KPATKA XAPAKTEPUCTHKA HA ITPOJAYKTA

1. UME HA JIEKAPCTBEHUSA IMTPOAYKT T ge o -
’_m:snbnﬂmﬁnnn ATEHUMR NO NEKAPCTBATA |
Banrenszam Komn 5 mg/160 mg/12,5 mg ¢punmupanu TabneTku | /(PamMKa Xapaxmepucmuka Ha npogyxma - [ipusoxenue 1

.....................................

Valtensam Comp 5 mg/160 mg/12,5 mg film-coated tablets | Kb Pee. M. aZO /ZI 0 04 2)6 /ji}.

PaspeweHue Ne

Banrenzam Komn 10 mg/320 mg/25 mg ¢punamupanu tabnerkum | ~y 2 8 -0k- 2075
Valtensam Comp 10 mg/320 mg/25 mg film-coated tablets ; S5G/MA/MP - é-‘?é?} .........................................

............................................................

2, KAYECTBEH U KOJIMYMECTBEH CbCTAB

BanTenzam Komn 5 mg/160 mg/12.5 mg duamupanm tabneTku
Bcesika punmupana Tabnerka cbabpaka S mg amuoaunui (amlodipine) (kato amnoaunuHoB Oe3unar),
160 mg Bancapran (valsartan) u 12,5 mg xuapoxnoporuazua (hydrochlorothiazide).

Bantenzam Komn 10 mg/320 mg/25 mg duamupanu Tabaerku
Besika dunmupana tabnerka cbpabpika 10 mg amnoaunus (amlodipine) (kaTo amyioiMNHMHOB Oe3uiiar),
320 mg BancapraH (valsartan) u 25 mg xuapoxnoporuasua (hydrochlorothiazide).

3a IMbJIHUA CIMTUCHK HA MOMOIIHUTE BELIECTBA BHXKTE TOYKa 6. 1.

3. JIEKAPCTBEHA ®OPMA

dunmupana Tabnerka (Tabdserka)

Banrenzam Komn 5 mg/160 mg/12.5 mg ¢puamupanu tabneTku
benu, opanuu Tabnerku ¢ pazmepu 7,70 mm x 16 mm mapkupanu ¢ “C12” ot eaHaTa cTpaHa.

Banrenzam Komn 10 mg/320 mg/25 mg ¢duamupanu TabaeTku
TeMHOXKBATH, OBasIHM TabneTku ¢ pazmepu 9,70 mm x 20 mm Mapkupanu ¢ “C72” ot eHaTa cTpaHa.

4. KIUHHUYHU JAHHHA

4.1 TepaneBTHYHH NOKA3ZAHHUSA

JleueHue Ha eceHIlMaIHA XMIIEPTOHUS KaTO 3aMECTHUTE/IHA Teparus NPU Bb3pacTHH MAaLMEHTH, YHETO
apTepHasiHO HajlsiraHe € J00pe KOHTPOJHUPaHO ¢ KOMOMHALMATA aMJIOZIMITHH, BaJicapTaH H
xuapoxsoporuazua (HCT), npuiaranu Wi KaTto TpH OT/JAEIHH JIEKApCTBEHH (DOPMH HUJTH KaTo
JIBYKOMIIOHEHTHA IUTIOC € JHOKOMIMOHEHTHA JieKapcTBeHa (hopma.

4.2 JI03HpPOBKA H HAYHMH HA NPHJIOKEHHE

Jlo3upoBka
[Ipenopbuurennara no3a Bantensam Komn e eaHa Tabnerka JHEBHO, 3a NPeANOYHTAHE CYTPHH.

[lpeau na npemunar Ha neyenue ¢ Baarensam Komn naunenture TpsOBa 1a Obaar KOH
MOCTOSAHHH 1034 HA CbOTBETHHUTE MOHOKOMITOHEHTH, KOUTO MpHEMAT € IHOBPEMEHHO.
Banren3am Komn TpsiOBa na ce onpeaesisi Bb3 OCHOBa Ha JO3HTE HA OTACJIHATE KOMII
KOMOMHALMATA B MOMEHTA Ha NMPEMHHABAHETO.

MakcuMaiHaTa npenopbuuresna ao3a Baarenszam Komn e 10 mg/320 mg/25 mg.  \\ . . =77 :/f
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Cneyuannu nonyaayuu

bvbpeuno yepeaxcoane

[Mopaau xuapoxnopoTHazuaHaTa koMnoHeHTa Bantenzam Komn € npoTuBonokasas 3a ynorpeba npy
NaLHEHTH ¢ aHypHA (BX. Touka 4.3) ¥ npH NaLMeHTH ¢ Texko 60pedHo yBpeaaaHe (CKOpoCT Ha
rnomepynsa ¢pwrrpaius (GFR) <30 ml/min/1,73 m?) (Bx. Toukn 4.3, 4.4 u 5.2).

He ce Hanara KopeKuMs Ha HAYaJTHaTa 1033 NPH NALMEHTH C JIEKO 0 yMEpeHO GBOpeUHO yBpeKaHe
(8. TOukH 4.4 u 5.2).

Yeproopobuo yepexcoane

[lopanu BancapraHoBaTa KOMMoHeHTa BanmensaM KoMn € npoTHBONOKasaH MpH NaUHEHTH ¢ TEXKKO
yeproApOGHO yBpexaaHe (BX. Touka 4.3). TIpn nauMeHTH ¢ JIeKo 0 YMEPEHO YepHOIpodHO
yBpexaaHe 0e3 Xxonecrasa, MAKCUMATHATa [IPENopbYHTENIHaA A03a BancapraH € 80 mg W nopaau Tasu
npuynHa Banten3am Komn He e noaxoasil npu TasH rpyna nauueHTH (BXx. Touku 4.3, 4.4 v 5.2).
HsMa yCTAHOBEHHM NPenopbKH 32 A03aTa Ha aMJIOQHIHUH MPH NALMEHTH C J1€KO 10 YMEPEHO
yepHOApoOHO yBpexaaHe. Korato naluueHTd ¢ XUNEepToHHs (Bx. Touka 4.1) U 4epHOAPOOHO
yBpEX/iaHe, KOUTO OTrOBapsT HA H3UCKBAHHATA NPEMHHABAT KbM JieueHne ¢ Banrensam Komn tpabea
Ja CE€ U3MON38a HaH-HUCKATa HaJIMYHaA 1033 ¢ aMIOAHIIHH.

Covpoeuna neGocmamvYHOCM U UCXeMuiHa borecm Ha Cbpyemo

[lpu naLpeHTH ChC CHPACUHA HEAOCTATHYHOCT M HCXEMHYHA BonecT Ha ChPUETO ChIIECTBYBA
orpaHMdeH onuT ¢ ynorpedara Ha BanrrenzaM Komn, ocobeno B Makcumanuu A03H. I1pH nanmeHTH
CBC ChPACYHA HELOCTATBYHOCT H HCXEMUYHA DOJIeCT Ha ChPLIETO €€ NPEnOpbYBA NOBHILEHO
BHHMAaHHe, oco0eHo NpH NpHiarade Ha MakcCUManHaTta xo3a Banrenlzam Komn —

10 mg/320 mg/25 mg.

Cmapuecka év3pacm (Ha 63 uiu nogeue 200unu)

[1pyn naneHTH B CTapuecka Bb3pacT Ce NPENopbYBa NMOBHIICHO BHUMAHHE, BKJIIOUHTETHO MO-YECTO
MOHHMTOPHPAHE Ha apTEPHANTHOTO HaldraHe, oCo0EHO NpK NpUJIaraHe Ha MakCHManHaTa J103a
Banrenzam Komn 10 mg/320 mg/25 mg, Teii kaTo AaHHMTe 3a ynorpeda NpH Ta3u nonyJianus
MALKEHTH Ca orpaHHyYeHH. Korato naimeHTH B crapuecka Bb3pacT ¢ XMNEPTOHHA, OTTOBAPALIH Ha
W3UCKBaHHUATA (BXK. TouKa 4.1) npemuHapart kbM JedeHue ¢ Banrenzam Komn, TpsbBa aa ce wanomea
Haii-HHCKaTa HaJIH4Ha J03a ¢ aMNOAHITHH.

IHeduampuuna nonyarayus
Hsama choTBReTHO npunoxeHre Ha Bantensam KoMn B neauarpyyKkaTa nomynauns (MaLHEHTH Ha
Bb3pacT noA 18 roauHRK) 3a NOKa3aHHETO JICUYCHHE Ha eCeHIIHAIHA XHITEPTOHMA.

Ha4yuy Ha npuioKeHHe

[Tepopanto npunoXeHHe.

Bantrensam Komn Moxe Ja ce npHeMa cbC WM 6€3 xpaxa.,

TabaeTkvre TpabBa Aa ce MOrABLIAT LIEJH C MAJIKO KOJIMYECTBO BOAA, MO €IHO M ChILIO BpEME BCEKH
IEH, 3a MPEANOYUATAHE CYTPHH.

4.3 IIpoTHBONMOKA3AHHS

- CBpBbXUYyBCTBHTETHOCT KbM AKTHBHHTE BElECTBA, KbM JpYrd Cy/1(pOHAMUAHH MTPOU3BOJHH,
KbM JUXHAPONMHPHAHHOBH MPOU3BOJAHH WK KbM HAKOE OT MOMOLIHMTE BELIECTBA, W30POEHH B
Touka 6.1.

- Btopu 1 TpeTH TpuMECThp Ha OpeMEHHOCTTA (BX. TOUKH 4.4 U 4.6).

- YepuoapobHo yepexaaHe, OunuapHa uMpo3a WK XoJiecrtasa.

- Texko 6u6peuHo yspeskaane (GFR <30 ml/min/1,73 m?), aHypus ¥ nauueHTH, Opo
AKaIH3A.

- EnnospemeHHaTa ynorpeba Ha BanrensaM Komn ¢ anuckupeH-ChABPIKaAILH PO
NPOTHBONOKA3aHa NPHU NMaLUEeHTH Che 3axapeH aHader HiK 60peuHo yBpexKaaHe
(GFR <60 mV/min/1,73 m?) (Bx. Touku 4.5 u 5.1).
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- PedpakrepHa XHNOKATHEMHUS, XUITIOHATPHEMHS, XHNIEPKAILIKEMHA H CHMNTOMaTHYHA
XHIIEPY PHKEMHS. |

- Texka XMNoToOHUSA.

- 1ok (BKAIOYHTENHO KaAPAHOTEHEH 1LOK).

- OOGCTpyKLUMA Ha H3X0Aa Ha JIABa Kamepa (Hanp. Xuneprpoduuna o6CTpyKTHBHA

KapAHOMHOIIATHSA H BUCOKOCTENEHHA a0pTHA CTEHO34a). .
- XeMoaMHAMHYHO HeCTaOHIHA CchpAeYHa HEIOCTATBYHOCT Cliel OCThP MHOKAapaeH HH(APKT.

4.4 Cuaennajnu npeaynpexaeHHA H NPEeANA3HH MEPKH npH ynorpeba
BezonacHocTTa ¥ e(hUKACHOCTTA HA AMJIOAMIHUH IPH XMINEPTOHHYHA KPH3a HE Ca YCTAHOBCHH,

TlaleHTH ¢ HATPUEB WKWK 00eMEH OePHLIHT

ExcuecHBHA XHITOTOHMSA, BK/TIOUMHMTEIHO OPTOCTATHYHA XUNIOTOHUS € HabmoaaBaHa npu 1,7% ot
NalLMEeHTHTE, JIEKYBaHH ¢ MakCMManHara ao3a Baarensam Komn (10 mg/320 mg/25 mg) B cpaBHenue ¢
1,8% oT nauMeHTHTe Ha BancapTan/xuapoxuopotdasus (320 mg/25 mg), 0,4% ot nauueHTHTe Ha
amnoaunun/ancapran (10 mg/320 mg) u 0,2% oT nauueHTUTE Ha XHAPOXJIOPOTHA3HI/aMIOAUTHH
(25 mg/10 mg) B Xx0Na HA KOHTPOJIHPAHO W3NKWTBaHe NMPH NMaLHEHTH C YMEPEHA 10 TEXKa,
HEYCJIOXKHEHA XUITEPTOHHUA.

[IpM nalMeHTyH ¢ HATPUEB WK OOEMEH AEQHULINT, NIPHEMALIH BHCOKH JO3H AHYPETULM € Bb3MOXHO
18 BE3HUKHE CHMITTOMATHYHA XHUITOTOHHA Clie[ 3anoyuBaHe Ha JiedyeHrero ¢ Banrenszam Komn.
Banrenzam Komn Tpatea a ce npwiara camMo ciiell KOpUrHpaHe Ha NpERILECTBAalll HaATpUeB W/ WK

obemen peduumT.

Ao npu neyeHue ¢ Bantensam KoMn HacTbNH eXCUECHBHA XHNOTOHHA, NalMeHTHT TpabBa na 6vae
MOCTABEH B JIETHAJIO MOJOXKEHHE U NPH HeOOXOAMMOCT Aa C€ NMPUITOKH HHTPaBEeHO3HAa HHPY3HA C
¢dH3HonoruyeH pasreop. Jleueknero Moxe aAa 6bae MPOLBLIKEHO CIE KATo ¢e CTabunu3npa
aApTEPHANTHOTO HATIATaHE.

[IpoMeHH B CEPYMHHTE EAEKTPONUTH

Amaoounun/sancapman/Xudpoxaopomuazuo

B xona Ha KOHTPOJAMPAHOTO KIIMHUYHO H3nuTBaHe Ha Bantensam KoM npy MHOTO OT NMallHEHTHTE
MPOTUBOMONOXKHUTE edeKTH Ha BancapTaH 320 mg U XHAPOXJIOPOTHA3KA 25 mg BLPXY HHBATA Ha
CepyYMHHS KAIHH NOYTH CE HEYTPaIH3HPAT B3aUMHO. [1pH Apyry NauHeHTH, €IHHUAT HIH APYTHAT
edexT Mmoxe na moMuHHpa. [lepuoanyHo, Ha NOAXOAALUM HHTEPBAY OT BpeMe, TpsaORa aa ce
“3cNeABAT HUBATA HA CEPYMHMUTE €IEKTPONUTH C LieJl OTKPHBAHE Ha Bb3IMOXKHH €JIEKTPOJIMTHH
HapYLUCHHA.

[MeproanuHO H3cAeABAaHE HA HHBATA Ha CEPYMHHKTE EAEKTPOIIMTH, MO-CICLHATIHO Ha KA, TpAOBa na
ce MPOBEXIa Ha ONpeesiCHH HHTEPBAJIM OT BPEME C LIEJl OTKPUBAHE HAa BB3MOXHH €/IEKTPOIHTHH
HapyllieHHA, 0co0eHO NpH NaLKEHTH C APYrH PHCKOBH (DakTOpH KaTo HapyuieHa 0b0peuHa QyHkims,
NeyeHue ¢ APYry JIeKapCTBEHH NPOAYKTH HIH aHAMHE3a 34 NPeAX0XKIALIH €IEKTPOJIHTHH HapyIleHus.

Bascapman

EanoBpemeHHarta ynorpeda ¢ kanveBH 100aBKH, KalHH-ChXpaHABalllH AHYPETHLIH, 3aMECTHTENIH Ha
COJMITA, ChABPXKALIH K&JTHHA, WIH JpYTH JIEKAPCTBEHH NMPOAYKTH, KOHTO OMXa MOIIH Aa NnoBHILAT
HMBATa Ha KanHii (XenapyH H T.H.), He ce npenopbyBa. CTORHOCTUTE Ha kanus TpaOBa CHLOTBETHO Aa
C€ MOHHTOpMpAT.

Xudpoxaopomudaiuo
Jleuenue ¢ Bantensam Komn tpabBa na 3anouHe caMo Cll€l KOPUrHpaHe Ha XHITOKATHEMHA
CHITLTCTBALLIATA XHNOMarHe3neMHua. THa3HAHWUTE NHYPETHLH MOTaT Ja YCKOPAT HOBA NMOA
XMNOKAJTHEMHS WK A3 00OCTPAT BeYe ChUISCTBYBALLlE XUITOKAIHEMUA. THASHAHHTE 1

TpsaOBa N2 ce NpHUIaraT ¢ NOBULIEHO BHUMaHHE NPH NMALMEHTH, YHETO CbCTOAHHE € CBBP
noBHileHa 3ary6a Ha KanHii, kKaTo HanpuMep coJi rybeiud HepponaTUH UM TTPEPEHANTHO
(kapauoreHHo) yBpexaaHe Ha On0peunaTa pyHkuusa. AKO 1o BpeMe Ha Tepanus ¢ XHApo
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BB3HUKHE XMINOKATHEMHS, NpHeMbT Ha Banrensam Komn Tpsa6Ba aa ce npeyCTaHOBH 10 CTAOUNHO
KOpHIMpaHe Ha KanHeBHsa bananc.

TuasuaHuTE AMYPETHLIH MOTAT A3 YCKOPAT HOBA MOABA HA XHMOHATPHEMHS H XHIOXJIOPEMHYHA
anKano3a Wi Aa oCOCTPAT Beue ChIECTBYRallA XunToHaTpueMus, HabmoaasaHa € XunoHaTpHemus,
CBIPOBOJAEHA ¢ HEBPONOTHUYHA CHMITOMATHKA (rajieHe, MPOrPecHBHA JE30PHEHTALIHA, aTIaTHA ).
JleyeHHETO ¢ XHAPOXNOPOTHA3HA TPAOBa Aa 3ano4Ba CaMo Cliell KOpUrHpaHe Ha npe/lecTpaia
XHnoHarpueMua. B ciiyuyaii Ha TexXKa HITH OBbp30 pa3sBHBallia Ce XHITOHATPHEMHA MO BpeMe Ha
neueHuero ¢ Bantensam KoMmn neyennero Tpsabra 1a ce npeycTaHOBH 10 HOPMAJIH3HpaHe HA HUBATA

Ha HaTpus.

BcHUKH MALAEHTH, TPHEMAIH THA3HAHY JHYPeTHIH TpafBa nepuoauuHo Aa 6bAAT NpocieasBaHH 3a
€IeKTPOJINTHH HapyLUIEHUA, 0OCOOEHO Ha KalKsi, HATPHA H MarHe3ms.

b16peyHo yBpexaaHe
THasuaHKUTE AMYPETHLIM MOTaT Aa YCKOPAT nogBaTa Ha a30TeMHA NMPH NALKHEHTH ¢ XpOHHYHO

6u6peuHo sabonssane. Korato Basnrensam Komn ce npinara npy nauueHTH ¢ 650peuHo yBpexnauHe
ce npenopbYBa MEPUOAHYHO NPOCeIABaHE Ha HUBATA HA CEPYMHUTE €NIEKTPOINTH (BKIHOUHTENHO Ha
KaJIMsA), Ha KpeaTHHHHA M MMKOYHaTa KUcearHa. Bantensam KoMn € MpoTHBONOKa3aH NpH NALKEHTH C

TexKo OpOpeuHo yBpekaaHe, aHypUs UK NPOBEXAally AHanK3a (BX. Touka 4.3).

He ce u3HCKBa KopurupaHe Ha fo3ata Ha BantenzaMm KoM nipH nauHeHTH € JIEKO 10 YMEPEHO
6n6peuno yepexaane (GFR >30 ml/min/1,73 m?).

Creno3a Ha 6u0Opeuna aprepus

Banrtensam Komn TpaOBa a ce npuaara ¢ NOBHIUCHO BHUMAHHE 33 IEUEHHE Ha XHMEPTOHHUS NPH
NaLMEHTH C eJHOCTPaHHa WM IBYCTPaHHa CTeHO3a Ha OLOpeuHUTe apTepyn HIK NpH CTCHO32 Ha
apTepHs Ha eIMHCTREH OBOpek, Thil KaTO NPU TAKHBA NMALHEHTH MOXKeE Ja Ce MOTYYH NOBHLIaBaHe Ha
ypeATa B KPbBTA U CEPYMHHS KPEATHHHUH.

br0peyna TpaHCIUIaHTaUMNA
Jlo TO31 MOMEHT HAMA HaTpYIaH ONKT MO OTHOLWEHME Ha De3onacHaTa ynorpeda Ha Banrenzam Komn

MPH NALMEHTH C HACKOPO MpoBeacHa 6bOpeyHa TpaHCILIaHTalMS.

YepHoapobHo yBpexaaHe
Bajicapran OCHOBHO ¢¢ €IMMHHHMPA HEMPOMEHER 4Ype3 Krbukara. [l1onykKHBOTHT Ha aMJIOZIHITHH €

yIbJbKeH, a croiiHocTHTe Ha AUC ca mo-BHCOKH TpH MaLMEHTH ¢ HapylleHa YepHoaApoOHa GyHKims,
HAMA YCTAHOBEHH TIPENMOPBKH 32 fo3aTa. [Ipyu mauyeHTH ¢ JIEKO A0 YMEPEHO YepHOApoOHO yBpeKAaHe
6e3 xosecTa3’a MaKCHMATHATA NPENIOPHUMTENIHA 103a BaicapTaH € 80 mg, cnenosaTenHo BanreHsam
Komn He e noaxoadum npy Ta3y rpyna nauydeHTH (BXK. ToukM 4.2, 4.3 U 5.2). |

AHrvoeaem

[Tpn nauMeHTH, NeKyBaHH C BajicapTaH ce cboOLIaBa 3a CIIy4YaH Ha AHTHOEEM, BKNIOUUTE/THO OTOK Ha
JIAPUHKCA H IJI0THCA, MPUMHHABALL OOCTPYKIMA HA JUXATENHUTE MBTHILA WHIH OTOK Ha JIMLETO,
YCTHHUTE, papUHKca H/WIH e3MKa. HAKOH OT Te3d NalHeHTH Ca HMaIH K NIPEAH TOBA aHIrHOeAeM, NPH
fieueHHe ¢ APYTH JeKapcTBeHu NpoayKTH, BKmounTeaHo ACE unxuburopu. Banrenzam Komn tpabea
na ce cnpe He3abaBHO NpPH NMalMEHTHTE, KOUTO NMOJMYYaT aHTHOCIEM H HE TpaOBa Aa ce rpunara

OTHOBO.

UHTecTHHANIEH aHTHOEAEM
3a UHTECTHHAJIEH AHTHOEAEM C€ chOOLIaBa NPH NALMEHTH, JIEKYBaHH ¢ aHrHoTeH3uH 11 peuenTopHH
aHTArOHHCTH BKIIOYHTENHO BasicapTaH (Bxk. TouKa 4.8). Te3n nauueHTH HMaT KOpeMHa Oonka, I

aMJIOAMITHH/BATICAPTaH/XHAPOXJIOPOTHA3H ] TPSOBa Ja ce NPEyCTaHOBH H 1A CE 3aMoY4H
HabmoaeHHe A0 MBJIHOTO OTIIYMABAHE Ha CHMITTOMHTE.,
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ChpeuHa HEOCTATEHHOCT U UCXeMUYHa GOJIECT HA CHPLETO/MOCTMHOKAPAEH HH(APKT
Karto nocneacTByue 0T HHXUWOMPAHETO Ha PEHUH-aHTHOTEHIHH-AIA0CTEPOHOBATE CHCTEMA MPH

NpeApa3fnooKeHH NALMEeHTH MOTaT J1a Ce O4aKBaT npoMeHH B 6n0peuHaTta pyHKumMA. [1pn nauMeHTH
C TeXKKa ChPACYHA HEHOCTATHYHOCT, YHATO 6b6peuHa pyHKUHA 61 Mornia 1a 3aBHCH OT aKTHBHOCTTA
Ha PEHHH-aHFHOTEH3HH-ANJOCTEPOHOBATA CHCTEMA, NeyeHHeTo ¢ ACE HHXHOWUTOPH M aHIHOTEHIUH
peLIenTTOPHY OJIOKepH Ce CBBP3BA C ONTMIYPHA H/WIH MPOTpecHBHA a30TeMUs M (PAIKO) € 0CTpa
61LOpeuHa HeAOCTATHLYHOCT W HITH cMbpT. TTonoOHKW pe3ynTaTH ca ChoOLIaBaHM 32 BaJicapTaH.
OLeHKATa Ha MALMEHTHTE ChC ChPAECYHA HEAOCTATHYHOCT M WIH TOCTMHOKAp/EeH HHbapkT TpsaGBa Ja
BKJIIOYBA BHHATW OLieHKa Ha ObOpevHaTa pyHKLuS.

B awnrocpouno, mwiauebo-koHTpoaxpano npoyusane (PRAISE-2) ¢ aMnoaunuH npy nauyeHTH CBbC
cppneyna HepoctaTeuHocT Knac 111 u IV no NYHA (New York Heart Association Classification), ¢
HeMCXeMHYHA €THOMOMHA, AMIIOJIHITHH Ce CBBP3Ba ¢ NMOBHLIEH Opoii choblueHus 3a 6enoapobeH ook,
BLIIPEKH JIMIICATA HA 3HAYMMA Pa3fiMKa B YECTOTATa Ha BJIOINABALIA C€ CHPASYHA HEOCTATHYHOCT B
CpaBHEHHE ¢ Mauedo.

BrioKkepHTe Ha KailHeBUTE KaHAIH, BKJTIOUHWTENHO aMIOAMIINH, TPAOBA Na e M3MOMN3BAT C NOBHILEHO
BHMMAaHHE NPH NALMEHTH ChC 3aCTOMHA ChPACYHA HEJOCTATBYHOCT, Thil KATO MOFAaT JAa MOBHILAT
pucKa OT OBbAELIY CHPACYHO-CHAOBH CHOUTHA H CMBPTHOCT.

IIpH nanpeHTH CbC ChPASYHA HEAOCTATHYHOCT H HCXEMHYHA OOJIECT Ha CHPUETO C€ MpenopbyYBa
MOBHILIEHO BHUMaHKE, 0cOOEHO IpH MakcHManHarta 1o3a Banrensam Komn 10 mg/320 mg/25 mg, Toi
KaTO ChUICCTBYBAILHTE JAHHWTE TMPH Ta3H NOIMynauus NalHeHTH ¢a OrpaHHYCHH.

AOQpTHa K MHTpajHa Kilanda creHo3a
Kaxro npu BCHYKH APYTH Ba30AWIATaTOPH € HEOOXOAHMO CMa3BaHe Ha CNECLMANTHH Npeina3sHi MepKH
Npy NaUMEHTH ¢ MHTPaHA KlanHa CTeHOo3a WIH 3Ha4YHMa aopTHA CTCHO3a, KOATO HE €

BHCOKOCTCIICHHA.

bpeMeHHOCT |
Jleuenue ¢ auruoteHsuH Il peuernrropau 6nokepu (AIIPB) He TpabBa na 3anousa no BpeMe Ha

6peMenHOCT. Ha mauMeHTKHTE, KOHTO MAaHKpaT Aa 3abpemenesnT, Tpadsa f1a Obae Ha3HAYCHO
ANTEPHATHBHO AHTHXHINIEPTEH3UBHO JIEYEHHE ¢ YCTAHOBEH Tpodii Ha 6€30nacHOCT 3a ynorpeda no
BpeMe Ha OpeMEeHHOCT, OCBEH ako npoabkasanero Ha Tepanusta ¢ AIIPb He ce curTa 32 XKH3HEHO
Heobxoaumo. [Ipn ycraHopasaHe Ha 6peMeHHocT NeueHuero ¢ AIIPB Tpabsa na ce npeyctaHoBH
He3abaBHO M 8KO € YMECTHO, JIa Ce 3ano4YHe AITePHaTHBHA Tepafnus (BXK. TOUKH 4.3 H 4.6).

[TepBHYEH XHNIEPANIOCTEPOHUIBM

[TaumeHTH ¢ MBPBHUEH XHNEPATIOCTEPOHH3IBM HE TpAOBa Aa ObAAT NEKyBaHH ¢ aHTHOTEH3HH |1
peLienTopHus Oa0Kep BajicapTaH, ThH KaTo TAXHATA PCHHH-aHTHOTEH3HH-AJII0CTEPOHOBA CHCTEMA HE
e akTuBupana. [Topaau Tazu npudnHa BanreHzaM KoMn He ce npenopruBa NpH Ta3H MoMmyiauus.

CHUCTEeMEH TYNYC EpUTEMATOEC
Crobluara ce, ue THa3HAHHTE OHYPETHLIM, BKTIOYHTENHO XHAPOXTIOPOTHA3H, MOTaT 1a 00OCTPAT HiH

A4 AKTHBHpAT CHCTEMECH JTIYITYC CpUTEMATOOCC.

Jpyriu MeTabonuTHU HapylleHHs

TyasuaHHTE AHYPETHLH, BKIHOYHTEIHO XHAPOXIOPOTHA3KA, MOTaT Ja HapyUIaT MIIOKO3HHS TONEPaHC
M Ja MOBHIIAT CEPYMHHTE HHBA Ha XOJIECTEpONa, TPHITHLICPUANTE H NMUKOYHATa KHucenuHa. I1pu

NatMEHTH ¢ AHabeT MoXe J1a € HeoOX0AHMO KOPHIHPaHe Ha A03aTa H2 HHCYJIHHA HIIH HA NEPOPATHOTO
XHMNOTTMKEMHYHO CPEACTBO. —_

Flopaau XuapoxjiopoTHa3uaHaTa koMnoHeHTa BanrenszaM KoMn € NpOTHRONOKA3aH NpH
CHMNTOMATHYHA XUNEPYPUKEeMHA. XHAPOXIIOPOTHA3U MOXKE [1a NOBHLIH CEPYMHHTE HH
MMKOYHATA KHCEIHHA, MOPaiH HAMAIEHHA KIMPBHC HAa MHKOYHATA KHCEMHHA H MOXE Ja
HIK fa 06OCTPH XUNEPYPHKEMHUATA, KAKTO W 1a YCKOPH MOSBaTa Ha nojarpa npH npeap
MaUMCHTH.
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TuasuauTe HaMaIABAT EKCKPELUATA HA KalllMil ¢ YPHHATA U MOraT Aa NPeAH3BHKAT NPEXOAHO H N1EKO
AoKa4BaHe Ha CEPYMHHUS KaNiHif NpH JIUNCaTa HA W3BECTHH HApYIUCHUA B KATLUMEBHA META0OIH3BM.
Basrensam Komn e npoTHBONOKa3aH NpH NALMEHTH C XHNEpKaIUHEMHa K TpabBa a ce npunara camo
cle KOpMripase Ha npeamecTeauwa xunepkanuuemus. [IpuemsT Ha Bantensam Komn TpadBa na
6be NpeKpaTeH NMpH pa3sBUTHE Ha XHIIEpKaJLUMEMHS O BpeMe Ha neueHuneTo. [lo Bpeme Ha neueHueTo
C THa3HIK CEPYMHHTE HHBA HA KaILKA TpAORa nepHoaHYHO Aa ce nposepasar. [loguepranara
XHMIepKaTLMeMus Moxe 1a 6bae NOKa3aTeNncTBO 32 CKPUT XHIepnapaTHpeonausbM. IIpHeMbT Ha
THA3UAHM JUYPETHLM TpaOBa Aa Obe NMPEeKpaTeH NpeH NpoBeXAaHe Ha H3CIEABaHHA Ha PYHKLMATA
Ha NAPATHPEOUHHTE FIIE3H.

DoTouyBCTBUTENHOCT
CphobaBa ce 3a cIy4yan Ha peakilid Ha POTOUYBCTBHTENHOCT MPH NPHEM Ha THA3UAHH AHYPETHLN

(BK. Touka 4.8). AKo no Bpeme Ha JieueHHeTo ¢ Banrensam Komn Bb3HHKHE peakiiis Ha
(hOTOYYBCTBHTENHOCT, Ce NMPENOpbYBa CNMpPaHe Ha JEYEHHETO. AKO C€ CYHTa 33 HEOOXOIUMO

MOBTOPHO MPHJIaraHe Ha AUYPETHKA, CE NPENnophyBa 3alliiTa Ha 00JJacTHTE, HATOXKEeHH Ha CIIbHLIE WIH
n3kyctBeHa UV A cBeTniHa.

Octpa MTOBLI'bHA IMayKoMa

CyndoHaMHAKTE WIH JIEKApCTBaTa, PON3BOAHH Ha CYNPOHAMMBANTE, MOTFaT Ja MPEeIH3BUKAT
HJIHOCHHKPATHYHA PeaKLns, BoJella 10 XOPOHAANEH HIIHB C AeEKT Ha 3PHTEIHOTO None, ocTpa
TPaH3HTOPHA MHOMHA H OCTpa 3aKPHTOBIbHA I1aykoMa. CUMIITOMHTE BKIIOYBAT BHE3ANHO Havamo
Ha HAMaJICHHE HA 3PUTE/THATA OCTPOTAa KM OoKa B OKOTO, KOUTO OOMKHOBEHO CE NMOABABAT B PAMKHTE
Ha YacoBe A0 CEAMHLM OT 3aMoYBaHe Ha JIEKapcTBOTO. HesleKyraHaTa oCcTpa 3aKpHTOBIb/IHA NTAYKOMa

MOXeE Ja AOBeJe A0 TpaiiHa 3aryba Ha 3peHHe.

[11LpBOHAYATHOTO JIEYEHHE € Aa CE NMPEKPATH MPHEMBT Ha NIEKAPCTBOTO BBL3MOXHO Hak-0bp30. Moxe
11a ce HaJI0XKH fia ce oOMHUCIM He3abaBHO MEMKAMEHTO3HO MJIH XHPYPrHYHO NI€YEHHE, aKo
BHTPEOYMHOTO HANAraHe OCTaHe HEKOHTpoaUpaHo. Puckosyre dakTopH 3a pa3BUTHE Ha OCTpa
3AKPHTOBIBIIHA [NIRYKOMA MOTaT Aa BKJIIOYBAT AHAMHE3a 3a aJleprHd KbM CyNnGoHaMHIY WK
NMEHULWIHHY.

Obuu
Heo6xonuMo € nOBHIIEHO BHUMAaHHUE NPH NALHEHTH ¢ NPEALLECTBALRA CBPBXYYBCTBHTENHOCT KbM
ApyrH airuoten3uH Il peuenropun 6nokepH. PeakliMHTE Ha CBPBEXYYBCTBUTENHOCT KbM

XHAPOXJIOPOTHA3H] Ca NO-BEPOATHH IMPH NALUHEHTH, CTPaJallM OT AJIEPrys WIH acTma.

Crapuecka BnL3pacT (Ha 65 UNH NOBEUYE TOAUHH)

Ilpu nanMeHTH B cTapyecka Bb3pacT ¢e Npernopbyusa MOBHIUCHO BHUMAaHHE, BKIIOUYHTEIHO NO-4ECTO
MOHHTOpPHpaHe Ha apTepHAaNHOTO HajisraHe, ocobeHOo NMPH MpUiaraHe Ha MaKCUMAaJHaTa 1032
Bantenzam Komn 10 mg/320 mg/25 mg, Twii KaTo BaHHMTE 3a ynoTpeda NpH Tasn NaHCHTCKA
NOMyAAUMA Ca OrPAHHYCHH,

JIBoiiHO 610KHMpaHe Ha peHUH aHTHOTEH3HH-a/IZlocTepoHoBaTa cucTema (PAAC)

HUma naHHu, ye eqHoBpeMeHHaTa ynoTpeda Ha ACE naxuburopn, APb unn anuckrupeH nopHiiasa
PHCKa OT XHMOTOHHUSA, XHIEepKATUEMHUA W HamMansBaHe Ha ObOpevraTa QYyHKUKA (BKIOYHTENIHO OCTpa
6uOpeua HepocTaThuHOCT). [Topanu ToBa He ce npenopbysa ABoKHO Gioxupare Ha PAAC upes
komOunupanara ynorpeba Ha ACE unxnburopu, APb sinu andckupet (BX. Touku 4.5 u 5.1).

AKO ce NpeLEHH, Ye TepanuaTa ¢ AsoliHo 61aokupane e abcomoTHo HeobXoaHMa, ToBa TpadBa Ja
CTaBa caMo MO HaOMOASHHMETO Ha CIICUMANIHCT W NPH 4eCTO BHUMATETHO MOHHTOPHPAHE Ha

6n0peuHaTa dyHKUHA, eeKTponuTHTE M KpbBHOTO Hanarane. ACE uHxuouTopH U APDb He Tps
ce M3MOoN3BAT €HOBPEMEHHO MPH NallHEHTH ¢ AHabeTHa HedponarTus.

HemenaHoMeH pakK Ha KOXarta
B n8e enuaeMHONOTHYHA IPOYYBAHKA, OCHOBABAILY CE HA RATCKHUA HALMOHAJIEH paKoB

Ha0n10/1aBaH NOBHILIEH PHCK OT HEMenaHoMeH pak Ha koxata (HMPK) [bazanHokneTs
6
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(BKK) u cksamosnoknerbuyen kapuuioM (CKK)] npu HapacTsaliia eKCnio3nil¥s Ha KyMyJIaTHBHa 1032
xuapoxaopoTuasua. PoroceHcHOUNH3MpaILHTe ehekTH Ha XMAPOXNOPOTHA3HA MOTAET Aa JeHCTRAT
KaTO BEpOATEH MeXaHH3bM 3a passutie Ha HMPK.

[TauneHTHTE, NPHEMALId XHAPOXJIOPOTHA3KA, TpaOBa na 6vaaT nHpopmupanm 3a pucka ot HMPK n
ChBETBAHH PEJOBHO 11 MPOBEPABAT KOXATA CH 38 HOBH JIE3WH M He3a0aBHO Aa choOLLABAT MpH NOABA
Ha NOAO3PHTENHH KOKHH Je3uH. Ha naunenture TpabBa aa ce npenopbyar Bb3MOXKHH IPEBAHTHBHU
MEPKH, KATO OrpaHH4EHO W3NaraHe Ha C'bHYEBAa CBET/IHHA H YJITPABHOJIETOBH JIbYH, & B C/Iy4aH Ha
eKCIIO3HLMS, NOIX0AALIA 3alMTa, 3a Aa Ce CBejle 10 MMHHMYM PHUCKBT OT PAK Ha KOXaTa.
[Tono3pHTENHHTE KOXKHH e3uH TpAGBa aa 64T NOLTOKEHH Ha He3a0aBHO H3C/IEABaHe,
MOTEHLHATHO BKIIOYBALLO XHCTONOrHUYHH H3CIeaBaHUA Ha OMoncuuHu MatepHanu. [lpepasrnexnaze
Ha yrnorpefaTa Ha XUAPOXJIOPOTHA3H]L MOXKE N1a C€ HANIOXKH H MPH NALHEHTH, KOUTO Ca HMajlH
npeaxoaen HMPK (B:x. cblio Touka 4.8).

OcTpa pecniMpaTopHa TOKCHYHOCT

Cnen npHeM Ha XHAPOXJIOPOTHA3H] CE CLOOIIABAT MHOIO PEAKH TEXKH CiTyual Ha oCTpa
PECTIMpPATOPHA TOKCHUHOCT, BIJIIOYHTENHO OCTLP pecniupaTtoped auctpec cHuapoM (OPHIC). Crex
[PUEM HA XHAPOXJIOPOTHA3KH OOMKHOBEHO ce pa3puBa DenoapobeH OTOK B pAMKHMTE Ha MHHYTH 10
yacose. B HauanoTO CHMITTOMHTE BK/IIOUBAT AUCNHEA, MOBHLIEHA TEMNEPATYPAa, BIOLLIABAHE Ha
6enoapobuara dyHkumsa v xunoronus. [Ipu cvmuenne 3a OPIC Tpabea na 6bae cripAH MpUeMbT Ha
Banrensam Komn ¢ A2 ce MPUNOKH NOAXOAALIO JleueHHe. XMAPOXJIOpOTHA3HA He TpabBa aa ce
npuara Npy nalMeHTH, KOUTO npeau Topa ca nonyyasand OPHAC caen npreM Ha XHUAPOXJIOPOTHASHA.

[IoMOILIIHK BEilECTRA

Hampuu

To3u nekapcTBeH MPOAYKT ChAbpiKa o-Manko ot 1 mmol Hatpuii (23 mg) Ha pniMupaHa TabneTka,
T.€. MOXE [1a C€ KajKe, Y€ NPaKTUYECKH HE ChAbpKa HaTPHA.

4.5 BianMoaelicTBHe ¢ APYIH JIEKAPCTBEHH NPOAYKTH H ApYrH popmMu Ha B3auMoaelcTBHE
He ca nposexaany opHIMATHA POYYBaHHUA 33 B3aUMOJeHCTBHATa Ha Basrrensam Komn ¢ apyru
nexapcTBeHH NpoAyYKTH. CieoBaTeIHO, B Ta3H TOYKA € NpecTaBeHa HHPOpMaLMs eIHHCTBEHO 3a

M3BECTHUTE MPH OTACHUTE aKTUBHU BELLIECTBA B3aUMOACHCTBHS ¢ APYTH 1EKAPCTBEHH NPOIYKTH.

BaxkHo € Aa ce uMa npeasua, de Bantensam KoMn Moxe Aa 3acHnM XUNOTEH3WBHUA e(eKT HA ApYTH
AHTHXHNEPTEH3WBHU CPEACTBA.

He ce npenopbuBa €AHOBPEMEHHO NMPHIOKEHHE

OTtaennu Hisecrnn p3aumoaelicteun | EdexT Ha B32UMOAEHCTBHETO € APYIrH
KOMIIOHEHTHH HA ChC CJIEAHHTE CPEACTBA JICEKAPCTBEHH NPOAYKTH

Baarenzam Komn

Bancapran u HCT JIUTHH Crobuiapa ce 3a oOpaTuMo noBHlllaBaHe Ha

KOHLEHTPALUYATA Ha JINTHA B cepyMa H
TOKCHYHOCT NPH €ZHOBPEMEHHO NPWIAraHe
Ha auTKii ¢ ACE HHXHOHTOPH, AaHTHOTEH3HH
Il peuenTOpHU @HTArOHUCTH, BKIIKOYHTENHO
BAJICAPTAH WIM THA3UAHU JUYPETHUH. T
KaTo OBLOPEUHMAT KIIHPBHC Ha JIKTHA C€
NOHH)XABa OT THA3MAHUTE, € Bb3MOXKHO
PUCKDBT OT TUTHEBA TOKCHUHOCT

CEpPYMHHUTE HHUBATA HA JIMTHH
eIHOBPEMEHHa ynoTpeba..
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Bancapran Kanuii-cxxpaHaBainy AKoO ce cMETHe 3a HeobxoaumMo
OUYPETHLK, KalHeBH A00ABKH, | e1HOBPEMEHHO C BaICApTaH Ja Ce NPEANUIIC
3aMECTHUTENIM Ha CONTa JIEKAPCTBEH NPOAYKT, KOWTO MOBIHABA
ChAbPAALIY KATHA H ApYrd HMBATA Ha Ka/Hii, C¢ NPenopbuBa 4YecTo
BELLECTBA, KOUTO MOraT Ja MOHHTOPHPAHE Ha M1a3MEHUTE HUBA HA
MOBHIIAT HUBATA HA KATHA KaJIMii.

AMNOAMNNKH ['peindpyT WK COK OT He ce npenopbuBa ¢AHOBPEMEHHATA
rpeiAndpyt ynotpeba Ha aMIOAHITUH ¢ rpedndpyT win

COK OT Fpein@pyT, TbH KaTo NPH HAKOH
NaurdeHTH GHOHATUUHOCTTA HA aMNOAMITHH
MOXKe 21a ce MOBHIIH K Aa J0Beae L0
3aCWIBAHE HA AHTUXHINEPTEH3IHBHHUTE
eeKTH.

H3uckBa ce NoBHILIEHO BHHMAHHE MNpH CAHOBPEMCHHO NMPHIOXKCHHC

Oraeann
KOMIIOHEHTHH HA
Baateniam KoMn

HisecTHH B3aHMOACHCTBHSE
ChC CJICHHTE CPeACTBA

Edexr Ha B3aHMOJEHCTBHETO ¢ APYIH
JICKAPCTBEHH NPORYKTH

AMIOOUNHH

CYP3A4 unxubumopu (nanp.
KEeTOKOHA30/1, HTPaKOHA30A,
PUTOHABHD)

EAHOBpEMEHHOTO NPHAOKEHHUE HA
AMJTOAUNHH CbC CHIIHH WIH YMEPEHH
CYP3 A4 uaxuburopu (nporeasHu
HHXHOHWTOPH, a30iHH NPOTHBOIBEOHIHH
CpeACTBA, MAKPOJIMIH, KATO EPHTPOMHLHH
WIH KNapUTPOMHLMH, BepanaMul Wil
JHATHA3EM ), MOXKE 12 AOBEAC N0 3HAUYHMO
YBEJHYBAHE HA CKCHO3MLIMATA HA
aMnoAUNHHE. KNHHUYHATA 3HAUUMOCT Ha
Te€34 (PapMAKOKMHETUYHH BapHaLUU MOXE
7a € NO-{3pa3eHa npu NaLMeHTUTE B
crapuecka Bb3pacT. TOBa MOXKE 1a HAJI0KH
KIHHHAYHO NMPOCACAABAHE H KOPEKLIMA Ha
no3ara.

CYP3A4 unoyxmopu
(@aHTHKOHBYJICAHTH [Harip.
KapbaMasenuH,
¢deHoGapOuTan, GeHNTOUH,
doctheHHTOHH, MPUMHICH],
pvbamnuumnH, Hypericum
perforatum [NBaT
KAHTAPHOH])

IIpy eAHOBPEMEHHO NMPIWIOXKEHHE Ha
H3BeCTHM MHAYKTOpU HA CYP3 A4
NJIa3MeHaTa KOHLIEHTpaHs Ha aMJIOAHITHH
MOJKe aa BapHpa. [lopaay ToBa KppBHOTO
HansraHe TpadBa xa ce npociieasaBa H ia ce
OoOMHCIIH ananTHPaHE Ha J03aTa KaKTo No
BpeMe, TaKa H cJie]l €AHOBPEMEHEH TNPHEM,
ocobeno cne ey CYP3A4 unaykropu

(Hanp. puGaMnuLKH, XbJIT KAHTAPHUOH).

Cumeacmamur

MHoroxkpaTHOTO npwioxeHne Ha 10 mg
aMJIOJAHITHH eaAHOBpeMEHHO ¢ 80 mg
CHUMBACTaTHH NoBHIIaBa cbC 77%
€KCIMO3HLIUATA HA CHMBACTATHH CRIPAMO
CaMOCTOATENTHOTO MPUJIOKEHHE Ha
cHUMBacTaTHH. [Ipu nauueHTUTE Ha NIeUeHHe
C aMIIOAKNHH C€ NPeropbUYBa NOHWXKaBaHe
Ha 103aTa Ha CUMBACTaTUH a0 20 mg
IHEBHO.

Hanmponen (unghysun)

[1pu xkuBOTHYU ca HabnonaBaHU N }, Az

kaMepHa GHOpHNaLKs H ChpACYHO LHIACE A
KOoJiafc, CBbP3aHy ¢ XHIEpKa /4 ﬁ Cngst, | ‘5‘%
NPHIONEHHE HA BepanaMiL W aeY Rt ¥ : : \

WHTpaBeHO3HO. [lopanu pUCKIOES | ik A g

ey

~TL

XHITEPKATHEMHA, CE TIPENOPbUBERA CaRes: 1.
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u36area e AHOBPEMEHHOTO NPUIOKEHHE C
AHTArOHMCTH HA KaTUMWEBHTE KAHANIH KaTo
aMJIOJWITHH NPH MALMCHTH,
npeapasnoNoXeHU KbM MaJIMFHEHA
XHMIEPTepMHS H NPY OBJIAJIBAHE Ha
MaJIMTHEHA XHIIEPTEPMHSL.

Bancapran u HCT Hecmepouonu HCIIBC morar na orcnabsar
| npoOMuUEOSHINATUMENHU AHTHXHWINEPTCH3UBHUA €(EKT, KaKTO Ha
cpeocmaa (HCIIBC), anruoreH3uH [l peuentopuure 6nokepy,
BKTIOYUMENHO CENEKMUBHY TaKa ¥ Ha XMAPOXJIOPOTHA3HU, KOraro ce
YUKROOKCULCHA3A-2 npuiarat €iHoBpeMeHHO. OCBEH TOBa
unxubumopu (COX-2 eTHOBpeMEHHATa ynorpeda Ha BanreHzam
unxubumopu), Komn u HCIIBC moxe na noeeae Ao
ayemuicanuyunoea kucerura | BilolnaBaHe Ha 6b6peyunaTta PyHKUHA H
(>3 g/Oen) u HecenexmueHu NMOBH1LABAHE HA HMBATA HA CEPYMHHA KalWH.
HCBIIC [Topanu Ta3u NnpUYHHA B HAYUATOTO Ha
NeYSHHETO €€ NPENOpPbYBA MOHHTOPHpPaHE
Ha ObOpeunaTa PyHKLMA, KAKTO ¥ @1E€KBaTHA
XHJpaTaLWs Ha nailieHTa.
Bancapran Huxubumopu na vnmeux Pesynratute OT in vilro NpoOy4YBaHe ¢ ThKaH
mpavcnopmepa (pugamnuyun, | OT YOBEWIKHK YEpeH Apod Nnokassa, He
YUKIOCROPUR) Wik ehaykchua | BancapraH e cyOCcTpaT Ha YepHOAPOOHHUS
mpancnopmep (pumonasup) bhreiik TpaHcnoprep OATPIBI u Ha
YyepHOAPOOHHA eUTYKCEH TpaHCNopTep
MRP2. EfHOBPEMEHHOTO NMPUIIOKEHHE C
HHXHOKUTOPH HA BOTEHK TpaHCNOpTEpa
(prdaMIULMH, LIMKIOCITOPHH) WK HA
eyKCHHMA TpaHCNOpTEP (PUTOHABHP) MOXKe
Na NOBHLLUN CUCTEMHATA €KCMNO3ULHUA Ha
BajicapTaH.
HCT Anxoxon, bapbumypamu unu EnHOBpeMEHHOTO NpHiaraHe Ha THa3UIAHUTE

Hapromuyu

THYPETHLIH C BELIIECTBA, KOMTO CBLIO UMAT
NOHWKABALL KPbBHOTO HAJIAraHe €eKr
(Hanp. upe3 HaManABaHe Ha aKTHBHOCTTA Ha
LIEHTPAJIHATA HEPBHA CUCTEMA WIH AMPEKTHA
Ba30AUNATALMA ) MOXKE 1a MOTeHLnpa
nosABaTa Ha8 OPTOCTATHYHA XUITOTOHHS.

Amanmaoun

Tuazuaure, BKIIIOYHTEITHO
XUAPOXJIOPOTHA3H, MOraT Ja MOBHLIAT
PHCKa OT HEXeE1aHU peakilMi, MPHUYHHEHH OT
aMaHTaaHH.

Anmuxonunepzuunu cpeocmaa
U Opyeu AeKapCmeeru
NPOOYKMU, ROGIUAGALYU
CMOMQUIHU Momuwiumem

buoHANIHMYHOCTTA Ha THA3HAHHWTE AUYPETHLM
MOXE Aa C€ NOBMILIH OT
AHTHUXONHHEPrUHHUTE CpeaACTBa (Hanp.
aTpOIHH, OUNEpPKUAEH), BCICACTBHE Ha
HaMalABaHE HA MOTHIIUTETA Ha CTOMAUHO-
YpeBHHA TPAKT U 3a0aBAHE HA BPEMETO 3a
H3npaseaHe Ha ctomaxa. ObparHo, o4akpa

ce MPOKHHETHYHHTE BEILECTBA KATO
LM3APIIKA Ja MOTAT [a HamMansaT
OMOHAIMYHOCTTA HA THAZHIHUTE NUMPETHIY: .

Anmuduabemnu cpeocmsa
(Harp. HHCYJIHH H NEPOpaNHH
aHTUIHaOeTHU cpecTBa)

=
TuasuawTe MoraT 1a HapyLuar /n lﬁﬁﬂﬂﬂﬂ /;v
Tonepanc. Moxe na ce Hano¥ A
Ha JO3UTe Ha aHTHAHaDEeTHHWYE

L
NPOAYKTH.

Memdgbopmun

Merdopmun Tpabea na ce
NOBHLIEHO BHUMAHHE MOPaJL
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JIAKTaTHA alMa03a, MHAYLUHpaHa OT
Bb3MOXHa PyHKUHOHANHA Onbpeuna
HEAOCTATBYHOCT, CBbp3aHa C

XHPOXJIOPOTHA3HA.

bema-6aoxepu u ouazoxcuo

ExHOBpEMEHHOTO MPHIOKEHHE HA THAZHIHH
AHWYPETHULIH, BKIIOYHUTEIIHO
XMAPOXJOPOTHA3UA ¢ OeTa-OnoKepH Moxe
1a MOBHILH PHCKA OT XHNCPIIUKEMHS.
TuasuaHuTe AHYPETHLH, BKIIIOUYHTEHO
XHAPOXJIOPOTHA3W, MOTAT & 3aCHJIAT
XHIIEPTIIMKEMHUYHHS eeKT Ha AUa30KCHA.

Luxnocnopun

EAHOBpeMEHHOTO NMpHJIaraHe ¢
LIMKJIOCTIOPHH MOJKE /13 MOBHLLIM PHCKA OT
XHNEPYPHKEMHA H YCIIOKHEHHA Ha
nojarpara.

Lumomoxcuunu cpeocmea

Tuazuanute AMypeTULM, BKIIOYHTETHO
XMAPOXJIOPOTHA3U, MOTAT Ja HAMAIAT
616peyHaTa ekcKpelua Ha LIMTOTOKCHYHHTE
cpeacTBa (Hanp. unknodochamun,
METOTPEKCAT) K Aa NOTEHLUPAT TEXHHUTE
MHEJIOCYIPECHBHH €QEKTH.

Huzumanucosu 21uxo3uou

Twazna-uHayuMpaHa XMITOKATTMEMHA WIH
XMIIOMAarHe3MeMHA MOTaT J1a ¢ H3ABAT KaTo
HEeXeIaHH peaKkudH, OnaronpuaTcraalm
NoABaTa Ha AUMUTAIKC- MHAYLHpPAHH
CbpAEUHHH apHTMHH.

Hoo-xonmpacmuu eewecmsa

B ciryuait Ha AMypeTUK-HHAYLHpaHa
AE€XHApaTauHs WMa rOBHULLIEH PUCK OT OCTpa
O0B6peuHa HeaoCTaTEYHOCT, 0CODEHO NPH
BHCOKH 1034 HA HOAHHTE NPOAYKTH.
[TaupeHTUTE TPAOBA 1A CE pexuapaTHpar
npeau OpuaaraHeTo Ha HoJd- KOHTPACTHH
BEHLIECTBA. -

Honoobmennu cmonu

ABGcopOumnara Ha THARUAHUTE QY PETHLIH,
BKJTIOYHTENHO XHAPOXJI0POTHA3U], ce
HAMAaNABA OT XOJECTPUPAMHH WIH
KoaecTrno. ToBa MOXe Ja JOBEE A0
cyOTepaneBTH4HH €(EKTH HA THA3UIAHUTE
anypetnum. fIpunaratero Ha
XUAPOXJIOPOTHAZHA B HA HOHOOOMEHHUTE
CMOJIK NOOTAENHO, TAKa Y€
XMAPOXJIOPOTHAZHA 1A CE Npunara noHe 4
yaca npean Wiu 4-6 vaca cnen
MPUIOKEHHETO Ha iloHOOOMeHHaTa cMona,
OH HaMaIUNoO B3aHMORECHCTBHETO.

Jexapcmeenu npooyxmu,
ROBAURABAYU CEPYMHOMO HUBO
HAQ KAAUR

X HNOKAIMEMHYHHAT €(PEKT Ha
XHAPOXJIOPOTHA3HI MOXE 12 C€ NOBHILUH IPH
CBBMECTHO MPWIOKEHHE C KanKnii-rydeium
JAHYPETHLY, KOPTHKOCTEPOHAH, IAKCATHBH,
aapeHokopTHkoTponed XopMoH (ACTH),
aM(pOTepHLMH, KAPOEHOKCONOH, NEHBHIE
G ¥ NPOH3BOAHH Ha CANHIMIIOBA //
KHCEIMHA WM aHTHAPUTMHLIH. XK
HeO0X0AMMO NPEANKUCBAHETO o
JeKapCTBEHH NPOAYKTH EIHORL
komMOMHaUuATa

aMJIOIMITHH/BaNicapTaH/XHAPON:

i [ nA2 e:\"ﬂ:

SE/H/1761/01-05/R/001

10




Ce fpenopbYBa MOHHTOPHUPAHE Ha
ILTA3MEHUTE HUBA HA KAJTHA.

Jlexapcmeenu npooyxmu,

Ha Hampus

ROGAUABAUIU CEPYMHOMO HUGO AUYPCTHUHTEC MOXKE Na C€ YCHIIH MNPH

XHNOHATPHEMHUYHHAT ¢(EKT Ha

CHBMECTHO NPHWIOKEHHE C ONpeAc/ICHH
JIeKapPCTBEHHU NPOXYKTH KAaTo
aHTHAENpecCaHTH, AHTUIICUXOTHILLH,
aHTHEMWIeNnTHLH # Ap. Heobxoaumo e .
NOBHMIIIEHO BHUMAHHE NMPH NPOAb/DKHTEIHO
[IPUIOKEHHE Ha TE3U JIEKapCTBEHH

[MPOAYKTH.

Hexapcmeenu npooyxmu,
Kxoumo buxa Mo2au oa
unoyyupam torsades de

[lopagu pHcKa OT XHINIOKaIWeMu4,
XHAPOXJIOpOTHA3HA TpaOBa Aa ce npuiara ¢
NOBHIIEHO BHUMAHUE, KOTATO € CBBP3aH C

AEKApCmeenu npoOyKmu

pointes J€KAPCTREHHU MPOLYKTH, KOHTO OMXxa MOriiu
na HHOYUMpAT torsades de pointes, 0COOECHO
aHTHApUTMHLM Kj1ac la u kiac 111 1 Hakon
| AHTHIICUXOTHLIH,
Hexapcmeenu npooykmu, B13MOXHO € 1a € HATIOXKH KOpHIHpaHe Ha
nNpuAG2anU 3a AeveHue Ha J03aTa HA YPHKO3YPHYHHUTE JIEKAPCTBEHH
nooazpa (npodeHeuu, IPOAYKTH, TbH KaTO XHAPOXJIOPOTHA3ZH],
CyADHHIHPA3OH K MOXKe J]a NTOKa4yH HUBATa Ha CEpyMHaTa
AJIOIYPHHON) NUKOYHA KHcennHa. Moxe na e HeoOXoaMMo
Ia C€ NOBULIK A03aTa Ha MPoOEHEeUHA M
CYNpUHIIHPAIOH.
EaHOBpEMEHHOTO NpuUnaraHe Ha THa3HIAHH
AUYPETHLH, BKITIOYHTETHO
XHAPOXJIOPOTHA3HN/, MOXKE J1a MOBHILH
4ecTOoTaTa Ha peakLIMKTe Ha
CBPBXYYBCTBUTEHOCT CIIPAMO aJl0TypPHHOJL.
Memuidona Hma otpnenHu croblieHH 33 CAYYan HA
X€eMONMHTUYHA aHEMHA, Bb3HHKHANA NPH
¢THOBPEMEHHO TIpHIAraHe Ha
XWAPOXTOPOTHA3UA K METHILOTA.
Hedenonapuzupawyu Tuauaure, BRIIIOYHTEIHO
CKEACMHO-MYCKYIHY XHAPOXJIOPOTHAZHA, MOTEHUHKPAT
penaxkcanmu ACHCTBUETO HA MPOU3BOAHHUTE HA Kypape.
(Hanp.TyOOKypapHH) T
Hpyzu anmuxunepmeHn3usnu Tuaszuaure noreHuUpar

AHTHXHUIEPTEH3UBHOTO ACHCTBHE HA APYTHUTE
AHTHUXUNEPTEH3IUBHU NIeKapcTea (Hamnp.
rBaHeTHAHH, MeTHIONA, OeTa OnoKepH,
Ba30AMNATATOPH, O10KEPH HA KAJILIUEBUTE
kaHanu, ACE nuxuburopu, APb n

[AnpektHn Pennnosn Muxuburopu [JIPH)).

IIpecopnu amunu (Hanp.

HOPAAPECHAIUH, aJJPpeHAIHMH) OTTOBOPA KbM NPEeCOPHH aMHHH KaTo

XHﬂpOKﬂOPOTHBSHﬂ. MOXKC 1d HaMaJIH

HopajapeHaniH, KNInHuYHaTa 3HaYMMOCT Ha
“TO3H e(eKT € HeonpeaeneHa U He €
JAOCTaThYHA 3a NPEKPATABAHE HA TAXHATA

ynotpeba.

Bumamun D u kxanyueeu conu | [lppnaraseTo Ha THa3HIHH 1 /;,

BKJIIOUHTENTHO XHAPOXTIOPOTHASUN
BUTaMHH D HIIH ¢ KaNnuHEBH/EQ
MOTEHLMAPA MOKAYBAHETO H2 Mk
kanuuii. [lpu naumeHTy rpeal r. l,} KEHY 7.5
KbM XHMIIEpKATLIHEMHS (HANPpL > i
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XHMEPNapaTHPEOHAHIBM, 310KAUYECTBCHH
3abonsBaHna WiH BATAaMHH D-Meauupanu
CbCTOSHHSA ) €AHOBPEMEHHOTO NPHITOKEHHE C
THa3HAHU AHYPETHLIH MOXE N1a foBelIe A0
XHNEepKAILHEMHA NOCPEJCTBOM [TOBHLIABAHE
Ha TyOynHara Kanuuena peabcopOiius.

Heotino 6noxupane na PAAC ¢ APB, ACE unxubumopu wiu aruckupen

JIaHHK OT KIMHHYHH NPOYYBAHHKA NIOKA3BAT, Ye ABOMHOTO 6nokupaHe Ha PAAC upe3 xoMbuHHpaHara
yriorpeda Ha ACE uHxubuTopn, APb My aTuCKHpeH ce CBBP3Ba C NMO-BHCOKA Y€CTOTA Ha HEXKENaHH
ChOMTHS, KATO HAMPHMED XHITOTOHMS, XHTNEPKATHEMHUA H HamManaBaHe Ha OnOpeyHaTa pyHKLHA
(BKJIFOYHMTENHO ocTpa 6BOpeyHa HeAOCTATLYHOCT), B CPABHEHHE ¢ YNOTpebaTa caMo Ha €1HO
cpeactso, nedcrpauio Bbpxy PAAC (Bx. ToukH 4.3, 4.4 u 5.1).

4.6 DepranuTeT, GpeMERHOCT H KbpMeEHe

bpeMeHHOCT
AmMaoounun

BezonacHoCTTa Ha aMJIOMINIHH MO BpeMe Ha OpeMEHHOCT MKW XOpa He € YCTaHOBEHA. B npoyduBanus
BBPXY >KHBOTHH, MIPH BUCOKH 103K € HabmonaBaHa perpoyKTHBHA TOKCHYHOCT (BX. TOYKa 5.3).
IMpunoxeHHe No BpeMe Ha GPEMEHHOCT ce MpenopbyBa CaMo KOrato HaMma 1o-0e3onacHa ajaTepHaTHBa
M KOTraTo 3a00/ABAHETO CaMO M0 ¢eO¢ CU HOCH NMO-TOJNIAM PHCK 3a MaHKaTa H TUioAa.

Baicapman
Vnorpebara na anrnoreHsuH Il peuenropuu 6nokepu (AlIPb) He ce npenopbiuba no BpeMe Ha MbPBUA

TpuMecTbp Ha OpemenHocTTa (Bak. Touka 4.4). Yrnotpebara Ha AlIPb ¢ npoTHBONoKa3aHa no BpeMe Ha
BTOPMA M TPETHA TPHMECTBP OT OpeMeHHOCTTa (BaK. TOUKH 4.3 1 4.4). |

EnyaeMHONOrHYHHUTE AaHHU 3a PHCKA OT TepaToreHHocT cel excnozuuua Ha ACE nuxuburopu no
BPEME HA IThPBHA TPHMECTBP OT GPEMEHHOCTTa HE BOAAT [0 OKOHYATENIHH 3aKnoueHHs. Bee nak,
NIeKO TMOBHILICHYE Ha PUCKA HE MOKe Aa ce U3KMOYH. BLIPEKH ue HAMa BaHHH OT KOHTPOJIHpaHH
eNHAEMHOIOTHYHH NPOYYBaHMs 3a pHCKa NMpH aHrnoteH3uH Il peuenropuure dnokepu (AlIPb)
noao6eH PHCK MOKe J1a CHLIESCTBYBA 32 TO3M KJ1acC JIEKAPCTBEHH NPOAYKTH. OCBEH ako
npoab/okaBaHeTo .Ha AIIPB Tepanusita ce CMeTHE 38 XXM3HEHO BAXHO, NALMEHTKH € IUIaHMpaKla
OpemeHHOCT TpaOBa Aa MPEMUHAT HA AITEPHATHBHO AHTHXMUNEPTEH3UBHO JICYEHHE, KOETO HMa
ycTaHOBEeH NpodHn Ha fe3onacHocT NpH 6peMEHHOCT. AKO ce YCTaHOBH OPEMEHHOCT, JIeHEHHETO C
AIIPE TpaGpa na ce nmpeycTaHOBH He3abaBHO U ako € YMECTHO, Aa CC 3ar04He AITCPHATHBHA TEparus.

Excrioznumsara Ha AIIPB no BpeMe Ha BTOpHUA M TpETHA TPUMECTHP Ha OPEMEHHOCTTa NPU XOpa MOXKe
aa gosene A0 PeTOTOKCHUHOCT {Hamanenne Ha 6b0peuHarTa GyHKUHMA, ONIKFOXHAPAMHHOH, 3a0aBeHa
ocH(HKaLIHA Ha Yepena) M HeoHaTaNHa TOKCHYHOCT (O10peyHa HeIOCTaTLYHOCT, XUNOTOHM,

XHNepKaTHeMHus ) (BA. ToUKa 5.3).

B cnyuaii ye ce ycTaHOBH excno3uius Ha AlIPB ot sTopus TpuMecTbp Ha GpeMEHHOCTTa, Ce
IpenopbyuBa npoeepka Ha 6x0peyHaTa QyHKLMS U Yepena Ha IUIOAA YPE3 YATPas3ByK.

Hosoponens, usHTo Maliku ca npuemanu AlIPB, Tpa6ea BHuMaTenHo Aa ObaaT HabnsonaBany 3a
XUNOTOHUA (BK. TOUKH 4.3 U 4.4).

Xuopoxnopomuazuo
HMa orpaHrH4eH ONKT OTHOCHO ynoTpebaTa Ha XHIPOXNOPOTHA3UI NO BpeMe Ha OPEMEHHOCT,
npe3 NMbpBUA TpumecTbP. [lpoyuBaHudaTa rnpy *KHBOTHH €A HEAOCTATBYUHH.

XuApoXJIOpoTHA3HA fipeMUHABa Npe3 MUialerTaTa. B3 ocHOBA Ha GapMaKONOTHYHHA Me
ACHCTBHE Ha XHAPOXJIOPOTHA3HA, ynoTpebaTa My npe3 BTOPHA H TPETHA TPHMECTbP MO
deronnaleHTapHaTa nepdy3us U 1a nosene A0 peTartHy 1 HEOHATATHH €QEKTH KaTo
HapylICHKA HA eNIEKTPONHTHHUA DanaHe M TpoMOoUHTONEHM.

12
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Amao0unun/8ancapman/Xuopoxiopomuazuo
JInncea onuT ot ynorpebaTta Ha Banrensam KoMn ripn 6peMeHHH keHn. Bb3 ocHOBa Ha

CHIIECTBYBALLKTE JAHHU OT NPOYYBAHUA C OTAETHHTE KOMIIOHEHTH, ynorpebara Ha Bantenzam Komn
HE Ce MPENopbUBa NMPe3 MHPBHS TPHMECTHP OT OPEMEHHOCTTA K € NPOTHBONOKA3aHa Npe3 BTOPHA H
TPETHA TPUMECTBP OT OpeMeHHOCTTa (BXK. TOUKH 4.3 1 4.4).

Kbpmene |
AMJTOIMIHHE CE EKCKPETHpPa B KbPMATa NpH xopa. YacTra oT 103aTa Ha MAaHKaTa, NoJly4eHa oT

KbpMaYETO, € H3UKC/IEHa ¢ HHTEPKBAPTHIEH AHana3on 3-7%, ¢ MakcuMyM 15%. EdekTsT Ha
aMJIOJIMMHH BbPXY KbpMA4eTaTa € HEU3BECTEH.

Jinncear JaHHM OTHOCHO ynoTpebara Ha BajcapTaH no BpeMe Ha KbPMEHE.

X UApOXJIOPOTHA3HA Ce EKCKPETHPa B KbPMAaTa B MANKH KONHUYeCTBAa. BhB BUCOKH 103U THA3HAUTE
NpeaH3BHKBAT UHTEH3WBHA AUYpe3a M MOTaT Ja NOTHCHAT o6pasyBaHeTo Ha KbpMara. ¥Ynorpebara Ha
Banrenszam Komri He ce nipenopbuBa no BpeMe Ha KbpMeHe. Ako Bantenszam Komn ¢e npunara no
BpeMe Ha KbpMeHe, A03uTe Tpabsa 1a 6baaT BE3MOXKHO Hai-HUCKHM. IlpeanoydTa ce anTepHaTHBHA
Tepanus ¢ No-a00pe YCTaHOBEH npogui Ha 6e30MacHOCT MO BPEME Ha KbpMeHe, 0COOEHO NpH
KbpMeHe Ha HOBOPOACHH H NMPEKAECBPEMEHHO POACHH Jena.

QepTunurer
Hsama KIHHUMHM NPOYYBAaHHA OTHOCHO BIMAHHETO Ha Bantensam Komn Bbpxy eprunurera.

Barcapman

Bancapran HaMa HexenaHn epeKTH BbpXy penpOAYKTHBHATA CMIOCOOHOCT Ha MBXKKH WM XKEHCKH
IUIBXOBE TNpH NpHeM Ha nepopanhu ao3u 10 200 mg/kg/aen. Tasu no3a e 6 MHTH MaKCHUMaNHaTa
NPenopBLYHTENHA J03a NPH X0pa, onpeaeneHa Ha 6a3a mg/m? (M3uHCAEHHETO € 3a Nepopanka 1032 OT
320 mg/neH u 60-kunOrpaMoB NaUMEHT).

Anmnoounun

IMpu HAKOHK NALIKEHTH, JIEKYBaHH ¢ O/IOKepH Ha KAJILIMEBHTE KaHAIIH, Ca ChOOLIEeHH O0paTHMH
OHOXMMHYHM NMPOMEHH B TJIABHYKATA HA cnepMarozonaure. KNMHHYHUTE JaHHH Ca HEAOCTATBYHH MO
OTHOLUIEHHE Ha NOTEeHUHAIHHA edeKT Ha aMNoAHNHNH BLPXY ¢epTnureta. Ilpu eano npoyusase
BLPXY IUTBXOBE Ca YCTAHOBEHH HEXENAHU €PEeKTH BbpXY QPEPTHINTETA NPH MBKKATE HHIANBHIH (BXK.
TOYKa 3.3).

4.7 EdexTn Bbpxy cnocofHOCTTA 32 modupaHe H pabora ¢ MAIUHAH

[MauuesTHTE, KOUTO Npremar Bantexszam KoMn u wodupat viau pabotat ¢ MailhHK TpaOBa na uMat
npeABUA, Y€ NOHAKOTa € BE3MOXKHO J1a C€ NMOABAT YMOpa H 3aMalBaHe.

AMJIOZMMHH MOXE Jia TIOBJIHAE B cnaba 1o yMepeHa cTeneH cnocobHOCTTa 3a wmodgHupaHe H pabota ¢
MalllHHH. AKO MaLKeHTHTe, npHemalm Banitedzam Komn nonyuar 3amaiiBane, rnasobonue, ymopa
HAM raficHe, cnocoBOHOCTTa UM Ja pearupaT Moxe 1a Obae HapyllleHa.

4.8 Hekelann JeKapCcTBeHH PeaKHH
[MpodunsT Ha 6e30nacHOCT Ha Bantensam Komn, npeactaBeH no-A0j1y ¢e OCHOBaBa Ha KIIMHHYHY

npoyusaHmd, nposeacHu ¢ Bantensam Komn u nosHature npoduin Ha 6€30NacHOCT Ha OTACTHUTE
KOMIIOHEHTH aMJIOZHITHH, BAACAPTaH U XUAPOXJIOPOTHA3KAL.

O60611eHHe Ha npoduaa Ha 6€30MacHOCT

BezonacHocTTa Ha Bantenzam KoM e oueHeHa npH Heroeata MakcuManHa ao3a 10 m
B X012 Ha €1HO KOHTPOJIMPAHO KPAaTKOCPOUYHO (8 ceIMHLIH) KIIMHHUYHO MPOoYyuBaHe ¢ 2
582 or koMTO NpUEMAT BAICApTaH B KOMOWHALIMA ¢ aMJIOJHINHH H XHAPOXJIOPOTHA3HA.
peaKLMM KaTO LsJ10 Ca OWNH JIeKH M NMPEXONHH MO XapaKTep H CaMO B PEAKH CJIy4an ca

‘ :
yﬁgm_ -
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MpeycTaHOBABaHe Ha neueHneTo. [10 BpeMe Ha TOBa aKTHBHO KOHTPOJIHPAHO KITMHUYMHO W3NHTBAHE
Hali-yecTHTE MPHYMHH 33 IpeyCTaHOBABaHe Ha nievyeHueTo ¢ Bantenszam KoMn ca Gunm 3aMasHOCT H

xunotonus (0,7%).

Mo BpeMe Ha 8-CeAMUYHOTO KOHTPOIMPAHO KIMHHYHO NPOYYBAHE ¢ TPoiHAaTa KOMOUHALMS He ca
HabM10aBaHH 3HAYMMH HOBH WIH HEOYAKBaHHW HEXKeJIAHW PEaKUMM B CPABHEHHE C U3BECTHHTE NpH
Tepanus ¢ OTAENHUTE KOMIOHEHTH WK ¢ ABOHHA KOMOHHALKA.

[To sBpeMe Ha 8-CeAMMUHOTO KOHTPOJIMPAHO KIMHHYHO NMPOY4YBaHe HaOMoIaBaHHTE NMpH
koMbuHauugaTa Banrensam KoMn npomenu B naboparopHuTe nokasarenu ca OMIH MUHHUMAIHHU H B
CbOTBETCTBHE C (PAPMAKOJOTHYHHA MEXAHUIBM Ha ACHCTBHE Ha OTACTHHTE KOMNOHEHTH. Hanuunero
Ha BaJCapTaH B TpoitHaTa KOMOHHaUMA 0TCAa0Ba XHITOKATHEMHYHHA eeKT Ha XHAPOXJIOPOTHA3HA.

TabnyueH CNUCHK HA HEXEIAHUTE PEaAKIIHH

CneaBamvre HEXEN2HH peakiHH, U3OpOeHH criopen cuctemo-opranny Kiacose 1o MedDRA u

yecToTa, ce oTHACAT 3a Bantenszam Komn (amnoaunun/Bancapraw/HCT) H nooTAETHO 32 AMJIOAHITHH,

pancaprad ¥ HCT. Muoro uecti: >1/10; yectu: >1/100 no <1/10; neuectn: 21/1 000 mo <1/100;

peaxu: =>1/10 000 no <1/1 000; muoro peaxu: <1/10 000, ¢ HeusBecTHa YecTOTA (OT HANUYHUTE JaHHH
He MoXke Jia OBjie HanpaBeHa OLICHKA).

MedDRA Hexenanu peakndn | YecroTa
CRETEMO- Banarenizam AMJoaHOHH BaJjicapTan HCT
OpraHHH
Komn
KJIACOBE
Heonnaamu - | HeMenaHoMeH  pak | - - - C HeuspecTHA
aocdpokauecTse | Ha KO>KaTa 4ecToTa
HH, (6azanHoKneThUEeH
3JIOKAYECTBEHH | KApLMHOM H
H CKBAMO3HOKJIETHUEH
HEOMpeAe/NieHH | KapLIHHOM)
(BKJI. KHCTH H
NOJIUITH)
Hapyinenus Ha | Arpa”yJouHToO3a, - - - Muoro peaxu
KpbLBTA M | KOCTHO-MO3b4Ha
numdHara HEJOCTATBYHOCT
CHCTEMA [TounxeH - - C HeHsBecTHA | -
XeMornobux H YEeCToTa
X€MaTOKpHT
XeMONKUTHYHA - - - MHoro peaxu
aHEMHS
JleBKOnIEHHA - MHoro peaku | - MHoOro penku
HeyTtponieHus - - C HeH3BeCTHa | -
4eCTOTa
Tpombouutronenus, | - Muoro peaku | C HeussecTHa | Peaxu
[IOHAKOTA C [ypiIypa 4yecTOoTa
AmiacT¥vHa aHeMHMa | - - - C Heu3BecTHa
) 4eCTOTA
Hapywenus Ha | CBpbX4YyBCTBUTE- - Muoro peakn | C HeusBecTHa | MHOro peaku
MMYyHHATa HOCT YeCTOTA
CUCTEMA
Hapyuiesus Ha | AHOPEKCHA HeuecTH - - ey
MeTabosn3Ma W | XunepkaiHemus HeuecTtH - -
XPaHEHETO XHNEpriHKEMHS - MHoro peaku | -
XHINEPIHITHIEMHS Heuectu - -
' | XHIIEpYPHKEMHS HeuecTH - -
XHOOXJIOpeMHYHAa - - -
14
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aJIKaJ1o3a

XHUnokalveMus YecTH - - MHoro yecTH
XHnoMarHe3HeMmus | - - - YecTH
XHMIIOHATPHEMHA HeuecTH - - HectH
BnouaBase Ha | - - - Penxn
auabera
[lcuxuyHH Jlenpecus - HeuecTH - Penku
Hapy1lUeHUA Uncomuus/Hapyie- | Heuectw HeyectH - Penxu
HHUS HA CbHA
[Ipomenn B |- HeuecTH - -
HACTPOCHHETO
OOBpKaHOCT - Penkn - -
Hapywernus Ha | KoopaunHaunonuy HeuecTu - - -
HepBHATA HapyLIEeHHA
CHUCTEMA 3aMasHOCT HecTn HecTtu - Peaku
IlocTypanHa HeuectH - - -
3aMasHOCT,
3aMasHOCT npu
 YCHJIME
Jiucrey3us HeuecTH Heuectu - -
ExctpanupamujaeH - C HeusBecTHa | - -
CHHAPOM 4eCcTOTA
['nasobonue Hectn YecTH - Peaku
XHOepToHus - Myoro peaxu | - -
JleTaprus Heuectn - - -
[lapecTe3us Heuectu HeuecTH - Peaxu
[fepudepna Hevectu MHoro peaku | - -
HEeBPONATUA;
HEeBpONATHSA
COMHOJICHTHOCT HeuecTn HecTH - -
CHHkonN HeuectH HeuecTu - -
TpeMop - Heuectn - -
XHIIOECTE3NA - HeuectH - -
Hapywenus na | OcTtpa - - - C HeuspecTHA
OYHTE 3aKPHUTOBIBJIHA 4ecToTa
r1aykoMa
3pHTCIIHU - Heuectn - -
HapyUEHHA
3PUTENHO Heuectn Heuectn - Penkwu
| YBpeKAAHE
XOopoHaasneH HITHB | - - - C HeusBecTHa
YECTOTA
Hapymenus Ha | TuaHuTyC - HeuecTn - -
YXOTO ; Beprturo HeuectH - HeuecTn -
nabupuHTa
Copaeunu [lannuranym - YectH - -
HapyLUEHHA Taxunxkapaus Heuectu - - -
ApHTMHU - MHoro peaku | - Penku
(BKJIIOUYHTENHO
Opaaukapaus,
KaMepHa TaxuKapaus
1 NPEACHEPAHO
MBIKICHE)
MuokapaAeH HHPApKT | - MHoro peakn | -
CbaosH 3auepBgBaHe - YectH -
HapyLIEHHS XHNOTOHHA YectH HeuecTu -

SE/H/M761/01-05/R/001
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OprocTaTHyHa
XHIIOTOHHA

HeuecTu

YecH

Dnedur,
_TpombodnedbuT

HeuecTu

Backynur

MmHoro peaxku

C HeusBecTHA

HECTOTA

PecnuparopHH,
rPBbIHH H
M€eQHACTHAIHH

HapyLUCHKS

Kamnuna

HeuecTH

MHOro peaku

Heuectn

ucnHes

HeuecTH

HeuecTH

Octbp pecnHpaTopeH
AUCTpEC  CHHIPOM
(OPC) (BX.
TOo4Ka 4.4)

MHoro PEOKH

PUHUT

Heuectu

Bb3najieHo rbpiio

HeuecTu

CroManHo-
YpPEBHH
HapylLI¢HHA

CromatlieH
nuckoMpopt, Oonka
B rOopHaTra 4acT Ha
KOpeMa

HeuvecTH

YecTH

HeuecTH

Penkn

Jlow abx

HeuectH

[IpoMeHH B ypeBHATA
[IEPHCTAJITHKA

HeuectHn

KoHcTHnauus

HamManed anerur

JAnapus

HeuectH

Heuectn

Cyxora B ycraTta

HeuyectH

Heuectn

Jucnencus

YecTH

Heuect

"acTpHT

MHoro peaku

Xunepnnasus Ha
BEHLIMTE

MHoro peaku

[MazieHe

HeuecTu

YectH

| Hectn

[lankpeatuT

MHoro peakH

MHoro peaxu

[loBpbulane

HeuecTH

HeuecTH

Yecrn

HUHTecTUHANIEH
aHrvoenem

M#Horo peaku

XermnaToOu-

NHApHH
HapyLUleHUA

OTKIOHEHUS B
yepHOApPOOHHUTE
OYHKUHOHATHH
H3CNEABaHN1,

| BKJIKOMMTENHO

[TOBHLUABAHE Ha
CepyMHUS
OGunupybuH

M#uoro
peaKH**

C HeH3BeCcTHA

yecrora

XenaTurT

MHoro peku

HuTpaxenaranHa
XojecTasa,
KBJITEHHLA

MHoro peaku

Penxu

Hapywienus Ha
KOXaTa H
NOAKOXHATA
ThKaH

AnoneumHs

HeuecTH

AHruvoenem

Mmnoro peaxu

C HeW3BeCTHA

HECTOTA

Bbynosen aepMaTur

C Hewu3BecCcTHa

yeeTOoTa

Peaxuun,
HanoaoOABaLK
KOKeH
epPUTEMATOJEC,
peaKTHBUpaHE Ha

STymyc

SE/MH/1761/01-05/R/001

16




KOXeH YTy C
EpUTEMATONEC
EpureMa - Muoro peaxn | - C HeusBecTHa
MynaTudopme 4eCToTa
Ex3aHTema - Heuectu - -
Xunepxuaposa Heuyectn HeuectH - -
Peaxkumnu Ha | - MHoro peaxy | - Penxu
(hOTOYYBCTBHUTE!-
HoCT*
[lpypuryc HeuecTH HeuecTn C HeussecTHa | -
4yecToTa
Ilyprypa - Heuectn - Peaku
Obpus - Heyectn C HeussecTHa | YecTH
4eCTOTA
[Ipomsina B 11BeTa Ha | - Heuectun - -
KOXaTa
Yprukapus W JpyrH | - MHoro peaxu | - Yectn
BUOOBEC HAa OOpHB
HekpoTusupalil - C HeusBecTHa | - MHoro peaku
BACKYJIUT U YyecToTa
TOKCHYHA
enuaepmaiHa
HEKpOJH3a
ExcdonuaruseH - MHoro peakn | - -
 IepMaTUT
Cunapom Ha | - MHoro peakn | - -
Stevens-Johnson
_ Orok Ha Quincke - MHoro peakn | - -
Hapywienna Ha | ApTpanfus - HeuectH - -
MYCKYJ/HO- boskH B rppba HeuecTH Heuectn - -
CKeJleTHaTa OTOK Ha CTABHTE HeuecTH - - -
CHCTCMA H | MyCKyJIHH cra3MH HeuectH HeuectH - C Heu3sBecTHA
ChCAMHHUTCN- YCCTOTA
Hatd ThKaH MyckynHa cnaboct HeuecTH - - -
Mpnanrus HeuecTu Heuecth C HeusBecTHA | -
yecToTa
bonku B kparinvuure | HeuecTtH - - -
OTOK Ha rAE3CHUTE - YecTH - -
Hapymenna Ha | [loBuiueH kpeatuHuH | Heuectu - C HEeMIBECTHZ | -
O6vbpeunTe M | B KPBLBTA 4eCcToTa
NMUKOYHHUTE MHKIHOHHH - Heuectn - -
MsTHUIA HapyLIeHHA |
Huxrypus - HeuecTu - -
[lonaxuypms Yectu Heuectn - -
bu6perHa - - - C HeunsBecTHA
auchyHKUHA 4eCTOTA
Octpa O6bOpeuna | Heuectu - - C HeM3BecTHa
HEOOCTATBYHOCT 4eCcTOTa
b16peyHa - - C neusBecTHa | Peaku
HEZOCTATBYHOCT H YecToTa —
yBpexKAaHe
Hapymenns Ha | MMnoreHTHOCT Heuectn HeuvectH -
BbL3NPOH3BO-
uTeNnHaTa ['uHeKOMacTHA - Heuectn -
CHCTEMA "
rbpaaTa
17
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Obun
HapyiICHHA
edexTy
MACTOTO
NPUIOKEHHE

H
Ha
Ha

AbGazns, HapyleHus
B NOXOAKaTa

HeuyecTHn

AcCTeHnd

Heuectu

Heuectn

C Heu3BeCTHA
yecroTa

Huckomdopr,

HEpasoNnoXeHHe

HeuecTH

HeuecTn

¥YMopa

YectH

YectH

HeuecTH

bonka B rupayre,
KOATO HE € CBbp3aHa
CBHC CHPLETO

HeuecTH

HeuecTH

OToK

YecTH

YecTH

bonka

. o

Heuectu

[Inpekcus

C HewuspecTHA
yecToTa

HicnenpaHuy

floBHmeuy nunuAK

MHOro uecTH

[TopHUlIABAHE Ha

ypesiTa B KpBBTa

HeuecTH

IToBHilIaBaHe Ha
MUKOUYHATA KHUCENHHA

B KPbBTA

Heuectn

[ nroko3ypHs

Peaxu

[ToHmxeH Kanuii B

 KphBTa

HeuectH

[Topuiier kanuil B

KpBbBTa

C Heu3BecTHA

HyeCcTOoTa

HajpaaraHe Ha Terno

HeuecTl

Heuectn

CnanaHe Ha Terno

HeuectH

* Buxre Touka 4.4 “OoTOUYBCTBHUTENHOCT
**  Haifl-4yecTO CBBP3aHO C XONECTA3a

OnucaHve Ha B30paHU HEXETaHH PEAKLIMH

HeMenaHomeH pak Ha KOXKaTa: Bb3 OCHOB2 Ha HAJIHYHHTE AAHHH OT ENHACMHONIOTHYHH NPOYUBAHUA €
HabmoAaBaHa 3aBUCHMA OT KYMYJIATHBHATA 1032 BpPb3Ka Mexay xuapoxnoporuazna # HMPK (Bxk.
chbHIO TOUKHM 4.4 1 5.1).

Crofinapade Ha NOAO3UPAHK HEXENTAHW peaKiiii
CroOlapaHeTo Ha NOAO3UPAHH HEXENaHH PEeaKiMH Clie]] pa3peluaBaHe 3a ynorpeda Ha nexapcTBEeHUs

NPOAYKT € BakHo. ToBa Mo3BONARA Aa NPOABJDKH HAONIOAEHHETO HAa CHOTHOLUEHHETO NOM3A/PHCK 34
neKapcTBeHHs NpoAyKT. OT MEJHUMHCKHTE CNELHATHCTH C€ H3HCKBA J1a CHOOLIABAT BCAKA
NoJO3MpaHa HexenaHa peakums upe3 MambiHKTENHA areHiiua 1o JekapceTsara yi. ,,Jlaman I pyes”

Ne 8, 1303 Codus, Ten.: +359 2 8903417, yebeaiit: www.bda.bg.

4.9 Ilpeno3upane

CHMITTOMMU

Hsama onur cne cnyvyau Ha npeaosupase ¢ Bantensam Komn. I'1aBHEAT CHMITTOM Ha NnIpeAo3HpaHe ¢
BAJICAPTAH € €BEHTYaJTHO M3pa3eHa XHITOTOHUS CbC 3aMasHoCT. IIpeno3npaHeTo ¢ aMIoAHWNIHH MoXe

Ia J0BEAE 0 eKCLECHBHA nepHdepHa Ba3oJuIaTailisa B Bb3MOXKHO peduiekcHa Taxukapaus. Mma

cHOOLIECHHA 3a CTy4aH Ha M3pa3eHa ¥ NOTEHLMAaNHO MPOJIOHTHPaHa CHCTEMHA XHITOTOHHS,
BKJIIOYHMTEIHO HIOK ¢ daTaneH U3xoA NpHU Npefo3HpaHe ¢ aMIOAHITHH.

HexapavioreneH 6enoapoben oTok ce cpollLaBa psaKo KaTo Nnocaeauniia oT npeao3supaHe ¢
aMJIOJMITUH, KOMTO MOXKeE JIa ce NpoABH cbe 3adaseHo Hayano Ha edexra (24-48 yaca cnen
NOTTLILAHE) H [1a H3KCKBA H3KYCTBEHA BEHTHNAUKA. PaHHUTE peaHMMaLMOHHH MEPKH (BKI
HATOBAPBaHe ¢ TEYHOCTH) 3a NOAABPKAHE Ha Nepdy3uaTa U CbpaeyHuns AeOUT Morar aa Ob

YCKOPSABALK GaKTOPH.

SE/M/1761/01-05/R/001
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JleueHue

AMaodunun/eanrcapman/xuopoxiopomuazug
KnuHuuHO 3HaYMMaTa XHNOTOHUA nopaau rpeno3upane ¢ Bantensam Komn H3HCKBa akTHBHA

CbPAEYHO-CHAOBA PeAHHMALlKS, BIUTIOYBALLA YECTO MOHHTOPHPAHE Ha ChpaevHaTa U nXaTe/Ha
dyHKUMA, TOBAXTAHE HA KPaiiHMIIMTE ¥ BHUMAHHE 10 OTHOLIEHHE Ha UMPKYIaTOPHUA 00eM
auypesata. [IpuiokeHHeTO Ha Ba30KOHCTPHKTOP MOXKeE J1a € OT I10/13a 3@ Bb3CTaHOBABAHE HA CbAOBUA
TOHYC ¥ apTEPHAIHOTO HaAraHe, B cy4ai ye HAMA MPOTHUBOMOKAa3aHUs 32 NPUIOKCHHETO My.
HHTpaBeHO3HOTO NPHOKEHHE HA KaTUKMEB MNIIOKOHAT MOXKE /1a € OT N0J13a 32 Npeoao/aBaHe Ha
edekTa ot H10KaAaTa Ha KAILMEBHTE KaHAJIH.

Avnodunun
AKO NMPOAYKTHT € MOTbJIHAT HACKOPO MOXE 2a ¢ oOMHUCIIH TIpeAU3BHKBAHE HA IIOBPBLLAHE WIH

CTOMAalLiHA NpoMHBKa, TIpMNcKEeHHETO Ha aKTHBEH BBIJIEH TIPH 3/IpaBH A0OPOBOJILIH HENOCPEACTBEHO
MY A0 ABA 4aca clel NONTHLIAHETO Ha aMJIOAMNHH 3HAUYHMO HaMmaiaBa abcopOLuaTa Ha aMJIOAHITHH.
AMIIOOUNHH HE MOXKeE J1a Obie OTCTpaHeH upe3 XeMOAHAIHU3A,

Banrcapman
BancapTaH He MOxe Aa Obae OTCTpaHeH Ype3 XeMOAHATH3A.

XUOpoxXAopoOmudsuo

[Tpeno3upaHeTo C XHAPOXIIOPOTHAZHA € CBBLP3aHO ChC 3aryda Ha eNeKTPOIMTH (XHITOKAIHEMHS,
XUIIOXJIOPEMHA ) B XHITOBOJIEMHS B PE3Y/ITAT Ha €KCLIECHBHATa aHypesa. Hal-uecTHte npusHauy U
CHMITTOMH HAa NMpPeAO3HpaHe ca raeHe U CbHINBOCT. XHIIOKATHEMHATA MOXKE 1a NPEeAH3BHKA
MYCKYJIHH CITa3sMH W/WIH M3pa3eHa ChpAeuHa apUTMHA, CBbp3aHa C €IHOBPEMEHHATa ynoTpeda Ha
OVTUTANTMCOBH [IIHKO3HWAM WU ONpee/ieHH AHTHAPHTMHYHH JIEKApCTBEHHU NpoayKTH. He €
YCTAHOBEHA CTENEHTA Ha OYHMCTBAHE Ha XHAPOXJIOPOTHA3KA NPH XEMOAHANH3A.

5. <®APMAKOJOI'HYHH CBOHCTBA
5.1 <PapmakoaHHAMHYHH CBOHCTBA

dapmakoTepaneBTuyHa rpyna: Cpeacrsara, AeHCTBallM BbPXY PEeHHH-aHFHMOTCH3UHOBATa CHCTEMA,
anrnoressuH I peuenropuu 6nokepu, apyru kombunauuu, ATC kon: CO9DXO0]

MexaHu3zbM Ha JeVCTBHE

Banrenzam KoMn € koMOHHALIMA OT TPH aHTHXHMIIEPTEH3IUBHHU CHCTABKH C JAOMB/1BALl CE€ MEXAHH3IBM 32

KOHTPOJ1 Ha apTEPHATIHOTO HANAraHe NPH MALUHECHTH ¢ €CEHUHANHA XHNCPTOHUA: aMJIOAUTIHH
NPUHALIEKH KbM K1aca Ha KallMeBHTe aHTArOHHCTH, BaJICapTaH KbM K1aca Ha aHFHOTEH3UH
IT peuenTopHuTe 6AOKEPH, a XMAPOXTIOPOTHA3HA KbM KJiaca Ha THA3UIHWTE JUYPETHULIH.
KoMOGHHaumMsTa Ha TE€3M ChCTABKH UMA A[JTHTHBEH AHTUXUIIEPTEHIUBEH €QEKT.

AMJIOANNHH/BAICAPTAH/ XHAPOXIOPOTHAZHA
Knunuuna egpukacnocm u besonacuocm

Banten3am Komn e U3NUTBaH B IBOHHO-CNANO, aKTHBHO KOHTPOJIHPAHO NPOYYBAHKE MMPH MALMEHTH C
xuneproHus. Q6o 2 271 nauMeHTH ¢ yMEpPEeHa 0 TeXKa XHIEPTOHHA (CPEAHOTO HIXOAHO
CHCTONTHO/AnacTonHo aprepuanyo Hansrane € 170/107 mmHg) ca nexyBanu ¢
amJIOAMNTHK/ BasIcapTan/xuapoxmoporrasua 10 mg/320 mg/25 mg, sancapral/XUAPOXIOPOTHAIH]
320 mg/25 mg, amaoaunun/Bancaprad 10 mg/320 mg wan XHAPOXNOPOTHA3HI/aMNIOIUNHH
25 mg/10 mg. B HayanoTo Ha MPOYYBAHETO HA NMALUMEHTHTE Ca HA3HAYCHH MO~-HHCKHU A03H OT
MPEANUCAHKTE UM TEpaneBTHUYHH KOMOHHALIMH U BMOC/IEACTBHE Ha 2 CeAMMIla Ca TUTPHpPaH
ABJIHUATE UM TEPaleBTHYHH J03M. @\%5‘
Y

Ha 8 ceaMuua cpeaHOTO NOHMKARAHE HA CUCTOTHOTO/INACTONIHOTO APTEPHATTHO HAMIAT
39,7/24,7 mmHg ¢ Bantensam Komn, 32,0/19,7 mmHg ¢ Bancapran/xuapoxnoporuas
33,5/21,5 mmHg ¢ amnogunun/Bancapra v 31,5/19,5 mmHg ¢ aMnoaunun/xuapoxnop
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TpoiiHaTa KOMOMHALIMA NMPEBBH3X0XKAA CTATHCTHYECKH 3HAYHMO BCAKA €1HA OT TPHTE JBOHHH
KOMOHHAUMHU B MOHWKABAHETO Ha HACTONHOTO M CHCTONIHOTO apTepHanHo Hanarade. [lonnxkapaHeTo
Ha CHCTOJIHOTO/AMACTONIHOTO apTepHanHo Hangrane ¢ Banrensam Komn e ¢ 7,6/5,0 mmHg no-ronsmo,
OTKOJIKOTO C BANCApTaH/XUAPOXNOpoTHA3KA, ¢ 6,2/3,3 mmHg no-ronsmMo, 0TKOJIKOTO ¢ |
aMioaunuH/Bacaprat u ¢ 8,2/5,3 mmHg no-ronsgMo, 0TKONKOTO ¢ aMJIONHITHH/XHAPOXIOPOTHA3HA.
ONTUMATHUAT aHTUXHIIEPTEH3UBEH €(EKT ce NocTHra ciien 2 CeAMHYEH MPUEM Ha MaKCHMaltHaTa
no3a Banrenzam Komn. CTaTHCTHUECKH O-TOMIAM NPOLICHT NALMEHTH NOCTUTAT KOHTPOJI BBPXY
apTepranioto cu Hanarade (<140/90 mmHg) ¢ Bantensam Komn (71%) B cpaBHeHHe ¢ BCAKa €Ha OT
TpHTE ABOIHKM KoMOHHaUWH (45-54%) (p<0,0001).

B noarpyna ot 283 nauvenTn, aHanu3s ¢oKycHpaH BbpXY aMOyJaTOPHOTO MOHHTOPHPAHE Ha
apTePHATHOTO HaJIATaHE, NOKA3Ba KITHHHYHO H CTATHCTHYECKH NO-TONAMO NMOHIKEHUE Ha
24-4acoBOTO CHCTOTHO H JHACTOJHO apTEPHANIHO HAJMIaHe, NIPH JIeUueHHe C TPOKHATa KOMOWHaLMA
CIPAMO BAJICAPTaH/XUAPOXJIOPOTHA3HK, BANICAPTAH/aMIOAMITHH H XHAPOXJIOPOTHA3HA/aMAOAMIHH.

AMJOAHNHH
MexanuzrsM Ha Oelicmeue

AMNOIMNUH, KOUTO BIKM3a B CheTaBa Ha Bantenzam Komn nHxubupa TpaHcMeMOPaHHOTO HABIIH3AaHE
Ha KaJTlHeBH HOHM B CbhpJEvHAaTa W ChAOBATA IJ1aZIKa MYCKYNaTypa. AHTHXHIIEPTEH3HBHOTO ACHCTBHE
Ha aMJIOJHITHH C€ AB/DKH Ha ZHPEKTHHA penakcupall epekT BbpXY rN1aaKara CbA0Ba MyCKynaTypa,
KOETO BOAH 0 HAMaNABaHE Ha NEpHPEPHOTO CbAOBO CHIIPOTHBIIEHHE KW OTTAM Ha apTepPHAITHOTO
HaJIAraHe.

DapmaxoounamMuyny edpexmu

ExcriepMMeHTaIHHA JaHHHU NMOKA3BaT, Y€ aMAOAMIMUH Ce CBBP3Ba H ¢ AHXHIAPONHPHAHHOBHTE H C
HEIWXHAPONHPHIHHOBHTE MECTa 3a cBbp3BaHe. [IpouecuTe Ha CrkpalleHHEe Ha CHPAECHHHA MYCKYJI H
ChAOBATA [NIaAKa MYCKYJIaTypa ¢a 3aBUCHMH OT NPHABHKBAHETO Ha H3BBHIUIETBYHHTE KallliMeBH HOHH
B T€3H KJIETKH Mpe3 creurdpuyHd HOHHH KaHanyera.

[TpHaOKEHHETO HA TepalleBTHYHA 1032 aMIIOAMIHH NP NALHUEHTH C XHNICPTOHHA C€ MOCAeiBa OT
Ba30WNATALIMS, KOATO BOAU IO HAMAJIABAHE HA aPTEPUANTHOTO HAJIAraHe B JIETHAJIO U B H3NPABEHO
nosoxeHue. [IpH XpoHHuHa ynotpeba TOBa NOHWKaBAHE HA apTEPHAITHOTO HAJIATAHE HE C€ ChBTCTBA
OT 3HaYHMH NPOMEHH B CbPACYHATE YECTOTA WIH IUIA3MEHUTE HHBA Ha KATEXOJIAMHHHTE,

[Tha3sMeHHUTE KOHLCHTPALMK KOopenupar ¢ edekTa, KakTo Mpy Maau, Taka U NMpH NalHeHTH B
cTap4ecka Bb3pacT.

[Ipy nanMeHTH ¢ XUNepToHus ¥ ¢ HopMasHa 6p0peuHa QyHKINA, TepaneBTHUHUTE JO3H aMJIOAHITHH
BOAAT A0 HaMalsBaHe Ha ObOPEeUHOTO CBAOBO CHIIPOTUBICHHE H YBE/IMUABAHE HA CKOPOCTTa HA
rnoMepynHata GunTpauus U edekTHBHHA 61OpeueH KpbBOTOK, 6€3 1a NPOMEHIT QUITPALIHOHHATA

¢paKLIMsa HiH NMPOTCHHYPHATA.

[Ipy nalHeHTH ¢ HOpManHa PyHKUMA HA KAMEPHUTE, JICKYBaHH ¢ aMINOAHNKH, XeMOJHHAMHYHHTE
H3MEPBAHHUA Ha CHPACYRATE PYHKLMA B [IOKOH H NpH HATOBapBaHe (WIX XOACHE) KaTo LUI0 NOKa3BaT
NIEKO NOKAUBaHE Ha ChpAEeYHHA HHAEKC Oe3 3Hauumo nopnvaBane Ha dP/dt, wan Ha neBokaMepHOTO H
JHACTOJIHOTO HAJIAraHe WK 00eM, KaKTO H IpH ApYFrHTE 070KEpH Ha KalLHeBUTE KaHanu. B
MPOYYBAHH# 38 XeMOJHHAMHUKA, aMJIOJHMIIHH HE Ce CBbP3Ba C HEraTHBEH HHOTPONEH €(EKT, KOraro ce
MpUIara B rpaHMLUTE Ha TCPANCBTHYHHUTE J03H MPH 34PaBH XXMUBOTHH H XOpa, AOPH KOrato npy xopa
CE NpHJ1ara eAHOBpeMEHHO ¢ BeTa-6noKepH.

IMpu 3apaBH Xopa H HHBOTHH AMIOIHITHH HE MPOMEHA CHHOATPHATHATA HOATHA GYHKLMSA U =
aTPHOBEHTPHKYJIAPHOTO NMPOBEXKAAHE. B KIHHHUHK NPOYUBAHHA, B KOHTO aMJIOLHITHH € NIy @ﬂi“'—lﬂﬁ 2
koMOUHauuA ¢ 6eTa-610KkepH Ha MALMEHTH C XHIIEPTOHUS WK CTEHOKAPAUS, He ¢a HabmO/aN | e
HexeNaHH e)eKTH CpPAMO APaMETPHUTE HA €NEKTPOKApAMOIpaMara. 2 /ofs e i % ..
3 (ot S
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=R SN
e w L ET .
. A
20 ’3;?, N ﬂ}i,_':‘-.#_f
SEM/M761/01-05/R/001 B‘ﬁ‘;\\% e



AMJIOZIMITMH € NPOYYBaH NPH NaliHeHTH C XpoHH4Ha cTabunHa CTeHOKapAMA, Ba30CHacTHMHA
CTEHOKAPAHA M aHTHOrpad)CKH AOKYMEHTHpaHa HCXeMHUYHa D0oJiecT Ha ChpLeTO.

Knunuuna egpuxacrocm u bezonacrnocm

Ynompeba npu nayuernmu ¢ xunepmonus

PanaoMH3upaHo JBOHHO-CATO NpoyUBaHe 3a 3abonepaeMocT H cMepTHOCT ALLHAT

( AHTMXHNIEPTEHIMBHO H JIHNHAONOHHKABALLO JICYEHHE 32 NPOQHUIAKTHKA Ha ChpJICUeH NPHCTDH)
(Antihypertensive and Lipid-Lowering treatment to prevent Heart Attack Trial) e nposeaeto ¢ uen
CpaBHABAHE HA HOBUTE Tepanuu: aminoaunud 2,5-10 mg/nex (KaJuMes aHTarOHUCT) WIH JIA3HHOMPHI
10-40 mg/nen (ACE uHXBGHTOp) ¢ THA3UIHHA AWYPETHK XNIOPTAIMIOH 12,5-25 mg/aeH kaTo nevenue
OT ITbPBA JIMHUA NPU NALHUEHTH C JIEKA 10 YMEPEHA XHIICPTOHUA.

O6wo 33 357 nauMeHTH ¢ XHNEPTOHKHA HA BB3PACT 55 roauHH H noseye ca OUAK paHAOMH3UPAHH H
npocneaeHy 3a cpeaHo 4,9 ronunu. flauueHTuTe ca UMaTH NOHE €AUH AOMBLIHHUTENEH PHCKOB (hakTop
18 HCXEMHUHA DOJIECT Ha CHPLIETO, BKAIOYHTEITHO NpeALIeCTBAL] MHOKapAeH HHOAPKT HIH KHCYIIT
(>6 Mecella Npeay BKIIOUBAHE B MPOYUYBAHETO) WIHM NOKA3aHO APYFO ATEPOCKIICPOTUYHO ChPAEUHO-
cbaoBo 3abongasane (Han 51,5%), saxapen nuabet tvn 2 (36,1%), THNONPOTEHHYU C BUCOKA TUTBTHOCT
— xostectepon <35 mg/dl unn <0,906 mmol/l (11,6%), nepoxamepHa xuneprpodus, AHArHOCTHLIHpaKa
ypes eJIEKTPOKapaAxorpamMa HiH exoxapnﬂorpacbcxu (20,9%), HacToauM mywayu (21,9%).

[TepBryHaTa KpaiHa Touka ¢ 61una chCTaBeH NoKasaren oT ¢aTajieH KOPOHAPEH HHLMAECHT HIH He-
daranen MuokapaeH uHdpapkT. He ca HabmoaaBaHy 3HAUMMH Pa3IHiKs NO OTHOUICHHE Ha
IMTbPBMYHATA KPAMHA TOUKA MEXKAY TEPANHATA C aMJIOAMTIHH H TEPATIHATA ¢ XIOPTAITHAOH: KOCPHUHEHT
Ha puck 0,98 95% CI (0,90-1,07) p=0,65. [1pu BTOpHYHATE KPaWHH TOUKH, HECTOTATA Ha ChPACYHA
HeIOCTATBYHOCT (KOMMOHEHT HA ChCTaBHATA KOMOMHHpPaHa CLPAECYHO-ChIOBA KpakiHa Toyka) e Ouna
CUrHH(HKAHTHO NO-BHCOKA B rPynaTa Ha aMJIOAMITHH, OTKOJIKOTO B rpynata Ha xnopranuaocH (10,2%
cnpamo 7,7%, RR 1,38, 95% Ci [1,25-1,52] P <0,001). Benpeku ToBa, He ce HabmonaBar 3HaYMMH
pa3/IkuHsg MO OTHOLIEHHE Ha 001aTa CMBPTHOCT MEXIY Ipynara Ha TepanHsa ¢ aMJIOAWIHH U Ta3d Ha
tepanua ¢ xaopranuaoH RR 0,96 95% C1 [0,89-1,02] p=0,20.

BancapraH
MexanuzvM Ha oeticmeue

Bancaprau e nepopajiHO akTUBEH, MOlLleH U cnieuuduueH anrnotensus Il peuenrropen 6aoxep. Toi
BB3eiiCTBa celIeKTHBHO BBPXY AT peuenropHya NOATHII, KOKTO € OTTOBOPEH 34 MO3HATHTE
BbL3EHCTBHA HAa aHMMOTEH3MH .

Knunwuna ecpuxacnocm u bezonacnocm
IIpuio>keHHeTO Ha BAJICAPTaH NPY NALMEHTH C XUIIEPTOHHA BOJAH A0 NMOHWKABAHE HA APTEPHANHOTO

HaJisraHe 6e3 nopiavgBaHe Ha MmyJiCOBaTa 4€CTOTA.

[Ipu noBeueTo NaUHEHTH, CNel €AHOKPATEH fiepopasieH NPHEM, Ha4aloTO Ha aHTHXHNEPTEH3HBHOTO
NeficTBHE € B paMKKTE Ha 2 4aca, a NMKA B NOHWKABAHETO HAa apTEPHANHOTO Ha/TaHe C€ IOCTHra B
paMKHTe Ha 4-6 dYaca. AHTHXHNEPTEH3UBHHUAT e(EKT NPOABIKABA NOBEYE OT 24 yaca CiieA npueMa.
[Ipy MHOroKpaTHO NPUIIOKEHHE MAKCHMAIHA PEAYKLIHA Ha apTePHATTHOTO HanaraHe ¢ BCAKa 103a,
OOUKHOBEHO ce NMOCTHIa B PaMKHTE Ha 2-4 ceaMuLv.

X XJ0pOoTHA3

Mexanuzovm na deticmaue

OCHOBHOTO MACTO Ha ACHCTBYE HA THA3ZHAHUTE AHYPETHLIM ¢a AUCTAIHHTE H3BHUTH KaHaTueTa B
6n6peka. JJokasaHo e, ye B Ob0petiHaTa Kopa ChIIECTBYBa PELIENTOP ¢ BUCOK aPHHHTET, KOHTO
NPEeACTABNABA OCHOBHOTO MSCTO Ha CBbP3BaHeE 3a ACHCTBUETO HA THA3SHIHHUTE AHYPETHLIM M 33—

HHXHOHpaHe Ha TpaHcnopTa Ha NaCl B AMcTanHuTe H3BHTH KaHanyeTa. THasWAHUTE NHYPS lpEEHLWﬁ N \

neicTear upes uuxubupaune Ha Na+Cl- cumnoprep, BepoSTHO 4pe3 KOHKypHpaHe 3a MAR03d .,

cabp3BaHe Ha Cl-, ¥ M0 TO3H HA4YHMH MOBIHABAT MEXaHU3MHUTE Ha €NIEKTPOIHTHA peabchHpé P '.--..il..r;*ﬁ.f 4
E R FLE g \ O
JAMPEKTHO NMOBHILABAAKH EKCKPELMATA HA HATPHHA ¥ XJI0p B NPHOITH3NTENHO €1HAKBA $TCBGH ¥ :: ?ﬁ? )
HHIAKPEKTHO Ype3 AHYPETHUHOTO CH JieiCTBHYE, HaMmanaBaiKkH U1a3MeHHs 00eM ¢ noc .- . 7 Mo -'f"-.:“-_-_“-’-f-_':f;_-?;,ﬁ:f S
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21 1 J?‘.‘.;:;IHH...___ _ "‘"'-'.-I....;"t-?:-l _.-/

SE/H/1761/01-05/R/001 Zoimp pov



NOKAYBaHE Ha fUla3MeHaTa peHHHOBA aKTUBHOCT, CEKPELIMA Ha AlI0CTEpOH U 3aryba Ha Kanmii ¢
YPHHAT4, KAKTO H HAMAJIABAHE HAa HUBATA HA CEPYMHUA KaJIHH.

HeMenaHOMEH paK Ha KOXaTa
B13 ocHOBa Ha HATHYHHTE JaHHH OT €MHUACMHONOTHYHM NPOYyYBaHHA € HabmoaaBaHa 3aBHCHMA OT

KYMyJaTHBHATa A03a Bpb3ka Mexay xuapoxyopotHasua 1 HMPK. Enxo npoyysaHe BKIOYBa
nonyaanus, cheroama ce or 71 533 cnyvaun Ha BKK u 8 629 cnyyan na CKK, # nonynatus ot
croTBeTHO 1 430 833 1 172 462 noaxoasiy KoHTpoaH. Bucokara ynorpefa Ha XuapoxXnopoTHasui
(xymynatiHO =50 000 mg) e cebp3ana ¢ kopurupaHo otHolueHHe Ha uiancosere (OR) 1,29 (95% CI.
1,23-1,35) 3a BKK u 3,98 (95% CI: 3,68-4,31) 3a CKK. HabatonaBaHa e acHa Bpb3Ka KyMy/aTHBHA
nosa-otrorop kakto 3a KK, Taka u 3a CKK. JIpyro npoyusane nokassa Bp3M0XKHa BPb3Ka MEXKIY
paka Ha ycTHHTe (CKK) M ekcnozuuusta Ha XUAPOXIIOPOTHA3MA: 3a 633 cityuay Ha paK Ha YCTHHTE €
noabpana nonynauns ot 63 067 noaxoaswy KOHTPOJIH, KaTo C€ H3MONA3Ba CTPATErHa 3a B3eMaHE Ha
npoOu, onpeaenecHa ot pucka. JIleMOHCTpUpaHa e Bpb3Ka KyMyJ1aTHBHA J03a-0TroBop ¢ kopurupad OR
2,1 (95% CI: 1,7-2,6), uapacteam a0 OR 3,9 (3,0- 4,9) 3a sucoka ynorpe6a (~25 000 mg) u OR 7,7
(5,7-10,5) 3a Haii-BHcokara kymynatueHa ao3a (~100 000 mg) (Bx. cbiio Touka 4.4).

[leanaTpyyHa nonynayus
EnponelickaTa areHUMs no AeKapcTsata ocBo00XKAaBa OT 3aAbIDKEHHUETO 33 NMPEAOCTABAHE HA

pe3yJTaTHTEe OT NPOYYBAHHATA C pedepEeHTHHA 1IEKAPCTBEH MPOAYKT, ChAbPHKALIL
aMJIOJHITHH/BAJICAPTAH/XUAPOXJIOPOTHA3ZKA BbB BCHYKH MOArpyny Ha NeAHATPUYHATA NOMYyNaLMs [IpH
eCeHLMaHa XHnepTOHMA (BiK. Touka 4.2 3a HHdOpMaLMA OTHOCHO ynoTpeda B NeAUaTPHATA).

Hpyry: ABo#iHO 6nOKYpaHe Ha peHHH aHrHOTEH3UH -anaocTepoHoBaTa cucrema (PAAC)

IiBe ronemMu paHIoOMHU3BpaHH koHTpoanpaHu npoyusaHus — ONTARGET (ONgoing Telmisartan
Alone and in combination with Ramipril Global Endpoint Trial - Texywo rnobanno usnurease 3a
KpaiiH{ TOYKH Ha TeJIMUCApPTaH, CAMOCTOATENHO U B KOMOKHalu4 ¢ pamunpui) 1 VA NEPHRON-D
(KnuHM4HO NpOyYBaHE CBLP3aHO C Pa3BHTHE HA HEQPOMATHA MPU AHAdeT, MPOBEAEHO OT
MHHHCTEPCTBO M0 BLIIPOCHTE Ha BETEPAHKTE) — NpOYUBaT ynorpedarta Ha koMOHHauuaTa ot ACE
nHxnOuTOp M APD.

ONTARGET e npoyusaHe, npoBEACHO IMPH NAUKMEHTH C aHaMHe3a 3a ChpAEeYHO-CHA0BE HITH
MO3BYHOCHAO0BA OOJIECT, WM 3aXapeH AUaldeT THI 2, NPUAPYKEHH ¢ NaHHH 3a YBpEKJaHe Ha
edexropHmn opraHi. VA NEPHRON-D e npoyuBase npy nanyeHTy cbe 3axapeH nAuaber Tun 2 u
anaberHa HedponaTus.

Te3u npoyusaHus He NOKa3BaT 3Ha4UM OnaronpusteH edekT BbpXy ObOpeYHHTEe H/HIH ChPACYHO-
CBAOBHTE MMOCJEAULIM U CMBLPTHOCT, KATO ChIUEBPEMEHHO ca HabNIOJaBaHHU NMOBULLIEH PUCK OT
XHIIEPKAITHEMHA, OCTPO YBpexXAaHe Ha ObOpeuuTe WM XMROTOHHA B CPABHEHHE C MOHOTEPANUATA.
Karto ce uMaT npeaBy CXOOHHUTE UM PapMakOIMHAMHYHH CBOHCTBA, TE3HU PE3YJITATH Ca HPHIOKUMH
u 3a apyru ACE naxuburopu n APb.

ACE unxuburopu U APb cnenoearenno He TpaOBa 1a ce H3M0N3BAT €AHOBPEMEHHO NMPH NALIMEHTH C
auaberHa HedponaTha (BXx. Touka 4.4).

ALTITUDE (Kn#HHYHO NpOyYBaHe MPOBEAECHO ¢ &JIBCKHPEH NPHU NMALMEHTH CBC 3axapeH auader
THN 2 ¢ HANON3BaHE Ha ChPACYHO-CHAOBH H OBOpeuHH 3a00naBaHUA KATO KPAHHH TOUKK) €
NpoyYBaHe, MPeAHA3HAYECHO Ja H3CNieABa MOM3aTa OT A00aBAHETO Ha aJIICKUPEH KbM CTaHAapTHA
Tepanud ¢ ACE nuxunburop wiu APD npy nauMeHTH Cbe 3axapeH qHader THN 2 ¥ XpOHHYHO
0bOpeuHo 3abonsBaHe, CLPAESUHO-CBHAOBO 3a00NaBaHe WK K aBete. [IpoyuBaHeETO € npekpaTeHo
ApexaeBpeMeHHO NOpaAH NOBHILIEH PHCK OT HebnaronpHATHH nocaeavuM. Kaxro covpae

NPeACTABIABALIUTE HHTEPEC HEMNENAHN CHONTHA H CEPHO3HM HEXeNaHHU ChOuTh (
XUNOTOHUA ¥ OBOpeuHa IMCPYHKUMA) ce ChOOLIABAT MO-YECTO B FPYMNATa Ha AJIHC
rpymnara Ha niaue6o. :
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5.2 PapMakoKHHETHYHH CBOHCTBA

JINHEHHOCT
AMJIOAMNMH, BaJICApPTaH U XMIPOXJIOPOTHA3K HMAT JIHHEHHA (PAPpMAKOKHHETHKA.

Amaodunun/earcapman/xuopoxio0pomuazuo

Cnen nepopanHo npuitoxeHue Ha Bantenzam Komn npH 31paBu Bb3pacTHH A0GPOBOALIH MAKCHMAJIHH
ia3MeHH KOHLIEHTPaLUKK HA aMIIOHITHH, BAJICAPTaH W XUAPOXIOPOTHA3H] C€ AOCTHraT ChOTBETHO 38
6-8 uaca, 3 yaca u 2 yaca. CkopocTTra U creneHta Ha abcopObumnsara Ha aMNIOAUITKH, BallicapTaH M
XHAPOXNOpOTHa3uA npy Banrenzam KoMn ca culliMTe, KAKTO NMPYU CAMOCTOATENTHO KM MPUJIArase,

AMIOOMHIIUH

Abcopbyus

Cnaea nepopanHo caMOCTOATENHO NPHIOKEHHE Ha TepaneBTHYHA 1033 aMJIOJYITHH, MAKCHMAaTHa
IU1a3MeHa KOHLIEHTpaUMs c€ JOoCcTUra 3a 6-12 vaca. AbcomoTHaTa OHOHATHUHOCT € Mexay 64% u
80%. BHOHANWYHOCTTa HA AMJIOAMITHH HE C€ MOBAKABA OT NPHEMa Ha XpaHa.

Pasnpeoenenue |
OGeMsT Ha pasnpeaenekhue ¢ npubnuzurentdo 21 Vkg. In vitro npoyuBanns ¢ aMn0JMNUH NOKA3Bar, 4e
npudauzuTenHo 97,5% 0T UMPKYIHPALLOTO JIEKAPCTBO C€ CBHP3Ba C IUIA3MEHHTE NPOTEHHH.

buompancghopmayus

AMNOJUAKH ce MeTabonu3upa eKCTeH3MBHO (npuonusurenHo 90%) 8 yepaus Apod 10 HEAKTHBHH
MeTabONHUTH.

Enumunupane

EnymMuHHpaneTo Ha aMJIOAWITHH OT Iyia3Mara ¢ OudasHo ¢ TepMHHa/IEH NONMYXXHBOT HA €JIMMHUHHPAHE
npubnusnTenso 30 o 50 yaca. CrallMOHAPHH TIa3MEHH KOHLICHTPALIMY Ce NOCTHTaT CJIE
npoab/KUTENEH npveM 3a 7-8 anu. 10% ot opurusanius amnoaunuH 4 60% ot HerosuTe
MeTaOONUTH C€ EeKCKpEeTHPAT Ype3 ypHHAaTA.

BancapraH

Abcopbyus

Cnea nepopanHoO CaMOCTOATEIHO APHUIOKEHHNE HA BAICAPTAH MAKCHMAITHH TUTA3MEHH KOHLETPALUH Ce
nocTHraT Ha 2-4 yaca. CpenHara abcomotHa OHOHATHUYHOCT € 23%. XpaHata HamansBa eKCMo3HLHATA
(onpepnenena upez AUC) Ha BasicaptaH ¢ oxono 40% n MakcHManHara rjiasMeHa KOHLCHTpauus
(Cumax) € 0xon0 50%, BLOPEKH TOBA OKOIO 8 uaca ciel NpHeMa IU1a3MEeHHTE KOHLIEHTPALUHY Ha
BAJICAPTaH ca NOACOHM B rPYNUTE NPHEMAIK JICKAPCTBOTO €€/l HAXPaHBaHe U Ha rnagHo. Tasu
peaykuus Ha AUC, oGaue He ce CHITBTCTBA OT KIIMHUYHO 3HAYHMA PEAYKUHA HA TEPANeBTHYHHA
edexT H O Ta3W NPHYUHA BAJICAPTaH MOXE J1a C€ NpHEMa Ha IadHO WIH clell HAXpaHBaHeE.

Pasnpederenue |
CraunonapuuaT obeM Ha paznpeneneHHe Ha BaJICApPTaH C/ICA MHTPABEHO3HO MPUNOKEHHUE € OKOJIO

17 nvTpa, KoeTo noKa3Ba, Y€ BajJcapTaH He CE pasnpencia €KCTCH3MBHO B ThbKkaHUTe. BancapraH ce
CBBHP3Bd BbB BHCOKA CTENEH CbC CepyMHUTE NpoTenHH (94-97%), OCHOBHO CbC cepyMHHA anbyMHH.

Bbuompancopmayus

BancapraHn He ce MeTadonu3upa BbB BUCOKA CTEMNEH, Thbi KaTo camo okosto 20% ot no3arta ce
yCTaHOBsBa noA ¢opmara Ha MeTabonKTH. B nnazMara € yCTAHOBEH XHAPOKCH MeTabOJIMT B HUCKH
KOHLeHTpalHH (no- Manko or 10% or AUC Ha Bancapran). To3n metaboauT e gpapmakong —
HeaKTHBEH.

Eaumunupane
BancapraH nokaipa MyJITHEKCNOHEHLIMATHE KHHETHKA Ha pa3naf (1. <1 yac U t.s 0K

BancapraHl ce enMMMHMpa OCHOBHO upe3 ¢eneca (oxono 83% ot nosarta) v ypvHara (
103aTa) OCHOBHO KATO HEMPOMEHEHO CheAvHeHue. Cnel MHTPaBEHO3HO [TPHIIOXKEHHE
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KIHPBHC Ha BajicapTaH € npubnuzutento 2 I/h, a 6u6peunnar knpwHc € 0,62 Vh {(okono 30% or
ob1ug kaupsHc). [lomyKHBOTHT Ha BancapTaH e 6 yaca. |

XHAPOXNOPOTHAIH]
Abcopbyus

ABcopbuMATa Ha XHAPOXAOPOTHAIK] C/ie]l epopasieH npHeM € 6bp3a (Tmax OKoJIo 2 Yaca).
YeenuuapaHeTo Ha cpeaHata AUC e THHEHAHO K e [TponopUNOHANHO Ha A03aTa B TepaneBTHYHHA
IHAamna3oH.

EdexTsT Ha XpaHaTa BppXy abcopdiusaTa Ha XHAPOXIOPOTHA3K], AKO HMA TaKbB, HMa Majika
KJIHHWYHA 3HaYHMOCT. AOcomoTHaTa SHOHATTMMHOCT Ha XHIAPOXIOPOTHAZH/ CNell [IEPOPATHO
npunoxeHue € 70%.

Paznpedenenue
[IpusnnnuaT 06em Ha pasnpeaencHue e 4-8 /kg. LIMpkyaupamusaT XunpoXnopoTHa3Hi € CBbpP3aH ChbC

cepyMHuTe npoterHH (40-70%), npeanuMHo CBC cepyMHHUA anOyMHH. XHAPOXJIOPOTHA3H] ChILO TAKA
KyMyJIHpa B €PHTPOLIUTHTE NPUOAHIHTENHO 3 MBTH NOBEYE, OTKONKOTO B IUia3Mara.

buompancopmayun
XuapoxnopoTHa3ia ce eTMMHHUPE NPEIUMHO KaTO HEMPOMEHEHO BEUIECTRO.

- Eaumunupane

XHapoxnopoTHasHj ce eIMMUHHpPA OT TU1a3MaTa ¢ BpeMe Ha MOMYXKUBOT cpeaAHo 6 o 15 yaca B
KpaiiHata ¢a3a Ha enumMHHBpaHe. HaMa npoMsaHa B KHHETHKATa Ha XHAPOXIOPOTHA3HA NPH
MHOTOKPATHO MNPWIAraHe, a KyMYJTHPaHeTO € MUHHMATHO MPH NPUIOKEHHE BEAHDXK AHEBHO. Haa
95% ot abcopOrpaHaTa 1034 Ce eKCKPEeTHpa KaTo HENPOMEHEHO BELUECTBO B YpHHaTa. brOpeunuar
KMHPBLHC C€ CHCTOH OT NMacHBHA GUATpaLMA H aKTHBHA cekperua B 6vbpeunnre Tybynu.

CneupanHi nonynaiuu
Ileduampuunu nayuenmu (na gvapacm noo 18 coounu)
Hama ¢papMakOKHHETHYHH JAHHW MPH NeHaTPHYHATa NONyaLHA.

Iayuenmu e cmapuecka ev3pacm (na 65 u nogeue 200uHuU)

BpemeTo 3a 10ocTUraHe Ha MAKCHMAaNHA MUIa3MEHa KOHLEHTPAaLMs Ha aMJIOAMNHH € CXOAHO NpH Maau
NalLMEeHTH U NPH MalHEeHTH B cTapyecka Bb3pact. [Ipy nauneHTHTE B CTapuecKa Bb3pacT HMa
TEHAECHLMA KIMPBHCHT Ha aMJIOAWIIHH A3 HaMalgBa, KOSTO BOJH 0 MOKAYBAHE HA IUIOLITA MO/
kpuBata (AUC) u endMuHaLnonHnus nomyxusor. Cpeanara cucreMHa AUC 3a Bancapras € no-
BHCOKa Cbe 70% mNMpH NnauMeHTH B CTapueCKa Bb3pacT B CPABHCHHUE C NO-MNAAU NMaLMEHTH, Nopaau
Ta3W NPHYHHA € HeoOX0AUMO BHHUMAHME NpPH NOBHILIABAHE Ha 103aTa.

CHcTeMHaTa €KCIIO3HIHA HA BajicapTaH € JIEKO MNOBHUICHA MNPH NAaUHCHTHTE B CTAPUYECKaA Bb3pacT B
CPaBHCHHUEC ¢ MNANHTE NALfMCHTH, HO TOBA HAMA KITIHHHUYHO 3HAYCHHC.

OI]J&HH‘-WHH OJaHHH nipeanonaarat, 4€ CHCTCMHHIAT KJIHPBHC Ha XHAPOXJIOPOTHA3H © HAMAJICH KAKTO
npy 3ApaBH MAaUMECHTH B CTApYECKa Bb3pacT, Taka H NpH TE3H € XHNCPTOHKA, B CPABHCHHC € MNA/lH

30paBy A0OpPOBOJILIA.

Toit KaTo TPHTE BEILlECTBA CE€ MOHACAT €AHAKBO A00Ope KakTo OT NO-MJIAAHTE NMAllHEHTH, TakKa ¥ OT
NMalHEHTHTE B CTAPUECKA BB3PacT ce Mpenopb4yBa HOPpMaIHa CXEMa Ha npuiaraHe (Bx. Touka 4.2).

bvbpeuno yepeoswcoane
dapMaKkoOKHHETHKATA HA aMJIOJJMIKMH He ce NOB/IMABA 3HAYMMO MpPH HapylleHHe Ha Ob Sl‘.ﬁ'
dyuxuma. Kakro ce oyaksa 3a BeLIECTBO, 4uiiTo 6Hx6peyueH kinpbHC € camo oxosio 30
IUIa3MEH KIHMPBHC, He ce Habmoaasa xopenaius Mexx Ty Ob0peuHaTa PyHKUHA U CH
€KCNO3HLIMA KbM BANICApTaHN.
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[Mopanu Ta3u npuuHMHa NALKMEHTHTE € JIeko A0 yMEpeHO ObOpeUHO yBpekaaHe MoraT Aa npuemar
obuuaiiHaTa HauandHa go3a (BX. Touka 4.2 n 4.4).

IMpn Hanuure Ha GBOpeuHo yBpeXXAaHe CPeHHTE MAKCHMAIIHH MiasMeHH KoHueHTpalind 4 AUC Ha
XHAPOXJIOPOTHA3KA Ca MOBMIIEHH, a CKOPOCTTA Ha EKCKPELHA B YPHHATa € HamaneHa. [1py nanyeHTH
¢ IeKO A0 yMepeHo 616peyHo yBpekaaHe ce HabnonaBa TpHkpaTHo nosuineH#e Ha AUC Ha
xuapoxaopornasui. [px naumuenTuTe ¢ TexkKo 6LOpeuHO yBpexKIaHe ce Habnonasa 8-kpaTHoO
nosumenne Ha AUC. Barrensam KoMn e npoTHBONOKAa3aH Mpu NalMeHTH ¢ TEXKO Ob0peyHo
yBpexXaHe, aHypHs WK Ha Adanu3a (BX. Touka 4.3).

Yeproopobuo ygpexcoane

Hanuuuu ca MHOTO OrpaHH4Y€HH JaHHH 3a NPUJIOKEHUETO Ha aMJIOIMITHH NPH NaLHEHTH C
yepHoApoOHO yBpexaaHe. [TauvienTyTe ¢ UepHOAPOOHO YBPEXKAaHe MMAT HAMAIEH KITHPBHC Ha
aMJIOAMIMH, KOiTO 80oaH A0 nokausaHe Ha AUC ¢ npubnusurento 40-60%. Ilpu nauneHTH € 1eKO a0
yMepeHO XPOHHUHO YepHOAPOOHO 3a6onsBaHe eKCITO3NUMATA KbM BAICAPTaH (ONMpPEAesiCHA Ypes
croithocTuTe H2 AUC) cpeaHo € NBa ITbTH NO-BUCOKA OT YCTAHOBEHATa NPH 34paBH A00pOBONLIM
(rpynupaHH no BB3pact, non 1 terno). [opanu pancapraHoBara KoMnoHeHTa Banrensam Komn e
NPOTHBONOKA3aH MPH NaUHEHTHTE ¢ YepPHOAPOOHO yBpexkaaHe (BX. ToukH 4.2 v 4.3).

5.3 IlpeaxiHHHYHH JARAR 32 0€30MACHOCT

AMaoaunyuH/BajicapTal/XuapOXA0pOTHAHA
B pennua npeAKIHHHYHHE NPOYYBAaHUA 3a 6€30NaCHOCT ¢ AMJIORMINMH, BAICAPTaH, XHAPOXJIOPOTHA3NA,

Ba/ICAPTAH/XHAPOXJIOPOTHA3ZHI, AMJIOJMITHH/BAJICAPTAH H aMJIOAHMITHH/BAICapTaH/XHAPOXJIOPOTHA3H
(Banten3zam Komi), npoBeaeHH Nnpu pazHyHy )XUBOTHHCKH BH0BE, JIMNICBAT AOKA3aTe/ICTBA 32
CHCTEMHA HJIM TAPreTHa OpraHHa TOKCHYHOCT, KOUTO [1a OKAKAT HEFAaTUBHO BJIMAHUE BLPXY
KNMHUYHaTa ynotpeba Ha Banrenzam Komn npu xopa.

[TpeAKAMHHYHH MPOYUBaHHUA 32 6€30MaCHOCT € MPOABIDKHTEIHOCT 10 13 ceAMHLIM Ca NPOBEACHH C
aMJIO IMNMH/ BAICAPTAH/XKAPOXAOPOTHA3HI NpK ibXoBe. KombuHaumaTa BoAH 1O OYAKBAHO
NOHIPKEHHE HA NTOKA3aTENHUTE Ha YepPBEHATA KPbBHA peIHLA (EPUTPOLIMTH, XeMOITIOOHH, XeMaTOKPHT
H PETHKYJIOLMTH), IOBHIHABAHE HA CEPYMHATA ypes, MOBHILABAHE HA CEPYMHUs KPEaTHHUH,
OBHIUABAHE HA CEPYMHHS KalHii, IOKCTarnoMepynapHa xuneprinasua B 650pexa ¥ Gokanuu epo3uy B
>KJIE3UCTHSA CTOMAX FpH TIIbXoBe. BcHuky Te3u npoMeHH ca o6patimu cael 4-ceaMudeH
Bb3CTAHOBHTE/IEH TMEPHOA M CE CMATA, UE ca BCJICACTBHE 32CWIBAHE Ha PapMaKOJIOrHYHHTE e(heKTH.

KoMOuHauuaTa aMIIOOHITBH/BAJICAPTAH/XUAPOXTOPOTHA3H] HE € W3CICABaHa 32 NTeHOTOKCHYHOCT H
KAHLIEPOTrE€HHOCT, ThH KAaTO JIMIICBAT JOKA3aTEICTBA 3a HAKAKBO B3aHMOAECHCTBUE MEXAY OTAC/THHTE
BELLECTBA, KOMTO Ca OTAABHA Ha nasapa. AMJIORHMITKH, BAJICApTaH H XHAPOXIOPOTHA3H] Ca H3C/IeABaHH
NOOTAENHO 33 M’eHOTOKCHYHOCT W KAHLIEPOT€HHOCT ¢ HETATHBHH PE3YyNTaTH.

AMnoaunun

Penpoodykmuena moxcuynocm

PernpoayKTHBHH MPOYYBAHHA NPH IUTbXOBE K MULIIKY MOKA3BaT 3aKbCHABAHE Ha NATaTa Ha paXKaaHe,
yIBKEHA MPOABIHKHTENHOCT Ha PaXAaHETO H HAMAIEHA KH3HECTIOCOOHOCT HA MANKHTE NPH J03H
npuOAN3UTENHO 50 NBTH NO-BHCOKH OT MAKCHMAIHHTE NPENOPHUYNTENIHI 103H NPHU XOpa, HIUHCIICHH

Ha 6a3a mg/kg. -

Hapywenua eve hepmuiumema

Hsama edekT pbpXy PepTHINTETA HA TUTbXOBE, TPETHPAHH € aMIIOAUTINH (MBXKH — 64 JHH H KEHCKH —

14 nHu npeay ukdToceane) B 1034 1o 10 mg/kg/neH (8 mbTH* MakCUMANHATa NPENOPLYHIGIFA IO

3a xopa oT 10 mg, H3uncnieHa Ha Gaza mg/m?). B npyro npoy4saHe npH [UTbXOBE, TPH ; WEXRH /)
MJBXOBE Ca TPETHpaHH ¢ aMnoaunuHos 6e3unat 30 AHH, ¢ 4034 CPaBHMMA C 103aTa TTF @ g, oo, ‘%% .

Ty .~ a
u3yucneHa Ha 6a3a mg/kg, ca ycTaHOBeHH NOHWKEHH MNa3MeHH HHBA Ha QOMUKY IOy BrDaYILy o 3\ 2 \
XOPMOH ¥ TECTOCTEPOH, KAKTO M MOHWKABaHE Ha IUTHTHOCTTA Ha criepMara 4 Ha 6po peses i - J‘ & J

i T LI TR T I
CMIePMATHAH H CEPTOJIHEBH KIIETKH. DA g
. - \‘h.., T "-;I:. _,-I" " ‘,r’lr
Q‘?“H . - "..-’-1;?. Ij..-' |
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Kanyepocenesa, mymazenesa

Hama naHHH 3a KAHLIEPOTEHHOCT NPU MTHX0BE U MULUKH, TPETHPAHH [IBE FOAKWHHU C aMJIOJHITHH B
XpaHaTa B KOHLIEHTPAL[MH, U34YHCJIEHH 12 OCUTYPAT JIHEBHH 1030BH HyBa OT 0,5, 1,25 u 2,5 mg/kg/neH.
Haii- Bucokara a03a (py MHMIUKH - OJIH3KA [0, a IPH IUThXOBE — /1B MbTH™ 10-BUCOKA OT
MaKCHMANHaTa NPENOPbYHTENHA KIHHKYHA 1033 oT 10 mg, n3uncneHa 3a mg/m?) e 6una 6nuska 1o
MaKCHMAJHO JOIMyCTHMATa J03a 3a MULIKH, HO HE M 33 TUTLXORE.

[MpoyusaHHs 3a MyTareHHOCT HE NOKA3BaT JIeKapcTBEHO-00YCNOBEHH €()E€KTH HHTO Ha NreHHO, HUTO Ha
XPOMO30MHO HHBO. '

* M3uMclieHa 3a nauueHTH ¢ Terno 50 kg

BancapraHl
HexnnuuuHuTe JaHHH HE NMOKAa3BaT 0CO0EH pHCK 3a Xopa Ha 6a3ara Ha KOHBEHUHOHATHUTE

¢dapMaKoJOTrMUHK NPOYYBAHHKA 3a 6€30NaCHOCT, TOKCHYHOCT NPU MHOTOKPAaTHO NpHJIAraxe,
reHOTORCHYHOCT, KAHLIEPOTEHEH NOTEHIHAJ, PENPOAYKTUBHA TOKCHYHOCT H TOKCHYHOCT 34
Pa3BHTHETO.

[Tpu ribXoBe TOKCHYHH J03M 3a Malikata (600 mg/kg/neH) no BpemMe Ha NOCNEAHUTE JHH OT
6peMEHHOCTTA M NEPHOAA HA JIAKTaLKg ca JOBEIN 10 MO-HUCKA CTENEH Ha NPEeXUBIEMOCT, N0-cado
Ha[1aBaHe Ha Terno v 3abaBeHo pa3BuUTHE (OTRE/IAHE HA YUWIHATA MHA3 H OTBapaHe Ha CIyXOBHA
KaHaJ1) Ha NoKoaeHueTo (BXK. Touka 4.6). Te3n no3u npu wrsxose (600 mg/kg/nen) npeacrasnasar
npubnusurento |8 meTH MakcUManHaTa NpenopbYKTEIHa 103a NPpH Xopa Ha Oasara Ha mg/m?
(M3YHCIIEHMATA CE OTHACAT 3a nepopanHa ao3a 320 mg/aeH 1 naumeHT ¢ Terao 60 kg).

ITpu HEKIMHUYHH NPOYYBAHHs 3a Ge30MacHOCT BUCOKH A03H BacapraH (200 no 600 mg/kg TenecHo
TErNO) NpeAH3BUKBAT MPH ILTbXOBE HAMaIABAHE Ha NMapaMeTPUTE Ha YePBEHHTE KPBBHH KJIETKH
(EpUTPOLIMTH, XEMOTJIOOHUH, XeMaTOKPHT) ¥ NPHYMHABAT NMPOMeHH B OBOpeuHaTa xeMOAHHAMHKA
(JleKO MOBHLUABAHE Ha ypesTa B KPbBTa, 6LOpeuna TyOynna xuneprinasus u 6azodunua npu
mMbxkkHTe). Tesun go3u npu mrexose (200 g0 600 mg/kg/nen) npeacrapiaBat MpHOJUZHTENHO 6 K

18 mbTH MAKCHMATTHATA NPCHOPLYMTENHA 1034 MPH X0pa Ha 6asata Ha mg/m?* (3UnCNeHUATa ce
OTHACAT 3a nepopanHa ao3a 320 mg/aed u nauuenT ¢ terno 60 kg).

[Tpn MapMO3€TKH B CPaBHHMM J03H NPOMEHUTE ca NOAOOHH, HO MO-TEXKH, 0CO0EHO B 6B0peunTe,
KBAETO MPOMEHHTE C€ pa3BUBaT N0 HedpONaThi, BIUIIOYBALIA NOBUIICHHE HA YpedATa U KpeaTHHHHA B
KpPbBTa.

HabGnionaga ce cbiio xuneprpodus Ha OuOpeUBHTE YOKCTAarNnoOMepyaHu KIETKH U ApH JBaTa BHJA.
CuuTa ce, ye BCHYKH NPOMEHH C€ OTbJDKAT Ha (PAPMaKOJIOrHYHOTO ACHCTBHE HA BAJICApPTaH, KOETO
BOAM J10 NPOAB/DKUTENHE XHNOTOHUA ocobeHo npu MapmoseTHte. Marnexa, ye TepaneBTuyHaTa 103a
Ha BaJCapTaH MPH XOpa He e CBbp3aHa ¢ xuneprpodus Ha 6bOPEYHHTE IOKCTArIOMEPYJIHH KIETKH.

6. GOAPMAILEBTHYHH JAHHHU
6.1 Cnachbx HAa NOMOIMANATE BellleCTRA

Banmewnzam Komn 5 mg/160 mg/12.5 mg ¢puwimupanu mabremxu
Hopo na mabremxama

MHUKpOKpHCTaIHA LIETY103a

YacTHuHO 3aMecTeHa XHAPOKCHIIPONHWILIENYTIO3a

KonouaeH, 6€3BoJeH CHIHLIHEB AHOKCHI

MarHe3ueB cTeapart

Tank

Ilokpumue na mabaemxama
Honusuuunos ankoxon (E1203)
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Turanor auoxenn (E171)

Tank (E5353b)

Makporoa 4000 (E1521)

CubrnonMMep Ha METAKPHIOBA KHCcenuHa U etunakpunar (1:1)
Hatpuer 6ukapbonat (E500(ii))

Bammenzam Komn 10 mg/320 mg/25 mg dhuwmupanu mabremxu
Hopo na mabremxama

MukpokpHcTanHa Leay103a

HacTUyHO 3aMeCcTeHa XHAPOKCHITPONWIILIENY103a

KonouaeH, 0e3BoaeH CHNIHLMEB JHOKCHA

Maruesunes creapar

Tank

Iloxpumue na mabnemxama

[TonusuHuwnor ankoxon (E1203)

Tank (E553b)

Kbt xkeneszen okcua (E172)

Makporon 4000 (E1521)

Twuranos nuokcun (E171)

CpnonyMMep Ha METAKPHWIORa KHCEIMHA B eTwiakpuaar (1:1)
Harpuer Ouxapbonat (ES00(ii))

Yepnex xxeneseH okcua (E172)

6.2 HecbBMECTHMOCTH

Henpunoxumo

6.3 Cpok Ha rogHocT

2 TONMHH

6.4 CroenHalHH YC/JI0BHR HA ChXPRHEHHE

Bnucrep: Ja ce cexpansaea noa 30°C. Jla ce cbxpaHaBa B OpHrHHa/IHaTa ONAKOBKa, 3a J1a C¢ npeanasy
OT BJ1ara ¥ CBETJIMHA.

HDPE 6yrmunka: Jla ce cCbXpaHsBa B OpHIrdHaHaTa ONakoBKa, 3a Ja Ce NpeAnasy oT Biara.

6.5 BHIH cHALPARHHE HA ONAKOBKATA

PVC/PVDC/Al 6nucrepn
Bunose onakoaku: 14, 28, 30, 56, 90 u 98 dunmMupany Tadbnerxu

HDPE 6yTunku ¢ PP kanauka
Bugose onakoBku: 100 ¢punmupanHu TabneTku

He BcHuky BHIOBE ONakOBKK MOrat Aa O6baaT MyCcHATH Ha f1a3apa.,
6.6 Coenna/IHH HPeANAa3HH MePKH NPH A3XBLP/IfAHe H paboTa

Hama cnienyansiyd U3UCKBaAHHA.
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7. TNPHUTEXATEJI HA PAZPEIIEHHUETO 3A YIIOTPEDBA

Teva B.V.
Swensweg 5
2031 GA Haarlem

Huaepnanaus

8. HOMEPA) HA PAZPEIHIEHHETO 3A YIIOTPEBA

Bantenzam Komn 5 mg/160 mg/12.5 mg dunmupanu tabnerku
Per. Ne 20200136

Barrensam Komn 10 mg/320 mg[’lfj mg GUIMHPaHA TabJEeTKH
Per. Ne 20200137

9. JATA HA II'BPBO PAZPEIIABAHE/TIOAHOBABAHE HA PASPEIIIEHHETO 3A
YIIOTPEBA

JlaTta Ha mspBO pa3peinasaHe: 18 aBrycr 2020 .
JlaTta Ha nOCieAHO NOJHOBABAHE;

10. JATA HA AKTYAJININPARE HA TEKCTA
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