KPATKA XAPAKTEPUCTHKA HA INPOIVKT/
N3NbIIHATENHA ATEHUWS NO NEKAPCTBATA
Kpamxa xapaxkmepuomuxa wa npogyxme - Npusorenve |
1. HUME HA JIEKAPCTBEHMS ITPOAYKT '
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Aunepam HCT 5 mg/160 mg/12,5 mg puamupanu tabnerku Paspeterue Ne °
Jiznepam HCT 10 mg/160 mg/12,5 mg dummmpan saauae. 62360 -5 20-11- 73

Eassaprareasssaganvas

Dipperam HCT 5 mg/160 mg/12.5 mg film-coated tablets
Dipperam HCT 10 mg/160 mg/12.5 mg film-coated tablets

e

2. KAYECTBEH H KOJIMYECTBEH CHCTAB

Munepam HCT 5 mg/160 mg/12,5 mg puamupanu tabaerkn
Beska Gumupana Tabnetka chabpxa 5 mg amnomunus (amlodipine) KaTo aMIOAMIMHOB Gesunar

(amlodipine besilate), 160 mg sancapran (valsartan) v 12,5 mg XUAPOXJIOPOTHAZH]
(hydrochlorothiazide).

Aunepam HCT 10 mg/160 mg/12,5 mg puamupann Tabaerkn
Beska gpuimupana tabnerka cbhabpka 10 mg amnoaunun (amlodipine) xaTo aMioaMIMHOB Ge3unar

(amlodipine besilate), 160 mg Basncaprau (valsartan) u 12,5 mg XHApoXJI0pOTHA3ZH
(hydrochlorothiazide).

3a MbJIHKA CIIHCHK HA MOMOIIHKUTE BELECTBA BUIKTE Touka 6.1.

3. JIEKAPCTBEHA ®OPMA
DuiMupaHa Tabierka

Aunepam HCT S mg/160 mg/12,5 mg puamupann tabaerkn
benu, oBasiHM, IBOMHOU3IMTBEKHAIM TabJIETKH ChC CKOCEHH puOoBe, ¢ rpaBupan Haanuc “NVR” or
eaHata ctpaHa M “VCL” ot gpyrara.
HbiokuHa: npubausurenso 15 mm
IHIupuna: npubausurenHo 5,9 mm

Annepam HCT 10 mg/160 mg/12,5 mg pnamupann TabaeTkn




brenoxwsiTy, oBanHu, BOHHOM3MbKHAIN TaBIETKH ChC CKOCEHH pBboBe, ¢ rpaBupan Haanmuc “NVR”
OT €aHaTta ctpaHa u “VDL” or apyrara.

HAbmwxuna: npubnusurenso 15 mm

HIupuna: npubnusurenso 5,9 mm

4. K/IHHAUYHHU JAHHHU
4.1 TepaneBTHUYHH NOKa3aHHS

Jleyenue Ha eceHLIMAIHA XUNIEPTOHHMS KATO 3aMECTHTE THA Tepanus NPy Bb3PACTHH MALIUEHTH, NIPU
KOHTO € NMOCTUrHAT 3aJI0BOJIMTE/IEH KOHTPOJI BbPXY apTepHAIHOTO HANATaHe ¢ KOMOMHALMATA
dMJIOZIMITHH, BalicapTaH U Xuapoxnoporuazua (Hydrochlorothiazide, HCT), npunaranu kato Tpu
OTACIIHH JIEKapCTBEHH (OPMHU WK KaTO GMKCHpaHa JBOIHA KOMOMHALIMSA M OTIe/IHA JIEKapCTBEHA

dopma.

4.2 Jl03HpOBKa H HAYHH HA NPHIOKEHHE

EOBHEOBRH

IIpenopbunTennara noza JJunepam HCT e enna Tabnerka JAHEBHO, 3a MPEeANOYMTaHE J1a Ce npuemMa
CYTpPHH.

IIpenu na npemunar Ha neyenue ¢ Junepam HCT naimenTture TpsA0Ba na ObaaT Ha QUKCHPAHH JI03H
OT ChOTBETHUTE MOHOKOMIIOHEHTH, KOMTO NPHEMAT NO ChINOTO BpeMe. Jlo3ara na Jlunepam HCT ce
ornpeieis Ha 6a3a I03UTe Ha OTAE/IHUTE KOMIIOHEHTH OT KOMOHMHALIMATA B MOMEHTA Ha
IIPEMHHABaHETO.

Makcumannara npenopbuMTenHa 103a Hunepam HCT e 10 mg/320 mg/25 mg.

Creyuannu nonyiayuu
bvbpeuno yepexcoane

[Topaau XuaApOXI0pOTHA3HIHATA KOMITOHEHTA, Junepam HCT e npoTuBONoOKasan npu naiyeHTH ¢
aHypHs (BX. TouKa 4.3) U NPH NalMEeHTH C TEKKO OBOpeyHO yBpexkaaHe (CKOPOCT Ha IIIOMepyJIHa
Gunrpaums (Glomerular Filtration Rate, GFR) <30 ml/min/1,73 m?) (8. To4k# 43,44u5.2).

He ce Hanara kopexums Ha HayanHaTa 1032 IPH NALMEHTH C JTEKO 0 ymepeHo 6s0peuHo
(Bx. ToukH 4.4 1 5.2).

Yeproopobmo yepescoane
Ilopanu BancapranoBara komnonenta, JJunepam HCT e NMPOTHBOIOKA3aH IpH I
4EPHOJPOOHO yBpeskaaHe (BkK. Touka 4.3). [Ipu naumeHTH ¢ JIeKo 10 yMEPEHO ue



yBpexaane Oe3 xojecTa3a, MAKCHMAaIHATA NPENOPHLYMTEIHA 1033 Bajicapras € 80 mg v nopaaM TasH
npuyuta Junepam HCT we € moaxonsuy nipu Ta3m rpyna nauuentd (k. Touks 4.3, 4.4 1 5.2).
[Tpenopbky 3a 103aTa HA AMITOJUITHH MPH MALMEHTH € JIEKO 10 YMEPEHO YePHOAPOOHO YBpekKIaHe He
¢a ycTaHOBeHH. |Ipyn npeMHHaBaHe Ha TOIXOAAIIH MALHEHTH ¢ XHIepToHus (BX. Touka 4.1) u
4epHOApoOHO yBpexnaHe KpM Jedenue ¢ Junepam HCT, Tpabpa fa ce H3Mo3Ba HaM-HUCKATA
HaJTMYHA 1033 aMJIOAHITHH.

Covpoeuna neoocmamvynocm u KOpoxapra 6orecm HA CPYEMO

CrlilecTByBa OTPaHHYEH OMHT C ynorpedaTa Ha amnoaumun/sajacapran/HCT, ocobeHo B MaKCHMATHH
AO3H, IIPH NALWEHTH ChC ChPACYHA HEAOCTATHYHOCT M KOpoHapHa bonect Ha chpuero. [Ipenoprsusa ce
NMOBMUICHO BHUMAHHE IIPH NAIlIHEHTH ChC ChpAdeyHa HeAOCTAThYHOCT H KOpoHapHa 60JIeCT Ha ChPLETO,
0COOEHO NpH NpHIIaraHe Ha MaKCHMaiHa 103a amonumui/Bancapra/HCT, 10 mg/320 mg/25 mg.

Cmapuecka ev3pacm (na 6b3pacm 65 200unu unu noéeye)

ITpenopbHBa ce NOBHIISHO BHUMaHHE, BKITIOUHTEIHO NI0-4€CTO MOHHTOPHpPAaHe Ha APTEPHAITHOTO
HAJIATaHe, NPH Nal[HEHTH B CTap4ecKa BH3pacT, ocoOeHO NpH NpWilaraHe Ha MakCHMAaJIHa A03a
amaoaunuH/Bancapati/HCT, 10 mg/320 mg/25 mg, Teit kaTo AaHHHTE 3a yrioTpeda py Tasy
MalMEHTCKA NOMyNnanyA ca orpaHiueHu. [Ipu npeMuHaBaHe HA NOAXOAAIIM MALIMEHTH B CTapYECKa
BB3PACT ¢ XHIIEPTOHMA (BK. TO4YKa 4.1) kbM neveHue ¢ unepam HCT, Tpsabea aa ce u3non3sa Hal-
HHCKATa HAJTMYHA 10332 aMJIOIMIIHH,

Hlecuampuuna nonyaayus
Junepam HCT He ce npunara B meguarpuyusaTa nomynauus (NalUeHTH Ha Bh3pact noy 18 roaurn) 3a
MOKA3aHHETO JICYCHHE HA eCCHLMATHA XHIIEPTOHHA.

HauuH Ha mpuIokeHHe

Ilepopanno npriiokeHue.

Aurniepam HCT moxe n1a ce npueMa ¢ unu Ge3 xpaHa.

Tabnetkure TpadBa na ce MOTIBILAT LEAH ¢ MAIKO KOJIMYECTBO BOAA, 110 €HO H CHLIO BpeMe BCEKH
JEH, 3a [IPEATIOYMTAHE CYTPHH.

4.3 IIporEBONOKA3AHHA

¢ (CBpBXYYBCTBHTEIHOCT KbM AaKTHBHHTE BEUIECTBA, APYTH CYAPOHAMHIHH [IPOH3BOAHH,
JUXHIAPOMUPHAWHOBH [IPOU3IBOIHHM HJIH KbM HAKOE OT IIOMOILHUTE BEINECTRA, W30POEHH B TOUKA
6.1.

« Bropu ¥ TpeTH TpuMeCTEP Ha OpeMeHHOCTTa (BXK. TOUKH 4.4 1 4.6).

+ YHepHoapoOHO yBpexnaHe, 6HIMapHa LMPO3a MIH X0JIECTa3a.

« Texxo 6b6peuno yepexnane (GFR <30 ml/min/1,73 m?), aHypss ¥ MpH NaLHMEHTH HA JHAJTH3A.

« EnanoBpemennara ynorpeba Ha Jqunepam HCT ¢ anncKupeH-ChABpKaLIH IPOAYKTH €
NPOTUBOIIOKA3HA NPH IIALMEHTH ChC 3axXapeH auabeT win 6u0peunc yepenane (GFR
<60 ml/min/1,73 m?) (Bx. Touku 4.5 u 5.1).

o PedpakropHa xunokaJTHeMUs, XMIIOHATPHEMHS, XMITCPKAILIAEMHS H CHMITTOMATHYHA
XUIICPYPHKEMHA.

o Tekka XHNOTOHMA.

e Hlok (BKIFOMHTERHO KaPOHOTNE€HEH LHOK).

o OOcTpyKims Ha M3X0Ja Ha JidBa KaMmepa (Hanp. XxuneprpoduyHa oOCTPYKTHRHA KAPIHOMHOIIATHS
H BHCOKOCTEIICHHA A0PTHA CTCHO34).

* XeMOANHAMMYHO HECTAOHIHA CHPAEYHA HEJOCTATHYHOCT CNIEH OCTHP MHOKAapACH HHGApKT.
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OnOpeunara dJ‘fIII{ﬂ?;i Ako 110 SPEME Ha Tepanys ¢ .\pcrx.mpm"ﬂaszu CC Pa3BUS XHIICKSTHEMEZ,
npueMsT Ha Jiunepam HCT tpabea na ce apeycranoen 10 cTabuinHo BL3CTAHOBIBAES HA OANAHCR Ha
KaJ1us.



44 Cpenmajnn npeAynpexIeHEN H NpelNa3HH MEPKH NOpH ynoTpeda

Be30nacHOCTTa H €(PHKACHOCTTA HA AMIIOMITHH [IPH XHMIEPTOHWYHA KPH34 HE C4 YCTAHOBEHH.

T1alMEHTH ¢ HATPHEB- W/UIH OGeMEH gedHIMT

EKCLeCHBHA XMITOTOHHA, BKJTIOYHUTENHO OPTOCTATHYHA XHIIOTOHHY, ce Habmoaasa rpu 1,7% or
[AUMCHTHTE, JIEKYBaHH ¢ MAaKCHMalIHaTa Ao3a amnoxunud/Bancapral/HCT (10 mg/320 mg/25 mg)
cipamo 1,8% nipu sancapran/xuapoxyiopotnazun (320 mg/25 mg), 0,4% npu nallHEHTHTE Ha
amnoannui/paicaprad (10 mg/320 mg) u 0,2% npu mauKMeHTHTE HA XHIPOXJIOPOTHAZH AMIIOHITHH
(25 mg/10 mg) B Xona Ha KOHTPOIHPAHO H3MUTBAHE MPH NMALMEHTH ¢ YMEPEHA 110 TEXKA,
HEYCMOXKHEHA XHIIEPTOHMA.

IIpu nanuenT! ¢ HaTpHEB WK 00eMeH AeHLAT, MPHEMALIH BHCOKH J03H JHYPETHLH € BB3MOKHO
Ja Bb3HHKHE CHMITTOMATHYHA XHITOTOHHA CJi€]] 3alT04BaHEe Ha JICUEHHETO C
amnonumuH/BancapTan/HCT. Junepam HCT Tpsa6ea na ce nipuaara camo cjiel KOpHrHpaHe Ha
NpeAISCTBAL HATPHEB W/HINA 00eMEH AedHIIMT.

Axo mipu nedense ¢ Jlunepam HCT HacThnH eKCLIeCHBHA XMITOTOHMS, MAIHEHTHT TpAOBa Aa One
NMOCTABEH B JIErHAA0 MOJIOKEHHE K NPH HEOOXOMHUMOCT Ja ¢e MIPIWIONKH HHTPABEHO3HO HHPY3Ud ¢
¢uznonorudeH pasreop. JleueHueTo Moxe a Obe NPOIB/DKEHO CEJ KaTo ce crabhinsupa
apTEPHANTHOTO HAJIATAHE.

IHpoMenu B cepyMHHTE CEKTPONANATH

Amrodunun/sancapman/xudpoxropomuazud |
B xona Ha KOHTPOJIMPAHOTO KIMHUYHO H3MHTBaHe Ha amnoaunuy/sancapran/HCT npu MHOTO OT

NALHEHTHTE MPOTHBONOAMKHHTE eekTr Ha BasicapTad 320 mg u xuapoxaopoTHasua 25 mg BepXy
HMBATa HA CCPYMHHA KaHH [IOYUTH C¢ HEYTPATHIHpAT B3aHMHO. [IpM pyry nauueHTH, €AWHHAT WIHA
APYTHAT ePEKT MOke fa JoMHHUPA. [leprHoauuto, Ha NOIXOAAINM UHTEPBAIH OT BpeMe, TPAOBa Ja ce
H3CIICABAT HHBATA HA CEPYMHHTE €JIEKTPOIUTH ¢ L€ OTKPHUBAHE Ha BE3MOXKHH €IEKTPOIIUTHY
HapylleHu.

[lepuonuyno U3caeBaHEe HAa HUBATa HA CEPYMHHTE E/TEKTPOIIHTH, NO-CIIELHAIHO Ha Kakd, TpsGBa Aa
Ce IPOBEX/1a Ha OTIPEASNIEHH HHTEPBAIH OT BPEME € LIEJI OTKPHBAHE HA BE3MOKHH €JICKTPOTHTHH
HapyleHHsA, 0coDEHO TIPH MALHCHTH ¢ APYTH PUCKOBH (haKTOpH KAaTo HapymieHa 656peyHa dyHKimA,
JIEYEHNHE C APYTH JICKAPCTBEHH NMPOAYKTH HITH [IPEIXOKIAIla aHAMHE3a 32 €/IEKTPOJIHTHH HapyLUEHHS.

Bancapman

EanoepemMennaTa ynotpeda ¢ KanMesH A00aBKH, KaTHH-CHXPaHABALIH AHYPETHIM, 3AMECTHTENH HA
COJITa, ChAbPAKAINH KATHH, WIH APYTH JIEKAPCTREHH MPOAYKTH, KOUTO OHMXa MOTIM 1A NOBHILAT
HMBATA HA KAJTHH (XCTIApUH U T.H.), He ce npenoprupa. CToifHOCTHTE HA KaHa TpI0Ba CLOTBETHO J1a
C€ MOHMTOpHpAT.

Audpoxropomuazud

Jleuenve ¢ lunepam HCT Tpabea na ce 3anouHe crne KOpHTHpaHe HA XHNOKATHEMHATA U
CBIIBTCTRALLATA XHIIOMArHe3HeMus. TuasuaHUATE JUYPETHIM MOT'AT JIa YCKOPAT HOBA N0sBa Ha
XUIIOKATHEMHA WM a 00OCTPAT NpeamecTBaa XUnoKaieMus, THazuIHUTe AUy PEeTHLH TpsOBa a
Ce IPHJIAraT ¢ IOBHINICHO BHUMAHHE MPH MALMCHTH, YHETO CHECTOSHHE € CBbp3aHo ¢ MOBHIICHA 3aryda
Ha KaJIiH, KaTo HANpUMEp coll rybemu HedponaTHH WM IpepeHaIHo (KapAHOTeHHO) YBPEOKIAHE Ha
ObOpevHaTa GyHKLUHA. AKO [10 BpeMe Ha Tepalnui ¢ XMAPOXJIOPOTHA3H CE Pa3BHE XMIOKATHMEMHS,

npueMsT Ha Junepam HCT TpabBa na ce npeycTaHoBH A0 cTaOMIHO BBH3CTAHOBABAHE Ha
KaJIHs.

THasMaHWTE AUYPETHIH MOTAT Ja YCKOPAT HOBA [104Ba Ha XHIIOHATPUEMHES H
alKaj103a MM Aa 000CTPAT NMpeaecTeaina xunosarpuemMusd. Habmogasana e Xu
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CBIPOBOJACHA OT HEBPOIOrHYHA CHMATOMATHKA (rajicHe, MPOrpecHBHa Je30PHEHTALNA, anaTus).
JledeHMETO C XHAPOXIOPOTHAZH MOXKE J1a Ce 3aI0YHE €4Ba CJied KOPEKIHs Ha ChINeCTBYBaIla
XHIIOHAaTpHeMHA. B cimy4ait Ha Texkka nmv Obp30 pa3BHBaIla ce XHIIOHATPHEMHA IO BPEME Ha
neuenrero ¢ Jlumepam HCT, neueHueTo Tpabsa ga 6bae cnpaHo 40 HOPMATH3IHUPaHEe HA HHBATa Ha
HATPHA.

BeHaky naneHTy, IpHEMAIIM THA3UIHHE IHYPETHLH TPAOBA NEPUOIMTHO Ja OBAaT npociensBaHH 3a
€JICKTPOIMTHH HapylIeHUs, 0COOCHO Ha KaJIud, HATPHA M MarHesu4.

b1OpeunHo yBpexaane
TuasuauuTe HYPETHLIM MOTaT 1a YCKOPAT a30TEMHATA NPH MALHEHTH ¢ XpOHHYHO 660peYHo

3abosiaBane. Korato lunepam HCT ce npunara npH nanyeHTH ¢ 6p0pedHO YBpEKAAHE, CC
NMpenophr4Ba ICPHOJHYHO [IPOC/IeAIBAHE HAa HUBATA HA CEPYMHHTE €JIEKTPOJIMTH (BKIIOYHTEIHO Ha
KaJIMA), KpeaTHHHHA W [THKO4HaTa KucenuHa, Junepam HCT e npoTHBonokasaH npH NalHEHTH C
TEXKKO OBEOpeUYHO yBpeKaAaHe, aHypHs WIH NPOBEKIAIM qHaNIN3a (BX. Touka 4.3).

He ce n3KckBa Kopuriupase Ha fo3ara Ha Jlunepam HCT npu nanpeHTH © 1I€KO 10 YMEpEHO OBOpedno
yepexaaHe (GFR >30 ml/min/1,73 m?).

Crenosa na 6u0peuna aprepus
Hunepam HCT Tpabpa ma ce npmnara ¢ moBHIieHO BHUMAHHKE 34 JICUEHHE HA XHIIEPTOHMA IIPH

MallHeHTH ¢ €AHOCTPaHHA HITH JIBYCTpaHHa CTEHO3a Ha OGh0peuHuTe apTepiu Wik IIPH CTEHO3a Ha
apTepHa Ha €AUHCTBEH OBOpPEK, Thii KaTO NPH TaKHBA MALMEHTH MOXE Ja 10Tyl MOBHIIaBaHe Ha
ypedTa B KpbBTa H CEPYMHHS KPEaTHHHH.

brOpeuna TpaHCILUTaHTALHA
J10 TO3M MOMEHT HAMA HATPYTIaH OIHMT MO OTHOIISHUE Ha Oe3omacHaTa ynorpeba Ha

ammogunuH/sancapTad/HCT npu naigwenTy ¢ue ckopomHa O0peyuHa TpaHCIIaHTal|A.

YepHonpoOHO YBpeXxKIaHe
Basncaprad oCHOBHO ce eJIMMMHHPA HEMMPOMEHEH upe3 XILUKaTa. I10IyKHBOTHET Ha aMJIOJUIIHH €

yABDKEH, a cToiiHoCTHTE Ha AUC ca mo-BHCOKM IMPH MALMEHTH ¢ HApyLIeHA YepHOoapoOHa hyHKIMA,
HE Ca YCTAaHOBEHH MPETIOPEKH 3a Ao3arta. IIpu naimeHTH ¢ JA€KO 10 YMEPEHO YePHOAPOOHO YBPEKIaHe
0e3 xoecTa3za MAaKCHMaNHaTa [penopLYBaHa 103a BancaptaH € 80 mg, cnexoparenno Junepam HCT
HE € MONXOAAI NPH Ta3H rpyla nauMeHTH (K. Touku 4.2, 4.3 1 5.2).

AHruoenem

Crobliara ce 3a Cllyyad Ha aHTHOEIEM, BKIIIOUHTETHO OTOK Ha JIAPHHKCA H TFJIOTHCA, IPHYHHABAL
oOCTPYKIIHA HA MUXATEITHATE ITHTULIA WM OTOK HA JIMIETO, YCTHHTE, (hapHHKCA H/HUIK €3HKA [IPH
NAIMEHTH, JIEKYBAHH C BaIcapTaH. HAKOU OT Te3H MAaLMEeHTH ¢a HMAJIM H NIPEIH TOBA aHTHOESEM, TIpH
NIEYCHHE ¢ APYTH JIEKapCTBEHH NpoaykTi, Bnouutenno ACE umxuturopu. Jinnepam HCT Tpsabsa na
ce crpe He3abaBHO MPH MALMEHTHTE, KOWTO IOTy4YaT aHTHOEAEM H He TPAOBa [a ce Ipuiara oTHOBO.

Copaeysa HeROCTATHYHOCT M KOpOHapHa 60eCT Ha ChPLETO/MOCTMHOKAPACH HHDAPKT

Karo nocneauiia oT HHXUOMPAHETO Ha PeHHH-GHFHOTEH3HH-AJTIOCTEPOHOBATA CHCTEMA TIPH
[IPEAPa3NONOKEHH MALHEHTH MOTAT Ja C€ OYaKBar NnpoMeHH B OL0peuHara pyHkiud. [TpH namyeHTH
€ TeKKa ChpaeYHa HeIOCTATBYHOCT, YHATO O10peuHa (yHKIyHa 61 Morya ia 3aBHCH OT aKTHBHOCTTA
HA PEHHH-aHTMOTCH3HMH-AIA0CTEpOHOBATa cucTeMa, acaeaneTo ¢ ACE mmnﬁmopn H aHTHOTSH3WH
PEUEIITOPHH OJIOKEPH Ce CBBP3BA C OJIUTYPHS W/HIN NTPOTPECHBHA a30TEMHA H (p
610peuna HeZOCTATHYHOCT W/HIH cMBPT. [1o100HH pe3ynTaTH ca CHOOIEHH 3a Baf
Ha TALMEHTHTE ChC ChPACYHA HENOCTATHYHOCT HJIH MOCTMHOKApeH HH(apKT
BUHACH OLeHKa Ha On0peuHaTa dhyHKIHA.

B aparocpouno, anedo-koHTpoadpano npoyusaHe (PRAISE-2, Prospective Re




Amlodipine Survival Evaluation-2) ¢ amnoaunus np# naiHeHTH cbe ChpAEYHAa HEJOCTATHYHOCT KJlac
I 1 1V no NYHA (New York Heart Association Classification), c HeHCXeMHYHA eTHOIOTHS,
AMJIOMITHH C€ CBBP3Ba ¢ MOBHINIEH Opoii crodmenns 3a GenoapobeH OToK, BBIIPEKH JHICATA Ha
3HA4YMMa pa3iiKa B YECTOTAaTa Ha BIOLIABAINA C€ CHPACSYHA HEAOCTATHYHOCT B CPaBHEHHE C MUIaneso.

briokepuTe Ha Ka/IHEBHTE KaHAIH, BKIIOUHTETHO aMIIO/IMIIHH, TpA6Ba fa ce M3M0/13BaT ¢ MOBHIIEHO
BHHMaHKHE NPH MAUHECHTH ChC 3aCTOHHA ChpACYHA HEJOCTATBYHOCT, Thif KATO MOraT /ia MOBHILAT
PHCKa OT 6BACIIM ChPISYHO-ChAOBH CHOHTHA H CMBPTHOCT.

He0o0X0anMO € OBHIIEHO BHEMAHHKE TIPH NALMEHTH ChC ChPACYHA HEI0CTATHHHOCT M KOPOHAPHA
fonect Ha CHpPLETO, 0COGEHO NPH BUCOKATA 103 amnoaunuH/Bancaptan/HCT, 10 mg/320 mg/25 mg,
THH KaTo CHUISCTBYBAINHUTE AaHHH TIPH TA3H MALKEHTCKA NMOMYJIAlHA ¢a OTpaHHYeHH.

AOpTHA H MUTpaIHA KJIANHA CTEHO34
KakTo npu BCHYKH APYTH Ba30HIATATOPH € HEOOXOMMMO CNa3BaHe Ha CICIHAIHH NPEANa3Hd MEPKH

IIPH HAHUCHTH ¢ MUTpaJIHa KIallHa CTeHO3a WIH 3HAYHMA d0pPTHA CTCHO3a, KOATO HE €
BHCOKOCTCIICHHA.

bpeMennoct
AnrnorensuH II penenrropaure 6noxepu (AIIPE) He TpaOBa na ce 3amoysaT o BpeMe Ha OPEMEHHOCT.

OceeH ako NpoARDKaBaHeTO Ha Tepamuara ¢ AIIPE ce cumTa 3a XHU3HEHO Ba)KHO, HA NAIHEHTKHTE,
KOHTO IUTAHMpAT Ja 3abpeMeHesT, TpaOBa Aa GbJe HA3HAYSHO ATTEPHATHBHO AHTHXHIIEPTEH3HBHO
JACYCHHE € yCTAHOBEH NIpou Ha GeszonacHoct 3a ynotpeba no speMe Ha SpemenHoct. [Ipu
ycTaHOBsiBaHe Ha OpeMeHHOCT seuenuneto ¢ AIIPB Tpa6Ba aa ce npeycraHoBu He3a0aBHO H, aKO €
YMECTHO, 1a C€ 3al0YHe AJITCPHATHBHA Tepanys (BK. TOUKH 4.3 u 4.6).

IispBryeH XHIIE PANOCTEPOHHIBM

[TauneHTH ¢ IEPBHYEH XHNEPATIAOCTEPOHH3BM He TPA6Ba /1a Ob4aT JIEKyBaHU ¢ AaHTHOTeH3MH 11
penenTopHus OJI0Kep BajicapTaH, Thif KATO TAXHATA PEHHH-BHTHOTEH3HH-AII0CTEPOHOBA CHCTEMA HE
¢ akTuBupana. [Topaju a3k npuuxia Junepam HCT ue ce npenopsusa MpH Ta3H MOIMyJIALIKA,

CHCTeMeH TYyNIyC EpHTEMATO3YC
Cpobmasa ce, ue THABHIHHTE ANYPETHLIH, BKIIOUMTEIHO XHAPOXJIOPOTHAZK, MOTAT Ja 0GOCTPAT HIH

Ja aKTUBHPAT CHCTEMEH JYITYC EpHTEMATO/IEC.

rd MeTabONUTHH Ha CHHS
ThasnauuTe JHYpETHLIH, BIIIOYMTENHO XHAPOXJIOPOTHA3ZH, MOTAT J]a HApYLIAT IIIOKO3HHS TOJIEPAHC
M 1a IOBHILAT CePYMHHUTE HHBA HA XOJECTEPO/I, TPHINHLICPHANA B MHKOYHA KuceanHa. [TpH nanpenTH
¢ muabeT Moxe Na € HeoOXOAMMO KOpHIHpaHe Ha J03aTa Ha HHCYJIHHA HIM HA IEpOPaTHOTO
XHIIOTIMKEMAYHO CPEACTRO.

Ilopaau xunpoxmoporHasuziHara koMnoHenra Junepam HCT e npoTusonokasal npH
CHMINITOMATHYHA XHIICPYPHKEMIN. XHIPOXTOPOTHA3HA MOKE Aa MOBHIIK CEPYMHUTE HMBA Ha
IMHKOYHATA KHCEJIMHA, MOPaaH HAMAICHHS KIHPBHC Ha MUKOYHATA KHCE/IMHA H MOXKE Ja MPHYAHHN HJTH
ia 000CTpH XHNepypUKEMHUATA, KAKTO M ]a YCKOPH NoABaTa Ha MoJarpa Mpy MpeapasnoiokKeHH
MALUECHTH.

Tuasuaure Hamangapar EKCKPEeLINATA Ha KaJiii ¢ ypHHAaTa M MOTAT Ja NpeaH3BHKAT NPEXOAHO H JIEKO
ITOKaBaHe HA CCPYMHUA KAIUHHK [IPU JIMNCATA HA H3BECTHH HAPYIICHHUA B KANIHEBHA METAbOIN3BM.
Aunepam HCT e nporuBonokasaH npu NALMEHTH ¢ XHUITEPKAIIHEMHS W TpA6Ba Ja ce NPETFaTanm0
CJIC[ KOpHIHpaHe Ha NMpeamecTraila xunepkaiueMmus. [Ipuemsr va Junepam HC this
NPCKPATEH NMPH PA3BUTHE HA XMIICPKATUIHEMHA [0 BpeMe Ha JICYCHHETO. CepyMHE B4




THA3WTHH JUYpeTHUM TpAOBa Ja Onae mpexpaTeH NMpeaH MpoBexKaaHe Ha U3ceABaHua Ha (yHKLMATA
Ha NapaTUPEOHTHHATE FKIIE3H.

D OTOUYBCTBUTEITHOCT
Crobmaga ce 3a clyuyad Ha peaKLMM Ha (OTOYYBCTBHTEIHOCT NMPH MPHEM HA THASHIHUTE AUy PETHIHU

(BX. Touka 4.8). Ako no BpeMe Ha neuenueto ¢ Junepam HCT Bu3uMKkHe peakims Ha
(hOTOYYBCTBHTENHOCT, CE MPEMOPHYBA CIIMPAHE HA JIEHYEHUETO. AKO Ce CUHTA 33 HEOBXOMHMO
[TOBTOPHO MpHJIaraHe Ha JHYPETHKa, ce NPenopbyBa 3alllMTa Ha 00JIacTHTe, M3I0KEHH Ha CITBHLIEC HITH
H3KkycTBeHa UV A cBeTiIMHA.

XDEDQQ 4JICH U3JTHB, OCTPA MHOIINAA H OCTPA 3aKPHTOLIb/IHA MIIaYKOMa.

CyndonaMuaMTe WIN IEKapCTBATA, IPOH3BOAHH HA CYI(POHAMHANTE, MOTAT J1a MPeAH3BUKAT
HIMOCHHKpPATHYHA PeaKIiHs, BOCIa /0 XOPOUIAJIEH H3JIMB ¢ AS(EKT Ha 3pHTENHOTO NOJIE, OCTpa
NPeXOHA MHOIMKAA H OCTPa 3aKPHTOBIB/IHA IV1ayKkoMa. CHMIITOMHTE BEJIIOUBAT BHE3AIHO HAMAJIABAHE
Ha 3pHTE/THATA OCTPOTA WK OONKa B OuHTE H 0OHYAliHO Bh3HHKBAT B PAMKHTE Ha YaCOBE 10 CEAMMIH
Clle[] 3aro4YBaHe Ha nedeHuero. HenekyBanara ocTpa 3aKpUTOBRIBIHA I1AYKOMAa MOKE Ja I0BeAe 10
NepMaHEeHTHA 3ary0ba Ha 3peHHeTO.

IIpBOHAYATHOTO JIEYEHHE € Jia C€ MPEeKpaTH IPHEMA Ha XMAPOXIOPOTHA3H], KOJIKOTO €€ MOXKE I10-
OBp30. AKO HE Ce IOCTUTHE KOHTPOJI BBPXY BBTPEOUHOTO HajlAraHe TpsGBa Aa ce HMAT MpeIBHA
CBOEBPEMCHHO MEJIMLMHCKO HIIH XMpYpru4HoO JeveHHe. PUuckoBrTe dakTopH 3a pa3sBUTHE Ha OCTpPa
3aKPHTOBIBIHA ITIAYKOMa MOTaT Ja BKIIOYBAT aHaMHe3a 3a Cy/IpOHAMMIHA HIH IICHHIIAIHHOBA
aJleprus.

Obmu

Heob6xoauMo € MoBHIIEHO BHUMAHKE NPH MALMEHTH ¢ MPEJLIECTBAINA CBPBXYYBCTBHTEHOCT KBM
ApyTH aHTHOTeH3HH 1l peuenTopuu 6mokepn. Peakipre Ha CBPBXIYBCTBHTEIIHOCT KBM
XHAPOXIIOPOTHA3H]L Ca NO-BEPOATHH TIPH NAIIHECHTH, CTPAJAIIM OT aleprud HIIH acTMa.

Crapyecka BbapacT (Ha BB3pacT 65 roAUHHA WIH NoBeYE)

IlpenopruBa ce MOBHINIEHO BHUMAHKE, BKJIIOUHTEIHO NO-9ECTO MOHHTOPHPAHE HA apTEPHATHOTO
HajiiraHe, Npy MAaLHUEeHTH B CTap4yecKa Bb3pacT, oCoOCHO NpH NpAiaraHe Ha MAaKCHMAJIHATA 1034
ammoaunuu/pancapran/HCT, 10 mg/320 mg/25 mg, Thif KaTo JaHHMTE 3a ynoTpeda MpH Tasu
HAalMEeHTCKA MOMyJIAllks ¢a OrpaHHYCHH.

HBoiiHo Gnokupane Ha PEHUH-aHTHOTeH3UH-AIA0cTepoHoBaTa ccTeMa (PAAC)

Hma nanny, ye enHoBpeMeHHarta ynorpeba Ha ACE HEXHOUTOPH, aHTHOTEH3HH-PELEITOPHH GITOKepH
(APB) v aJTHCKHpEH MTOBHIABA PUCKA OT XHIIOTOHHMS, XHIIEPKATHEMHA H HaMalsgBaHe Ha
On6peunaTa GyHKIMA (BKIIOUMTENHO ocTpa 6b0peuna HeaocTaThyHocT). [Topaau ToBa He ce
npenopbyBa ABoiHO OnokupaHe Ha PAAC upe3 komOunHpanarta ynorpe6a Ha ACE uEXuGHTOpHY,
APDB nmu amuckuped (Bxk. ToukH 4.5 u 5.1).

AKO ce npeneHH, Je TepalnusTa ¢ ABoHHO 6yiokupaHe € abcomoTHO HeoOx01MMa, ToBa TpAOBa 1a
CTaBa caMo I10J HAOMOACHHUETO Ha CISIHANHCT ¥ IIPH YeCTO BHUMATEIHO MOHMTOPHPAHE Ha
016peunaTa GyHKIHA, ENEKTPOIMTHTE H KpEBHOTO Hanarane. ACE unxu6uropu v APB He Tpabra na
Ce H3MO0JI3BAaT €THOBPEMEHHO [TPH MalMEHTH ¢ THabeTHa HedponaTH.

Hemenanomen pak Ha koxara
B npe enuaeMHONOIMYHH NPOYYBaHys, OCHOBABALIM CE HA JATCKHs HALIMOHAJIEH PAKOB PErHCTHD, €
HaOmonaBaH NMOBHIICH PACK OT HeMeaHOMeH pak Ha koxkara {HMPK) [6azanHOKIeTHYEH KapLHHOM
(bKK) 1 cxkBamosHokteTrueH kapuuHoM (CKK)] npu HapacTBala eKcrio3HuHsa Ha KyMyJia '
XHAPOXIOPOTHAZHA. POTOCEHCHOMMM3HpAIIUTE €(hEKTH Ha XHAPOXIOPOTHAZHA MOTaT
KaTO BEPOATEH MEXAHW3EM 3a paseutue HAa HMPK.




IlaupenTrTe, NpreMallu xHApOXTOpOTHA3MA, TPAGBEA 13 GBaAT AH(popMHpaHH 3a pucka or HMPK u
CbBCTBAHU PEIOBHO Ja MPOBEPABAT KOXKATA CH 3a HOBH JIC3HH M He3abaBHO Aa cro01IaBaT NpH 1mogBa
Ha MOAO3pHUTENIHA KOXKHH Je3HH. Ha naunenTuTe TpabBa na ce npenopryaT BE3MOXKHH NMPEBAHTHBHH
MEPKH, KaTO OrpaHH4Y€HO U3J1araHe Ha CITBHYEBA CBETIMHA B YITPABHOIETOBH JTBYH, 4 B CITyuaid Ha
CKCMIO3HIIHSA, MOJXO0AA1IA 3all|Ta, 33 I3 CE CBEAe 10 MHHHMYM PHCKET OT PaK HA KOXara.
[Tomo3zpuTeTHHTE KOXKHU JIe3HH TpsOBa Aa 0BT NOMIOMNEHH HA HE3aOABHO H3C/ICABAHE,
NOTCHIHAIHO BKIIOYBAIIO XUCTOJIOTHYHH M3C/IcABaHHA Ha OuONCHYHH MaTepHad. [Ipepasrnexnane
Ha ymoTpebaTa Ha XHAPOXJIOPOTHASKI, MOXKE /1A C& HAIOKH H MPH NALHUEHTH, KOUTO €2 HMAITH
npexxoaedH HMPK (Bxk. cpmo Touka 4.8).

Octpa PECHHPATOPHA TOKCHYHOCT

Cnen npuem Ha XHIPOXJIOPOTHA3MA CE CHOOLIABAT MHOTO PEIKH TEXKH CIy4aH HA OCTpa
pecnupaToOpHa TOKCHYHOCT, BKIIIOYHTEIITHO OCThP pecrupaTtope aucrpec cuaapoM (OPJIC). Cren
NpUEM HA XMAPOXITOPOTHA3H] OOHKHOBEHO Ce pa3BHBa OeloApobeH OTOK B pAMKHTE Ha MHHYTH A0
4acoBe. B HAYATOTO CHMITOMMTE BKIIFOYBAT JUCIIHEA, IOBHINEHA TEMIIEPATYDA, BIIOLIABAHE HA
benogpobuara dyukupa u xunoronus. Ipu cemuense 3a OPJIC TpAbGBa na 6bae CpAH MPUEMBT Ha
Jluniepam HCT 1 z1a ce npmioxu nogxosimo neueHye. XuapoxiIopoTHazH He TpAOBa a ce TIpUIara
TPy MALHEHTH, KOMTO Mpeau ToBa ca noay4dapanyu OPJC cnex npueM Ha XMAPOXIOPOTHAZHA.

4.5 BiammopeiicTBHe ¢ ApYrn leKAPCTBEHH NPOIYKTH H APYrH GOPMH HA B3aHMOACHCTBHE

He ca nposexnanu opuuHanai npoyusanus 3a B3aMMOCHCTBHA Ha aMmIoAunuA/Bancapraw/HCT ¢
ApYrd NEKapCTBCHH NPOAYKTH. (TI€A0BATENHO, B Ta3H TOYKA € NpeACTaBeHa HHOpPMAaLHA €IHHCTBEHO
338 H3IBCCTHHUTE NPH OTACITHUTE AKTHBHH BEIIECTBA B3aHMOAEHCTBHA C APYrH JICKAPCTBEHU NPOIYKTH.

Bax#o € 1a ce uMa npeasua, ye amnomuneH/Bancaptan/HCT mMoxke 1a 3aCHIM XHIIOTEH3HBHHTE
€(EKTH Ha JIPYTH AHTHXHIEPTCH3MBHHA CPELICTRA.




He ce npenopruBa €AHOBPEMEHHO TTPHIIOKEHHE

AKTHBHO(H)

HNiBecTHH

BemecTBO(a) B3aHMOJCHCTBHA Che

CICAHHTE CPEACTBA

EdexT Ha B3aEMOACHCTBHETO € IPYIH JICKADCTBEHH
DPOAYKTH

Bancapran u
HCT

JInThi

Cnobmaea ce 3a o0paTAMO MOBHINABAHE Ha
KOHLECHTPALMATA Ha JIWTUH B cepyMa M TOKCHUYHOCT MPH
eHOBpeMEHHO Tipwiarane Ha TuTHit ¢ ACE uaxubutopn,
aHruoTeH3HH [[ penenTopHA aRTArOHHCTY, BKITIOYHUTEIHO
BAJICAPTAH WIHA THA3HIHH AHYPETHLH. 1BH KaTo
OBLOpeUHMAT KNHPBHC HA JIUTUS € HAMAICH OT THASHIMTE,
PHCKBT OT JIMTHEBA TOKCHYHOCT € BB3MOXKHO
JOMBAHUTENTHO Ja ¢e MOBUILH IIPH IpHeM Ha uriepamM
HCT. Hopaau Tazu npHYMHA C€ NpenopbyBa BHUMATEHO
[pocieadBaHe HA CEPYMHHTE HUBA HA JIUTHH NpPH
€JIHOBpeMeHHa yrioTpeba.

Bancapran  Kanuii-cpxpaHABalLnH AKO ce cMeTHE 3a He00X0AMMO EJHOBPEMEHHO C
JHYPETHLH, KATHEBH BaJICapPTaH Aa ce Npeulle JEKapCTBEH IPOMYKT, KOHTO
A00aBKH, 3aMECTHTENIN  HOBJIMSBA HUBATA HA KM, Ce MpemopbYBa 4ECTO
Ha COJITA, ChABPXMAUIM  MOHUTOPHpPAHE Ha IU1a3MEHUTE HUBA Ha KATHH.
KaJIuM ¥ Ipyr4
BEIIECTBA, KOUTO MOraT
14 NOBHULLIAT HYBATA HA
KA

AmporunuH  I'peiindpyT unm cok ot He ¢e mpenopbuBa eJHOBpEMEHHATa yHoTpeba Ha
rpeungpyt aMJIOJMIIMH ¢ rpeiindpyT WK COK OT rpeHn@pyT, TEHA

KaToO IMPH HAKOH IMalHCHTH OMOHATMYHOCTTA Ha
aMJIOOUIIAH MOKE Na CC NMOBHIIHN K 14 JOBEAC 10
34CHIIBAHC HA aHTHXHIICPTCH3IHBHHUTC ec]:lelcm.




H3ncKBa ce MOBHIIIEHO BHUMAHHE pH CAHOBPEMCHHO ITPHITOKCHHC

AxTHBHO(R)

HiBecTHR

BCIECTBO(2) B3aBRMOACHCTBHA ChC

CJIeTHATE CPeACTBA

E¢dexT Ha B3aHMOACHCTHETO € APYIH JeKAPCTBCHH
OPOAYKTH

AMIOIATTHH

_|BaT kaHTapHoH] )

CYP3A44 unxubumopu  EaHOBPEMEHHOTO MPUIIOKEHHE HA aMIIOAWITHH ChC CHITHH
(HaIp. KETOKOHA30JI, Wik ymepeHd CYP3A4 naxnbuTopH (poTeasHH
HTpaKOHA301, HHXHUOHUTOPH, a30THUA MPOTHBOIEOMYHH Cpe/ICTRA,
PHTOHABHP ) MAKpOIUIM, KATO CPHTPOMHUIIAH WIH KIIApHTPOMHIIMH,
BepanaMi WIH JHITHA3EM ), MOXKE JIa JOBEAE 10 3HAUHMO
YBEJIW4aBaHe Ha eKCNO3HMLMATA HA AMJTOUITHH.
KnuaiyHaTa 3HaYUHMOCT Ha Te3H (apMaKOKMHETHYHH
BapHaLlHH MOXe JIa € [TO-H3pa3eHa [Ipy [alHMeHTHTE B
cTapyecka Bb3pacT. ToBa MOKE 1a HAJIOXKH KIHHAYIHO
MPOCIIEIIBAHE H KOPEKIHA Ha A034aTa.
CYP3A4 unoyxmopu Ilpu eMTHOBpEMEHHO TIPWIMKCHHUE HA W3BECTHA HHAYKTOPH
(aHTUKOHBYJICAHTH Ha CYP3A4, nnazMeHaTa KOHUEHTpalMA Ha AMJIOTHITHH
[Hanp. kap6aMaszennH,  MOXKe Ja Bapupa. [lopaaH TOBa KPbBHOTO HAJIATAHE
denobapOHTan, TpsOBa Ja ce npocaeAsBa 4 Aa ce 0OMHCIM aJanTHpaHe Ha
(PSHUTOHH, J03aTa KAKTO MO BpEMe, Taka H cliell eHOBPEMEHEH
docdennuTonn, npHeM, ocobeHo ¢be CHTHH CYP3 A4 unayKTOpH (Harp.
IIPHUMHI0H], pHpAMIIKIIHH, A BJT KAHTAPHOH).
pudaMnuImH,
Hypericum perforatum

Cumsacmamun MHOrOKpaTHOTO MPWIOKEHHE Ha aMyioaunkH 10 mg
€HOBPEMEHHO Ch¢ CHMBACTaTUH 80 mg nmoBUINaBa CbC
77% excrno3uipATa Ha CHMBACTATHH CITPAMO
CaMOCTOATENIHOTO MPHIIOKEHHE Ha CHMBAaCTATHH.
IlpenopbuBa ce HamangBaHe Ha 1034aT4 HA CHMBACTATHH
a0 20 mg nHeBHO NpH NALMCHTHTE Ha JICYCHHUE C
AMITO[MITHH,

Hanmponen (ungpyaus)  IlpH »uBoTHM ca HaGMIONABAHH JICTAJIHA KaMEpPHA
$UbpuUnaLmsa U CHpPAECYHO-CHAOB KOJAIC, CBbP3aHH C
XUNEPKATHEMHA CJIe IPUIOKEHHE Ha BeparaMuil H
HHTPAaBEHO3CH JaHTpo/IeH. [Iopagn puck ot
XHIIepKAIHeMus, ¢€ MpenoprUBa Aa ce n304rea
€ JHOBPEMEHHOTO NPHIIOKEHHE C AHTarOHAUCTH Ha
KaJIMEeBHTE KAHAIH KaTO aMJIOJUIIMH [TPH MaLUEHTH,
NpeApasnoNoKeHH KbM MaNWUrHeHa XuneprepMus U ipn
OBJIAJABAHE HA MATMTHEHA XMIEPTEPMHS.

Bancapran u Hecmepouonu HCIIBC morat na oTciabAT aHTHXMIIEPTEH3UBHHA edexT,
HCT npomusosvLINAIUMEIHY  KakTo Ha aHroTeH3HH Il penenropHrTe 6710KEpH, Taka A

cpeocmaa (HCIIBC), Ha XHAPOXIIOpPOTHA3KUI, KOraTo ce npuiarar

GRAIOUSAWU eAHoBpeMerHO. OCBEH TOBa €JHOBpeMEHHaTa yrorpeda

CEeReKMUBHU Ha unepam HCT u HCIIBC mMoxe na nosene oo

YUKJIOOKCULeHA3a-2 BioLIaBaHe Ha ObOpeuHaTa GyHKUMS, M MOBHIIIABAHE HA

unxubumopu (COX-2 HHMBATA HA CepyMHUA Kanuid. [Topagu Taiu npu4KrHa ce

uHxubumopu), penoph4YBa MOHUTOPHpAHE Ha OBOpeuHaTa QyHKIMA NIPH

ayemuwicanuyuiosa 3aII04BaHe Ha JIEYSHUETO, KAKTO H aCKBaTHA

Kucenuna (>3 g/0en) u  Ha nallHeHTA.

Hecenexmusnu HCIIBC




AKTHBHO(H)

H3BecTHR

BemecTso(a) B3aHMOACHCTBHSN ChC

CIICAHHTE CPEIACTRA

EdexT Ha B3aHMOAEHCTHETO € APYIrH JIeKADCTEBCHH
OPOAYKTH

Bancapran  Huxubumopu na PesynraTirte oT in vitro npoy4saHe ¢ ThKaH OT YOBEIIKH
bRMEUK yepeH Apod nokaspa, ye BalacapTaH € CyocTpar Ha
mparcnopmepa yepHOApoOHHA BrrTeiik TparcnopTep OATP1B1 v na
(puchamnuyun, gepHOApoSHHA edurykceH TpaHCcTiopTep MRP2.
YUKAOCNOPUH) UAU EAHOBpEMEHHOTO NPUIOXKEHHE ¢ HHXHOHTOPH Ha BITEHK
e@PAYKCHUR TpaHcnoprepa (pugamMIMIMH, HUKIOCIIOPHH) M HA
mparcnopmep ¢(IyKCHHSA TPaHCTIOPTEP (PHTOHABHP) MOJKE Ja TOBHILH
(pumonasup) CHCTEMHATA €KCIIOZHIIMA HA BANICAPTAH.

HCT Anxoxon, EnHoBpeMEHHOTO NpHiiaraHe Ha THa3HAHHATE JUYPETHLH C
bapbumypamu unu BELIECTBA, KOUTO CHING MMAT MOHMKABALL, KPLBHOTO
Hapromuyu Hansrade edekT (Hanp. 4pe3 HaMaspaHe Ha aKTHBHOCTTA

Ha LCHTpaMHATA HEPBHA CUCTEMA WU JHPEKTHA
Ba30JHJIATaALHA) MOXKE Ja MOTCHIMpA MOABaTa Ha
OPTOCTATHYHA XHITIOTOHMA,

Amanmaoun TwuasuavTe, BKIIOYHTEIHO XHAPOXIOPOTHA3HA, MOraT Ja
TIOBHIIAT PUCKA OT HEXEJIAHH PEeaKLIMH, NPHUKUHEHH OT
aMaHTaJMH.

Aumuxonunepeuvnu buoHaNMHYHOCTTA HA THAZMAHHWTE JUYPETHIIM MOXKE J1a C€

cpeocmeq u opyzu HOBHIIH OT aHTHXOJIHHEPrHYHUTE CpelCTBa (Hamp.

REKAPCMBEHU aTpOIIHH, OUNEPUACH), BEPOATHO MOpaIH HaMAMABaHE Ha

npooyKmu, MOTHJIMTETA HA2 CTOMAIIHO-YPEBHIA TPAKT U 3a0aBAHE HA

nogauseayu BPEMETO 3a H3Mpa3BaHe Ha cTroMaxa. OOpaTHO, 0OYaKea ce

CTROMQUIRUA MPOKMHETHYHUTE BEIIECTBA KaTO LIM3apHUI Ja MOrar 1a

momuaumemn HaMaJIAT OHOHATHYHOCTTa H2 THA3HHHTE JUYPETHLIM.

Anmucuabemnu TrasuguTe MoraT Ja HApyIIaT rMOKO3HHA TOJIEPAHC.

cpedcmea (Hamp. Moxke 1a ce HANOXH KOpHIHpaHe Ha JO3HTE Ha

WHCY/IUH H IIEPOPATHY  AHTHAHAOETHHTE JIEKAPCTBEHH MPOIYKTH.

anTaauabeTHu

cpeacTaa) |

—  Memapopmun MeTt¢opMuH TpAOBa Aa ce npHeMa ¢ IIOBUIICHO BHUMAHHE

MOpaaM PYCK OT JIaKTaTHa aliao03a, HHIYLHpaHa OT
BBb3MOXKHA (PYHKIHOHAIHA OB0peyHa HeA0CTATHYHOCT,
CBBP3aHa C XHAPOXIOPOTHAZHA.

bema-6noxepu u

EnHORpeMEHHOTO NPHIIOKEHUE HA THA3HAHHU JHYPETHLH,

OUAROKCUO BKJIIOUMTENHO XWAPOXJIOPOTHA3H], H OeTa-OmokepH MOXKe
Ja TIOBHIIM PHCKA OT XUIIepriiukeMusa. THasAaHATE
OHYPETHLH, BKIIOYUTEIHO XHIPOXJIOPOTHA3H], MOTraT Ja
MOBHINAT XUIIEPTITHKEMHYHHA e(eKT HA AHA30KCH/IL.

Huxnocnopun EQHOBpEMEHHOTO NpHIaraHe ¢ HHKIOCIOPHH MOXE Ja
MOBHIIH PUCKA OT XHIIEPYPHKEMHA H YCIIOKHEHUA HA
MoJarpara.

L{umomoxcuunu TuasuawTe, BRIIOUUTENIHO XHAPOXJIOPOTHAZHKA, MOraT Aa

cpedcmsa HaManaT 6p0peYHaTa eKCKpenya Ha IIUTOTOKCHYHHTE
cpeactea (Hamp. LpKkIodochamMu, METOTPEKCAT) H Aa
MNOTCHUMPAT TEXHHUTE MHETIOCYTIPECHBHH €(EKTH.

Hueumanucoeu Tuazun-naayLMpaHa XHIIOKATHEMHS HIH

2AUKOIUOU XHIOMArHE3HEMHS MOTAT J1a C€ H3ABAT KaTo HEX

HHAYHHMPAHHA CbpACYHH apHTMHH,




AxTHBHO(H) H3BecTHH
BelleCTBO(a) BIAMMOAEHCTBHNA CHC

C/ACAHHTE CPpEACTBA

EdexT Ha B3aEMOZEHCTHETO € IPYIH J€KaPCTBEHH
NPOAYKTH

Hodnu xonmpacmuu
eetyecmsa

B cnyuait Ha qHypeTHK-HHAYLUpaHa ACXHAPATAI[HI HMA
TIOBMIIIEH PUCK OT ocTpa Obp6pedHa HeRoCTaTBhYHOCT,
0cOOEHO MPH BUCOKH 034 Ha HOHMTE NPOTYKTH.
[TaimenTHTe TPAOBA Aa ce pexuapaTHpaT MpeaH
OpPUIaradeTo Ha HOAHW KOHTPACTHU BElIECTRA.

Hounnobmennu cmonu AbcopbumsaTa Ha THA3HIHATE AHYPETHLH, BKJIIKYHTEIHO
XHAPOXJIOPOTHA3H, C& HAMATABA OT XOJIECTHPAMHH HIH
XoaecTHNoL. Tosa Moxke a ioBefie 10 CyOTepaneBTHYHH
e(PEKTH Ha THA3HAHWUTE AUypeTHLM. BBIIpekH ToBa,
[IPITATAHETO HA XUAPOXJIOPOTHA3H H Ha CMOJTH
NOOTAECIIHO, TaKa Y€ XUAPOXJIOPOTHA3H] Jia CE MpHIara
noHe 4 yaca npeau WiM 4-6 gaca ciel MpHI0KEHHETO Ha
HoHooOMeHHaTa ¢MONA, OM HAMAJIHWIIO B3aHMOJEHCTBHETO.
Jlexapcmeenu XHUITOKAJINEMHYHHATE €(PEKTH Ha XHAPOXJIOPOTHAZH]L
npeoyxmu, Morat Aa 6baT NOBHINEHH MPH CEBMECTHO MPUIOKEHHE C
ROGIURBAUYU KaTMi-rybeim quypeTULid, KOPTHKOCTEPOHIH,

CEPYMHOMO HUBO HA
KanAus

JIAKCATHBH, aipeHOKOPTHKOTporieH xopmoH (ACTH),
aMm(OoTepHIIMH, KapOEHOKCOJIOH, NEHULIANHH G U
MPOU3BOAHHK HA CANULMIOBATa KUCEIIHHA WIH
AHTHAPHTMHIM. AKC € HeOOXOIHMO NIPEATTHCBAHETO Ha
TE3H JIEKAPCTBEHH MPOAYKTH €THOBPEMEHHO C
KoMOuHaLMATA

aMJIOAMITHH/BaJicapTaH/ XHIApOXJIOPOTHAZHA, €&
NpenopbhuBa MOHUTOPHpaHE Ha MIa3MEHHTE HUBA Ha
Kamusl.

Hexapcmeenu
BPOOYKMU,
ROGAUABGRUU
CEPYMHOMO HUBO HA
HAMpus

XUMoHATPHEMHUYHHAT €QEKT Ha JHYPETULINTE MOXE a Ce
YCHJIH NMPU CHBMECTHO NMPHIOKEHHE ¢ ONPEIEICHH
NEKapCTBCHM MPOIYKTH KATO aHTHAENpeCcaHTH,
AHTUIICHXOTHLIM, AHTHETTHICIITHYHN CpeACTBa | Ap.
Heo0OxoauMo € MOBHINIEHO BHUMAaHHE MPH ¢CEBMECTHO
TIPHJIOKEHHE Ha Te3H JIeKapCTBEHH IPOIYKTH.

Hexapcmesenu
RPOOYKMU, KOUMOo
mo2am 0a uHoyyupam
torsades de pointes

[lopaau prcka OT XUIIOKaJIHEMHS XHIPOXIOPOTHAZHI
TpAOBa Ja ce npiara ¢ MOBAIIEHO BHUMAHHE C NIPOAYKTH,
KOHTO MOT'aT Ja UHAYLHpaT torsades de pointes, no-
cnenmando antaapuTMuld Kitac Ia u Knac 111, kakro u
HAKOH aHTHIICHXOTHIIH.

Jlexapcmeenuy
nPOOYKIMU, NPURG2AHU
3d 1eyenye Ha nooazpa

Bu3MoKHO € Ja ce HAloXKKM KOpHrHpaHe Ha o3aTa Ha
YPHKO3YPHYHHTE JIEKAPCTBEHH ITPOAYKTH, THH KaTo
XHAPOXJIOPOTHA3H MOXKE Ja MOKaYM HHUBATA Ha

(mpobeHerny, CEpYMHAT2 NMKO4HA KHCearnHa, Moxe 1 1a € HeoOX0oMUMO

CYJI(PHHNHPa3OH K Ja Ce YBEJIHYH 03aTa Ha NpobeHeny H Cya(UHIINPA3OH.

AJIONYPHHO) EnHOBpEMEHHOTO IpHIaraHe Ha THa3HIHH JMYPETHILIH,
BKTFOYMTEIHO XHAPOXAOPOTHAZH]I, MOKE 114 [TOBULIH
YECTOTaTa Ha peaklMMTE HA CBPBXYYBCTBUTETHOCT
CIPAMO AJIONYpPHHOIL.

Memuroona Hma otienram CrOBIMEHNS 34 CIIY9aH HA XEMOJIMTHYHA

aHeMHs, Bb3HHKHAJIA TIPH ¢THOBPEMEHHO NPT
XUAPOXJIOPOTHA3ZH W METHIZONA.




AxTHBHO(H) H3BecTHH Edexr na B3aEMoAeiCTHETO ¢ APYTH JICKADCTBERH
BEIECTBO(a) B3aHMOAEHCTBHS CHC  NPOIYKTH
CIEAHHTE CPEACTBA
Heoenonapusupawu TwhasuauTe, BRMIOUMTENHO XHAPOXIOPOTHAZH],
CKEeREeMHO-MYCKYAHY MOTEHIMPAT ACACTBUETO HA MPOHU3BOAHMUTE Ha Kypape.
peaaxcanmu (Hanmp.
TyOOKypapHH)
Hpyeu TuasuauTe NOTEHUMpPAT AHTHXUINIEPTEHIHBHOTO ACHCTBHS
AHMUXUNCPIMEHIUBHU Ha JPYTHTS AHTHXHIICPTEH3IUBHM JIEKAPCTBEHH NIPOAYKTH
nexapcmeenu (Hamp. ryaHeTHauH, MeTHIAONA, OeTa OJIOKEpH,
npooOyKmMu Ba3oAMIaTaTOpH, OnokepH Ha KanueBuTe kaHaiu, ACE

uHxudbuTopu, APb u Jupexrin Penunorn UHxuburopn
[APH]).

XUIpOXTIOPOTHA3K MOKE /1a HAMATH OTrOBOPa KbM
NPECOPHH aMMHH KaTo HopanpeHanHH. KiiHHnIHaTa
3HAYMMOCT Ha TO3H e(peKT € HEONpeaeIeHa U HE €
AOCTaThYHA 34 NPEKPATABAHE HA TAXHATA YIOTpeba.
IIppnaraneTo Ha THa3UAHU AHYPETHLIH, BKIFOYHTEIHO
XHAPOXJIOPOTHA3H], ¢ BUTAMHH D WIH ¢ KAIILHCBH COJIH
MOX€ Jia [IOTEHIHpa [TOKa4BAHETO HA CEPYMHHA KallLMi.
EMHOBpEMEHHOTO NPHIIOKEHHE ¢ THAZHAHA AUYPETHLN
MO3KEe J1a JOBEJC 0 XUMEePKATMEMHA TIPH MALMEHTH
Npeapas3noNokeHy KbM XHIIEpKaILMeMus (Hamp.
XHIECPNapaTHPEOHAHIBM, 3I0KAYeCTBEHH 3a00BaHUA
HWIH BUTaMMH D-MeQUHpaHH ChCTOAHHS ) UPES
MOBHUIABaHe Ha TYOY/IHATA KajllHeBa peabcopOLus.

{Ipecoprnu amunu
(Hanp. HopaapeHaJIHH,
aJpeHaNvH)

Bumamun D u
KQIYuesy conu

Leouno broxupane na PAAC c APB, ACE unxubumopu uru azuckupen

JaHHH OT KNHHHYHHM NPOYYBaHHA NIOKA3BAT, Y€ NBOHHOTO Hnokupane Ha PAAC upes koMGHHHpaHaTa
ynotpeba Ha ACE umxuburopn, APB win anvckupeH ce CBEP3Ba ¢ [0-BHCOKA YECTOTa HA HEXKE/IaHH
CBOUTHS, KATO HAMPHMED XUIIOTOHHA, XHITEPKATHEMHs U HAMaNsABaHe Ha 6bOpeuHaTa PyHKUHA
(BRIIOYHTENHO OCTpa 6B0pedHa HeIOCTATHYHOCT), B CPABHEHHE ¢ YIOoTpebaTa caMo Ha €/THO
CpeAcTBO, AcHcTBalIO BBpXy PAAC (BkK. TOouka 4.3, 4.4 1 5.1).

4.6 DepraanTeT, (PEMEHHOCT H KEPMeEHE

bpemenHoct

Amnodunun

bezonacHoCTTa Ha aMJIOAMITAH IO BpeMe Ha OPEMEHHOCT IIPH XOpa He € YCTaHOBEHa. B MpoyuBaHMs
NIpH XXHBOTHH, TIPH BUCOKM 03U € HaOmoAaBana penpoAyKTHBHA TOKCHYHOCT (BXK. TOUKa 5.3).
IIpunoxeHue mo Bpeme Ha 6peMEHHOCT ce MPEeIopbhYBA CAMO KOTaTo HAMa Mo-6e30macHa ATTepHATHBRA
1 Korato 0onecTTa cama Mo cebe cu HOCH TIO-TOJISIM PHCK 33 MalikaTa M IUIoAa.

Baacapmau

Yrnorpebara Ha anruotensHH II penentopun 6okepu (AIIPB) He ce npenopsuBa M0 BpEMe Ha ITEPBUS
TpUMECTHP Ha HpeMeHHOCTTa (BXK. TOuKa 4.4), Ynorpebara na AIIPE e npotuBookasala 1o Bpeme Ha
BTOpHA H TPETHS TPHMECTHP OT OpemeHHOCTTa (BXK. ToukH 4.3 U 4.4).

EmineMuonoruyHHTE JaHHH 3a PHCKa OT TeparoreHHocT cieq ekcrnozumut Ha ACE u
BpEME Ha TBPEHS TPHMECTBP OT OPEMEHHOCTTA HE BOJAT A0 OKOHYATEITHH 3aKIIIOYeH
JIEKO NOBULICHWE HA pUCKA HE MOJKe Jla C€ M3KTIOYH. BeIpekH ye HAMa AaHHH OT KO
€IHIEMHONOTHYHH NPOYYBaHHA 38 PHCKa NpH aHTHOTeH3uH 11 petienrropHuTe 6n0Ke -"
MOACOEH PHCK MOXE Aa CHINECTBYBA 32 TO3H KJIac JIEKAPCTBEHH HPOIYKTH. OCBeH ¢ «
npoabkaBaHeTo Ha AIIPB tepanuara ce cMeTHe 3a JKH3HEHO BaKHO, MAIHEHTKHTE




OpeMeHHOCT TpAOBa Jla NPEMMHAT Ha AITEPHATHEHO aHTHXHIIEPTEH3HBHO JIeYEeHHE, KOETO MMa
YCTaHOBEH Npothi Ha 6e301macHoCT npu GpeMEHHOCT. AKO ¢€ YCTAHOBH DPEMEHHOCT, JICUSHHETO C
AIIPb Tps0Ba ga ce npeycTaHOBH He3aDABHO H, aKO € YMECTHO, Ad CE 3alI0YHE ATTEepHATHBHA
Tepanms.

Excnosuipasara Ha AIIPB no BpeMe Ha BTOpRA B TpeTHsl TpHMECTHD HAa OpeMEHHOCTTa MOXKE J1a JIOBEE
A0 (eToTokcHYHOCT (HamaieHHe Ha 6nOpeuHara GyHxIus, oTMrOXHAPaMHHOH, 3a0aBeHa ocudUKaLuA
Ha Yepera) M HEOHATATHA TOKCHYHOCT (OBOpedHa HeOCTATBYHOCT, XHIIOTOHHS, XHIIEPKATTHEMH )
(Bx. TOUKa 5.3).

B ciyyait we ce yctanoBH ekcriozHimsa Ha AIIPB ot BTopusa TpuMecThp Ha GpeMEHHOCTTA, CE
NpenopbYBa NPoBepKa Ha ObOpeuHaTa GyHKIHS H Yepena Ha IUIOAa 4pe3 YITPa3BYK.

HosopoaenH, unuro Maiiku ca npuemann AJIPB, Tpatea BuuMaTenHo na 6baaT HabmogaBasy 3a
XHTIOTOHMA (Bk. TOUKH 4.3 1 4.4).

Xuopoxaopomuazuo
Hma orpanvden onut OTHOCHO ynoTpefaTa Ha XMAPOXIOPOTHAZMS, IO BpeMe Ha OpeMeHHOCT,

ocobeHo npe3 nbpeud TpuMecThp. [1poyuBanmaTa NpH XKHBOTHH Ca HEOCTATHYHH.

XHAPOXIOPOTHA3H/] PEMHHABA TIpe3 TIaneHTara. Be3 ocHoBa Ha dhapMakonoridHHA MEXaHH3BM Ha
ACHCTBHE Ha XHAPOXIOPOTHA3HJ, YIIoTpebaTa My Tipe3 BTOpHA H TPETHA TPHMECTHP MOXE Ja HapyLIH
¢eronnaueHTapHaTa nep@y3ua H a JoBese A0 (eTATHM H HEOHATATHH epekTH KaTo JKBITEHHLA,
HapyIUeHHA Ha eNeKTPOJIMTHHA OalaHC ¥ TPOMOOLMTONICHHUA.

Amaoounun/sancapman/xudpoxiopomuasuo
Jharicea onwt ¢ ynorpedara Ha amnoaunun/sancapran/HCT npu Gpemennu. By3 OCHOBa Ha

CBLUCCTBYBAIIUTE JAHHHU OT MPOYYBAHHA C OTAECNTHUTE KOMNOHEHTH, ynoTpebara Ha JIlunepam HCT He
Ce NIPEMOpEYBA IPe3 ITEPBHA TPHMECTBP OT OPEMEHHOCTTA H € IPOTHROIMOKA3aHAa IIPe3 BTOPHUA H
TPETHA TPUMECTEP OT OpeMeHocTTa (BXK. TOUkM 4.3 u 4.4),

KbpMeHe
JIUrcBaT MAHHHM OTHOCHO ynorpedara Ha BajicapTaH 1o BpeMe Ha KbpMeHe. AMJIOTHITHH C€

€KCKpETHpa B KbpMaTa Ip# Xopa. YacTra or A03aTa Ha MalKaTa, MoJy4eHa OT KbPpMayero, e
M3YHCIIEHA ¢ HHTEPKBAPTHIIEH auanasoH 3 — 7%, ¢ MakcuMyM 15%. EdekThT HA2 aMNOIHIHHE BBPXY
KbpMayerara € HEH3BeCTHa. XHUAPOXJIOPOTHA3H C€ SKCKPETHPa B KbpMaTa B MAITKH KOJIH4ecTBa. BEB
BHCOKH J103H THA3SHAMTE NPESIH3IBHKBAT HHTEH3NBHA JHYPE3a H MOTAT Ja MOTHCHAT oOpa3yBaHETo Ha
KbpMata. YnoTpebara Ha Jlunepam HCT we ce npenmopbiBa 1o BpeMe Ha KepMmeHe. Ako Jlunepam
HCT ce u3non3ea no BpeMe Ha KbpMeHe, 103UTe TpAORa Aa 6BaT KONKOTO ce MOXKE MO-HHCKH.
IlpeanoduTa ce arTepHATHBHA TEPAITHA ¢ YCTAHOBEH NpOdgHI Ha 6€30IaCHOCT MO BPpEME Ha KBPMEHE,
0CODEHO NP KbPMEHE Ha HOBOPOACHH H IPEXKIAECBPEMEHHO POACHH ACLA.

DOepTUIHTET
HamMa KTHHHYHH NpoyYBaHUA OTHOCHO BIMSHHETO amnoaunun/eancaptan/HCT Bepxy ¢eprunurera.

Bancapman
Basncapran HAMa HexenaHu e()eKTH BbpXy PENPOAYKTHBHATA CIIOCOGHOCT HA MBKKH U KEHCKH
IUTEXOBE MPH NpHEM Ha nepopaliiu no3u Ao 200 mg/kg/nen. Tasu ao3a € 6 ThTH MaKCHMAIHATA
NpenopBUKTeENIHA JO3a [IPH XOpa, onpeeicHa Ha 6a3a mg/m?* (H3UHCICHHETO € 3a IepopaUt
320 mg/nen 1 60-knIOrpaMoB MAIHEHT).

Amaoounun
I1pH HAKOM manueHTH, JIEKYBaHH ¢ OJIOKepH HA KaJILIHEBHTE KaHAIH, ¢a ChooIIe
OHOXHMHYHH MPOMEHH B IIaBWYKaTa Ha crepmarosonanTe. KnHHMYHNTE NaHHH



OTHOIIEHHE Ha NOTCHIHANIHAA e(peKT HA AMJIOJUITHH BEpXy deprwmrera. [IpH efHo npovaeade npu
IUIBXOBE €4 YCTAHOBEHH HeXeIaHU e()eKTH BbPXY (PepTIIHTETA TPH MBXKHTE (BXK. TOuKa 5.3).

4.7 EdexTu supxy cuocoGHocTTa 3a modupane H paboTa ¢ Mamuun

[Taumenture, xouto npuemar Junepam HCT 1 modupar mimm paboTaT ¢ Mamuuy TpaGBa 1a UMAT
[IpeABHU], Y€ MOHAKOTA € Bb3MOXKHO J1a CE MOABAT YMOpA H 3aMaiiBaHe.

AMIIOIMIIMH MOXe Ja moBNwsge B cnala A0 yMepena cTeneH cnocoOHOCTTa 3a modHpane u paboTa ¢
MallHHH. AKo naiuenTHre, npdeMami Junepam HCT, nonyuar 3amaiisare, rmapo6onue, yMopa win
raaeHe, CnocoOHOCTTa HM Jla pearupar Moxke 1a 6be HapyleHa.

4.8 HexenaHd JJeKapCTBEHH peaKIuH

IIpodwrbT Ha GesonacHocTTa Ha amnoaunue/Bancapran/HCT, npencTaren mo-1oiy ce OCHOBABA HA
KIHHWYHH NIPOYyYBaHHA, IpOoBeAeHHM ¢ aMnoaunuy/sasicapral/HCT 1 noswature npodunm Ha
Oe30nacHOCT Ha OTAEIHHTE KOMIOHEHTH aMJIOMITHH, BaJICapTaH M XHIPOXJIOPOTHA3H/L.

Ob6o6menue Ha npohuaa Ha Ge30MACHOCT

besonacroctra Ha ammonurmn/Bancaptan/HCT e oneHeHa npH HEroBaTa MakcHMailHa 7103a

10 mg/320 mg/25 mg B X0aa Ha eHO KOHTPOJIHPAHO KPaTKOCPOIHO (8 ceqMULH) KITHHHYHO
mpoy4saHe ¢ 2271 naupenTy, 582 oT KOUTO NMpHEMAT BalcapTaH B KOMOHHALMA ¢ aMJIOAMIIHH H
XWIpOXNOpoTHasHA. HexenaHuTe peakLiMH KaTo L0 ca GHIH JIEKH H HPEXOAHH 10 XapaKTep H CaMo
B P€IIKH CTTyJaH €a Hanaraj NnpeycTaHOBIBaHE Ha jicueHHeTo. [1o BpeMe Ha ToBa aKTHBHO
KOHTPOJIHPaHO KIHHHYHO H3NHTBAHE HaH-4YeCTHTE [IPMYHHH 3a NPEYCTAHOBIBAaHE HA JIEUEHHUETO C
amnoaunun/Bancaptad/HCT ca 6unn samasHocT M xunotonud (0,7%).

Ilo Bpeme Ha 8-ceAMMYHOTO KOHTPONMPAHO KIHHHYHO Mpoy4BaHe HE ca HabMOJaRaHH 3HAYUMU HOBH
WJIH HEOYAKBaHH HEXEIaHH IEKAPCTBEHH PEaKLUU B CpABHEHUE C M3BECTHHUTE IIPH MOHOTEPAIIHA WK
JBOHHO-KOMOMHHpaHa TepaIMA ¢ OTIASTHATE KOMIOHSHTH.

Ilo Bpeme Ha 8-CeIMHYHOTO KOHTpONMpaHe KIMHKUHO NPOyyBaHe HaOMoaaBaHUTe NPH
KoMOHHalMaTa amitoaumaH/eajicapras/HCT npomerH B 1aGopaToOpHAUTE mOKa3aTeNd ca Gy
MMHHMMAaJ/IHH H B CBOTBETCTBHE ¢ (PApMaKOIOTHYHHA MEXAHH3EM Ha NeiCTBHE Ha OTACTHHTE
KOMIIOHEeHTU. Haininero Ha Bancaprad B TpoiiHaTa koMOuHalMs 0TCIa0Ba XMIIOKATHEMUYHHA eeKT
Ha XHJIPOXJIOPOTHA3HI.

TabnuyeH coMchK Ha HeXENAHUTE peakIMH

(CneapalmyTe HeKENAHH PeaKliu, H3GpOEHH Crope]l CHCTEMO-OpraHHH Kiacoee o MedDRA u
4ECTOTa, CC OTHACAT 3a aMmnoauuH/Bancapral/HC'T u nooTaenHo 3a amnonunud, saicaprad 1 HCT.
MHoro gectn: >1/10; yectn: >1/100 o <1/10; seuectu: >1/1000 a0 <1/100; peaku: =>1/10 000 no
<1/1000; muoro pexxu: <1/10 000, ¢ HeM3BeCTHA 4ecTOTA (OT HATHYHHTE JaHHH HE MOXe Ia Gblac
HallpaBe€HAa OLICHKA).

MedDRA Hexenann peaknmn YecToTa
CHCTEMO-OpPTraHHH amjoaunan/ | amuoaunar | saacapran | HCT
KJIacoBe BaJIcCapran/
HCT
Heonnasmu — HemenanomeH pak Ha -- n- -
NOOpOKAaYECTBEHH, | KOXKATA
MOKAYECTBEHH U (bazanHoKNETHYECH
HeorpenenecHH KapLIMHOM
(BKJI. KHCTH H CKBAMO3HOK/IETHYEH
IIOJIATIH) KapLIFIHOM )




MedDRA Hexenann peaknun YecToTa
CHCTEMO-OPTranHH amaogunen/ | amuonunae | Baacapran | HCT
KJIACOBE BaJicapran/
HCT
Hapymienns Ha ATrpaHyIOLHTO3a, -- -- - Mnoro
KpbBTa H KOCTHO-MO3Bb4Ha PCAKH
numd@HaTa CHCTEMA | HEAOCTATHYHOCT
[ToHwKeH XeMOrJIOOMH U | -- -- C --
XeMaTOKPHT HEH3BECTHA
4ECTOTa
XEeMONUTHYHA aHeMHS -- - -- MHoro
peaKn
JIeBKOIeHUA -- Mmuoro -- MmHoro
pPEaKH peaKHu
Heyrponenus -- -- C --
HEH3BECTHA
4ecToTa
TpombonmTomneHus, - MHuoro C Peaxn
MOHAKOra ¢ mypIypa peaKA HCH3BECTHA
4eCToTa
ATUIACTUYHA aHEMHA - -- - C
HEH3BECTHA
4eCTOTa
Hapvioenua Ha CBPLXUYBCTBHUTEITHOCT -- MHoro C MrHoro
HMYHHATa CHCTEMA PSIOKHU HEU3BECTHA | PEIKH
YeCTOTA
Hapymenus Ha AHopexcud HeuecTn — -~ --
MeTabon3Ma 1 XunepkaiueMus Heuectn —- —- Penkn
XpPaHCHETO XHATICPriaKeMH -- Mmnoro -~ Penxku
peIKH
XunepIHnuaeMusa Hevectn - - --
XHUNEpYPHKEMHAA Heuectn - -- Yecru
XHIMOXJIOpEMHYHA -- -- -- MHmuoro
aJIKanosa peIKH
XunokanueMus Yeetu -- -~ Mmoro
YECTH
XHITOMAarHE3HEMMs -- -- -- Yectn
XHIIOHATPHEMHA Hevectnn -- - Yectn
Bnomapane Ha guabera - -- -- Penxu
[cHxuHm Jenpecus -- HeuectH - Peaxu
HapymeHHA Hucomuma/napyimenns Ha | HeuectH HeuectH -~ Penxu
ChHA
IlpoMeHH B HACTPOSHHETO | -- Hevectn - -
OO0BpKaHOCT - Penku - --




MedDRA Hexenanu peaknun YecToTa
CHCTEMO-OPranHH amaoannun/ | amnonsnue | sajcapras | HCT
KJIACOBeE BajacapTan/
HCT
Hapymenus Ha KoopanHanuoHuu Heuectn -- - -
HEPBHATA CHCTEMa | HAPYIICHMA
3aMasgHOCT YecTH Yectu -- Penxu
IMoctypanna 3amMagHoCT, HevectH -- -- --
3aMasHOCT IPH YCIIHE
Hducreysus Heuectu Hevectn - -
Excrpanupamuzina -- C - -
CHMIITOMATHKA HEeH3BECTHA
4eCTOTA
I'nmasotonue YecTH YecTH - Peaku
Ilopuimen MycKyJieH -- MHuoro - -
TOHYC pelkH
Jleraprus HeuecTn -- - _-
[lapecTesnn Heuectn Heuectn - Penxu
[Mepudepna nesponatua, | Heuectn Muoro - -
HEBPONATHA pEIKH
COMHOJIEHTHOCT Heuect Yectn — -
CHHKoN Heuectn Heuectn -~ --
T'pemop -- HeuectH —- -
XHmoecresus - Heuectn -- -
Hapymenns na OcTpa 3aKpUTOBIbIHA -- -- -- C
OYMTE rl1IayKkomMa HEHU3BECTHA
YECTOTA
3pUTEIHY HApYLIEeHUs -~ HeyectH -- -~
JPHTENHO YBPEKIaHE Heuectn Heuectn -- Peaxu
XopouaaseH U3nus C
HEH3BECTHA
4ecToTa
Hapyimmenns Ha [lIyMm B ymmTe - Heuect - --
YXOTO H CBeTopbpTEK Heuectnn -- HeuectH --
nabHpHHTa
Copacunu [ lannuTanun -- Yectn -- --
HapYLICHUA Taxukapgus Heuectn - - --
ApPHUTMHH (BKJIOYHTEIHO | -- Mmnoro -- Penku
Opanukapaus, kamepHa peAKH
TAXHKAPAHI U
MPEOCHPAHO MBXKIECHE)
MmuokapaeH uHdapKT -- MHoro -- --
peIKH
CpaoBu [TouepBeHsBaHe -- YectH - -
HapyLICHAS XHUNOTOHHA YectH HeuecTu -- —-
OprocTraTnuna Heuectn -- -- YectH
XHUIIOTOHHA
Pnedut, poMboduiebur | Heyectn --
Backynur -- Mmuoro




MedDRA Hexenann peaknnu YecroTa
CHCTEMO-OPTaHHH amJoaunun/ | amaoaanen | Bajcaprae | HCT
K/J1acoBe Bajicapran/
HCT
PecrmupaTopun, Kanwumia Hevectu MHoro Heuectn --
I'PBAHH H pEIKH
MEIHACTHHATTHH JAucnHes Heuectn Hedectn -- --
HapyLICHHS Pecniuparopen aucrpec, -- -- - Muoro
benoapobeH OTOK, peaKH
THEBMOHHT
OcTep pectipaTopeH -- -- -- Muoro
JAUCTpEC CHHAPOM pEaKHU
(OPAC) (rx. Touka 4.4)
Punur -- HeuecTH -~ -
Bo3naneno repno Heuectn -- -- --
CromamHo-upepHu | Cromaumen auckomgopr, | Hedyectn Yectn HeuecTu Penxu
HapyIIeHHA Oonka B ropHara yacrt Ha
KOpema
Jour aex HeuecTn -- - -~
IIpoMeHH B upeBHarTa -- Heuectn -- --
[IEpPHCTAITTHKA
3anek -- — -- Penxn
IloHMXKEH aneTHT -- -- -- Yectn
Jrapus Heuectn HeuecTn -- Penkn
Cyxorta B ycTaTa HeyecT Heuectn -~ --
JHcnencus YectH HeuecTH -- --
I'acTpur -- Mmuoro - --
peOKH
XHUNepIUia3usa Ha BEHIUTE | —- Mmuoro -- -
pPeaKH
I'apene HeuecTn YectH -- Yectr
IlankpeaTHt - MHoro -- Mmuoro
perixu peaxu
IioBpBInane HeuectH Hewectn - Yectn
Xenarobunuapiu | OTKIOHeHHS B .- Mmuoro C -
HapYIICHHS YepHOAPOOHUTE peaku** HEH3BECTHA
(O YHKIMOHATHA YeCTOTA
[IOKa3aTeNH,
BIJTFOUUTEIHO
NIOBHIIIARAHE HA
CepyMHHs bumupy6un
XErnaTHT -- MHoro -~ --
pelKH
Hutpaxenaranna -- Mmuoro -- Penkn

XO0JecTasa, KbITSHHIA

pPENKH




MedDRA Hexenann peakunn YecToTa
CHCTEMO-OPraHHH amiaoannun/ | amaoganaH | Bancaprar | HCT
KAACOBE BascapTan/
HCT
Hapymenns Ha AJonenus - Heuectu - --
KOXATa H AHTHOEIEM - MHuoro C --
NMOAKOKHATA TEKAH PEIKH HEH3BECTHA
gecTOTa
bynoseH nepmarur -- -- C -
HEH3BECTHA
4eCToTa
Peakunn, Hanoxobapaimuy | -- - - MHuoro
KOYKEH JyTyc PeAKHA
€pPUTEMATONEC,
PCaKTHBHPAHE Ha KOXKEH
NYTYC EPHTEMATOMEC
Epurema myntudopme -- MHoro -- C
PEeIKH HEH3BECTHA
4eCTOTA
Ex3aHTeM -- Heuectn - -
XHnepxuaposa Hevectn HedectH -- -~
Peakipin Ha - Muoro - Peaku
CBPbXYYBCTBHUTETHOCT® peaku
[Ipypuryc Heuvectn Heuectn C --
HEH3BECTHA
4eCTOTa
Ilypnypa -~ HedecTn -- Penku
Ob6pus -- Heuyectn C Yectn
HEH3BECTHA
4eCTOTa
Obe3LBeTABaHE HA -- HeuecTH .- --
KOXKATa
YpTUKapHA H OpYTH -- MHoro - YectH
BHIAOBE OODUB pPEIKH
HexpotHsupain BacKyauT | -- C -- MHuoro
H TOKCHYHA €NuASpMalIHa HEH3BECTHA peaKu
HEKPOJIHA3a 4Y&CTOTA
ExcdonnaTveen -- MHoro - --
IepMaTHT penKu
CungpoM Ha Stevens- -- MHoro -- --
Johnson peIKH
Enem na Quincke -- MHoro -- -

peaKU




MedDRA Hexenann peaknun YecToTA
CHCTEMO-OpraHHH amioaanun/ | amuogunan | Baacapran | HCT
K/IACOB€ BaJicapTan/
HCT
Hapymenns na Aprpanrus - HeuecTtn - -
MYCKYJIHO- bonku B repda Heuectu HeuectH -- --
CKeJIeTHaTa OTOK Ha cTaBuTE Heuectu - - --
CHCTEMA H MyckynHu cnasmu HeuecTH HeuectH -- C
ChCAHHHTECIHA HEH3BECTHA
THKaH 4YEeCTOTa
MyckynHa cnabocr Heuectn —- -- --
Muanrus Heuect Hedyectn C --
HEU3BECTHA
4eCTOTA
bonka B Kpalinuumre Heuectu -- -- --
OTOK Ha I7IC3CHHUTE -- YectH —- --
Hapymenna Ha [loBuineH xpeaTHHHH B Heuect -- C -
OBOpeLiuTe M KpBbBTa HEH3BECTHA
[IHKOYHHTE | JeCTOTa
ITbTHILA MUKIMOHHH HapylIeHHs | -- Heuectr -- -
Hoktypusa -~ HedecTn - --
Ionaxypus Hectn Hedect --
bubpedHa aucdynxnms - - -- C
HEHU3BECTHA
4eCTOTa
OcTpa 6B0peuna Heuectn - -- C
HEAOCTATbYHOCT HEHM3BECTHA
4ECTOTA
bubpeuna -- -- C Penku
HeAOCTATBEYHOCT H HEH3BECTHA
yBpeKIaHe JeCTOTa
HapyiueHus Ha HUMnoresTHOCT HeuecTn Heuectn - Yectr
RE3NPON3IBOAMTEN- | ['MHekoMacTHs Heuectn — -
HaTa CHCTEMA H
IbpHAATA
O61u Hapymenus | AGasui, HapyuleHHs B Heuectn -- -- -~
1 eeKTH Ha IIOXOAKATA
MSACTOTO Ha AcTteHud Heuectn Heuectn -- C
[IPHJIOKEHHE HEH3BECTHA
4yeCcToTa
Huckomdopr, Heuectr Heuectu -- --
HEPA3MOJIOKEHUE
VMopa YecTH YecTH HeuectH --
bonka B repaute, koaro | HeuectH HedecTn - -
HE € CBbp3aHa ChC
ChPLIETO
OToK YectH YectH -- --
bonka -- Heyectn -~ --

ITupexcus




MedDRA Hexenann peaking YecToTa

CHCTEMO-OPranHH amaoaunun/ | amaoaununs | aacapran | HCT

KJ1acoBe BaJicapran/

HCT

Hacnenpanms [Topmuapane Ha -- -- — MHoro
JIATTHIUTE YECTH
[losuurasane Ha ypearaB | Heuectn -- - n-
KPBHBTA
IloBuitapaHe Ha HeuecTu - -- -
[MUKOYHATA KMCETHHA B
KPBBTA
I moko3ypus -- Penku
IlonskeH kanuii B KppBTa | Hewectn -- —- --
IloBHineH xanHii B KpEBTA | -- - C --

HEU3BECCTHA
YeCTOTa
[loBHiuarane Ha Ternoro | Heuectn Heuectn -- --
[loHmKkaBaHe Ha TernoToe | -- Hedecrn -- --
* Buxrte ToUKa 4.4 GOTOUYBCTBHTEITHOCT
** Haii-uecTO CBBP3aHO € XOJecTas3a

Onwucanne Ha W30paHl He>kKeNAHK pPeaKLuu

HemMenaHoMeH pak Ha KO)KaTa: Bb3 OCHOBa Ha HAJIWUHUTE JAHHH OT €MUAEMHOIOTMYHHU NIPOYYBaHHS ©
Ha0/moJaBaHa 3aBHCHMA OT KyMyJIaTHBHATa 7032 epb3ka Mexay HCT u HMPK (Bx. ¢blio ToukH 4.4

us.1).

Crolimapane Ha IONO3HPAHH HEXKETAHH PEaKIHK

CrobinasaneTo Ha NOJO3MPaHM HEXKCIIAHH PeaKLMH Ciie] pa3pellaBade 3a ynorpeba Ha IEKapCTBCHHS
[POXYKT € BaXKHO. TORA NO3BOMARA A4 MIPOAB/DKHA HaOMIOAEHHETO HA CHOTHOLIEHHETO MOJI3a/PUCK 3a
JIEKAPCTBEHHA NPORXYKT. OT MEAMIMHCKHTE CTICIMAIUCTH C€ U3MCKBA [a Cho0InaBaT BCAKA
IOJTO3UPaHa HEXeNaHa peakiud Ype3 HALMOHAIIHA CHCTeMa 3a choOlaBaHe kbM M3npAHHATENHATA
areHIHA 10 IEKapCTBara, yi. ,,Jlamsan I'pyes® Ne 8, 1303 Codmra, Ten.: +35928903417, yebeair:
www.bda.bg.

4.9 Ilpemposzmpane

CuMIOTOMH

HsaMa onMT chbe citydau ua npenosupane ¢ amnonunue/sancapran/HCT. I'napHuaT CUMITOM Ha
npelo3upaHe ¢ BAICAPTAaH BEPOATHO € M3Pa3€Ha XUIIOTOHUA H 3aMasHocT. IIpeno3upaneTto ¢
aMJIOIMITHH MOXK€ a JOBeJle 10 eKCTpeMHA nepudepHa Ba3oJWIaTalHI H BeposTHO pedUIeKCHa
Taxukapius. Mma croblieHn 3a Ciydal Ha W3pa3eHa M IOTEHIHAIHO MPOJIOHTHPaHa CHCTEMHA
XHMIIOTOHMSA, BKIKOYHTENHO LIOK C (paTajieH U3XOA NPH MpeAo3HpaHe ¢ aMJIOJHUITHH.

Hexapauorenen 6enoapobeH oTok ce croliaBa pako KaTo Mociediia Or npeio3HpaHe ¢
aMJIOUITHH, KOHTO MOXe JIa ¢€ MpOsABH ChbC 3abaBeHo Hayaso Ha edekra (24-48 yaca cnen
MOTIIBINAHE) U 14 M3HCKBA H3KYCTBEHA BeHTWIAUHA. PAaHHHTe peaHNMAIIMOHHHM MEPKH (B

YCKOPABAIH (PaKkTOPH.
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CBPACYHO-CHAOBA pCaHUMALWA, BKIIOYBANIa Y€CTO MOHHTOPHPAHE HA ChPASYHATA M AHXATECITHATA
(yHKumS, MOBAMraHe Ha KpaHULIATE M BHUMAHHE 110 OTHOIIEHHUE HA IHPKYJIaTOPHUA 06eM H
Auypesata. [IpHiokeHHeTO Ha Ba30KOHCTPHKTOP MOKE Jia € OT T10J13a 34 Bb3CTAHOBABAHE HA CHAOBUSA
TOHYC H apTePHAITHOTO HAJIATaHe, B CIIy4Yaid Ye HAMA NPOTHBOMOKAZAHKA 32 MPHJIOMKEHHETO MY.
MHTPaBEeHOZHOTO NPHJIOKEHHE HA KATLMER IIIOKOHAT MOXE [1a € OT I10J132 32 IIPEOI0/ISABaHe Ha
edekta oT 6/10KaKaTa HA KANIMEBUTE KAHAIH.

Ampoounun

AKO NPOAYKTHT € NOTBJIHAT HACKOPO MOTAT J1a c€ 06CHKAAT CTUMYTMPAHE HA NOBPHIAHETO WIH
CTOMAlIHa NMpOMHBKA. IIpHIOXEeHMeTO Ha AKTHBEH BBIVIEH IPH 3ApaBH JOOPOBOIIH HEMOCPEACTBEHO
WY A0 Z1Ba Yaca CJIeA MOrTbLIAHETO Ha aMIIOUITMH 3HAUMMO HaMansaBa abcopOiuara Ha IpoayKTa.
AMJIOIHITHH HE MOXe J1a OBb/Ie OTCTPAaHEH Upe3 XEeMOHANIH3A.

Bancapman
Bancapran He Moxe 1a Ob/le OTCTpaHeH Ype3 XeMoaHaIH3a.

Xuopoxaopomuazuo

Ilpeno3mpaHeTo ¢ XHAPOXIOPOTHAZM € CBBP3aHO ChC 3ary0a Ha eNIEKTPOIHUTH (XHITOKATHEMHS,
XHIOXJIOPEMHA) H XHITOBOJIEMHA B PE3YJITAT HA EKCIICCHUBHATA JHype3a. Hali-uecTHTe MpH3HALH H
CHMINITOMH Ha MPEIO3HPaHE Ca rajeHe H ChHIMBOCT, XHITOKATHEMHAATA MOXKE a TTPEAU3BAKA
MYCKYJTHH CIIa3MH W/HITH H3pa3eHa ChpAeyuHa APUTMEHA, CBbP3aHa ¢ JHOBPEMEHHATA yIoTpeOa Ha
AWTHTATHCOBH TJIMKO3HM WIH ONIPEACACHH aHTHAPDUTMHUYHH JICKAPCTBEHH MPOIYKTH.

He € ycTaHOBEHA CTENEHTa HA OYHCTBAHE HA XUIPOXJIOPOTHA3ZH/ IIPH XEMOAHAJIH3A.

5. @®APMAKOJIOI'AYMHH CBOMCTBA
5.1 apmMaxkogJHHAMHYHH CROHCTBA

®apMakoTepaneBTHYHA rpyna: Cpeacrsa, AeHCTBAlH BEPXY PCHHH-AHMHOTCH3MHOBATA CHCTEMA,
aHruoteHsuH Il penernropau 6nokepn, xpyru komOounauun, ATC xon: C09DXO01.

MexaHu3bM Ha NSHCTBHE

Aunepam HCT e koMOuHaLls OT TPH aHTHXHIIEPTEH3HBHH CHCTABKH € JONMBIBALL CE MEXaHU3bM Ha
KOHTPOJI Ha APTEPHAIHOTO HANIAraHe MPH MALHEHTH ¢ €CEHIMAIHA XHITSPTOHHUSA: AMJIOHIIHHE
MPHHA/UICKH KBM KJaca Ha KAJILIMEBHTE aHTArOHHMCTH, BAJCAPTaH KbM KJIaca Ha aHTKOTeH3HH I
peLenTopHH OIOKepH, a XMAPOXIOPOTHA3MA KEM Kilaca Ha THa3HIHHTE nuypeTHiM. KoMbuHanusTa
Ha Te3U CHCTaBKH MMa aJUTHBECH aHTUXHUIIEPTEeH3UBEH e(EKT.

Amognnmﬂaancamanfgggomc}pomamg
Khunuuna epuxacnocm u 6ezonacrnocm

Amnoaunun/sancapran/HCT e u3nuTBaH B ABOHHO-CIANO, aKTHBHO KOHTPOJIHPAHO [IPOY4YBaHE MPH
[MallUeHTH ¢ XUNepToHHd. O0wo 2271 nauueHTH ¢ yMepeHa 10 TeXKKa XHIICPTOHHA (CPeIHOTO
H3XOAHO CHCTOJIHO/IHACTONIHO apTepHaTHO Hanarane e 6uno 170/107 mmHg) ca fexyBaHH ¢
aMJIOTHIIHH/BaJIcapTaH/XuapoxJopoTHasiia, 10 mg/320 mg/25 mg, BacapTal/XHAPOXIOPOTHAZH
320 mg/25 mg, amnogunur/Bancaptai 10 mg/320 mg wix XMAPOXJIOPOTHA3H/AMIIOAHITHH

25 mg/10 mg. B Ha4anoTO Ha MPOYYBAHETO Ha MALIMEHTHTE ¢4 HA3HAYEHH T10-HHCKH JO3H OT
NPEANMCAHHTE UM TEPANICBTHYHH KOMOMHALIMH W BIIOCJIEACTBHE Ha 2 CEIMHIIA €3 THTPUPAHH 110
TBJIHHTE MM TEPaNeBTHYHH JIO3H.

Ha 8 ceamuiia CpeHOTO MOHKABAHE HA CHCTOIHOTO/IHACTOTHOTO apPTEPHAIHO
39,7/24,7 mmHg ¢ lunepam HCT, 32,0/19,7 mmHg ¢ Bancapran/Xuapoxaopo

33,5/21,5 mmHg ¢ amnoaunus/sasncapran u 31,5/19,5 mmHg ¢ amnoaumun/ S
TpoiinaTa koMOHHALHMA NPEBB3XOKIA CTATHCTHYESCKH 3HAYHMO BCAKA €HA OT nBOHAM . i
AR :
~ 22



KOMOHHALHMH B NIOHIDKABAHETO Ha JHACTOMHOTO M CHCTOJIHOTO apTepHanHo Hajsrane. [loHkaBaHeTo
Ha CHCTONMHOTO/AMACTONHOTO apTepHaHO Hajarane ¢ amnogunuy/sancaprat/HCT e ¢ 7,6/5,0 mmHg
MO-rofigiMo, OTKOIKOTO ¢ BaJICapTal/XHpoXJIopoTHasua, ¢ 6,2/3,3 mmHg mo-roasaMo, OTKOIKOTO ¢
aMJIOUITMH/BancaptaH U ¢ 8,2/5,3 mmHg no-ronamMo, 0TKOIKOTO ¢ aMJI0AUITHH/XHAPOXIOPOTHAZHI
OnNTHMaJIHHAT aHTUXHNEPTEH3ABEH €(PEKT Ce MOCTHTA ClIe]] 2 CEAMHYUEH NPHEM Ha MaKCHMaJIHATa
Ao3a amyoguus/sancaptai/HCT. CraTHeTHUeCKH TO-TOJIMM NPOIIEHT NAltHEHTH NOCTHTAT KOHTPOJT
BBPXY apTepHanHoTO cH HaArave (<140/90 mmHg) ¢ amnogumun/pancapran/HCT (71%) B
CPaBHEHHE C BCAKA €]HA OT TPHUTE ABOHHH KoMOHHaMH (45-54%) (p<0,0001).

B noarpyna or 283 nauxeHTH, anamus GoKycHpaH BepXy aMOyJaTOpHOTO MOHHTOPHPaHE Ha
apTEepPHAITHOTO HAJIAraHe, MOKA3Ba KIHHHYHO H CTATHCTHYECKH NO-TOJIAMO IMOHIBKEHUE Ha 24-
YaCOBOTO CHCTOJIHO M AMACTOTHO apTEpUaJIHO HAJTaHe, MPH JICYEHHE ¢ TpoiHaTa KOMOHHALIAA
CIIPAMO BaICapTaH/XHAPOXIIOPOTHA3H, BAJICAPTAH/AMIOAMITHH H XHAPOXJIOPOTHAZHY AMIIOAHIIHH.

AMJTIOHITHH

Mexanuzvm na deticmeue

AMNOIKITHH, KOHTO Bu3a B cheraa Ha JunepaM HCT wrxubupa TpaHcMeMOpaHHOTO HaB/IM3aHE Ha
KaJIUAEBH HOHH B CHPACYHHTE H CHAOBHTE INaIKH MyCKYJIH. AHTHXHIEPTeH3HBHOTO NCHCTBHE Ha
AMJIOAMITHH C¢ T5JDKH Ha JHPEKTHHA PenakcHpail eQekT BEPXY ChAOBOTO CHIPOTURICHKE ¥ OTTaM Ha
apTepPHAJIHOTO HAJIATAHE.,

Dapmaxodunamuyru ehexmu

ExcriepaMeHTaIHA JaHHA [TOKA3BaT, Y€ AMIOMIIME C€ CBEP3Ba H C AUXHAPOIHPHINHOBUTE U C
HeIUXUAPOIHPKHAHHOBUTE MECTa 3a CBbpBaHe. IIpoliecHTe Ha chKpallieHHe Ha ChpPASYHHA MYCKYI H
Ha CBAOBHTE IIIaJKH MYCKYJIH €a 3aBHCHMH OT NPUBHKBAHETO Ha H3BLHKICTHYHHTE KAIIMEBH HOHU
B KJICTKHTE Ha MYCKYNHTE Npe3 cretu(puiHyd HOHHHY KaHATYETa.

[IpuiioskeHHETO Ha TepaneBTHYHA 1032 AMIOAKIIMH HPH NALMEHTH ¢ XUIEPTOHHA C€ TI0CIe/BA OT
Ba30AHIaTaLHA, KOATO BOJH O HaAMAJIBaHE Ha apTEPHANHOTO HANAraHe B NETHANIO H B U3IPAaBEHO
nonoxeHue. I1pu xpoHH4yHa ynorpeba ToBa NOHWKABAHE HA apTEPHAIHOTO HAJLITAHE HE CC CBIBTCTRA
OT 3HAYHUMH MPOMEHH B ChpPJI€YHATA YECTOTa WM IUIA3MEHHTE HHRA Ha KaTEXOMaMUHHTE.

IlnasMeHHTe KOHIEHTpaLHH KOpENupar ¢ eeKTa, KaKTo NNPH MIAJH, TAKA ¥ MPH [AILHMEHTH B
CTapuyecKa BB3pACT.

IIpH xunepToOHHLH ¢ HOpMaiHa OpOpevHa GyHKUHA, TEpaNeBTHYHHTE A03H aMJIOIUITHH BOAAT JI0
HaMaldBate Ha OLOPEeYHOTO CHAOBO CRIPOTHRICHHE H YBEIHYABAHE Ha MIOMEpY/IHaTa GuUnTpaums, U
eexTHBHUA OBOpedeH KPBBOTOK, 6€3 1a MPpOMEHAT GHITPALMOHHATA QPAKIMA KK NPOTSHHYPHATA.

KakTo 4 npu apyrure GriokepH Ha KalllMEBHTE KaHAIH, XeMOAMHAMIIHHUTE H3MEPBAHHA Ha
ChpredHaTa QyHKIMSA B HOKOH H [TPH HaTOBapBaHe (MJM XOAEHE) IPH NMALIMEHTH C HOPMAIHA (QyHKLMSA
Ha KaMepHTe, JIEKYBAHH ¢ AMJIOJUIIMH, KaToO WAIO NMOKa3BaT JIEKO NIoKa4yBaHe Ha ChPACYHHA HHIEKC
Ge3 3Ha4MMo noenuaBane Ha dP/dt, win Ha NeBOKAMEPHOTO M IMACTONHOTO HansAraHe win obem. B
MPOYUBAHHA 38 XEMOJUHAMHKA, AaMJIIOWITHH HE CE CBBP3Ba ¢ HETaTHUBEH HHOTpPONEH edeKT, KOoraTo ce
IIpHIIara B rpaHllHTE Ha TEPANECBTUYHUTE J03H MPH 3/IpAaBH KHBOTHH M XOpa, IOPH KOTATO IPH XOpa ce
Npynara €IHOBpeMeHHO ¢ OeTa-6ilokepH.

Ilpu 3apaBy XxOpa U KUBOTHH aMJIOAHMITHH He MPOMEHs CHHOATPHAJIHATA HOZAJTHA QYHKIHA H
aTPHOBEHTPHKYJIAPHOTO NPOBEkKIaHE. B KIMHHYHH NMPOYYBaHUs, B KOMTO aMJIOTHITHH, C-HHE

HEXKENaHH ¢PEKTH CIPAMO [TADAMETPHTE HA €JIEKTPOKAPAHOT PaMara.

AMIIONMIHE € IPOYYBaH MpH NMalHEHTH ¢ XpOHWYHA CTaCHIIHA CTEHOKApIMS, B
CTCHOKApIHA U aHTHOTpadiCKH JOKYMEHTHPAHO 3a00198aHO Ha KOPOHAPHHTE



Krunwuna eqpuxaciocm u 6ezonacuocm

Ynompeba npu nayuexwmu ¢ xunepmonus

PanpoMme3supaHo, JBOHHO-CIIANO Mpoy4uBaHe 3a 3aboaepaemoct H CMEPTHOCT ALLHAT
(AHTHXUNCPTEH3WBHO W MMMUAONOHMKABALILO JSUCHHE 32 NPOPHIAKTHKA Ha CHPAEHUEH HPHCTBII,
Antihypertensive and Lipid-Lowering treatment to prevent Heart Attack Trial) € npoBeaeHo ¢ nen
CPaBHABAaHC H2 HOBHTC TEPaNHH: aMJIONHIIWH 2,5-10 mg/neH (kanueB aHTArOHKCT) WIM JTM3HHOTIPHII
10-40 mg/nen (ACE uuHxXuGHTOp) ¢ THa3MAESH JHYPETHK XJIOPTATHAOH 12,5-25 mg/neH KaTo JieUeHHe
OT ITbpPBa JTUHHUA NPH [TAUEHTH C JIeKa 10 YMEPEHA XUIIEPTOHHMA.

Oburo 33 357 NauHeHTH ¢ XATICPTOHHA HA BB3PACT 55 TOAMHM HIH NOBEYE ca GWIM paHIOMH3HPAHH H
npocneaeHH 3a cpeano 4,9 roqunn. Iauuentire ca MManu noxe eAWH JOITBIHUTEIEH PHCKOB (QakTop
33 KOpOHapHa 60JIECT Ha CHPUETO, BKIIOYHTEIHO MpeecTBa] MHOKapAeH HHGAPKT WIH HHCYIIT

(>6 Mecela MpeAM BKIIOYBAHE B IPOYYBAHETO) HIH JIOKAZAHG APYLO aATEPOCKACPOTHIHO CHPASUHO-
ChAOBO 3a0onsaBaHe (Han 51,5%), zaxapen nuaber Tun 2 (36,1%), TUINOMPOTEHHH ¢ BHCOKA IUTETHOCT -
xonectepon <35 mg/dl unn <0,906 mmol/l (11,6%), nepoxkamepHa XxunepTpodHA, AMATHOCTHLIMPAHA
4pe3 eNCKTPOKapANOrpaMa HiH exokaparorpadceku (20,9%), HacToamu mymadu (21,9%).

ITepBuyHaTa KpaiiHa Touka e GWia checTaBeH nokaszarell Ot (paTAIeH KOPOHAPEH HHLHACHT HITH He-
tharanen MaokapaeH MHbapkT, He ca HabmoaaBaHu 3HAYMMH pasH4MA 10 OTHOLIEHHE Ha
NBPBUYHATA KPaHHA TOYKA MEXAY TEPAHATa C AMIOAUIIHH H TEPAITHATA ¢ XJIOPTATHIOH:
KoeduumeHT Ha puck (Risk Ratio, RR) 0,98 95% CI (0,90-1,07) p=0,65. IIpx BropudHUTE Kpaiinu
TOYKH, 9ECTOTATa Ha ChpACYHA HEOCTATEYHOCT (KOMIIOHEHT HA ChCTABHATa KOMOMHHMPAHA ChPACUHO-
ChZIOBAa KpaHHa TOYKa) € Orla CUrHUUKAHTHO II0-BUCOKA B IPYIIaTa HA aMIIOJUIIHH, OTKOJIKOTO B
rpynara Ha xnoptamuaoH (10,2% cnpamo 7,7%, RR 1,38, 95% CI [1,25-1,52] p<0,001). Benpekn
TOBA, He ¢€ Hal/no1aBaT 3HAUYMMH paiH4usd [0 OTHOINEHHE Ha 00IaTa CMBPTHOCT MEKIY IPyNaTa Ha
TEpalnus ¢ aMIIOAMIMH M Ta3H Ha Tepanus ¢ XjopranHaoH RR 0,96 95% CI [0,89-1,02] p=0,20.

Bancapran
MexamuzeMm Ha oeticmeue

BancapraH e nepopaiHo akTHBeH, MOIIEH U cnennduyeH anruorensuH Il penenropen 6nokep. Toi
BE3ICHCTEA CEJICKTHBHO BEpXY AT peLlenTopeH NOATHIL, KOWTO € OTTOBOPEH 32 MO3HATHTE
BL3INSHCTBUY Ha aHTHOTEH3MH 11.

Knunuuna epuxacnocm u bezonacnocm
IIpunoxeHHETO Ha BAJICAPTAH NPH MALKESHTH C XHIIEPTOHMA BOJH /10 IOHIDKABAHE HA apTEPHATHOTO
HajisraHe 6¢3 MOBIHABAHE Ha My/ICOBATA YECTOTA.

[Ipn noseyeTo malLMenTH, Ce eTHOKPATEH NepopaicH MPHEM, HAYATOTO HA AHTHXHIIEPTEH3HBHOTO
NeHCTBHE € B PAMKHTE Ha 2 4aca, a ITHKa B NIOHWKABAHETO HA ApTePHATIHOTO HANATAHE Ce JOCTUTa B
paMKuTe Ha 4-6 Yaca. AHTHMXHMIIEPTEH3UBHUAT e(eKT NpoaL/Kapa Hal 24 yaca cnen npuema. [Ipu
PEIOBEH ITPHEM MAKCHMYMA B PEIYKUMATA HA apTePUATTHHOTO HANAIAHE ¢ BCAKA 033, KaTo Lo, c¢
[IOCTHIa B PAMKHUTE Ha 2-4 CEMHLIM.

X_Hg POXJIOPOTHAIHA

Mexanuzwm Ha deticmeue
OCHOBHOTO MACTO Ha AcHCTBHE Ha THAZHIHHMTE JHYPETULM Ca AUCTATHHTE H3BUTH KaHAIYCTa B
6b0pexa. JlokaszaHo e, ue B 650peunara Kopa CHIIECTBYBA PELIENTOP ¢ BUCOK a)MHUTET, KOHTO
NPEACTABIABA OCHOBHOTO MACTO Ha CBBP3BAHE 3a ASHCTBHETO HAa THA3HIHHATE THYPETH
MHXHOMpane Ha Tpacnopra Ha NaCl B IucTanHUTe H3BHTH KanamieTa. THasHIHUTE JMYPE
AeHcTBat upe3 HHXHOHpaHe Ha Na™Cl' cumnoprep, BepoATHO 9pe3 KOHKYpHpaHe D
cepp3eade Ha Cl', ¥ 110 TO3M HaYHH NOBIHABAT MEXaHH3MHUTE Ha €NEKTPOJIMTHA
JAHPEKTHO TOBHIIABAHKH €KCKPEIIHATA HA HATPHI U XJIOp B NPHOIH3UTETHO €11
HHAUPCKTHO Ype3 AHYPETHUHOTO CH JICHCTBHE, HAMAIsBalKH [U1a3MeHus o6eM




[IOKAYBAHE HA ITA3MECHATa PEHHHOBA aKTHBHOCT, CEKPelM Ha allAOCTePOH M 3aryba Ha KaJTHif ¢
ypHHaTa, KakTo 4 HaMaJIABaHe Ha HUBATA HA CEPYMHHS KAJTHH.

Hemenranomen pax ng xodcama

B13 OCHOBA Ha HAIMYHHTE JaHHH OT eNMHAECMHONOTMYHM IPOYYBAHHS € HAOMI0AaBaHa 3aBUCKMA OT
KyMyJlaTHBHaTa 71033 Bpb3ka MexKay xuapoxnopotuasug 1 HMPK. Exxo npoy+isane BKIOUBa
nomynamnua, cecroama ce oT 71 533 ciyqan Ha BKK 1 8629 ciiyvan Ha CKK, 1 nomynanus ot
cpoTBETHO 1 430 833 1 172 462 mogxopAiuy kouTposm. Bucokara ynorpeba Ha HCT (kyMynaTHBHO
>50 000 mg) e cepp3ana ¢ KOpUrHpaHo OTHOLIEHHE Ha maHcosete (Odds Ratio, OR) 1,29 (95% CI:
1,23-1,35) 3a BKK 1 3,98 (95% CI.: 3,68-4,31) 3a CKK. HaémogaBaHa e sicHa BpB3Ka KyMy/1aTHBHA
Ao3a-otroeop kakto 3a bKK, taka u 32 CKK. pyro npoyusaHe noxassa BE3MOKHA BPh3Ka MEKIY
paka Ha ycrhauTe (CKK) m excriosuuusra Ha HCT: 32 633 crydas Ha pak Ha ycTHHTE € TIoabpana
noryJawds ot 63 067 NoaxoAAIIH KOHTPOJH, KATO C€ H3I0/I3Ba CTpaTeris 3a B3eMaHe Ha [pobwu,
ompeeneHa OT pucka. JleMoHCTpHpaHa € BpB3Ka KYMYJIaTHBHA [103a-0TroBop ¢ Kopurapad OR 2,1
(95% CIL: 1,7-2,6) napacteam xo OR 3,9 (3,0-4,9) 3a Bucoka ynorpe6a (~25 000 mg) u OR 7,7 (5,7-
10,5) 3a Hakt-BcokaTa KyMynaTuBHa 1032 (~100 000 mg) (BxK. Cbimo TouKa 4.4).

lleiMaTpHUYHA DOy nalus

Epponefickara areHIUA 110 JIeKapcTBaTa OCBOGOKIaRa OT 3aABJDKEHHUETO 32 NPEIOCTABIHE Ha
pe3yaTaTHTe OT npoyuBanuaTa ¢ lunepam HCT BB BCHUKH NOATPYNH HA NEAHATPHYHATA [TOITY IALINA
IpH €CCHUHATHA XHIICPTOHMA (BX. TO4YKa 4.2 32 uHOpMalUsA OTHOCHO yIoTpeda B e iHaTpHATA).

[pyri: nBojino 610kupaHe Ha PeHHH-aHIHOTEHIMH-AIA0CTepOoHOBaTa cucTeMa (PAAC)

/lBe TONIeMH paHAOMH3HPaHA KOHTpoApaHH npoyusanks, ONTARGET [ONgoing Telmisartan Alone
and 1 combination with Ramipril Global Endpoint Trial — Texyimo rno6anHo w3nuTeane 3a KpaiHH
TOYKH HA TEIMHUCAPTaH, CAaMOCTOATENHO K B koMOnHatms ¢ pamunpuji] ¥ VA NEPHRON-D [The
Veterans Affairs Nephropathy in Diabetes — knuHH4HO npoyuBaHe, CBEP3aHO ¢ Pa3BHTHE Ha
HedponaTia npH auabeT, NpoBefeHO OT MHHHCTEPCTBO MO BLIPOCHTE Ha BETEPAHHMTE |, TPOyYBAT
ynotpebara Ha komGuHaumsTa or ACE muxuGuTop u APE.

ONTARGET e npoyusase, nposeaeHo mpH MalMEHTH ¢ aHAMHE3A 32 ChPACYHO-CHI0BA WIH MO3BEYHO-
CBIOBA OONECT MITH 3axapeH Auaber Tun 2, MPUAPYKEHH ¢ NaHHH 33 YBPEKAAHE H2 e(heKTOPHH
opraHi. VA NEPHRON-D e npoyvane npH naugeHTH che 3axapes avaber tan 2 1 quaberna
Hedponartus.

Te3n mpoyusaHHa He MOKA3BAT 3HAUUM O/1aronpusTe ¢pext BEPXy OBOPEUHHTE W/HIH ChPACUHO-
CBAOBHUTE MTOCICAHUIIH H CMBPTHOCT, KaTO CHIIEBPEMEHHO ¢a HAaOroaBaHH NOBHIICH PHCK OT
XMOCPKATHEMHUA, OCTPO YBpexnaHe Ha On0peunTe WimH XHIOTOHNA B CpaBHEHHE C MOHOTEPAIHATA.
Kato ce HMaT npeaBn CXOMHUATE HM GapMaKOAMHAMHYHH CBOMCTBA, TE3W Pe3y/ITaTH ca NPHIOKUMH
H 3a Apyra ACE unxuburtopu u APE.

ACE unxuburopu u APB cnezoBarenHo He TpA6Ba fa ce M3NON3BaT €AHOBPEMEHHO MPH MALMEHTH C
auabeTHa Hedponarus (BXK. Touka 4.4).

ALTITUDE (Aliskiren Trial in Type 2 Diabetes Using Cardiovascular and Renal Disease Endpoints —
KITHHHYHO MPOYYBaHe, MPOBEICHO C AMMCKHPEH NMPH NAIHEHTH ChC 3aXapen Axader THN 2 ¢
H3I10J13BaHE Ha ChpACYHO-CHAOBH H ObOpedHM 3a60aBaHia KaTo KpaiHH TOUKH) € IPOYUBaHE,
[IpeAHA3HAYCHO Aa W3C/IEABA NMo3aTa oT J00aBsHeTO Ha aTHCKUPEH KbM cTaHAapTHA Tepanua ¢ ACE
UHXHOUTOP Win APB 1nIpH natdenTy cbe 3axapen quaber THI 2 M XPOHHYHO 6L6pequ 336011:1331{&

MO-4E€CTH B TpyNaTa Ha AIMCKHPEH, OTKOJIKOTO B rpynaTa Ha 1iauebo, a npe)mr
HE)KENTAHH CHOUTHS K CEPHO3HH HEXENIaH! CHOHTHA (XMIIEPKATHEMHS, XUTIOTOH]
MUCYHKIHA) ce ChoOIIABAT NO-YeCTO B rPYIATA HA ATHCKHPEH, OTKOJIKOTO B



5.2 @PapMaKkoKHHETHYHH CBOHCTBa

JIMHEeHHOCT
AMIOHIIME, BAJICAPTaH ¥ XHAPOXJIOPOTHASH/ MMAT JIHHEHHA PapMaKOKHHETHKA.

Amnroounun/sancapman/Xudpoxaopomuazud
Cien nepopanHo nputoxeHue Ha amnoaunes/sancapran/HCT npu 31paBH BH3pacTHH MHKOBH

IUTa3MEHHA KOHUEHTPALHWH HA aMIOJHITHH, BATICAPTAH M XHIAPOXJIOPOTHAZH]L C€ IOCTHIaT CHOTBETHO 3a
6-8 yaca, 3 yaca 1 2 yaca. CkopocTTa u cTeneHTa Ha afcopOLUMATa Ha aMITOIMITHH, BaJCApTaH H
XHAPOXJIOPOTHA3KA NpH amnoaummiH/Bancaptal/HCT ca ¢cpinyTe, KAKTO MPH IPHIATAHETO HM
CaMOCTOSTEITHO.

AMIIOAHITHH

Abcopbyun

Cren nepopainHo NpHIoKEeHHe Ha TepalleBTHYHA J03a aMJIOAHITHH, THKOBA MIa3MEHa KOHIIEHTPALHs
Ce JOCTHTa 3a 6-12 gaca. AGcomoTHaTa OHOHATHUYHOCT € Mexkay 64% 1 80%. BroHaMUHOCTTa Ha
aMJIOJIMITHH He Ce MOBIHABA OT MpHeMa Ha XpaHa.

Pasnpedenenue
ObembT Ha pasnpesencuue € npubmmuTeaHo 21 kg, In vitro npoyusanys ¢ aMIOTUIMH [IOKA3BAT, Ye

NpUONH3UTENHO 97,5% OT HUPKYAMPAILOTO IEKAPCTBO C& CBBP3BA C IUIA3MEHHTE [IPOTEHHH.

buompancdopmayus
AMJTOHITMH Ce MeTabomi3ipa OCHOBHO (pHOMU3uTeHo 90%) B 4epHus Npod A0 HEAKTHBHU
METabOIUTH.

Erumunupane
EnuMyHHpaHETO Ha aMIOAWTIHH OT IUTa3MaTta € Gudazno ¢ TEPMHHATIEH MOTYKHBOT HA SITHMHAHHPAHE
npubnusHTenHo 30 g0 50 yaca. CraupoHApHH IUTa3MEHH HHBA Ce AOCTHTAT ClIe IPOXBDKHTENCH IIPHEM

3a 7-8 gHu. 10% ot opHrAHATHHA aMIOMHITHH B 60% OT HETOBHTE METAOONUTH C& EKCKPETHPAT C
YPHHATA.

BancapraH

Abcopbyun

Cnea nepopaiHo NPpHIOKEHNE Ha BAJICAPTAH [THKOBHMTE IUIA3MEHHM KOHLIEHTPALHH C€ OCTHIAT 3a

2-4 yaca. Cpennara abcomoTHa GuoHanuYHOCT € 23%. XpaHaTa HaMaIABa €KCIO3UIMATA
(ompenenena upes AUC) ra Bancapran ¢ okono 40% 1 nuKoBarTa ryiasMeHa KOHIEHTpamus (Cpax) €
ok0s10 50%, BBIpeKH Topa OKoJIO 8 yaca ciiel pHeMa TUTA3MEHHTE KOHIIEHTPALHH Ha BajICapTaH ca
MOoN00HM B IPYIIHTE NPHUEMAIM JIEKAPCTBOTO C/IE] HAXpaHBaHe M Ha rnagHo. Tasu penykims va AUC,
0Daue HE Ce CHITPTCTBA OT KJIWHHYHO 3HAYMMA PEAYKLMA Ha TEPATEBTHYHHSA €(PeKT M 110 TA3H
NpHYKMHA BaJICapTaH MOKE Ja CE IIPAEMa Ha TIIaJHO WK Clie HaXpaHBaHe.

Pasnpegenenue

CraumoHapausT 06eM Ha pa3npeencHie Ha BAICAPTAH ¢/ic] HHTPABEHO3HO MPHIOKEHHE € OKOJIO
1’7 turpa, X0eTO MoKa3ka, Ye BajicapTaH HE Ce pasmpenens IMPOKO B ThKaHuTe. Bancapran ce
CBBP3Ba BbB BUCOKA CTENEH ChC CEPYMHUTE NPOoTenHH (94-97%), 0CHOBHO CHC CEPYMHHA aNOyMHH.

buomparncghopmayus

BancapraH He ce meTaGo/TH3Hpa BBB BUCOKA CTENEH, THi KaTO CaMo 0KoJIo 20% of
YCTaHOBABA MO (opmata Ha MeTabonuTh. B mnasmara e ycTanosen XHIPOKC
KOHUeHTpalmH (o-Manko oT 10% AUC Ha Bancapran). To3H MeTabomHT e @
HEAKTHBEH.




Enumunupane

Bancapras noka3ssa My TTHEKCTIOHEHIMATHA KMHETHKA Ha pasnaf (ti <1 9ac | tys okomo 9 yaca).
BancapraH ce enumuanpa ocHOBHO ¢ dierieca (okoiio 83% ot n03ata) u ypuHara (okomno 13% ot
103aTa), OCHOBHO KATO HENIPOMEHEHO cheAuHeHHe, Clie]] HHTPaBeHO3HO NPHIOKEHHE TIA3MEHHUS
KIHMPBHC HA BancapTaH ¢ nmpubausurenno 2 /h, a 6x6peynms xmupeHe e 0,62 1h (oxono 30% ot
obmma kinuprHE). [Tony:kHBOTLT Ha BancapTaH € 6 yaca.

XUAPOXJIOPOTHAZK]Y
Abcopbyus

AbcopbuMaTa Ha XHAPOXIOPOTHAsH el NiepopateH npueM ¢ 6bp3a (Tnax 0K0I0 2 gaca).
YeenuuasateTo Ha cpennara AUC e NMMHEHHO M € MPOIOPIMOHAIHO Ha 103aTa B TEpaNeBTHYHHS
JHAMA30H.

EdexrsT Ha XpanaTa supxy a0copOuusaTa Ha XMAPOXIOPOTHA3H, aKO UMa TAKLB, IMa MajKa
KIHHHYHA 3HAYHMOCT. AGCOMOTHATA OHOHATHYMHOCT Ha XMAPOXIOPOTHA3H CIIEA [IEPOPAJTHO
npmriacxkerue e 70%.

Paznpedenenue

IlpuBuaHUAT 00eM Ha pasnpenenenue € 4-8 I/kg. LIMpKyIMpaIMAT XHAPOXJIOPOTHA3H] € CBBP3aH ChC
cepyMHHTe npoTerHH (40-70%), npeauMHO Cbe cepyMHus aTOYMHH. XuapOXJIOPOTHAZH CBIIO TAKA
KyMyJIHp2a B €pPHTPOLIUTHTE NPUOMNIHTEHO 3 ITETH [TOBEYE, OTKOJAKOTO B [1a3MaTa.

buompanchopmanuus
XHIpOXTIOPOTHAIKA C€ €TAMHHHIPA TPEJUMHO KATO HEMPOMEHEHO BEILIECTBO.

Ernumunupane
XUAPOXJIOPOTHA3H, Ce eTHMHHHMPA OT I1a3MAaTa ¢ BPEME HA NOIYKHBOT cpeaHo 6 no 15 9aca B

KpaiiHaTa (pa3a Ha eTAMUHApaHe. HamMa MpoMsiHa B KMHETHKATA HA XMAPOXJIOPOTHAIHMA NPH
MHOTOKpaTHO NpHIarase, a KyMYJ/IHpaHeTO € MHHMMAJTHO IIPH NPUWIOKEHHE BEAHBXK JHeBHO. Han
95% ot abcopbupanaTa 103a ce eKCKpeTHpa KaTo HEMPOMEHEHO BEIECTBO B ypuHaTa. BrGpednusT
KIMPBHC CE CBCTOM OT NacHBHa GunTpaums ¥ axTHBHA cexpenns B OnOpeurnTe TyOym,

CreLMaIHH TTOTTYJIaLMH
lleouampuvnu nayuenmu (Ha 8v3pacm nod 18 20dunu)

HsaMa ¢apMakoKHHETHYHY AaHHH [P NEIHATPHYHATA TIOMyJIALUA.

Hayuenmu ¢ cmapuecka sb3pacm (na ev3pacm 635 200unu utu noseye)

Bpemero 3a 10CTHraHe Ha ITHKOBA IUIa3MeHa KOHIIEHTPAIMA Ha AMJIO/IUITHH € CXOIHO NPH MJIaH
NAalHMEHTH H ITPH NAlHEHTH B CTapyecKa Bu3pacT. UMa TeHIeHIMA MPH MALMCHTHTE B CTapyecKa
BB3PACT KIMPBHCA Ha aMJIONHUITHH Ja HaMalaea, KOeTO BOJM A0 NOKAaYBaHe Ha IVIONITA O/ KpHBaTa
(AUC) u nomyxuBota Ha emiMuuupane. Cpeanara cuctemsa AUC 3a BancapTtaH e Mo-BHCOKa ChC
70% npH MaLMEHTH B CTapyecKa Bh3PacT B CPABHEHHE ¢ HO-MIAJH TALMEHTH, [TOPaJi Ta3H MPHYHMHA €
He00X0AMMO BHUMAaHHUE IPH TIOBUIIIABAHE HA J03aTA.

CucreMHara CKCITO3HIHA Ha BancapTaH € JICKO IMOBHLICHA IPH NAalTHEHTUTE B CTapyecKa Bp3pacT B
CPAaBHCHHE C MJIAJHTEC MALTHCHTH, HO TORA HAMA HHKAKBO KJIHHHYHO 3HAYCHHE.

Orpaﬂuqem{ AAHHU IpeAnonarar, 4e CUCTCMHUAT KIHMPBHHC Ha XHAPOXOTOPOTHAZN] € HAMAJICH 1T
IMAaOHCHTH B CTap4ecKa BH3PacT, 3ApaBH HIH C XHICPTOHHA, B CPpaBHCHHE ¢ MJIAJIH TO

Twit KaTO TPHTE BellleCTBa C€ MOHACAT €AHAKBO A00pe KakTO OT NO-MJIafMTE Tia
NanMCHTHTE B CTAPYECKa BBh3PACT Ce NpeopbyBa HOPMATHA CXeMa Ha NpHIarad

.....



bvbpeunc vepexcoane
DapMaKOKHHETHKATA HAa aMIOAMIHH He C¢ [TOBIMABA 3HAYMMO TIPH HapymneHue Ha 6hOpeuHaTa

¢pynkuns. Kakro ce ouakpa 3a BeIECTBO, YHHTO 60peueH KIHPHHC € caMo 0KoJo 30% oT obLuws
IIa3MEH KWIHPBHC, He ¢e Ha0moaea Kopenaus Mexxay 060peyHaTa QYHKIMA H CHCTEMHATA
€KCIIO3HLIHA KbM BaJICapTaH.

[Topaau Tasu NpHYHHA HALHEHTHTE C JIEKO J0 YMEPEHO GBOPeHHO YBpEKIaHe MOrar /ia IpHeMar
oDHuaiiHaTa HavanHa o3a (Bx. Touka 4.2 u 4.4).

[Ipu Hanmyue Ha 6606peyHo YBpeXkaaHe CpeqHUTE MUKoBH 1aMend HuBa H AUC Ha
XHAPOXIIOPOTHA3H/ Ca MOBHIIIEHH, A CKOPOCTTa Ha €KCKPELHA B YPHHAaTa € HamanieHa. [Ipy nanuenTH
C IeKO 110 yMepeHo 6u0peuno yepeskaane ce Habmonasa TpukpaTHO nmoBHineHHe Ha AUC na
XUApOoXaopoTHadua. 1ipy nammenTiTe ¢ Teskko OBEOpeuHo yBpexaaHe ce HabmonaBa 8-KpaTHo
nopumieHHe Ha AUC. J{unepam HCT e nporuBomnokasad npH Narl@eHTH ¢ TeXKKO Ob0pedHo
YBPEXKAAHE, aHyPHA WIH Ha Juanu3a (BxK. Touka 4.3).

Heprnodpobro yvepexcoane

HayM4HH ¢a MHOTO OrpaHMYeHH JaHHH 38 TPHIIOKEHHETO Ha aMJIOJHIIMH IPH NALTHEHTH ¢
4epHOAPOOHO yBpexkaaHe. [laimenTUTe ¢ YepHOAPOOHO YBpEKAaHE HMAT HAMAJIEH KJIMPEHC HA
aMJIOAHIIHH ¢ riocneasaino nokaueane Ha AUC e npubnuzurenno 40-60%. Ilpu naimeHTH ¢ 1€KO A0
YMCPEHO XPOHHYIHO Ye€pHOApOoOHO 3ab011BaHe eKCMO3UIIMATA KBM BaJICapTaH (OnpeaesieHa ypes
crouHoCcTHTe HA AUC) € Ba MbTH NO-BHCOKA OT YCTAHOBEHATA IPH 3APABU J0OPOBOILH (TPpyIHpaHH
10 BB3PACT, IMON U Terno). [lopanu pancapranosara kommnonenta, Junepam HCT e nporusonokasau
NpH INALAEHTH C YepHOAPOOHO yBpexkAaHe (BK. ToukH 4.2 1 4.3).

5.3 IIpeakIEHEAYHE JAHHH 3a 0€30NACHOCT

AMITOIHIHE/BaJICAPTaH/XHAPOXJIOPOTHAZH]T

B pepuua NpeAKTHHAYHE NPOYYBAHHA 33 G€30MaCHOCT ¢ AMIOOUITHH, BaJICapTaH, XHAPOXJIOPOTHA3H,
BaJICApPTaH/XMAPOXJIOPOTHA3H, AaMJIOAHITHH/BATICAPTAH H aMJIO THITHH/BaJICApTaH/ XUAPOXJIOPOTHA3HA
(Iunepam HCT), npoBeaexu nmpu pasiHYHM >KHBOTHHCKH BHAOBE, JIMIICBAT JOKA3ATEIICTBA 3a
CHCTeMHa WJIH OpraHHa TOKCHYHOCT, KOMTO Ja OKKAT HETaTHBHO BJIMAHHE BHPXY KIHHHYHATA
ynorpeba na JJumepam HCT npu xopa.

[IpeaxmuHuYHK NpoyYBaHuA 33 6e30MacHOCT ¢ AIPOABLKUTENHOCT A0 13 ceamuuy ca MPOBEACHH C
AMJIOTATIHH/BaJICAPTAH/XUAPOXIOPOTHAZH IIPH IUTEXOBE. KOMBHHAIMAETA BOIH JO OYAKBAHO
MOHMKCHHE HA MOKA3aTEIHTE Ha YPEBHATA KPBBHA PEAKila {SpHTPOINTH, XeMOITIOOHMH, XeMaTOKPHT U
PETHKYJIOIIMTH), NOBMINABAHE HAa CEPYMHATA yped, IOBHIIABAHE HA CEPYMHHA KPCaTHHUH,
NOBHIIABAHE HA CEPYMHUSA KaJIHH, IOKCTarioMepyJapHa xumnepruiasua B 6n0pexa i pokamHu epo3UH B
ANE3ACTHA CTOMAX NPH ILTLX0BE. BCHYKH Te3H npoMeHH ca 00paTHMHU criel 4-CeAMHYCH
BB3CTAHOBHTE/ICH MEPHOJ H C€ CMATA, Y€ €A B C/IC/ICTBAE arpaBHpaHe Ha (apMaKkOIOTHUHHTE €(PEeKTH.

KombunauuaTa amioaqnnus/Bancapras/XuIpoXJIOpOTHA3HI HE € H3C/IEeBaHa 33 TCHOTOKCHYHOCT H
KaHUEePOr€HHOCT, ThH KaTo JIMIICBAT A0KA3aTEICTBA 3a HAKAKBO B3aHMOACHCTBHE MEXKAY OTAE/THUTE
BEINECTBA, KOMTO Ca OTZABHA Ha Ia3apa. AMIIOJMITHH, BaJICAPTaH H XHAPOXJIOPOTHA3H] Ca
H3CJCABAHH IOOTACIIHO 33 TEHOTOKCHYHOCT H KAHUEPOTeHHOCT ¢ HETATUBHH Pe3YJITATH.

AMIOAUTIHH
Penpodyxmuena moxcuyrnocm

NpHOIK3HTENHO S0 THTH MO-BUCOKH OT MAKCHMAJIHMTE MPENOPHYHTEHH A03H
Ha 6a3a mg/kg.




Hapyuenua eve hepmwiumema

HsiMa edexT BEpXY (epTHIMTETA HA IUTBXOBE, TPETUPAHHU C AMIIOIHIIHH (MBXKH - 64 THH H JKEeHCKH -
14 nun npean yndrocsare) B no3u Ao 10 mg/kg/nen (8 mpTH* MakCHMaNHATa PENOPBLUMTENHA 1034
3a Xopa oT 10 mg, uzuncnena Ha 6aza mg/m?). B apyro npoy4usaHe npu MIEX0BE, MPH KOETO MBXKKH
[LTbXOBE Ca TPETHPAHM ¢ aMIoAMNHMHOB Oe3mnat 30 aHM, ¢ 7034 CPaBHUMA ¢ AO3aTA IPH X0pa,
H3uMciIeHa Ha 6a3a mg/kg, ca yCTaHOBEHH MOHMKEHH IJIA3MEHH HHBA Ha (DONHKYIOCTHMYIHMPAIL]
XOPMOH H T€CTOCTEPOH, KaKTO M [HOHW)XKaBaHE Ha IUTBTHOCTTA HA CriepMaTa H Opod Ha 3peu
CTICPMATHIH U CEPTOITHCBH KICTKH.

Kanyepoezenesza, mymazenesa

Hama naHHH 3a KaHIIEpPOreHHOCT TIPH ILTHXOBE M MHILKH, TPETHPAHH ABE FOJHHH C aMJIOIUIIMH B
XpaHaTa B KOHLUCHTPAllHH, H3YHCJICHH JJa OCUTYPAT JHEeBHH J030BU HMBa oT 0,5, 1,25 1 2,5 mg/kg/nen.
Haii-eHcokara mo3a (npu MUKy — 61m3Ka 10, a [PH IUTHX0BE — ABa IIETH* NMO-BHCOKA OT
MAKCHMaJIHaTa NpenopbyYHuTe/THa KIHHHYHA 1033 oT 10 mg, u3uHcaeHa 3a mg/m?) ¢ 6una 6auska 10
MaKCHMATHO JOITYCTHMATA 034 3a MHUILKH, HO HE M 34 IUTBXOBE,

ITpoyuBaHHA 32 MyTareHHOCT He MOKAa3BaT JICKAPCTBEHO-00yCIOBeHH e¢eKTH HHTO Ha FeHHO, HUTO HA
XPOMO30MHO HHMEO.

* H3YMClIeHa 3a naleHTH ¢ Terno 50 kg

Bancapran

HexIHHHMYHUTE JaHHH HE TTOKa3BaT 0COOEH PUCK 3a XOpa Ha 6a3aTa Ha KOHBCHI[HOHAJIHHTE
¢papmakoornuHK npoyyBaHus 3a 6€30MaCHOCT, TOKCHYHOCT NIPH MHOTOKPATHO NPWIATaHE,
T€HOTOKCHYHOCT, KAHIIEPOTCHEH NOTEHUMAN, PETIPOXYKTHBHA TOKCMYHOCT U TOKCHYHOCT 3a
Pa3BHTHETO.

[Ipy nIBXOBE TOKCHYHMTE JO3M 3a MaitkaTa (600 mg/kg/neH) no BpeMe Ha MOCIEXHHATE JTHH OT
OpeMeHHOCTTa M NEpHOAA HA JIAKTALMA Ca AOBEJTH JI0 IT0-HACKA CTEIEH Ha NPEXHBAEMOCT, N0-¢1abo
HaJlaBaHe Ha TETJIO M 3a0aBeHO pa3BHTHE (OTAEIAHE HA YIHHATA MHAA H OTBApSAHE HA CIIYXOBHA
KaHaJl) Ha MOKOJICHHETO (BXK. Touka 4.6). Te3n no3u npu rurexose {600 mg/kg/neH) npeacTaBiIsBaT
npubIH3uTeIHO 18 IThTH MakcHMasiHaTa IpeNnophLYHTEIIHA 7032 TIPH Xopa Ha 6aszaTa Ha mg/m’
(M3uKCICHHATA Ce OTHACAT 3a IIepopaiHa 103a 320 mg/nen u naumext ¢ Termo 60 kg).

Ilpx npeAKIIMHAYHATE ITPOYYBAHHA 3a 0€30I1aCHOCT BUCOKH J03H Bajicaptal (200 mo 600 mg/kg
TEJIECHO TETJIO) MPEAU3BHAKBAT NPY ILTEXOBE HAMANIIBAHE HA NAPAMETPUTE HA YUSPBEHHUTE KPHBHH
KJIETKH (€PMTPOLIUTH, XeMOIIOOHH, XeMAaTOKPHT) H IIPHYHMHSABAT IPOMeHH B OE0peuHaTa
XCMOJIHHAMHKA (JIEKO [I0BHIIIaBaHE Ha ypesATa B KPBBTa, OBOpevuHa TyOyJIHA XUMepIUIa3ua U
basodunus npu Mexkure). Teau nosu npu mrexose (200 a0 600 mg/kg/neH) npeacTapaaBar
npHOaH3UTENHO 6 U 18 ITFTH MakCHMATHATA NIPENOPEUATEIHA 2032 NPH Xopa Ha 6a3ara Ha mg/m?
(M3YHCNIEHHATA C€ OTHACAT 3a MepopanHa 103a 320 mg/naeH M nauHeHT ¢ terno 60 kg).

[Ips MapMO3€TKH B CpaBHHMH AO3H IIPOMEHHUTE ¢a NOA00HH, HO O-TEXKKH, 0cobeH0 B ObOpenuTe,
KBbAETO MPOMEHHUTE C€ PA3BHBAT N0 He(PPOMATHA, BKIIIOUBAINA OBHILIEHHE HA YPEATA U KPEATHHUHA B
KPBBTA.

Ha6monaea ce cpmo xunepTpodus Ha GEGPEUHHTE IOKCTAMIOMEPYJIHE KJICTKH H IIPH /{BaTa BH/IA.
Cuura ce, 4e BCHYKHM NPOMEHH C€ ABJDKAT HA HapMaKoIOTHYHOTO AEHCTBHE Ha BAJICAPTAH, KOETO
BOJH 0 [IPOBJDKHTEHA XHITOTOHHA Oco0eHO pH Mapmo3setuTe. H3rnexaa, de TepaneBTHYHATA /1034
Ha BaJICapTaH NPH XOpa HE € CEhp3aHa ¢ XUIepTpodusa Ha OBOPEUHHTE IOKCTArJIOMEPYJIHH KJICTKH.

6. PAPMAINEBTHYHH JAHHH




6.1 ChnHcbK HAa DIOMOUIHHTE BellecTBA

Aunepam HCT S mg/160 mg/12,5 mg puamupann radieTkn

CaplieBMHA HA TaOJIETKUTE

Llenyno3a, MUKpOKpPHCTATHA
KpocnoBuaoH (tumn A)

CunuumeB JHOKCHI, KOJIOWAEH O0e3BOAEH
Marnesues creapar

Ilokputue

Xurnpomernosa (tun 2910)
TuranoB auokcua (E171)
Makporon 4000

Tank

JAunepam HCT 10 mg/160 mg/12,5 mg puimupann TabieTkn

CopueBuHa Ha Tabnerkara

Ilenyno3a, MUKpOKpHCTATHA
KpocnosuaoH (tum A)

CununmeB ITHOKCHI, KOJoUuaeH 6e3BoaeH
Marne3ueB cTeapat

IlokpurHe
Xunpomenosa (tun 2910)

Makporon 4000
Tank

Turanos auokcua (E171)
XKenesen okcuna, xwiar (E172)
Xenesen okcua, yepseH (E172)




6.2 HecbBMECTHMOCTH

Henpunoxumo.

6.3 Cpok Ha rogaocT

2 roguHHU

6.4 Cpnennajanu yc/J10BHS HAa CbXpaHEHHE

Ha ce cpxpansBa noj 30°C
Jla ce cexpaHsBa B OpUrMHAJIHATA OTIAKOBKA, 3a J1a C€ MpeJInasy OT BJiara.

6.5 BuHIH chABbpKaAHHE HA ONAKOBKATA

PVC/PVDC-Alu 6aucrepm.
Bunose onakosku: 14, 28, 30, 56, 60, 90, 98 wiu 100 duiMupanu TableTKH.
['pynoBu onakoBku ot 280 Tabnetku, Bkmousaiuy 20 onakoBKHM, BCAKa ChbpiKalia o 14 tabnerkw.

PVC/PVDC-Alu nepdopupanu eqH0a030BH GaMCTEpH:
Bunose onakosku: 28x1, 56x1, 98x1 unu 280x1 duimupanu TabineTku
['pynoBu onakosku ot 280 Tabnerku, BKIOYBalM 4 ONaKOBKH, BCAKA Chabpxkaiia 70x1 TabneTku.

He BcHukM BHIOBE ONMAaKOBKH MOrar ja Ob1ar MmycHaTH B poaaxo6a.
6.6 ChnennanHu npeaNasHH MEePKH NPH H3XBLpJsiHe H paboTa

Heunsnosi3BaHusAT JieKapcTBEH MPOIYKT MJIH OTMAAbYHHTE MaTEPHAIM OT HEro TPAOBa J1a ce U3XBBPJIAT
B ChOTBETCTBHE C MECTHUTE M3HCKBaHMA.

7.  IIPUTEEXATEJI HA PASPEIIEHUETO 3A YIIOTPEBA

Sandoz d.d.
Verovskova 57
1000 Ljubljana
CnoBeHus

8. HOMEP(A) HA PABPEIIEHHUETO 3A YIIOTPEBA

Hunepam HCT 5 mg/160 mg/12,5 mg Per. Homep: 20190192
Hunepam HCT 10 mg/160 mg/12,5 mg Per. nomep: 20190193
Hunepam HCT 10 mg/160 mg/25 mg Per. Homep: 20190194
Hunepam HCT 10 mg/320 mg/25 mg Per. Homep: 20230114

9. JATA HA ITBPBO PA3PEIIABAHE/TIOJJHOBSBAHE HA PA3PE
YIIOTPEBA

Jara Ha mepBO pa3pewaBane: 02/09/2019



Hara Ha mbpBo paspeirabane 3a Junepam HCT 10 mg/320 mg/25 mg: 09/06/2023
Jlara Ha moCIeqHO TogHOBABAHE:

10. JATA HA AKTYAJIM3UPAHE HA TEKCTA

08/2023




