KPATKA XAPAKTEPUCTUKA HA IMTPOAYKTA

1. UME HA JIEKAPCTBEHUSA IMTPOAYKT

W3INbJIHUTENHA Al ERUMS fiG JicKAPCTRA .
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2. KAYECTBEH U KOJIMYECTBEH CbCTAB

A3zbouma HCT 5 mg/160 mg/12,5 mg ¢punmupanu TabieTku

Beska puimupana Tabnerka cbabpka 5 mg amioaunul (amlodipine) kaTo aMaoauMnuHOB Oe3unar,
(as amlodipine besilate), 160 mg Bancapran (valsartan) u 12,5 mg xuapoxyioporHasua
(hydrochlorothiazide).

A36uma HCT 10 mg/160 mg/12.5 mg dunmupanu TabaeTku

Bceska ¢punmupana tabnerka chaspxka 10 mg amnoaumus (amlodipine) karo amnoaunuHoB 6e3unar,
(as amlodipine besilate), 160 mg Bancapras (valsartan) u 12,5 mg XuaApoXJIOpoTHA3M
(hydrochlorothiazide).

3a MbJIHUS CIIUCHK Ha MOMOLIIHUTE BELLECTBA BUKTE TOYKA 6.1.

3. JIEKAPCTBEHA ®OPMA

dunamupana tabnerka.

A36ouma HCT 5 mg/160 mg/12.5 mg dunmupanmn TabneTku
benu, oBasiHK, IBOMHO H3NMbKHAIM (pUIMHUpaHH TaONeTKH, ¢ BIbOHATO penedHo o3HaueHue “LLL” ot
€/lHaTa CTpaHa W IV1aJIKH OT Jpyrata, ¢ HOMHHaJIHA Ab/DKHHA 15,3 mm ¥ HOMMHAaNIHA 1MpKHa 6,2 mm.

A3z6uma HCT 10 mg/160 mg/12.5 mg dunmupanu TabneTku

bnenoxmwaTH, oBanHKU, NBOHHO U3NMbKHANM GHIMHUpaHH TablieTKH, ¢ BUTEOHATO penedHO 03HaYEHHE
“HLL” ot eaHara cTpaHa M IJ1aJiki OT JApyraTta, ¢ HOMHHAJIHA Jb/DkHHa 15,3 mm ¥ HOMUHaAIHA
lMpyHa 6,2 mm.

4. KJIMHHUYHHU JAHHH
4.1 TepaneBTHYHH NOKA3AHHA

JleueHHe Ha eCeHLHAIHA XHIIEPTOHUS KaTO 3aMEeCTHTE/IHA TEPANMs NMPH Bb3PACTHH MALMEHTH, MPH
KOMUTO € MOCTUIHAT 3a/10BOJIMTEJIEH KOHTPOJI BbPXY apTEPHAIHOTO HaJIsraHe ¢ KoMOMHalMATa
aMJIOJIMITHH, BaJicapTaH W XuapoxJjopotvasual (HCT), npunaranu Kato Tpu OT/1€/1HH JIEKAPCTBEHH
(opmu MK KaTO (PUKCHpaHa NBOHHA KOMOMHALMA M OTJIETHA JieKapcTBeHa GopMa. e
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[Ipeau na npeMHHaT Ha JevyeHue ¢ A36uma HCT naumenture TpadBa na 6baaT Ha PUKCHPAHH JO3H OT
CHOTBETHHTE MOHOKOMIIOHEHTH, KOWTO MPHEMAT Nno cbuloTo BpeMe. Jlozara Ha A3buma HCT ce
onpenens Ha 6a3a KO3UTE HA OTAENHHTE KOMIIOHEHTH OT KOMOHHALIMATA B MOMEHTA Ha
NPEMHHABAHETO.

MakcuMansata npenopsueata ao3a Azouma HCT e 10 mg/320 mg/25 mg.

Cneyuannu nonyaayuu

bvbpeuno yepexcoane

IMopann xuapoxnopoTHasHaHaTa KoMnoHenra A3buma HCT e npoTHBonokasaH rmpH NauMeHTH ©
aHypHs (BXK. TOMKA 4.3) ¥ nNpH NALMEHTH ¢ TEXKO OBOpeuHO yBpexaaHe (CKOPOCT Ha IJIOMepYyJIHa
¢urrpanma (GFR) <30 ml/min/1,73 m?) (Bx. Touku 4.3, 4.4 u 5.2).

He ce Hanara Kopekiua Ha HayaJiHaTa [103a MPH NalMEHTH ¢ JIEKO 10 YMepeHo 0u0peuHo yBpexaaHe
(BkK. Touxu 4.4 1 5.2).

Heproopobno yepesxcoane

ITopann BancapraHopara koMnoHeHta A36uMa HCT e nporuBonokasaH npu nalMeHTH ¢ TeXKO
yepHOAPOOHO yBpexaaHe (BxK. Touka 4.3). IIpn nauMeHTH ¢ 1€K0 RO YMEPEHO YepHOAPOOHO
yBpexkaaHe 0e3 xonecrasa, MaKCHUMaJlHaTa NpenopbuBaHa fo3a pancaptal € 80 mg u nopagu tasu
npuuuHa A3buma HCT He e noaxoasuy npu Tasu rpyna nauMeHTH (Bx. Touku 4.3, 4.4 n 5.2).
[Ipenopbku 3a K03aTa Ha aMJIOAMIIMH TIPH MALMEHTH C JIEKO KO YMEPEHO Y€pHOAPOOHO YBpEXKIaHE He
ca ycTaHOBEHH. [IpH npeMHHaBaHe HA NMOJXOASIIM MALIMEHTH ¢ XHNICPTOHMUA (BXK. Touka 4.]1) U
yepHOAPOOHO yBpexaaHe kbM nedcHue ¢ A36uma HCT, Tpabsa na ce u3nonspa Hail-HHCKATAa HATTHYHA
J034 aMJIOJUIIHH,

Cwupoeuna nedocmamvynocm u koporapra borecm na cvpyemo

CruiecTByBa OrpaHHueH onMt ¢ ynorpebara Ha A3buma HCT, ocobeHO B MAKCHMAITHH 103H, NpH
NALHEHTH ChC ChpACUYHA HEAOCTATHYHOCT H KOpoHapHa 6onecr Ha cbpuero. [Ipenopbusa ce
MOBHIIEHO BHHUMAHME NMPH NalHEHTH CbC ChPAEUHA HEAOCTATHYHOCT ¥ KOpOoHapHa 6oMecT Ha ChpLETO,
ocoOeHO MpH npunaraHe Ha MakxcuManHaTa nosa Az6uma HCT 10 mg/320 mg/25 mg.

Hayuenmu 8 cmapuecka eb3pacm (Ha év3pacm 65 200unu u nogeve)

[Ipenopbea ce MOBUILIEHO BHHMAHHE, BKIAKOYHTENHO NO-YECTO MOHHTOPHpaHe Ha apTEPHATTHOTO
HanaraHe, npH NMaLMeHTH B CTAPYECKA BB3pacT, 0COOEHO NpH NpHIaraHe Ha MakCHMAasnHaTa R03a
Az6uma HCT 10 mg/320 mg/25 mg, Thii KaTO AaHHHTE 32 ynioTpeba NpH Ta3W NaLHEHTCKA NoMnynalus
ca orpaHHyeHH. [IpH npemMurHaBpaHe Ha NOAXOAALIH MALMEHTH C XHNEPTOHHUA (BXK. Touka 4.1) KM
nedenne ¢ A36uma HCT, TpabBa a ce H3non3esa Hal-HHUCKaTa HAJIMYHA 033 aMJIOAUITHH.

[Teouampuuna nonyrayus
HsMa cproTBeTHO npwioxkeHHe Ha A3buMa HCT B nepuaTpyvnaTa nomynauds (NaLUMEHTH HA BE3PacT
noA 18 roanHK) 3a NOKa3aHHUETO JICYEHHE HAa CCEHLMATHA XUTICPTOHHA.

HayuH Ha NMpUnoXKeHHe
[lepopanuo NpHWIOKEHHE

Asbuma HCT moxe aa ce npuema ¢ wiH 6e3 xpaHa.
Tabnerkure Tpadsa aa ce NOrABLIAT LUEMH C MAJIKO KOJIMYECTBO BOJAA, MO €AHO U Chb
JIeH, 38 MPEeANOYHTAHE CYTPHH.




4.3 IOporHBONOKA3AHHSA

- CBpBXYYBCTBHTEIHOCT KbM aKTUBHHMTE BELECTBA, APYTH CYNPOHAMUAHH NPOU3BOIHH,

OUXHAPONHPHANHOBH NMPOH3BOAHH HWIH KbM HAKOE OT NOMOUIHHTE BEIIECTBa, H30POEeHH B
TOYKa 6.1,

- Bropu v Tpeth TpEMecTHp Ha OpeMEHHOCTTA (BX. TOUKH 4.4 1 4.6).
- YepuoapoOHo yepexaaHe, OwiHapHa LHpO3a WIH X0JIecTasa.
- Texxo 61u6peuno yspeaaane (GFR <30 ml/min/1,73 m?), aHypHs M NpH NauHEHTH HA JHATK3A.

- EanoepemeHHaTa ynotpeba Ha A3buma HCT ¢ anHCKHpeH-ChIbprKalliv MPOAYKTH €
MPOTHBOINIOKA38HA MPH NALMEHTH Che 3axapeH Auader wau 6u0peuHo yspexaaHe (GFR
<60 ml/min/1,73 m?) (Bx. Toukn 4.5 u 5.1).

- PedpakTopHa XHIIOKATHEMHSA, XHITOHATPHEMHA, XHTIIEPKANIIHEMKHA H CHMNMTOMATHYHA
XMIICPYPHKEMHA.

- Texka XUNOTOHUA.
- Lok (BKmOYHTENTHO KAPAHOTEHEH IIOK).

- O6CTpyKLMA Ha M3X0/1a Ha J1ABa kaMepa (Hanp. XuneprpoduyuHa oOCTpYKTHBHA
KapAMOMHUONATUS U BUCOKOCTENEHHA a0PTHA CTEHO34a).

- XeMOaHHAMHYHO HecTaOWIHaA ChpAeYHA HEJOCTATHYHOCT CNIEl OCTBP MMOKApIEH UHGAPKT.

44 ChnennaJHy npeaynpexaeHns H NpeANa3HE MEPKH nNpy ynotpeba

Be3onacHocTTa M €(h)MKACHOCTTA HA AMJIOWNHH NPH XHREPTOHHYHA KPH3a HE ¢a YCTAHOBEHH.

IMauyeHTH ¢ HaTpHEeR- WHIH obemMeH AeHIHT
ExcuecHBHA XMIIOTOHHA, BKTIOMHUTEIHO OPTOCTATHYHA XMNOTOHMSA, ce Habmoaasa npu 1,7 % ot

NalMeHTHTE, JIEKYBAHH C MAKCHMAITHaTa A03a aMJIOIMITHH/ BAJICApTaH/XMAPOXJIOPOTHASH

(10 mg/320 mg/25 mg) cnpamo 1,8 % npu nauMeHTHTE Ha BancapTal/XHAPOXJIOPOTHAZHA

(320 mg/25 mg), 0,4% pu naumeHTHTe Ha amnoaunud/BancapraH (10 mg/320 mg) n 0,2 % npu
MALMEHTHTE HAa XUAPOXJIOpOTHA3H/aMnoaMiHH (25 mg/10 mg) B xoaa Ha KOHTPOJIHPAHO H3IIHTBAHE
MpH NalMEHTH ¢ YMEPEHa J0 TEXKAa, HEYCJIOKHEHA XHUTIEPTOHHA.

[Tpu nauneHTH ¢ HATPHER WWIH o6eMeH JeHUUT, NpHeMallld BUCOKH A03H AHYPETHLH € Bb3MOXKHO
J1a Bh3HHKHE CHMITTOMATHYHA XHIIOTOHHUA Cile]] 3ano4ypaHe Ha neueHuero ¢ A30umMa HCT. A3z0uma
HCT tpabea na ce npunara caMo cne/l KOPHrupaHe Ha NPEAIICCTBAL HATPHEB W/ HIH obeMeH

b (1110

Axko npH nederue ¢ A36uma HCT HacThnM eKCLECHBHA XMITOTOHHA, NALHEHTLT TpAOBa Aa 6bae
MOCTABEH B JIETHATIO MOJIOXKEHHE M NPH HEOOXOAHUMOCT 18 ¢€ NMPHJIOKH HHTPaBEHO3HA KHY3ms ¢
¢u3nonorydeH pasreop. JleueHHeTo MoXxe Aa 6bae NPOALDKEHO ClieA KaTo ce cTabHnH3Hpa
apTepHANHOTO HAJIAraHe.

IIpoMeHH B CEPYMHHTE €AEKTPOIHTH

Amnodunun/eancapman/xudpoxnopomuazuo
B xona Ha KOHTPOJIMPAHOTO KIIMHMYHO H3NIUTBAHE HA AMIIOJHIIMH/BASICAPTAH/ XHAPOXIOPOTHA3H NPH

MHOT'O OT NalHEHTHTE NPOTHBOMNONOXKHUTE eekTH Ha Bancaprand 320 mg U XuapoxJio
BbPXY HHBATa Ha CEPYMHHA Ka/IHH NOYTH Ce HeYTpalH3HpaT B3auMHO, [Tpu apyru n
HJIH APYTUAT edeKT MOXe Ja ZOMHHHUpA. [lepHoauyiHo, Ha MOAXOAALIM HHTEPBAIH
Aa ce M3CJIeABaT HHBATA Ha CEPYMHHTE €ICKTPOJIUTH C LI OTKPHBAHE Ha BB3MO
HApPYILUIEeHHA.




[lepuoanYHO H3CNeBaHE HA HUBATA HA CEPYMHHTE €JIEKTPOJIMTH, NO-CNELMANTHO Ha Kanud, Tpabsa 1a
ce MpOoBeXkAa Ha ONPEACICHH MHTEPBAJIH OT BpeMe C LI OTKPHBAHE HA Bh3MOXKHH EJIEKTPO/IHTHH
HapylueHHs, 0COOEHO NPH NaLMEHTH ¢ APYTH PUCKOBK dakTopH KaTo HapylleHa Ob0peuHa QyHKLHS,
JieyeHHE C APYTH JIEKAPCTBEHH NMPOAYKTH HIIM NMPeIX0Kaallia aHaMHe3a 3a €JIeKTPONHTHH HapylIeHH.

Bancapman
Exnospemennara ynotpeda ¢ kaiHeBH 100aBKH, KaNHA-CbXPAHABALLH AMYPETHLIM, 3aAMECTHTEH Ha

CONTa, ChAbpPIKALUINA KaTUH, UK APYTrH NEeKAPCTBEHH NMPOAYKTH, KOMTO OHUXa MOTIJIH Zia MOBULLIAT
HHBAaTA Ha Kanui (XenapuH U T.H.), He ce npenopbuBa. CTORHOCTHTE Ha KaNHA TpAOBa CHOTBETHO Aa
c€ MOHMTOpHpAT.

Xuopoxaopomuazug

Jleuenunero ¢ A3zbuma HCT 1pabsa aa ce 3anouHe caMo ciel KOpUrHpaHe Ha XHITOKATHEMHATA H
CBHITBTCTBALLATA XHITOMArHe3ueMHA. THa3HAHUTE AHYPETHLIM MOTaT Aa YCKOPSAT HOBA M0SBa Ha
XHIIOKATHEMHS UAH fa 000CTPAT MpeaecTBalla XunokaaueMus. Tuasuauute AMypeTuuu Tpadea na
ce MpUAarar ¢ NOBUILIEHO BHHMAHHUE IPU NTALIMEHTH, YHETO CHCTOSHHE € CBBP3aHO ChC MOBHILIEHA
3ary0a Ha KaJIuii, KaTo HanpumMep con rySemy HeponaTHH WM NPEPEHAIHO (KAapaAHOTEHHO)
yBpexaaHe Ha Op0peunara QyHkuns. AKO N0 BpeMe Ha TEPAITHA C XHAPOX/IOPOTHA3HA Ce pa3BHe
xunoxkanueMus, npueMsT Ha A30umMa HCT Tpabea 1a ce npeycraHoBH 10 cTaOHIHO Bb3CTAHOBABAHE
Ha OanaHca Ha Kayud.

TwazuaHuTe AMYpPEeTHLIH MOTAT Ja YCKOPAT HOBA MOSBA HA XMIIOHATPHEMHA H XHIIOXJIOpEMUYHA
anKano3a Wid aa o0ocTpAT npealuecTeaua xunonarpueMus. HabnonapaHa e XHIoHaTpHeMHuH,
CBHIIPOBOACHA OT HEBPOJIOIHYHA CHMITTOMATHKA (raficHE, NPOrPeCHBHA AC30PHEHTALNA, anaThs),
JleyeHHETO ¢ XUAPOXAOPOTHA3HAM TPaOBa Na ce 3anouBa ClIeA KOPUIHPaHE Ha NMpeaLIecTBaLa
XMIIOHAaTpHUeMHA. B ciryuaii Ha Texxka win 6bp30 pa3BUBALLA CE XMITOHATPHEMHA NO BPEME Ha
nevyenrero ¢ A3zbuma HCT, neuenuero Tpabea aa 6bae cnipaHo K0 HOpMANH3HpaHe Ha HUBATA Ha
HATpHSL.

BceudkH MaLMeHTH, NpUMeMallid THa3HIHH AXYPETHLM TPFOBa nepHoAHYHO Aa ObJaT NpocieAsBaHH 33
eNIeKTPOJIMTHH HapylleHHs, 0COO€HO Ha Kanud, HATpHA U MarHesus,

brbpeuno yBpexaaHe
TuazuaHUTE JHYPETHIH MOTaT [a YCKOPAT a30TEMHATA NMPH MalMEeHTH ¢ XPOHHYHO 6B0peyHo

3abonaeane. Koraro A36uma HCT ce npunara npun naugsieHTH ¢ 650peuHo yBpexaaHe, ce npenopnrusa
NEepHOAHYHO MPOCIEAIBaHe HA HUBATA HA CCPYMHHTE EJIEKTPOJIMTH (BKIIOYHTEIHO HA KAJIHR),
KPEaTHHHHA W NMHUKOYHATa KHMcenrHa. A36uma HCT e npoTHBONOKa3aH Npy MALMEHTH ¢ TEKKO
6B0peyHo yBpexxaaHe, aHypHA WIH NPOBEXAALIH Jranu3a (BK. To4ka 4.3).

He ce u3nckBa kopurupaHe Ha no3ara Ha A36uMa HCT npu nauueHTH ¢ nexo Ao ymepeHo 6n6peuno
yspexaade (GFR 230 ml/min/1,73 m?).

CreHo3a Ha 61.0peuHa aprepus

Asbuma HCT tpabra na ce npunara ¢ noBHLIEHO BHHMAHHE 348 JIEYEHHE HA XHITEPTOHHA TIPH
NALMEHTH ¢ €IHOCTPAHHA WK ABYCTPAHHA CTEHO3d Ha 6BbOpeUHHTE APTEPHH WIH NPYU CTEHO3A Ha
apTepus Ha eqHHCTBEeH OBOpeK, Thil KaTO NPH TAKHBA NALMEHTH MOXKE a ¢€ NOTYUH MOBHINIABAHE HA
ypeaTa B KPBBTa H CEPYMHHUS KPEAaTHHHH.




brbpeuna TpaHcILTaHTaNMA
JIo T03M MOMEHT HAMA HATPYTIAH ONMT NO OTHOLUEHHE Ha Oe3onacHaTa ynorpedba Ha

aMITOZIHITHH/ BAJICAPTAH/ XHAPOXJIOPOTHA3HA MPH MALHEHTH ChC CKOpOLIHA OBbOpeyHa TpaHCIUIaHTALHA.

YepHoapoOHO yBpexxaaHe
BancapraH OCHOBHO ¢¢ €JIMMHHUPA HENMPOMEHEH upe3 #TbuKaTa. [10Jy)KHBOTET HA AMJIOZIMITHH €

yab/DKeH, a croiiHocTHTe Ha AUC ca no-BHCOKH NpH NAltHEeHTH ¢ HapyllieHa YyepHoapoOHa ¢yHkums;
HE ¢a YCTAHOBEHH MpEeNnopbKH 3a o3ara. [IpH naumeHTH ¢ 1€KO 10 YMEPEHO YepHOAPOOHO yBpexaaHe
6e3 xonecTaza MaKCHMAIHATA MPENOPbYBaHa 1034 Bancapral ¢ 80 mg, cnenosarenHo Azdbuma HCT
HE € NOAXOMALL ITPH Ta3H rpyna naumeHTH (BXK. Touxky 4.2, 4.3 1 5.2).

AHruoenem
Cro0iuaBa ce 3a C/IyuaHd Ha AHTHOEAEM, BKITIOYMTENTHO OTOK Ha JIAPUHKCA W IMI0THCA, MPHUHHABALL

OOCTpYKIMA HA AMXATEIHUTE ITBTHILA W/WIK OTOK HA IMLIETO, YCTHUTE, (PapMHKCa W/ WK e3MKa NpH
nauMeHTH, NeKyBaHH ¢ BancapTad. HAkoM OT T€3H NaluMeHTH ca UMAJIH H NTPEIH TOBA AHTHOeNEM, MPH
fie4eHHe ¢ APYry NEKApCTBEHH MPOoAYKTH, BmounTenHo ACE nuxuburopu. Az6uma HCT 1pabsa na
ce crpe He3a0aBHO NpH MAlMEHTUTE, KOUTO NOMy4aT aHTHOeZIeM H He TpsaOBa Ja ce npuiara OTHOBO.

HHTECTHHANIEH AHTHOCAEM
3a HHTECTHHANEH aHrHOEAEM ce ChoOlIaBa NpH NalUeHTH, NeKyBaHH ¢ aHrHOoTeH3MH 11 peuenTtopHu

aHTaroHHCTH BajicapTak (BX. Toyka 4.8). Te3u naumeHTH HMaT KOpeMHa 00JKa, rajieHe, MOBPbLIAHE U
nuapua. CHMITTOMHTE OTUIYMSABAT /i€ MPEYCTAHOBABAHE HA aHTHOTEH3HH 1l peuenrropHuTe
AHTATOHHCTH. AKO € IHArHOCTHLIMpa HHTECTHHAJICH aHTHOEAEM, JIEUeHHETO ¢ BalcapTaH Tpabsa aa
Ce NpeyCTAHOBH H Jia Ce 3anovHe Moaxoadmo HabJoaeHHe A0 MHJIHOTO OTIIYMABaHE3 Ha
CHUMITTOMMTE.

ChpaeuHa HEAOCTATHYHOCT H KOPOHApHA GONecT Ha chPLETO/MOCTMHOKAPAEH HHbAPKT
Karto nocneauiia or HHXMOMpaHeTO Ha peHHH-EHMHOTEeH3IHH-ANA0CTePOHOBATA CHCTEMA TIPH

NpeApasNnoioKEHN NALMEHTH MOraT Aa e O4aKBaT npoMeHH B 6x0peuHaTa ¢yHkums. [Ipn naunenTn
C TeXKKa ChpAEYHA HEAOCTATBYHOCT, YKRATO ObOpeuna pyHkuua 61 MorJia 1a 3aBHCH OT aKTHBHOCTTA
Ha peHHH-aHIHOTEH3HH-aNA0CTEPOHOBaTa cHcTeMa, NeueHueTo ¢ ACE HHXHOHTOPH H aHTHOTEH3HH
peuenTopHy OJIOKEpH € CBBP3BA ¢ OJIMTYPHA H/WIH MPOrpeCHBHA a30TEMHA H (PAAKO) C OCTPa
610peuHa HeAOCTATHYHOCT W/HWIH CMBPT. Ilogobuu pesysraTu ca crobuICHH 3a BancapraH. OLeHkaTa
Ha NALMEHTHTE ChC ChPAEYHA HEAOCTATHYHOCT M WIH NOCTMHOKapACH HH(papKT Tpsabpa Aa BKIIOYBA
BHHArK OLIEHKA Ha OB0peuHaTa GyHKLMA.

B apnrocpouno, nrauebo-koHTponupano npoyysaHe (PRAISE-2) ¢ aMnoaunus npy NaluMeHTH CbC
chpaeuHa HegocraTbuHocT knac 111 u IV no NYHA (New York Heart Association Classification), ¢
HeHCXeMHYHA €THOMIOTHA, aMJIOAHITHH Ce CBbP3Ba ¢ NMoBHIUEH Opofi crobLueHH 3a GenoapodeH oToK,
BBLIPEKH JIMNCATa Ha 3HAYHMMA pa3niHKa B 4ECTOTATAa Ha BOLIABallA € ChpACYHA HEAOCTATHYHOCT B
cpaBHeHHMe ¢ IUtauebo.

bnoxepuTe Ha KAJNLHEBHTE KaHAH, BIUTIOUHTETHO aMIIOJMIIHH, TPAOBA a Ce H3MON3BaT ¢ NOBHUICHO
BHHMaHME MpPH NalMEeHTH CbC 3aCTOMHA ChpAeYHA HEAOCTATBYHOCT, ThH KATO MOTAT Ja MOBHILAT
pHcKa OT OBAeM CHPACYHO-CHAOBH CHOUTHA H CMBEPTHOCT. HeobxoauMo € NoBHIIEHO BHHMAHHE TPH
NAaLHEHTH ChS ChPACYHA HEROCTATHUYHOCT H KOPOHapHa 60/ecT Ha ChpLETO, OCODCHO NPH BUCOKATA
no3a As6uma HCT 10 mg/320 mg/25 mg, T KATO CHIIECTBYBAIMTE AAHHHTE ITPH Ta3H MALUEHTCKa
NOmyJnalHs ca OFPaHHUYCHM,




AOpTHA ¥ MHTPAJIHA K/IaMHA CTEHO34a
KaxTo npu BCHYKHM JApPYTH Ba30JHIATATOPH € HEOOXOOHMO cra3BaHe Ha CNELIHATHY MPEANa3HH MEepKH

ITPH NaluKrcCHTH ¢ MHUTPAJTHA KJiallHa CTCHO3a WIH 3Ha4HMMa aopTHa CTCHO34, KOATO HE €
BHCOKOCTCIICHHA.

bpeMeHHOCT

Anrnorensus |1 peuerrropunre Onokepu (AIIPB) He TpabBa Aa ce 3anoypar no BpeMe Ha OpeMeHHOCT.
OcBeH ako npoAwKaBaHeTO Ha TepanuaTta ¢ AIIPh ce cunTa 3a XH3HEHO BAXHO, HA MALUCHTKHTE,
KOHTO TUIAHHPAT Ra 3adpemMeHedT, TpAOBa Aa Obae HA3ZHAUECHO AITEPHATHBHO AHTHXHITEPTEH3HBHO
NevyeHHe ¢ YCTaHOBEH npodu Ha 6e3onacHOCT 3a ynoTpeda no Bpeme Ha 6peMeHHoCT. [Ipn
ycTaHOBsIBaHe Ha OpeMeHHocT neyeHueTo ¢ AIIPB TpabBa na ce npeycraHoBH He3a0aBHO U, 8KO €
YMECTHO, /3 ¢€ 3an0o4He aJTepHAaTHBHA Tepanus (BX. TOUkH 4.3 u 4.6).

[IepBHYECH XUNEPANAOCTEPOHHIBM
[TaumeHTH ¢ MbpBHYEH XHNIEPATAOCTEPOHH3BM HE TpAOBa Aa ObAaT NeKyBaHH ¢ aHrHOTEeH3UH I

peuerrropHus 6nokep BaicapTaH, Thi KaTO TAXHATa pEeHHH-aHTHOTEH3HH-AJLIOCTEPOHOBA CHCTEMA HE €
akTHeHpaHa. [lopaau Tasu npuunHa AsOuma HCT He ce mpenopbuBa npH Ta3u NOMyNalms.

CHCTeMEH JTYITYC epHTEMAaTOaec
CrobiiaBa ce, ye THA3MAHKTE AUYPETHLHM, BKIIOYHTEHO XHAPOXJIOPOTHA3K I, MOTAT Aa 00OCTpAT WiH
[a aKTHBHPAT CHCTEMEH JIYITYC €pPHTEMAaTOAEC.

Hpyra MeTabonuTHH HAPYIICHHA

TuasuaHHTE JHYPETHLH, BKIIOYHTENHO XHAPOXJIOPOTHA3H, MOFaT a HapyLIaT rJHIOKO3HHA TONEPaHC
H Ja MOBHIIAT CEPYMHHTE HUBA HA XOJIECTEPO, TPHIIMLIEPHUAH W NMHKOYHA KHcenuHa, TIpu naiueHT!
¢ auaber Moxe 1a € HeOOXOAMMO KOPHTHpaHe Ha K03aTa Ha HHCYNHHA WIH Ha NEPOPATHOTO
XMUIMOTJIHKEMHYHO CPEACTBO.

[Topaan xuapoxnopotuazuaHara KomnoHenTa A3ouma HCT e npoTMBONoOKasax rnpu CHMITTOMaTHUYHA
XHNIepypHKeMHs, XHAPOXNOPOTHAZHA MOKE 12 MOBULIH CEPYMHHMTE HYBA Ha MTHKOYHATA KHCENIHHA,
nopaay HaMaJIEeHHs KIHPBHC Ha ITHKOYHATA KHCEIMHA H MOXKe a NPUYHHUA WK Ja 000cTpH
XHNEpPYPHKEMHATA, KAKTO H [la YCKOPH NOABATA Ha NOAATPA TIPH MPEAPa3sNOAOKEHH NAUHCHTH.

THasuauTE HAMANABAT EKCKPELMATA Ha KaNILMHA C YPMHATA H MOTAT Aa MPSAM3BUKAT NMPEXOAHO H JEKO
MOKAYBAHE Ha CEPYMHUS KAMLIMil NPH JIMNCATA HA U3BECTHU HAPYILCHUA B KANUMEBHA METabOIM3IBM.
Azbuma HCT e nporHBOnokaser Npu NaLMEHTH ¢ XHNEepKaILH#eMHs B TpaOBa Ja ce npuiara camo
CJIER KOPUrHpaHe Ha npeawecTraila xunepkanuueMua. [IpueMsT Ha A3buma HCT Tpabea na 6nae
npeKpaTeH MpH pa3BHTHE HA XHIEPKAILMEMHA 10 BpeMe Ha JleueHHeTo. CepyMHHTE HHBA HA KAIUHKA
TpaOBa NEPHOAMUHO Aa € MPOBEPABAT NO BpeMe Ha JeuerHeTo ¢ Tuasuau. [loauepranara
XUNEpKaNLUUeMHs Moxe na 6be 10Ka3aTeNcTBO 3a CKPUT XHIepnapaTupeouau3sM. [IpueMbT Ha
THA3HAHW JHYpeTHLH TpAOBa Ra Obae nNpexpaTeH Npean NpoBeKAaHe Ha M3CNEBaHHA Ha QYyHKLMATA
Ha NapaTHPEOUHUTE KIE3H.

QOTOYYBCTBHTERHOCT
CrobiiaBa ce 3a ciyyal Ha peakuyH Ha QOTOUMYBCTBHTEIHOCT MIPH NPHEM HA THAZHAHHK JUYPETHLIM
(Bx. TOuKa 4.8). AKO no BpeMe Ha JieueHHeTo ¢ A3duma HCT Bb3HMKHE peakLHa Ha

$OTOMYBCTBHTENHOCT, CE NMPEMOPBYBA CITHPaHE HA JICYEHHETO. AKO ce CUMTa 3a Heobxo
MOBTOPHO NPUAraHe Ha AMYPETHKA, CE NMPENOPbYBA 3alWTa HA 00JIaCTHTE, H3TOXKE
mw3KkycTBeHa UV A ceeTnHHa.




XopouJaneH WIHB, OCTPa MHOMNKA H BTOPHYHA OCTPA 3aKPUTOBIBIHA [NIAYKOMA
XHApOXJIOPOTHAZHABT € CYN(OHAMHIA H € CBbP3aH ¢ peaKLMs Ha HAHOCHHKpa3ui, BojeLla 10
XOpouaaneH U3JIuB ¢ Ae(eKT Ha 3pHTEJIHOTO MOJIe, OCTPa TPAH3UTOPHA MHOMUE U OCTpa
3aKpUTOBIBIHA TNaykoMa. CUMITTOMMTE BKJTIOYBAT BHE3AITHO HAMAaJIABAHE Ha 3PUTENIHATA OCTPOTa
win Honka B ouMTe H 00HYaltHO BB3HUKBAT B pAMKHTE Ha 4acOBE A0 CEAMHLA CNeAl 3aNoYBaHe Ha
neueHHeTo. HenexyBaHaTa OCTpa 3aKpHTOBIBIHA ITIAYKOMa MOXE a I0BEAE A0 NEPMaHEHTHA 3aryba
Ha 3PEHHETO.

[TpROHAHANTHOTO JICYCHUE € Ja CE€ MPEKPaTH NpHEeMa Ha XHAPOXIOPOTHAZHI, KOJKOTO CE MOXE MO-
6Bp30. AKO He ce MOCTUrHE KOHTPOJ BEPXY BBTPEOUYHOTO HamndaraHe TpaOBa aa ce HMaT NpeaBua
CBOEBPEMEHHO MEMLUMHCKO WIH XUPYPrHUYHO JieueHHe. PUCKOBHTE (PaKTOPH 3a pa3BHTHE Ha OCTpa
3aKpPUTOBIBJIHA ITIAYyKOMa MOTAT Ja BKIIOYBAT aHAMHE3a 3a CyAdOoHaAMKAHA WIH NEHHLWIHHOBA
aneprys.

Obmy
Heo6x0a1MM0 € NOBHIIEHO BHHMAHHE NMPH NALMEHTH ¢ NPEeALIECTBAIlA CBPbXYYBCTBHTETHOCT KbM
ApYyru aHruoTeHsuH 1l peuenropHu 6nokepH. Peakuudre Ha CBPBXYYBCTBHTENHOCT KbM

XHAPOXJIOPOTHAZH] €A NO-BEPOATHH MPH MAUMEHTH, CTPAAALIH OT AJIEprHa MJTH acTMa.

[lalineHTH B CTApYECKa BB3PACT (Ha BBH3PAcT 65 roAHHH U MoBeye)

[IpenoprpHBa ce NOBULICHO BHUMAHUE, BKIIOUMTENHO NMO-YECTO MOHHTOPHPAHE HA APTEPHANTHOTO
Ha/ATaHe, MPH NaLMEHTH B CTap4ecKa Bb3pacT, 0coO€HO MpH NpWwiaraHe Ha MaKCUManHara J03a
Az6uma HCT 10 mg/320 mg/25 mg, Tbii kaTo AaHHHUTE 3a YyroTpeOa NpH Tazu NALMEHTCKA NOMyalus
ca OrpaHHYEeHH.

HsoiiHo 610KkHpaHe HA pEHWH AHTHOTEH3UH -anjocTepoHoBata cucrema (PAAC)

Hma nannu, ye eaHospeMeHHata ynorpeba Ha ACE uHxuburopu, APb nnn atHckupeH nosyiuasa
PHCKA OT XHIOTOHHA, XHIIepKanHeMHua H HamalsBaHe Ha Ob0peunara GyHKUMA (BIJIIOYHTENHO OCTpa
O610peuna HerocTaThuHocT). [Topaan ToBa He ce npenopb4Ba ABoHHO Onokupane Ha PAAC ypes
komMOuHRpaHaTa ynotpeba Ha ACE nnxuburopu, APB vnn anuckupeH (Bx. Touku 4.5 1 5.1).

AKO ce npelieHH, Ye TepanuaTa ¢ ABOHHO 6nokHpaHe € abcomoTHo HeoOxoauma, Topa TpaOBa fa cTaBa
caMo noJ HaboJeHHeTO Ha CIELIHANIMCT M NPH 4eCTO BHUMATENIHO MOHHTOpHpaHe Ha Ob0peuHara
byHKLHA, QIEKTPOIMTHTE H KPpbBHOTO Handrane. ACE unxuburopu u APB He TpsbBa aa ce
M3MOI3BAaT €AHOBPEMEHHO NPH NAaLHEeHTH ¢ AabeTHa HedponaTus.

HemenaHoOMEH pak Ha KOXaTa

B aBe ennaeMHUONOrHYHH NPOYYBAHHA, OCHOBABALUH C€ HA ABTCKHA HALHOHANICH PAKOB PETHCTLP, €
HabmoaaBaH NOBUILEH PHCK OT HeMenaHoMeH pak Ha koxarta (HMPK) [6asanHoxneTbueH KapunHOM
(BKK) u ckpamo3Hoxinerp4eH KapunHoM (CKK)] npy HapacTBallia eKCrno3uiiMsa Ha KyMyJIaTHBHA A03a
xuapoxnopotHazua. GoroceHCUOHnu3MpaluTe epexTH Ha XUAPOXIIOPOTHA3KM MOTAT Ja JECHCTBAT
KaTO BEpOATEH MeXaHH3bM 3a pasBuTHe H&a HMPK,

[NaumeHTHTE, MpHEMALLH XHAPOXIOPOTHA3UA, TPAORA Aa 6baaT HHGOopMHUpaHH 3a pucka or HMPK n
ChbBETBAHH PEOBHO Aa NPOBEPABAT KOXKATA CH 32 HOBH JIC3HH M He3abaBHO Na choOitaBaT NpH nossa
HA MOJO3PHUTENHU KOXKHH Ne3ud. Ha nauueHTure Tpabea Ja ce mpenops4aT Bh3MOMXKHH ITPEBAHTHBHH
MEPKH, KATO OrPaHHYEHO H3NaraHe Ha CIbHYeBa CBETJIMHA U YIITPABHONETOBH JIbYH, 4 B CTyyah Ha
€KCNO3HLMA, NOAXOAALIA 3ALHTA, 32 Ja CE€ CBEAE 10 MHHMMYM PHUCKBLT OT paKk Ha KoXara.
[Moao3puTenHUTE KOXKHH NIe3HH TpsaOBa Aa Obaar MOANOKEHH Ha He3abaBHO H3ciienB
MOTEHLHMAIHO BKIIOUBAILO XHCTOJIOTHYHH H3CIEABAHNUA Ha OHONICHYHH MaTEPHAIIH.
Ha ynorpefaTa Ha XHAPOXJIOPOTHA3HI MOXE Ja C€ HAJIOXKH W MPH NALMEHTH, KOHTO
npeaxoaeH HMPK (Bxk. ¢bito Touxa 4.8).




OcTpa pecnMpaTopHa TOKCHYHOCT
Cnen npHeM Ha XHAPOXNOPOTHA3KH] ce CHOOINABAT MHOTO PeAKH TEXKH CTY4aH Ha OCTpa

pecnHpaTOpHA TOKCHYHOCT, BIUIIOYHTENHO OCThp pecrMpaTopeH aucrpec cuHapom (OPJC). Cnen
MPHEM Ha XHAPOXJIOpPOTHA3UA OOUKHOBEHO c¢ pa3BHea 6enogpobeH 0TOK B paMKMTE Ha MHUHYTH A0
yacoBe. B Ha4anoTo cHMITTOMHTE BKAIOYBAT JUCITHES, TOBKIICHA TEMIIEPATYpa, BIIOIIABAHE Ha
SenoapobHata dyHkiwA u xunotoHua. [Ipn cemuenne 3a OPJIC 1pabsa ga 6bae cnpsaH npHeMBT Ha
A36uma HCT 1 na ce npunoxu noaxoasiwmo neuyeHne. XUApoxXIopoTHasua He TpsOBa Aa ce npuiara
INPH NalMEeHTH, KOUTO NMpean Tosa ca nonyyasanu OPJC cnen npHeM Ha XWIAPOXNOPOTHAIHA,.

4.5 BaarmoaeilicTBHe ¢ APYIH J¢KAPCTBEHHA NPOAYKTH H APYrH GOpPME HA BIanMogelcTBHE

He ca npoBexnasy opUIMANHM NIPOYYBAHHA 33 B3AHMOJEHCTBUATA Ha
aMJTOJHIHH/BAJICAPTaH/XHAPOXITIOPOTHA3M], C APYTH JieKapCcTBEHH NpoaykTu. CliejoBaTeNHo, B Ta3y
TOYKA € NpeAcTaBeHa HHPopMALMA €JHHCTBEHO 3a H3BECTHUTE MPH OTACIHUTE AKTHBHH BEIECTBA
B3aUMOZCHCTBHA C APYTH JIEKAPCTBEHH NMPOAYKTH.

BaxxHo e na ce uMa npeasHa, ye Asbuma HCT mMoxe na 3acwm xunoreH3uBHUTE e(PEKTH HA OPYrH
AHTUXHIIEPTEH3UBHH CPEACTBA.

He ce npenopryuBa eTHOBPEMERHO

HIOKECHHE

A3b0ema HCT HisecTAnR

¢$exT Ha B3aEMOAeHCTBAETO ¢ APYIH NEKAPCTBCHH

epeingdpym

OTAC/IHH EMOJeHCTBHE CbC POAYKTH

KOMIOOHEHTH KJeJHHTE CPEACTBA

Bancapran n  [Tumuii ICrob1asa ce 3a 0OpaTHMO NOBHILIABAHE HA KOHLICHTPALIUATA

HCT a JIMTHHA B CEpyMa H TOKCHYHOCT NPH €AHOBPEMEHHO

Epmlaraue Ha TMTHH ¢ ACE upxuburopu, aurnorensus Il

PELIENTTOPHH AHTANOHKCTH, BKJIIOYMTEHO BAICAPTAH WIH

THAMAHW JUYPEeTHLM. THHA KaTO O6BOpEeUHHAT KNIMPBHC HA

JINTHA € HaMaJIeH OT THA3MIHTE, PUCKBT OT JINTHEBA

TOKCHYHOCT € Bb3MOXHO AOITBJIHHTENHO Aa C€ NOBHIUH NpPH

npreM Ha A3buma HCT. Ilopaan Ta3u npuuuHa ce

NopbYBa BHUMATEITHO MPOCNEAABAHE HA CEPYMHHTE

BaTa Ha MTHI NpH eJHOBpPEMEHHA ynoTpea.

Bancapran \Kanuii-coxpanssauiu AKO C€ CMETHE 3a Heo6XOaMMO €IHOBPEMEHHO C BaJICapTaH
Uypemuyy, Kanueeu na ce Npearuiie JeKapcTBEH NPOAYKT, KOWTO MOB/THABA
pobasxu, 3amecmumeny [HUABaTA Ha KAIMii, ce Npenopb4YBa YECTO MOHHTOPHPAHE Ha
Ha conma cvrovpICayu a3MEHHTC HHBA HA KAJTMH.

Kanui u Opy2u eewgecmsa,
oumo Mozam oa
oguuam Husama Ha
Wt
Amnoaunud | petingppym unu cox om  [He ce npenopbusa eaHoBpeMeHHATa ynorpeba Ha

MJIOAMIIMH ¢ rPpeANQpPYT WIH COK OT rpedndpyT, Thi KaTO
pPH HAKOH MAUMEHTH OMOHANMYHOCTTA HA AMIIORHITHH MOJXKE

na ce MOBHLIH H J1a A0BEAC X0 3aCHNIBAHEC HA
AHTHXHIICPTEH3UBHHTE €EKTH. e
ICYP3A4 unxubumopu EnHOBpeMEHHOTO NPHUAONKEHHE Ha amnopifgFire-ernufii-
Harip. KETOKOHa30/1, WwiH yMepeHH CYP3 A4 uuxubutopu (g CaTHsHIG m ‘ ,3;3 \
aKOHA30M, PHTOHABHP) MHXHOMTOPH, a301HH NPOTHBOrbOHYHI { cREAETRA AT Y, - - \i B
T .‘;.-:'. 1. -.r.:_: N ;:-L .'ﬁ' },
AKPOJIHAH, KATO EPUTPOMULIHH HTH KHaBHYPC W}" il
\ Co \os®gdes s Xy /




epanaMuI WiH JWITHA3EM), MOXE J1a IOBee A0 3HAYHMO
BE/IMYBAHE Ha eKCNO3HLMATA HA aMIOAHMNHH, KUTHHHYHATA
HAYUMOCT Ha Te3H (PapMAKOKHHETHYHHW BaPHALMH MOXeE Nna
No-H3pa3cHa MpH NaLMEeHTUTE B cTapyecka BB3pacT. Tora
0)K€ Ja HANOKH KITHHHUYHO MPOCEASBaHe H KOPEKLIHA Ha
03aTa.

ICYP3A4 unoyxmopu pPH €AHOBPEMEHHO NMPHICKEHHE Ha H3BECTHU HHAYKTOPH
(AHTMKOHBYJICAHTH a CYP3A4 nna3MeHaTa KOHUECHTPALMA HA AMJIOAAMTIHH
[Hanp. kapbama3enum, oxe aa eapupa. [lopanu ToBa KPHLBHOTO Hansraxe Tpsabpa
(beHobapbuTan, a ce npocnenasa H aa ce 0OMHCIH aJanTHpaHe Ha 103aTa
(peryTORH, KTO 10 BPEME, TAKa H Clie/l eAHOBPEMEHEH NpPHEM,
OCHEHHTOHH, obeno cec cuniu CYP3A4 unaykropu (Hanp.
H;z;ﬁ?{ﬁm pHbaMNHLMH, HCHAM KARMAPUOH).
ypericum perforatum
[XBAT KAHTApHOH])
umMeacmamu MHOrOKpaTHOTO NPWIOKEHHE Ha aMIoAHMuH 10 mg
le AIHOBPEMEHHO ChC CHMBAcTaTHH 80 mg NOBHIABA ChC
717% €eKCITO3ZUIIMATA HA CHMBACTATUH CIIPAMO
ICaMOCTOATEIHOTO NPHJIOKEHHE HA CHMBACTATHH,
[IpenopbuBa ce HaMa/sBaHE HA A03aTa HA CHMBACTATHH 110
FO mg ZHEBHO MpPH NMALMEHTHTE HA JICYEHHE C AMIOHITHH,
\Tarmponen (ungpysus) E;pu KHBOTHH ca HAO/TIO/IaBaHH JIETA/IHA KAMEPHA
' HOpUIALNA H CBPAEYHO-CHOB KOJAIC, CEBP3aHHU C
XHINEPKAINEMHS CNeA NPUNOKEHHE Ha BEpanaMmn H
MHTpaBeHO3¢H aaHTponeH. [lopaam puck or XunepkaiHeMus,
e NMpenopesuBa Ja ce H3tarsa eTHOBPEMEHHOTO
MPUAOKEHNE C AHTATOHUCTH Ha Ka/ILIMeBUTE KAHANIH KATO
OJMWTIHH TIPH NALMEHTH, NPEAPA3NOJ0KEHH KBM
mnmeﬂa XHACPTEPMHA H NPH OBJIAASBAHE HA MAJIMTHEHA
XHUIICPTEPMHA.

Taxponumyc [py eqHOBpEMEHHO NPHIOKEHHE C AMJIOTMITHH ChHILIECTBYBA
[PHCK OT NMOBHILIABAHE HA HHBATA HA TAKPOJIMMYC B KPBHBTA.
3a na ce H30erHe Nposea Ha TOKCHYHOCT OT CTpaHa Ha
TaKpOJIUMYC, NPHUIOKEHHUETO HA AMIIOIMITUH NMPY NALMEHTH,
JICKYBaHH C TAKPOJHMYC, H3IUCKBA MOHHTOPHPAaHE Ha HUBATa
Ha TAKPOJIMMYC B KPBBTa H KOPEKLIMA Ha J103aTa Ha
TAKPOIUMYC, aKO € HeoOXOoHUMO.

Bancapran ﬁiecmepouc)uu HCIIBC morar ga oTcnabsT aHTUXMIIEPTEH3UBHRA €(eKT,
HCT POMUCOSL3INARUMENHU  KAKTO Ha aHTHOTEH3HH I peuentophure 6a0KepH, TaKa H Ha
cpeocmea (HCIIBC), XHAPOXJIOPOTHA3U], KOTaTo CE NPHJIAraT e{HOBPEMEHHO.

pKmousawu cenrexmuenu  OcseH ToBa eAHOBpeMeHHaTa ynotpeba Ha A3buma HCT u

YurnoOKCUZEHA3A-2 HCIIBC moxke aa noseae A0 BiaowaBaHe Ha 6LOpeuHara

unxubumopu (COX-2 KpYHK1BA, ¥ MOBHIIIABAHE HA HUBATA HA CEPYMHHA KAUIHIA.

perxubumopu), TTopany Ta3n NpHYHHA ce MPENOPHLYBA MOHHTOPHUPAHE Ha

ayemuicaruyuiosa OBOpeuHaTa GyHKUMA MPH 3aNOYBAHE HA JIEYEHHETO, KAKTO H

Kucenuna (>3 g/Oen) u  anexkBaTHa XMOpPATALMA HA NALMEHTA.

pecenexmuenu HCBIIC




Bancapran Hxubumopu na vnmeux |[Pe3ynTaTUTE OT in Vitro POYUBaHEe ¢ ThKaH OT YOBELIKH
ipaxcnopmepa epeH Apod rnokasea, ue pancapraH € cyberpar Ha
(pugamnuyun, mepHonpoOHus briTelik TpaHcnoprep OATPIBI1 1 Ha
YUKTOCNODUH) URU luepHOApoOHUA edrykceH TpaHcnoprep MRP2.
legpryxenun mpancnopmep EAHOBPEMEHHOTO MPWIOKEHHE ¢ HHXUOMTOPH Ha BRTEHK
(pumonasup) TpaHcnopTepa (pHpaMITHLIMH, LIMKIOCTIOPHH) HIH Ha
lepNyKCHUA TpaHcnopTep (PUTOHABUP) MOXKe 12 MOBUIIH
CHCTEMHATA SKCMO3ULMS Ha BAJICAPTaH.
HCT Uaxoxon, 6apbumypamu  [EAHOBPEMEHHOTO NPHNAraHe Ha THASHIHHUTE AHYPETHIH C

wau napxomuyu LIECTBA, KOWTO ChLIC HMAT MOHIKABALL KPbBHOTO
anarade edexr (HaImp. ype3s HaMaJgBaHe Ha AKTUBHOCTTA Ha
EHTpAJIHaTa HEpBHA CHCTEMA WM JHPEKTHA Ba304WIATaLMA)
0Xe€ Aa MOTEHLIHpa MOABATA Ha OPTOCTATHYHA XHIOTOHHA.
Amanmaoun TuasuauTe, BKIIOYUTENHO XUAPOXAOPOTHA3H, MOraT Ja
MOBMLIAT PHCKA OT HEXENAHHK PEaKlMi, MPHYHHEHH OT
[AMaHTAJHH.
Aumuxonunepzuunu HOHAJIMYHOCTTA Ha THA3HAHHTE JUYPETHLIM MOXKE Ja Ce
cpedcmea u opyeu OBHUIH OT AHTHXOJIMHEPrUYHUTE cpeacTsa (Hanp.
rexapcmeenu npodykmu, [@TPONHH, OMNepHeH), BEPOATHO NMOPanH HaMansBaHe Ha
oerussau OTWIMTETa HA CTOMALIHO-YPEeBHHS TPAKT B 3a0aBiaHe Ha
CmoMaunus peMeTo 3a H3npa3BaHe Ha ctoMaxa. OOpaTHO, Ouakea ce
MOMWwinmem POKHHETUYHHMTE BCLICCTBA KATO IM3apNHA Aa MOIraT aa
aMansaT GHOHANMYHOCTTE HA THA3HHHTE AHYPETHLIH.
Anmuouabemnu TraznauTe MOTAT Ja HAPYIIAT NIOKO3HKA TofiepaHc. Moxke
cpedcmea (Hanp.  [pa ce HAJIOXKKM KOPHTHpaHe Ha JO3MTE Ha aHTHAHabeTHUTE
HMHCYJIMH K IEPOPAJIHH  [IEKAPCTBEHH NPOLYKTH.
RETHAHA0CTHH
KpeacTsa) ergopMuH TpaOBa Aa ce NpHeMa ¢ NOBKHIIEHO BHUMAaHHE
Wemdopmun OpalH PHCK OT JJAKTaTHA auMAa03a, HHAyLUMpaHa OT

B3IMOXKHA PYHKUHOHATHA OLOpeUHa HeAOCTaTHYHOCT,
CBbp3aHa ¢ XHAPOXJIOPOTHA3ML.

bema-baoxepu u
uazoxcuo

EnHOBpEMEHRHOTO NPHNOXKEHHE HA THASHAHH Iy PETHLH,
BKJTIOYHTENHO XHAPOXJIOpOTHA3KA, H GeTa-Onokepu Moxe Ja
OBHIIIH PHCKA OT XHNEPrIMKeMHus. THa3HAHATE AHYPETHLIN,
KAKOUMMUTENTHO XHAPOXJIOPOTHA3H], MOTAT Ja MOBULLIAT
XMIIEPTIMKEMHYHHA ¢DeKT Ha AHa30KCHA.

\Luxrocnopun

EAHOBPEMEHHOTO NPHATaHE ¢ UMKIJIOCTIOPHH MOXKE Aa
MOBHIIH PHCKA OT XHNEPYPHKEMHA H YCAMKHEHHS Ha

noaarparta.

\Lfumomoxcuunu
cpedcmsa

TwasuaHATE JHYPETHIIH, BKITIOYHTENHO XHIPOXTOPOTHAZHA,
orart na Hamansat 6LOpeuHaTa eKCKpeuMd Ha

KCHUHHTE cpeacTBa (Hanp. uuknodochaMun,
ETOTPEKCAT) U Aa NOTEHLHPAT TEXHUTE MHENOCYTIPECHBHH

edexTu.

Yluzumanucoet 2auxo3uou

THasua-HHAYUMpaHa XHNOKANUEMHUA WK

pAECYHH APHTMHH.
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OOHU KOHMPAcCmH il
eljecmeq

B cayuali Ha IMYPEeTHK-HHAYLHPaHa NEXUAPATALIMA HMA
MOBHIIEH PHCK OT ocTpa 6bOpeyHa HeAOCTaTEYHOCT, 0CO0EHO
NpH BUCOKH J03W Ha HoaHuTe npoaykTH. ITaunenTnre Tpabea
na ce pexXHapaTHPAT Npeay NpUIaraHeTo Ha HOOHH
OHTPACTHH BELIECTEA.

Honoobmennu cmonu

AbcopbLusTa Ha THAZUAHUTE AHYPETHUH, BITIOYHTEITHO
XHAPOXJIOPOTHA3N, C& HAMANABA OT XOJECTPUPAMHH WITH
XOnecTHnox. ToBa Moxke Aa AoBefe Ao cybrepaneBTHYHH
edekTH Ha THa3HAHKTE JuypeTHlH. [lpunaraHero Ha
XHUAPOXTIOPOTHA3HA U Ha HOHOOOMEHHHMTE CMOMH NOOTAETHO,
TAKa 4¢ XHAPOXNOPOTHA3HA Aa CE npHaara nose 4 yaca
npeau uinr 4-6 yaca cneq NPHIOKEHUETO Ha HonooOMeHHaTa
cMona, O HAaMaTO B3auMOJIeiCTBHETO.

Jexapcmeeru

npooyKmu, noGRUAGaYU

CEPYMHOMO HUBO HA
Kanus

XHMNOKATHEMHYHHTE e(PeKTH Ha XHAPOXJIOPOTHA3HA MOTaT
a 6BAAT MOBUILICHH NMPH CHBMECTHO NPUIOKEHHE C KATHH-
Oelun Uy peTHLUN, KOPTHKOCTEPOMAH, IAKCATHBH,
peHokopTHkoTporneH xopMoH (ACTH), amgoreprupH,
apOeHOKCOJIOH, NEHUIIWIHH G ¥ NPOU3BOJAHH Ha
ANMHLMIOBATA KHCE/THHA WIH aHTHAPUTMHULIM. AKO €
e00X0HMO MPEeANHCBAHETO HaA TE3H JIEKAPCTBEHH
POAYKTH €JHOBPEMEHHO ¢ KOMOMHALMATA
MJIOAUITHH/BANICAPTAH/ XHAPOXTIOPOTHASHA, CE NPENOophYBa
OHHTOPHPAHE Ha IUIa3MEHHTE HHBA Ha KAk

Jexapcmeenu

npooyxmu, nogiuRsauu

CEpYMHOMO HUBO HA
Hampus

XHUINOHATPHEMHYHHAT €)eKT Ha AMYPETHLIMTE MOJXKE Aa CE
[YCHJIH [IPU CHBMECTHO NPWIOXKEHHE C ONPEEICHH
NEeKapCTBEHH MPOAYKTH KATO AHTUAETIPECAHTH,
HTHIICHXOTHIIH, AHTHETIWIENTHYHH CPEACTBa H Jp.
€00XOAMMO € NOBHILICHO BHUMAHHUE IIPH CBBMECTHO

ITPHIIOXKCHNAC HA TC3H JICKApCTBCHH NPOAYKTH.

Jexapcmeenu
npooyKmu, Koumo
Mo2am 0a unoyyupam
torsades de pointes

[Topany pyUcka OT XHUIIOKATHEMHS XMIPOXJIOPOTHA3HA TpaOBa
KXa ce Mpusara ¢ MOBHIIECHO BHHMAHME ¢ NMPONYKTH, KOHTO
MOT'aT Ja HHIYLHPAT torsades de pointes, NO-CNELMAIHO
aHTHapuTMHLHM Knac la u Knac 111, xakTo # HikoH
AHTHIICHXOTHIIN.

Jexapcmeenu
npoOyKmu, npunaeanu
34 jevenue Ha nodazpa

BB3MOKHO € ia C€ HAJIOXH KOPHIUpaHE Ha J103aTa Ha
YPHKO3YPHYHHTE JIEKAPCTBEHN NPOAYKTH, Thil KaTo
XHAPOXJIOPOTHAZHA MOKE Ja NMOKAYH HHBATA HA CEPYyMHATA

(npoﬁeﬂemu_l, NMHKOYHA KHcenrHa. Moke na e HeoOxoaumo Ja ce YBEJIHYH

cynpHHIHPA3OH H 03aTa Ha nmpobeHeLn U CyIPUHIIHpPA3OH.

MO“}’pHHOJI) AHOBPEMCHHOTO MpHIarai€ Ha THa3MAHHU JHYPETHLIN,
KITIOYHTETHO XHAPOXJIOPOTHA3HA, MOXE [a NOBHIUH
€CTOTATA HA PEAKUMHTE HA CBPBXYYBCTBHTEIHOCT CAIPAMO

[JIOTTY PHHOJT.

Memwioona HiMa oTaenHu choOlLIeHNs 3a CTyvyal HA XeMOIMTHYHA
[AHEMHS, Bb3HHKHAJIA [IPH €QHOBPEMEHHO NPHNArate Ha
XHAPOXJIOPOTHA3KA H METHILAONA.

Heoenonspusupawju THasuauTe, BIIOYHTENHO XHAPOXIOPOTH

CKeNeMHO-MYCKYAHU
peiaxcanmu (Hamp.

Ty6OKypapHH)

NEHCTBHETO Ha MPOH3BOJHMTE Ha Kypape. /
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Hpyeu Ha3HIHTE NOTEHLIMPAT AHTHXHNEPTEHIUBHOTO ACHCTBHE Ha
axmMuUxXunepmeH3ueHu PYTHTE AHTHXHIIEPTEH3UBHH JIEKAPCTB2 (HAIp. 'YAHETHAHH,
Jexapcmeeru npooykmu MeTHLIona, 6era OnokepH, Ba3oAWIaTaToOpH, 6J10KEpH Ha

iieute KaHani, ACE unxuburopn, ARB u lupextHu
Penunosn Uuxuburopn [JIPU)).

Ilpecopru amunu (Hanp. [XMAPOXNOPOTHA3HA MOKE 8 HAMaNK OTFOBOPa KbM
E;)paﬂpenannn, NpecOpHH aMHHH KATO HOpaZpEeHAIHH, KnHHHuYHaTa
PEHATHH) BHAYHMOCT Ha TO3H e()EKT € HEOMpee/iEHa U HE €
AOCTaThYHA 33 MpeKpaTaBaHe Ha TAXHaTa ynorpeba.

Bumamun D u xanyuesu pHIAraHETO Ha THAZHIHM JAHYPETHLM, BKIIIOYHTEIIHO
coau POXJIOPOTHA3H], C BUTAMHH D HIIH ¢ KalLMeBH COJH
0K€ A4 MOTEHLUMPA MOKAYBAHETO HA CEPYMHHA KaNLMH.

OBPEMEHHOTO NPWICKEHHE C THASHIHH AHYPETHLH
OX€ 1a AOBEAE A0 XHIICpKANLHEMUS NPH NALHEHTH
NpEeAPa3noOI0KEeHH KbM XHUNIepKanuveMus (Hamnp. NnpH
XHIIEPNAapaTHPEOHANIBM, 3NTOKAYECTBEHH 3a0011BaHHA WK
BUTAMHH D-MECAHHPAaHH CBCTOAHHUA) YPE3 NMOBHIUABAHE Ha
TyOynHaTa kanudesa peabcopOums.

Heoiino 6roxupane na PAAC ¢ APb, ACE unxubumopu wru anckupen
JlaHHH OT KIMHWYHH NPOYYBAHUA TTOKA3BAT, Ye ABONHOTO Onokupane Ha PAAC ype3 komOunupaHaTa

ynotpeba Ha ACE nuxuburopn, APb wiu anucKupeH ce CBbpP3Ba C NO-BHCOKA Y€CTOTA HA HEXKENaHH
cbOHTHA, KATO HATIPHMEP XHITOTOHHSA, XHIEPKAJIHEMHA H HaMa/ABaHe Ha ObOpeunara QyHKUMA
(BKmouMTENHO OCTpa OLOpeyYHa HEMOCTATHYHOCT), B CpaBHEHHE ¢ ynoTpebaTa caMo Ha €AHO
cpeacTBo, AcicTrallo BbpXy PAAC (Bx. Toukn 4.3, 4.4 u 5.1).

4.6 Depraanret, HpeMenHOCT B KbpMene

BpeMeHHOCT
Amroounun

be3onacHOCTTa Ha AaMNOAMIIHH 11O BpeMe Ha OpeMEHHOCT MPH XOpa HE € ycTaHoBeHa. B npoyuBaHus
NpH >KUBOTHHM, TIPH BUCOKH JO3H € Ha0moaapaHa penpoayKTHBHa TOKCHYHOCT (B3K. TouKa 5.3).
[TpunoxkeHHe no BpeMe Ha OpeMEeHHOCT ce NpenopbYBa caMo KOraro HAMa no-0e30nacHa aTepHaTHBa
M KoraTto 6onecTTa caMa no cebe CH HOCH NO-rongM PpHCK 3a MaifkaTa M 1oaa.

Bancapman
Ynorpebara Ha aHrnorensun 11 peuenrropuu 6nokepu (AIIPD) He ce nmpenopbusa no BpeMe Ha ITbPBUS

TPUMeECTLP Ha OpeMenHocTTa (BXK. TouKa 4.4). Ynorpebara Ha AIIPb e npotBonokasana no Bpeme Ha
BTOPHA H TPETHS TPHMECTHP OT OpeMeHHoCTTa (BxK. TOUKH 4.3 u 4.4).

EnnaeMHONMOrM4HHATE JaAHHH 3a PUCKA OT TEPATOreHHOCT cief exkcrosuuua Ha ACE unxuburopu no
BpeMe Ha MbPBHA TPHMECTHP OT OPEMEHHOCTTa HE BOAAT A0 OKOHYATENHH 3aKo4eHus. Bee nak,
JIEKO MOBULICHHE HA PHCKA HE MOXE Aa C€ M3KMOUYH,. BBNPekH ye HAMA AaHHH OT KOHTPOJHPAHH
ENUAEMHONIONHYHH NPOyYBaHNA 3a pHCKa NpH aHrnoreHsuH 11 peuenropuure 6mokepu (AIIPB)
noaodeH pUCK MOXKE Aa CHIECTBYBA 33 TO3M Kiac JiEKapcTBeHK NpoaykTH. OCBEH ako
npoab/DkaBaHeTo Ha AIIPD Tepanudara ce cMeTHE 3a )KM3HEHO BaXXHO, NALMEHTH C IJ1aH




Excnioauumara Ha AIIPB no BpemMe Ha BTOpHs M TpeTHA TPUMECTHP Ha OPEMEHHOCTTA MOXeE A4
nosefe A0 (peroTokcHuHOCT (HamaneHHe Ha ObOpeunaTa ¢yHKIMA, ONTMrOXHAPAMHHOH, 3abaBena
ocH(uKaLMs Ha Yepena) # HEOHATAHA TOKCHYHOCT (ObOpeyHa HeAOCTATEYHOCT, XHITOTOHHS,
XHnepKanueMua) (BxK. Todka 5.3).

B cmyuait e ce ycraHoBM ekcno3uums Ha AlIPB ot Bropus TpuMecThp Ha OpemMeHHOCTTa, ce

npenopbYBa MpoBepka Ha 6bOpeyHaTa GpyHKUMA H Yepena Ha IUI0/a Ype3 YITpa3ByK.

HoBopoaeHH, uriiro Maiiku ca npueManu AlIPb, Tpabea BHHMaTeaHO Aa ObAaT HabmonaBauu 3a
XUNOTOHHUA (BX. TOYKH 4.3 W 4.4).

Xudpoxaopomua3ud
MMa orpaHM4eH onmMT OTHOCHO ynoTpedara Ha XMAPOXJIOPOTHA3H/] N0 BpeMe Ha OpeMeHHOCT, 0cobeHo
npes TbPBHA TpuMecThp. IlpoyuBaHHsATa NPH KUBOTHH ca HEAOCTATHYHH.

XuapoxnopoTHasui MpeMHHAaBa MMpes raueHTara. B3 ocHoBa Ha papMakonorHyHHS MEXaHH3IBM Ha
AeHcTBME Ha XUAPOXNOPOTHA3KA, yNioTpebaTa My Mpe3 BTOpHS M TPETHA TPHMECTBD MOXKe J1a HapyuIu
¢erornanenTapHata nepdy3us U Aa goBeje a0 (heTaNlHH H HEOHATANHH eeKTH KATO XKBITEHHLA,
HAPYILUEHHA Ha eJIeKTPOJIMTHHA OanaHc v TpoMOOLHTONEeHHA.

Amroounun/eancapman/xuopoxiopomuasud

Jluncea onut ¢ ynorpedara Ha A36uma HCT npu 6pemennu. Bn3 ocHOBa Ha CBbLIECTBYBALIMTE NAHHH
OT MpOYYBaHHUA ¢ OTACIHHTE KOMITOHEHTH, ynotpedara Ha A36numa HCT He ce npenopbusa npes
ITbPBHA TPHMECTLP OT OPEMEHHOCTTA H € NPOTHROIIOKA3aHA NMpe3 BTOPHA H TPETHA TPHMECTBP OT
OpeMeHHOCTTA (BX. TOYKH 4.3 U 4.4),

Kbpmene

AMNOIMITHH ce eKCKPETHpa B KbpMaTa NpH Xopa. YacTra ot n03aTa Ha MalikaTa, NnonyyeHa oT
KbPMaY€eTO, € H34HUCIIEHA C HHTEPKBapTH/IEH AHana3oH 3 — 7 %, ¢ MakcuMyM 15 %. EdexkThT Ha
AMJIOJIMITHH BLPXY KbpMayeTara € HeH3BecTeH. JIMncBaT JaHHH OTHOCHO ynorpefaTa Ha BancapTaH no
BpeMe Ha KbpMEHe. XHAPOXIOPOTHA3HA Ce EKCKPETHPA B KbpPMaTa B MAaJIKH KOJIH4ecTBa. BLB BHCOKM
XO3H THA3HWIHTE NPEAU3IBHKBAT KHTCH3HBHA JHYPE3a H MOFAT Jia MOTHCHAT 00pa3yBaHETO HA KbPMATA.
A3buma HCT He ce npenopbuBa no Bpeme Ha KbpMeHe. Ako A36uMa HCT ce npunara no speMe Ha
KbpPMEHE, N03uTe TpAOBa Aa 6BAAT KOJKOTO ¢ MOXE NO-HUCKH. [IpeanounTa ce anTepHATHBHA
Tepanus ¢ YCTAHOBEH NMpodKi Ha 0€30NacHOCT M0 BPpEME HA KhpMeHe, 0CO0€HO NMPH KhpPMEHE Ha

HOBOPOJEHH H NPEXKICBPEMEHHO POACHH Nela.

DepTHINHTET
HaMma xiHHHYHH NpOoy4BaHMA OTHOCHO BiIHAHHeTO Ha A36uMa HCT Bepxy depTunurera.

Bancapman
BancapraH HAMa HexxellaHK eDeKTH BLPXY PeNpOAYKTHBHATA CIIOCOOHOCT HA MBXKKH H KEHCKH

IUTbXOBE IIPH NMpHEM Ha nepopanHy 103m no 200 mg/kg/nen. Tasu a03a € 6 MbTH MAKCHMANHATa
NpenopBMHTENHA 1032 NIPH XOpa, onpeaeneHa Ha 6a3a mg/m? (H3UHCICHHETO € 38 NEPOPAIHA A034 OT
320 mg/nen n 60 xWwIOrpaMOB NALHEHT).

Amroounun
[IpH HIKOM NALMEHTH, NEKYBAHH ¢ OJIOKEPH HAa KATILIMEBHTE KAHAJIH, C8 CHOOIICHH
OHOXHMHYHH NPOMEHH B [VIABHYKATA Ha criepMaTo3ouanTe. KinHHHYHHTE RaHHH
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4.7 EdexTHn BbpXy cnocofnocTTa 32 mModHpaHe H paboTa ¢ MAMKUHANK
[TaumenTuTe, Kouto npremat Azouma HCT u wodupar uiu paborar ¢ MaluwHK TpadBa aa HMart
NpeaBHJ, Y€ MOHAKOTA € Pb3MOXKHO 18 e MOABAT YMOpa M 3aMaiiBaHe.

AMJIOAMITHH MOXE Ja NMOBJIHSAE B caba 10 yMepeHa cTeneH cnocobHocTTa 33 1odupaHe U padorta ¢
MALIHHH. AKO nauueHTHTe, NnpHeMalnd A36uMa HCT, nonyuar 3amaiisane, rnapobonue, ymMopa Wi
raaeHe, cnocobHoOCTTa UM aa pearupat Moxe aa 6bae HapyleHa.

4.8 HexenaHu NeKapCTBEHH PeaAKIHE

IIpopwneT Ha 6e3onacHocT Ha A3buMa HC'T, npeacraseH no-1ony ce 0CHOBaBa HA KNHHUYHH
npoyusaHus, npoeacHu ¢ A3buma HCT u mozHatuTe npoduim Ha 6€301aCHOCT HA OTACITHUTE
KOMITIOHEHTH aMJIOJHITHH, BAJICAPTAH H XMAPOXJIOPOTHA3HA.

0Ob0bmenne Ha npoduna Ha 6ezonacHoCT

be3zonacHocTTa Ha aMIOAHITHH/ BAICapTaH/ XHAPOXIIOPOTHA3H] € OLIeHEeHa NMPH HEroBaTa MaKCHMAJTHA
no3a 10 mg/320 mg/25 mg B X0aa Ha €AHO KOHTPONMHPAHO KPAaTKOCPOUHO (8 ceAMHLIM) KITHHHYHO
npoyuBaHe ¢ 2 271 nauHeHTH, 582 0T KOUTO NpUEMAT BancapTaH B KOMOMHaLIKMA ¢ aMJIOAMITHH M
XHAPOXNOpOTHa3¥A. HexenaHuTe peakLMy KaTo LU0 ca OWIH JIEKKH H MPEXOAHHU N0 XapakTep U caMo
B PEAKH CIy4aH ca HaNarajiy nmpeyCTaHOBsABAHE Ha JIeueHHETO. [1o BpeMe Ha TOBa AKTHBHO
KOHTPOJMPAHO KIMHHYHO H3NIUTBaHE HAH-YECTUTE MPHYHHH 38 MPCYCTAHOBABAHE HA JICHEHHETO C
A36uma HCT ca 6win 3amaaHocT 1 xunorodus (0,7 %).

ITo BpeMe Ha 8-CEAMHUYHOTO KOHTPOJHPAHO KIHHHYHO MPOyYBaHe He ca HabmozaBaly 3HaAYHMH HOBH
HIIH HEOYaKBAHH HeXXeJIaHH JIEKAPCTBEHH PEaKLMH B CPABHEHHE C H3BECTHHTE NPH MOHOTEPANHKA HIH
KOMOHHHMpaHa TepanHA ¢ OTAEJIHUTE KOMIIOHEHTH.

IMo Bpeme Ha 8-ceAMHYHOTO KOHTPONHPAHO KITMHMMHO MpoyuBaHe HabmonaBaHUTe Npu
komOunaumaTa A36uma HCT npoMenn B nabopatopHuTe nokazarey ca 6HiIH MHHHMANHH H B
CBHOTBETCTBUE C $apMaKONOrHyHNA MEXaHH3bM Ha JEHCTBHE HA OTACHHTE KOMNoHeHTH. Hanuuwero
Ha BaJicapTaH B TpoliHaTa koMOHHalLMa oTcnabBa xunokanHeMHUHHA €(EKT Ha XHAPOXJIOPOTHA3HA.

TabnuuyeH CHUCHK HA HEXENIAHUTE PEaAKIMH

Cnenpamure HEXKENaHH peaKkliiH, W36poeHH cnopell cueTemMo-opranaH Kinacose no MedDRA n
4yecToTa, ce OTHAcAT 3a A36uma HCT (amnoaunun/pancaprai/HCT) ¥ nooTaeHO 38 aMIOAHITHH,
Bancaprad 4 HCT.

Mmuoro gectu: >1/10; wectn: >1/100 go <1/10; newectn: >1/1 000 no <1/100; peaxu: >21/10 000 xo
<1/1 000; muoro peaku: <1/10 000, ¢ Heru3BecTHa YecTOTa (OT HANHYHKTE AaHHH He MOoXe f1a 6bae
HanpapeHa OUCHKa).

MedDRA Hexenann peaknns YecToTa
CHCTEMOOPraHHH A3Guma | Amuoaannr | Baacapran HCT
KJIacOBe HCT
Heonnasmu — 106- HemenanoMeH pak Ha - - -
POKAYECTBEHH, KOXKATa
3NIOKAYECTBEHH H (bazanHokneTbueH
HeonpeaeneHy (BK1. | KapLMHOM H
KHCTH U NMOJIUIMH) CKBaMO3HOKNETHYEH
KapLMHOM)
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Hapywienus na ArpaHyoLHTO34, - - - MH#oro
KpPBBTA H NTHM(pHATA | KOCTHOMO3DbYHA peaku
CHCTEMA HEAOCTATHBYHOCT
[Tonmxken xemMornobuH v | - - C -
XEeMAaTOKPUT HEH3BECTHA
4eCTOTa
XEMOJIHTHYHA aHEMHA - - - Muoro
PCAKH
JleBKOTIeHHUA - MHOro pelku | - MHoro
_PCIKH
HeyTtponenns - - C -
HEH3BECTHA
4yecToTa
Tpomboumronennus, - MHoro penxu | C Penxu
MOHAKOTA C ITypITypa HEHU3IBCCTHA
4eCTOTA
ArmacTHyHa aHeMHUs - - - C
HeH3BEeCTHA
4ecToTa
Hapywmexua Ha CBpPBXYYBCTBHTETHOCT - Mnuoro peaxu | C Mmuoro
HMYHHATa CHCTEMA HEU3BECTHA | pelIKH
YECTOTA
Hapymenus Ha AHopekcus Heuectn - - -
MeTabonu3Ma H XurnepKanuuMeMus Heuectn - - Peaku
XpaHEeHEeTo XHUMEePriankeMus - MHuoro - Peaku
peaKH
XHnepIunuaeMus Heuectu - - -
XurnepypukeMns HeuecTH - - YHectn
XHNIOXJIOPEMHYHA - - - Muoro
aJIKano03a peaxH
XHITOKaNnueMHn YectH - - MHoro
YeCcTH
XHUNOMArHE3HEeMUA - - - HectH
XHIIOHATpHEMHA HeuecTH - - YectH
BnoiaBaHe Ha quabera - - - Penxn
[Mecnxuunn Henpecus - Heuectn - Penkn
HapyLICHHA Hucomuunsa/napyineHns Ha | Hewectu HeuecTH - Penxn
CBHA
[IpoMeHH B HACTPOEGHHETO | - Heuectn -
O0BpkaHOCT - Peaku - -
HapyiieHus Ha KoopauHaumMoHHH HeuectH - - -
HEpPBHATA CHCTEMA HapylueHUs
3aMagHOCT YectH YectH - Penku
IlocTypansa zamasHocT, | Hewectn - - -
3aMasHOCT MpPH YCHIIHE
Jincreysus HeuectH HeuectH - -
ExcrpanupamMuaHa - C
CHMMITTOMATHKA HEU3BECTHA
YyecToTa
['naBobonue Yectn Yectu
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XUNEePTOHMA - MHoro - -
PCAKH
Jleraprus Heuectn - - -
[Tapectesun Heuectu Heuectn - Penxu
[lepudepHa HepponaTtHsa, | HedectH Muoro - -
HEBPONATHA peaKH
COMHOJIGHTHOCT Heuecrn Yectn - -
CHHKON Hegectn Heuectn - -
Tpemop - Heuectn - -
XHrioecTe3Hs - Hevectu - -
HapyiieHus Ha ounte | OcTpa 3aKpUTOBIBJIHA - - - C
rnaykoma HECH3BECTHA
YecToTa
3pUTEe/IHM HAPYIICHHA - Heuectu - -
3pHTENHO yBpeXaaHe HeuecTun Heuectu - Penxu
XoponaaneH H3JIHB - - - C
HEH3BECTHA
JecTora
Hapywenns Ha yxoro | lllym B ymnre - Heuectn - -
u 1abupuHTa CBeTOBBpTEXK Heuectn - HeuecTn -
CopaeyvHu [Tannuraumuu - Yectu - -
HapyLeHUs Taxukapans HeuectH - - -
ApHTMHH (BKIIIOYHTEJIRO | - MHoro - Peaxu
Opaauxapaus, KaMepHa peaxu
TAXHKAPAHA H
NPEACHPAHO MbXK/ICHE)
MnokapneH nudapkr - MHoro - -
PCAKH
Conoeu napymenna | [louyepBeHsaBaHe - Yectn - -
XHNoToHHA Yectu Heuectn - -
OprocTaTHuHa Heuectu - - Yectn
XHNOTOHHA
®nebur, TpoMbodnedbur | Heuectn - - -
Backynur - MHoro C -
PeaKH HCHIBECTHA
4yecToTa
PecnuparopHH, Kamuna HeuectH MHoro HeuectH -
rPBAHH H pPCAKH
MEOHACTHaTHH JucnHes HeuectH Heuectn - -
HapylCHHA PecnvpatopeH - - - MHoro
auctpec, 6enonpoden PeIKH
OTOK, ITHEBMOHHT
OcTep pecnuparopeH - - - MHoro
JAUCTPEC CHHAPOM pPEaKH
(OPJC) (Bx. TOUKa
4.4)
Punut - Heuecti
BusnaneHo rypno Heuectn -
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CTOMaLIHOYPEBHH CroMmaweH anckomdopr, | Heuectu Yectu HeuecTtu Peaku
HapylIeHHUs HoJixa B ropHaTa 4acT Ha
KOpeMa
Jlow abx Heuectn - - -
[Ipomenu B upeBraTa - Heuectn - -
MEPUCTAITHKA
3anek - - - Penxn
[TonmwxkeH aneTut - - - YectH
Huapus HeuectH Hedecti - Penxy
Cyxora B ycrara Heuectn Heuectn - -
Jucnericus YecTH Heuectn - -
["acTpur - Mnoro - -
PEAKH
XHnepIuiaiusg Ha BeHUHTE | - Muoro - -
peakH
["anene Heuectu YectH - YectH
[TaHxpeaTHT - MHoro - MHoro
[loBpbiuaHe Heuectn Heuectn - YectH
HHTecTHHaneH MHoro
8HIrHOCAEM peJKH
XenaroOunuapHu OrxinoHeHun B - Muoro C -
HapyIIeHHs yepHoApoOHUTE peaku** HEH3BECTHA
(YHKUHOHAIHH 4ecToTa
MOKA3aTellH,
BIJTHOYHTEJTHO
MOBHIIABAHE HA
CepYMHHA OMnupyOuH
XenaTur - MHoro - -
pelKH
HnTpaxenaranHa - MHoro - Peaxu
XONeCTasa, XbITCHHULA pelKH
HapymeHus Ha AnoneLpus - Heuecn -
KOXKaTa ! AHruoeaeM - Muoro peaku | C -
AOAKOXKHATA ThKaH HEeHU3BECTHA
4YeCTOTA
bynosen nepmarur - - C -
HEHU3BECTHA
YyecToTa
Peakuun, Hanopobasauu | - - - MHoro
KOXEH JYNyC penKH
€pHUTEMATOACC,
pPEaKTHBHpPAHE HA KOKEH
JTYIYC EPHTEMATOAEC
Epurema myntugopme - MHoro peaxu | -
ExaaHTeM - Heuectu -
XHnepxuaposa Heuectn Heuecrn -
Peakuyu Ha - MHuoro peaxku | -

CBPBXYYBCTBHTENHOCT*
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[pypuryc Heuectn HeuecTn C -
HEH3BECTHA
4ecToTa
I[lypnypa - Hevectn - Rare
Ob6pus - Heuectn C YectH
HEW3BECTHA
4ecToTa
OGe3uBeTsBaHe Ha KOXKaTa | - Heuectn - -
YpTHKaApHA U ApPYTH - Mmuoro peaku | - HectH
BHIOBE OOpHB
HekpoTtusupail BacKyauT | - C HeusBectHa | - MHoro
H TOKCHYHA CNHKACpManna 4Y€CTOTa peAKH
HEKpOJIK3a
ExcdonnaruBeH aepMaTur | - Mmnoro peaxu | - -
CuHapOM Ha - Mnoro peakn | - -
Stevens-Johnson
Exem na Quincke - MHoro peaku | - -
Hapyuiennsa Ha ApTpairas - HeuectH - -
MYCKYJIHOCKEIETHATA | bonkH B rhpda Heuectn HeuecTH - -
CHCTCMA H OTOK Ha CTaBUTE Heuectn - - -
ChCAHBHTCIHATA MycKyniHHN cna3Mu Heuectn Heuectn - C
ThKaH HEH3IBECTHA
YeCTOTa
MyckynHa cnabocr Heuectn - - -
Muanrusa HeuecTu Heuecrn C -
HEH3BECTHA
4eCTOoTA
bonku B KpaHHHLMTE Heuectn - - -
OTOK Ha rIe3eHnTe - Yectu - -
Hapymenns Ha [ToBHIeH KpeaTHHHH B Hedectn - C -
6n6peumTe M KPBBTa HEU3BECTHA
NMUKOYHUTE ITBTHINA 4yecToTa
MHKUHOHHH HapylIeHHUsA Heyectn
Hukrypus - Heuectn - -
[Tonakuypus Yectn Heuectn
br6peuna auchyHKLHA - - - C
HEH3BECTHA
4ecToTa
Ocrpa 666pedna Heuectn - - C
HEIOCTATBYHOCT HEH3BECTHA
4eCTOTA
bs6peuna - - C Peaku
HEOOCTATBYHOCT K HEHU3BECTHA
YBpeXKIAaHe 4YecToTa
Hapymenus Ha UMNoTeHTHOCT Heuectn HeuectH -
BBL3MPOHU3BOAUTE] I'uHexoMacTHs Hedectn -

HaTa CHCTEMA H
repAaTa
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OOy HapylueHus U
e()eKTHU Ha MACTOTO

Afa3us, HapylIeHUs B
noxojaKara

HeuecTH

Ha NPUIOXKECHHE

AcTeHns

HeuectHn

HeuectH

C
HEeH3BECTHA

HEeCTOTa

Huckomdopr,
HepAa3nolOKEHHE

Heuectn

HevectH

Yuopa

YectH

Yect

HeuecTn

bonka B rupaure, KOATO
HE € CBbp3aHa CbC
CHPIICTO

HeuyectHn

Hedyectn

OtoK

YectHu

YectH

bonka

HeuectH

IMuvpexcus

C
HEH3BECTHA

YECTOTR

Hscneapanus

ITopHILIaBaHe Ha
JIHITHAHUTE

MHOTO yecTH

[ToMinapane Ha ypedATa B

KpBBTa

HewectH

ITopuilaBaHe Ha
MUKOYHATA KHMCEeJIUHA B

EPBBT&

Heuecti

l"moxoaypm

Penku

IIoHIKEH KaJHi B KpbBTa

Heuectn

[ToBuLeH kanuil B KphBTA

C
HEH3BECTHA

YeCcTOoTa

HannasaHe Ha Terno

HeuectHn

HeuecTn

Cnanase Ha Terno

Heuectn

* Brxre Touka 4.4 “PoTodyBCTBHTENHOCT
ok Haii-yecTo cBBp3aHO ¢ X0necTasa

OnucaBue Ha W30paHK HeXxeJJaHH PeaKlHH
HemenanomeH pak Ha koxara: B1p3 OCHOBAa Ha HATHYHHTE AaHHH OT CITHACMHONOIHYHH NPOYYBAHHA €

HabmozaBaHa 3aBUCHMA OT KYMYJIAaTUBHATA A03a Bph3Ka MEKAY xuapoxitoporiasua H HMPK (ex.
CBhIIO TOMKH 4.4 1 5.1).

Coofuarsade Ha MOAO3IUPAHH HeXeNaHW peaKLH

CroliaBaHeTo Ha NOIO3UPAHM HEXKENAHH PeaKLHH cJie]l pa3pellaBaHe 3a ynorpeda Ha JIeKapCTBeHHA
NpoAyKT € BaxHo. Tosa no3ponspa Aa NpoAL/DKH HAONIOACHHETO Ha CHOTHOLICHHETO NOJN3a/pHCK 3a

NEeKApCTBEHHUA NPOAYKT. OT MEAHLIMHCKHTE CTIELIMAINCTH C€ H3KUCKBA Ja Cho0l11aBaT BCaKa
OJI03HpaHa HeXejlaHa peakuus upe3 HinwaHuTensa areHuMa no aexkapcreara yi. ,,Jlamas ['pyes” Ne

8, 1303 Codms, Ten.: +35 928903417, yebcaiit: www.bda.bg.

4.9 IlIpeno3zupane

CHUMIOTOMH

HsaMa onyT ¢beC cmyyan Ha Npeo3HPaHe ¢ aMJIOAMIIHH/ BAJICAPTAH/ XHAPOXJIOPOTH
CHMITTOM Ha NPEAC3HPAHE C BAaNicCapTaH BEPOATHO € U3pa3eHa XHNOTOHUA U 3aMasH{l
IIpeno3upaHeTo ¢ aMIOAMIHE MOXE J1a J0BEAE A0 CKCTPEMHa nepHdepHa Ba3oann
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pednexkcHa Taxukapausa. Uma cLoOLueHus 3a ciyyad Ha H3pa3eHa W NOTCHLUATTHO NPONOHTHpaHa
CHCTEMHA XMNOTOHHA, BIIKOUHMTENHO LIOK C (AaTAIeH H3XOA NPU NMPeao3UpaHe ¢ AMJIOHITHH,
HexkapauoreHeH 6enoapobeH oTok ce cboblliaBa paIKO KaTO NOC/AEAHLA OT NIPERO3IKUPAHE C
aMJIOAHNIMH, KOHTO MOXE Aa € NPOsABH ¢be 3ab0aBeHO Hauano Ha edekTa (24-48 uaca cnep
NOTJbHIAHE) H 1a H3UCKBA U3KYCTBEHA BEHTUNALMA. PAaHHUTE peaHUMalMOHHH MEPKM ( BKJTIOUMTENTHO
HaTOBapBaHE ¢ TEYHOCTH) 38 NOUTbpAKaHe Ha nepdy3uaTa U cbpaeyHHA acOuT Morat aa 6baar
yCKOpsABailiv GaxkTopH.

Jleuenue

Amnodunun/Bancapman/Xuopoxropomuazud

KnMHHYHO 3HauMMAaTa XHIIOTOHUA NOPaaH MPEeAO3HpaHe Ha
aMJIOAMTNTHH/BANCAPTAH/XHAPOXJIOPOTHA3ZHA U3HCKBA AKTHBHE ChPAEYHOCHAOBA peaHUMAIINA,
BKJIIOYMBALIA YECTO MOHHTOPHpPAHE Ha ChpPACYHATA M AMXaTeNHA GYHKLHA, MOBAWraHe Ha KpaiHHLHATE
M BHHMaHHE 10 OTHOLIEHHE HAa LIUPKYJIaTOpHHA 00eM H Axype3arta. [IpunokeHHeTo Ha
Ba30KOHCTPHKTOP MOXKE J1a € OT NM0JI13a 32 Bb3CTAHOBABAHE HA CBAOBUA TOHYC M apTEPHAITHOTO
HaJifraHe, B CJIy4ai 4e HIMa MPOTHBOINOKA3AHHA 38 MPAIOKEHHETe My. HHTpaBEHO3HOTO
NPWIOKEHHE HA KAJILMEB INHOKOHAT MOXE A € OT M0J13a 3a NpeoaoaBaHe Ha edekTa oT O6i0KkaaaTa Ha
KAJILIMEBUTE KAHAIH,

Amaoounun

AKO NMpOYKTHT € norbnna'r'nacxopo MOTAT Ja c¢e 00CHXKIAT CTHMYJIHpaHe Ha NOBPBIAHETO HWIH
CTOMAILLIHA MPOMHBKa. [IpiIoXeHReTO HA AKTHUBEH BBIJIEH IIPH 3paBH A00POBOJILIM HETIOCPEACTBEHO
WM 10 JIBa Yaca ciejl NOrbLIAHEeTO Ha aMNOAMITHH 3HA4YMMO HamanaBa abcopOuusra Ha MpoOyKTa.
AMIOIYNHH HE MOXKe Aa Obae OTCTpaKeH 4pe3 XeMOAHAITH3A.

Bancapman
Bancapral He MOXe 1a ObAe OTCTPaHEH Ype3 XeMOIHAIH3a.

Audpoxropomua3uo
[Ipeno3upaHeTo ¢ XHAPOXJIOPOTHA3HA € CBBP3aHO CbC 3aryfa Ha eNeKkTponuTH (XUNOKaTHeMHus,

XHITOXJIOPEMHSA ) H XHIIOBOJIEMHA B Pe3YJITAT HA €KCLIeCHBHaTa Auype3a. Half-uecTHre npu3HaLM U
CHMITTOMH Ha NMPEIO3HPaHE Ca raicHe U CbHIMBOCT. XHMIOKAJIHEMHUATA MOXKE a8 NMpeau3BHKa
MYCKYJIHH CMa3MH W/ MM U3pa3eHa chpAeuHa apUTMHA, CBbp3aHa C eAHOBpeMEeHHaTa ynoTpeda Ha
AUTHTATTHCOBH IIHKO3HAM WIH ONPEACIeBH AHTHAPHTMHYHH JIEKAPCTBEHH NPOLYKTH.

He e ycTaHOBeHa CTEIIeHTa HA OUMCTBaHe Ha XHAPOXJIOPOTHA3HA NPH XeMOAHANIH3A.

5. ®APMAKOJOIHYHH CBOHCTBA

5.1 ®apMaxkoaAHHAMHYHH CBOHCTBA

PdapMmaxorepanesTH4Ha rpyna: CpeacTearta, AeHCTBAIM BbPXY PEHHH-AaHM'MOTEH3HHOBATa CHCTEMA,
aHTHoTeH3HH 1] peuenTopHn avTaroHMcTH, Apyru KombuHauyun, ATC xom: CO9DX01.

MexaHHIbM HA ICHCTBHE
A3buma HCT e koMOuHaLIMA OT TPU AHTHXHNEPTEHIHBHH CHCTABKY C HOITLJIBALL, C& M

KOHTPOJ Ha apTEPHAIHOTO HAIAraHe IpH MNalHeHTH ¢ €CeHLIMATHA XHIIEPTOHHUA
NPHHALUICKH KbM KJ1aca Ha KAJTLIHCBUTE AHTANOHHCTH, BAJICAPTAaH KbM Klaca Ha RN
peLenTOpHHUTE O10KepH, 8 XHAPOXJIOPOTHA3H KbM KJIaca HA THA3HIOHHTE ANYPETH Ibhﬁuﬂmnlﬁ;ﬁé /

Ha Te3H ChCTABKMY UMa ATUTHBEH aHTUXUIIEPTEH3UBEH ¢(EKT. AR T
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Amnonunus/Banca XJ10 a3

Knunuuna egpuxacnocm u bezonacnocm

AMNOAMNHH/BaANICAPTAH/XHAPOXJOPOTHA3H]L € H3ITHTBAH B JBOHHO-CAANO, AKTHBHO KOHTPOJIHPAHO
Npoy4BaHe NMpU NaUKHeHTH ¢ XHNepToHuA. OO0 2 271 nauMeHTH ¢ YMepeHa A0 TEXKa XUMEePTOHHA
(cpexHOTO H3XOAHO CHCTONMHO/AUACTONHO apTepHanto Hanarade e 6uno 170/107 mmHg) ca 6unu
NIeKYBaHH ¢ aMJIOMNUH/BanicapTan/xuapoxnopornasua 10 mg/320 mg/25 mg,
BajicapTad/xuapoxaoporuazua 320 mg/25 mg, amnoaunub/sancapras 10 mg/320 mg nau
XMAPOXNAOpoTHA3HA/aMoaMITHE 25 mg/10 mg.

B Hauasi0TO Ha NPOYYBaHETO HA NAUMEHTHTE ca OHIIM HA3HAYEHH TIO-HHCKHU J03H OT NMPEANHCAHUTE UM
TEpaneBTHYHH KOMOHHALIMH H BNOCAEACTBHE Ha 2 CEAMHULA Ca THTPHPAHK JO ITHIHHTE HM
TepaneBTAYHH AO03H.

Ha 8-ma ceamHLa CpeaHOTO MOHHXKABAHE Ha CUCTOJIHOTO/AMACTONHOTO APTEPUHAITHO Halsarale € Ouio
39,7/24,7 mmHg ¢ amnoaunun/Bancapran/xuapoxaoporuasua, 32,0/19,7 mmHg ¢
BancapraH/xuapoxnopornazua 33,5/21,5 mmHg ¢ amnoaunun/sancapras u 31,5/19,5 mmHg c
aMJIOAHNTHH/XHApOoXnopoTHasu,. TpoiliHaTa kKOMOMHaLMA NPERB3X0XKAANE CTATHCTHYECKH 3HAYHUMO
BCAKA €HA OT TPHTE ABOHHN KOMOMHALIHH B MOHIDKABAHETO HA IHACTOIHOTO H CHCTONTHOTO
aprepuanHo HansraHe. [losmkasaHeTO Ha CHCTONIHOTO/IHACTONTHOTO APTEPHAIIHO HajldraHe ¢ A3buma
HCT e 6uno ¢ 7,6/5,0 mmHg no-ronamMo, 0TKONKOTO ¢ BaJICAPTAH/XHAPOXIOPOTHA3HA, C

6,2/3,3 mmHg no-rofigMo, OTKONKOTO ¢ aMaOAHNMH/BancapraH U ¢ 8,2/5,3 mmHg no-ronsamo,
OTKOJAKOTO ¢ aMJIOAHITHH/XHAPOXIOPOTHA3HA. ONTHMANHUAT AHTHXHIICPTCH3HBEH edekT € Oun
MOCTHTHAT ClieA 2 ceAMHYEH NPUEM Ha MAKCHMAJTHATA A03a
aMJIOAHITHH/BAJICApTaH/XHAPOXIOpoTHAa3UA. CTaTUCTHYECKH NO-TroOJIsM NPOLIEHT MALHEHTH ca
NOCTHTHAJTH KOHTPOJ BbPXY apTepHANHOTO cH Hanarade (<140/90 mmHg) ¢

aMJIOTHITHH/ BAJIcapTaH/XuApoxnopoTHasHa (71%) B cpaBHEHHe ¢ BCAKa efiHAa OT TPHTE ABOHHH
kombunaLmn (45-54%) (p<0,0001).

B noarpyna ot 283 naumeHTH, aHanus, GoKyCHpaH BbpXY aMOyJIaTOPHOTO MOHHTOPHPAHE Ha
apTepHaNHOTO HAATaHE, € NOKa3aHO KIMHHYHO H CTATHCTHYECKH MO-rOJIAMO MOHWKEHUE Ha 24-
4acOBOTO CHCTONTHO H IWACTOJTHO APTEPUHATHO HANATAHE, NPH JieYeHHe ¢ TpoiHaTa kKoMOHHaLMA

CIIPAMO BAJICAPTAH/XKAPOXJIOPOTHA3K, BajCApTaH/aMJIOANITHH U XHAPOXIIOPOTHA3HL/ AMJIOAHTIHH.

AMJIOAHNNH
Mexanuzvm Ha Oeticmeue

AMIIOAMNIHH, KOHTO BNK34a B CheTaBa Ha A3buma HCT nHxubupa TpaHcMeMOpaHHOTO HaBNIW3aHE Ha
KalMEeBH HOHH B ChP/ACUHHTE H CHAOBHTE MIaAKH MYCKYJIH. AHTHXHIIEPTEH3HBHOTO AEHCTBHE Ha
aMJTIOOHIHMH CE ALJKH Ha JHPCKTHHUA peslakcHpalll epekT BBPXY ChAOBHUTE IMaAKH MYCKYJTH, KOETO
BOZIM 10 HAMaNsBaHE Ha ChAOBOTO CHIIPOTHBIICHHE H OTTAM Ha apTepHANIROTO HANIAraHe.

Dapmaxoounamuynu egexmu

ExcrnieppuMeHTAIHH RAHHH NMOKA3BAT, Y€ aMJIOAMITHH C€ CBBP3Ba H C AMXHAPOITHPHAHHOBHTE H ¢

HEAUXHAPONUPHAWHOBHTE MECTa 3a CBbp3BaHe. [IpouiecHTe Ha ChLKpallleHHe Ha CHPAESYHHA MYCKYJI U
Ha ChAOBHMTE INIaAKK MYCKYJIH €8 3aBUCHMH OT NMPHABIXKBAHETO HA H3BBHIJIETHUHHTE KaMeBH HOHH
B KJIETKHTE Ha MYCKYJIMTE Nnpe3 cnedHuHH HOHHN KaHAIYeTa.

e

M
X "

nonoxenue. [Ip4 XpoHHuHa ynoTpe6a TOBa NOHIDKABAHE Ha aPTEPHATHOTO Hansrale HE G ChIp XS
OT 3HAYHMH MPOMEHH B CLPAEYHATA Y€CTOTA WiIH IUIa3MEHHTE HHBA HA KATEXOJIa ﬂ"uhﬂ
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[1na3zMeHHUTE KOHLIEHTPALMHM KOpeHpaT ¢ eeKTa, KAKTO ITPH MIaaH, Taka H MTPH NMaUHEeHTH B
cTapyecka Bb3pact.

[1pu xuneproHuuM ¢ HopMaiHa ObOpeyHa PYHKLUA, TEPANEBTHIHHTE JO3U AMJIOAHITHH BOAAT AO
HaMa/IaBaHe Ha OBLOPEUYHOTO CHAOBO CHIIPOTHUBCHME H YBEIIMUABAHE HA rIoMepynHaTa duwrrpaums, U
epekTHBHHA OBbOpeyeH KpBBOTOK, 6¢3 Aa mpoMeHAT GurTpatiMoHHaTa Gpakiya WIH NPOTEHHYPHATA.

Kakto u npH apyrure 6a0KepH Ha KAJILIMEBHTE KAHAIH, XeMOAHHAMHYHHTE H3MEPBaHHA Ha
ChpZXe4HaTa (pYHKLHA B MOKOH U NMPH HaTOBapBaHe (WIH XOACHE) NPH NALMEHTH ¢ HOpMalTia QyHKUMSA
Ha KaMepHTe, JIEKYBaHH ¢ aMJIOZIUTIHH, KATO LANO NOKA3BAT JICKO MOKA4YBaHE HA CHPACYHHA MHAEKC
6e3 3HaYMMO NMOBIIMABAHE HA KOHTPAKTWIMTETA U noMneHaTa gyHkuus (dP/dt), wnu Ha
JIEBOKAMEPHOTO W AHACTOIIHOTO HanaraHe Wid obem. B npoyusanus 3a xeMOAHHAMHKA, AMIOIKITHH
He ¢€ CBLP3Ba ¢ HEraTHBER HHOTPONEH €(EKT, KOraTo ¢e MPHIara B rpaHHLIMTE HA TEPANeBTHUHHTE
JO3H NPH 3APABH XKHBOTHH M XOpa, JOPH KOTaTo MPH XOpa ce NMpHiara eHOBpeMeHHO ¢ OeTa-
Onokepu.

[Ipy 3apaBH xOpa H )KHBOTHHY AMIOAMITHH HE MPOMEHA CHHOATPHANIHATA HOAATHA (PYHKIIUA U
aTPHOBEHTPHKYJIAPHOTO NpoBexaaHe. B xIMHMUHH NMPOYUBAHHSA, B KOUTO AMJIOJWITHH € NpWiaraH B
koMOHuHaLH ¢ 6eTa-bnokepH HAa NaLMEeHTH ¢ XHNEPTOHMA WIH CTEHOKapAHa, He ca Habmoxasauu
HexKeJIJaKH €(PEKTH CIIpAMO NapaMeTPHTE Ha eJIeKTPOKapAHOrpaMara.

AMIOOHITHH € NPOYYBAH NPH NALHEHTH ¢ XPOHUYHA CTAOM/IHA CTEHOKAP/AHA, Ba30CNacTHYHA
CTEHOKAp/HA H aHrHOrpadCKH AOKYMEHTHPaHO 3a00/1BaHe HA KOPOHAPHHTE ChAOBE.

Knunuyna epuxacrwocm u bezonacrnocm

Ynompeba npu nayuenmu ¢ xunepmornus

PanapoMu3HpaHo ABOAHOCHANO npoy4BaHe 3a 3abonesaeMocT U cMBPTHOCT ALLHAT
(Antihypertensive and Lipid-Lowering treatment to prevent Heart Attack Trial - AHTHXHITEPTEH3HBHO
H JIMITHIOTICHIDKABALLO JISYEHHE 33 MPOdUIAKTUKE HA ChPIASYEH NMPUCTHN) € OWI0 NPOBEASHO ¢ LieN
CpaBHAB2HE HA HOBUTE TEPanHH: aMmnoaunuH 2,5-10 mg/neH (kanuueB aHTaAroOHHCT) WIH JH3HBONPHI
10-40 mg/nen (ACE mHxubuTop) ¢ THa3SHAHUA AHYPETHK XJ0opTanuacH 12,5-25 mg/neH kato neuenue
OT TbPBA JIMHHA NMPH NALMEHTH C JIeKa K0 YMepeHa XUITEPTOHHA.

O6wmo 33 357 naupeHT™ ¢ XMNEPTOHUA HA BB3PacT 55 roaHHU K Nopeye ca OUnH paHROMH3HPAHH H
NpocJeacHH 3a cpeaHo 4,9 roauHu. IlanmMenTiTe ca HMaNH NOHE eIMH AOITHIHMTENEH PHCKOB (pakTop
33 XOopoxapHa HonecT Ha CHPUETO, BKIFOYMTEIHO NMpeALIeCTRALl MHOKApAEH HH(PApKT HIH HHCYNT (>6
MeceLa NMPEAN BKIIOYBAHE B NPOYYBAHETO) HIH AOKAIAHO JIPYTO aTEPOCKICPOTHUHO CHPACYHO-CHIOBO
3abonasaHe (Han 51,5 %), zaxapen nuaber Thn 2 (36,1 %), THMONPOTENHH ¢ BUCOKA TUTBTHOCT -
xonecrepos <35 mg/dl unu <0,906 mmol/l (11,6 %), nepokamepHa xunepTpodus, IHArHOCTHLHPAHA
Yype3 eNEeKTpoKapanorpama wid exokapanorpadceks (20,9 %), Hacroaim mymauu (21,9 %).

[TbpBrUyHaTa KpaiiHa TOuKa € O1ia checTaBeH nokasated OT paTajieH KOPOHAPEH HHUMICHT WIH He-
¢aTaneH myokapneH HHGapkT. He ca nabnrogaBaHH 3HAMHMH PaTHYHA O OTHOLIEHHE Ha
ITbPBHYHATA KpalHa TOYKA MEXTY TEPANnHATa C AMIOANIHNH M TEPAMMNATA ¢ XJIOPTANHAOH: KOShHLIMEHT

CHIrBM(HKAHTHO NO-BUCOKA B IPyIaTa Ha aMNOAMIIAH, OTKOJKOTO B IpyfaTa Ha XJ1o
crpamo 7,7 %, RR 1,38, 95 % CI [1,25-1,52] P <0,001). Bonpeku ToBa, He ce Habn
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pa3nHYMs 0 OTHOUIeHHE Ha o01aTa CMBPTHOCT MEXIY I'PYNATA Ha TepaImHd ¢ aMIOAMNHH H Ta3H Ha
Tepanui ¢ xnopransaor RR 0,96 95 % CI [0,89-1,02] p=0,20.

Bancapran
Mexanuzwm na oeticmeaue

BancapraH e nepopajiHO aKTHBEH, MOIIECH ¥ cneurdudcH anrmorensuH I peuerrropen 6nokep. Tok
BB3ACHACTBA CEJIEKTHBHO BBpXY AT peLienTOpHHA NOATHI, KOUTO € OTTOBOPEH 38 NMO3HATHTE
BB3ACHCTBHA HAa aHTHOTEH3HH 1.

Knunuuna egpuxacnocm u bezonacrocm

[TpunoxeHueTo Ha BaJICAPTAH NPH NALKEHTH C XMMEPTOHUA BOJAH A0 MOHMXKABAHE HA 8PTEPHAITHOTO
HansraHe 6e3 NoBIMABaHE HA ITYJICOBATA YECTOTA.

[Ipu nopeueTo NalMEHTH, Cie]l ERHOKPATEH NEPOPASICH NPUEM, HRYAJIOTO HA AHTHXHIICPTCH3IHBHOTO
JCACTBHE € B pAMKHTE Ha 2 yaca, a IIHKA B [IOHIDKABAHETO Ha apTEPHANIHOTO HAMIATAHE CE I0CTHTa B
paMkHTe Ha 4-6 yaca. AHTHXHNEPTEH3HBHHAT edeKT npoawpkasa Hap 24 yaca cnea npueMa. [pu
peaoBeH NMpueM MaKCHMyMa B peyKLHMATa Ha apTepHANHOTO HAMAraHe ¢ BCAKa A033, KaTo L0, e
MOCTHIa B PAMKHTE HA 2-4 CEIMHLIH.

XJIO a3
Mexanuzwm na devicmeue
OCHOBHOTO MACTO Ha JeHCTBHE HA THA3HAHHTE AHYPETHLM ca AUCTATHUTE W3BUTH KaHA/YeTa B
0610peka. JokazaHo e, ye B Ob0peunara KOpa ChILECTBYBA PEUENTOP C BHCOK a)MHHUTET, KOHTO
NpEeACTaBAgBa OCHOBHOTO MACTO Ha CBBP3BAHE 33 ACHCTBMETO Ha THAZHIHHTE JHYPETHLM H 34
HHXUOMpaHe Ha TpaHcnopTa Ha NaCl B AcTanHUTE W3BUTH KaHAMYeTa. THAZHAHHTE OHYPETHLM
aeAcTBaT upe3 vHxubupane Ha Na'Cl" cumMnoprep, BepoSTHO 4pe3 KOHKYpHpaHe 3a MSCTOTO 3a
cebp3paHe Ha CI', M MO TO3H HAYHH NMOBJIHABAT MEXAHH3IMHTE HA €NEKTPOJIHTHA peabcopOma:
JAHUPEKTHO MOBHIIABAWKH EKCKPELIUATA HA HATPHIA M XJIOpP B NPHONIM3HTENTHO €XHAKBA CTENEH U
HHMPEKTHO YPe3 AHYPETHYHOTO CH JcHCTBHE, HaMaNABaHKK Ina3sMeHHs obeM ¢ rnocneapaio
NOKAYBAHE HA TUIA3MEHATA PEHHHOBA AKTHBHOCT, CEKPElIMA Ha anaocTepoH M 3aryfa Ha Kayui ¢
YPHHATA, KAKTO H HAMaJ1ABaHe Ha HUBATA Ha CEPYMHHUA KA.

Hemenanomen pax na xoxcama
B13 ocHOBA HA HAJTMYHHMTE JAHHH OT ENHAEMHONONHYHH MPOYYBaHHUA ¢ HabmonaBaHa 3aBUCHMA OT
KyMYJaTHUBHATa J103a Bpb3ka Mexay xuapoxsnoporuazun ¥ HMPK. EnHo npoyysane Bri1ouBa
nonynaums, cberosia ce or 71 533 ciayqan Ha BKK u 8 629 cayuaun Ha CKK, u nomynaims ot
cpotBeTHO 1 430 833 1 172 462 noaxonswm KOHTPonH. BucokaTa ynorpeba Ha XHAPOXNOPOTHA3HA
(xymynarusno >50 000 mg) e cBbp3ana ¢ kopurupaHo otHouieHue Ha mancosetre (OR) 1,29 (95 %
AN: 1,23-1,35) 3a BKK 1 3,98 (95 % JIH: 3,68-4,31) 3a CKK. HabmonaBaHa e scHa Bpb3Ka
KyMynaTupHa 103a-0TroBop KakTo 3a BKK, Taka u 3a CKK. [pyro nipoyuBaHe nokassa Bh3MOXHa
Bpb3ka MEXAy paka Ha yeTHHTE (CKK) H excnosuumaTa Ha XHApOXIOpoTHa3K: 3a 633 cinyua Ha pak
Ha YCTHHTe € noabpaHa nomysaiug ot 63 067 noaxoAAllH KOHTPOSIH, KATO C€ H3MOJI3Ba CTPATETHA 34
B3¢MaHe Ha npobu, onpeaeneHa ot pucka. JleMOHCTpHpaHa € Bpbh3Ka KyMy/IaTHBHA 1033-0TTOBOP C
xopurupaH OR 2,1 (95 % JIM: 1,7-2,6), HapacTBawx ao OR 3,9 (3,04,9) 3a Bucoka ynorpeba

(~25 000 mg) n OR 7,7 (5,7-10,5) 3a Haii-Bucokara kyMynatusHa no3a (~100 000 mg) (Bx. cio
touka 4.4).

[leanaTpuyHa NOMYAUMS
Erponeiickara areHimMs no JekapcTeaTta ocBoO0XAaBa OT 3aAb/DKCHHETO 32 Npea

Pe3yJITATHTE OT MPOYYBAHHATA C AMJIOAMITHH/ BANICAPTaH/ XHAPOXJIOPOTHA3H] BBB B
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NeJHATPAYHATA NOMYyNauMs NPH eCEHUHANTHA XHUIIEPTOHHA (BX. TOYKA 4.2 3a HHPOPMALIMA OTHOCHO
ynotpeba B neaHaTpHaTa).

Hpyru

JBoitHo GrokupaHe HA peHUH AHTHOTEH3WH -alnocTepoHoBara cHereMa (PAAC)

HBe roneMu paHaoMu3npanu KoHTpoaupaHy npoyusanui — ONTARGET (ONgoing Telmisartan
Alone and in combination with Ramipril Global Endpoint Trial — Texywro rnobanHo u3nurease 3a
KpalHH TOYKK Ha TEAMHUCAPTaH, CAMOCTOSTENHO U B KOMOKHaLMa ¢ pamunipiwt) H VA NEPHRON-D
(Knuan4HO npoyuBaHe CEBP3aHO C pa3BHTHE HAa HedponaTHa npn aHabeT, MpoBeAeHo OT
MHHHCTEPCTBO O BLIIPOCHTE Ha BETEpaHUTE) — Npoy4BaT ynorpedara Ha koMOMHauuaTa or ACE
uHxubuTOp U APD.

ONTARGET e npoyusaHe, NpoBeAEHO NpU NALMEHTH ¢ aHaMHe3a 3a CBPACHHO-CBAOBA WK
MO3BYHOCHAOBA OONecT, WK 3axapeH AMaber TN 2, MPUAPYXKEHH C JaHHH 34 YBPEXKAaHe Ha
edexropru opraii. VA NEPHRON-D e npoyuBane npu naitMeHTH Cbe 3aXapeH auabeT THI 2 H
nuaberHa HedponaTus.

Te3n npoy4BaHKA HE €a NOKa3alH 3Ha4HM OnaronpuareH edekT BbpXy 6b0peyHnTe v/Min
CHPACYHOCHAOBHTE NMOCIEAMLIM H CMBPTHOCT, KATO CHIIEBPEMEHHO ¢a HabIFOAABAHH NMOBHLIECH PHCK
OT XMMEePKAIHEMHS, OCTPO YBpeXKJaHe Ha On0perdTe W/ MM XHITOTOHHA B CPABHEHHUE C
MoHoTepanuaTa. KaTo ce HMaT mpeABHA ¢xoaHUTe UM (papMaKOAHHAMHUYHM CBOMCTBA, TE3M PE3Y/ITATH
ca npwioKKMH H 3a Apyru ACE unxuburopu u APb. ACE nnxuburopu u APb cneapoearenHo ne
TpAGBa Aa ce H3NON3BAT CAHOBPEMEHHO PH NALUMEHTH ¢ nuabeTHa HegponaTua (Bx. Touka 4.4).

ALTITUDE (Aliskiren Trial in Type 2 Diabetes Using Cardiovascular and Renal Disease Endpoints —
KnuHHYHO NpoyuBaHe NPOBEACHO ¢ ATHCKHMPEH IPH NALMEHTH CbC 3axapeH Auaber TN 2
H3MON3BaHE HA ChPACYHO-CHAOBH H O6BOpeuHH 3a00naBaHKA KaTO KpaiHH TOYKH) € IIPOYUBaHe,
npeQHa3HAY€HO Aa U3C/eBa Noa3aTa 0T A00aBAHETO HAa ANIMCKUPEH KBM cTaHaapTHA Tepanus ¢ ACE
uHxuOuTOp MK APb npu naumeHTH cbe 3axapen auaber TN 2 U XpoHn4HO 6BOpeuHo 3abonasane,
CBHpASYHO-CHAOBO 3abonaBane WK K asere. [IpoyuBaneTo ¢ 6110 NpexpaTeHo NpeXAEBPEMEHHO
NOpaaM NOBHILEH PUCK OT HeOnaronpuaTHH nocneauud. Kakro cbpAaeyHO-CHAOBATA CMBPT, TAKA U
HHCYATHT ca OWIM 10-4eCTH B rpyfaTa Ha AIMCKUPEH, OTKOJIKOTO B Ipynata Ha rutaueo, a
NpeACTaBIIABALIHTE HHTEPEC HEXKENAHH CHOHTHA H CEPHO3HH ReXeNaHH ChbOHTHA (XMNEPKATHEMHS,
XunoToHus ¥ 61u0peuHa auchyHkuma) ce Ornu cpboOLAaBAHN NO-4ECTO B IpyNaTa Ha &JTHCKHPEH,
OTKOJIKOTO B rpynaTa Ha mnnaue6o.

5.2 DapMaAKOKAHCTHYHH CBOHCTBa

JIMHelHOCT
AMIIOIHINH, BaJICAPTaH H XMAPOXJIOPOTHA3H UMAT IHHelHa dapMakOKHMHETHKA.

AMJIOIHINIMH/ BANICAPTAH/ XHIPOXNIOPOTHA3ZKA

Cnen nepopalHO NPHIOKEHHE HA aMTOAMITHH/BATICAPTAH/XHAPOXJIOPOTHAZHA NPH 30PABH Bb3pacTHH
NTHKOBH IU1383ME€HH KOHLIEHTPALMH Ha aMJIOAHIHH, BAJICAPTaH H XHAPOXJIOPOTHASHA C€ AOCTHraT
CBHOTBETHO 3a 6-8 yaca, 3 yaca u 2 yaca. CkopocTTa H cTeneHTa Ha abcopbuusTa Ha aMJIOAMIIHH,
BAJICapTaH H Xuapoxnoporuazua npu Aibuma HCT ca chlunTe, KAKTO NpH NPHIATAHETO UM
CaMOCTOATEJTHO.

AMIOAHNHH / 2
A&Oﬁﬂﬂ , ,/v‘—-

Cnen nepopatHO NPWIOAKEHHE HA TepaneBTHYHA 10332 aMJIOAMITHH, NMUKOBA nnasuh‘uﬁj’ e

TN
ce nocTHra 3a 6-12 waca. AGcomorHara 6noHanuyHocT € Mexay 64 % u 80 %. bon 1
aMJIOZMIIMH HE Ce NOBJIHABA OT IIPHEMA Ha XpaHa. AR S /_’
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Paznpedenenue
Ob6eMbT Ha pasnpeaenenne € npubnusuresHo 21 Vkg. In vitro npoy4ysaHus ¢ aMJIOAUINMH HOKA3BAT, 4e
npubauzntento 97,5 % oT UMPKYIHPALLOTO JIEKAPCTBO C€ CBBP3BA ¢ IUIA3MEHHTE MPOTEHHH.

buompancgpopmayun
AMIOAUNHH ce MeTabonH3upa oCHOBHO (npubansurenno 90 %) B uepHHs apod 00 HEAKTHBHH
MeTabOIHTH.

Enumunupane
EnuMHuHMpaHeTO Ha aMNOAMIUH OT Ia3Mara e 6udasHO ¢ TEpPMHHAIEH NONYXMBOT Ha €THMUHHUPAHE

npubnusurento 30 xo 50 yaca. CrauHOHapHM [1a3MEHHM HMBA C€ JOCTHIraT CNICA NPOIBDKHTENICH
NpHEM 3a

7-8 aHH. 10% ot opurnHanHus aMmnoaunun 1 60% ot HeroBuTe MEeTa0OJIHTH CE EKCKPETHPAT C
ypHHATA.

BajicapraH
Abcopbyusn
Chnen nepopanHo HPHWIOKEHHKE HA BAJICAPTAH NUKOBUTE IUTA3MEHH KOHLIETPALIMM C€ AOCTHraT 3a 2-4

yaca. CpeaHara abcomorHa 6nonannaHocT € 23 %. XpaHaTa HaManfasa eKCNo3HLMATA (ONpeaeneHa
ype3 AUC) Ha BancapTad ¢ 0kosno 40 % u nukoBarta rurazMeHa KOHUeHTpauMs {Cuax) ¢ okomo 50 %,
BBITPEKH TOBa OKONO 8 yaca cjie] npMeMa Ia3sMeHHTe KOHLICHTpallMK Ha BajicapTaH ca noaobHH B
rpyNUTEe NMPUEMANH JIEKAPCTBOTO Cliel HaXpaHBaHe W Ha riagHo. Tasu peaykuua Ha AUC, obaue He ce
CBITBTCTBA OT KIIMHHYHO 3Ha4YHMa PeayKUHA Ha TepaneBTHYHHA e(eKT H 110 TA3U NPHUYHMHA BaNcapTaH
MOX€E /1a Ce NMPHEMa Ha IMaiHO UM CJIe]l HAaXpaHBaHE.

Pasnpedenenue

CraunoHapHHAT 00eM Ha pa3npeeieHne Ha BAJICAPTaH C/ied MHTPABEHO3HO NMPHIOKEHHE €
okono 17 nuTpa, KOETO MOKA3Ba, Y€ BAJICAPTAH He ce paslpeaend lMPOKO B ThKaHMTE.,
BancapraH ce CBEp3Ba BEB BUCOK& CTEIIEH ChC CepyYMHHTE NpoTeHHH (94-97 %), 0OCHOBHO CBC
CEpYMHHA aJIOYMHH.

buompancgopmayus

Bancapran ne ce MmeTaGonusupa BbB BUCOKa CTENEH, Thi KaTo caMo okosio 20 % ot po3ara ce
ycTaHoBaBa noa gopmara Ha Metabonury. B riazMara € ycraHOBeH XHAPOKCH META0ONHT B HHCKH
koHLUeHTpauuu (nomanxo ot 10 % or AUC Ha BancapraH). To3n Merabonur e papMaxororHyso
HCAKTHBECH.

Enumunupane

BasncapraH nokassa MyJTHEKCNIOHEHLIMATTHA KHHETHKA Ha pa3naj (t)2 a<l yac u t/42 8 okono 9 yaca).
BancapraH ce enmmuEMpa 0CHOBHO ¢ ¢eweca (okono 83 % or gozara) H ypuHata (okono 13 % ot
N03aTa) OCHOBHO KATO HENMPOMEHEHO CheAuHEeHHe. Cliel HHTPAaBEHO3HO NPUIIOKEHHE IIa3MEeHHUS
KIMPBHC Ha BaJicapTaH ¢ npubnmsurenHo 2 /h, a 6x6peunus knupehe € 0,62 1/h (oxono 30 % or
obua xaMpbHE). 1oy KHBOTHT Ha BaJICApTaH € 6 yaca.

XJ10 a3 /"—\
AR 1
Abcopbyun / .. gﬂx\)ﬁﬂ 0 /7‘%60
AbGcopbumaTa Ha XHAPOXJIOPOTHAZHUA ClieA NepopaeH npHeM € 6bp3a (tmax OKONO 2 qm ,f A 3N
YBesnnuaBaHeTo Ha cpenHata AUC e 1MHeHHO M € NponopuMOHAIHO Ha A038Ta B TE ‘*”"_ -

ARAana3oH.
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EdexTsT Ha XpaHaTa BbpXxy abcopbumsaTa Ha XMAPOXJIOpOTHA3KA, AKO MMa TaKbB, HMa MAJIKa
KIHHWYHA 3HaYuMOocT. ADcomorHaTa OHOHANTHYHOCT HA XHAPOXJIOPOTHASH] CJie]] EPOPATTHO
npunoxexne e 70 %.

Paznpedenenue

[TpusuauuaT obeM Ha pasnpeneneuue ¢ 4-8 kg, IlupkynnpamsaT XuapoxaopoTHasHi € CBbpP3aH ChbC
cepyMuuTe npotedHH (40-70 %), npeAUMHO cbC CepyMHHUR anbyMHuH. XuApoXJOpOTHA3K ChLLO TaKa
KYMYNHpPa B €pUTPOLIMTHTE NMPHONMH3HTENHO 3 ITHTH NMOBEYE, OTKOJKOTO B M1a3Mara.

buompancopmayus

XHIpOXIIOPOTHABH] CC CITMMHHHPA NPEAHMHO KaTO HETIPOMEHEHO BELECTBO.

Erumunupane
XHUAPOXJIOPOTHA3K CE€ EIMMHHHpA OT IUIa3MaTa C BpeMe Ha NMOMYKHBOT cpeaHo 6 A0 15 uaca B

kpaltiHaTa §a3a Ha enMMHHHpaHe. HaMa npoMaHa B KHHETHKATA Ha XUAPOXJAOPOTHA3KH] NPH
MHOT'OKPATHO NpuiaraHe, a KyMYJIMPaHEeTO € MMHHMAJIHO NPH NPUNOXKCHHE BEAHEX JHEBHO. Han
95 % ot abcopOupaHara no3a ce eKCKpeTUpa KaT0 HENPOMEHESHO BEUIECTBO B ypuHaTa. bhOpeuHuAT
KIHPBHC C€ CHCTOH OT NacHBHA GUITPALIHA H AKTHBHA ceKpeiua B On0peuHnTe TyOynu.

Cneumaniy nomyialsu
Ileduampuunu nayuenmu (ev3pacm noo 18 2odunu)

Hama ¢papMakOKHHETHUHH AaHHU MPH NEAHATPHYHATA MOMYNALHA.

IHlayuenmu 6 cmapuecka éb3pacm (eb3pacm 63 200uny u nogeye)

BpeMeTo 3a JocTUrane Ha NUKOBA MIa3MeHa KOHUSHTPpaLlM] Ha aMJIOQHIHH € CXOIAHO NpH Mhaju
NAUWUEHTH M NPH NaLKEHTH B cTapuecka Bb3pacT. Uma TeHaeHUMA NpH NalMeHTUTE B cTapyecka
BB3PACT KIMPLHCA HA AMJIOJHITHH 18 HAMAJISBA, KOETO BOAH A0 [TOKAYBAHE HAa IUIOLLTA NOJ KpHBATa
(AUC) n nonmyxuBoTa Ha eiMMUHHpane. CpeaHara cucteMHa AUC 3a BancapTaH ¢ o BHCOKa CBC

70 % npu nauMeHTH B CTapyecKa Bb3PacT B CPABHEHHE C NO-MNaAM NALMEHTH, MOPaay Ta3H NpHYHHA
€ HeoOXonHMO BHUMAaHHE MPH NMOBHILABAHE Ha J103aTA.

CHcTeMHaTa eKCITO3HIHA HA BAJICAPTAH € JIEKO MOBUIICHA NPH NALHEHTHTE B CTAPYECKa BL3PAacT B
CpaBHEHHE C MJIAJIUTE MALMEHTH, HO TOBA HAMA HAKAKBO KJIMHMYHO 3Ha4YEHHE.

Ol"paHH‘-leHH AAQHHH npeanojiarar, ¢ CUCTCMHHAT KJIHPBHC HA XHAPOXAOPOTHa3N € HAMAJICH INPH
MNALMCHTH B CTApUCCKa BR3PACT, 3APABH WIH C XHUMIICPTOHHA, B CPABHCHHC C MJ1aJlH 3paBH

nobpoBOILM.

ToiH kaTo TpUTE BELIECCTBA CE€ MOHACAT €AHAKBO AOOPE KAKTO OT MO-MJIAAMTE MNALMEHTH, TAKa H OT
NAaUMEHTHTE B CTAPYECKA BH3PACT e Mpenopbysa HOPMATHA CXeMa Ha npHiaraHe (Bx. Touka 4.2).

bvbpeuno yepexcoaite

PapMakOKMHETHKATA HA aMNOAMIHH HE CE MOBJIMABA 3HAYHMO MPH HapyLIeHHe Ha 6xOpeuHaTa

¢yHkuua. Kakto ce ouaksa 3a BELUECTBO, YHHTO ObOpeucH KINpBHC € camo oko0 30 % ort obuus

[1a3MEH KIHPBHC, He ce Habnrogaea Kopenalusa Mexxay 6n0peuHara yHKIMI ¥ CHCTEMHATA

€KCTO3HIMA KbM BaJICApTaH. / @%

S/ AT\ 2
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I/
Pt as

[Topanu a3y npyyHHA NALMEHTHTE C JIEKO J0 yMepeHo OuOpeuHo yBpexaaHe Morar ag updemat - ' E \
ol B L g ]
obuualinaTa HauanHa n03a (BX. Touka 4.2 u 4.4). HOE w.:{f? i e
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[Ipu HanH4yHe Ha 6EOpeuHO yBpeKAaHE CPSAHHUTE MHKOBH Maa3MeHH HHBa H AUC Ha
XHJAPOXJIOPOTHA3H €A NOBHILIEHH, 8 CKOPOCTTa Ha EKCKpellHs B YpHHaTa € HaMaseHa. I1Ipu nauueHTH
C JIEKO A0 yMepeHo 6n0peuHo yBpexknase ce Habmoaasa TpUkparHo nosuiueHHe Ha AUC Ha
xuapoxnoporrasna. [Ipu naumeHTHTE © TEXKKO OBOpeuHO yBpexaane ce Habmopaasa 8-kpaTHO
nosuwneHue Ha AUC, Az6uma HCT e npoTtHBONOKa3aH NpH NalHeHTH ¢ Texko OuOpeuto yBpexaane,
aHYpHS WIH Ha Axanu3a (BxK. Touka 4.3).

Hepnodpobuo vepesicoane
HanuyHy ca MHOTO OrpaHH4€HH XaHHH 33 MPUIOKEHHUETO Ha aMJIOIUIIKH NPH NIALIUEHTH ¢

yepHOAPOOHO yBpexaaHe. [launeHTuTe ¢ yepHOAPOOHO YBpEXKAaHe HMAT HAMAJIEH KJIHPBHC Ha
aMJIONHNHH ¢ nocneasamo nokausaHe Ha AUC ¢ npubnusurenno 40-60 %. [Ipn nauueHTH ¢ 1eko a0
YMEPEHO XPOHHYHO 4epHOAPOOHO 3abonssanHe eKCNO3ZHIMATA KbM BajicapTaH (ONpeacicHa upe3
croiiHocTHTe HA AUC) € ABa ITbTH MO-BUCOKA OT YCTAHOBEHATA NPH 3ApaBH A0OPOBOILM (rpynMpaHH
no BB3PACT, non u Terno). [lopaau Bancaprasosata komnoHneHra Azouma HCT e nporuponokasaH
NpH NAaLMEHTHTE C YePHOAPOOHO YBpexkaaHe (BXK. TOUKH 4.2 n 4.3).

5.3 IlpeaxnnaHauaE NaHHA 32 6ezonacrocT

Amnonvnun/Bancapran/XuapoxaopoTHaini

B peauua npeakiHHHYHH NMPOY4YBAHHUA 3a 6€30MacHOCT C aMJIOAHITHH, BAICAPTaH, XHAPOXJIOPOTHA3HA,
BaJICApTaH/ XUAPOXJIOPOTHA3HA, AM/IOAHITHH/BAJICAPTAH H aMJIOAMITHH/ BaNICAapTaH/XHAPOXIIOpOTHA3HA,
NPOBEJCHH NPH Pa3TUYHH XKHBOTHHCKM BHAOBE, JTUIICBAT A0KA3aTE/ICTBA 38 CHCTEMHA HJIM OpraHHa
TOKCHYHOCT, KOMTO 1a OKAXKAT HEraTMBHO BIIWAHHE BBPXY KIHHHUYKaTa ynorpeba Ha

aMJIOZHUTTHH/BAICAPTaH/ XHAPOXJIOPOTHA3ZKM/L NPH XOpa.

[TpeaAKNHHAYHH MPOYYBAaHHA 32 0€30MaCHOCT ¢ MPOAB/DKHUTENHOCT A0 13 CeAMMLIHM Ca NPOBEAEHH C
aMJIOAWINTHH/BaNCapTaH/ XuAPOXJOPOTHA3UA NPH IUTbXoBe, KoMOUHaIMATA BOAU 10 OUYAKBAHO
NOHHXEHUE HA MOKA3IATE/IHTE Ha YCPBEHATA KPBBHA PeAHLIA (EPHTPOLIMTH, XEMOITIOOHH, XEMATOKPHT
H PETHUKYJIOLIHTH), MOBUILIABAHE HA CEPYMHATA Ypes, MOBHIIABAHE HA CEPYMHHA KPEeaTHHHH,
NOBHILIABAHE HA CEPYMHHA KaJIMi, IOKCTarJioMepyJlapHa xunepiuiaszus B 6n06peka v GokanHu epo3uu B
HIIC3UCTHA CTOMAX NPH rUTbXoBe. BeHuky Te3u NpoMEHH ca obpaTHMu cnef 4-ceMHUYEH
BBL3CTAHOBHTEJICH NEPHOA H Ce CMATA, Y€ ca BCIeACTBHE arpaBupaHe Ha ¢GapMaKoIOrHUHHTE €eKTH.

KoMOuHauMaTa aMI0AUNUH/BAICAPTAH/XHAPOXJIOPOTHAZH HE € H3C/IEIBAHA 38 FTEHOTOKCHYHOCT H
KaHLEPOreHHOCT, Thil KATO JIMNICBAT AOKA3ATENICTEA 38 HAKAKBO B3aMMOACHCTBHE MEXKIY OTAC/IHHUTE
BelLIleCTBA, KOMTO €a OTAABHA Ha nazapa. AMIOAMIHMH, BAICAPTAH M XMAPOXJIOPTHA3HK] C& H3CNeBAaHH
MOOTACNHO 38 FeHOTOKCHYHOCT H KAHLIEPOIreHHOCT ¢ HEFraTHBHH PE3yJITATH.

AMAOAUNIHH
Pen KMUBHA MOKCUYHOCM

PenipoQyKTHBHH NMPOYUYBAHHA NMPH TUTHXOBE H MHINKH MOKA3BAT 3aKbCHABAHE HA JATATa HA paXaaHe,
YAB/DKEHA MPOABDKHTENIHOCT Ha PAKIAHETO H HAMAICHA XH3HECNIOCOOHOCT HA MAJIKMTE NMPH A03K
nNpUOAM3HTETHO 50 MBTH MO-BHCOKH OT MAKCHMATHHTE MPETNIOPBYMTENIHH A03H APH XOpa, H3UHCICHH
Ha Oa3a mg/kg.

Ha CHUR 8b8 depmuaumema

3a xopa oT 10 mg, u3uncaeHa Ha 6asa mg/m?). B apyro npoyusase npH IursXxose, np l(ﬁctohmm
IUTbXOBE Ca TPETHpaHH ¢ amnoAUnHHOB 6e3unar 30 aHK, ¢ A03a CpaBHHMA C A03aTa Hk\l {mpa, -
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H34HCAcHA Ha Oasza mg/kg, ca ycTAHOBEHH NOHIDKEHH IUIA3MEHK HHBA Ha (GONHKYJIOCTHMYJIHPAIIL
XOPMOH H TECTOCTEPOH, KAKTO H MOHIKABAHE HA IUTBTHOCTTA HA criepMarta M Opos Ha 3pe
CNEPMATHIH H CEPTOIHEBH KJIETKH,

Kanyepoeenesza, Mymazenesa
HsaMa JaHHH 32 KaHIEPOreHHOCT MPH IUTbXOBE H MUUIKH, TPETHPAHH ABE NOJAWHH ¢ aMJIOAMITHH B

XpaHara B KOHLIEHTPALMH, U34YKCIIEHH Aa OCUIYPAT AHEBHH A030BH HHUBa oT 0,5, 1,25 u 2,5 mg/kg/nen.
Haii-Bucokata ao3a (npu MHULIKH - O1M3Ka A0, a NMPH ILTLXOBE — ABA MbTU* MO-BHCOKA OT
MAKCHMATHATA MIPENopbYMTENHA KTHHHYHA 1033 oT 10 mg, u3uncneHa 3a mg/m?) e 6una 6amska no
MAKCHMAJIHO JOITYCTHMATA 034 38 MHIIKH, HO HE H 33 ILThXOBE.

[IpoyuyBaHHA 338 MyTareHHOCT He MOKA3BaT NCKAPCTBEHO-00YCN0BEeHH ¢(PEKTH HHTO HA NEHHO, HUTO HA
XPOMO30MHO HHBO.

* W3yKcaeHa 3a nawueHTH ¢ Terno 50 kg

Bancapran
HeknWHHYHHTE NAHHH HE NOKAa3BaT 0COOEH pUCK 3a Xopa Ha 6a3aTa Ha KOHBEHLMOHATHUTE

¢$apMakoNOrMyHH NMpoOy4YBaHHA 3a 6€30NacHOCT, TOKCHYHOCT NPH MHOTOKPAaTHO MpHIATraKe,
reHOTOKCHYHOCT, KAHLIEPOF€HEH NMOTEHLIMAJI, peNPOAYKTHBHA TOKCHYHOCT H TOKCHYHOCT 32
pa3BUTHETO.

[Ipu mIBbX0BE TOKCHYHH J03H 3a MaiikaTa (600 mg/kg/neH) no BpeMe HA MOCNEAHUTE JHH OT
GpeMEHHOCTTa U NEepHo/ia Ha JJAKTALMA ¢a AOBE/IH IO NO-HHCKA CTENEH Ha NPEXHUBAEMOCT, N0-c1abo
HajaBaHe Ha Terno K 3abaseHo pa3BuTHE (OTACNAHE Ha YIIHAaTa MHAA H OTBapPAHE Ha CITyXOBHA
KaHajl) Ha NoKoJeHHETO (BX. To4Ka 4.6). Te3n no3n npH mrexose (600 mg/kg/nen) npeacrapiaBar
npubnusuTeNHo 18 IMbTH MAKCHMANHATA NMpeNopLYHTENHA A03a NPH Xopa Ha Gazara Ha mg/m’
(M3YHCIICHUATA CC OTHACAT 3a nepopanHa Ao3a 320 mg/nen n nauMeHT ¢ Terno 60 kg).

[Ipy npeAKIHHAYHM NMPOYYBAHHA 3a 6€30MacHOCT BUCOKH A03H BancapraH (200 ao 600 mg/kg TenecHo
TErJi0) NPEAU3BUKBAT NPH IUTbXOBE HAMAJIABAHE HA MAPAMETPHTE HAa YEPBEHHUTE KPBBHH KJIETKH
(epHTPOLIMTH, XeMOTrIOOHH, XeMAaTOKPHT) H NPUHUYHHABAT NpoMeHH B OpOpevunaTa XxeMoaAMHaMHKa
(nexo noBHIIaBaHe Ha ypesita B KpbBTa, 650peyHa TyOynHa xunepnnasug M 6azodpunusa npu
MBkkHTe). Tesn nosu npu nbvxose (200 ao 600 mg/kg/nen) npeacrapnsasar npubansurento 6 1 18
METH MAKCHMATHATA NPeNOPHUHTEIHA 1034 MPH Xopa Ha 6a3aTa Ha mg/m? (M3YMCIICHHATA Ce OTHACST
3a nepopanna ao3a 320 mg/aeH U nauueHT ¢ Terno 60 kg).

[Ipu MapMO3€eTKH B CpaBHHMM 1034 MMPOMEHHTE ca NOAoOHH, HO MO-TeXKH, ocobeHo B OB0OpeLMTe,
KBAETO MPOMEHHKTE CE Pa3BUBAT A0 He(ponaTHA, BKIICUBALIA NOBHILICHHE HA YPEATa U KPeaTHHHHA B

KpPbBTA.

Habnionaea ce cbo xuneprpodus Ha 6bOpeuHHTE I0OKCTarnoMepyJiHH KIeTKH M IIPH ABaTa BHAA.
CuuTa ce, ye BCHYKH NIPOMEHH C€ TL/DKAT Ha (apMakoIOrH4HOTO ASHCTBHE Ha BajicapTaH, KOETO
BOAH A0 IIPOJAB/DKHTENTHA XMITOTOHHA ocobeHo npu mapMmosetute. M3rnexxnaa, ue TepaneBTHYHATA A03a
Ha BaJICapTaH NpU XOpa He € CRbp3aHa ¢ XHIepTpodHs Ha OLOpeyHHTe IOKCTarJIOMEPYITHH KIETKH.
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6. PAPMALIEBTUYHHU JAHHH

6.1 CnucbK HA NOMOIIHHMTE BelleCcTBA

Aopo na mabremrkama

Llenyno3a, MUKpOKpHCTaJIHA
KpocnoBu10H

CuUnULMeB JIHOKCH/L, KoslouaeH 0e3BoeH
MarHe3ueB creapat

Duimo60o nokpumue
Azouma HCT 5 mg/160 mg/12,5 mg duamupaHu TabneTku

Xunpomenosa (E464), Turanos nuokcua (E171), makporon/nonuerunex raukon (E1521), tank
(E553b)

A36uma HCT 10 mg/160 mg/12.5 mg dunmupanu TabneTku

Xunpomenosa (E464), tutanos auokcua (E171), makporon/nonuerunex rinukon (E1521), xxenesen
okeun, *kbiT (E172), xkene3en okcun, yepseH (E172), Tank (E553b)

6.2 HecbBMeCTHMOCTH
Henpuiioxkumo

6.3 Cpok Ha roanocr
2 rOJIMHH

6.4 CpneunajHH YC/IOBHS HAa CbXpPAHeHHe

3a PVC/PVDC/anymunueeu baucmepu

Jla He ce cbxpanaBa Haja 30°C. CbxpansBaiTe OJMCTEPUTE B KAPTOHEHATA OMNAKOBKA, 3a J1a ce
MpeanassT OT CBET/IMHA W BJlara.

3a PVC/PCTFE/anymunuegu baucmepu

Jla He ce cvxpansaBa Haja 30°C. CbxpansBaiite B OniMcTepuTe, 3a J1a ce Npeana3y OT CBETJIMHA W BJiara.

3a arymunuesw anymunuesu baucmepu
To3u JJCKAPCTBEH IMPOAYKT HEC H3HUCKBA CIICLHAJIHH TCMIICPATYPHH YCIIOBHA HA CLXP&HE’HHE;
cbhXpaHsBaiTe B O/iMCTEpHUTE, 3a J1a Ce Mpe/inas3y OT CBETIMHA M BJiara.

6.5 DBuaucbabpAKaHHEe HA ONAKOBKATA
PVC/PVDC/anymununesu onucrepu, PVC/PCTFE/anymuuueBmn 6auctepu u anyMUHHeBH/
alTlyMMHUEBH OnucTepH.

A36uma HCT 5 mg/160 mg/12,5 mg ¢punmupanu tabneTku
14 punmupanu Tabnerku

28 punmupanu Tabnerku /RS
30 ¢punmupanu TabneTku 3/ Lok
90 ¢punmMupanu TabaETKH '.;; ) [ e
98 dunmupanu Tabnerku
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A36uma HCT 10 mg/160 mg/12,5 mg ¢unmupanu tabneTku

28 punmupanu TabneTku

30 ¢punmupaHu TabneTku

90 ¢punmupanu TabneTku

98 dpunmupanu TabneTku

He BCHYKHM BH0OBE ONAKOBKK MOrar aa ObaaT nmycHaTu B npojaxoa.
6.6 ChneunajHH npeana3HH MepKH NPH H3XBbLPJIsiHe H paboTa

Hsama cneumaniHy U3UCKBaAHUA.

Heusnon3eaHuAT neKapcTBEH NPOAYKT HIIH OTNAAbYHHUTE MATEPUAJIH OT Hero TpsadBa 1a ce U3XBBPJIAT
B CbOTBETCTBHE C MECTHHUTE U3UCKBAHUS.

7 INNPUTEXATEJ HA PASPELLIEHUETO 3A YIIOTPEBA

Zentiva k.s.
U kabelovny 130,
Dolni Mécholupy,

102 37 Prague 10
Yewka penybnuka

8. HOMEP(A) HA PASPELIEHUETO 3A YIIOTPEBA

A3buma HCT 5 mg/160 mg/12,5 mg dunmupanu tabnetku: Per. Ne 20210137
A36uma HCT 10 mg/160 mg/12,5 mg dunmupanu tabnerku: Per. Ne 20210139

9. HATA HA ITbPBO PASPEIINABAHE/INIOJJHOBABAHE HA PASPEINEHUETO 3A
YIIOTPEBA

JlaTa Ha mbpBO pa3zpewaBane: 31.05.2021
JlaTa Ha nocneaHo NOAHOBSBAHE:

10. JATA HA AKTYAJIUBUPAHE HA TEKCTA
07.05.2025 r.
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