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Banrersam Komn 10 mg/160 mg/12,5 mg bunMupanu tabnerkm = === —
Valtensam Comp 10 mg/160 mg/12.5 mg film-coated tablets

Banrensam KoM 5 mg/160 mg/25 mg dunmupann rabnerkn
Valtensam Comp 5 mg/160 mg/25 mg film-coated tablets

Barrensam Komn 10 mg/160 mg/25 mg punmupany tabnerxu
Valtensam Comp 10 mg/160 mg/25 mg film-coated tablets

2, KAYMECTBEH H KOJITMMECTBEH ChCTAB

Bayrrensam Komn 10 mg/160 mg/12.5 mg dunMupann tabneTku

Besaka ¢punMupana TabneTka chIbpika aMIOJUITHHOB Ge3WTaT, eKBHBATeHTEH Ha 10 mg aMaoaunuH
(amlodipine), 160 mg Bancapran (valsartan) n 12,5 mg xunpoxnopotuasug (hyvdrochlorothiazide).

Barrensam KoMn 5 mg/160 mg/25 mg ¢punmupann Tabnerku

Beska duwimnpaHa TablieTka chAbpKa aMIOAMIMHOB e3unaT, eKBMBATEHTEH Ha 5 mg AMIOIHIUH
(amlodipine), 160 mg pancapraH (valsartan) u 25 mg xunpoxnoporuasun (hydrochlorothiazide).

Barrenam Komn 10 mg/160 mg/25 mg dpunmupany Tabnerku

Besaxa gpuimupana tabneTka cpabLpia aMnogMnUHOB Ge3unat, eKBMBaneHTeH Ha 10 mg aMIoaHnHH
(amlodipine), 160 mg Bancaprau (valsartan) u 25 mg xunpoxnopotuasuz (hydrochlorothiazide).

TloMouHH BeillecTBa ¢ H3BECTHO NEHCTRHE

Barrenzam Komn 10 mg/160 mg/12.5 mg duimupann Tabnetku

Beaka tabnerka chAEpKa 5 mg nakTo3a.

Banrensam KoMn 5 mg/160 mg/25 mg ¢punMupann tabnerku

Besika Tabnerka chObpxa 5 mg AaKkTosa.

Banrenzam Komn 10 mg/160 mg/25 mg dunmupanu Tabnerkn
Beska Tabnerka cpaObpika 5 mg naKTosa.

3a ITBJIHHA CIHCHK HA TIOMOILDHHTE BEIIECTBA BHKTE Touka 6.1,

3. JIEKAPCTBEHA ®@OPMA

Ounmupasa Tabnerka (Tabnerxa)

Basrrenzam Komn 10 mg/160 mg/12.5 mg ¢punmupany TabneTku

Opain, CBETNONBITH, GHiIMHpann TabneTku ¢ pasMepu 14,5 mm x 7,5 mm, ¢bC CKOCEHH P
ereGHaTo penedHo o3Hauenne VIL or enHara cTpaHa Ha Tanerkara.

Banrensam Komn 5 mg/160 mg/25 mg hunMupany tabnerku

BITLGHATO penedno o3naveHue VIH or ennara ctpaHa Ha TabneTxara
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Bagrensam Komn 10 mg/160 mg/25 mg dunMppatn Tabnerkn

OsanHB, TBMHOKBITH, QHIMEpaHH TabNeTKH, ¢ pazmepH 14,5 mm x 7,5 mm ¢xc cxocenn prbose, ¢
BIUTEOHATO penedno oboanadenne VIT oT enHata cTpaHa Ha TabneTkara.

4. KJIHHWYHH JAHHU
41 TepaneBTHYAH NOKAIAHHA

JleueHHe Ha eCEHUHAIHA XMITEPTOHHA KATO 3AMECTHTEIHA TEPANHA TIPH BE3PACTHH TALMESHTH, YHETO
apTepHAHO HalAraHe € JoOpe KOHTPOMHPAHO ¢ KOMOHHALMATA AMITOAHITHH, BAJICAPTAH K
xuapoxsoporHasi (HCT), npunarany unm kaTo TpH OTAEIHH NeKAPCTEREHH GOPMH HIH KaTo
ABYKOMITOHEHTHA TLTKOC €HOKOMIIOHEHTHA JleKapcTBeHa GopMa.

4.2 lo3upoBKa H HAYMAH HA NpPHJIOKeHNE

ﬂO3HQOBKa

IIpenoprunrennara no3a Banrensam Komn ¢ egna TabneTka IHEBHO, 3a MPEANOYHTAHE CYTPHH.

[Ipeau na npemuHar Ha Jiedenne ¢ Banrensam Komn naumenTHTe Tpabea ga Gbaat koHTpoMpaHu ¢
MOCTOSHHEH J03H Ha CHOTBETHHTE MOHOKOMIIOHEHTH, KOWTO NpHemat eHoBpeMeHHO, o3aTa Ha
Banrensam KoMn TpsabBa na ce onpexens Bb3 OCHOBA HA JIO3HTE HA OTAECTHHTE KOMIIOHEHTH OT
KOMOHHAIMATA B MOMEHTA Ha IIPEeMHHABAHETO.

MaxkcymannaTa npenopryHTeaHa No3a Banrersam Komn e 10 mg/320 mg/25 mg.

MakcumanHaTa fo3a ot 10 mg/320 mg/25 mg He MoXe Ja ¢e NOCTUIHE KATO Ce M3nonaBa Banrenszam
Komm, Ako e HeoGxoauMa Ta3H fo3a, TpAOBa Aa ce H3MON3Ba APYT MPOLYKT, 3 A4 CE MOCTHIHE
MaKCHMaTHAaTa NpenopsYMTeHa 103a.

Crneyuanny nonyiayuu

Bvbpeuno yapescoane

Nopaau xuapoxnopoTuasHaHaTa komnoneHTa Bantenzam Komn € npoTueonokasaH 3a ynorpeGa mpu
MAIMEHTH ¢ aHypHs (BX. Touka 4.3) K NpH NaHEHTH ¢ TexXko OuOpeuHo yBpexaaHe (CKOpocT Ha
rinomepynHa ¢urrpanua (GFR) <30 ml/min/1,73 m?) (Bxk. Toukn 4.3, 4.4 u 5.2).

He ce Hanara xopeKUHs Ha Ha4YaTHaTa J03a NpH MALHEHTH C eKO 0 YMepeHo O50pedHo yBpexaaHe
(8. TOUKH 4.4 u 5.2).

Heproopobua yspescoare

ITopaou BancapTaHoBaTa KOMNOHeHTa BarreniaM KoMn e npoTdBonokasaH npu NALHEHTH ¢ TEXKO
4epHOAPOOHO yBpexnaHe (BK, Touka 4.3). [Ipu nanuenTu ¢ neko A0 ymMepeHo uyepHOapobHO
yBpexaHe 6e3 XonecTasa, MAKCHMAITHATA MPeNOPBHUNTENHA 103 BancapTaH e 80 mg u nopagu Tazu
npu4uHa Banrenzam Komn He € moaxoasiil mpH Ta3H rpyna NauHeHTH (Bx. To4KH 4.3, 4.4 1 5.2).
HsMa ycTaHOBEHM NPeNOPHKM 3a 103aTa HA aMIIOAMIMH NPH MALMEHTH C JIEKO 10 YMEPeHO
uepHoApobHo yBpexknane, Koraro manyeHTH ¢ XMnepToRua (Bk. Touka 4.1) u 4epHoapobHO
YBpeKIaHE, KOMTO OTTOBAPAT HA H3IHCKBAHNMATA NMPEeMHHABAT KM JicHeHHe ¢ Banrenzam KoMn Tpadea
Ja ¢e W3MOJI3Ba Hali-HHCKaTa HATHYHA [1033 ¢ aMITOIHITHH.

Crvpdeuna nedocmanyeuHoCm u ucxemuuna 6oaecm Ha Cbpyemo
Ilpu nanyeHTH CbC CHPAEHHA HEAOCTATEHHOCT H HCXeMHYHA GONECT Ha ChPLETO CHIHECTBY)
OrpaHHYEH ONMHT ¢ ynorpedara Ha Bantensam Komn, ocobeno B makcumantu gosu. ITpu
CBC CBPAEYHA HEHOCTATEYHOCT M HCXEMMYHA DONecT Ha CHPLETO ce NPenopEyBa NOBH

BHMMaHHe, 0co0eHo MpH Mpwiarase Ha MakcHManHara aosa Barrersam Komn —
10 mg/320 mg/25 mg.
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Cmapuecxa ev3pacm (wa 65 wru noseve zodunu)

IIpH nanueHTH B CTAPYECKA BB3PACT C€ MPENOphYBA MOBHIIERO BHUMAHHE, BKINOYHTEHO M0-4eCTO
MOHHTODHPAHE Ha apTEPHANIHOTO HanATaHe, ocoGeHo MpH MpHiaraHe Ha MaKCHMATHATa 1034
Banrenzam Komn 10 mg/320 mg/25 mg, Thii kato AaHHMTe 33 ynotpe6a NpH Ta3u nomynauus
MALMEHTH ¢4 OrpaHM4eHH. KoraTo nalHeHTH B CTapuecKa BB3PACT ¢ XMIEPTOHHA, OTroBapALIH Ha
H3MCKBaHMATA (BXK. To9ka 4.1) npeMuHaBat KbM Nevensie ¢ Banrensam Komn, Tpsabea aa ce wznonssa
Hal-HHCKATA HATTHYHA 1034 ¢ aMJIOUIITHH,

Ileduampuwuna nonynayun
Hawma cpoTBeTHO NpHnokenvie Ha Bantersam KoMn B nequatpuyHaTa nolyiaims (NaLMeHTH Ha
BL3pacT nox 18 roguun) 3a NoKa3aHWETO JieUCHHE HA eCEHLHATHA XUMIEPTOHNS.

HaukH 5a npuiokenue
IIepopanHo npunoskeHue.

Bamrensam Komn moxke na ce npueMa ¢se wid Ge3 Xxpana.
Tabnetkure TpA6Ba 1a ce NOTTHINAT LENH ¢ MATTKO KOIMYECTBO BOAA, 110 €JHO U CHILO BPEME BCEKH
ACH, 34 NPEANOYMTAHE CYTPHH.

4.3 IIpormBomokaszanus

- CBpBXUYBCTBHTEIHOCT KbM AKTHBHHTE BELUECTRA, KM APYrH CyTOHAMHIHH IIPOU3BOIHH,
KBM AHXHIPOITHPHAHBOBH [TPOX3BORHH HAH KBM HAKOE OT [IOMOIINHTE BEILECTBA, H30POEHH B
Touka 6.1.

- Bropr 1 Tpety TpuMecTsp Ha GpeMenHocTTa (BXK. ToukH 4.4 H 4.6).

- YeproapoOHO yBpesxaaHe, GHIHAPHA LHPO3a WK X0JIECTa3A.

- Texxo 6u6pearo yepexaane (GFR <30 mi/min/1,73 m?), aHypus ¥ nalueHTy, MPOBEKIAIH
auanuza.

- EnnospeMenHata ynorpeta na Banrensam KoMn ¢ andckupeH-ChIbPKALIM IPOAYKTH €
HpOTHBOTIOKA3aHA NPH TIALMEHTH CBC 3axapeH AHabeT win 6R6peuHo yBpekaaHe
(GFR <60 ml/min/1,73 m?) (k. Touku 4.5 u 5.1).

- Pedpakxrepra XunioxanueMus, XHIOHATPHEMHS, XMNEPKaLMeMua H CHMITOMATHYHA
XHIEPYPHKEMHEA.

- Texka xunoroHHs.

- Illox (BKMOYMTENHO KAPAHOreHEH MOoK).

- OGcTpyKIMs Ha W3X0/ia Ha JisBa KaMepa (Hanp. xunepTpoduana o6cTpyKTHRHA
KapAHOMHOIIATHS H BUCOKOCTENEHHA a0PTHA CTEH033).

- XeMOnMHAMH4HO HecTabUIHA ChpIEYHA HEJOCTATEUHOCT CIIe OCThP MHOKApAeH HHpapKT,

4.4 CoemEaNHH UpPeAYNPeXICHAS B NPEINAIHE MEPKH NpH yuoTpeda

BesonacHocTTa H epMKACHOCTTa Ha aMJIOUTIMH [P XUTIEPTOHUYHA KPH3a HE Ca YCTAHOBEHH.

IlanyenTy ¢ HaTpHER WK 06eMeH AebRIAT

ExcliecHBHa XHNOTOHHS, BKJIFOUHTEHO OPTOCTATHYHA XMIOTOHHA € Habmonasana 1pk 1,7% or
DAUHCHTHUTE, JIEKYBaHH ¢ MakcHMaTHaTa 1o3a BanrensaM Komn (10 mg/320 mg/25 mg) B cpaBHeHue ¢
1,8% oT naumMenTHTE Ha BaJcapTan/xuApoxnopoTHasua (320 mg/25 mg), 0,4% OT mauMeHTHTE Ha
amnonunun/sancapran (10 mg/320 mg) u 0,2% OT nauMeHTHTe Ha XHAPOXIOPOTHAZHL/ AMIOJHIIHH
(25 mg/10 mg) B X012 HA KOHTPONMPAHO H3THTBAHE TPH NALMEHTH ¢ YMEPEHA JO TExKKA,
HEYCIOMKHEHA XHITCPTOHHA.

IMpu nalMeHTH ¢ HATPHEB M/ HIH 00eMEH ASDULIHT, IPHEMAIK BHCOKH AO3H AHYPETHIH € BBIMOXHO
Jia BB3HHKHE CHMITTOMATH4HA XHIIOTOHHS CJIe 3arno4YBaHe Ha neyensero ¢ Bamrensam K
Banrensam Komn tpaGpa a ce nmpunara camo ciie KOpHTHpaHe Ha IpeAulecTBall Aa
obemen aetuImT,

Axo 1pH JieueHHe ¢ Banrernsam Komn HacThII eKCcLECHBHA XHIIOTOHKS, MALlHe
fI0CTABEH B JIETHANO MOJIOKEHAE H NPH HE0OX0AMMOCT Ha ce NPHUIOKH HHTPABEHO
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dusuonornueH pazTeop. JieueHneTo Moke Aa GBAe NPOABLHKEHO CYel KaTO ce CTabHau3Hpa
apTepHATHOTO HaNAraHe.

IIpoMeBH B CePYMHUTE €IEKTPOIHTH
Amnodunun/sancapman/xudpoxnopomuasud

B x0/1a Ha KOHTPOMPAHOTO KITHHHIHO H3nUTBaHe Ha Banrenzam KoMl ipH MHOTO OT nauyeHTHTE
NPOTHBOTONIOKHHTE ehexTH Ha pancapTal 320 mg H XHAPOXIOPOTHA3H 25 Mg BBPXY HABATA HA -
CePYMHMSH KaJTHH NMOYTH C¢ HEYTPaIH3HApAaT B3auMHo. TIpu Apyry NallkeHTH, eHHHAAT WA APYTHAT
ejext Moxe a JomuEmpa. [lepuoaryHO, Ha TOOXOMAIIM HHTEPBAIH OT BpeMe, TpiGBa Ja ce
M3CNEABAT HUBATA HA CEPYMHHTE €NEKTPOIMTH ¢ LIS OTKPHBAHE HA BE3MOKHY €IeKTPOIMTHA
HapyIIEHHA.

[TepHoauYHO H3CNENBaHE Ha HABATA HA CEPYMHMTE ENEKTPONMTH, MO-CIEUMANHO Ha Kanud, TpaoBa Ja
CE MpOBe)K/a Ha ONPEACACHH HHTEPBATH OT BpeMe ¢ LeJl OTKPHBAHE HA BE3MOXHH ECKTPOITHTHH
HapyllieHud, 0coGeHo MPH MALMEHTH ¢ APYTH PHCKOBH GAaKTOPH KaTo HapyleHa Gr0peduna GyHknu,
JI€9eHHE ¢ APYTH TEKAPCTBEHH NPOXYKTH WIH 2HAMHE?A 32 OPEAXOKIALH €IeKTPOJIMTHY HAPYIICHH.

Bancapman

EnnoBpemenHaTa ynotpeba ¢ KaniesH A00aBKy, KaTHR-cuXpaHABAH AHYPETHIH, 3AMECTHTENH Ha
COJITA, CHOBPKAM KanHH, WM JPYTH JIEKapCTBEHH NPOAYKTH, KOMTO §HXa MOIMIM fa MOBHINAT
HHBATA Ha KaTHH (XenapuH H T.H.), He ce npenopruea. CroliHOocTATE Ha Kanus TpabBa ChOTBETHO 13
€€ MOHHTOPHPpAT.

Xudpoxnopomuazud
Jleuenne ¢ Banrensam Komn 1pabea ga 3anovse caMo ¢l KOPHIHpade Ha XHIOKAAKEMHATA K

CHITBTCTBAILATA XHITOMArHe3HeMus. THa3uaHHTE IHYPETHIM MOTAT A2 YCKOPAT HOBA NOABA HA
XHITOKANMEMHS WITH A3 060CTPAT BeYe CHUICCTBYBAILA XHIIOKANHEMEA. THAZHIHHTE AUYPETHLIA
TPps6Ba Ja ce NMPHIArar ¢ MOBHIICHO BHHMAHHE NPH NMALMEHTH, YHETO CHCTOAHHE € CBBP3aHO ¢
NOBHLIEHA 3aryba Ha kanwii, KaTo HanpuMep con ryfemmu HedpolaTHi WK MPEPEeHATHO
(xapAHOTEHHO) YBpexKaaHe Ha Gu6peuHata yHxuns. Ako No BpeMe Ha TEPANMA ¢ XAIPOXIIOPOTHASH]L
BB3HHMKHE XHIOKanueMHs, npueMbT Ha Bantensam Komn Tpadea na ce npeycTaHoBH o cTabWiIHO
KOpHIHpaHe Ha KaTHeBun Gananc.

TrazuaHUTe AUYpETHLH MOTAT Ja YCKOPAT HOBA MOABA HA XKIOHATPHEMHA M XHOXIOPEMIYHA
anKano3a K 1a o60CTPAT Beue chlliecTRyBala XHIIOHATpHeMHA. HabmoaaBaHa € XHIOHATPHEMHUA,
CBIIPOROJICHA ¢ HEBPOJIOrHYHA CHMITTOMATHKA (raJieHe, MporpecHBHa A30PHEHTALMA, aNATHS ).
JleuenneTo ¢ XHAPOXJIOPOTHA3HA TP4OBa Aa 3a1104Ba CAMO CJIe]l KOPHTHPaHe Ha MpeAecTBalla
XHIOHaTpHEMHS. B ciy4daii Ha Teskxa Wik 6BP30 PasBHBAIIIA ce XHITOHATPHEMHMA 110 BpeMe Ha
neueHnero ¢ Banrenzam Komn nevenneTo TpaGea Aa ce NpeycTaHOBH A0 HOpMANH3HpaHe HAa HUBATA
Ha HATPHAL.

Beuyky nauueHTH, NpAeMay THA3HAHY AMYPETHIM TPAGBA NepHOIUYHO Aa OBAaT Npocie sBaHy 3a
€JICKTPONMTHH HapylieHHUa, 0cO0ESHO HA KAITHA, HATPHUA M MArHe3us.

byr6peuno yepexnane
TuasuaHWTe JHYPETHLIM MOTAT A3 YCKOPAT NOABATA Ha a30TeMHA TIPH MAUHEHTH ¢ XPOHUYHO

616peuHo sabonapane. Koraro Barrenzam Komn ce nipunara npy nauueHTH ¢ 6n6pedHo yBpexaaHe
ce npenopbyea NEPHOAHYHO MIPOCNENIBAHE HA HUBATA HA CEPYMHHTE eJIEKTPONHTH (BKITIOUHTENHO HA
KaJIud), Ha KpeaTWHHHA M ITMKOYHAaTa KHcenHHa. BantelsaM KoMu e poTHBONoOkasal npH nauueHTH ¢
Texko 650peuno yBpexaane, aHYPHA HilH IPOBEXIAIIH AMann3a (BX. Touka 4.3).

6u6peuno yepexsane (GFR >30 mi/min/1,73 m?).

Creno3a Ha 6n6peyHa apTepHd
Barnrensam Komn 1psa6pa ga ce npHnara ¢ mOBMINEHO BHAMAHHE 33 JICUEHHE HA X,

TIALMEHTH C €AHOCTPAHHA WIH NBYCTpaHHA cTeHo3a Ha GpOpeyHHTe apTepun Win
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apTepus Ha CAMHCTBEH OBOpeK, Thit KaTo NpU TaKKWRA MALMEHTH MOXKE Aa Ce MOTYYH NOBHIIABAHE Ha
YPEATa B KPbBTA H CEPYMHHA KPCATHHHH.

bylpeuna TpancnnaHTanus
A0 TO3H MOMEHT HAMa HATPYTIaH OTIMT [10 OTHOLIEHHE Ha e3onacHaTa ynotpeba Ha Banrensam Komn

TIPH NALMEeHTH ¢ HACKOPO NMpoBeAeHa 06peyHa TpaHCIUIAHTALHS.

YepHonpobHo yepexkpgane

Bancapran 0CHOBHO ce €TMMHHHPA HENPOMEHEH Ype3 ATbukaTa. [IoMyKHBOTET Ha AMIIOIHITHH €
yALKeH, a croiHocTHTe Ha AUC ca No-BHCOKH IPH NAllMEHTH ¢ HapymeHa 4YepROAPoSHa QYHKITHS;
HAMA YCTAHOBEHH MpPenopbKH 3a fo3ara. [Ipu naumeHTH ¢ JJeKo J0 yMepeHo YepHoapobGHO yBpexaade
6e3 xonecTasa MaKCHMAJIHATa NPENOPBHUHTENHA 1032 Bancaprat e 80 mg, cnenosartento Banrensam
KoM He e oxoAdIiy TpH Ta3H rpymia NanueHTH (BX. Touk# 4.2, 4.3 u 5.2).

AHruoexeM

Ilpu naipeHTH, 1eKyBaHH ¢ BAJICAPTAH ce ChOOINABA 33 CJTY4YaH HA AHMMOEEM, BKIIOUHTE/IHC OTOK Ha
JIAPHHKCA H TIOTHCA, IPHYMHABALL OOCTPYKIIM HA JUXaTeNHUTe ITBTHILA WHIH OTOK Ha JIMLETO,
YCTHHTE, GapHHKca W/HAM e3uKa. HAKOH OT Te3H NauveHTH ¢a HMAJTH H MIPEIH TOBA aHTHOSAEM, [IPH
JIeYeHHE ¢ JPYIH JIEKapCTBEHH NPoXYKTH, BmouHTenHo ACE nuxuburopu, Banrensam Komn tpadsa
Aa ce crpe He3a0aBHO PH NALMEHTHTE, KOUTO NOIyvaT aHTHOSNEM M He TpAGBa ia ce nmpusjiara
OTHOBO.

ChbpneyHa HEOCTATLYHOCT H HexeMHYHA 0OJIecT Ha ChPLETO/MOCTMHOKAPIEH HHDAPKT

Karo nociencrsne or HEXHOHPAHETO HA PEHUH-AHIHOTEH3IUH-ANIOCTEPOHOBATA CHCTEMA MPH
MIPEAPA3NOI0KEHH NALMEHTH MOraT Aa ¢€ O4aKBaT npoMeHH B 6u6peunara dyaxuus. [Ipu nanpentn
C TEXKKA ChPOSUHA HEAOCTATEYHOCT, YHATO GuOpeuHa PyHKLMs 6H MOINA Aa 3aBHCH OT aKTHBHOCTTa
Ha PCHHH-aHTHOTEH3WH-A1JOCTEPOHOBATA CHCTEMA, JieueHHeTO ¢ ACE HHXHOHTOpH M aHTHOTEH3HH
PeLENTOPHH ONOKEpH ce CRBP3BA C OIUTYPHA W/WIH NPOTPSCHBHA a30TEMHA M (PAZIKO) ¢ ocTpa
616peyna HeAOCTATEYHOCT W/HTH cMEDT. [TonoGHM pesyirraTv ca choGIIABaHH 3a BancapTaH.
OneHKaTa Ha NALMEHTHTE ChC ChpACYHA HEAOCTATHYHOCT H WIM OCTMHOKAPAEH HH(papkT Tpa6Ba na
BKIIIOYBA BHHATH OLCHKA Ha OB0peunaTa QyHKLHA.

B annrocpouno, naanebo-kouTponupano npoyusate (PRAISE-2) ¢ aMnofunuH Ipy NALMeHTH CbC
cbpaeuda HeaocTarsyHocT kiaac I # IV o NYHA (New York Heart Association Classification), ¢
HEMCXEMHHA eTHOJIOTHA, AMIIORMITHH C€ CBLP3Ba ¢ MoRHIIeH Gpoii crobieHns 3a 6enoapoben oTok,
BBIPCKH JHICATA HA 3HAYHMA PA3AHKA B YECTOTATA HA BIOIUABAINA Ce CHPAEYHA HEIOCTATHYHOCT B
cpaBHeHHe ¢ mianebo.

BrnokepHTe Ha KajMLMeBHTE KAHATH, BITIOUHTENHO aMJIOAKNMH, TPAOBA 4 ce H3TION3BAT ¢ MOBHIIEHO
BHHMaHHe NPH NallHEeHTH ChC 33CTOMHA CHPAEYHA HENOCTATHYHOCT, Thif KATO MOTAT Ja MOBHINAT
PHCKa OT OBICIH CBPAEYHO-CHAOBH CLOMTHS H CMLPTHOCT.

IpH MaLKEHTH CBC CLPAEYHA HEAOCTATHYHOCT M MCXeMHUUHA GONECT Ha CHPLETO e Mpernophusa
NOBHIEHO BHHMaHHE, 0cOOeHO NpH MakcuManHaTa ao3a Banrensam Komn 10 mg/320 mg/25 mg, Toit
KaTO CHILECTBYBAIIKTE JAHHHTE ITPU Ta3H MOMy/auus NallUeHTH ca OrpaHuyEeHH.

AOpTHA 1 MHTPATHA KIAMHA CTEH03a

KakTo IpH BCHYKH ApYTH Ba30WNIATATOPH € HEOOXOIHMO Ca3BaHe Ha CTICLMATHH MPEANa3HY MEPKH
TIPH MAIMEHTH ¢ MHTPAIHA KIIAITHA CTEHO32 HWIH 3HAYKMMa A0PTHA CTEHO34, KOATO HE €
BHCOKOCTENICHHA.

BpemMeHHOCT
Jleuenne c anrnorensud Il peuenropuu 6noxepu (AIIPB) ve TpaGBa na 3anousa mo Ahg

6peMenHOCT. Ha naupeHTKUTe, KOMTO IAHHPAT Oa 3abpeMeHesT, Tpabsa na 6nae
anTepHaTHBHO AHTHXHIICPTCH3UBHO JIGUCHHE ¢ YCTaHOBEH Npodiul Ha 6€30NacHOC
BpeMe Ha GpeMeHHOCT, OCBEH aKo MPOXBDKABaHEeTo Ha TepaniaTa ¢ AIIPE He ce ¢
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HeoGxoaumMo. IIpn ycraHoesARaHe Ha GpemenHoct nedenueto ¢ AlIPE Tpabea aa ce mpeycraHoBH
He3a0ABHO M KO € YMECTHO, /ia Ce 3ano4YHe anTepHaTuBHa Tepanusd (Bx. Toukd 4.3 | 4.6).

1IspBuYeH XUnepangocTepoHUIbM
IangeHTd ¢ MEPBHYEH XHUNEPAIAOCTEPOHH3HM He TPAOBA fa 6BIAT nekyBauu ¢ aHrHOTeH3UH Il

peuenropHus G10kep BANCAPTAH, THH KATO TAXHATA PEHHH-AHTMOTEHIHH-IIOCTEPOHOBA CHCTEMA HE
€ akTHBHpaHa, [Topaau Tasu npHuuHa Banrensam KoMl He ce npenopsyBa mpH Ta3d MOy aLHA.

CHCTEMEH JIVIYC epHTeMaTojiec
Crobmasa ce, 4e THa3HIHUTE JHYPETHLM, BIUTIOMMTE/HO XHAPOXJIOPOTHAIHL, MOTAT 2 OGOCTPAT Ky
Ja aKTHBHPAT CHCTEMEH NYIIYC epUTEMATOIEC.

Jpyra MerabonuTHY HAPYIIEHHS

TrasunHuTe AUYPETHIH, BITIOYHTETHO XHAPOXNOPOTHA3K/, MOTAT Ja HAPYINAT IIIOKO3HKSA TONEPaH
¥ Jla TIOBMINIAT CEPYMHWTE HHBA Ha XOJIECTEPOJIA, TPHIVTHLIEPHINTE H [TKKO4HATA KuceauHa. [Ipu
NauHeHTH ¢ Anaber MoXe 1a e HeoOXOAMMO XOPHUTHpaHe Ha N03aTa HA MHCYJIMHA WIM Ha NEPOPANnHOTo
XHITOTITHKEMHYHO CPEACTBO.

TMopann xuApoxIOpOTHAIHAHATA KOMIIOHeHTa Bantensam Komn e mporHBonokasan spu
CHMIOTOMATHYHA XHIIEPYPHKEMHA. XHAPOXIOPOTHAZH MOXeE NIa YIOBHINH CePYMHHTE HHBA HA
NMKOYHATA KHCEMHA, NIOpajii HAMANCHHA KIIMPBHC Ha ITHKOYHATA KHMCETHHA H MOXKe J1a TIpeAH3BHKA
HWIH 2 000CTpH XUIIEpYPHKEMHATA, KAKTO M [a YCKOPH MOABATA HA M0Jarpa MpH NpeApasnoloKeHH
NAIHEeHTH.

TuasyauTe HaMaNABaT EKCKPELIMATA Ha KATIMIA ¢ YPUHATA H MOTAT [a OPEJM3BMKAT IPEXOIHO H IEKO
NOKaYpaHe Ha CepyMHHA KALMHA NPy JIHTICATA Ha M3BECTHH HAPYINEHUA B KATIHEBUs MeTabonuIbM.
Banrrensam KoMn e npoTHBONOKasaH NP NALMEHTH ¢ XKITEPKAIMEMHs H TPAOBA I Ce TIPH/IATA CaMo
ce/l kOpHTHpaHe Ha NpexinecTama XHnepkanuuemud. IlpuemsT wa Bantensam Komn Tpatea na
ObAae MpexpaTeH NPH pa3sBHTHE Ha XHOEPKAILMEMHS [0 BPESME Ha JieueHreTo, [1o BpeMe Ha AsueHHeTo
¢ THA3M/IH CePYMHHTE HMBA Ha Kall|sA TpsGBa NEpHOIHYHO Aa ce TipoepsaeaT. [loguepranara
XHTICPKATIMEMHA MOjKe 13 Oblie 0Ka3aTeNCTRO 3a CKPHT XHNeprapatupeonanssm. [Ipuemst Ha
THA3HIHH AHYPETHLH TpaOBa Ja Obje NpekpaTeH MpelH NPOBEKIAHE Ha H3CIEABAHHY HA (PYHKIUATE
HA NapaTHPEOHAHHKTE HUIIe3H,

DoTouyBCTBHTENHOCT

CrobliraBa ce 3a cmy4as Ha PeaKLMH Ha (GOTOMYBCTBHTENHOCT NPH NPHEM HA THAZHIHH MY PETHIH
(BX. Touxa 4.8). Ako o BpeMe Ha fedensero ¢ Banrenzam Komn en3HHkHe peakuus Ha
GoTOUYBCTBHTENHOCT, Ce MPETIOPHYRA CIHPAHE HA JICYCHHETO. AKO e CIATA 3a HeoOXomuMo
NOBTOPHO MPHIAraHe Ha AMYPETHKA, CE NPENOPBHEA 3aIIHTa Ha 06NacTHTe, HINIOKEHY Ha CTLHLE MK
mkycrsena UVA cBeTmHa.

XopowianeH U3MB, OCTPa MHOTIHA M BTOPHYHA 3aKPHTOBIBIAHA MayKoMa:
CyndonaMuiHTe WK NEKAPCTBATA, NPOM3BOAHHM Ha CY/IPOHAMHIMTE, MOTAT Aa TPEAM3BHKAT

HIHOCHHKPATHYIHA PeaKiys, BOASIIA A0 XOPOHAATIEH HAUTHB ¢ Ne(eKT Ha 3pUTENHOTO NONE, OCTPa
TPaHIUTOPHA MHONHA H OCTPA 3aKPUTOBILIHA raykoMa. CHMITOMUTE BKIIOYBAT BHE3ATHO HAYAJIO0
Ha HAMAalleHHe Ha 3PHTENTHATa OCTPOTa WK HONKa B OKOTO, KOMTO 0OMKHOBEHO C€ MOABABAT B PAMKHTE
Ha 4acoBe N0 CeAMHIM OT 3ar0YRaHe Ha nekapcTeoro. HenekysaHata oCcTpa 3aKpHTOBIBJIHA INayKOMa
MOXE J1a AOBE/IE /10 TpaiiHa 3ary0da Ha 3peHHe.

IIspBOHAYANHOTO NEYEHHE € J]a Ce NPeKPaTH NPHEMET Ha IEKAPCTROTO BB3MOXHO Haji-Obp30. Moxe
Aa ce HAJOKH Ja ce oOMHCaH HeaaGaBHO MEAHKAMEHTO3HO WiN XHPYPrHYHO JIEYESHHE, AKO

3aKPHTOLEI'BIHA TIIAYKOMA MOraT Jd BKIIIOYBAT aHAMHC34 34 AlleprUd KbM CYJT(bOH
IICHULKITHHEA.
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Ob6mu

Heo0xonuMo € noBHIIeHO BHMMAHHE NPH NauMeHTH ¢ PEIECcTRAIa CBPEXUYBCTBHTEIHOCT KbM
Apyru auruorenzuH I penentroprn 6nokepH. PeakiiMiTe Ha CBPBXYYBCTBUTENHOCT KBM
XHAPOXNOPOTHA3ZN/ €A NI0-BEPOATHH TIPH NAI[MEHTH, CTPAAALIH OT aNeprud HIH acTMa.

Crapuecka pb3pacT (Ha 65 WM noBevie FOHHH

[pu nauuenTH B cTapYecka BE3PACT ce NPSHOPHLYBA MOBHIICHO BHUMAKHE, BKIIIOUMHTETHO TI0-4eCTO
MOHHTOPHPAHE Ha apTEPHATHOTO HANATaHEe, 0COOEHO MPH NpWIaraHe HA MAKCHMAITHATA 1033
Barreniam Komn 10 mg/320 mg/25 mg, Thii kaTo qaHHHTe 3a ynorpeba npH Ta3H NanyeHTCKa
NONY/IalMA €2 OTPaHHYEHM.

oifHO GrioKHpaHe HA peHHH aHCHOTeH3NH-anaocTepoHopaTa cueteMa (PAAC
Hma nannu, ve eqaospeMerHara ynotpeda Ha ACE unxu6uropn, APB win anHckupeH mosHinasa -
PHCKa OT XMIIOTOHHs, XMIIEPKanHeMHs W HaManseaHe Ha Op0pevHaTa QYHKUHA (BKITIOYHTENHO OCTpa
656peyuHa HegocTaTe4HOCT). Ilopanu ToBa He ce TIpenopbysa ABoiHO Onokupane Ha PAAC upes
kombHHupanaTa ynotpe6a Ha ACE uaxuburopn, APB unu amickupen (8. Touku 4.5 1 5.1).

Axo ce npeLeHH, ye TepanuaTa ¢ ABoHHO Grnokupade e abcomoTHo HeoGXoIHMa, ToBa TPAGBa aa
craBa caMo noJj HaGIIONEHHEeTO Ha CIELHANHCT | [IPH Y€CTO BHUMATEIHO MOHHTOPHPAHE Ha
6u6peurara GyHKIHA, eNEKTPONHTHTE H KpbBHOTO HansraHe. ACE unxuburopu u APE ue Tps6pa na
ce M3MOI3BAT eNHOBPEMEHHO MpPH NAlHeHTH ¢ AnabeTHa HedponaTui.

HeMenanomeH pak Ha Kokara

B xpe enuaeMHoNOrHYHH NPOYYBAHKA, OCHOBABAIY CE Ha JATCKHA HAIlUCHANICH PAKOB PErUCThp, €
HabmoAapak HOBHIICH PHCK OT HeMeNaHoMeH pak Ha koxara (HMPK) [6azannoknersuyen kapuuHoM
(BKK) u ckBamosHokieTb4eH KapiHoM (CKK)] npH rapacTpaila eKCnio3HIMA Ha KyMy/IaTHBHA J103a
xupoxitopoTHasua. dorocencubunisnpanure ehekTd Ha XHIPOXIOPOTHASHA MOTaT Ja AekicTear
KaTO BEPOATEH MEXAHM3BM 3a pasBHTHe Ha HMPK.

HatmenTure, npHeMaiiy XMAPOXAOPOTHA3HA, TpAGRa Aa Guaat nH(popMupanH 3a pucka or HMPK n
CBBETBAHH PEJIOBHO Ja MPOBEPABAT KOXKATA CH 32 HOBY JIC3HH M He3a0aBHO a ¢Ho0MAaBar Ipy NosBa
HA TMO03PHTENHH KOXHK fe3ud. Ha naupenrure Tpatpa aa ce NpenopbuaTr BE3MOXKHH NMPEeBaHTHBHH
MEPpKH, KATO OTPaHHUEHO H3NaraHe Ha CTbHYEBA CBETIMHA H YITPaBHOJIESTOBH [TBYH, 4 B cTy4aii Ha
EKCIO3HLIIA, NOAXONAIA 3ALIKTA, 34 A CE CBEE N0 MHHHMYM PHCKEBT OT pak Ha KOXKarta.
Iomo3puTeHHUTE KOXKHH Ne3uH Tpa0Ba Aa OBAAT NoRI0KEHH Ha He3abaBHO H3C/IeABARE,
NOTEHNHAJIHO BKIIOYBAN[0 XHCTONOTHYHH H3CACABAHAA Ha Ouoncuyunn Matephan. [Ipepasrnexpate
Ha ynoTpebara Ha XHAPOXIOPOTHA3H MOXKE 14 CE HAJIOXKH H IIPH MALHEHTH, KOKHTO ¢a MMani
npenxoned HMPK (k. ¢Bmo Touka 4.8).

OcTpa pecpaTOpHa TOKCHYHOCT

Cnen mpueM Ha XHIPOXIOPOTHA3H ¢€ CHOOIABAT MHOTO PEAKH TEXKKH CITy¥au Ha oCTpa
PeCHpaTOpHa TOKCHYHOCT, BIIIIOYMTENHO OCTBP pecnupaToper aucrpec cubapoMm (OPIAC). Cren
TIPHEM Ha XMAPOXJIOPOTHA3KHA OOMKHOBEHO ¢e¢ pa3BHBa OenoapobeH OTOK B paMKHTE Ha MHHYTH J10
yacope. B Ha4anoTo CUMITOMKTE BKIIIOYBAT AUCITHES, NOBHILEHA TEMIIEPATYpa, BIOIMABAHE HA
GenoapobHaTa QyHKUMA ¥ XMnoToHuA. [Tpu comeenne 3a OPJIC Tpabea qa 6be cipsH OPHEMBT Ha
Bantenzam Komn ¥ fia ce npuiiosks noaxonauio nedeHue. XuaApoXJOpOoTHA3HI, He TpAGBa Aa ce
npHIara NpH MalHeHTH, KOWTo npenu ToBa ca noay4dasand OPJIC cnen mpueM Ha XHOPOXTIOPOTHAZM.

TlomollHH BelllecTBa:

Hampuii

Topa nekapCTBO ChAEPKA NO-Manko ot 1 mmol Hatpuii (23 mg) Ha TabneTka, T.e MOXe J
NpaKTHYECKH He ChIBpKa HATPHH.

Jlaxmosa

TTaupeHTH ¢ peaxd HACIEICTBEHH NPOGIEMH Ha HENOHOCHMOCT KBbM FajIakTo3a, ff
IOe(HIMT HIH rIFOKO30-TaIakTo3Ha ManaGeopOimsa He TpsaGBa Na npHeMaT ToBa IERIPEE
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4.5 BsaumopeiicTBEE ¢ APYTA JIEKAPCTBEHA HPOAYKTH H APpYTH $opMu HA B3auMoaeHkcTare

He ca nposexxnans odunHanHi npoyvRaHUs 3a B3auMozelicTeiaTa Ha Banrensam Komn ¢ apyru
neKkapcTBEHH MpoAYKTH. ClieI0BATENHO, B TA3H TOYUKA € NpecTaBeHa HHPOPMALA ¢IKHCTEEHO 32
H3BECTHHTE NPH OTACIHHTE AKTHBHH BEIIECTBA B3aHMOACHCTBHA C APYIH TEKAPCTBEHM IPOYKTH.

BaxHo ¢ na ce uMa nipeasua, 1e Barrensam KoMn Moxke Aa 3acHTH XunoTeHsHBHHS edekT Ha ApyTH

AHTHXHIEPTEH3INBHH CPECTRA.

He ce npenopbypa efHOBPeMEHHO NPHIOKEHHE

Otpenmm xomnonenTan Ha Banrensam | HisecTan EdexT Ha B3aEMOAelicTBAETO ©
Komn B3aMMOAEHCTBAS ApyrH JiekapeTBeHH NPOAYKTH
ChC CJIeIHATE
CpeacTBa
Bancapran u HCT Jlurmii Croluaea ce 3a o6paTuMo
MOBHIIABAHE HA KOHLEHTPALHATA
Ha AHTHH B CEPyMa H TOKCHIHOCT
TIpH €AHOBPEMEHHO NpHIaraHe Ha
maruit ¢ ACE wmxuturops,
aHrdorens3vH I1 penerrropun
AHTATOHKCTH, BKJLIOYUTETHO
BANCapTaH WK THASHIHY
Muyperuny. Toi kaTo 666peunusT
KIHPBHC Ha TMTHA ce [OHKKaBa
OT THA3MJHTE, € BEIMOMKHO PHCKET
OT IMTHEBA TOKCHIHOCT
JOITBIHATENHO Ja ¢ TIOBMIIH IpH
nmpHeM Ha BanrensaM Komn.
IMopagu Tazu npuyHHA ce
NIpeNopbYBa BHUMATESHO
npocaeaABaHe Ha CePyMHUTE
HHBATA Ha NMUTHH Npu
eIHOBPeMEHHA YHoTpeba..
Bancapran Kanuii- Axo ce cMeTHe 3a He0OXOOHMO
CHEXPEHABRINH CIHOBPEMEHHO C BaJICapTaH Ja ce
OHYPETHLH, TIpSANHLIE IEKAPCTBEH MPOIYKT,
KaJHueBy N0CaBKH, KOHTO NoB/THABA HHBATA Ha KATHH,
3aMECTHTENH Ha C¢ MpenopHLYBA HECTO
COJITA CBABPKAIH | MOHKTOPHpaHe Ha ITa3MEHUTe
Katuil ¥ Apyru HHMBA Ha KaJIHi.
BEILECTBA, KOKTO
MOTAT JIa MOBHILAT
HHBATa Ha Kamui
AMoaHnHuH [petindpyT unu cox | He ce npenopbuea
oT rpeiindpyT enHOBpeMeHHaTa ynoTpeba Ha

aMJIOJUNUH ¢ TpeitndpyT HIH COK
ot rpetindpyt, THi KaTo Npu
HAKOM MaLeHTH OHOHANHUHOCTTA
Ha aAMJIOJJMITHH MOXeE JIa CE
NOBHILH H Aa A0BEe
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Hspckea ce nopHInerno pHUMAHHE [PH €THOBPEMEHHO MPHIOKEHHE
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AMIogunue CYP3A4 unxubumopu | EAHOBPEMEHHOTO NPHIIOKEHHE Ha
(manp. xeToxoHa3o, AMJIOJHITMH CBC CHITHY HITH yMEePeHH
HTPaKOHA30J1, CYP3A4 unxuburopu (mporeasHu
PHTOHABHD) HHXHUOUTOPH, a30/1KH NPOTHBOrEOHYHE
CpPeACTBA, MAKPOITHAHN, KATO epHTPOMHIH
WIH KIaPHTPOMMIMH, BEpaljaMAl WiIH
JKITHA3EM), MOXKe J1a fOBeAe 10 SHAIHMO
YBEIHYBaHe HA eKCTIO3ULMATA HA
aminoaunyH. KnusuvHaTa 3Ha9MMOCT Ha
Te3H (PapMaKOKHHETHYHH BapHALIMK MOXe
1A € No-H3pazeHa [pH NaLMeHTUTe B
cTapyecka es3pacT. ToBa Moxe 18 HaIOXKH
KIHHHYHO NPOCIIC/BAHE H KOPEKIHA Ha
J03aTa.

CYP3A4 undyxmopu IIpH eaHOBpEeMEHHO NPHIOKEHHE HA

(aHTHKOHBYNCAHTH H3BECTHH mHAYKTOPH Ha CYP3A4

[wanp. kapbamasenun, | mazMeHaTa KOHUEHTPALMA HA AMIOOMITHH

tenobapburan, Moxke Jia Bapupa. Ilopaan ToBa KPEBHOTO

heHHTOHH, HajaraHe TpA0Ba a ce npocreniBa K Ja ce

tdochenuronn, obMpCITH aganTHpaHe Ha 103aTa KaKToO no

MIPUMHJICH], BpeMe, Taka H Cie]l €JHOBPEMEHEH TIPHEM,

pudammuImH, ocobero ¢be cuiHH CYP3A4 unayxropn

Hypericum perforatum | (Hanp. pu¢aMULIH, 5T KAHTAPHOH).

JKBIIT KAHTAPHOH])

Cumsacmamun MHorokpatHoTO npunokeHue Ha 10 mg
aMJIOAHNUH eaHoBpeMeHHO ¢ 80 mg
CHMBACTaTHH MOBHILABA CBC 77%
€KCTO3HIUATA Ha CHMBACTATUH CIIPAMO
CaMOCTOATETHOTO NPHJIOKEHHE Ha
cHMBacTaTHH. [TpH MaLMeHTHTe Ha JieueHue
C aMJIOTHIIKH ¢€ NMPENopbYBa OHMIKABAHE
Ha JI03aTa HAa CHMBacTaTHH 10 20 mg
JHEBHO.

Hanmponen (unghysus) | TIpu xuBoTHM ca HAONIOQABAHH JIETAIHA
KaMepHa GUOpPHNAIMA U CHPAEYHO-CBIOB
KOJIANC, CRBP3aHK ¢ XMTIEPKaTHEMHA ClIe
TIPHJIOXKEHHE Ha BEpanaMHi H JaHTPONeH
HHTpaBeHo3HO. [Topagn pHcK oT
XHINEpKaNHeMH1, e TIpenopeYBa Ja ce
H364TBa €JHOBPEMEHHOTO MPHIIKEHHE ¢
AHTarOHWCTH Ha KAINHEBHTe KAHAIH KaTo
AMACAUIIKH [TPW NMAUHEHTH,
MpeApa3NoNnokKeHH KbM MalTMrHEHA
XHNEPTEPMKA H MTPH OBJIASABAHE Ha
MAJIMCHEHA XHITePTePMHUSL.

Bancapran u HCT Hecmepoudnu HCIIBC morar ga orciaabsr
npomugosbINARUMEHY | AHTHXHIIEPTEH3UBHAA e(eKT, KaKTO Ha
cpedemea (HCIIBC), aHruorensud I perenrropurTe 610KepH,
BKTIOHUMENHO TaKa ¥ Ha XHAPOXJIOPOTHA3MA,
CenexmusHu MPHIAraT eJHOBPEMEHHO.
YuKrooKcuzenaza-2 eIHOBpeMeHHATa YIOTp
unxubumopu (COX-2 Kowmm 1 HCTIBC Moxe/igiaBe;
urxubumopuy), BIIOmAaBaHe Ha OLOpeyialh ik
ayemurcariyuloed HOBHILIABAHC HA HHBAT) oPE
kuceauna (>3 g/0en) u | xanvii, Ilopany Tasu nppgHKes i

g \’%; o
Vo rnans
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recenexmusuu HCBIIC

Ha JICYEHHETO ce Npenophysa
MOHMTOpHpaHe Ha 6uOpeuHara GyHKLHA,
KAaKTO M a/IcKBATHA XMApaTalud Ha
NAaLHEHTa.

Bancaprax Huxubumopu na Pe3ynTaTHTe OT in vitro Npoy4BaHe ¢ ThKaH
vhmeiix OT 4OBEIIKH yepeH Apod NoKa3ea, 4e
mpancnopmepa BaJicapTaH e cyOcTpaT Ha uepHOApoGHuA
(puhamnuyun, sirreiik Tpancnoptep OATP1B1 1 Ha
YUKAOCROPUR) unu gepHoApobHMA eduiyKeeH TpaHcnopTep
eayKcHuA MRP2. EaHoBpeMeHHOTO NpHIOKEHHE C
mpancnopmep HHXHOHTODH Ha BITEK TpaHCIOpTEpa
(pumonasup) (prdaMnUIH, IMKIOCTIOPHH) HITH Ha

e(hIyKCHHS TpaHCOpTep (PHTOHABHD)
MO2Xe Aa NOBHILH CHCTEMHATA €KCTIO3HIMA
Ha BAICAPTAH. .
HCT Anrxoxon, EnnoBpeMeHHOTO NpHiarase Ha
bapbumypamu unu THASHAHHTE JUYPETHIM C BEHIECTBA, KOUTO
Hapromuyu CBINO MMaT NOHMKABALI KPBLBHOTO
HayiAraHe eekr (Hanp. 4pes HamansABaHe
Ha AKTHBHOCTTA HA HEHTPAlIHATA HEPBHA
CHCTEMA MM JMPEKTHA BAIONIIATALNA)
MOKe Aa NOTeHIMpa NMoABATa HA
OPTOCTATHYHA XHITOTOHHA.

Amanmacun TuasupuTe, BRINIOUUTEAHO
XHMAPOXJIOPOTHAZH, MOTAT A MOBHILAT
PHCKa OT HEXelaHH PeakLvy, TPHIHHEHH
OT aAMaHTaIuH.

Anmuxonunepaiinu brnoHanuuHOCTTA HA THA3HIHHATE

cpedcmaa u opyeu JMYPETHIM MOJXE Ja Ce MOBHLIM OT

nexapcmeeny AHTHXOIIHHEPTHYHHUTE CpPeacTRa (Hamp.

npocyxmi, aTponyH, CunepuieH), BCIEICTERE Ha

ROGUAGAUU HaMaABaHe Ha MOTHIMTETa Ha CTOMALIHO-

CIMoMauHUA 4YpeBHHA TPAKT H 3a0aBsHe Ha BpeMeTO 3a

Momunumem H3inpaseaHe Ha croMaxa. OOpaTHO, ouaksa
C€ MPOKHHETUYHHTE BEUIECTBA KATO
LH3apNIHA Ja MOTAT Aa HAMAaJAT
OHOHANHYHOCTTA HA THASHIHUTES
AMY PETHLH.

Anmuouabemnu TuasugHTe MOTAT A HAPYIHAT ITIIOKO3HAS

cpedcmea (Hanp. TonepaHc. Moxe Aa ce HaoXKK

HHCYNHH H NEPOPAnHH | KOPUIHpaHe HA JO3HTE HAa aHTHAMADETHHTE

aRTUIHACEeTHH NISKAPCTBEHH TIPOIYKTH,

CpecTBa)

- Memdopmun Metdopmun TpaGra a ce npreMa ¢

NOBULIICHO BHUMAHHE NOpaJl PHCK OT
TAKTATHA alMA033a, HHAYLMpaHa OT
BE3MO)KHA (PyHKIMOHaNHA 6s0peuna
HEIOCTATHYHOCT, CBBP3aHa C

XUAPOXTIOPOTHASHA

Lema-broxepu u EancBpeMEeHHOTO NIPUIOKEH

QUAZOKCUO THASHUTHH OHYPETHLH, X
XHUAPOXIOPOTHAZH, \

y’ﬂ Ha }ﬁaaomﬁﬁ Y/

XHNCPTIMKEMHYHHA
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Lhacrocnopun

EnpoppeMenBoTO IpHiaraHe ¢
IMKJIOCTIOPHH MOXKe 18 IOBHILH PHCKA OT
XMIIEPYPUKEMIA 1 YCIOKHEHHA Ha

noarpara.

Humomoxcuunu
cpedcmea

TuasupHKTe AMypeTHIH, BKAIOYHTEIHO
XHAPOXJIOPOTHA3HA, MOTAT A4 HAMANAT
6B6peyHaTa EKCKpELH Ha
LHTOTOKCHUHHTE CPeAcTBa (Hamp.
ipTodochaMu, MeTOTpeKcar) 1 Ja
TIOTCHIMPAT TEXHUTE MHEIOCYTIPECHBHH

“edexTH.

Huzumarnucosu
2UKOZUOU

Trazug-HHIYIMpaHa XHNOKATHEMHS HIH
XHIOMArHe3HEMHE MOCaT 1@ ce U3ABAT
KaTO HEXENaHH peaKlyy,
GnaronpuATCTBALIM MOABATA HA JKIHTAIUC-
HHIYIMPAHH CHPACYHH SPHTMUH,

Hoo-xowmpacmuu
gewecmaa

B ciyuati Ha AdypeTHK-HHAYLIAPAHA
JAEXMApATaUHA HMa TIOBHIIEH PHCK OT
ocTpa G1E6pedHa HENOCTATHYHOCT, 0COGEHO
TIPH BUCOKH HO3H H& HOXHUTE MPOAYKTH.
[MaupenTure TpaOBa fa ce pexuApaTHpaT
NPEAH MPHIATAHETO Ha HOA- KOHTPAacTHH
BEIIECTBA

Honoobmennu eMonu

A6copbumaTa Ha THASMIHHTS THYPETHLIH,
BKJIIOYMTENHO XHAPOXJIOPOTHA3HI, Ce
HaMaJlsiBa OT XONecTPHPAMHH HITH
konectunion. Toea moxke fa aoBeae 1o
cyOTepaneBTHYHH e(eKTH HA THAZKHIHHTE
auyperaun. [Ipuiaranero Ha
XHAPOXJIOPOTHAZM], H Ha HioHOOOMeHHITE
CMOJH MOOTAEIHO, TAKA YE
XHIPOXJIOPOTHAZKW/, Ia Ce TpUiIara noue 4
4aca npeaH HiH 4-6 uaca crnen
MPHIOKEHHETO Ha HOHOOOMEHHATA cMONa,
6v HaManHNo B3AMMONEHCTBHETO.

Jexapcmeenu
RpoOOyKmu,
nOGIURGAUU
CEPYMHOMO HUBO HA
Kanus

XHTIOKATHeMHYHMAT €EKT Ha
XMIPOXJIOPOTHAZKA MOXe 1a ¢¢ TIOBHIIH
[IPH CHBMECTHO NPWIOKEHUE ¢ KaJTHi-
ryOenn AHypeTHLIH, KOPTHKOCTEPOHNH,
JIAKCATHBY, AJIPEHOKOPTHKOTPOIEH XOPMOH
(ACTH), am¢oTepHIIHH, KApGEHOKCOMOH,
MeHHHH G ¥ TPOH3BOLHH Ha
CAJTHIJIOBATA KUCETHHA WK
AHTHAPHTMHIIN. AKO € HeOOXOAMMO
NpeaAnUCBAHETO HA TE3H IEKAPCTBCHA
NPOLYKTH eAHOBPEMEHHO ¢ KoMOMHANMATA
AMJIOAMTIMH/BANICAPTAH/XHAPOXTIOPOTHAZH,
ce Npenopp4Ba MOBHTOPHPAHE HA
[UTA3MEHUTE BMBA HA KAJTHA.

Jlexapcmesenu
npodyrmu,
nosaureauu
CEPYMHOMO HUBO Ha
Hampus

XHnosaTpueMu4HHAT edekT Ha
JUYPETHUMTE MOXKE Ja CE

NEKAPCTBEHH TIPOAY
aHTHNETIPECAHTH,
AHTHCTTWISIITHIIHA H
TIOBHUIEHO BHHM
APRAICKEHHE Ha TE3
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NPOAYKTH

Hexapcmaenu
npodyxmuy, xoumo buxa
Mozau 0a uHdyyupam
torsades de pointes

IMopans pHcka OT XHIIOKATHEMHA,
XHAPOXNOPOTHA3KA TpaORa Na ce TpuIIara ¢
MOBUIIEHO BHEMAHHE, KOYaTO € CBBP3aH ¢
NEKAPCTBEHH MPOXYKTH, KOKTO OyXa MOTH
Ia HHOYLMPAT torsades de pointes, ocoGeHO
aHTHAapHTMALH Kiac la 1 xnac I & uakou
AHTHIICHXOTHIIN.

Jexapcmeenu BB3MOKHO € Aa Ce HATIOKH KOpHTHpaHe Ha
npoOyKmu, puAdeaHY | NO3ATA HA YPHKO3YPHUHWTE JIEKAPCTBEHK
3G ieyenuye Ha nodazpa | NPORYKTH, ThH KATO XMAPOXNOPOTHAZH]
(npobeHeumn, MoJKe Jia IOKaYH HUBATA Ha CEpYMHATa
CYNQHANKPA3OH H HKOYHa KHceuHa. Moxke aa e
AIOIYpPHHON) HeobxoaMMo Ja ce MOBHLIM 103aTa Ha
npoOeHEIMA H CYNPHHIHPA3OH.
EAnoBpeMEHHOTO NpHIIaraHe Ha THA3HIHH
AUYPETHLH, BKINOYHTEITHO
XHAPOXJIOPOTHA3HA, MOKE 12 MOBULIH
YeCTOTATA Ha PEAKIIMKTE Ha
CBPBXUYBCTBHTENHOCT CITPAMO
AJIONYPHHOIL.
Memundona Vima otnennd cho0LICHHS 38 CTYJaH Ha
XeMOMHUTHIHA aHEMHA, BEIHHKHANA TIPH
eNHOBPEeMEHHO NPUIaraHe Ha MeTIiigona o
XHJIPOXIOPOTHAIM].
Hecenorapuzupawju TwuazuauTe, BRTIOYUTEITHO
CKENEMHO-MYCKYTHY XHAPOXIOPOTHA3HA, NMOTEHLApAT
penaxcanmu DeHCTBUETO HA MPOH3BOAHHTE Ha Kypape.
(nanp. Ty6okypapny)
Apyeu TuasuauTe noTeBUMpar
anmuxunepmensuery | aHTUXMNEPTER3UBHOTO AelicTBHE HA
Jexapcmeenu IpYTUTe GHTHXHIIEPTeH3UBHU ACKAPCTBA
npodyxmu (Hanp. reaHeTHAMH, METH/IIOTIA, HeTa
Gnoxepn, rasopunatatops, 6nokepn Ha
Kanmennte KaHamy, ACE naxn6urops,
APB u Tupexran Penntosn HuxuGuropn
[IPH]).
IIpecopru amunu XunpoxnopoTnasua Moxke Aa HaMaTH
(Harp. RopagpeRanHH, | OTTOBOP2 KBM OPECOPHH aMHHH KATO
ANPEHANHH) HOpaApeHanHH. KnuHuYHaTa 3HaYMMOCT Ha

TO2H €()EKT € HeOlpeIc/ieHa 1 He e
IOCTaTHYHA 3a MPeKpaTABAHE HA TAXHATA

yToTpeGa.

Bumanun D u
KIyueau contl

Tlpunaraneto Ha THa3HAHK THYPETHLIH,
BKJIKOUKTENHO XHAPOXIOPOTHAZN, C
BUTaMEH D HIH ¢ KaNUKeBR COMH MOXe J1a
NOTeHUHpa MNOKAYBAHETO HA CEPYMHHS
Kanuii. Ilpy nandeHTH NpenpasnoaKeHu
KbM XHrepKanumeMus (Hanp. ¢
XHIIEprapaTHPEOHIHI LM, 3NOKAYECTREHH
3a00/5%BAHMA MITH BUTAMHH D-MeauupaHu

CBCTOSHYA) eaHOBpEMEsi2 BT TIRFRKEHAE

Ll
a_J1eng

JTOBUIIIABAHE HA
peabcopbiums.
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Hesoiino broxupane wa PAAC ¢ APB, ACE wuxubumopu unu anycxupen

JlaHH#M OT KNHHKMYHH NMPOYHBAHHA NOKa3BaT, Ye fBoiiHoTo 6nokupane Ha PAAC upes koMGunmpaHaTa
ynorpeba Ha ACE nuxuburops, APB HiaH anucKHpeH ce CBBP3Ba ¢ I0-BHCOXA YECTOTA HA HEMKENaHH
¢BONTHSA, KATO HANPHMEp XHIOTOHHS, XMITePKATTHEMES H HamMasIaBaHe Ha 6s0peuHaTa dyHKIMs
(BkmouMTENnHO 0CTpa 6EOpeUHa HeAOCTATHUROCT), B CpaBHEHHe ¢ ynoTpebara caMo Ha eAHO
cpencTso, Aetictsamo BbpXy PAAC (Bx. Touku 4.3, 4.4 u 5.1).

4.6 @eprHAUTET, GPeMEHHOCT H KEPMEHE

BpemenHocT
Amaoounun

Be3onacHOCTTa Ha aMITOHITHH Mo BpeMe Ha GpeMEHHOCT MPH X0pa He e YCTaHOBeHa. B npoydsaHus
BBPXy KHBOTHH, IIpH BHCOKH ZO3H € HAO/MOZaRaHa PeNPoayKTHER2 TOKCUYHOCT (BX. TOUKa 5.3).
Tprnokerue 1o BpeMe Ha SPEMEHHOCT CE MPENOPEYBA CaMO KOTaTo HAMA No-0esonacHa anTepHaTHRa
H KoraTo 3a60/19BaHETO caMo 10 cebe CH HOCH MO-TOMAM PHCK 32 MaiKaTa H IWIoza.

Baacapman

YnorpeGara na anrnotensus Il petenropau 6nokepu (AIIPB) He ce mpenopsdBa 110 BpeMe Ha MbPBHA
TPMMECTHP Ha OpeMeHHOCTTa (BX. Touka 4.4). Ynotpebara Ha AIIPE e npoTHBOnokasaHa no speMe Ha
BTOPHA W TPETHA TPHMECTHP OT GpeMeHHOCTTA (BXK. ToukH 4.3 1 4.4).

EnnneMronordyHuTe NadHH 38 PHCKA OT TEPATOreHHOCT ciell ekcno3nimA Ha ACE HExubuTopH no
BpEME Ha ITEPBHA TPHMECTBP OT GPEMEHHOCTTA HE BOJAT 40 OKOHYATENHH 3aKmnoveHys. Bee nax,
NeKO NOBHUIEHHE HA PUCKA HE MOXKE Ja ¢ H3K/NOYH. BenpekH ue HAMA JaHHH OT KOHTPOJIHPAHH
€NHEMHOJIOTHYHH MIPOYYBAHHA 33 PHCKA IpH anrdored3uH Il peterrropamTe 6nokepu (AIIPB)
noAocOeH pUck MOXKE A& CBLUIECTRYBA 38 TO3H KJIac IeKAPCTBEHH NpoayxTH. OCBeH aKo
nponswkasaHeTo Ha AIIPB TeparnunaTa ce cMETHE 33 )KHIHEHO BOXKHO, NALMEHTKH ¢ TUIaHHPAHA
6pemeHHOCT TpaGBa a IpeMHHAT Ha ANTEPHATHBHO AHTHXHIEPTEH3ABHO JICUEHHE, KOSTO HMa
ycTanoBeH npodun Ha GezonacHOCT Npu GpeMeHHOCT. AKO CE YCTAHOEH OPeMEHHOCT, IeYEHHETO ¢
AIIPS TpabBa ma ce npeycTaHOBH He3a0aBHO M aKO € YMECTHO, JIa Ce 3allouHe ANTepHATHBHA TePaIlHs.

Excnosdipara Ha AIPE no BpeMe Ha BTOpHS M TPeTHA TPUMeCThp Ha OpeMEeHHOCTTA NP XOpa MOXKe
Ja fioBeAe N0 GEeTOTOKCHYHOCT (HaManeHHe Ha OnOpeunara dyHKuus, OMBTOXHAPAMHHOH, 3a0apeHa
OCH(MKAITMA Ha Yeperia) M HeOHaTasiHa TOKCHUHOCT (OBOpevHa HeJOCTATEYHOCT, XHIIOTOHHEA,
XMrepKanieMus) (Bxk. Todka 5.3).

B ciyuaii ve ce yeraHosH excnosuius Ha AIIPB ot Bropus TpuMecTsp HAa GpeMeHHOCTTa, ce
npenopkyBa nposepka Ha 6u6pednara PyHKUMA | yepena Ha IWIoaa Ype3 YATPaIByK.

Hosoponeny, unuro Maiikn ca npreMans AIIPB, Tpabea BHuMaTenHo aa 6baat Habmoaapanu 3a
XHMOTOHHA (BiK. ToukH 4.3 u 4.4).

Xudpoxaopomuazuo :
HMa orpandyeH ONUT OTHOCHO yrioTpe(arTa Ha XHAPOXIOPOTHA3HA N0 BpeMe Ha GpemenHocT, ocobeHo
Npe3 MepBHS TPUMeCThp. IIpoyuBaHusTa NpH KUBOTHH ¢a HEAOCTATHYHM.

XHIPOXNOPOTHA3W/, TPEMHHABA TIPe3 IaucHTaTa. Be3 OCHORa Ha (hapMakoNIoTHYHIA MEXAHH3EM HA
AeHcTBHE HAa XHAPOXIOPOTHA3H], YroTpefaTa My Mpe3 BTOPUs H TPETHS TPHMECTHD MOXE 1a HAPYIIH
peTonnalenTapHaTa nepdysus ¥ na [oBeAe A0 (PETATHH H HEOHATAITHH e(eKTH KATO X hITEHHLIA,
HapyIIeHHA Ha eNeKTPOIHTHHA fanadc U TPOMOOIMTOMEH .

Amnodunun/sgacapman/xudpoxropomuasud

Jiuncea onut ot ymotpebara Ha Banrensam KoMn npu GpeMeHHn xenn. Bbs
CHUIECTBYBAINHTE JaHHHU OT NPOYYBAHMA C OTHEIHUTE KOMITOHEHTH, YIIOTpes.
HE ce MPENoprYBa Npe3 MbPBHA TPHMECTh OT HpeMEHHOCTTA H € TIPOTHBOMO
TPETHA TPHMECTBP OT GPEMEHHOCTTA (BK. TOUKH 4.3 ¥ 4.4).

13
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Kepmene

AMitofiunuH ce EKCKPETHpa B KbPMAaTa rpH Xopa. YacTTa ot nosara Ha MalikaTa, noydeHa ot
KBPMAYeTo, ¢ H3UHCIIEHA ¢ UHTEPKBAPTHIIEH AHama30H 3—7%, ¢ MakcaMyM 15%. EdekTsT Ha
aMIOAMITHH BBPXY KhpMadeTara € HeH3BecTeH. JiunceaT nanuu oTHOCHO ynotpebara Ha BajcapTaH §o
BpeMe Ha KbpMeHe. XHApPOoXIOpOTHA3H] C€ EKCKPETHPa B KbPMaTa B MATKH KONHYecTBa. BBB BrHCOKH
A03M THA3HAWTE MPEAM3BHKBAT HHTEH3HBHA JHYpe3a ¥ MOTAT Ja NOTHCHAT 00pa3yRaHeTO Ha KbpMAaTa.
Ynorpebara Ha Bantenzam Komn He ce npenopsusa no speMe Ha knpMeHe. Axo Basrenaam Komm ce
TIPHIIAra 110 BpeMe Ha KBpPMEHe, A03UTe TpaGBa ga ObAaT BR3MOXKHO Half-HECKH. IIpeanodnTa ce
aITepHATHBHA Tepanud ¢ Mo-pobpe ycraHoBeH npodui Ha 6e30NacHOCT MO BpeMe Ha KbpMeHe,
0COBEHO NP KBPMEHE HA HOBOPOAEHH H NIPEXKAEBPEMEHHO POJEHH JEna.

DeprTiinTeT
HAMa K1HHHYHH TPOYYBaHHA OTHOCHO BIMAHHETO Ha Barrensam Komn Bhpxy deprumvrera.

Bancapman

Bancapran HaMa HexkeNaH eeKTH BRpXY peNpPOAYKTHRHATA CIIOCOGHOCT HAa MBKKH HITH KEHCKH
IIHXOBE TIPH MPHEM Ha nepopaitiu o3k Jo 200 mg/kg/ned. Tasn no3a e 6 NbTH MakcHMaNHATa
HpenopsYHTe/IHA 2032 IPH XOpa, ONpeAeneHa Ha 6a3a mg/m? (M3IMCNEHHETO € 32 NEPOpaHa 1034 OT
320 mg/aen n 60-kUNOrpamMoB NaLHeHT).

Amaoounun

IMpu HAKOM MALHEHTV, NeKyBaHK ¢ GJIOKEpH HA KAIMEBHTE KAHANH, ¢a ChOOIIEHH o0paTHMU
OHOXMMHYHH NPOMEHH B IMIAEUYKATA Ha CTIepMATO30MANTe. KITMHHHUHKHTE NaHKH C4 HENOCTATHYHM 110
OTHOLISHHE Ha NOTEHLMANHHS eeKT Ha aMITORMITMH BBPXY (epTunmaTeTa. IIpH eHo npoyusaue
BBPXY IUIBX0BE Ca YCTAHOBSHH HEXENIAHH eDEKTH BHPXY QepTHINTETE [MPH MEXKKHTS HEAUBHIN (BXK.
TO4Ka 5.3).

4.7 EdexTtn ppxy cmocofHocTTa 32 modnpade u pabora ¢ Mamann

INaudenTHTe, KOUTO MpueMaT Barrenzam KoMn i mrodupar win paboTar ¢ Mainunu Tpabea na uMaT
HpeABHI, Y€ MOHAKOTa € BB3MOMKHO JIa Ce II0ABAT YMOp2 M 3aMaiisaHe.

AMIOIMIIHH MOXKE a MOB/IHAE B caba 10 yMepeHa cTeneH criocobHOCTTa 32 wodupake 1 pabora ¢
MawyHE. AKC NalleHTHTe, Npremamy Banrensam Komn nomyyar 3amatizane, riapofonse, yMopa
WK FajieHe, cnocobHOCTTa HM fia pearupar MoXe Ga 6b1e HapylueHa.

4.8 Hexelann NeKapCTBeHH PeIKNAN

TpodumeT Ha Gesonacroct Ha BanteksaM Komn, npeactaBen no-Aony ce 0CHOBaBa HA KITHHHYHH
npoy4sans, fposeneHy ¢ Banrenzam KoM # nozHaTHTe Mpoduiid ua 6e30IIacHOCT HA OTAEIHUTE
KOMIIOHEHTH aMJIOJIUITHH, BATICAPTAH M XMAPOXJIOPOTHAZM.

O6obuwenne Ha npodua Ha He30nacHOCT

besonacHocTTa Ha Banrensam Komn € ouenena npu Heropata MakcHManta f03a 10 mg/320 mg/25 mg
B X0Jia Ha €IHO KOHTPOJTHPAHO KPATKOCPO4HO (8 CeAMHLIN) KIHHHYHO npoyyBaHe ¢ 2 271 nauneHTH,
582 oT KOHTO NMpHeMaT BANCAPTAH B KOMOHHALWMA ¢ aMIOAMITHH U XUapoxnopotHasua. Hexenanure
PeaKiMK KaTO NA10 ca OWIM ieKH H PeXOIHH MO XapaKTep M CaMO B PEAKH CITy4aH Ca Hanaraju
NpeycTaHOBABAKE HA IeUCHHETO. [To BpeMe Ha TOB8 8KTHBHO KOHTPOJIHPAHO KIHHHYHO H3IHTBAHE
Haji-yecTHTe NPHYMHH 33 MPEyCTAaHOBABAHE HA JleueHHeTo ¢ Bartenzam KoM ca 6HIH 3aMasiHOCT K
xuncronua (0,7%).

[io Bpeme Ha 8-CeAMHYHOTO KOHTPOMMPAHO KIMHUYHO NPOYYBAHE ¢ TPOHHATA KOM
HabAONABAHH 3HAYMMM HOBH WIH HEOUAKBAHH HeXKeNauH PeaKUuy B CPABHEHHE
TepanHs ¢ OTAC/IHATE KOMIIOHEHTH Wil ¢ ABoiHa kKoMOHHAIMS,

Mo Bpeme Ha 8-ceAMMUHOTO KOHTPOTHPAHO KIMHHYHO NPOYy4BAHE HabnionaBaH L0y,
komOuHaMaTa Banrensam KoMn npomern B naGoparoprume noxazateny ca Guimy My

\\: */. \"\
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CBOTBETCTBHE ¢ (JapMAKONOTHYHHA MEXAHMIEM Ha AEHCTBHE HA OTACAHHTE KoMHoHeHTH. Hammmero
Ha BaJiCApTaH B TPoiiHaTa koMOKUHAIHA oTcia0Ba XHNOKATHEMHYHMA epeKT Ha XHAPOXIOPOTHASH,

Tabmuien coHcHK HA HeXENAHUTe PeaKIvu
Crienpamure HesKeNIaHU peakiiiH, H30POeHH Copel CHCTEMO-0pPrasHy Kiacobe 1o MedDRA u

YecToTa, ¢e OTHacAT 3a Banrenzam Komn (amnoaunan/sancapran/HCT) # mooTaenHo 3a aMaoMiiHH,

sanicaprad 1 HCT. MBoro yecth: >1/10; gect: >1/100 xo <1/10; Hedectun: >1/1 000 mo <1/100;

peaxu: 21/10 000 xo <1/1 000; mBOTO peaxi: <1/10 000, ¢ HeH3BeCTHA YeCTOTA (OT HATHUHHTE JAHHK
He MOXe J1a Oblle HalpaseHa OlIeHKA),

MedDRA Hexenany peaxnan | YecTora
CHETEMO- Baarenzam Amioaaner | Baaxcapran HCT
OprasEBg Komn
KJACOBE
Heonnazmu - HeMenaHoOMeH pak - - - C
noGpokauecTBe | Ha koxkara HEH3BECTHR
HH, (bazanHOKIETHUEH 4yecToTa
3MTOKAYECTBEHH | KAPUMHOM H
H CKBaMO3HOKJIETBYEH
HEOTIPENIeNeHH | KapU{HOM)
(BKJT. KHCTH H
TOJIHIIH)
Hapymennsa va | Arpanynoumrosa, - - - MHoro
KpPLBTA U KOCTHO-MO3B4Ha penaKy
numdHaTa HeJIOCTATBIHOCT
CHCTEMA Houwmwxken - - C HemsBecTHa | -
XeMOTrN06GHH H 4ecToTa
XEeMaTOKpHT
XeMomiTiHYHa - - - Mmuoro
aHeMHsd pEeaKH
JleBkoneHus - Muoro peaku | - Mauoro
PEAKH
Heytponenns - - C Hem3BectHa | -
YecToTa
Tpombouuronerns, | - MHoro peaxss | C HeusBecTHa | Penku
MOHAKOrA C IMypiypa 4ECTOTa
AnnacTyuna aHeMHsA - - C
HEH3BECTHA
YecToTa
Hapymenns na | CBpBXuyBCTBHTEN- - Minoro peaxu | C HeusBectHa | MHoro
HMYHHATa HOCT JecToTa peaku
CHCTEMA
Hapymenns Ha | AHopekcus Heuectn - - -
MmeTabommsma v | XunepKaiHemus Heuectu - - Penku
XpaHeHeTo XHIepriHkeMus - Muoro pepxu | - Penxu
XHnepnunuaemMus Heyectn - - -
Xunepypukemus Heuectu - - Hectn
XUnoxnopeMu4Ha - - - MHoro
anKano3a peakn
Xunoxanuemus Yectn - - MHoro
YECTH
XHroMarnesueMus | - - AT
XunoHarpHeMus Heuectu - Ay m Hecru
Bromasane Ha - - Wi o
nHabera j
[cmxuynn Henpecus - Heuectn
15
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HapyIIeHHA Hucomuma/napyme- | Hewectu Heuectu - Penxu

HHA Ha CBHHA

Hpomenu B - Heuectn - -

HACTPOEHHETO

O6BpKaHOCT - Peaxu - -
Hapymexus na | KoopauHanmoHHH Heuectn - - -
HEpBHATa HapYIIeHHs
cHCTEME 3amaguocT Yectn Yectn - Penxu

HNoctypanna Hewect - - -

3aMagHOCT,

3aMasHOCT NpH

YCHITHE

Aucreysua Heugectn Heuectn - -

Excrpamipamunen - C newspectHa | - -

CMHIPOM gecTora

I'nasobonne Yectu Yectu - Penku

XHNepToHHA - Mmnoro peaxn | - -

Jlerapras Heuectn - - -

Tapecresus Heuectr Hegectn - Penxn

Tlepndepna Hesuectn MpHuoro pemku | - -

HEBPOTIATHUS;

HEBPONIATHA

CoMHOJIEHTHOCT Heuectn Yecty - -

CuHkon HewecTn Heuectn - -

Tpemop - Hesectn - -

Xunoecresus - Heuectn - -
Hapymenns Ha | Ocrtpa - - - C
oumuTe 3aKPHUTOETBIHA HEU3IBECTHA

rIayKOMa 4eCTOTa

Jpurennu - Heuectn - -

HapyLeHHA

3puTento Hegectn Heuectn - Penxu

_YBpexIaHe

XopouganeH H3THB C

HEHMIBCCTHA
JeCToTa

Hapywenus ua | TunHTYC - Heuecth - -
i:g:;;ma Bepruro Heuectn - Heuectn -
Copaeunu IMannuramemi - Yecrn - -
HapylieHHs Taxukapans Heuectn - - -

ApHTMHU - Msoro peaks | - Penxcn

(BRAKYHTENHO

Opamikapnus,

KaMepHa TaxuKapaus

H NPECHEPAHO

MBkIEHE)

MuokapaeH HupapKT | - Muoro peaxs | - -
Cniosu 3adepBaBave - Yectn - -
HApYIEHU XHIoTOHHA Yectu Hevectn -

OprocraTiuHa Heuectn -

XHNOTOHHN

Onebur, Heuwectn -

TpomGodueGuT

Backynur - MHoro peaku

16
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Pecnimpatopuy,
TPBIHH M
MeAHACTHATHH
HapylIeHus

Kamnuia

HeuectH

Muoro penks

Heuectn

CITHEA

Heuectn

Hevecru

OcTep pecnirpaTopeH
IHCTPEC CHHAPOM
(OPAC) (Bx.

Touka 4.4)

Muoro
penxu

Punur

Heyectn

Brsnaneso ruspio

Hedectn

CroMarHo-
YpeBHH
HapyIIeHHA

Cromaiuen
auckoMpopt, Gonxka
B FOpHATA YacT Ha
KOpeMa

Heuectn

Yeetn

Heyectn

Peaxn

Hom apx

Heuectn

ITIpomenn B upepHaTa
[CPHCTATTHKA

Heuectn

Koncranams

Hamanes anetur

Jiuapus

Heuecmn

Heuecrn

CyxoTa B ycTaTta

Heuecti

Heuectn

Jincnencus

YecrH

Heuectn

TCactpur

MHoro penxH

Xunepriazua Ha
BEHLIMTE

MHoro peaxn

Fagene

Hegect

Yectn

Yectn

MankpeaTut

MHoro peaku

Muoro
penKH

Hoppsmane

Hevectn

Heuectn

YecTH

Xenatobu-
JMApHH
HapYIICHHA

OTKIOHEHHA B
YEPHOAPOOHHTE
(VHKIHOHANKH
H3CIicABAHHS,
BKIKYHUTCITHO
MOBHINABAHE Ha
CepyMHHA
6unHpybH

MHoro peaxu
A

C HeH3BECTHA
4eCTOoTa

Xenatur

MHoro peaku

Hurpaxenaransa
xoJecTasa,
JKBITEHHIIA

Muoro peaxu

Penxu

Hapyiuenus Ha
KO¥aTa 1
MOOKOMXKHATA
TEKAH

Anoneus

Hevectn

Anrvoenem

Msoro penxu

C uenspectna
yecToTa

Bynozen aepMmatur

C HeM3BECTHA
YecToTa

Peakniuy,
Hanonobseality
KOXEH JyImyc
epHTEMATOEC,
peaKkTHBHpaHe Ha

KOXeH JIyIyc
epHTEMATONEC

Muoro

penku

Epurema
MyITHHOPME

Muoro peaxu

Ex3aurema

Heuectn

XHnepxuaposa

Heuectu

Heyectu

SE/H/1854/01-03/1A/001
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Peakxuyn na - Mnoro penxu | - Peaxa
totouyrcTBHTEN-
HocT*
Ipypuryc Heuectn Heuecrn C Hem3pecTHa | -
YecTora
Ilypnypa - Heyecrn - Peaxu
O6pus - Heuecrn C neuzsectHa | Yectn
decTora
IIpoMsHa B iiBeTA HA | - Heuectn - -
KOXATa
Ypruxapus v apyrn | - Mmroro penku | - YecTu
BH/IOBE Ha 00pHB
HexpoTtusupam - C HeHspecTHa | - MHoro
BACKYJIMT U YeCTOoTa peaxu
TOKCHIHA
enuIepMaTHa
HEeKpOJIH3a
ExcdonuaraseH - MHoro peaxu | - -
OepMaTHT
CunpnpoM Ha - Muoro penxa | - -
Stevens-Johnson
Orok Ha Quincke - Mmuoro penxu | - -
Hapymerms na | Aprpanrns - Heuectn - -
MYCKY/IHO- bonxu B repba Hegectn Hesuectn - -
CKeNeTHara OTOK Ha CTaBHTe Heuectn - - -
CUCTEMA B MyckynHu cnazmu Hewectu Heyecru - C
CBCIHHUTEI- HEH3BECTHA
HaTa ThKAH YeeTOTA
Myckynna cnafoct | Heuecrn - - -
Muanrus Hevectn Heuectn C memsBecTHa | -
YecToTa
bonko B xpaiinuiute | Hevecru - - -
QOrok Ha rne3eHduTe - Yectd ~ -
Hapywesns na | INopmnen kpearsnnn | Heyectn - C HeH3BecTHa | -
6s6permTe 1 B KPLBTA YecTOTa
ITHKOYHHTE MpknHonHEH Heuectn
IBTHINA HApYHICHHS
Hukrypsus - Heuectn - -
TTonakuypua Yectu Heueeru
Br6peuna - - - C
JuchyHKUMA HEeH3IBECTHA
HECTOTA
Octpa 656peuna | Heuectn - - C
HeJOCTATHYHOCT HeH3BECTHA
4ecToTa
BrOpeyna - - C BeussectHa | Penkn
HEeAOCTATEYHOCT H HyecToTa
YBpexKaaHe
Hapymenns na | UMnoredTHoct Heuectu Heuectn - Yectu
BB3IIPOH3BO-
HTeHaTa I'mHexoMacTHA - Heuecti
cHcTeMa K
rbpaaTa
O61m Abasus, napymenns | Heuectu -
HapyIIEHHA H B MOX0/KaTa
edekT™ Ha ActeHns Heuectu Heuectn
18
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MACTOTO Ha HCH3BECTHA

NPHIOXKCHHC 4ecToTa

HMuckomdopr, Heuectn Heuyectis - -
HEepAsNONOKEHHE

YMopa Yectn Yectn Heuectu -

Bonka B repaure, Hewectn Heuectn - -
KOATO He € CBhp3aHa
ChC CBPLETO

Orok Yectu YectH - -

bonxa - Heuectn - -

TIupekcus - - - C

qecTOoTa

Hacnenpauns INoHIneHH THIHAK - Mmuoro
YECTH

HCH3BCCTHA

[NosHinarane Ha HeuecTH - - -
eATa B KPHBTa

IMosumagane Ha HevyecTn - -
MMKOYHATA KHCENnHa
B KPBBTa

Inoko3ypus Penxu

Tloumken kanwii B HeyectH - - -
KpPBBTA

TTopnueH Kanuii B - - C HeH3BeCTHA -
KPBBTA JecToTa

Hannasane na Terno | Heuectn Heuectn - -

Cnanane Ha rerio - Heuectu - -

* Bikre Touka 4.4 “@OoToMYBCTBHTENHOCT”
** Haii-qecTo CBBP34HO C XOAECTA3E

Omnucanre Ha W30pauy HexKenaHu pPeakiHH
HemenanoMen PaK Ha KOXaTa: Bb3 OCHOBA HA HAJIHYHHTE JAHHH OT eNMHASMHOJIOINYHH npoy4BaHud €

HaOmonasaHa 3aBHCHMA OT KyMyJIaTHBHATA J03a BPB3Ka Mexay Xuapoxnoporuasus 1 HMPK (ex.
¢BIO To4KH 4.4 1 5.1).

Crobimasare Ha NOJO3HPaHY HeXEJJAHH DEaKIIHH
Cro0maBsaneTo Ha TIOA03UPAHH HEXENIAHA PEaKkiiHy ClIe paspelliapaHe 3a ynoTpeba Ha TeKapCTBeHus

BPOAYKT € 8akHO. ToBa 1M03B0/MABA A3 NPOABLKH HabIIOREHHETO Ha CHOTHOMIEHHETO N107132/PHCK 33
JIEKAPCTBEHHA MPOAYKT. OT MEHIIHHCKHTE CTICLHATICTH C€ W3HCKBA /1A ChOOIIABAT BCAKA
NOAO3HPAHA HEKENAHA peakums Ype3 H3menuuTenHa arediH: no Jiekapersara yi. ,.Jamsu I'pyes”
Ne 8, 1303 Codhma, Ten.: +359 2 8903417, yeGeaiit: www.bda.bg.

4.9 llpeno3upane

Cummrromu
Hsma onMT cbe cyyan Ha npeaosupade ¢ Banrrenszam Komn, TnaBHuaT cumnroM Ha npegosupane ¢
BaJiCAPTaH € EBEHTYATHO H3pa3eHa XHIIOTOHHA CHC 3aMagHOCT, I1peRo3upaHeTo C AMIIOAHIMH MOXE
Aa foBEJiE 10 SKCLECHBHA NIEPH(EPHa BA3OAMIATALMA H BE3MOXKHO pednexcHa Taxukapaus. MMa

cboOIIeHNs 3a CITy4Yad Ha W3Pa3eHa M MOTEeHIMAITHO MPOTOHIHPAHA CHCTEMHA XHIOTOHHA,
BKJIIOUHTEITHO IIOK ¢ (paTaneH H3X0H Npu NpeIo3HpaHe ¢ AMIOJHUINHH,

JleucHue

Amroounur/saicapman/xuopoxIopomuG3ug

KnnHpyno 2HaulMaTa XMII0ToHMA Nopagy npenosHpate ¢ Banrensam Komn usuc
CBpACYHO-CHAORA PeaHHMALIHA, BKIIIOYBAIIA YECTO MOHHTOPHPAHE Ha ChpASYHaTa
(YHKLWA, NOBIHIaHE Ha KpaliHHIMTE H BHAMAHHE [0 OTHOLIEHHE HA LMPKYJIATOPH
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Auypesata, [TpunoxenneTo Ha Ba3SOKOHCTPHKTOP MOKE 8 € OT [10J134 32 BE3CTAHOBABAHE Ha CHAOBHA
TOHYC H 8PTEPHANHOTO HANIATAHE, B CITydal ye HAMA MPOTHBOTIOKA3aHYA 38 NIPUIIOKEHHETO MY.
HHTpaBeHO3HOTO NPHIO/KEHHE HA KANIHEB IIIOKOHAT MOXKE Jia € OT 1034 33 MPEO/IONABAHE Ha
ecdekTa OT 6;10KANATA HA KATLMEBHTE KAHANM.

Amrodunun

AKO NIPOAYKTDHT € NOTBJIHAT HACKOPO MOXe Ja ce 00MUCIH TpeU3BUKBAHE HA TOBPBLIAHE HH
CTOMailHA MPOMUBKA. [IPUIOKEHRETO HA AKTHBEH RBITICH NPH 3ApaBd JOGPOBOILM HENOCPEACTBEHO
MITH A0 7Ba 4aca ¢/leA NOrThlIaHeTo Ha aMIOJTHIHH 3HAYIMO HaManapa abcopOLUMATa Ha aMITONMITHH.
AMIIOAHIHMH He MOXKE Jia 6bje OTCTpaneH Ype3 XeMoAHATH34,

Bancapman
Bancapran He MOXe fa Obae oTcTpaHeH Ypes XeMOAHATH3E.

Xudpoxaopomuasuo

TTpeno3npaneTo ¢ XHAPOXJIOPOTHAIMA ¢ CBLPIAHO CBC 3ary0a Ha eeKTPOTHTH (XHTIOKATHEMIASR,
XMIIOXJIOPEMKA) B XHITOBOJIEMHS B PE3YNTAT Ha eKCLiecHBHaTa nuypesa. Haji-uecture npuaHaiy u
CHMIITOMH Ha PSAO3UPaHe CA rafileHe H CHHIHBOCT. XHNOKAHEMHUATA MOXE [a TIpeIH3BHKA
MYCKYJIHH CNa3MK WHWIH M3Pa3eHa Chp/eyuHa apHTMHS, CBBP3aHA ¢ eIHOBpeMeHHaTa yroTpeba Ha
JMTUTATHCOBH TTTMKO3HIN HIIH ONpeelieHN AHTHAPUTMHYHH JTEKaPCTBEHH POIYKTH.

He e ycTraHOBeHa cTeneHTa Ha OYNCTBAHE HA XHAPOXIOPOTHA3KA IPH XEMOJHATH3A.

5. ®APMAKOJOIHMYHH CBOHCTBA
5.1 O®apMaxkoaHHAMHYHH CBOHCTRA

DapmakorepaneeTyuda rpyna: Cpefcrata, JefiCTBAalliH BbPXY PEHHH-aHIHOTEHIHHOBATA CHCTEMA,
aarnotensud I penenropun 6noxepu, Apyru komGuuanmuu, ATC xon: CO9DX01

MexanssM Ha nelicTBHe

Banrensam KoMn ¢ koMGHHALMA OT TPH AHTHXHIICPTEHIHBHY CLCTABKH C JOMKIBAIL C& MEXAHUZEM 33
KOHTPO/ HA APTEPHATHOTO HAJIATAHE NIPH NALMEHTH ¢ ©CSHIHMANHA XUIIEPTOHHA: aMJIOTHITMH
NPHBAIEXH KbM K/aca Ha KATUHEeBHTe aHTAIOHHUCTH, BAICAPTAH KBM KJIaCa Ha ABTHOTEH3HH

II penierrropruTe 6MIOKEPH, & XHAPOXIOPOTHA3WI KM KJlaca HA THATMAHKMTE AHYPETHLHM.
KomOHHaIMATA Ha T€3H CHCTABKH UMa AJWTHBEH AHTHXUIIEPTEH3UBEH edeKT.

AMIOIBITHH/BANCAPTAH/XHPOXIOPOTHAIAA
Krunuuna epuxacnoem u 6ezonacnocm

Banretizam KoMil € H3nuTBaH B ABOMHO-CIIANO, AKTHBHO KOHTPOIHPAHO HpOYYBAHE TIPH HALHEHTH ¢
xunepronns. O6mo 2 271 naupenTH ¢ yMepeHa 0 TexKa XMIEPTOHHA (CPeHOTO H3XOAHO
CHCTOJIHO/IMACTONHO apTepuanHo HansraHe ¢ 170/107 mmHg) ca nexypanu ¢

aMII0MITAH/ BaJIcapTan/XHapoxopoTrazna 10 mg/320 mg/25 mg, Bancaprah/XHAPOXIOPOTHA3M
320 mg/25 mg, amnoaunuy/pancaptad 10 mg/320 mg wix XHAPOXNOPOTHAZH/AMIOAHTTAH

25 mg/10 mg. B HayanoTo Ha MPOYYBAHETO HA MALIMEHTHTE ¢4 HAZHAYEHH TIO-HWCKH NO3H OT
MPEANHCAHHTE UM TEPANICBTHYHH KOMOMHALIMH H BIOC/CACTBHE HA 2 CeAMULIA C& THTPHPAHH 10
MBJIHATC KM TEPAaNCBTHYHH J03H.

Ha 8§ ceiMuua cpeHOTO NOHIDKABAHE HA CHCTOMHOTO/AHACTONHOTO APTEPHATHO HATATAHE €
39,7/24,7 mmHg c Banrenzam Komn, 32,0/19,7 mmHg ¢ Bancapran/XuapoxsiopoTHasu
33,5/21,5 mmHg ¢ amnopumus/pancaprad u 31,5/19,5 mmHg ¢ aMminonuIHH/ XuApOX 10 TEARMA.
Tpo#inara KoMOHHALIMA NPEBLIXOHKIA CTATHCTUUSCKH 3HAYMMO BCAKA €AHA OT TPHTE 7/
KOMOMHAIIHY B NOHIKABAHETO HA IMACTOSHOTO ¥ CUCTOITHOTO apTePHANHO Hansrays. s

aMIOJHITHH/BancapTaH M ¢ 8,2/5,3 mmHg no-ronaMo, 0TKOIKoTo ¢ aMIIORMTIHH/ XHAD.
OnTHMaNHUAT aHTHXHNEPTEH3HBEH eeKT ce MoCTUra ClIes 2 CeIMHYSH NPHEM Ha MAKCHMALHATA - : 9? /
w.\.\‘ ‘ffmfﬂm k--)\‘) A i
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noza Banreysam Komn. CTaTHCTHYECKH NO-TONAM NPONEHT NALMEHTH MOCTHIAT KOHTPON BEPXY
apTepHaNHOTO ¢H Hamdrane (<140/90 mmHg) ¢ Banrenzam Komn (71%) B cpanHesHe ¢ BCAKA e/{HA OT
TPHTE NBOHHE KoMOuHAIMH (45-54%) (p<0,0001).

B noarpyna or 283 nauuesity, aHanns GokycHpaH Bepxy aMGylaTopHOTO MOHHTOpHpaHE Ha
apTePHATHOTO HANATAHE, MOKA3BA KIKHWYHO M CTATHCTHYECKH NO-rolsaMo NOHKEHHE Ha
24-4acOBOTO CHCTOJIHO H AHACTO/IHO APTePHANIHO HANATaHe, IIPH JCUCHHE ¢ TPoiHATa KOMGAHALHT
CIIPAMO BACAPTAH/XHAPOXIIOPOTHAIHA, BANCAPTAH/AMIIOAMIHH H XHAPOXTOPOTRAZH AMIORHITHH.

AMIONMIHH

Mexanuzvm na delicmeue

Amnoaunuy, KOATO BIH3a B ChCTaBa Ha Barrensam KoMn MHXHOHpa TpaHCMEMGPAaRHOTO HaBIH3aHE
Ha KaJlHeBH HOHH B ChPASYHATA H CHIOBATA NIAAKA MyCKY/ATYpa, AHTHXHIIEPTCH3HBHOTO AeHCTBHE
HA aMJIONTHITHH C& NLJDKH Ha NHPEKTHHA petakcHpail edekT BbPXY rIalkaTa ChA0Ba MyCKY/IaTypa,
KOeTO BOJH A0 HAMANABAHE Ha NEPU(EPHOTO CHACBO CENPOTHRICHHE H OTTAM HA aPTePHAHOTO
Hanarase,

DapmaxoCuHAMUURY edexmu

ExcnepuMenTaiim JaHHA MOKA3BAT, Y€ AMITOAMITHH C€ CBBP3BA H C AHXHAPOITAPHAHHOBHTE H C
HERHXH/IPONUPHAHHOBHTE MeCTa 3a CBhpaBaHe. [IponechTe Ha CEKPAIICHHE Ha CHPAESHHHA MYCKY H
¢BIOBATA MNalKa MyCKYyJaTypa ¢4 3aBHCHMH OT NPAABIKBAHETO Ha H3BHHKASTHUHHTE KAIIHCBH HoHK
B Te3H KIETKH [pe3 criemugpHIHr HOHHH KaHa4eTa.

[IpunoxxeHHeTo Ha TEPANSBTHYHA 033 AMIOTHITMH MPY MAUMEHTH ¢ XHNCPTOHHA C€ HOCNEABa OT
Ba3OAMJIATALIAA, KOATO BOJH [0 HAMA/IABAHE HA APTEPAATHOTO HAATAHE B JIETHANO H B H3[IPABEHO
nonoxexue. [Ipu xpoHuna ynotpe6a ToBa NOHIBKABAHE HA APTEPHATHOTO HANATAHE HE Ce CHITbTCTRA
OT 3HAYHMMH ITPOMEHH B ChP/ICIHATA YECTOTA WM IUIa3MEHHTE HHBA HA KATEXONTAMHHEHTE.

[Ina3smeHHTe KOHLICHTPALMK KOPEIMPAT ¢ edekTa, KaKTO NP MIaLH, TAKa U [IPH MALHEHTH B
CTap4ecKa BBIpacT.

I1py nauMeHTH ¢ XUNEPTOHHA H ¢ HOpManHa Ob6peuna GYHKLWA, TepaneBTHYHHTE JO3W AMIOKHITHH
BOZIAT A0 HaMalApane HA 6EOPEUHOTO CHIOBO CHIPOTHBIICHHE M YBENUYaBaKe HA CKOPOCTTE HA
rnoMepyHaTa Quwrrpaims u edexTHBEEA GBGpeUeH KPBBOTOK, 6€3 Aa MPOMEHRAT QUITPAIHOHHATA
({paKkmHs WK MPOTEHHYpPHATA.

Ilpu nawseHTH ¢ HopManHa BYHKIMA HA KAMEPHTE, JTEKYBAHH ¢ AMJIOIKIIMH, XeMOIHEAMUIHHTE
H3MepBaHHA Ha ChpacuHaTa GyHKLMA B OKOH M [P HaToBapBaHe (WM XOAEHEe) KAaTo IO MoKa3saT
NEKO MOKaYBaHe HA ChpAeUHHMA HHACKC Oea 3HaunMo nornussane Ha dP/dt, Wi Ha eBOKaMepHOTO H
AHACTONHOTO HANATAHE HJTH 00eM, KAKTO 1 MpH ApyriTe GoKepH Ha KANUMEBHTE KaHaH, B
NpoYBAHMS 32 XeMOJMHAMMKA, AMIIOJIHITHH HE Ce CBBLP3Ba ¢ HEraTHBEH HHOTPONEH eheKT, KOTaTo ce
TIpUnara B rPaHULMTE HA TEPANeBTHYHHTE JJO3M YIPH 3/IPAaBH )KHBOTHH H XOpPa, IOPH KOraTo NpH Xopa
c& MpHIIara eHOBPEMeHHO ¢ 6eTa-Gnokepu.

Tlpu sapasu Xopa M KEBOTHH AMAOIMITHE HE MPOMEHA CHHOATPHAIHATA HONANHA QYHKIHA U
ATPHOBEHTPHKYNAPHOTO MpoBeXaaHe. B KIMHUYHM NpoyuBaHud, B KOHTO AMIIOAMITHH € TIPANATal B
KoMOuHaLus ¢ GeTa-OokepH Ha NALMEHTH ¢ XMIEPTOHUS WK CTCHOKapAUA, He ca HabmoAaBaHu
HeXKeNaHH edeKTH CrpaMo napaMeTPpHTe Ha eNeKTPOKapAHOrpaMara,

AMNoaunyvH e Npoy4BaH Npy NANHEHTH ¢ XPOHUYHA cTalWiiHa CTEHOKAPAMS, BA30CNACTHIHA
CTeHOKAPIMA K aHHOTPaCKH AOKYMEHTUpaHa ucXeMr4Ha 60/1eCT Ha ChPLETO.

Knunuuna edhuxacnocm u Hezonacnocm

Ynompeba npu nayuennu ¢ xunepmonus

Pangommsnparo meoifHo-cnano npoyysane 3a 3a60/1€BaEMOCT M CMEPTHOCT All
(AHTHXMNEPTEH3MBHO ¥ JIMIMIOTIOHDKABAUIO JledeHHUE 3a IPodMIaKTUKA Ha CF
(Antihypertensive and Lipid-Lowering treatment to prevent Heart Attack Trial) &
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CPaBHABAHE HA HOBHTE TEPAIHK: aMIOAKTIHH 2,5-10 mg/aen (KanlMes aHTArOHUCT) HTH JTH3HHOMPUIT
10-40 mg/nen (ACE HHXHGHTOP) ¢ THasSHAHYA AHYPETHK Xnopraniaocy 12,5-25 mg/nen karo JedeHne
OT MBPBA IKHHA NPH NALMEHTH C JIeKa J0 YMePeHa XHIEPTOHHA.

O6mo 33 357 naumedTH ¢ XKIICPTOHHA Ha BH3PACT 55 FOAMHK H noBeyue ca GWIH PaHAOMHINPAHH H
npocieaeHH 3a cpeaHo 4,9 roguuu. IlauneHTuTe Ca HMATH TOHE €AHH JONLIHHTENEH PHCKOB (hakTop
3a MCxeMHYHa 60eCT Ha CEPLETO, BKIICUHTEIHO NPEALIECTBALY MUOKAPAEH HH(APKT WIH HHCYIT
(>6 Meceua npeau BKTIOYBAaHE B NPOY4BAHETO) MIK JAOKAIAHO APYTO ATEPOCKNEPOTHUHO CHPIEHHO-
cbAoBO 3abonaBane (Han 51,5%), 3axapen muabet Tun 2 (36,1%), NHOONPOTEHHH ¢ BUCOKA TUTLTHOCT
— xoniecrepoi1 <35 mg/dl uin <0,906 mmol/l (11,6%), nesokaMepHa xHnepTpopHA, AHATHOCTHLMPAHA
upe3 eJICKTPOKAPAHOrpaMa WK exokapauorpadceku (20,9%), Hacrosuy mywayd (21,9%).

[Ibpprdnata kpaiina Touka e Giia CHCTaBEH [0KA3aTeN OT (GaTANieH KOPOHAPER HHIMACHT HIH He-
batanen muokapaer angapkt. He ca Habmoaa8aRN 3HAYMMH PauTHYHA IO OTHOLIEHME HA
IIbPBUYHATA KPaiika TOUKA MeX(TY TEpalMiATa ¢ AMIOJHITHH 1 TePANATA C XJIOPTAIHAOH: Koe(rIHeHT
Ha puck 0,98 95% CI(0,90-1,07) p=0,65. ITpu BropuvHKTE KpaiiH¥ TOYKH, HECTOTATA HA CHPACYHA
HEOCTATHYHOCT (KOMIMOHEHT HA ChCTABHATA KOMOHHHPAHA CHPISYHO-CHAOBA KpAMHA TOUKa) ¢ Guma
CHTHH(HKAHTHO NO-BHCOKA B IPYNaTa Ha aMIOAMIIMH, OTKOIKOTO B rpynarta Ha xsioprananos (10,2%
cripsmo 7,7%, RR 1,38, 95% CI [1,25-1,52] P <0,001). Bropeku Tora, He ce HabmoaaBaT 3HAYMMH
Pa3IUMA [10 OTHOIICHHE Ha O0INATA CMBPTHOCT MEXIY TPYMATa HA TepanHs ¢ aMIOAMITHH W Ta3M Ha
Tepanus ¢ Xnoptanuaol RR 0,96 95% CI [0,89-1,02] p=0,20.

Bancapran
Mexanuzem na deticmeue

BancapraH ¢ nepopangHo akTHBEH, MOIICH U criewmduyer aHrHotersuH 11 penerrropen Groxep. Toi
BE31eliCTBa CesIeKTHEHO Bhpxy AT penentopHua MOATHN, KOHTO € OTFOBOPEH 3a NMO3HATHTE
BB3ACHCTBHA HA aHTHOTEH3MH 11,

Konunuuna eduxacrocm u 6esonacrocm
Hpunoxennero Ha BancapTaH NPH NALUMCHTH ¢ XHIESPTOHUS BOM 0 NOHILKABAHE HA APTEPHATHOTO
HajsfraHe 6e3 MOBRIMABAHE Ha MyICOBATA YECTOTA.

Tpit moBedeTo MAaLMEHTH, Cel eHOKPATEH EPOPATIEH IPHEM, HAYATOTO Ha AHTHXHNEPTEH3HBHOTO
AeiiCTBHE € B PAMKHTE Ha 2 Yaca, a MMKa B NOHIKABAHETO HA APTEPHANHOTO HANArAHE CE JOCTHTa B
paMKHTe Ha 4-6 uaca. AHTHXUMIIEPTEH3HBHHAT eeKT NPOALIDKABA NOBeYE OT 24 Yaca cnel nphema.
[Tpu MHOTOKpATHO MPHNOKEHHE MAKCHMAHZ PeAyKLMS HA apTEePHATHOTO HANATAHE ¢ BCAKA [034,
OGHKHOBEHO C€ MOCTHIA B PAMKHTE Ha 2-4 ceAMHUH.

XWApoXNIopoTHAZHA
Mexanuzvm na deticmeue

OcHOBHOTO MACTO Ha AcliCTBHE HA THABHMIHKTE JHYPETHIN CA NHCTATHUTE 3BHTH KAHAIIYETA B
610pexa. Jlokasaro e, Je B GBOpedHATA KOPa CLIIECTBYBA PELENTOP ¢ BHCOK AQMHHUTET, KOHTO
TIPEACTARNABA OCHOBHOTO MACTO Ha CBBP3BaHE 3a AEHCTBHETO Ha THAMIHMTE AWYPETHIIM U 32
uHxHOUpane Ha TpakcnopTa Ha NaCl B aucranmuTe u3sHTH KaHanuera. THASHAHHTE AUYPETHIH
Aekcrear upes uaxHOHpane Ha Na+Cl- cHMniopTep, BEPOSTHO Ype3 KOHKYPHPAHE 3a MACTOTO 32
cEbp3BaHe Ha Cl-, H M0 TO3H HaYMH MOBIHABAT MEXAHM3MUTE HA €NEKTPOIHTHA peabeopOums:
JAHPEKTHO NOBHMIABANKY €KCKPELIMATA Ha HaTpUi H XJIOp B NMPUONM3WTENHO eJHAKBA CTElIEH K
HMHAMPEKTHO Ypes ABYPEeTHYHOTO CH ACHCTBHE, HAMAIABAHKH niasMeHnn 0GeM ¢ NOCAeABALIC
NOKAYBAHE HA M1a3MeHaTa PeHHHOBA AKTHBHOCT, CEKPELIMA HA a7II0CTEPOH M 3ary6a Ha KaJuii ¢
YPHHATA, KAKTO 1 HAMAIABAHE HA HUBATA Ha CEPYMHHA KAITHHA.

HemenauoMeH pak Hg KOXKaTg
B®3 0cHOBa Ha HAIMYHUTE JAHHH OT ENUAEMHOJOTMYHH NPOYYBaHus € HaGmoiaBaHa £A

KyMyJIaTUBHATZ 1032 BPB3Ka MexKIDy xuapoxnopoThazun H HMPK. EnHo npoyusane {
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1,23-1,35) 3a BKK 1 3,98 (95% CI: 3,68-4,31) 3a CKK. Ha6monaeana ¢ ScHa BPE3Ka KyMYIATHBHA
Ro3a-oTroBop kakro 3a BKK, taxa i 3a CKK. Jlpyro npoy4sane 1oxa3Ba Bh3MOKHA BPH3KA MEKLY
paka Ha ycrHHTe (CKK) H eKkcrosuimsTa Ha XHAPOXJIOPOTHA3HA: 38 633 caydan Ha pax Ha YCTHHTE €
noa6pana nomynaims oT 63 067 NOAXOAMIM KOHTPOIH, KATO Ce M3MOJI3BA CTPATerns 33 BieMaHe Ha
npobH, onpeaenena or pucka. JieMoHCTpHpana e BpB3Kka KYMyTaTHBHA [03a-0TroBOP ¢ Kopurupan OR
2,1 (95% CIL: 1,7-2,6), napacrpaut o OR 3,9 (3,0- 4,9) 3a Bucoxa ynotpe6a (~25 000 mg) u OR 7,7
(5,7-10,5) 3a Hati-BHCOKATa KyMynaTHBHA Jo3a (~100 000 mg) (sx. cumo Tovka 4.4).

IlenyaTpydna noyynamms :

EBponelickara areHIins 0o eKapeTBaTa ocBoGOKIABA OT 3aB/DKEHHETO 32 NPEAOCTABAHE Ha
PE3YNTATHTE OT NPOY4BAHHMATA C peePEHTHHA JICKAPCTBEH NMPOAYKT, CHALPKAIL
AMIIOMIIHE/BATICAPTAH/XHAPOXJIOPOTHAM]L BbB BCHUKH NOACPYTIH Ba NEABATPHHHATE NOMYNALHA NPH
€CEHLHATHA XUNEPTOHHS (BK. ToUKa 4.2 33 HHOOPMALMA OTHOCHO yRnoTpe6a B NeaMaTpuaTa).

Jpyry: agoiito 610KHpane HA peHMH aHTHOTEH3NY ~a/IocTepoHoBaTa cucteMa (PAAC)

JiBe roneMH paHIOMH3HPAHK KOHTpoaUpasH npoy4saaia — ONTARGET (ONgoing Telmisartan
Alone and in combination with Ramipril Global Endpoint Trial - rekymio rnofanso n3nuteaHe 3a
KpaHHH TOYKH Ha TelIMHCapTaH, CaMOCTOATETHO H B KOMOHHALMA ¢ pamurpun) 4 VA NEPHRON-D
(Knxanuno npoy4Bane cBBP3aHO C pasBHTHE HA HedponaTus nNpu quaber, TPOBEICHO OT
MunucTepCTBO MO BRNPOCHTE HAa BETEPAHHTE) — MPOYUBAT ynotpebara Ha xombunawgasTa or ACE
HHXHOuTOp U APB.

ONTARGET e npoyysase, NpoBeIEHO IIPY NALIAEHTH C AHAMHE3a 34 CHPACYHO-CBAOBA WITH
MO3BYHOCKA0BA GOMECT, MK 3axapen aMabeT THN 2, NPUAPYKEHH C JaHHY 33 YBPEXKIAHE Ha
¢exropnn opranu. VA NEPHRON-D e npoyuBase nipu naugenTH cbe 3axapeH anaber THN 2 B
AuabetHa HedponaTrs.

Tesu mpoyusaHus He NOKa3BAT 3HAUMM GaronpHaTen edexT BpXy 6n6peunmTe u/uan Chpreuno-
CBIOBHTE MOCICIHUK B CMBPTHOCT, KaTO CHIKEBPEMEHHO Ca HalM0/aBaHH NOBHILEH PHCK OT
XHIEPKATHEMHA, OCTPO YBpekKaane Ha Gp0penre W/WiTH XHIIOTOHMS B CPABHEHHE C MOHOTEPATIHATA.
Karo ce mMaT npeABHI CXOAHHTE BM PapMAKOIHHAMHYHY CBOHCTRA, TE3H PEIYATATH Ca IPHIOKHMH
# 32 apyru ACE unxuburtopn 1 APB.

ACE naxuburopu u APB cnenosarenso He Tpa0ea a ce H3NON3BAT €NHOBPEMEHHO IPH TIALIMEHTH C
JnaGerna KedponaTua (Bx. Touka 4.4),

ALTITUDE (Knunmano npoysiBate NpoBeIeHO ¢ AMMCKAPEH NPH TALUHEHTH Che 3axapen auater

THIL 2 ¢ U3N0N3BAHE HA CHPACHHO-CHA0RH # GBOpeHuHH 3a0011BaRIA KATO KpaHHy TOUKH) €
npoy4bake, MPeAHAZHAYCHO Ja H3C/IEABa No/I3aTa 0T NOOaBIHETO Ha ATHCKAPSH KBM CTRHRAPTHA
Tepamisa ¢ ACE srxuburop wis APB npu naudenTy obe 3axapen auaber THI 2 B XpOHHYHO
616peuno 3abonsnane, cHpIEYHO-CHI0BO 3a60/ABaHE WK U ABeTe. [IPOYUBAHETO € MPEKPATEHO
MPEKACBPEMEHHO NOPAAM NOBUINEH PHCK OT HeGnaronpuaThy nocnenuus, Kakto cepreuno-cuaosara
CMBPT, TaKa ¥ HHCYITET Ca [I0-4€CTH B IPYNaTa Ha aTHCKHpeH, OTKOIKOTO B MPynara Ha niaueo, a
OPEJCTABISBALINTE UHTEPEC HEMENAHHN CLOUTHA 1 CEPHO3HH HEXENAHH CHOMTHA (XHIepKATHEMHS,
XHIIOTOHHA H 6b6peuna arcdyAKUMA) ce ChoOIABAT MO-YECTO B [PYTIATa HA ATMCKHPEH, OTKOJIKOTO B
rpynara Ha nnauebo.

52 @apMaKoKHHETHYHH CBOHCTRA

Jluneiinoct
AMnogunyH, BANCapTaH M XMAPOXJIOPOTHA3HA HMAT JTIHHEHHA DApMAKOKMHETHKA.

Amnoounun/eancapman/xudpoxaopomuazud
Cnen nepopatho npunoxesde Ha Bantersam KoMIT npy 3ApasH BE3pacTHU 106po

MUIa3MEHH KOHUEHTPAUKH Ha aM/IOMMITHH, BAACAPTaH # XHAPOXIIOPOTHASH] CE Ji
6-8 uaca, 3 qaca i 2 yaca. CKkopocTTa U crenenTa Ha abcopBumsiTa Aa aMIOdHNHAH, B
xuapoxnoporuasil npu Barrensam KoMn ca ¢hilTe, KAKTO TIPU CAMOCTOATENIHO MM
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Amnoasnin

Abcopbyun

Crieq mepopaiiHO CAMOCTOATENTHO TIPWIOIKEHHE Ha TEPANSBTHYHA 032 AMJIOJMIIHE, MAKCUMATHA
TUTa3MeHa KOHLISHTPAIHS ce JocTvra 3a 6-12 daca. AGcomoTHaTa OHOHANIMYHOCT € MeXTy 64% H
80%. BoHaHYHOCTTA Ha aMJIOJIKITHH He CE MOBTMABA OT NPUEMA HA XDaHa.

Pasnpedenenue

O6embT Ha pasupeneneHne e npubnusurento 21 Vkg. In vitro npoyuBanHs ¢ aMIOJAWIIME IOXA3BAT, 4e
npabnmarenso 97,5% oT MUKy INpamoTo ISKAPCTRO C€ CBBP3BA C MIa3MEHHTe IPOTEHHN.

buompancopmayun
AMITORHMINTHHE C€ MeTa00NH3Hpa eKCTeH3HBHO (MpHGmusHTenno 90%) B yepHua Jpob 10 HEAKTHRHH
meTabonuru.

Enuvunupane

EnuMuHMpaseTo Ha aMITOAKITHH OT TulasMaTa e 6udasHo ¢ TepMHHANIEH NOMYKHBOT HA ENMMHMHUPaHE
npubnusuTento 30 go 50 yaca. CTauMOHapHH WIa3MEHH KOHLGHTPALIMH ¢¢ JOCTHTAT e,
NPONEIDKMTENCH IIpHeM 3a 7-8 mHu. 10% ot opuruHanuus amnoaumed u 60% oT HeroBHTe
MeTabo/INTH Ce eKCKPETHPAT Ype3 YpUBATA.

Bancapran

A6copbyus

Cnen mepopanso caMOCTOSTENHO MPHIOKEHHE Ha BAICAPTAH MAKCHMATHE TUTA3MEHH KOHLIETPALHH C&
AOCTHraT Ha 2-4 yaca. Cpennara abcomorra GuoHanuuHoCT e 23%. XpaHaTa HAMANABA EKCIIOIHLHATA
{ompenenena upes AUC) na pancapran ¢ okono 40% K MaKCHMANIHATA T1A3MEHA KOHLUEHTpaIMs
(Ciax) ¢ ok0m0 50%, BEIPEKH TOBA OKONC 8 Yaca cle/l NpHeMa ILIa3MEHKTe KOHLICHTPALUHH Ha
Ba/ICapTaH ca NoAcOHN B rpynvTe NpHEMalTH JEKapCTROTO Clie/] HAXPAHBAHE M Ha raaHo. Tasu
peaykuun Ha AUC, obave He ce CBTBTCTBA OT KIHHHYHO 3Ha4MMa PeyKLUHs HA TCPaneBTHSHUA
edeKT M 10 TA3H NPHYHHA BICAPTAH MOKE J1a Ce APHEMa Ha TIANHO WM Ciell HAXpaHBaHe.

Paznpedenenue

CrannonapHuaT oOem Ha pasnpeneneHRe Ha BANICAPTAH CIIEl HHTPABEHOSHO IPUIOXKEHHE € OKONO
17 nurpa, KoeTo NOKA3BA, He BANCAPTAH HE Ce PA3NpeleNsa eKCTEH3HBHO B ThKaHuTe, Balcapran ce
CBBP3BA BBE BHCOKA CTEMEH CBC CePyMHMTE NPOTEHHH (94-97%), OCHOBHO CBC CEPYMHUA AN0YMHH.

Duompanchopmayun

Bancaprau He ce MeTaboTH3Hpa BEB BHCOKA CTENeH, Thil kaTo camMo okono 20% ot go3ata ce
YCTaHOBABA 101 opMaTa Ha MeTabouTH. B 11a3mMaTa € yCTaHOBEH XHAPOKCH MeTalonuT B HHCKH
KOHUEeHTpaliiH (1o~ Manko oT 10% ot AUC na Bancapran). Tozu MeTabonuT € hapMaKkosOrnHO
HEeaKTHBEH.

Enumunupane
Bancapran nokasea MyITHEKCIOHEHIIHAHA KHHETHKA Ha pa3nan (b <1 4ac M tug okono 9 vaca).

Bancapran ce enuMHHIPa OCHOBHO upes derieca (okono 83% ot pozara) ¥ ypuHara {okono 13% ot
A103aTa) OCHOBHO KaTO HEIPOMEHEHO CheHHEHHE, Cnell HHTPABEHO3HO MPHIIOKEHHE TIA3MEHHMAT
KAKPHHC Ha Bajicaprad € npubnusurenno 2 Vh, a 6s6peynmat knupsiic e 0,62 1h {oxono 30% or
obuHs xwinpsHc). [TonyxueoTsT Ha BancapTad € 6 yaca.

Xupapoxnoporuazug

Abcopbyun

A6copbumaTa Ha XMAPOXNOPOTHA3KA ClieA nepopaniet npreM e 6up3a (Tmax Okom0 2
Veenuuasaseto Ha cpeanata AUC e nuHeiHO ¥ € nponopuMoHANTHO Ha 103aTa B TEP
JHANIA30H.
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E¢exTsT Ha XpaHaTa sbpxy abcopOLMaTa HA XMAPOXIOPOTHAZHIL, KO HMA TAKLE, HMA MAJIKA
KIMHHYHA 3HAYAMOCT. AGCONIOTHATA CHOHATHIHOCT HA XHAPOXIOPOTHA3HA Cllef| IEPOPAIHO
npunoxeHue € 70%.

Pasnpedenenue

[IpuswuanaaT obem Ha paznpenencue € 4-8 kg, LInpKyTHpauuaT XUAPOXIOPOTHA3HA € CBBP3aH CBC
cepymumte npotentn (40-70%), npeauMuo che cepyMHMA anSyMHH. XuAPOXIOpOTHA3HA CHIO TAKA
KYMYITHpPa B €pHTPOLITHTE NPHO/IH3UTENHO 3 TTH NOBEYE, OTKOAKOTO B INTA3MATA.

Buompanccopmauus
XuApoxnopoTHasu/ ce eIMMUHHpPA NPeAHMHO KATO HETPOMEHEHO BENECTRO.

Enumunupane

XHIPOXJIOPOTHA3H/ Ce ETHMMHHPA OT IUTa3MaTa ¢ BpeMe Ha MOMY:KMBOT cpeaHo 6 no 15 uaca B
KpaifHaTa ¢a3a Ha enMMHEMpane, HaMa npoMsHa B KHHETHKATA HA XHAPOXIOPOTHAZH] NPH
MHOTOKPATHO MpHarade, a KyMyJJHPaHETO € MHHHMAITHO NPH NPHIOKCHUE BeIHbK AHeBHO. Hax
95% ot aGcopbupanara no3a ce GKCKPETHPA KaTO HETIPOMEHEHO BELIECTBO B YPHHATA. BBOpeuHuaT
KIMPBHC Ce CBCTOH OT NacHBHA QITTPAlNs H aKTHBHA CexpeLiMd B 610peynnTe TyOyau.

Crnennanum nonynauvu
HleQuampuynu nayuexnmu (Ha evspacm nood 18 200unu)

Hsima dapMakoKHHETHYHH JaHHU (PK NEAHATPHUHATA MOy IaLHA,

Hayuenmu 6 cmapyecka ev3pacm (Ha 65 u nogeye 200unu)

Bpemero 3a nocTUraHe Ha MAKCHMATTHA TIA3MEHA KOHLEHTPaLMA Ha aMITOAHIMH € CXOHO TP MITATH
NALMEHTH M NpH NALMEHTH B CTapyecKa BR3pacT. [Ipy naleHTHTE B CTapiecKa BB3PACT UMa
TeHACHHHA KIMPHHCHT Ha AMJIOJIMNHH /la HAMAIABA, KOETO BOJM JIO MOKAYBAHE Ha IUIOITa [0
kpusata (AUC) n emumusanimosans nomyxusor. Cpegxata cucremua AUC 3a pajicapraH € mo-
BHCOKa CB¢ 70% NpH nauyeHTH B CTapuecKa BB3PAacT B CPABHEHHE ¢ NO-M/IaJAH NALMEHTH, NOPamu
Ta3H NPHYHHA ¢ HeoOXOAMMO BHHMAHHKE MPH MOBHIUABAHE HA J03aTa.

CrHeTeMHaTa EKCIIO3HIAS HA BaJicapTaH € JIEKO NOBHIUEHA TIPHA NALHEHTHTE B CTapyecka Bu3pacT B
CpaBnCHHE ¢ MITATHTE TIALTHEHTH, HO TORA HAMA KITHHHYHO 3HAYSHHE,

Orpasvdesd JaHHH IIPSANONATAT, e CHCTEMHHAT KIHPBHC Ha XHAPOXAOPOTHAZHA € HAMAIEH KaKTO
OpH 30pasy NALMEHTH B CTAPYECKA BH3PACT, TAKa W IPH TE3H ¢ XHIIEPTOHHA, B CPABHEHHE C MJIAAN
37paBH AOOPOBOIILIH.

Trit kaTo TpHTe BelllecTRa Ce NOHACAT €AHAKEO JOOPE KAKTO OT MO-M/IafuTe HaUHEHTH, TaKa i OT
HallHeHTHTe B CTap4ecka PE3PACT c& NPenopkYBa HOPMATHA CXeMa Ha npwiarate (BxK. Touxa 4.2).

Bwbpeuno yepexcoane

@®apMaKoKMHETHKATA Ha aMIIOJHIIHH He CE MOB/IMABA 2HAUMMO NPH HapyleHne Ha 6r6peunara
dyukuna. Kakro ce o4aksa 38 BeuecTso, YHHTO 6b6peven KIHpBHE € caMo okono 30% or obums
IIa3MeH KIMPBHC, He ce Habmonasa kopenalus Mexay 6s6peunara GyHKIMA ¥ CHCTEMHaTa
€KCMO3HLMA KM BancapTaH.

Tlopanu Ta3n npyYHHA NALMEHTHTE C TEKO 0 YMEPeHO GBOPeyHO yBpeKAaHe MOraT A2 NPHEMA
obuualinara HadanHa no3a (Bx. Touka 4.2 u 4.4),

Ipy namuure sa 656peuHO YBpeKAaHE CpeIHHTE MAKCHMAIIHH MJIa3MEHH KOHLIEHT]
XMAPOXIOPOTHASH/L €4 NOBHINEHH, & CKOPOCTTA HA eKCKPELMS B YPHHATA ¢ HAMAIGHA
¢ JeKo fto ymepeHo 6p6peyto yBpexaate ce Habmoaaga TPHKPATHO NOBUIIEHHE H
xuapoxaopoTrazun. Ilpu naukenTure ¢ Texko Op6peuHo yBpexKIane ce Babmonam
noeumenne Ha AUC. Banrenzam KoMn e nporiBoniokasal npH MalHEHTH ¢ TEXKO ¢
YBpEXKAaHe, aHypHsa WK Ha auamuza (B, Tosuka 4.3).
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Yeprodpobrg yepedcoare

Hamasau ca MHOTO OrpaHHYeHH JAHHH 38 MPIHJIOKEHHETO Ha AMIIO/IMITHH TpH NasHeHTH ¢
uepHO/POGHO yBpexaaHe. IlauyenTyTe ¢ 9epHOAPOGHO yBPEkAHE UMAT HAMAJIEH KIIMPEHEC Ha
aMJIOINIHH, KOHTO Boau A0 nokausane Ha AUC ¢ npuGmuzurenno 40-60%, ITpy namyeHTH ¢ JIeKO A0
YMEPEHO XPOHHTHO HePHOAPOGHO 3a60/14BaHe eKCTIOZHIAATA KM BancapTaH (onpeiesieHa €pes
crolinocrure Ha AUC) cpeniHo € B4 ITbTH NO-BUCOKA OT YCTAHOBEHATA IPH 3APaBH JOGPOBOIIH
(rpymapann no Be3pact, non 4 Tero). Ilopany sancapraHoeata komnouenta Barremam Komn e
OPOTHROTIOKA3AH MPH NIALHEHTHTE ¢ YepHONpobHo yBpexaane (BXK. Touxu 4.2 u 4.3).

5.3 IlpenknindE4HE XaKHE 33 e30nacHocT

AmIonHITHH/BAICApTAH/ X HOPOXIOPOTHASH

B peanua npexnunuaun npoywsaHuA 3a 6e30NaCHOCT ¢ AMIORHITHH, BATICAPTAH, XHAPOXJIOPOTHAZH,
BaNICAPTaH/XUAPOXIOPOTHA3H, AMITOIMITHH/BANICAPTAH H AMIIO/MITHE/ BATICAPTAH/ XHAPOXIOPOTHAML
(Banrersam Komm), nposeaens npy pa3miirs XUBOTHHCKYH BHIOBE, JMIICBAT NOKA3ATE/ICTRA 3a
CHCTEMHa HITH TApreTHa OpraHHa TOKCHYHOCT, KOHTO /1A OK&KaT HEraTHBHO BIUAHHE BLPXY
KHHHYHaTa ynorpeba Ha Bamrensam Komn npu xopa.

IpenimuHAYHA NpOyUBaHHs 3a 5e30MACHOCT ¢ MPOABLDKUTENHOCT 110 13 CENMHIM ca MPOBEACHH ¢
aMJI0AMITHH/BATICAPTAH/XHAPOXIOPOTHAIAL MPH IUTEx0Re. KOMGHHALMATA BOAM 0 O4AKBAHO
NOHIWKCHAE HA NOKA3ATE/IHTE HA YePBEHATA KPhEHA PEIHLA (€PUTPOLIMTH, XeMOMJIOOHH, XEMaTOKPHT
H PETHKYIOLUTH), MOBHINABAHE HA CEPYMHATA ypes, IOBHILABAHE Ha CEPYMHHS KPeaTHHHH,
NOBRIIABAHE HA CEPYMHMA KaTHH, JOKCTAIIOMEpy/IapHa XHIEPILIaind B Gs6peka B GOKANHN epo3HH B
HUIE3UCTHSA CTOMAX TIPH ILTHXOBE, BCHUKH Tesu mpoMeHH ca o6paTHMH ciel 4-ceaMHueH
BB3CTAHOBUTETIEH NEPHOJ U Ce CMATA, e Ca BCISACTBHE 3aCHIBAHE HA (apMakoOTHYHHTE eeKTH.

KombusaumaTa aMnoaumuH/BafcapTaH/ XuapoxIopoTHa3H/ He ¢ K2CISIBAHA 33 FeHOTOKCHYIHOCT |
KaHUEPOTE€HHOCT, Thil KATO JIHIICBAT AOKA3ATENCTBA 33 HAKAKBO B3AHMOAEHCTBHE MeXTY OTACIHHTE
BEIIECTBA, KOHTO Ca OTAABHA Ha na3apa. AMIONMUITHE, BANCAPTAH U XHAPOXIOPOTHASHA Ca H3CTIeBAHY
NOOTAEHO 32 reHOTOKCHYHOCT M KAHLIEPOTCHHOCT ¢ HETATHBHH PE3Y/ITATH.

AMICRAHIHH

Penpodykmusna moxcuynocm

PenpoyKTHBHI NpOYUBAHKS NPH IUTEXOBE ¥ MHIIKK NOKA3BAT 3aKbCHABANE HA JATATA Ha paxpane,
YABJDKEHA NPOABDKHTENHOCT Ha PAKAAHETO H HAMAJIEHA KHIHECTIOCOGHOCT Ha MAIIKHTE [IPH JO3H
npubansyrento 50 aLTH NO-BHCOKH OT MAKCAMATHHTE NPENOPEUMTENHH JO3H NIPH XOpa, HIYKCACHH
Ha Gasa mg/kg.

Hapyuwienus gvs epmugumema

Hsama ehexT pbpxy (hepTHIMTETA Ha IUTBXOBE, TPETHPAHM C AMIIOAMIHH {MBHKKH — 64 JHH H KEHCKH —
14 nuu npeny wudrocBare) B iosu a0 10 mg/kg/nen (8 MbTH* MaKcHMANHATA NIPENOPBUHTENHA K034
3a Xopa ot 10 mg, w3urcnena Ha 6asa mg/m?). B Ipyro npoy4rane npH IIEXOBE, NPH KOSTO MBXKH
IUTEXOBE €4 TPCTHPAHH ¢ aMIORKITHHOB H6e3unat 30 aHu, ¢ 2033 cpaBHAMA ¢ 103aTa NPH Xopa,
u34HCIeHa Ha Gasa mg/kg, ca yeTanoBeHH NOHIKEHH ITa3MeHH HUBA Ha DONMKYNOCTHMYTHpaL
XOPMOH H TECTOCTEPOH, KAKTO H NIOHWKABAHE Ha TUTLTHOCTTA Ha CTiepMaTa | Ha 6pos Ha 3penuTe
CTIEPMATHIM U CEPTOITHERH KIIETKH.

Kanyepozeneza_mymazeneza
Hsma nasuu 3a KaHIEPOTEHHOCT TIPH ILTEXOBE M MHIUKH, TPETUPAHK ABE TOAMHM C A
XpaHaTa B KOHUSHTPALHH, H3YHCJICHY Jla OCUTYPAT JHEBHW NO30BH HUB] ot 0,5, 1,2
Hait- BHcOKaTa 1032 (IpH MUIIKH - SIM3KA 110, 2 NPH IUTEXOBE — ABa METH* JI0-BHCO.
MAKCHMATHATA NPENOpbUATeIHA KIHHH4HA o3a ot 10 mg, u3unciena 3a mg/m?) e
MaxKCHMAaJTHO AOTYCTHMATA J03a 38 MULIKH, HO He Y 33 TUTEXOBe,

YIpoyuBanus 32 MyTareHHOCT He TIOKA3BaT JIEKapCTBEHO-00ycoBeH ediekTH HHTO Ha reH
XPOMO3OMHO HHRO.
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* M3aucrieHa 3a nauseHTH ¢ Terno 50 kg

Banca

HexnuHHYHNTE TaHHH HE NOKA3IBAT OCOBEH PHCK 38 XOpa Ha 6a3aTa Ha KOHBEHIMOHATHITE
dapMaxonoruuHH Mpoy4BaKHL 33 6€30NaCHOCT, TOKCHYHOCT ITPH MHOTOKPATHO npHaaraxe,
FEHOTOKCHYHOCT, KAHUEPOTCHEH MOTEHLHAN, PEIPOAYKTHRHA TOKCHYHOCT H TOKCHYHOCT 33
pa3sBHTHETO.

Tlpya mursxose TOKCHYHM A03H 3a Maikara (600 mg/kg/neH) no BpeMe Ha HOCAEAHNTE THH OT
OpeMEHHOCTTa M IEPHO/2 Ha TAKTALMA ¢4 JOBENH A0 NI0-HUCKA CTENeH Ha MPEKHBAEMOCT, TO-cTabo
Ha/i/IaBaHe HA Terio U 3a0aBeHO Pa3sBUTHE (OTIENTHE HA YIIHATA MHAA H OTBAPSHE HA CTYXOBHS
KaHan) Ha noKolienueTo (Bx. Touka 4.6). Tesn nozu npu rwrsxoze (600 mg/kg/nen) MpeacTaBNiBaT
TipuGIM3NTENHO 18 MLTH MaKCHMATHATA NPenopLYHTENHA 032 NPU Xopa Ha GasaTa Ha mg/m?
(H3uHCnenuATa Ce OTHACAT 3a TiepopaiiHa K033 320 mg/neH | nauHeHT ¢ Terno 60 kg).

Tlpu HexnMHHUAK NPOYJBaHHA 33 Ge30MaCHOCT BHCOKH 1034 Basicaprad (200 1o 600 mg/kg TenecHo
Terio) NPeIWSBHKBAT NPH TUTEX0BE HAMANABAHE HA NIAPAMETPHUTE HA YEPBCHMTE KPBBHM KIETKH
(epHTpOIATH, XeMOINIOGHH, XEMATOKPHT) M IIPHIMHABAT NPOMEHH B 656peuHaTa XeMoaHHAMYKA
(Viexo NoBHIIABaHe Ha yPESTa B KPBBTA, Gh6peuna TyGynna xunepruiasus ¥ Sasodmus npH
MEXKHTE). Tesn fo3u npu rursxose (200 10 600 mg/kg/ned) NpeICTARIABAT MPHGIHIUTENHO 6 H

18 mBTH MakCHMANTHATa MPEMOPBYUTENHA 2034 NPH X0pa Ha 6a3aTa Ha mg/m? (HITHCISHUATA Ce
OTHACAT 3a Hepopanua n02a 320 mg/aeH H naumeHT ¢ Terno 60 kg).

Ipu MapMo3eTkH B CPABHHMH 103K IPOMEHHTE Ca MOAOGHH, HO TI0-TEHKKH, OCOBCHO B 6n6penuTe,
KBJETO MPOMEHHUTE C€ PasBUBAT 0 HOPOTATHS, BIUTIOYBAINA TIOBHIIEHHE HA YPEATa H KPEATHHMHA B
KpBBTa.

Ha6monara ce cbuio xuneprpodus Ha GrOpeduuTe IOKCTArIOMEPYNHH KIETKY M IIPH JRaTa BHAA.
Cuura ce, 4e BCHYKH ITPOMEHH C€ AB/IKAT Ha GapMaKONOTHYHOTO ACHCTBHE Ha BaNCApTaH, KOSTO
BOIH 10 NPOABLKHTENHA XUIIOTOHKMA 0CO0EHO NpH MapMo3eTute. Marnexaa, ue TepaneBTiusaTa A03a
Ha BATICAPTAN NP X0pa HE € CBHP3aHa ¢ XxunepTpodud Ha GLOpedHHTE IOKCTANTOMEPY.IHE KIIETKH.

6. ©OAPMAIIEBTHYHH JAHHH

6.1 Cnrcbk Ba DOMOIHEATE BENIECTRA

Hopo na mabaemxama:

MUKpOKPHCTANHA LEeTYII03a
[TpesxenaTHHI3HPAHO LAPEBHYHO HHILECTE
Kpocnosimon

Hatpuer HumecTen rkonar

Kanuues xuaporendocdar

Konounen 6e3B0HeH CHIHIIHER THOKCHT
MarsuesHes creapar

Banrensam Komm 10 mg/160 mg/12,5 mg dpuamupanu tabueriu
IToxpumue:

JlakTo3a MOHOXHAPAT

Xunpomenosa

vt xenesen okcun (E172)

Turanor guokcun (E171)

Maxporon

27
SE/H/1854/01-03AA/001 2020515



Banrenzam Komn 5 mg/160 mg/25 mg dunmupany Tabnerku
Iloxpumue:

Jlakro3a MOHOXUApAT

Xunpomenoza

XKuor xenesen oxeun (E172)

Turanos auoxcuz (E171)

Makporon

Banrenszam Komn 10 mg/160 mg/25 mg ¢punmupann Tabnerie
Hoxpumue:

Jlaxrosa MoHOXHApAT

XumnpoMenosa

XKwar xenezed okcun (E172)

Turanos auoxcun (E171)

Maxkporon

6.2 HecbBMECTRMOCTH

Henpunoxumo

6.3 Cpox ma roasoct

3 ronuHM

6.4 Coensannu yc/10BHS HA ChHXpaHeHHe

JICKapCTRCHMAT MPOAYKT HE H3UCKRA CICLIHATHH YCIIOBHS Ha CHXPAHEHHE,

6.5 Bua A cHABPKAHAE HA ONAKOBKATA

PVC/ACLAR/PVC//Al Gnuctepu:
Buaope onaxosky: 14, 28, 30, 56, 90 u 98 punmupanu TabneTku

HDPE Gytuiku cbe 3ammTeHa oT Aelia PP kanavxa v KoHTefHEP CBC CyLIHTEN:
Buaose onaxosxy: 100 ¢prnMppany TabneTkn

6.6 CpenHanEH ApeINA3INH MEPKH HPH HIXBLPAAHe B pabora

HsaMa cneliamHy H3IHCKBAHMA,

7.  IPUTEXATEJN HA PASPEMIEHHUETO 3A YIIOTPEBA

TevaB.V.
Swensweg 5

2031 GA Haarlem
Hunepnannus

8. HOMEP(A) HA PABPEIIEHHUETO 3A YIIOTPEBA

Banrensam Komn 10 mg/160 mg/12.5 mg dunmMupany Tabnerku
Per. Ne 20200080

Banrenzam Komn 5 mg/160 mg/25 mg $unMapany TabreTkn
Per. Ne 20200081
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Banrenszam Komn 10 mg/160 mg/25 mg danmupann tabrerku
Per. Ne 20200082

9. JAATA HA ITbPBO PAZPEIIABAHE/MOJHOBSIBAHE HA PASPEHNIEHUETO 3A
YIIOTPEBA

Jata Ha TepBO pazpemasaue: 13 mai 2020 r.

10. JATA HA AKTYAJIM3APAHE HA TEKCTA

15.12.2021
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