa MOABATa HA OPTOCTATHYHA
XHMOTOHHS.

AMaHTagHH Tuazuaure, BKIHOYUTENHO XHIPOXIOPOTHA3HA,
MOTaT Aa NOBHLIAT PACKA OT HEXKENAHU PEaKLIHH,
MPHYHHEHH OT AMAHTAIHH,

AHTHXOTHHEPrHYHH BHOHATTHYHOCTTA Ha THA3KUIHUTE JAHYPETHLHM MOKE

CpelcTBa U IPYTH
JIEKapCTBEHH MPOIYKTH,
NOBJIHABALUH

CTOMALUHHA MOTHIHTET

Ja C¢€ NMOBHLIH OT AHTHXOMHHEPrH4YHHTE CpeacTBa
(Hanp. aTponun, buNEpHIEH), BEPOATHO NOPALH
HaMaJlfABaHe Ha MOTHITUTETA HA CTOMAUIHC-YPEBHHA
TpakT 1 3a0aBAHE HAa BPEMETO 3a W3Npa3BaHe Ha
cromaxa. OOpaTHO, O4aKBa C& MPOKMHETHYHHTE
BELIECTRBA KATO LIM3APITHA Aa MOTaT Ja HAMANAT
OHOHATHYHOCTTA HA THA3WAHHWTE WY PETHLH.

AHTHAHAOETHH
cpeactsa (Hanp.
HMHCYJIHH H AEPOPAIHH
antHaHabeTHH
CpeacTBa)

TrazuauTe MOraT 1a HapYLLAT TIKOKO3HMSA TONEPaHC.
Moske Aa ce HaNOXKH KOPHTHPaHE Ha JO3HTE Ha
aHTHAHAOETHHUTE JIEKaPCTBEHH TIPOAYKTH.,

MeTdopmun

MetdopmuH TpsOBa 1a e NPHEMaA C MOBHILEHO
BHHMaHKE MOPaJK PHCK OT NAKTATHA aLKA034,
HHIYUHpaHa OT Bb3MMKHA QyHKIHOHANHA ObOpeyHa
HeOCTATHYHOCT, CBbP3aHa ¢ XHIPOXIOPOTHA3HAL

Bera-Gnokeput U
AMaI0KCHa

EZHOBPEMEHHOTO NIPHIOKEHHE HA THASHIHH
IHYPETHUH, BKTIOUMTENHO XHAPOXAOPOTHAZN], H
Gera-ON0KepH MOXKE 1A TIOBHLIH PHCKA OT
XHIEPrAHKEMHA. THA3HIHWTE THYPETHLH,

Huxnocnopuu

BKJTIOYHTEJHO XHAPOXJIOPOTHAZHI, MOTAT el WA 110
NOBHLIAT XHNIEPIIIMKEMHUYHHA €PeKT HYAURBOKCAL. ™
ENHOBPEMEHHOTO NPUIATaHE ¢ UK Sy X

A4 NOBMLUK PHUCKA OT XHNEPY PHKEMH
YCJIOXKHEHHWA Ha noJarpara.

LiuToToKCHYHH
cpencrTsa

Trazupnure AMYPETHUH, BRNOYHTENRH
XHIPOXNOPOTHAZM, MOTAT Ja HaMansaT




CKCKpELUHA Ha HHTOTOKCHYHHTE cpencma (Hanp.
uuknodochamua, METOTPEKCAT) H A2 MOTEHUMPAT
TEXHUTE MUENOCYTIDECHBHU EIeKTH

JHMruTanucosx
IJIAKO3HIH

Tuazun—uuayuupaﬂa XHIMOKANTHEMHA HITH
XHNOMAarHe3IHEMHa MOoraT Ja c¢ U3ABAT KaTO
HEXKENMAHW PCAKUHH, ynecriaaaﬁxu Ha4yaloToO Ha
AUTHTANKC- HHAYUHPaHH ChpICHUHH ApHTMHH,

HMoaHu KOHTpacTHH
BELIECTBA

B cnyuyaii Ha AMypeTHK-HHOYLHpaHa JeXHAPaTaUHA
HMa NOBHIUEH PHCK OT ocTpa 6u0peuna
HENOCTATBYHOCT, OCOOEHO MPH BHCOKH J03H Ha
fionHuTe npoaykty. [lauuenTute Tpadea 1a ce
PEXMAPATUPAT NPEAH NPHIAraHeTo Ha HoAHU
KOHTPACTHH BEILIECTEA.

HonooGMeHHH CMOITH

ABcopbumaTa Ha THA3HIHUTE THYPETHLM,
BKJTKOYHTENHO XHAPOXJIOPOTHAIN, C€ HAMangasa oT
XONecTpHpaMHH MK xonecTHnon. Toea Moke 1a
J0BeE N0 CyOTepaneBTHYHH eeKTH HA THA3HAHHTE
AMypeTHUM. [IpuiaraHeTo Ha XHApOXIOpOTHA3H U
Ha HOHOOOMEHHHTE CMOJIH MOOTSITHO, Taka Ye
XHAPOXJIOPOTHA3ZHA I Ce npunara noxe 4 vaca
npead Wik 4-6 uaca ciea NpUICKEHHETO Ha
HonooOMeHHaTa cMona, OH HAMAITHNO
B3dHMOJACHCTBHETO.

JlekapcTReHH MPOAYKTH,
MOBTHARALIN CEPYMHOTO
HHBO HA KanH#

XunokanueMH4HHTe ePeKTH Ha XHUIPOXIOPOTHAZH]
MOrat Ja 6baaTt NOBULIEHH NMPH CbBMECTHO
NPHIOKEHHE ¢ KATHI-ryGeltn AHYPETHLH,
KOPTHKOCTEPOMIM, TAKCATHBH,
anpeHokopTukoTponel xopmoH (ACTH),
amboTepuLH, KapOeHOKCONOH, NEHHUMIUH G U
MPOH3BOAHH Ha CANHUMNOBATA KHCEIHHA HITH
aHTHAPHTMHULHK. AKO e Heo0X01MMO NpeanUCBAHETO
HA Te3d JIEKAPCTBEHU MPOAYKTH 1HOBPEMEHHO ¢
KOMOHWHALHATA
AMITOUNHH/BaNcapTaH/XuapoxIopoTHasH1a, ce
NpenopbYBa MOHHTOPHPAHE Ha IU1A3MEHHTE HHBA Ha
KaNHIA,

JlekapcTBEHH MPOAYKTH,
NOBJIHABALIH CEPYMHOTO
HHBO HAa HATPHH

XHNoHaTpHEMHYHHAT eexT MOKE J1a C€ YCHIH NpH
CBHBMECTHO MPHIOKEHHE C ONIPEAE/IEHH JIeKAPCTBEHH
MPOAYKTH KaTO AaHTHAENPECAHTH, AHTHIICHXOTHLIH,
AHTHENUIENTHYHH cpeacTea W Ap. Heobxoaumo e
MOBHIIICHO BHHMaHHE NPH CbBMECTHO NPHIOKEHHE
Ha Te3H JIEKApPCTBEHH MPOAYKTH

JlekapcTBeHH NPOAYKTH,
KOMTO MOraT Ja
uHayuupar torsades de
pointe

[lopaau pHcka OT XHIIOKATHEMHA
XHIPOXIOPOTHAZHA TpAOBa Aa ce NpHiara ¢
NOBHILEHO BHHMAaHHE ¢ MPOIYKTH, KOMTO MOraT 1a
uHayuupar torsades de pointes, no-cneunanHo
anTHapuTMHUH Knac [a v Knac 111, kakTo 1 HakoH
AHTHIICHXOTHUH.

JlekapcTBeHH MPOLYKTH,
npuaraty 3a Je4yeHue
Ha nojarpa
(npoGeneuns,
CynpUHNKHPA3OH H
ANONYPHHON)

Knac Ia 1 Knac 111, kakTo ¥ HAKOM aHTHIICHXOTHLIH.
BB3MOXKHO € 1 C€ HANOXKH KOPHrHpaHe Ha J03aTa

KaTO XHAPOXJIOPOTHAZH/ MOIKE 1A TIOK
CepyMHaTa MUKOYHA kKucenHHa. Mok
Heo0X0JMMO a ce YReNHYHM 103aTa
W CYIQHHNHPa3OH. zé

EanoepemennoTo npunaraHe Ha THa3lWu
[HYPETHUH, BIOUHTETHO XHAPOXTOpRTHas




MOXKE Ja HOBHIIH Y4E€CTOTATa HA pCAKUHHTE Ha
CBPBXYYBCTEHTE/IHOCT CNPAMO anonypuyHOI.

Merunznona Wma oTnenny ceoblieHHa 3a cnyyvawn Ha
XEMOJIMTHYHA AHEMHS, Bb3HHKHAJIA NPH
€/HOBPEMEHHO MPWIaraHe Ha MeTH/LA0MNAa H
XHAPOXJIOPOTHAZHA

Henenonapuzupaium THazuauTe, BKIOYHTENHO XHAPOXIOPOTHA3HA,

CKENETHO-MYCKYTHH
penaxcaHTH (Hanp.

noTeHUHWpaT ,E[CﬁCTBHE’T‘O Ha MpPOH3BOIHHTE HA
Kypape.

TyGoKypapuH)
ﬂpy]"lfl Tuazunme NOoTeHUHpar aHTHXHNEPTEHIHBHOTO
AHTHXHINCPTCH3HBHH ,[l,el‘:ICTBPIC Ha ADYrUT€ aHTHXHNCPTCH3HBHH

JleKkapcTea (Hamp. ryaHeTUHH, MeTuiaona, bera
On0KepH, Ba30AMNATATOPH, OIOKEPH HA KAILMEBHTE
kaHa u, ACE unxubutopu, ARB u JupextHu
Petinnosu HHxHOHTOPH.

XHIPOXTIOPOTHAZHA MOXKE 14 HAMANH OTrOBOPa KbM
MpecOPHH AMHHH KaTC HOpaapeHanuH. KnHHW4HaTa
3HAYUMOCT Ha TO3H eeKT € HEonpeaeneHa H He €
JOCTaThb4HA 33 MpeKpaTaBaHe Ha TAXHaTa ynotpeba.
[prnaraHeTo Ha THA3HIHH JTHYPETHLH,
BKJIIOYMTEHO XHIPOXI0pOTHA3HA, ¢ BUTAMHH D unn
€ KAJILMEBH COJTH MOsKe J1a MOTCHUMPa NOKA4YBaHETO
Ha cepyMHus Kanuuii. EqHoBpeMeHHOTO
NPHIOKEHHE ¢ THA3HAHH AMYPETHLH MOXE Ia
JIOBEAE A0 XHIEPKAILHEMHA NPH NALUHEHTH
Npeapa3snoNoKEHH KbM XHIIEPKAILHEMHA (Hanp.
npu xunepnapaTupeou,uHTbM, TOKA4Y€CTBCHH
3ab0NIBAHNA MK BUTaMKUH D-MeaHHpaHH
CBCTOAHMA) upes noeHiLaBate Ha TyOynHaTa
kajiuHeea peabcopbums.

JEeKapCTBEHH NPOOYKTH

[Tpecopuu amuuu (Hanp.
HOpapeHANTHH,
aJpeHAIMH)

Buramuua D u kanumesu
COJTH

Heoiino Haoxupane na PAAC ¢ APS, ACE unxubumopu wiu aauckupen

JlaHHH OT KIHHHYHH NpOyYBaHHA NOKa3Bart, Ye AeoiHOTO GrokupaHe Ha PAAC upes komOnnupanara ynorpeba
Ha ACE unxubutopu, APB uau alMcKUpPEH ce CBBpP3BA C MO-BHCOKA YECTOTA HA HEXEIAHH CbOUTHA, KaTo
HATIPHMED XHIOTOHHA, XHNIEPKATHEMHA M HamanABaHe Ha 61xOpedHaTa dyHKUMA (BKIIOUMTENHO OCcTpa OBOpeuHa
HENOCTATEYHOCT), B CpaBHEHHE ¢ yNoTpedaTa caMo Ha e1HO cpeacTeo, aeHcTeallo BbpXy PAAC (8x. ToukH 4.3,
4.4u5.1).

4.6 ®epraauTer, GpeMEeHHOCT H KbpPMeHe

BpemMeHHOCT

Amnrodunun

Be3omnacHOCTTa Ha aMJIOIMTIMH MO BpeMe Ha SpeMEHHOCT IIPH XOpa He & YCTaHOBeHa. B npoyuBaHKa npu
3HBOTHH, TIPH BUCOKH 103H € HabIroaaBaHa penpoayKTHBHA TOKCHYHOCT (B, Touka 5.3). [Ipunoskenue no
Bpeme Ha OPeMEHHOCT Ce MPenophUBa CAMO KOTaTo HAMA No-0e30MacHa alTepHaTHBA H KOraTo bonecTra cama rno
cebe cH HOCH NO-TOJAM PHCK 3a MaiiKaTa H 11o0Aa.

Baacapman,
Vnorpebara Ha anrnotensun Il peuentophu 6nokepr (AlIPE) He ce npenopbusa no BpeMe
TpHMecThp Ha OpeMenHocTTa (BK. ToUKa 4.4). Ynotpebara Ha AlIPb e npotusonokasan
BTOPHS H TPETHA TPUMECTLP OT OpeMeHHOCTTa (BxkK. TOUKH 4.3 n 4.4).

EnvaeMHOI0rHYHKHTE AaHHM 33 PHCKA OT TEPATOIEHHOCT ciiell eKeno3Huma Ha ACE uHxu
MBPBHA TPHMECTHP OT OPEMEHHOCTTA He BOAAT 10 OKOHYATEHH 3aKToveHH s, Bee nak, n



PHCKa HE MOXKE 112 c€ H3KIHOUYH. Bhiipeky Ye HAMA IaHHH OT KOHTPOTMPAHU €NMAEMUONONHYHH NPOYYBaHHA 34
pHcka Npy anruoTeHsuH I peuentopHute 6nokepu (AIIPB) nonoben puck Moxe na ChiecTBYBa 3a TO3H K/1ac
nekapcTeeHH npoaykTH. OceeH ako npoasmkaBaHeTo Ha AP Tepanuara ce cMeTHe 32 )KH3HEHO BKHO,
MaLUHEeHTH C MJIaHMpaHa OpPeMEeHHOCT TPAOBA A NPEMHHAT Ha AITEPHATHBHO AHTHXMNEPTEH3HBHO IEUEHHE,
KOETO UMa YCTAHOBEH 1TpodHI Ha OE30MaCHOCT NPH BPEMEHHOCT. AKO ce YCTAHOBH GpEMEHHOCT, IEYEHHETO ©
AlIPB Tpatea na ce npeyctanoBM He3a0aBHO M, aKO € YMECTHO, 12 C€ 3aN0YHE aNTepHATHBHA TEPATTHA.

Excnosuuusara Ha AlIPb no spemMe Ha BTOpHs H TPETHS TPUMECTBP HA GpeMEHHOCTTA MOJKE 13 AOBEAE 110
(eroToKCHHHOCT (HaMaeHKe Ha OuOpeyHarTa dryHKUUA, ONTHroXHAPaMHHOH, 3a0aBeHa ocHHKALIHA Ha yepena) H
HEOHATANHA TOKCHYHOCT (GBOpetHa HEAOCTATHYHOCT, XHMOTOHKS, XHITEpKaIHeMUA ) (BkK. Touka 5.3).

B cnyuaii ye ce ycranoeu excnosuuua Ha AIIPB ot BTopus TpuMecThp Ha GpeMEHHOCTTA, C& NpenopbURa
npoBepka Ha ObOpeyHaTa QyHKLMS H YEPENa Ha NIOAA YpPe3 YATPa3BYK.

Hosopoaenu, uuiito maiiku ca npuemand AIIPB, Tpabsa sHumarenHo aa 6baaT HabnoaaBaHy 338 XHNOTOHUA
(8. TOukH 4.3 1 4 .4).

Audpoxiopomuaiud
Hma orpannyeH onuT oTHOCHO ynoTpebarta Ha XHAPOXIOPOTHA3HA N0 BpeMe Ha OpeMeHHOCT, ocobeHo npe3
LPBUS TPUMeCTLP. [1poyuBaHHATA NP KHUBOTHU €A HEAOCTATBHUYHH.

XHapoxnopoTHa3ua NpeMHHABA Npe3 IUtalgeHTaTa. Bh3 ocHoBa Ha apMaKkonorHYHHA MEXaHH3BM Ha ACHCTBHE
Ha XHpOXJIOPOTHAZH, YNoTpebara My Npe3 BTOPUS U TPETHS TPUMECTbP MOXKE J1a HAPYIIH (eTornaneHTapHara
nepdy3us 1 aa noeeae 10 GeTanHu H HEOHATANHU eEKTH KATO KBIATEHHIIA, HAPYLIEHHS HA eNEKTPONHTHHA
Bananc W TpoMOOLIMTONEHHS.

Amaodunun/sarcapman/xudp oxaopomuasud

JIuncea oAMT ¢ ynoTpedaTa HA aMIOIUITHH/BANCAPTaH/XHAPOXIOpOTHA3KA Npu BpeMernu. B3 ocuoea Ha
CHLIECTRBYBALLHTE JAHHH OT MPOYYBAHHA C OTAETHUTE KOMIIOHEHTH, YroTpebaTa Ha aMioL UM MH/BaNCapTan/Xuap
OXJI0POTHA3HA_HE C€ MPENOPBLYBA NPe3 MbPBHA TPHMECTHP OT OPEMEHHOCTTA U € NPOTHBONOKA3aHa Npes BTOpus
H TPETHA TPUMECTBP 0T OpeMeHHoCTTa (BK. ToukH 4.3 H4.4).

Kbpmene

AMJIOJIMITHH €€ EKCKPETHPA B KbPMATa NPH Xopa. YacTra oT no3ara Ha Malikara, Mofy4eHa OT KbpMadeTo, €
M3YHCIIEHA C HHTEPKBAPTHIIEH AMana3oH 3 — 7%, ¢ makcumyM 15%. EdiexTsT Ha aMaoaunuH BepXy KbpMayeraTa
€ Heu3BecTeH. JIMNCBaT AaHHM OTHOCHO YNoTpefaTa Ha BAICAPTAH N0

BpeEMe Ha KbpMeHe. XHAPOXJIOPOTHA3H] C& EKCKPETHPA B KbpMaTa B MAJIKH KonWyecTea. Bbe BHCOKH n03K
THA3WIWTE NPEIH3IBUKBAT HHTEH3UBHA AHYPE3a H MOraT [1a IOTHCHAT 00pa3yBaHETO Ha KbpMaTa,
AMITOIHITHH/BANCAPTAH/ X HAPOXIOPOTHAZHL HE CE MPENopbYBa M0 BPEME HA KbPMEHe, AKO
aMJIOTHIHH/BANICAPTAH/XHAPOXIOPOTHA3HA CE TIPHJIAra [T0 BPpEME Ha KbpPMEHE, 103uTe TpAOBa Ja ObAaT KONKOTO
ce Moske no-HHckH. [IpenncuuTa ce antepHaTHBHA TepamnHa ¢ YCTAHOBEH Npodun Ha He3onacHoOCT No BpeMe Ha
KbpMmeHe, 0cofeHO IPU KbpMeHe Ha HOBOPOAEHH H NP IeBpeMEHHO PoJeHH Jeua.

Peprunurer

Hsima xiiMHHYHH (POYyUBaHKS OTHOCHO BJIMAHHETO HA AMJIOAMIHH/ BANCAPTAH/ XMAPOXIIOPOTHA3KA BLPXY
depTunureTa.

Baacapman
BancapraH HAMa HeXenaHH e(eKTH BbpXY PeNpoayKTHBHATA CNOCOOHOCT Ha MBXKKH H KEHCKH

pHeM Ha nepopantu 1034 no 200 meg/kg/aen. Ta3u ao3a e 6 NbTH MakCHManHaTa Npenopb,
Xopa, onpeneneHa Ha 6a3a mg/m*” (M3YMCICHHETO € 3a NepopanHa no3a ot 320 mg/aeH 1
NALMEHT).

Amrodunun
[Tpu HAKOHM nauMeHTH, NeKyBaHH ¢ ONOKEPH HA KATLIMEBUTE KaHANM, ca cboOlueHu obpar



MPOMEHH B TABMYKATA HA ClIEpMaTO30HAHTE. KIMHHYHHTE NAHHH Ca HEAOCTATHYHH N0 OTHOLUIEHHE HA
MOTEHLMANHHA eDEKT HA aMNIOJHNUH EbpXY (hepTHHTETA. [TPH €4HO NPOYYBAHE NPH NJIBXOBE €A YCTAHOBEHH
HexeNaHn eeKTH BbPXy PEPTHIIHTETA IIPH MBKKHUTE (B3, TOUKA 5.3).

4,7 EdekTH BEpXY cnocobHocTTa 33 modHpane H padoTa © MALIHHH

[MavuuenTiTe, KOMTO MPHEMAT AMJIOIHIIHH/BAJICAPTAH/XHAPOXAOPOTHA3N H WOPHPAT WITH paboTAT ¢ MallIMHK
TpAOBA 12 UMAT NPEABUI, Y€ MOHAKOrA € BhIMOKHO /2 CE& NIOABAT yMOpa K 3aMaHBaHe.

AMIIOANIIHH MOKE Ja TOBNHAE B c1ada 10 yMepeHa CTerneH cnocodHOCTTa 3a wodkpaHe U paboTa ¢ MallMHK.
AKO NaUHEHTHUTE, IPHEMALLN AMJIOMITHH/BA/ICAPTAH/XHAPOX/I0POTHAINA, MOTYYAT 3amMaiiBaHe, rnaBobonue,
YMOpa WK TajieHe, CrocoOHOCTTA UM J1a pearupar Moxe Aa Obe HapyLieHa.

48  Hewxenann jeKapcTBCHH PEAKIHH

- Muoro uectun (= 1/10)

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

- Heuectu (= 1/1 000 go < 1/100)

- Peaku (2 1/10 000 ao < 1/1 000)

- Muoro peaku (< 1/10 000)

- C HeY3BECTHA HeCTOTa (OT HAITHYHHTE AHHH He MOKe 1a Obe HanpaBeHa OLEHKA)

[Tpodntr Ha Ge30MacHOCT Ha aMNOIHNHH/BANCAPTAH/XHIPOXIOPOTHAZH/L, TIPEIICTABEH 110-/10Ty CE€ OCHOBABA Ha
KIHHAYHH MPOY4BaHKA, NPOBESEHH C AMIOAHNHH/BANCAPTAH/XHAPOXIOPOTHA3H H O3HATHTE NpoduH Ha
$€e30MaCHOCT HA OTAENHHUTE KOMIIOHEHTH AMIIOAWINKH, BAICAPTaH M XHAPOXIOPOTHA3H,.

O6061eHune Ha npoduna Ha besonacHocT

Be30nacHOCTTa Ha aMJTOMITHH/BANCapTaH/XHAPOXIOPOTHAIN € OLEHEHA IPH HEroBaTa MakCMMalHa 103a

10 mg/320 mg/25 mg B X042 Ha €AHO KOHTPONHPAHO KpaTKocpovHo (8 ceamuun) kiMHHUHO npoyusate ¢ 2 271
naiHeHTH, 582 OT KOUTO MpHEMAT BaJCapTaH B KOMOHHALMA C AMJIOAHIIMH M XMAPOXN10poTHa3K . Hexenannte
peaKkUHH KaTo 110 ¢a OAIH NEKH H NPEXOAHHK MO X2paKTep M CaMO B PEAKH CNYUaH €a HaNaraiu
NpeyYyCTaHOBABAHC HA NICYEHHUETO. [lo BpEME HA TOBA aKTHBHC KOHTPOJHPAHO KITHHHYHO H3ITHTBAHE Hal-4yecTHTE
NPHYHHH 33 TIPEYCTAHOBABAHE HA JICUEHHETO ¢ aMJIOMNHH/BANCAPTAH/ XMAPOXJIOPOTHA3MA ca GMIH 3aMaAHOCT H
xunotouus (0,7%).

[To speme Ha 8-ceAMHUHOTO KOHTPOTHPAHO KIIHHWYHO NPOYUBAHE He ca HaOMoAaBaHH 3HAYHMH HOBH HITH
HEOYAKBAHH HEXENAHH 1eKAPCTBEHH PEAKLMH B CPABHEHHE C H3BECTHUTE NPH MOHOTEPANUs UNH  KOMOHHWpaHa
Tepanus ¢ OTAENHHUTE KOMIIOHEHTH.

[Mo Bpeme Ha 8-CeAMHUHOTO KOHTPOIIMPAHO KIMHHUHO NPOYUYBaHe HabI0IaBaHHTE NP KOMOHHALIHATA
aMIIOAUIIMH/BANCaPTaH/XHAPOXIOPOTHAIHA TIPOMEHH B NaDOPaTOPHUTE NOKa3aTeH ca OUIH MHHHMATHH H B
CHOTBETCTEHE ¢ (PAPMaKOIOrHYHMA MEXAHHIBLM Ha ASHCTBHE HA OTAEHHTE KOMNOHEHTH. HannuueTo Ha
BA/ICAPTaH B TPOiiHaTa KOMOMHALMA OTCIabBa XHNOKUIHEMUYHHUA ePEKT Ha XUAPOXIOPOTHAZHI.

TabaHuyeH CNHCHK HA HEKENAHHTE pEaKLUHH

CnenHuTe HeXKeNaHH peakuuH, n3bpoeHH cnopen cucteMo-opraniH Kkiacoee no medDRA u sectora, ce oTHacat
3a amaoaunyr/eancaptan/HC'T W nooTaesiHO 3a amnoaunuy, sancapras w HCT.

edDRA cuctemo- Hexenann peaknan  [ectora
PragEHH KIACOBE AMJIOIHNHE/BAJICAPTAHAMIO AN I H
/XHAPOXJOPOTHASHI




7

-~

Heonnazmu Hemenanomet pax Ha C
nodpoKaYecTBEHH, KoxaTa HEH3BECTHA)
BNOKA4YECTBEHU H (DasaaHOKNeTbYEH HecToTa
HeonpeneneHH (BK1. KAPLMHOM H
KHCTH ¥ NOJIHIH) CKBAMO3ZHOKIETBYEH
KapUHHOM)
HapyuleHus Ha KpbBTA KM [ArpaHynouHTO3Aa, — - - Muoro
nuMQHaTa cHcTemMa KOCTHO- MO3b4Ha PeaKH
HELOCTATLYHOCT
[ToHKeH XeMOTro0HH - - C -
i XEMATOKPHT HEH3BECTHA
MECTOTa
X eMOIMTHYHA aHeMHA - - MHoro
e1KH
JleBkoneHus — M#uoro — Muoro
peaky eNKH
HeyTponeHnus — — C —
HEH3BECTHA
HeCTOTA
TpombBouuronenns, MHuoro C Penku
MOHAKOra ¢ Mypypa PEOKH HenpecTHa
HeCTOTa
ANIACTHYHA aHEMAA |- — = C
HEW3BECTHA
MecToTa
Hapy1eHna Ha HMyHHaTa [CBPBXYYBCTBHTENTHOCT [ Muoro IC Muoro
cHUCcTEMA peaKH HEHIBECTHA [pEaKH
MECTOTA
Hapyuetns Ha IAHOpEKCHA HeuecTH — - —
MeTabo/IH3Ma H XpaHEHETO X unepKanuHeMHs HeuecTu - - Penku
X HAEprIuKeMHa - Muoro - Penxu
¢IKH
X MMepIHNUAEMHAA Heuectn - — -
X MmepypHKeMus HeuecTn — — HecTu
Xunoxnopemuuna - — = Muoro
@nkanosa peaku
X Hnokanvemus UectH — — Meuoro
YeCTH
X Hnomarse3veMus — - - HecTH
(X HnoHaTpueMus Heuectn - - HecTn
Bnowagaue na auaberal- - - Penku
TIcHXHYHH HApYIICHHS enpecus = Hewectnt |- Penxu
HucoMHua/Hapywenus [Hevectn Heuwect Penku
Ha CHHA
ITpomenu B — Heuectu -
HACTPOEHHETO
O6BbpKaHoCT - Penxu -
Hapyiwenus Ha HepeaaTa [KoopadHALMOHHK HeuvecTH - -
CHCTEMa HapylueHHA
BamasHocT HecTn UecTy -
[TocTypanna Heuectn - -
RAMAAHOCT, 3AMaAHOCT
IpH ycuaue
HCTeY3Hs HeuecTn HeuecTH
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ExcTpanuipamyisa - C — =
CUMNTOMATHKA HEH3BCCTHA
HecToTa
I'nasobonue YecTn Yectu = Penxn
[loBHLUEH MYCKYNIEH Muoro - —
TOKYC peaKH
JleTaprus HeuecTH - - -
ITapecTe3un Heuectu Heuectn Penku
Fepudepna Heuectn Muoro - —
HeBponarTus, PEAKH
HeBpONaTHs
C OMHOEHTHOCT HeuecTn Uectu — —
KCHHKON HeuecTH Heuectn |- -
[Tpemop = Heuectn | -
Xunoectezns = Heuectu | |
HapyiieHus Ha ouHTe OcTpa 3aKpUTOBIbIHA |- — — iC
rnayxkoma HEM3BECTHA
MeCTOTa
BpHTEHH HAPYILEHHS |- Heuectn | —
Bpurendo yepexnade [Heuectn Heuectw Penku
XOponaieH H3NHB C
HEW3BECTHA
yecToTa
Hapywenuana yxotou  [l1lyM B yiuure - Heuectn |- —
1abupuira CBETOBBPTEXK Heuectu - Heuwectn |-
CbpAECYHH HAPY LLIEHUA [ Tannuraimu = HecTH - —
[Taxukapaus Heuectn — = —
APHTMHH — Muoro = Penku
(BIJTHOUHTEITHO PEAKH
OpaguKapaus, KaMepHa
TaxHKapIus U
NpeachbpIHO MBKAEHE)
MuokapaeH undapsr - Muoro o o
peaKH
CbAOBH HapyLIEHHS I louepeenspane - UecTn - -
XUNOTOHHA UecTu HewectH -
OprocTaTHYHa Heuectu = - HecTu
XMIIOTOHUS
Dnedur, HewecTu = — —
rpoMGodaedHT
BackyauT - Muoro C =
peIKH HEH3BECTHA
MecToTa
Pecnuparophy, rppani u [Kawunnua Heuectr MHoro Heuectn |-
MeQHACTHATHY PEeaKH
HapyLLIEeHHA UTucnHes Heuectu Heuect |- =
Pecninparopets - —
ncTpec, benoapoben
OTOK, MHEBMOHHUT
PrUHUT - Heuecty
Bb3naneno ropio Heuectn -




OcTep pecnivpatopeH |+ - - Muoro
IUCTPEC CHHPOM peiaKH
{OPJIC) (Bax. TOUKA
4.4)
CTOMALIHO- YPEBHH Ctomainen HeuecTh Hectu Heuvectn  |Penkun
HapyLIeHHs nuckomdoprt, 6onka B
ropHaTa yacT Ha
kopema
Ulow aex HeuecTH - -
[Tpomenu B upesHaTa - Heuwectst |-
nNepUCTAITHKA
Banek — - - Peaku
IToHIXKEH aneTHT - - - UecTu
HapHA HeuecTn Heuectn - Penku
CyxoTa B ycrata Heuectu Heuvectn |-
HCOEencHa Uectu Hewectw |-
Tacrpur — MHoro -
€IKH
IXunepnnasus Ha - Muoro —
BEHLIMTE €KH
["anene HeuvecTH YecTu - Hectu
IMankpeaTur = MHoro - MHoro
COAKH JKH
[ToBpbluane HedecTn Heuectn Yectn
MHTecTuHaneH - - Mtoro -
AHrHOEAEM €1KH
XenarobunuapH u OTICIOHEHHA B - Muoro C
HApYLUEHHA uepHOAPOOHHTE penxu** HEH3BECTHA
DYHKUHOHATHH HECTOTa
nokasares,
BIJTIOYHTEIHO
OBHILABAHE Ha
CepYMHHA 6HaMpyOuH
XenaTtur - Muoro —
€/1IKH
HHTpaxenaraiHa — MHoTO — Penxu
X0J1€CTa3a, HCbJITEeHHUA E/IKH
Hapywenus Ha kokata v [Aoneums - Heuectn
NOAKOKHATA ThKaH IAHTHOEIEM — MHoro C
peaxu HEH3BECTHA
HeCTOTA
by /103¢H AepMaTHT — - C
HEU3BECTHA
HeCTOTa
Peakuun, — = = MHoTro
HanoA00ABAIIH KOXKEH PEAKH
Mynyc epuTeMaroec,
PEaKTHBHpaHE Ha
KOXEH JYNMyC
cpUTEMaTOLeC
Eputema myatudopme |- MHoro
peakH
Exzantem - Hedectn
X Hnepxuaposa HeuecTn HevecTu




Peakiyu Ha — MHoro o Peaku
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* Buxre Touka 4.4 “QOTOUYBCTBHTEIHOCT
** Haii-uecTo cEBp3aHO € XOecTasd

Croblasade Ha MOAOIMPAHH HEXKETAHH PEAKLIHH
CrobuiaBaneTo Ha MO03WPaHH HEXKEaHH PEAKLMH Cile]l pa3peliaBaHe 3a ynorpeba Ha NEKApCTBEHHA TMPOAYKT €

paskno. TOBa 103B0NABA 12 NPOXB/IKH HAGIIONEHHETO HA ChOTHOLIEHHETO NON3a/PUCK 33 TCKAPCTBEHHA
npoayKT. OT MeAMUHHCKHTE CIIEUHATMCTH Ce H3HCKBA a CHOOLIABAT BCAKA 1003UPAHA  HEKENAHA PEaKLnA Hpe3
H30bIHATENHA areHUA 110 IEKapCTBaTa

ya. Jdaman Upyes” Ne 8

1303 Codmusa
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yebcalT: www.bda.bg

49  Ilpenosupane

CumnroMu

HsAMa OIHT ¢he CYUaK Ha IPeJo3HPaHe ¢ aMNOIAMIHMH/BACAPTAH/ XHAPOXIOPOTHA3HA. r
Mpeno3MpaHe C BANICAPTAH BEPOATHO € H3Pa3eHa XHNOTOHHA W 3aMasHOCT. [Ipenosipang
14 10BeE A0 eKCTpeMHa nepudepHa Basoan1aTalMa B BEPOATHO pediekCHa TaxHKapa ‘ .

CAy4YaH HA HM3PA3CHA H NOTEHLHATTHO NPONOHTHPaHa CHCTEMHA XHNOTOHHA, BKMHOYHTEHO




NpH npeao3dpaHe ¢ aMNOIAHITHH.

Hekap/ivoreHen benonpobeH 0ToK ce chobiara psako KaTo Nocienmua oT Npeio3HpaHe ¢ aMI0ANNHH, KOHTO
MO3KE 1a ¢€ MPOSBH Che 3abaBeHo Hauano Ha edekTa (24-48 vaca cien nornbLaHe) ¥ 1a H3HCKBA H3KYCTBEHa
BEHTHIIAUMA. PaHHuTe peannMaunonHi MepKH (BIJIIOYHTENHO HATOBAPBAHE C TEUHOCTH) 3a NOAALPIKAHE HA
rnepdy3uaTa M cLpACHHHS AeOHT Morat aa GbAaT yeKOpABallH GaKTopu.

JleueHnue

Asaodunun/eaicapman/xudpoxiopomuainus

KAMHHMUHO 3HAYMMATA XMIIOTOHMA MOPaIH NPENO3UPAHE HA AMIIOAHIIHH/BANICAPTAH/ XU APOXIOPOTHA3H/I H3HCKBA
AKTHBHA ChPAEYHOCHA0BA PEAHHMALMS, BKIIIO4BALLIA YECTO MOHHTOPHPAHE Ha CbPACYHATA H IMXaTenH
(yHKLMA, NOBANHraHE Ha KpaHHHUNTE H BHUMaHHE NO OTHOLIEHHE HA LIMPKYNATOPHHA obeM H THype3aTa.
[MpunoseneTo Ha BA30KOHCTPUKTOP MOKE /1a € OT M0132 33 BB3CTAHOBABAHE HA CBAOBHA TOHYC H APTEPHANTHOTO
HANATaHe, B Cly4dail Y& HAMA NPOTHBONOKA3aHKA 3a fIpunoxeHneTo my. MurpaserosHoTo npunoxenne Ha
KANUKMER [TIOKOHAT MOXKE A3 € OT MOJI13a 32 [PeooNABaHE Ha edekTa oT BnokasaTta Ha KA/ILIMEBHTE KaHANH.

Amaodunun
AKO NPOAYKTET € I0rbJIHAT HACKOPO MOTAT 114 c¢ 00CHK/IAT CTUMYSIHPaHE Ha NOBPBIIAHETO WM CTOMALIHA
npomueka, [IpHIOKEHHETO HA AKTHBCH BbIINEH NPH 3paBH 10GpOBONLM HENOCPeACTBEHO WiH 10 JIBA Yaca clle]

MOrIbLIIAHETO HA AMNOAMIIMH 3HAUHMO HaMaNABa aﬁcopﬁumn‘a Ha NpoAYKTa.
AMNOJHIMHH HE MOJKE J1a Obae OTCTPAHEH Ype3 XeMOAHATHEA.

Barcapman

BancapraH He Mose 1a 6bae OTCTPAHEH UPE3 XEMO/IHANIN3A.

Xuopoxropomuaiuo

[1peo3upaHeTo ¢ XMIPOXAOPOTHA3HI € CBBLP3AHO Che 3ary6a Ha eNeKTPOIMTH (XHMOKAIIMEMHS, XHIIOX/IOPEMHS)
H XHIOBONEMHS B PE3YJITAT Ha EKCLIECHBHATA My pe3a. Hali-4ecTure NPU3HALH H CHMIITOMH HA NPEAO3HPAHE Ca
rafieHe ¥ CbHAMBOCT. XHNOKATHEMHUSTA MOKe A2 PeJH3BUKA MYCKYJIHH CNIa3MH H/WTH H3pa3eHa ChpAeyHa
APHTMHA, CBHP3aHa C eAHOBPEMEHHATa yrioTpeba Ha IMTHTATHCOBH TIIMKO3HIHN HAH OTIPEAENEHH
AHTHAPHTMHUYHH JIEKAPCTBEHH NPOTYKTH.

He ¢ ycTaHOBEHA CcTeneHTa Ha OUHCTBAHE Ha XMAPOXAOPOTHA3HA NPH XEMOAHATH3A.

5.  ®APMAKOJIOTHYHHCBOHCTBA
5.1 ®apmaxkolHHAMHYHH CBOHCTBA

dapmakoTepanesTuysa rpyna; Cpe/icTeara, ASHCTBALIM BHPXY PCHHUH-aHIHOTCH3HHOBATA CHCTEMA,
anruoTensuH 11 peuenropuu 610kepH, Apyru komGuHauuu, ATC kox: CO9DX01.

MexaHH3BM HA ACHCTBHE

BanTpukoM € KOMOHHALMA OT TPH AHTHXUIIEPTEH3WBHM CHLCTABKH C /IDMBIBALL C& MEXAHH3BM H& KOHTPOIT Ha
APTEPHAIIHOTO HAATAHE NPH IALUHEHTH C ECEHLMATHA XHINEPTOHHA: AMITOIHITHH NPHHALNEKH KbM Knaca Ha
KaNLHEBHTE AHTACOHHMCTH, BAICAPTAH KbM Kaca Ha airioTensiH 1l peuentopuute 6nokepy, a
XHMPOXJIOPOTHAZH KbM K1aCa HA THA3UIHKTE MypeTHUHM. KoMOHHAUMATA Ha Te3H CLCTABKH HM3
aHTHXHNEPTEH3NBEH eDEKT. ‘SQ‘\W nog

AMIOAHNMH/BANCAPTAH/XHAPOXIOPOTHAIHI

Kaunuuna echuracnoc i beonackocm




AMJIIOIMITUH/BANCAPTAH/XHAPOXIOPOTHA3H € U3MHTBAH B ABOHHO-C/IATIO, aKTHBHO KOHTPOHPaHO Npoy4BaHe
fIpH NauMenTH ¢ XHNepToHua. O6wo 2 271 nauxeHTH ¢ yMEPEHA 10 TEHKA XHNEPTOHHUA (cpeaHoTO U3XOOHO
CHCTONHO/IMACTOJTHO apTepHANHO Hansrane e 6uno 170/107 mmHg) ca nexysanu ¢
aMIOAMNKH/BaCAPTaH/XHApoXaopoTHasna 10 mg/320 mg/25 mg, Bancapran/xuapoxnopotHasua 320 mg/25 me,
amnoaunu/Bancaprat 10 mg/320 mg wan XHAPOXNOpoTHA3KHY aMIonKnkH 25 mg/10 mg. B HauanoTo va
APOYHBAHETO HA NALMEHTHTE €A HA3HAYEHM NO-HUCKH 1031 OT NPEAMNHMCAHHTE UM TEPANEBTHIHH KOMOMHALMH H
BMOC/IEACTBHE HA 2 CEAMMLA Ca THTPHPAHK 10 ITbJHHTE UM TEPANEBTHYHH LO3H.

Ha 8 ceaMHUA CPEAHOTO MOHHKABAHE HA CHCTOTHOTO/ IMACTOAHOTO APTEPHATIHO HANIATAHE € 39,7/24,7mmHg ¢
aMI0ANIHH/BaNcapTan/xuapoxaopoTHasua, 32,0/19,7 mmHg ¢ BancapTan/XHAPOXNOpOTHAIHA 33,5/21,5 mmHg
¢ amaoaunuw/Bancapras 1 31,5/19,5 mmHg ¢ amnoannun/xuapoxnoporuasu. TpoliHata komGuHaLus
NpeBL3X 0K CTATHCTHYECKH 3HAUMMO BCAKA €11HA OT TPHTE ABOHHH kOoMOHHALMK B NOHHXKABAHETO HA
JMACTOSTHOTO ¥ CHCTOTHOTO apTepHaNHO HassraHe. [TOHHKABAHETO Ha CUCTOTHOTO/IMACTONHOTO  APTEPUaNHO
HANAraHe ¢ AMITOAHMHH/BACAPTaH/ XMAPOXIOPOTHA3ZHA € ¢ 7,6/5,0 mmHg no-ronsaMo, 0TKOIKOTO ¢
BancapTal/XuapoxiopoTuasul, ¢ 6,2/3,3 mmHg no-ronsamo, oTKOIKOTO aMOAHNKHH/BaNncapTaH H ¢

8,2/5,3 mmHg no-ronamo, 0TKONKOTO ¢ AMAOAKIKH/XHAPOXNOPOTHA3HA. ONTHMANHHAT AaHTHXHIEPTCHIUBEH
eeKT ce nocTHra cnej 2 ceiMHYeH NPHEM Ha MaKCUMATHATa 1033 aMIIOAMITHH/ BATICAPTaH/ XHAPOXIOPOTHAIHA,
CTATHCTHYECKH MO-TOJIAM IPOUEHT NAUHEHTH NOCTHIAT KOHTPOJ BbPXY apTepPHANHOTO CH Handraxe

(<140/90 mmHg) ¢ amnoannuH/Bancapran/xuapoxtopotuasua (71%) B cpaBHEHHE € BCAKA €1HA OT TPHTE
neoiHK KoMOHHaLmK (45-54%) (p<0,0001).

B noarpyna ot 283 nauuenTH, aHanu3 GokycHpaH Bbpxy aMBy1aTOPHOTO MOHHTOPHMPAHE HA apTEPHANHOTO
HanAraHe, NOKa3pa KITHHHYHO ¥ CTATHCTHYECKH N0-TOIAMO MOHHKEHHE Ha 24-UaCcOBOTO CHCTONIHO H IMaCTO/HO
APTEPHANHO HATIATAHE, PH JIEYCHHE C TPOliHaTa KOMGHHAIMA CTIPAMO BAICAPTaH/XHAPOXNOPOTHA3HA,
BANCAPTAH/AMIIOAMITHH H XMAPOXIOPOTHA3H/aMIIOIHTIHH.

AMIOAUNKH

Mexanuzbm Ha Oeticmeue

AMJIOJIMIHH, KOITO BJH3a B ChCTAaBA HA AMJIOIHITHH/BAICAPTAH/XHIPOXN0OPOTHA3H]L HHXHOHpa
TPaHCMEMOPAHHOTO HABIN3AHE HA KATUHMEBH HOHM B ChPACHHHTE H CH/IOBHTE [N1AKH MYCKYIH.
AHTHXUNEPTEHIUBHOTO LSHCTBHE HA AMIOAMMHH C€ AbIDKH HAa AHPEKTHHA penakcHpall eeKT BbpXy CbAOBHTE

TNaaky MYCKY/TH, KOETO BOAH 10 HAMANARAHE HA CHACBOTO CHIPOTHRICHHE K OTTaAM HA APTCPHATHOTO HanfaraHe.

DapmarodunaMuyny egerxmu

EKCNepMMEHTATHHA JaHHH 110Ka3BaT, Ye AMIOJKNHH C¢ CEBP3BA U C AMXHIPOMHPHIMHOBHTE K C
HeQMXHAPONHPHAHHOBHTE MECTA 33 CBbp3BaHe. [IpoueckTe Ha CHKPALICHAE HA CHPAEHHHUA MYCKYIT M Ha
ChIOBMTE [MIA/KH MYCKYJTH Ca 3aBHCHMH OT NPH/BIDKBAHETO HA HIBLHKIIETHYHHTE KANLMEBH HOHH B KICTKHTE Ha
MYCKYJIHTE rpe3 cNeLHPHUHN HOHHM KaHATYeTa.

anHO}KeHHeTO Ha TepalleBTHYHA 1033 AMJIOHITHH MPH MAMEHTH ¢ XHUIIEPTOHKUA CE NOC/ICABA OT

BA20AMNATALIHA, KOATO BOAH 0 HAMAIABAHE HA APTCPHATHOTO HAATAHC B NeTHANO H B H3NPABCHO MOJIOKEHHE.
an XpOHHYHA )’l'lOT'peﬁa TOBA MOHIDKABAHE HA APTEPHANTHOTO HANAFAHE HE CE CBITBTCTBA OT 3HAYHMH MPpOMEHH B
Chple4HaTa UeCTOTa WIH IIAIMCHHUTC HHMEBA Ha KaTEXOaMHHHATE.

[1nazMeHMTe KOHUEHTPAUHH KOPEIUPAT ¢ eeKTa, KaKTO MPH MIIaH, TaKa W NPH NaLMeHTH B CTapyecka Bb3pacT.
[1py XMNEPTOHHLIM ¢ HOpMANHa 6BOpeuHa By HKLMS, TEPANEBTHYHHTE 1031 AMNOAHITHH BOJAT 10 HAMATABAHE Ha

61LGPEUHOTO CBIOBO CHIPOTHBIIEHHE U YBENHHABAHE HA FIOMEpYJIHATA QUATPALYA, U efekTHBHHA OBOpeUeH
KPbBOTOK, 6e3 1a npomensT GUITpalMORHaTa PpaKUHA HIH NPOTEHHY PHATA.

KakTo 1 npu apyrure OnokepH Ha KaILKEBHTE KAHAIH, XEMOMHAMHYHHTE H3MEPBAHHA
B NOKOM M NpH HATOBapBAHE (WJIH XOACHE) MIPH NALMEHTH C HOPMATHA (PYHKLHA HA Kam
AMIOAMITMH, KaTO LIAI0 NOKA3BAT IEKO MOXAaUBAHE HA ChPASHHMA HHAeKE 6e3 3Haymo [loF|A
Ha NIeBOKAMEPHOTO M AHACTONHOTO HanAraxe Wi obem. B npoyuBaHud 3a XeMOMHaM é%a



CBb[Y3BA C HEMaTUEEH MHOTPOMNEH epeKT, KOraTo ce npynara B rpaHHLUMTE HA TEPANEBTHUHUTE 03K NPH 31paBH
JHBOTHH M XOPa, IOPH KOTaTo IIPH XOpa ¢€ NpHiara eaHoBpeMeHHo ¢ Gera-Gnokep.

[TpH 3apaBy XOpa M AKHBOTHY AMJIO/TUIHH HE NIPOMEHA CHHOATPHANHATA HOARIHA DYHKLMA 1
aTPHOBEHTPHKYI2PHOTO NpoBezaaHe. B K1uHx4HKM NPOYyYBaHNs, B KOHTO aMIIOIMITHH € NPUIAraH 8
KoMGHHaLMs ¢ HeTa-0M0KEpH Ha NALMEHTH C XMTIEPTOHMA /1M CTEHOKAP/IMS, He ca HabnI01aBaHH HeKenaHH
e(hEKTH CIPAMO NApaMeTPHTE Ha ENEKTPOKApAHOrpamara.

AMNOAMIIHH € NPOYY4BaH ITPH MALMEHTH C XPOHHUHA CTAOK/IHA CTEHOKAP/HA, Ba30CNACTHYHA CTEHOKAPAHA H
aHrHorpad)ck 10KYMEHTHPaHO 1a00/1ABaHE HA KOPOHAPHHUTE CBIOBE.

Kaunuuna edhuracnocm u bezondacrocm

Vnompeta npu nayuenmit ¢ Xunepmonus

Pann0MuU3MpaHo 1BOMHOCIANO NpoyHBaHe 3a 3aGonesaemMocT H cMbPTHOCT ALLHAT (AHTHXHNEPTEH3IUBHO H
AHIHACTIOHIKABALLO IeYeHHE 3a NPodHNAKTHKA Ha chpaeyeH npucTbil) (Antihypertensive and Lipid-Lowering
treatment to prevent Heart Attack Trial) e nposeaeHo ¢ el cpaBHABaHE Ha HOBHTE TEPAMMK: aMIOMIHH 2,3~
10 mg/neH (xanunes aHtaronuet) unk nusukonpun 10-40 mg/nen (ACE HRXHOHTOP) C THA3HAHMS Y PETHK
XopTanunoH 12,5-25 mg/ieH KaTo JieueHHe OT MbPBA IHHHA NPH NALHEHTH C 1IEKA 10 YMEPEHA XHMNEPTOHHA.

0610 33 357 NAlMEHTH C XUINEPTOHHA HA BbIPACT 55 roAKMHH 1 Noseye ca OUM paHIOMH3HPAHH H NPOC/IECHH
3a cpeaHo 4,9 roauny. TlauneHTuTe ca MMaH NOHE e/IMH AOMBIHHTENCH PUCKOB (hAKTOP 33 KOPOHapHa Gonecr
Ha CHPLIETO, BKITIOYHTENHO NPEALIECTBAL MHOKApaeH HHBAPKT HIH HHCYIIT (>6 Meceua NpE/iH BIIIOUBAHE B
MPOYYUBAHETO) MK AOKA3AHO APYTO ATEPOCKIEPOTHHHO CHPAEHHOCHA0BO 3ab0nABaHe (Hal 51,5%), 3axapeH
auaber THn 2 (36,1%), TMNONPOTEHHH ¢ BUCOKA TLTLTHOCT - XotecTepon <35 mg/dl win <0,906 mmol/1 (11,6%0),
NeBOKAMEPHA XUNepTPOGhKA, IMArHOCTHLIMDAHA YPE3 ENCKTPOKAPAMOIPaMa HJIH €XOKApAHOrpadekH (20,9%),
HacTosd mywayqu (21,9%).

ITLpBUYHATA Kpaiina TouKa e GHNa ChCTABEH NOKa3aTeN OT (aTaneH KOPOHAPEH HHLIMACHT HilH He-haTaneH
muokapaeH udapkr. He ca HabnofasaHu 3HA4UMH Pa3THYMA N0 OTHOLICHHE HA MPBUYHATA KpakHa ToUKa
MEKIY TEPANUATA C AMAOAUIHH M TEPANTHATA ¢ XJIOPTAH/ION: KOEQUUHEHT Ha PHCK 0,98 95% CI (0,90-1,07)
p=0,65. [1pH BTOpHYHKTE KPaiiHH TOYKH, YECTOTATA Ha ChPREUHA HEAOCTATLYHOCT (KOMIIOHEHT HA ChCTAaBHATA
KOMGHHHPAHA CHPIEUHOCHA0BA KpaiiHa Touka) e G1ita CHTHH(HKAHTHO 10-BUCOKA B FPYTIATA HA aMJIO/IMIHH,
OTKOJIKOTO B Fpynara Ha xnopranniot (10,2% cnpamo 7,7%, RR 1,38, 95% CI [1,25-1,52] P <0,001). Bunpeku
TOB4, HE C& HAOMONABAT JHAYHMA PANTHYHA 10 OTHOLUCHHE HA 001aTa CMBPTHOCT MEXAY IPYIaTa Ha TEparnus ¢
AMIIOQMITHH K Ta3H Ha Tepanus ¢ xaopranuaoH RR 0,96 95% CI [0,89-1,02] p=0,20.

Bancapran
Mexaniizom Ha Oetcmsue
BancapraH ¢ NepopaiHO aKTHBEH, MOLIEH U cneurdrueH aurnorensud 11 peuenropen 6aokep. Tol Bb3AeHCTRa

cenexTHBHO BhpXy AT| peuenTOpHHS MOATHA, KOHTO € OTFOBOPEH 32 MO3HATHTE Bh3/1CHCTBHA HA AHTHOTEH3HH
IL

Kaunuuna egruxacnocm u 6e3onacrocm

anJ'lO?l{eHHeTO HA BAJICAPTAH NPH MalHEHTH ¢ XHNEPTOHHA BOAH 10 MOHUKABAHE HA APTEPHAIIHOTO HAIATAHE
0e3 noBHABAHE HA nyncoesara 4ecToTa.

T1pH NOBEYETO NALIMEHTH, Ciie/] €HOKPATEH NEpOpaeH NPHEM, Ha4aNOTO Ha AHTHXHNEPTEH3
B paMKHMTe Ha 2 4aca, a NHKa B NOHHKABAHETO HA APTEPHAJIHOTO HATAraHe ce JOCTHIa B pa
AHTHXHMNEPTEH3UBHUAT eeKT npoab/kasa Haj 24 1aca ciiel npviema. [lpu penosen npu
PENYKLIMATA HA APTEPHATHOTO HAMArAHE C BCAKA 1033, KATO LANO, C& NIOCTHIA B PAMKHTE

XHapoxJ0opoTHAZHA,




Mexanuzvm na deticmsue

OCHOBHOTO MACTO HA IEHCTBHE HA THA3HAHHTE JMYPeTHULIM CA AHCTASTHHTE U3BHTH KaHanueTa B GuOpeka.
Jlokazano e, ye B GhOpeuHara Kopa chLIECTBYBA PELENTOP ¢ BUCOK A HHHTET, KOHTO NPEACTaBNABA OCHOBHOTO
MACTO Ha CBbP3BAHE 32 AEHCTBHETO HA THA3HIHHTE JHYPETHLH U 32 uHxnBupare Ha TpaHcnopta Ha NaCl s
AMCTANHWTE W3BUTH KaHanueTa. THa3uIHUTE ANypeTHLM AeHCTBAT upe3 HHXHOHMpaHe Ha NatCr CHMTIOPTED,
BEPOATHO YPE3 KOHKYPHPAHE 32 MACTOTO 3a CBbp3BaHe Ha C17, v 110 TO3W HAYMH NIOBIHSBAT MEXAHH3MHTE Ha
eNEKTPOIUTHA peabeopbLina: AMPEKTHO MOBHILABANKH EKCKPEUHATA Ha HATPHIt M XJ10D B NIPHOIH3HTENHO
€HAKBA CTENIEH M MHAHPEKTHO 4Pe3 AWy PETUYHOTO CH NeHCTBHE, HAMANTABaHKK Nnasmenus obem ¢ nocnesailo
MOKAYBAHE Ha IU1a3MCHATA PEHHHOBA aKTUBHOCT, CEKPELIMA HA ATJ0CTEPOH H 3ary0a Ha Kaiuil ¢ ypHHaTa, KakTo
H HaMa/IABAHE HA HUBATA HA CEPYMHHA KATHMA.

Tleguarpuyna nonynauus

Erponeiickara areHUHs NO NIEKAPCTBATAa OCBOOOK1aBa OT 3a/Ib/DKEHUETO 32 NPESIOCTABAHE HA PE3Y/ITATHTE OT
(POYUBAHHATA C AMJIOAHITHH/BAICAPTaH/XHAPOXIOPOTHA3H/L BBB BCHYKH NOArPYMH HA NEIMATPHYHATA
NOMyAALHA TIPH ECEHLMANHA XHITEPTOHNA (BK. TouKa 4.2 33 HH(OPMALIHS OTHOCHO ynoTtpefa B NeMaTpHaTa).

Tpyru: ABoHHO 610KMpaHE HA PpeHHH AHTHOTEHIHH -AT10CTEPOHOBATA CHCTEMA ( PAAC)

J1Be ronemu paHIOMH3HpaHH KoHTposuparu npoyusanus — ONTARGET (ONgoing Telmisartan Alone and in
combination with Ramipril Global Endpoint Trial - Tekywio rnofanio M3I4TBaHe 3a KpaiHN TOUKH Ha
TEIMHCAPTAH, CAMOCTOATENHO W B KoMGuHauus ¢ pamunpua) v VA NEPHRON-D (Knuunuho npoyusane
CBBP3aHO ¢ pasBUTHE Ha HepONaTHA Npu Aualer, POBENeHO 0T MUHHCTEPCTBO NO BBNPOCUTE HA BETEPAHHTE)
~ npoyusat ynorpedara na komGunauuara ot ACE unxubutop u APb.

ONTARGET ¢ npoyuBane, NpoBeAEHO NpH NaLMEHTH ¢ AHAMHE3A 33 ChPAEYHOCHA0BA HIH MO3bYHOCHA0BA
GonecT, WiH 3axapeH auabeT THI 2, NPHIPYKEHH C JaHHH 32 YBPEXKaHe Ha epeKTOPHH OpranH. VA
NEPHRON-D & npoyuBaHe NpH NaLUHEHTH Cbe 3axapen AHabeT Tvn 2 u auabetha Hedponartus.

Tesn npoyuBaHns He NOKA3BAT 3HAUKM G1aronpHaTeH edexr Bupxy GuOpeuHnTe Wil CHPACHHOCHAOBUTE
MOCAEANLH H CMBPTHOCT, KATO CHLEBPEMEHHO ca HabmoAaBaHH MOBUILIEH PHCK OT XHNEPKATHEMHUS, OCTPO
yBpes/iane Ha GbOpeLTe H/HTKM XHNIOTOKKA B CPABHEHHE © MOHOTEpANUATa. KaTo ce umat npe/iui CXOQHHTE
UM (hapMaKoIMHAMHUHH CBOHCTBA, TE3U Pe3y/ITaTH ca MPUNoXuMH 1 3a apyru ACE HMHXHOHTOPH H APB.

ACE wnxu6uropn 1 APB ciegosatento He TpS0Ba Aa ce H3NON3BAT €1HOBPEMEHHO NPH NAUMEHTH ¢ AHA0ETHA
Hedponatua (Bx. Touxa 4.4).

ALTITUDE (K1HHH4HO NPOYYBaHE NPOBEAEHO C ATHCKHPEH NPH MAUMEHTH ChC 3aXapeH auadet Tn 2 ¢
M3110/13BaHE HA CHPEYHOCHAOBH H GBOpevHH 3a00N13BaHMA KATO KpaHHU TOUKK) € NPOYUBAHE, MPEAHA3HAYEHO
13 M3CTIEe1BA NOJI3aTa OT JOOABAHETO HA AKCKHpeH Kum craHaapTHa Tepanua ¢ ACE  naxubutop unu APB npu
MALMEHTH CbE 3aXapeH AnabeT TN 2 M XpOHHYHO GB6peuHo 3a601BaHe, CHPAEHHOCHA0BO 3a00NIABAHE HIH H
asete. [Tpoy4uBaHETo € NPEKPaTEHO NPEXKIEBPEMEHHO NIOPalK NOBHLIEH PHCK OT HEBNArONPHATHH NOCTEANLH.
KakTo cbpaeyHOCHI0BATA CMBPT, TAKA H HHCYJITHT C2 M0-Y€CTH B IPYNATA Ha ANHCKHPEH, OTKOIKOTO B rpynara
Ha nnauebo, a NPeCTABNABAILHTE WHTEPEC HEKENaHH ChOHTHA M CEPHO3HH HEXeNaHH CbOUTHA
{(XHMEPKATHEMHS, XUIIOTOHHA H 6bOpedHa AuchYHKLHA) ce chobluaBaTepUTEMa MO-4ECTO B rpyNaTa Ha
anMCKUPEH, OTKOJKOTO B rpyTnaTa Ha nnaue6o.

HemenaHoMeH pak Ha KOXarta

Bb3 OCHOBA Ha HANHYHHTE NAHHH OT EMMAEMUONOrMYHY NPOYYBaHus € Habal01aBaHa 3aBHCH
KymynaruBHara 1032 spb3ka Mexkay XXT3 u HMPK. Enno npoyusasne BKII0UBA NONY T34}
71 533 cayuau va BKK un 8 629 cnyvan va CKK, 1 nonynauus ot cworsetHo | 430 83
KOHTpOH. Bucoxara ynotpe6a na XXT3 (kymynatusro >50 000 mg) e cebp3ana ¢ k¢
JIH: 1,23-1,35) 3a BKK u 3,98 (95% [IH: 3,68-4,31) 3a CKK. HabmoaasaHa ¢ acHa Bp
otroeop kakto 3a BKK, Taka n 3a CKK. [Ipyro npoyusaHe noxassa Bb3MOMHE BPH3KA




(CKK) v ekcnozuumata Ha XXT3: 3a 633 cnyuan Ha pak Ha YCTHHTE € noabpada nonynauus ot 63 067
NOAXOAALLM KOHTPOJIH, KATO CE M3M0JI3BA CTPATEria 3a B3EMaHe Ha npoOu, ONpeaeneHa OT PUCKA.
JleMOHCTpHpaHa e Bpb3Ka KyMyJlaTHBHA 103a-0TroBop ¢ kopuripad OR 2,1 (95% JH: 1,7-2,6), HapacTsal, 10
OR 3,9 (3,0-4,9) 3a sucoka ynotpeda (~ 25 000 mg) n OR 7,7 (5,7-10,5) 3a Ha#i-BucoKkaTa KyMyaTHBHa 103a (~
100 000 mg) (. cbiuo Touka 4.4).

5.2 PapMaKOKHHeTHUHH CBOICTBA

JlnuekiHocT

AMNOIWNMH, BAICAPTAH H XHAPOXJIOPOTHAZHI HMAT NIWHEHHA (hapMaKOKHHETHKA.

AMnoaunuy/BancapTan/ X HapOXJI0pOTHAZHI

Cuief1 riepOpaTHO NPUIOKEHHE Ha aMIIOAHITHH/BANCAPTaH/XUAPOXNOPOTHAZHA MIPH 3APAaBH Bb3PACTHH MHKOBH
MIa3MEHH KOHLEHTPAUHK Ha AMJIO/IRIIMH, BANICAPTAH H XMAPOXIOPOTHA3K/ C€ AOCTHIAT CHOTBETHO 3a 6-8 vaca, 3
vaca M 2 yaca.

CkopocTTa H cTeneHTa Ha abcopOLUnsaTa HAa AMAOSHITKHH, BANCapTaH H XHAPOXJIOPOTHAZH/ MPH
AMITOIUMHH/BATICAPTAH/XHAPOXTOPOTHA3HIL €& CHLUHMTE, KAKTO NPH NPHIAraHETO ¥M CAMOCTOATENHO.

AMJIOIMIIKH

Abcopbyun

Criel NEPOpAIHO [IPUNOKEHHE HA TEPANEBTHYHA 1032 AMJIOMIMH, IIMKOBA IU1a3MEHA KOHLEHTPALIMA C¢ JOCTHTA 33
6-12 uaca. AGcomoTHaTa GHOHAIMHHOCT € Mexay 64% 1 80%. BHoHanH4YHOCTTa Ha aMNOAMITHH HE  C€ MOBJIHABA OT
NpHEMa Ha XpaHa.

Paznpederenue

O6eMbT Ha pa3npenenetue e npudnuzurento 21 Vkg. In vitro npoyysanKs ¢ aMJIOINNHH NOKA3BAT, Ye
npudauzuTento 97,5% oT LMPKYNHPaWOTO JIEKAPCTBO C€ CEBP3BA C INTA3MEHHUTE MPOTEHHH.

buompancopmayun

AMJITOIMIIHH c& MeTabOH3Hpa 0CHOBHO (nprbnuanTenHo 90%) B yepHHa Apod 10 HEAKTHBHH MeTaboNHTH.

Enumunupane

EMHHHPAHETO Ha aMIOIMITHH OT I1a3MaTa € 6H(PA3HO C TEPMHHAIIEH MONYKHBOT HA €IMMHHHPaHE
npubnusutento 30 1o 50 vyaca. CraumoHapHH IUIA3MEHH HWBA CE JIOCTHIAT CNE MPOTB/DKMTEIEH [IpHeM 38 7-8 HH.
10% oT OpMrHHaTHHS aMnogunHH 1 60% ot HerosuTe METabOJIMTH CE EKCKPETHPAT C ypyHaTa.

Bancapran
Abcopbyus

Cnell NepopatHO NpHAOKEHHE Ha BACAPTAH MUKOBHTE MIa3MEHH KOHLIETPALIHH ce IOCTHIaT 3a 2-4 uaca.
Cpennara abconotHa Guonannutoct e 23%. Xpatata Hamanaea ekcnosuumMara (onpeaenexa upes AUC) na
BasicapTaH ¢ okono 40% u nukosara riasMesa koHueHTpauus {Cmax) ¢ oxono 50%, BeNpekH ToBa OKO/10 § uaca
cned NpHEMa NIa3MEHUTE KOHLIEHTPAIlMH Ha BaNCapTaH ca NOACHHH B rPYIIHTE MPHEMATH nexapcnwro cnen

Paznpederenue

CraumoHapHuaT 00eM Ha pasnpeeieHHE Ha BATICAPTAH C1€ HHTPABEHO3HO MPUNOKEH




KOETO MOKA3B4d, Ue BAICAPTAH HE Ce Pa3npeend WHPOKO B ThKaHHTe. BancapraH ce CEbp3Ba BbB BHCOKA CTENEH
ChC cepyMHHTE NpoTerHH (94-97%), OCHOBHO ChC CEPYMHHS anbyMHH.

Buompancdopmatiug

BancapraH He ce MeTab0.1H31Pa BbB BUCOKA CTENEH, ThH KaTo camo okono 20% ot 103aTa ce yCTaHOBABa noj,
dopmata Ha MeTabonuTy. B r1a3Mata € yCTaHOBEH XHAPOKCH META0OIHT B HHCKH KOHUEHTPALIMH (110 MajIKo OT
10% ot AUC na sancapras). Tozu meTadonuT € (papMaKoIorHiHO HEAKTHBEH.

Laumunupane

Bancaprau noka3sa My/ITHEKCMOHEHUMAHA KHHETHKA Ha pasniaa ((tza <1 uac u 1%2B okono 9 uaca). Bancapran
ce eAMMHHHpa OCHOBHO ¢ deueca (oxono 83% ot no3ara) M ypHHata (okono 13% oT no3ata) OCHOBHO KaTo
HEMpOMEHEHO cheaHHeH e, Cnell HHTPABEHO3HO NPWIOKEHHE IN1A3MEHHA KIIHPBHC Ha BaNCapTaH e
npu6ausuTenno 2 I/h, a 6u6peunns knupHe € 0,62 I/ (okomo 30% ot o6iuma KITHPBHE).

[ToayKHBOTHT Ha BancapraH ¢ 6 Jaca.

XHApoxnopoTHaIna

Abcopbyun

AGcopbLMATA Ha XMAPOXJIOPOTHA3HL CIIE MepopaieH npHeM € Gbp3a (tmax OK00 2 Haca). YBENIHYABAHETO Ha
cpeanara AUC e TnHeHHO H € IPONOPUMOHANHO HA 103aTa B TEPANEBTHHHNA AHANA30H.

EdexrbT Ha XpaHaTa BLpXy abcopOLHATA HA XHAPOXNOPOTHA3K], AKO WM TAKbB, MM MA/IKa KITHHHYHA
3naunMMocT. AGCOMOTHaTa GHOHATHYHOCT Ha XHAPOXJIOPOTHAIMA Cllefl NEPOPANHO npHaokenue € 70%.

Pasnpegenenue
[ipuBuanusT obem Ha pasnpenenexue e 4-8 I’kg. LlupkyupaiumsT XHAPOXJIOPOTHAZHIL € CBBD3aH Che

cepyMHHTE npoTeHHH (40-70%), NpeHMHO ChC CepyMHHS anbyMHH. XMAPOXIOPOTHA3HL CBILO TaKa KyMy/1upa
B PMTPOLIUTHTE NPHONH3UTENHO 3 MBTH NOBEYE, OTKONKOTO B MITa3Mara.

Buompancopmayus

XuapoxJIOpOTHAZKI C€ €IMMHHHPA NIPEIMMHO KaTo HENPOMEHEHO BELECTBO.

Enwmunuparie

X HAPOXJIOPOTHA3H]L C€ EMTMMHUHMPA OT [U1a3MaTa C BPEME Ha MOJyXKHMBOT CpeHO 6 10 15 aca B kpaiitata dasa
Ha enMmMEHHpade. HAMa NPOMAHA B KMHETHKATA HA XHIPOXI0POTHa3K/, IPH MHOPOKPATHO NpPHIAraHe, a
KYMYIIHPaHeTO &€ MHHAMAJHO NPW NpHIoKeHHE BenHBX AHerHo. Han 95% ot aGeopbupanara nosa ce
CKCKPETHPA KaTO HENPOMEHEHO BELIECTEO B YPHHATA. BBOPEUHUAT KITMPBHE Ce CHETOM OT MACHBHA QUATPALMA H
aKTHBHA cekpelns B GuOpeyHHTE TYOYNH.

CneLMaTHK NOMyNalHH

Heduampuunu nayuenmu (Ha evspacm noo 18 zo0unu)

Hama diapMakOKHHETHYHH JaHHH NPY NeHATPHYHATA MOMyIaLHs.

Hayuenmu 8 cmapyecka evapacm (ra ev3pacm 63 coounu u nogeye)

BpeMeTo 3a A0CTHraHe Ha MMMKOBA M1a3MeHa KOHLIEHTPALMs Ha aMI0KHITHH € CXOZIHO T
MPH NaUMEHTH B CTApUECcKa Bb3pacT. Mima TeHAeHUNS NIPH NALMEHTHTE B CTApUECKa Bb
AMJTOMIIHH 14 HAMANABA, KOETO BOAH IO MoKayusaHe Ha naowrra noa kpusata (AUC) n
enumunvpane. Cpeanara cuctemua AUC 3a Bancapran e 1o sucoka cbe 70% nph naux



Bb3pacT B CpaBHEHHE C NO-MJIa0H NALHEHTH, NOpaaH Taiu npdyvHa € HeoDXOIMMO BHHMAaHWE np# [NoBULIABGHE
Ha J03ara.

CHCTEeMHATa eKCNO3HUHUA HA BANCAPTAH € JEKO MNOBUIIEHA NPH NALUHEHTHTE B CTAPYECKA BB3PacT B CPABHEHHE C
MaJUTE MAaLHCHTH, HO TOBA HAMA HAKAKBO KITHHHYHO 3JHa4CHHUE.

OrpaHH4eHH JaHHH NPEANONAraT, Y¢ CHCTEMHHSAT KITHPBHC Ha XMAPOXJIOPOTHA3H]L € HAMAIEH NMPH 1ALIHEHTH B
CTapuecKa Bb3PACT, 3/PABH WK C XMITEPTOHHS, B CPABHEHHE C MM 3APABH 100POBOIILIK.

THi KaTO TPHTE BELLECTBA CE IOHACAT EJHAKBO A0OPE KAKTO OT M0-MNA/INTE NALMEHTH, TAKA 1 OT NALHEHTHTE B
cTapyecka Bb3pacT Ce NpenopLHea HOPMATHA CXeMa Ha npuiaraxe {Bx. Touka 4.2).

Bwoipeurio yapexwcoane

DapMaKOKMHETHKATA Ha AMJIOJHITHH HE Ce MOBIHMSBA 3HAYHMO NIPH HAPYIICHHE Ha OuOpeunara GyHkuua. Kakro
ce OUaKBa 3a BELLECTBO, YHHTO ObOpeueH KITMpbHE € camo okono 30% oT obuka NnasMeH KITHPBLHC, HE Ce
Habonasa Kopenalus Mexny GupedHata QyHKIMS H CHCTEMHATA €KCIO3HLIHA KbM BalCapTaH.

ITopajiy Task NPUUKHA NAUHEHTHTE C JIEKo A0 yMepeHo GBOpeuHo yBpexaaHe MoraT aa npuemar obryaiiata
HauanHa f03a (Bxk. Touka 4.2 n4.4).

Tpu HanHuKe Ha GBOPeUHO YBPERKIAHE CPEAHNTE NHKOBH TU1a3MeHH HHBA H AUC Ha xuapoxnopoTHasia ca
MOBHLLEHH, 2 CKOPOCTTA Ha EKCKPELMA B ypUHATA € HamaneHa. [pu nauuenTH ¢ 1eko 10 ymeperHo 6u6peuno
yBpexaaHe ce Hab/K0/1aBa TpHKpaTHO noBylieHHe Ha AUC Ha xuapoxnopoTHasz. 1Ipy nauueHTHTe ¢ TeXKO
Gu6peuno yBpexare ce Habmonasa 8-kpaTHo nosrinenne Ha AUC. amnoaunuH/BancapTaH/xHaApoOXJIopOTHA3HA
¢ TMPOTHBONOKA3aH NPH NAUMEHTH ¢ Texko GLOPEUHO YBpEXiIane, aHyPHs WM Ha JHanu3a (Bk. Touka 4.3).

Yeproopobino yepexcoane

HanuuHH ca MHOTO OrpaHHYEHH JaHHH 3a PWIMKEHHETO HA aMJTOHINHH NPH NALHEHTH ¢ YEPHOIPOOHO
yBpexaane. [TauueHTUTE ¢ 4epHOIPOOHO YBpexlane HMAT HAMAJICH KITMPBHC HA aMIOAMNHH C M0C/IERBALIO
nokaueane Ha AUC ¢ npubnuzutento 40-60%. [1pn naunenTH ¢ 1eKo 0 yMEPEHO XPOHHYHO YEPHOAPOOHO
3a009BAHE EKCMO3MLMATA KbM BancapTaH (onpeaenena upes croiHocTHTe Ha AUC) e aBa NbTH NO-BHCOKA OT
YCTAHOBEHATA NPH 30paBn 0OPOBOIILK (TPYNVPaHH N0 BE3PACT, NON W Terno). [lopaau earcapravoeata
KOMMOHEHTA AMIOIHMHH/BANCAPTaH/XHAPOXIOPOTHAZHA € IPOTHBOMNOKA3aH NPH NALHEHTHTE C 4EPHOAPODHO
yspexkaaHe (Bk. Toukn 4.2 u 4.3).

53  IIpenkIHHRYHH AauHH 32 GezonacHocT

AMIOMNHKH/BAICAPTAH/XHIPOXNOPOTHA3H]

B peayua npeakiMHUYHK NPOY4BaHHA 3a 6€30NaCHOCT € AMIIO/IMITHH, BACapTaH, XMAPOXIOPOTHAZH,
BA/ICAPTaH/XHAPOXI0POTHA3H, AMJIOMITHH/ BANCAPTAH H AMNOANTHH/BANICAPTAaH/ XMAPOXIOPOTHA3NA, TIPOBE/ICHH
TIPM Pa3IHUHH XXHBOTHHCKH BHIO0BE, JIKNCRAT A0KA3ATE/ICTBA 33 CHCTEMHA MM OPTaHHA TOKCHYHOCT, KOHTO /13
OKZKAT HETATHBHO BIHAHKE BLPXY KIHHHYHATA YNOTpeOa Ha aMNOAKMNHH/BANCAPTAH/XHAPOXIOPOTHA3KA NIPH
xopa.

[TpeaxauHHYHN NPOYYBAHHA 33 GE30NACHOCT € NPOABMKHTENHOCT 10 13 CeMHLIM Ca NPOBEEHH C
AMIIOMITHH/ BA/ICAPTAH/ X HIPOXJIOPOTHA34A TPH NbX0BE. KoMOHHAaUKATa BOJK 10 OYAKBAHO MOHIDKEHHE Ha
NOKA3aTeNHTe HA YEPBEHATA KPBBHA PeauLa (EPHTPOLIHTH, XEMOTTIOOHH, XeMAaTOKPHT H PETHKYOLMTH),
TNOBHLIABAHE HA CEPYMHATA Ypes, NOBHILABAHE HA CEPYMHHA KPEATHHHH, NOBHLIABAHE HA CEPYMHHZ A}
IOKCTATJIOMEpY/IapHa XHneprnasus B 6u0peka H QOKaTHH €pO3NH B HJIE3HCTHA CTOMAX MPH
TE3M NPOMeHH ca 00paTUMH cNen 4-CeAMHHEH Bb3CTAHOBHTENEH NEPHOI W Ce CMATA, e Ca j
arpasupaHe Ha GapMaKONOTHUHHTE edeKTH.

KomBHHaLmMaTa aMnoaunyH/ BAICapTal/ XHAPOXIOPOTHA3HL HE € H3CJIeBAHA 33 FCHOTOKC
KaHLEPOreHHOCT, Thid KATO JIMIICBAT JOKA3ATENCTRA 3d HAKAKBO B3aMMO/ICHCTBHE MEXAY O



KOHWTO €a OTAAEHA HA a3sapa. AMIOJHIHH H BaNCapTaH Ca HU3CJICABAHM TOOTAE/NHO 38 FEHOTOKCHYHOCT H
KaHUEPOreéHHOCT ¢ HEraTHBHH DE3YJITATH.

AMJIOAMITHH

Penpodykmuena mokcuinocm

PenpoayKTHBHK NPOYYBAHHA MPH TUTbXOBE H MMLUKH NOKA3BaT 3aKbCHABAHE HA aTaTa HA PAXKAAHE, YAb/DKEHA
NPOABLMIKHTENHOCT HA PAKIAHETO H HAMANEHA IKHIHECNOCOOHOCT HA MANIKHTE NPH 1034 Npuban3uTenHo 50 nbTH
[10-BHCOKH OT MaKCHMAJIHMTE NPENOPLYHTENHH I03H NPH X0pa, u3uncnedn ha Gaza mg'kg.

Hapyvwenus gvs thepmusumema

Hsama edekT BbpXy QEpTUINTETA HA IUTLXOBE, TPETHPAHH ¢ AMIOAHIHH (MBXKH — 64 1HM ¥ KeHCKH — 14 QHU
npenu undToceane) B 1034 10 10 mg/kg/neH (8 mbTu* MakcuManuaTa npenopbyMTesHa 103a 32 Xopa ot 10 mg,
u34KcIeHa Ha 6a3a mg/m?). B apyro npoyusaHe npH MIbXOBE, MPH KOETO MBXKKH ILTbXOBE €A TPETHPAHH C
AMAOANNHHOB Ge3rnat 30 K, © 1032 CpaBHKMA ¢ 103aTa NIPH XOopa, u34ucnena Ha 6a3a mg/kg, ca yeTaHOBEHH
MOHIKEHH NIa3MEHH HHBA HA (POTMKYTOCTHMYTHPALL XOPMOH H TECTOCTEPOH, KAKTO H NOHINKABaHE Ha
MALTHOCTTA Ha cnepmarta ¥ 6pos Ha 3PENTH CNEPMATH/IM H CEPTOSIHEBH KITETKH,

Kanyepozeneza, Mymazenesa

Hsama naHHH 38 KAHIIEPOTEHHOCT NPH IUTLXOBE K MHLUKH, TPETHPaHK BE NOAHHY C aMJIOIHIIHH B XpaHaTa B
KOHLIEHTPaLIHH, H3YHC/IEHH A OCHTYPAT AHEBHH 10308y HuBa oT 0,5, 1,25 u 2,5 mg/kg/nen. Hai-ucokara nosa
(npy MHLIKH - GnK3Ka 10, a NPH ILTBXORE — 1BA ITLTH* NO-BHCOKA OT MAKCHMANHATA NPENOpPbUMTEIHA KIHHHYHA
no3a ot 10 mg, u3umcaena 3a mg/m?}) e 61na 6113Ka 10 MAKCHMATTHO I0TTYCTHMATA 103238 MHILUKH, HO HE H 32
IL1BXOBE.

TIpoyuBaHHs 3a MyTareHHOCT He [10Ka3BaT JIEKapCTBEHO-00yCoBEHH €(PEKTH HHTO HA TEHHO, HHTO Ha
XPOMO30OMHO HHBO.

* w3yrcnena 3a nauneHTH ¢ Terno 50 kg

Bancaprtan

HexMMHHYHHTE NAHHH HE MOKa3BaT 0co0eH pUCK 32 XOpa Ha 6a3aTa Ha KOHBEHUHMOHAIHUTE (QapMaKOJIOTHUHK
Npoy4BaHus 3a 5€30MacHOCT, TOKCHYHOCT IIPH MHOTOKPATHO NPH/IaraHe, reHOTOKCHHHOCT, KaHLICPOTreHeH
NMOTEHLMAN, PENPOAY KTHBHA TOKCHYHOCT H TOKCHYHOCT 34 PA3BHTHETO.

Tpu nabXoBE ToKCHUHK 03K 3a MaiikaTa (600 mg/kg/nen) no Bpeme Ha NOCNEAHUTE AHH OT GPEMEHHOCTTA
NepHo/1a Ha JIAKTALHA ca AOBENH 10 M10-HUCKA CTEMEH Ha MPEXHBAEMOCT, N0-¢/1a60 Ha/l1aBaHe Ha TErNo H
3a6aBeHO Pa3BHTHE (OTAENAHE HA YLIHATA MMAA H OTBAPAHE HA CYXORHA KAHAN) HA IOKOJIEHHETO (BK, TOYKA
4.6). Tesu nosu nupu nurbxoee (600 mg/kg/nen) npeactapnspar npubanzutento 18 nxTH MakcHMaHaTa
NPENOPBUMTENHA 1032 iPH XOpa Ha Ga3ata Ha mg/m’ (3UMCIIEHHATA CE OTHACAT 34 nepopasya no3a 320 mg/aeH
H nmauwMeHT ¢ Terno 60 kg).

TIpH NpeKIMHIYHK NpOy4BaHuA 3a Ge30nacHOCT BHCOKH A03H BasicapTaH {200 no 600 mg/kg Tenecho Terno)
NpeAH3BUKBAT MPH MIBLXOBE HAMAIABAHE HA IAPAMETPHTE HA UEPBEHHTE KPBEHH KIETKi (EPUTPOUMTH,
XEMOTI06HH, XEMATOKPHT) H PHYHHABAT MPoMeHH B 6b0peyHaTa XeMOIHHAMUKA (/IeKO [OBHIIABAHE Ha YpeaTa
B KPBETa, 61Gpeuna TySynHa Xuriepriiazus u GasobHnud npy Mbkkute). Tezn 2031 npH nuibxoee (200 1o

600 mg/kg/nen) npeacrasnsasat npubnan3uTento 6 H 18 MbTH MakcHManyara NPenopbYHTENHA 1032 NPH X0pa Ha

[TpH MAPMO3ETKH B CPABHHMH 103H IPOMEHHTE Ca NOJOGHH, HO NI0-TexKH, 0c0GeHO B Obf
NPOMEHMTE Cce Pa3BHBAT 0 HE(PONATHA, BKIKOHBALLA NOBHLIEHHE HA YpeaTa U KPEaTHH



BCHYKH NPOMEHH Ce Ib/KaT Ha $HapMaKoNOrHYHOTO JefiCTBHE HA BAJICAPTaH, KOSTO BOAH A0 MPOIbLIKHTENHA
XHMIIOTOHHA ocoDeHo Npy Mapmo3eTHTe, M3raeskaa, ye TepaneBTHYHATA 1032 HA BAJICAPTaH NPH XOpa He e
CEbp3aHa ¢ XHNepTpodHa Ha GLOPEUHNTE OKCTArIOMEPYJIHH KIIETKH.

6. OAPMAIIEBTHYHH AAHHH
6.1 ChnHcebK Ba DOMOITHHTE BelleCTBA

Hopo na matremrama

Llenynosa, MMKpOKpHCTATTHA

[Morunon K25

Kpockapmenosa HarpHid

Hatpues naypuicyndar

MaHuTton

CHnHLU#Ees NHOKCHI, KONOU]IEH Oe3B0eH
Marnesues cteapar (E470b)

Durroso RoKpumue

Honu(BHHKUIOB ANTKOXON)

Makporon 3350

Tutanoe anokcuHa (E171)

Tank

Kenesen okena, yepeen (E172) — camo 3a 10 mg/160 mg/12,5 mg u 10 mg/320 mg/25 mg
Kenezen okeun, kbt (E172) — camo 3a 5 mg/160 mg/25 mg ull) mg/160 mg/25 mg

6.2 HeenBmMecTHMOCTH

Henpunoxumo

6.3 Cpox Ha rogHoct

5 ronHHH

6.4 Cnensannm yc10BHA HA CbXpPaHeHHe

To3u nexapcTBEH NPOOYKT HE H3UCKBA CMIELIMANIHHY YCIIOBHA Ha ChbXPaHEHHE,
6.5 Bua 4 chabpikaine Ha ONAKOBKATA

Baucrep (OPA/ANPVC//Al donuo): 7, 10, 14, 28, 30, 56, 60, 84,90,98, 100, 7x 1, 10x 1, 14x 1,28 x I,
30x1,56x1,60x1,84x1,90x1,98x1u100x | ¢pnnmupanu TabreTku, B KyTHA.

Bauctep (OPA/AI/PVC//Al donuo), c otbenasann anu ot ceamuuara: 7, 14,28, 56, 84,98, 7x 1, 14x 1,
28x1,56x 1,84 x 1 198 x |1 punmupand TabneTku, B KyTHS.

He BcHdkH BUAOBE OMAKOBKH MOTaT Aa 6bAAT MycHATH Ha naszapa.
6.6 Crenuanan npeinasiH MepKH IPH H3XBLp/IAHe H paboTa

Hsama crelHajHA H3IUCKBAHMA.

7. MPUTEXATEJ HA PASPENIEHHETO 3A YIIOTPEBA

KRKA, d.d., Novo mesto, gmarje§ka cesta 6, 8501 Novo mesto, Cnoeenus




8. HOMEP{A) HA PASPEIIEHHETO 3A YIIOTPEBA
Bantpukom 5 mg/160 mg/12,5 mg — Per. Ne: 20190064
Bantpukom 5 mg/160 mg/25 mg — Per. Ne: 20190065

Bantpukom 10 mg/160 mg/12,5 mg — Per. No: 20190066
Banrpukom 10 mg/160 mg/25 mg — Per. Ne; 20190067
Bantpukom 10 mg/320 mg/25 mg — Per. Ne: 20190068

9.  JATA HA ITBPBO PASPEINABAHE/TIOJHOBABAHE HA PAZPEIIEHHETO 3A YIIOTPEBA
Jata na nbpBo paspelnasade: 28.03.2019

Jlata Ha nocnenxo noaHoeseane: 25.09.2023

10. JATA HA AKTYAJIU3HUPAHE HA TEKCTA

14 Merpyapu 2026

[MoapoGua uudopMalua 3a TO3H NEXapcTBeH NPOAYKT € NpesocTaBeHa Ha yebcaiita Ha Mamenurensa AreHups
no Jlexapcrsara (MAJI) hitp://www.bda.bg.




