MPHJIOXEHMUE 1

KPATKA XAPAKTEPUCTHKA HA ITPOAYKTA




1.  MME HA JIEKAPCTBEHUS ITPOAYKT LDl Pooe 5/6’ S /EESEL/

6
Bantpukom 5 mg/160 mg/12,5 mg dunmupanu tabnetku }\9 96 7 - 3% 70 -01- b ¥

Banrpukom 5 mg/160 mg/25 mg ¢punmupanu TabieTku
Bantpukom 10 mg/160 mg/12,5 mg puamupanu tabneTku
Bantpukom 10 mg/160 mg/25 mg ¢puamupanu TabneTku
Banrpukom 10 mg/320 mg/25 mg ¢puamupanu Tabnetku

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

2 KAYECTBEH U KOJIMYECTBEH CbCTAB

dmg/160 mg/12,5 mg
Bcesaka dunmupana Tabnerka cbabpka S mg amaoAunuH (amlodipine) (kato amnoaunyHoB 0esunar), 160 mg
BasicaptaH (valsartan) v 12,5 mg xuapoxnopotuasun (hydrochlorothiazide).

) mg/160 mg/25 mg
Bcesika hunmupana Tabnerka cbabpka S mg amnoaunul (amlodipine) (kato amnoaunuHoB 6e3uwnar), 160 mg
BajicapTaH (valsartan) v 25 mg xuapoxnoporuasua (hydrochlorothiazide).

10 mg/160 mg/12,5 mg
Bceska ¢punmupana tabnerka cpabpka 10 mg amnoaunuu (amlodipine) (kato amnoaunuHoB 0e3unar), 160 mg

BasicaptaH (valsartan) v 12,5 mg xuapoxnoportuasun (hydrochlorothiazide).

10 mg/160 mg/25 mg
Bcsaka dunmupana tabnerka cvabpka 10 mg amnoaunud (amlodipine) (kato amioaMnuHoB 6e3unar), 160 mg

BasicapTaH (valsartan) v 25 mg xuapoxnoporuasua (hydrochlorothiazide).

10 mg/320 mg/25 mg
Beska punmupana tabnerka cpabpxka 10 mg amnoaunud (amlodipine) (kato amyioaunuHoB Oe3unar), 320 mg

BasicapTaH (valsartan) v 25 mg xuapoxnoporuasua (hydrochlorothiazide).

3a M'bJIHKUA CNUCHK HA MOMOLUHUTE BELLIECTBA, BHXKTE TO4YKA 6.1.

3. JIEKAPCTBEHA ®OPMA
dunmupana tabserka (Tabnerka)

I mg/160 mg/12,5 mg
benu unu noyru 6es1M, OBaJIHK, ABOMHOU3ITbKHANHK (PWIMHUpaHH TabsieTKH, ¢ penedHo odbo3zHayeHue K1 ot enHaTa
cTpaHa Ha TabneTkara, ¢ npubIM3UTEIHU pa3mepu 13 x 8 mm.

J) mg/160 mg/25 mg

bnenoxbnTH, OBaJIHK, ABOHHOW3NbKHAIK (pUaMUpaHH TabneTkH, ¢ penedHo obo3HaueHne K3 ot enHaTa ctpaHa Ha
Tabnerkara, ¢ npubaM3UTENIHH pazMepH 13 x 8 mm.

10 mg/160 mg/12,5 mg

Po3oBu, oBasIHH, ABOMHOU3MbKHAIH rIMHpaHU TabeTku, ¢ pestiedHo obo3HaueHne K2 ot eHaTg cpatic
Tabnerkara, ¢ NpuOJIM3UTENIHK pa3mepH 13 x 8 mm. }@R\W No
10 mg/160 mg/25 mg -
KadsaBo-xxbaTH, OBa/IHH, ABOHHOM3NMbKHAIH PUAMHpaHU TaONETKH, ¢ penieHO 0003HAUECHFK

TabsieTkara, ¢ NpubaM3UTEIHH pazMepd 13 x 8 mm.
10 mg/320 mg/25 mg




Kadaso-uyepBeHH, OBaIHH, ABOHHOU3MBbKHANH PUWIMHPaHH TabIEeTKH, ¢ NpuOm3HTeIHK pasmepr 18 x 9 mm.

4. KJAHHYHH TAHHHA

4.1 TepaneBTHUYHH IOKA3AHKA

JleueHHe Ha eCEHLIMAIHA XMIIEPTOHHA KATO 3aMECTHTEAHA TEpANHus MPH Bb3PACTHH NAUHEHTH, NPH KOKHTO €
MOCTHIHAT 3310BOJIMTENEH KOHTPOI BBPXY apTePHATHOTO HANAraHe ¢ KOMOHHALMATA aMIOIKTIHH, BAJICApPTaH H
xuapoxaopotuazug (HCT), npunarany kaTo TpU OTACTHH JEKapcTBeHH GOPMH MM KaTo PUKCHpaHa JBOiHA
KOMOMHaUWA 4 OTAENHA NeKapcTBeHa Gopma.

4.2 JH0o3upoBKa H HAYHH HA NPHNOKEHHE

Jo3upoBka

[TpenopbunTenHara no3a Bantpukom e eaHa tabieTka AHEBHO, 3a MPEANOYHTAHE CYTPHH.

[lpeay na npeMUHAT Ha leyeHHe ¢ Bantpukom nauueHTUTe TpAOBA Na ObAAT HAa PUKCHPAHH NO3H OT
CbOTBETHHTE MOHOKOMIIOHEHTH, KOWUTO NMPHEMAT 110 cbLIOTO Bpeme, Jo3arta Ha BanTpukoMm ce onpeaens Ha Oasa
J03MTE HA OTHEIHUTE KOMIIOHEHTH OT KOMOHHALIMATA B MOMEHTA HA NPEMHHABAHETO.

MakcrMalTHaTa npenopbuHTenHa no3a BantpukoM e 10 mg/320 mg/25 mg.

CneLHasHH NomyaaLunu

Bvb6peuno yspesicoane

ITopanu xuapoxnopoTHazuoHaTa KOMNOHEeHTa BanTprkoM e NpoTHBONOKA3aH NMPH MNaLUUEHTH C aHypHA (BX.
ToYKa 4.3) ¥ NpH NaUKHEHTH C TexkKo O1LOpeuHo yBpexaane (CkopocT Ha rnoMepyiiHa ¢puntpauua (GFR)
<30 ml/min/1,73m?) (Bx. Touxu 4.3, 4.4 n 5.2).

He ce Hanara kopekiMa Ha HaYaTHaTa J03a NPH NALMEHTH C NIEKO 10 YMepeHo OLOpeuHo yBpexaaHe (BX. TOYKH
4.4 u5.2).

Heproopobro yapesxcoane

[lopaay BancapraHoBaTa KOMMOHEHTa BanTpukoM € NpoTUBONOKA3aH NPH NMALUEHTH € TEXKKO YEPHOAPOOHO
yBpexaase (Bx. Touka 4.3). [Ipu nauueHTH € NeKo 0 yMEpeHO YepHOAPOOHO yBpekKaHe Oe3 xosecTasa,
MaKCHMANHATA NPENnOpbUYMTE/HA 1032 BajicapTaH € 80 mg u nopaau Ta3u npuuuHa BanTprukom He e noaxoasiu
FIPH Ta3W rpyna nauueHTH (BXK. Toukd 4.3, 4.4 v 5.2). [Ipenopbku 32 n103aTa HA aMNOAUNHH NPU NALUEHTH C JIEKO
JI0 YMEPEHO HepHOAPOOHO yBpeXKaaHe He ¢a yCTaHOBEHH. [Ipy npeMuHaBaHe Ha NOAXOJALLY MALUEHTH C
XHNIEPTOHKA (BXK. TOUKa 4.1) 1 yepHOAPOOHO yBpekKaaHe KbM NeueHue ¢ Banrpukom, Tpabaa na ce usnonsea
Hal-HUCKAaTa HAIMUHA 1034 aMAOAMUIIHH.

Covpoenna nedocmamvyrocm u KOpoHapra borecm Ha cvpyemo

ColIecTBYBa OrpaHy4€eH OnuT ¢ ynorpedara Ha BanTprkom, 0cobe€HO B MAKCUMANHH 1034, MPH NALMEHTH CbC
CbpACYHA HEAOCTATHHHOCT U KOpOHapHa Oonect Ha chpuUeTo. [IpenopbyBa ce NOBULIEHO BHHMAHHKE NPH
MALHEHTH ChC ChpASYHA HEAOCTATLYHOCT H KOPOHApHA O0MECT HA CBLPLIETO, OCOOEHO NPH NMpHIaraHe Ha

MakcumanHara 203a Banrpukom 10 mg/320 mg/25 mg.

ITayuenmu 6 cmapuecka ev3pacm (Ha ev3pacm 63 200uHU U hogeye)

o
[TpenopbuBa ce NOBUILIEHO BHUMAHHUE, BKIFOYUTETHO NO-4ECTO MOHHTOPUPAHE HA apTCPRSBIG B aX 2 E i
MalHEHTH B CTAPYECKa Bb3pacT, 0COOEHO NpM NpunaraHe Ha MakCMManHara no3a Ba ' e il




10 mg/320 mg/25 mg, Thi KaTO AaHHUTE 3a YynoTpeda Npu Ta3yu NALMEHTCKA NMOMyJauns ca orpaHuueHH. [lpu
npeMHHABaHE HAa MOAXOAALUM NALMKEHTH C XHITEPTOHHUA (B2K. Touka 4.]1) kbM sleueHue ¢ Bantpuxkom, Tpabaa na ce
M3M10/13Ba HAW-HUCKATA HAJIMYHA 1033 aMJIOHINUH.

ITeduampuuna nonyrayun

Hsama ¢cbOTBETHO NMPHNOXKCHHEC Ha BaJ'ITpHI{UM B riI€AHaTpHYHaTa IOIlyJIallHA (I'IELI,HEHTH Ha Bb3pacT Nnoj 18
FOﬂHHH) 34 NMNOKAa3aHHETO NCUCHUEC Ha CCEHLIHA/IHA XHINCPTOHHA.

HayuH Ha NPUIOKEHHE

[lepopalHO NPHAOKEHHE
BanTpukoMm MOXE aa ce npHema ¢ uiu 6ez xpaHa.

Tabnerkure TpabRra Aa Ce NOTrABINAT LEMH C MATKO KOJTHUYECTBO BOJA, NO €HO M ChLIO BPEME BCEKH ACH, 34
NpeANOYHTAHE CYTPHH.

4.3 IIporaBonOKA3aAHHSA

- CBP’]:X“IYBCTBHTE‘J'IHOCT KbM aKTHBHHUTEC BCUICCTBA, IDYTIH CYHEI)OH&MHD,HH MMpOH3BOJHH,
AUXHAPOINHPHUIHAHOBH NDOHU3BOJIHA WIN KbM HAKOE OT NOMOLIHHTE BELICCTBA, H3SPOEHH B Touka 6.1.

- Bropu u TpeTH TpuMecTbp Ha OpeMeHHOCTTa (BX. TOUKKM 4.4 1 4.6).
- YepHoapoOHo yBpexaaHe, bunuvapHa nypo3a iiH xonecrasa.

- Texxko 6p6peuro yspexaane (GFR <30 ml/min/1,73 m?), aHypHs ¥ nNpH NaUKEHTH Ha JHATH3A.

- EnuoBpemennara ynorpeda Ha BaTTpukoM ¢ aTUCKUPEH-ChAbPKALIH NPOAYKTH € MPOTHBOMOKA3aHA MpH
MaLMEHTH ChC 3axapeH auaber unu 6u6peuno yepexkaate (GFR <60 mli/min/1,73 m?) (Bx. Touxu 4.5 u

5.1).
- PedpakTopHa xunokanueMua, XUNOHATPHEMHSA, XHNEPKAIUHEMHS H CHMITTOMATHYHA XHNEpYPHKEMHUS.
- Tekka XUNOTOHUA.

- Lok (BKTIOYUTENHO KAPAWOFEHEH LOK).

- OO0cTpyKLMA HA B3XO0Aa Ha ABA KaMepa (Hanp. XxuneprpodpHyHa 0OOCTPYKTHBHA KapAHOMHOMNATHA H
BUCOKOCTENEHHA A0PTHA CTEHO3a).

- XeMOAMHAMHYHO HeCcTaOMITHA ChpaeYHA HEOCTATBYHOCT Cllel OCTbP MHOKapAeH UHDapKT.
4.4 CnengajiBn npeaynpexiends B Npeina3HH MEPKB npa ynorpeba
beszonacHocTTa M €pUKACHOCTTA Ha AMJIOJKIHH MNPHA XHNEPTOHUYHA KPH3a HE Ca YCTAHOBEHH.

[TanyeHTH ¢ HaTpUEB- W/ HAK 06eMeH nedULMT

amnoaunuu/Bancaprat (10 mg/320 mg) u 0,2% npy nauMEHTHTE Ha XHAPOXJIOPOTHAZHI/AMITO}
(25 mg/10 mg) B X04a Ha KOHTPOIHPAHO UIMHUTBAHE MPH NAUHEHTH C YMEPEHA 0 TEXKKA, Hey v
XHUIMIEPTOHHA.




[pu nauvieHTH ¢ HaTpUeB WKWK obemeH AePHUUNT, NPHEMALLH BUCOKH A03H AHYPETHIH € Bb3MOXKHO Ja
Bb3HUKHE CHMMTOMATHUYHA XHIIOTOHHSA CN1€]] 3aM0YBaHe HA IEYEHHETO C
aMAOAMITHH/BANCAPTaH/XUAPOXJIOpOTHa3HA. AMIIOAHNIMH/ BanicapTaH/XnapoxaopoTHasna Tpabea ga ce npunara
CaMo CJIEA KOPHIrHpaHe Ha NpeALLEeCTBal HaTpUeR WK obemeH neduuuT.

AKO rpH IeYeHHe C aMI0AWNHH/BancapTaH/XHAPOXAOPOTHA3H/ HACTbIH €KCUECHBHA XHNOTOHHA, NMALIMEHTBLT
TpsaGea Aa ObJe NOCTaBeH B JIErHANIO MONOKEHHE H IPH HEOOXOAUMOCT [1a Ce NPUIOKH HHTPaBeHO3HAa HHQY3HA C
dm3ronorudeH pasteop. JleueHuero Moxke 1a Obae NPOALIKEHO CREA KATO ce CTabWIH3KHpa apTepHanHOTO
HANAraHe.

[IpoMeHH B CEPYMHHTE EIEKTPOIHTH

Amro0unun/earcapman/xuopoxiopomua3uo

B x0/a Ha KOHTPOJIHPAHOTO KIIMHHYHO M3MHTBAHE HA AMIIOAUTIMH/BalICApPTaH/ XHIPOXJIOPOTHA3HA NNPU MHOTIO OT
alHeHTHUTEe MPOTHBONOIOXKHHTE edexTH Ha BancaptaH 320 mg u xuapoxyopoTHasna 25 mg BbpXy HHBAaTa Ha
CEepYMHHI KaNHii MOYTH ce HEYTPAU3UPaT B3auMHO. [1pu Apyru NaLWEeHTH, SAUHUAT WIHA APYTUAT €PEeKT MOXKeE
aa noMHHupa. [lepoauuHO, HA NOAXOAALLM HHTEPBAIK OT BpeMe, TpaOBa 1a ce H3C/IeABaT HUBATA HA CEPYMHHTE
ENEKTPOSIKTH C LIEJT OTKPHBAHE HA Bb3MOXKHH €/IEKTPOSIMTHH HApYLICHHA.

[TepHoaHYHO H3CNeIBAHE HA HUBATA HA CEPYMHHTE ENIEKTPOJIHTH, MO-CNELHanHo Ha Kaius, TpadBa na ce
MpoBEKAA Ha ONpeAceHH HHTEPBAIA OT BPEME C LIE]I OTKPHBAHE Ha Bb3MOXHH €JICKTPOJIHTHY HapYLIEHHS,
0cOOEHO NPH NALHEHTH C APYTH PUCKOBH (PaKTOpH KaTo HapyuieHa ObOpeuHa QyHKUMA, TeUeHUe ¢ ApYTH
JIEKAPCTBEHH NPOAYKTH MM NPEeAX0KAallla aHaMHE3a 32 €JIEKTPOJIMTHH HapyLIeHHA.

Banacapman

EnHospeMeHHaTa ynotpeba ¢ KanHeBH 000aBKH, KANHX-CbXPaHABALIH JHYPETHLIH, 3aMECTHTEIIH Ha COJITa,
ChABPKALM KATHA, Wi APYTH JIEKAPCTBEHH NPOAYKTH, KOMTO OMXa MOI/IH J1a MOBHILIAT HHBATA HAa KAIHH
(XenapHH H T.H.), He ce npenopbuBa. CTORHOCTHTE Ha Kanus TpaOBa CbOTBETHO 1a C& MOHHUTOPHPAT.

Xuopoxaopomuasuo

JleyeHHeTo ¢ aMAOAHITUH/ BaICAPTAH/ XHAPOXIOPOTHA3K TPAOBa Aa C€ 3aMOYHE CaMO ClIEA KOPHIUPAHE Ha
XHUITOKANHEMHATA H CbITbTCTBALUATA XHIIOMAarHesdeMusa. THasHAHWTE AHYPETHILH MOTAT Ja YCKOPST HOBA NOABa
Ha XMMOKAJHEMHUSA WIH A2 000CTpAT NpellecTBAlla XHIoKanieMus. THa3HAHKTE AMYPETHUH TpaOBa Ja ce
MPHJIAraT ¢ NOBUILEHO BHUMAHHUE NP NALMEHTH, YHETO ChCTOAHHE € CBBP3aHO ChC NOBULIECHA 3aryba Ha kanui,
KaTO HaNnpuMmep coi rybeiu HegponaTny UM NPEPEHANTHO (KapAKOreHHO) YBpekaaHe Ha ObOpeuHaTa QyHKLHA.
AKO N0 BpEME Ha Tepanus ¢ XUAPOXJIOPOTHA3ZH] CE PA3BHUE XHITOKANTHEMUS, MPHEMBT Ha

aMAOAMMHH/BAICAPTaAH/ XUAPOXJIOPOTHA3KA TPAOBA A2 Ce NPEYCTAHOBH 10 cTAOMNHO Bb3CTAHOBABAHE Ha DataHca
HA KAAHA.

TwazuaHWTE OHYPETHLM MOTaT [a YCKOPAT HOBA NOABA Ha XMITOHATPHEMHMS U XHIOXJIOPEMHUYHA alKano3a Wiy aa
o0oCTpAT NpeAwecTRalla xurnodarpueMus. Habnioagasana € xunosatpMeMHus, CbNpoBOACHA OT HEBPOJOrHYHA
CUMITTOMATHKA (rafeHe, NporpecuBHa Ae30pUeHTalus, anats). JleueHuero ¢ xuapoxnopoTuazuau Tpabsa aa ce
3aMoYBa CJie/ KOPUIripaHe Ha NnpeaulecTralla XxunoHatpuemus, B cayuaii Ha Texxka uinu 66p30 pa3BuBaLila ce
XUMOHATPHEMHUS 10 BPEME Ha JICUEHHETO € aMI0ANNTHH/BANCAPTAH/XHAPOXJIOPOTHA3UA, JICHSHUETO TpsbOBa na
6bae CnpsSHO A0 HOPMAIM3HpAHE HA HUBATA HA HATPHA.

BCcHUKH MalKEHTH, MPUEMAaIlH THa3HIHH AMYpeTHLHM Tpa0Ba nepHoaH1HO Ja 6bAaT NpocnensBaHH 3a
€JIEKTPOJAMTHU HapyLIEHUA, 0COOEHO Ha Kanus, HATPHA U MarHe3us.

b1Opeuno yspexnaHe

TrazuanuTe AUy PETHLH MOTAT 18 YCKOPSAT a30TEMUATA NPH NALMEHTH C XPOHHUYHO O1Opey
Koraro aMmaoaunuH/BancapTai/XuapoXJOpoTHa3KMA e npuiara npy NauneHTH ¢ 60peuno
NpenopbUBa NEPUOAUUHO NPOCNeAABaHe HA HHBATA HA CEPYMHHTE CIICKTPONUTH ( BKIIKOY




KpeaTHHHHA U MMKOYHATA KHCENMHA. AMAOJUMUH/BANICAPTAH/XHAPOXIOPOTHA3HKH € NIPOTHBONOKA3aH NpH
NaLMEHTH C TEXKO OBOpeUHO yBpeKAaHE, aHYPUA HITH MPOBEKIALUMA AHANH3A (BX. Touka 4.3).

He ce H3KCKBa KOpHIHpaHe HA A03aTa Ha aMJIOAUITHH/BAICAPTAH/ XUAPOXIOPOTHA3UA NMPH NALIMEHTH C JIEKO A0
ymepeno 6u6peuro yspesxaane (GFR >30 mlVmin/1,73 m?).

CreHno3a Ha 6p0peyna aprepus

AMIOAHNUH/BaNIcapTaH/ XHIPOXJIOPOTHA3H TPAOBaA a ce npuaara ¢ NOBULIECHO BHHMAHHE 34 JIEYEHHE HA
XHUIIEPTOHHKS MPU MALAEHTH C €JHOCTPaHHA WM ABYCTPaHHA CTEHO3a Ha 6BbOpeUHUTE apTepUH WIH NPH CTEHO3a
Ha apTepus Ha eAUHCTBEeH OBOpeK, ThH KATO NpH TaKKBA NALIMEHTH MOXKE J1a CE MOJyUH NOBULLIABAHE HA YPEATa B
KPbBTA U CEPYMHMA KPEATHHUH.

b1rOpeuHa TpaHCIaHTaU NS

J1o TO3H MOMEHT HAMa HaTpyNaH ONKT N0 OTHOUIEHHE Ha Oe3onacHaTa ynorpeba Ha
aMJTOIMNTHH/ BAJICAPTaH/ XMAPOXJIOPOTHA3HUA NPH MALMEHTH ChC CKOPOLIHA ObOpeyHa TpaHCIUTaHTa LKA,

YepHoapobHo yepexaaHe

BancapTtaH OCHOBHO Ce eTMMHHHUPA HEMPOMEHEH 4pe3 dUTbukarta. [1oMyKHBOTET Ha AMJIOOMIIMH € YOBLJIKEH, a
croiiHocTHTe Ha AUC ca no-BHCOKH NpH NaLMEHTH C HapylleHa YepHoaApoOHa ¢pyHKUHA; HE €2 YCTAHOBEHH
npenopbkH 3a no3ata. IIpy nauMeHTH ¢ neko 1o ymepeHo yepHoapoOHO yBpexkaaHe 6e3 xonecrasa
MakCHMAJIHATA NPenOpbYHTENHA 1032 BancapTaH e 80 mg, cnenoparenHo
aMJIOAMNHH/BAICAPTAH/XHAPOXJIOPOTHA3HA HE € MOAXOAALL PH Ta3H rpyna nauueHTH (Bxk. Touku 4.2, 4.3 H
5.2).

AHruoenem

Cpo0imapa ce 3a Ciy4au Ha aHruoeieM, BKIIOUUTETHO OTOK Ha JTApUHKCa M MNOTHCa, NPUYKHABALL 0OCTpyKUMA
Ha OUXATEIHUTE MbTHLIA W/ MK OTOK Ha NULIETO, YCTHUTE, (PapHHKCA WK €3UKa NMPH NAUMEHTH, JIEKYBaHH C
BasicapTad. HAKoM OT Te3d nMalMeHTH ca UMM U MPEIU TOBA AHTHOEAEM, NPH JIEUEHKHE C APYTH JICKAPCTBEHH
npoaykTH, BKmounTenHo ACE unxuburopu. AMaoaunuH/patcaprad/XuapoxXJopoTHa3ua TpaOBa Ja ce clpe
He3a0aBHO NpPH NALMEHTHTE, KOWTO MOAYYAT aHFTHOEIEM H He TpAOBa Ja ce npuara OTHOBO.

HHTecTHHANIEH aHrHoedeM

3a HHTEeCTHHAJIEH aHTHOEAEM ¢e CHoOLaBa NpyU NaLMeHTH, IeKYBaHH € aHIHOTeH3uH 1 peuentopHu
AHTACOHMCTH, BIJIIOMHTENHO BaJicapTaH (Bx. Touka 4.8). Te3u naimeHTH UMaT KOpemHa Dosika, ragene,
noepbuiaHe H auapus. CHMITOMHTE OTIIYMABAT Cle]l NpeyCcTaHOBABaHe Ha aHrHoTeH3HH II peuentopHuTe
aHTArOHUCTH. AKO Ce AHATHOCTHIHPA WHTECTHHANICH aHIHOEAEM, JICHEHUETO ¢ BancapTad Tpabsa na ce
NMpeyCTAHOBH M [1a C€ 3ano4He NoAXOAAio HabmMoaeHHe A0 IMHIHOTO OTIYMABAHE Ha CHMITTOMHTE.

ChbpaeyHa HEAOCTATBLYHOCT H KOpOHapHa fonecT Ha ChpLETO/NOCTMHOKAPEH UHGAPKT

Karto nocieauua or MHXMOHpPaHETO Ha peHHH-AHMHOTEH3HH-AJIA0CTEPOHOBATA CHCTEMA TTPH  MPEAPA3NOA0KEHH
nalMeHTH MOraT a ¢e O4aKBaT NpoMeHH B ObOpeuHaTa pyHKuus. [Ipu naLneHTH ¢ TexXKa CbpAeyHa
HEJOCTATBYHOCT, YHATO HBOpeuna pyHkUMA 61 MOria 4a 3aBHCH OT aKTHBHOCTTA HA PeHHH-aHTHOTEH3HH-
anaocTepoHOBaTa cUCTEMA, AeyeHueTo ¢ ACE HHXHUOUTOPH H aHTMOTEH3HH peuenTopHU OJ10KepH ce CBBbp3Ba C
OJIMTYPHA W/WIH NPOTrPECHBHA a30TeMud M (paako) ¢ ocTpa HbOpeuHa HeaOCTATHYHOCT H/KNU cMBPT. [101006HH
pe3yTaTy ca cboOUIeHd 3a BasicapTaH. OLIEHKaTa Ha MALMEHTHTE CHC ChPACYHA HEAOCTATLYHOCT H W
NOCTMHOKapeH HHDAPKT Tpa0Ba Aa BKAIOUBA BHHArH OUEHKA Ha ObOpeynara pyHKuMA. }@w Mo

& g

B abarocpouno, naauedo-koHtponupaHo npoy4saHe (PRAISE-2) ¢ amnoaunun npu naude
HegoctarbuHocT knac 111 u IV no NYHA (New York Heart Association Classification), ¢ Heuf{xaMi¥ R
ETHONOIUs, aMJIOAUNHKH Ce CBbP3Ba C nosHileH 6poii cbobueHus 3a 6enoapobeH OTOK, BbIPE %y 1C S
3HAYMMa Pa3IMKa B YECTOTATA Ha BIOLIABALIA CE ChPAEYHA HEJOCTATBYHOCT B CPABHEHHE C MIRUEDO.




'Bnokepure Ha KaNUUEBMTE KAHATH, BKHOYHTETHO aMJIOAKRIIMH, TPAOBA Na Ce H3MNOA3BAT C MOBULLIEHO BHHMAaHHE
NpH NaLWEHTH ChC 3aCTOMHA ChpAeyHa HEAOCTATBYHOCT, ThH KATO MOraT 1a MOBULIAT PHCKA OT OBACLLH
CbPACUYHOCHAOBH CHOUTHA H CMBPTHOCT.

Heobx0aUuMO € NOBHUILIEHO BHUMAHUE NMpH MalHuCHTH CbC CHpACHHA HEAOCTATHEHHOCT H KOPOHA4PHa bosiecT Ha

chpueTo, ocobeHO NpH BUCOKATa A03a aMNOAHNKH/BancapTan/xuapoxioporuasun 10 mg/320 mg/25 mg, TeH
KaToO CHLIECTBYBALINTE AAHHHWTE NPHU Ta3H NALHMEHTCKA MONMYJIalUHA ¢4 OrPaHUUYEHH.

AUE[H& H MUTDANHA KNarnHa CTEHO3d

Kakro NpH BCHYKH APYTrd Ba30AWJIATATOPH € HﬁOﬁKO.HHMO Clia3BaHC Ha CNICUHAJTHA MNpEANa3Hu MEPKH NpH
NnauyHCHTHA C MHUTPaJIHa KJlarHa CTEHO3a HITH 3Ha4YHMA aOPTHA CTCHO3a, KOATO HC € BUCOKOCTEIICHHA.

bpeMeHHOCT

AnruorensuH Il peuenropuure 610kepu (AlIPb) He TpabBa na ce 3anouBar no Bpeme Ha OpemeHHOCT. OCBEH aKo
npoabxaBaHETO Ha TepanusiTa ¢ AIIPb ce cuuTa 3a X)XKH3HEHO BaXKHO, HA MALHEHTKHUTE, KOUTO IUIAaHUPAT Aa
3a0peMeHenaT, TpAOBa na ObAC HA3HAYECHO ATTEPHATHBHO AHTUXHUINIEPTEHIUBHO NEUCHUE ¢ YCTAHOBEH npodnn Ha
6e3zonacHocT 3a ynoTpeda no BpeMe Ha OpeMeHHOCT. [1pu ycTaHOBABaHe Ha HpemeHHOCT NeyeHneTo ¢ AIIPh
TpaOBa Aa ce NpeycTaHOBH HE3a0aBHO H, aKO € YMECTHO, A CE 3alI0YHe aTTepHaTHBHA TepanHi (BX. TOUKH 4.3 1

4.6).

[TepBHYEH XHNTEPaAAOCTEPOHHIBM

[TanueHTH ¢ NLPBHUYEH XHINEPANAOCTEPOHU3bM HE TPAOBA Aa ObaaT ieKyBaHH ¢ aHTHOTEH3HH I peuentopHus
6n10Kep BancapTaH, Thi KaTO TAXHATA PEHHH-AHTMOTEH3WH-AJ1I0CTEPOHORA CUCTEMA HE €  akTHBHpaHa. [lopaau
Ta3H NMPHYHHA aMJIOIUITHH/BANICAPTAH/XHAPOXIOPOTHA3U]L HE Ce MPENopbURA NPH Ta3H MOMYIALMA.

CuUcTeMeH aYITyC EPUTEMATONEC

Crobmana ce, 4e THA3HAHHMTE AHYPETHLM, BKIHOMHTEIHO XHAPOXJIOPOTHA3K, MOTaT Aa 00OCTPAT UM Aa
aKTHBHPAT CHCTEMEH JTYITYC €PHTEMATOAEC.

Hpyru MeTabONHTHH HAPYLICHHA

THa3zHaAHUTE AUYPETULIH, BIVTIOYHTENHO XHAPOXJIOPOTHA3KMI, MOFAT ia HapyLIaT FAKKO3HHA TOJIEPAHC H Ja
MOBULLAT CEPYMHUTE HHBA Ha XOJECTEPON, TPUITIHLUEPHIN W NHKOYHa KucenuHa. Ilpu nauuyenTu ¢ anaber Moxe
1a € HeoOX0aMMO KOpHIHpaHe Ha A03aTa Ha MHCYJIMHA WK HA AEPOPATHOTO XUIMOMITMKEMHYHO CPEACTBO.

[lopaay XMapOXNOPOTHAZUAHATE KOMIIOHEHTA aMJIOAMNHH/BANCAPTAH/XHAPOXIOPOTHA3U] € NPOTHBONOKA3aH
NpU CUMITTOMATHYHA XHUIMIEpYPHKEMHA. XHIPOXJIIOPOTHA3H MOXKE Ad MNOBULINA CEPYMHUTE HHBA Ha MUKOYHATA
KHCe/IMHA, Nopajd HaMaJleHHs KJIMPBHC Ha MHKOYHATa KHCE/IMHA H MOXKE Aa MPUYHHY HIH Aa obocTpu
XHNEPYPHKEMHUATA, KaKTO W 1a YCKOPH MOABATA Ha MOAArpa npu npeapasnoiokeHH NalueHTH.

TuasuauTe HAMAIABAT EKCKPELMATA Ha KUK C ypHHAaTa M MOraT Aa NPEeAN3BUKAT MMPEXOAHO U IEKO NOKAYBAHE
Ha CEPYMHMA KaILUA OpH NUICAaTa Ha H3BECTHH HAPYILIEHUS B KaNLUEBHSI MEeTa0ONMH3BM.

AMIIOAUITHH/BAICAPTAH/ XUAPOXJIOPOTHA3H] € IPOTHBOMOKA3EH MNPH MAUMEHTH C XHnepKanuuemus 4 Tpabea na
CE npuiara camo cliel KopurupaHe Ha npeallecTealla XunepkanuueMua. [IpueMsT Ha

aMJIOINITMH/ BA/ICAPTaH/XHAPOXA0pOTHA3KA TpaOBa fa Obe npekpaTeH NpH Pa3sBHTHE HA XUTIEPKAJILIHEMHA M0
BpeMe Ha neyeHHeTo. CepyMHHUTE HMBA Ha Kajilidg TpA0Ba NepHOAHYHO Ja C€ NPOBEPABAT N0 BpeMe Ha
naeyeHueTo ¢ THa3uaM. [loguepranara xunepkanumeMus Moxe aa ObIe A0KA3aTENCTBO 3a CKPUT WA 0
xunepnaparupeouanssM. [IpyeMbT Ha THA3HAHKM AUYpeTULM TpaOBa fa Obae npekpaTeH npe#
U3CAEaBaHUS HA QYHKLIMATA HA TAPATHPEOUAHUTE JKIIE3H.
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Cpob1uaBa ce 3a ciyyad Ha peakliHM Ha QOTOMYBCTBHUTEHOCT NPH NPHEM Ha TUA3HOHH OHYPETHUH (BX. TOYKa
4.8). AKO 1o BpeMe Ha JIeYEeHHETO ¢ aMJTOAHNHH/ BAJICAPTaH/XHAPOXJIOPOTHA3HI Bb3HHKHE peaKLus Ha
(bOTOYYBCTBHTESIHOCT, C€ MPENOPBHYBA CITHUPAHE Ha JIEYEHHETO. AKO Ce CHHTA 32 HEOOXOAMMO MOBTOPHO
NpWIaraHe Ha JHYPETHKA, CE€ NMPENOpPbYBa 3aLUMTa Ha 00/1aCTHTE, U3JIOXKEHH Ha CIbHLE WK H3KycTBeHa UV A
CBETJIMHA.

XopouaaneH U3niMB, oCTpa MUGNUA U BTOPUYHA 3aKPUTOBIBAHA F/1ayKOMA

Cyndonamuanre unu nekapcraara, NpOU3IBOAHH Ha CYN(OHAMKAUTE, MOTaT Aa NpeH3BUKAT UAHOCHHKPATHYHA
peaklHs, BOASLA 1O XOPOHIAIEH U3NTUB C e(DeKT HA 3PUTENHOTO None, MPEXOAHa MHOMHKS W OCTpa
3aKPUTObTRIHA raykoMa. CUMOTOMUTE BKIKOUBAT BHE3AMHO HAMAIABAHE HA 3PMTENHATA OCTPOTA M 60JKa B
o4yuTe U 00M4aifHO BL3HHKBAT B PAMKHTE Ha YaCOBE A0 CEIMHLIM CAE 3ano4YBaHe HanekapcTBoTo. HenekyraHara
OCTpa 3aKPUTOBIbJIHA [J1ayKOMa MOXE Ja A0BeAE A0 NepMaHeHTHA 3aryba Ha 3penuero. [1bpBoHayanHoTo
JledyeHue € Aa ce NPEeKpaTH NpUeMa Ha XHAPOXJIOPOTHA3H, KOJIKOTO C€ MOXKe No-0bp30. AKO He ce NOCTHIHE
KOHTPOJI BbPXY BETPEOYHOTO HanAraHe Tpadsa na ce MMarT npeaBHi CBOCBPEMEHHO MEIHLMHCKO HITH
XHPYPrHuHO NleyeHHe. PuckoBUTe (PaKTOPH 32 pa3BUTHE HA OCTPA 3aKPHTOBIBJIHA TJIayKOMa MOraT Aa BKIIOYBAT
aHaMHe3a 3a CyndOHaAMHAHA WK NEHHLWIHHOBA ANSPrusl.

OO0y

HeobxoauMo € NoBH1IIeHO BHHMAHUE NPH MaLKEHTH € NPEALIECTBALA CBPbXUYBCTBUTENHOCT KbM OPYTH
aHruoreHsud 11 peuentopuu 6nokepu. Peaklinnure Ha CBpbXUYBCTBHTENIHOCT KbM XHAPOXNIOPOTHA3K], Ca T10-
BEPOATHH NPH NALMEHTH, CTPAJALLH OT aNeprusa WiH acTMa.

IlauneHTH B cTapyecka Bb3pacT (Ha BH3pacT 65 rOAUHY W NOBEYE)

[Ipenopbura ¢€ NOBULIECHO BHHMAHHE, BKIIOUHTEHO MO-4YE€CTO MOHHTOPHPAHE Ha apTepHAIHOTO HaNAraHe, npu
NaLMEeHTH B CTapUYECKa Bb3PacT, 0COOEHO NpH NpuiiaraHe Ha MaKCUMasiHaTa 1034
amnoaunuy/sancapran/xuapoxioporudasua 10 mg/320 mg/25 mg, Thii kaTo AAHHMUTE 3a ynoTpeda npM Ta3H
NALMEHTCKA NONYJ1allda ¢a OTPAHHYEHH.

HBoitHOo §/10KHPaHE HA DEHWH AHTHOTEH3KH -anA0cTepoHoBaTa cucTeMa (PAAC)

HMma paHnwu, e enHoBpemMenHara ynorpeda Ha ACE uuxuburopu, APb unu anuckHpeH nosHiaBa pucka oT
XHMOTOHMS, XUTICPKATHEMUSA W HAMATABaHE Ha ObOpeunara pyHkums (BKouHTENHO OocTpa OBLOpeyHa
HegocTaTbyHocT). [lopany ToBa He ce npenopbyBa ABoIHHO Onokupane Ha PAAC upes koMOuHHpanaTa ynorpeba
Ha ACE uaxubutopu, APb wnu anuckupe (8x. Toukn 4.5 n 5.1).

AKo ce npeLeHH, Y€ TepanuaTa ¢ aABoiHo Onokupane € abconmorHo Heobxoauma, Toa TpadBa Aa cTaBa camMo noa
HabNIOASHUETO HA CNEUMASIUCT M TIPH HECTO BHUMATENHO MOHUTOPHpaHe Ha ObOpeuHaTa dyHKLMA,
€NeKTpONUTHTE H KpbBHOTO Hansrane. ACE unxuburopu u APb ne Tpabsa na ce usnonseatr €AHOBPEMEHHO PH
NaUHEHTH ¢ AHabeTHa nedponarus.

HeMenaHOMEH PAK Ha KOXaTa

B nBe enMAECMHOMOTHYHH NPOYHBAHUS, OCHOBABALLH CC HA AATCKHA HALHOHANEH PAKOB PETHCTLD, €
Haba00aBad NOBHIIEH PUCK OT HEMENAHOMEH pak Ha Koxarta (HMPK) [6azanHokneTbueH kapundoM (BKK)
ckBaMo3HoKeTeMeH KapudHoM (CKK)] npu HapacTBallia ekcno3uius Ha KyMyJIaTHBHA 03a
xugpoxnoporrasun (XXT3). dorocencubunmznpawure edextu Ha XXT3 moraT aa aeiicTsar KaTo BEpOATEH
MEXaHHU3bM 3a paseuTue Ha HMPK.

CAbHYEBA CBET/IHHA H YITPABHOJETOBH NbUH, 4 B CJIYUYAH HA €KCNO3ULIMA, NOAXOAALIA 32
MHHMMYM PHCKBT OT pak Ha xoxkata. [lopospurenture koxHy fe3uu Tpabea aa 6vaar no
He3abaBHO H3CNEABAHE, NOTEHUHATHO BKIKOYBALLO XHUCTOOMHYHHY H3cheaBaHua Ha Ouon
[Tpepaszrnexaane Ha ynotpedbara Ha XX T3 Moxke aa ce HaOXM U NPH NMaLUEeHTH, KOWTO ¢



HMPK (BX. cbi110 TOUKA 4.8).

OcTpa pecnvpaTopHa TOKCHYHOCT

Cien npyMeM Ha XHAPOXJIOPOTHA3KA C€ CBOOLIABAT MHOIO PEAKH TEKKH CIyUYaH Ha OCTPa peCnupaTopHa
TOKCHYHOCT, BKIIKOUHTENHO OCThLp pecnuparopeH auctpec cuuapoM (OPC). Cnen npuem Ha
XHAPOXJI0pOTHA3HA 0OHKHOBEHO ce pa3BHBa OenoapodeH OTOK B pAMKHTE HA MUHYTH 10 Yacose. B Hauanoto
CHMITTOMHTE BKIIOUBAT AUCMHESA, MOBHILIEHA TEMIEpaTypa, BaollaBaHe Ha OenoapobHara PyHKLMS H
xunotonua. [1pu comueHne 3a OPZIC Tpsabea na 6bae cnpsH npHeMsT Ha BaaTpHkoM K na ce NpUIoKH
NnoAXoAALLO JleyeHe. XHAPOXJIOPOTUHa3U He TPAOBa Ja ce npwiara npH nauueHTH, KOUTO NMpeaH TOBA Ca
nonyuaBanu OPJIC cnea npuem Ha XUOPOXJIOPOTHA3HA.

Hatpui
Toea nekapcTBo cbaAbpAKA MO-Manko or | mmol Hatpuit (23 mg) Ha pruamupana TabneTka, T.€. MOXE Aa ce

Kaxke, Y€ NMPaKTHYECKH HE ChABbPiKa HATPHH.
4.5 BiaamMopaeiicTBHE ¢ APYIB JeKAPCTBEHH NPOAYKTH B APYTH (POPMHA HA B3AHMOJEHCTBHE

He ca npoBexnaHn oQHLHAIHYA NPOYUYBAHHA 32 B3aUMOJECHCTBHATA HA
aMJIOAMITHH/ BAICApTaH/ XHAPOXJIOPOTHA3KA C APYTH NeKapcTBeHu MpoAyKTH. CnefoBaTenHo, B TA3U TOUYKA €
npeacTaBeHa HHPOPMALHI €NHHCTBEHO 3a U3BECTHHTE MPH  OTACIHHTE AKTHBHH BELLECTBA B3aAUMOJIEHCTBHA C

APYTrH JICKADCTBCHH NPOOYKTH.

BaxHo € na ce MMa NpenBH/, Y€ aMIOAHNMH/BATICAPTAH/XHAPOXJIOPOTHAZH]L MOXKE 1A 3aCHITH XUIIOTEH3UBHHTE
e(peKTH Ha APYrH AHTHXHUNEPTEH3HBHH CPEACTBA.

He ce npenopbuBa €IHOBPEMEHHO NMPHIOKEHHE

AMJoAHNHH/ H3BecTHH EdexT Ha B3auMOJeHCTBHETO C XPYIH
BasicapTan/ B3aHMOACHCTBHA CbC | JIEKADCTBEHRH NPOAYKTH
XHAPOXJOPOTHA3H] | CJeAHHTE CpeaCTBA

OT2eJIHR

KOMIIOHCHTH

Bancaptran u HCT JIuTuit CvobuaBa ce 3a 00paTUMO NOBULLABAHE HA

KOHUEHTPALUHUATA HA TUTHH B CEPYMA U TOKCHYHOCT
pH €IHOBPEMEHHO npunarade Ha nuTuil ¢ ACE
HHXUOUTOPH, aHrHoTeH3uH 1l peuenropuu
AHTArOHHUCTH, BKIKOYHTENHO BAICAPTaH UK
THa3UIAHH JHYPETHUH. TBH KaTo OBLOpeununaT
KJIHPBHC HA JINTHA € HAMAJIEH OT THA3HIMWTE, PUCKDBT
OT JIMTHEBA TOKCHUYHOCT € Bb3MOXHO JAOITBJIHATETHO
Na ce NMOBHILY NMPH NPHEM Ha
amnoaunuy/sancapran/xuapoxnopornasua. [lopaau
T434 NPHYHHA C€ NPENOPHUBA BHUMATETHO
npocieasBaHe Ha CepyYMHHTE HUBATA HA JIMTHI fpy

€/IHOBpEMEHHA ynoTpeda
BancapraH Kanuii-cbxpanapaiuy | Kanuii-chxpaHaBailld AHYPETULH, KanHesH A00aBKH,
OAYPETHLHM, KATHEBH | 3AMECTHUTE/IA HA COJITA ChABbPKALIM KANTUH U OPYrH
n06aBKH, BELLIECTBA, KOHTO MOFaT [a MOBHLUAT HUBATA Ha

3aMECTHTEJIH HA COJITa | KaTHH
CHABPXKALUY KAJIHHA K
APYTH BELLECTBA,
KOWTO MOrar aa
NOBULLAT HUBATA HA

KAy
AMJTOOUINUH ['peitndpyT WM CoK He ce npenopbuBa efHOBpEMEHHATA Y
OT rpeHngpyT AMJIOIMITHH ¢ IpeiAndpyT WIK COK OT

Thil KATO NPH HAKOM NALHEHTH BUoHanN




AMJIOAMITHH MOJXKE A C€ MOBULLIK U A& AOBEAE A0
33CHJIBAHE Ha AHTHXHNECPTECH3HBHUTE €EKTH

HM31CKBA C€ MOBUIICHO BHHMAHHE MPpH €NAHOBPEMEHHO TIPDHIOMKCHHC

Amaoaunun/saiac | HisecTH E¢exT Ha B3AHMOIEHCTBHETO ¢ APYIH

apra”H/xuapoxjop | B3aEMOAeHCTBHA CbC AEKAPCTBEHH NPOAYKTH

OTHA3HA OTACJHH | CJICAHHTE CPEACTBA

KOMAOHEHTH

AMIIOAHNHH CYP3A4 unxuburopu EXHOBPEMEHHOTO NPIIOKEHHE HA AMNOJMITHH ChC
(Hamp. KeTOKOHas3on, cHJIHK it ymepeHH CYP3 A4 uuxuburopy
KWTPAKOHA3011, (npoTtea3zHu HHXUOHUTOPH, a30JIHH NPOTHBOIBOHYHH
PHTOHABHUD) CPEACTBA, MAKPOJUIH, KATO EPUTPOMHULINH HITH

KJIAPHTPOMHLIHH, BEpanaMnsl WAH JHJITHA3EM ), MOXE
Aa aosene A0 3HAYMMO YBEINHYBRAHE Ha
€KCMO3ULIMATA Ha aMAOAWNHH. KnHHU'HaTa
3HAYHMOCT Ha TE3W PapMaKOKHHETHYHH BapHallWH
MOKE 13 € M0-U3pa3cHa NMpPH MaLuUMeHTUTE B
CTapyecKa BB3pacT. ToBa MOXE Ja HANIOXH
KIIHHWMHO MPpOoCJEeAABaHE H KOPEKUHA Ha Jo3aTa.

CYP3A4 unaykropH [Ipx enHOBPEMEHHO NPHIIOKEHAE Ha U3BECTHH

(AHTHKOHBYJICAHTH HHOYKTOPH Ha CYP3 A4 ruiasMeHara KOHLUEHTpALUS

[Hanp. kapbamazsenuH, Ha aMNOAMNHH MoXe aa Bapupa. Ilopaay Tosa

¢peHobapbuTan, KpPBbBHOTO HaiisraHe TpsabdBa na ce npocaeassa U aa

(PEHHTOHH, ce OOMHCTH aganTHpaHe Ha J03aTa KAaKTO MO BpEME,

docheHHTOHH, Taka W cjiefl eIHOBPEMEHEH NPHEM, 0CODEHO ChC

NPHUMKAOH], ciiHH CYP3A4 uHaykropH (Hanp. pudpamMniHUKH,

pvdaMnUuMH, HABJT KAHTAPHOH).

Hypericum perforatum

r_[}K'I:JIT KaHTapHOH))

CHMBAaCTaTHH MHOroKkpaTHOTO NMPWIOGKEHHE Ha aMnoaunuH 10 mg
€IHOBPEMEHHO CbC CUMBaAcTaTHH 80 mg nopuiasa
cbC 77% ekcno3vMuusaTa Ha CHMBACTATHH CIIPAMO
CaMOCTOSATENTHOTO NPHAOKEHHE HA CHMBACTATHUH.
[lpenopbuBa ce HaManABaHE HA J03aTa Ha
CHMBAacTaTHH 10 20 mg JHEBHO NPH NMaLKHEHTHTE HA
JICYCHUE C AaMJIOIHITUH,

HanTponeH (MH¢py3ua) | [Ipw xuBOTHH ca HaObnOAaBaHM NleTANTHA KaMepHa
$duOpunauma U CbpICYHOCHIOB KONAMC, CBbP3aHU C
XHIIEpKaANTHEMHS CEH MPHIOKEHHE Ha BepanaMui U
WHTpaBeHo3eH gaHTponeH. [lopaau puck or
XUIIEPKANIMEMHS, C€ NpenopbyBa Aa ¢e U30sArea
€IHOBPEMECHHOTO MPWIOKEHUE C AHTArOHUCTH HA
KaLHEBUTE KAHAIIM KATO aMJIOAHUITHH MPH
MALUECHTH, NPeaApazNONOKEHH KbM MATTUrHEHA
XHIIEPTEPMHUA H NIPH OBJIAASBAHE HA MATUTHEHA
XHIIEPTEPMHS.

Bancapran u HCT | HecrepouaHmu HCIIBC morar aa orcnabst aHTUXMNEPTEH3IUBHHSA
NPOTUBOBBL3NANUTENHU | €(eKT, KAKTO Ha aHrHoTeH3uH 1l peuentophure
cpeacrea (HCIIBC), OnokepH, Taka 1 Ha XUAPOXJIOPOTUAZU, KOFaTo
BKJIKOUBALLY npuaarat eaHospeMeHHo. OCBeH ToBa
CEJIEeKTUBHH €HOBpEMEHHaTa ynoTpeda Ha

LHUKI0OKCHIeHa3a-2
uHxuburopu (COX-2
HHXUOUTOPH),
aleTHICaATULHIOBA

KHcenuHa (>3 g/aeH) v

AMJIOAMITHH/ BAJICApTaH/ X HAPOXJIOPOTHAY
HCIIBC Moxe na popene no snouiaea
O6bOpeuHaTa QyHKUMA, H NOBULLABAHE
cepyMHua Kanui. Hopagu Tasu npuyKH?




HecenekTHeHH HCBIIC

(PYHKLHMA NpH 3aM0UBAHE HA JICYEHUETO, KAKTO H
a/ICKBAaTHA XWApAaTaLMg HA NALMEHTA. .

BancapraH Huxuburopu Ha pnTeiik | Pesynrature OT in vitro npoyuBaHe ¢ TbKaH OT
TpaHcnopTepa YOBELLKH YepeH Apo0 nokasea, 4e BajcapTaH €
{pupamMnuunH, cydbcTpaT Ha HepHOApOoOHHUA BITTEHK TpaHCnopTep
LIHKJTOCTIOPHH) WY OATPIBI1 u na wepuoapobHus edpayxcen
edIyKCHHS TpaHcnoprep mRP2. ExHOBpeMeHHOTO npuiioxkeHue
TPpaHCTIOpTEp ¢ HHXUOUTOPH HA BNTEHK TpaHCNOpTEpa
(pUTOHaBHP) (pudpaMnULKH, UHKIOCIOPHUH) WIH Ha €PIYKCHHS
TpaHcnoprep (PUTOHABUP) MOKE Na MOBHLIH
CHCTEMHATA EKCNO3KLMA Ha BAICAPTaH.
HCT Ankoxos, 6apdutypatd | EnHOBpeMeHHOTO npuiaraHe Ha THA3UAHHTE

HJIH HADKOTHUH

AWNYPETHLM ¢ BELLECTBA, KOWTO CHILO HMAT
MOHHXKABALl KPBBHOTO HaNAraHe edexkrt (Hanp. upe3s
HaMAaJIABAHE HAa AKTUBHOCTTA HA LEHTpaTHaTa
HEPBHA CHCTEMa WJIM QIUPEKTHA BazoaunaTaLma)
MOJKe 1a NOTEHLIMpa NOIBaTa Ha OPTOCTATHYHA
XHIOTOHHA.

AMaHTaaIuH THa3uanTe, BRIIOYHTEIHO XHAPOXJIOPOTHA3HA,
MOTAT Ja NOBMLUAT PACKA OT HEXKeJIAaHH peaKLMH,
PHHHHEHH OT AMAHTAAHH.

AHTHXONIHHEPrHYHH buoHANTHYHOCTTA HA THA3HOAHUTE AUYPETHLIH MOXE

CpeACTBa W APYTH
NeKapCTBEHH NMPOIYKTH,
MOBJIHABALLH

CTOMAILHHA MOTHJIHTET

Aa CE MOBKIUK OT aHTHXOJIMHEPrHYHHTE CPEACTBa
(nanp. atponuH, bunepuneH), BEPOATHO Nopany
HamalsiBaHe Ha MOTWIMTETA HA CTOMAUIHO-YPEBHHA
TPAaKT H 3a0aBaHe HA BPEMETO 3a H3Npa3BaHe Ha
cromaxa. ObparHo, OMaKBa ¢€ NPOKHHETHYHUTE
BCMICCTBA KaTO LUW3apnHA 1a MOraT Aa HaMaJiaT
OHOHAJIMYHOCTTA HA THAZHIHHUTE AHYPETHLH,

Aurnanabernu
cpencTea (Harp.
UHCY/IHH U NEPOPATHH
aHTHAHa0eTHH
CpeACTBa)

Tuaznaure Morar Aa HapyllaT IOKO3HHA TOJIEpaHC.
Moxe aa ce HANOXH KOPHUIrMpaHe Ha JO3HWTE Ha
aHTHAMA0OCTHUTE IEKAPCTBEHU MTPOAYKTH.

Met¢opMHH

MetdopMuH TpaOBa aa ce NpHeMa ¢ NOBULIECHO
BHHMAaHHE NOpaJH PHCK OT JIAKTaTHa alMa03a,
HHAYLHpaHA OT Bb3MOXHA PYHKUHOHATHA ObOpeyHa
HENOCTATBYHOCT, CBbP3aHA C XHAPOXJIOPOTHAZHA.

bera-Onokepu H
AHA3OKCHU

EnHOBpeMEeHHOTO NPUNOKEHUE HA THA3HAHH
AWYPETHLM, BKJIIOYHTEIHO XHAPOXJIOPOTHA3H, H
Oeta-On0KepH MOKE a NOBHUILK PHCKa OT
XUNEpriavkeMud. THasHOHHTE AUYPETHLH,
BKJIKOYHTETHO XHAPOXJIOPOTHA3K, MOraT Aa
MOBHILAT XHNEPTIMKEMHYHHA €PEKT HA AHA3OKCHL.

LinknocnopuH

EaHOBpEMEHHOTO NpHUIAraHe ¢ UHKIOCNIOPHH MOXe
Ja riOBUILIM PUCKA OT XHNIEPYPHKEMHA U
YCIOXKHEHHA Ha MoAarpara.

[[UHTOTOKCHYHH
CpeacTBa

Tuasnauure quypeTuiy, BIUTIOYHTENHO
XKHAPOXJIOpOTHA3H A, MOTaT Aa HaManat 61u6peunara
€KCKpELUA Ha LIMTOTOKCHYHUTE CpeacTBa (Hanp.

uuknodochamua, METOTPEKCAT) H J1a MOTEH
TEXHHUTE MHENIOCYNPECHBHH €(deKTH

JAUruranucosn
rNMUKO3UH

THasua-nHAYyLUMpaHa XUNOKATHEMHSA WIT /
XHIIOMarHe3eMm1s Morat ga ce U3sBAT J

HEXENIAHW PEaKLIUU, YIECHABAMKHY Haue N R
AHTHTAINC- MHAYLUHMPAHH ChpAEYHM ap 1_,,,,.; T ;

¥
HoaHK KOHTPACcTHH

B cnyyan Ha AHYpeTHK-HHIYLUHUpaHa nex




BEUWICCTBA

HMa MOBHILLEH PHCK OT ocTpa ObOpeuHa
HEAOCTATBYHOCT, OCOOEHO NPKU BUCOKH A03H Ha
HoaHHUTE NpoAyKTH. [lauveHTHTe Tpabea na ce
pexXHApaTHpaT Npeay npuaraHeTo Ha HoAHU
KOHTPACTHH BELECTBA.

HMoHooOMeHHN MO

AOcopbuvsTa Ha THA3HIHHUTE JHYPETHLIH,
BKNIOYHUTENHO XHAPOXIOPOTHA3HI, CE€ HAaMa/IaBa OT
XOJECTPHPaAMHH KK XOJIeCTHNON. ToBa MOXKe a
A0BeAe A0 CyOTepaneBTHYHH e(EeKTH Ha THA3HIHUTE
AHYPETUUM. [IpUnaraHeTo Ha XUAPOXAOPOTHA3HA H
Ha HOHOOOMEHHHTE CMOJIH NMOOTAENHO, TAKA He
XUAPOXJI0POTHAIK A CE Npunara noxe 4 yaca
npeau uiu 4-6 yaca cnea NpUNoKEHHETO Ha
#AoHOoOOMeHHAaTa cMOAa, OH HaMaATHNO
B3aUMOACHCTBHUETO.

JlexapcTBeH# MPOAYKTH,
MOBJIHABAILH CEPYMHOTO
HUBO HA KAUH

XunokaneMHUUHUTe ePeKTH HA XHAPOXTOPOTHA3N
MOrar aa 6baar NOBMILEHH NPH CbBMECTHO
MPHIOXKEHHE C KaNHH-rybey quypeTuim,
KOPTHKOCTEPOUIH, TAKCATHBH,
aapeHoKopTHKoTponeHd XxopMoH (ACTH),
aMOTEepHLHH, KapOeHOKCONOH, NeHHLUWIHH G H
NPOH3BOAHHK HA CATHUHUNOBATA KHCEITMHA WK
AHTHAPHTMHLHK. AKO € HeOOXOOMMO NpeanucBaHeTo
Ha Te3H JIEKAPCTBEHH NMPOAYKTH €AHOBPEMEHHO C
KOMOHHaUuMATA
aMJIOAMITHH/ BANCapTaH/ XMAPOXJIOPOTHA3H, CE
NpenopbrYBa MOHUTOPHPAHE Ha MUIa3MEHUTE HUBA Ha
KaJ1HH.

JlexapcTBEHH NPOOYKTH,
NORTUABALLH CEPYMHOTO
HUBO HA HATPHH

XHNOHATPHEMHYHUAT eeKT MOXKe 1a ce YCIIH NpH
CbBMECTHO NPHIIOKEHUE C ONIPEACNCHH IEKAPCTBEHH
MPOAYKTH KaTO aHTHAENPECAHTH, AHTHIICHXOTHLIH,
aHTHENWIENTHYHYU cpeAcTBa U Ap. Heobxoaumo e
MOBULIEHO BHUMAHHE NMPH CbBMECTHO NPHIOKEHHE
Ha Te3H JICKAPCTBEHH NPOAYKTH

JlekapcTBEHH NPOAYKTH,
KOWTO MOrarT Ja
WHAYLUMpaT torsades de

pointe

[lopaau pycka OT XHNOKaJIHEMHA
XUAPOXJIOpoTHa3KA TpabBa aa ce npunara ¢
MOBUILIEHO BHUMaHHE C NPOAYKTH, KOHTO MOraT Aa
HHayuupar torsades de pointes, no-cneuyanHo
antHapuTMuux Knac [a u Knac I, xakTo n Hakou
AHTHNCHXOTHLIM.

JlekapCcTBEHH NMPOOYKTH,
[pUIaraHy 3a nNeYyeHue
Ha nojarpa
(npobeneumn,
CYAPHHITHPAZOH U
anomypHHOI)

Knac la v Knac I1l, kaxTo B H3KOU aHTUNICHUXOTHULIM.
B13MOXkHO € 1a ce HATOXKU KOPHTHpaHe Ha 103aTa
Ha YPHKO3YPHUHUTE NEKAPCTBEHH NPOAYKTH, Thit
KaTO XHAPOXJOPOTHA3HI MOXKE Ja MOKaYd HHBaTa Ha
CepyMHAaTa NUKO4YHA KUCceNnuHa. Moxe na e
HeoOXOAHMO Ja ce YBEIMYM Jo03aTa Ha npobeHeuna
H CYNDUHMHPA3OH.

EnHoepeMeHHOTO npunaraHe Ha THA3KHIHH
AUYPETHLIU, BKIIIOUUTENHO XHAPOXAOPOTHAZH,
MOXE J1a MOBHLIM YECTOTATA HA peakLiHKTE Ha
CBPBHXHYBCTBHTEIHOCT CNIPAMO aONYPHHON.

MeTuaaona

MMa oTaenHu cboOLUIEHHS 3a CTyHaH Ha
XEMOJIMTHYHA aHEMHA, Bb3HUKHANA MpH
€ JHOBPEMEHHO TNpUNaraHe Ha METHNAON?
XHAPOXJOpOTHAZHUI

Heaenonapuzupauin
CKEJIETHO-MYCKYJTHH

TuasznauTe, BKIIOYHTEIHO XHAPOXJIOPOTE
MOTEHUKPAT AEHCTBHETO HA NPOU3BOAH




penakcaHTH (Hanp. Kypape.

TyOOKypapHH)
Hpyru Tuasnaure NOTEHUUPAT AHTUXHUNEPTEH3IUBHOTO
AHTHUXHUNEPTEH3HBHH ACHCTBHE HA APYTHTE AHTHXHINECPTEH3UBHHY

NEKapCTBEHH NPOAYKTH | nekapcTsa (Hanp. ryaHeTUaAnH, MeTunaona, 6era
OloKepH, Ba30M1aTATOPH, OJIOKEPH Ha KaNLIMEBUTE
kaHanu, ACE unxuburopu, ARB 1 JIupexTHy
Pennnosu Uuxuburopu.

[IpecopHu amuHM (Hanp. | XHAPOXA0POTHA3IKUA MOXKE [1a HAMATH OTIOBOpa KbM
HOpaApPEeHAIHH, MpecOpPHH aMUHH KaTo HopaapeHanuH. KniHUYHaTa
aAPEHANUH) 3HAYMMOCT Ha TO3U eeKT € HeonpeaeneHa H He €
AOCTATHYHA 3a PEKPATABAHE Ha TAXHaTa ynotpeba.
Buramuu D 1 xanuuesn | [lpunaraHeTo Ha THa3HAHH AHYPETHLM,

CONM BKTIOYHTENHO XHIPOXNOPOTHA3KA, ¢ BHTAMHH DD unu
C KanuyMeBsd COJIH MOXKE [1a NOTEHUHpPA NOKAYBAHETO
Ha CEPYMHHA KanuMid. EAHOBPEMEHHOTO
NPUAOKEHHE C THASHAHH AHYPETHLN MOXe aa
JOBEAE A0 XHMNEPKATUUEMHS NMPH NALIUEHTH
Mpeapa3snoiokeHH KbM XHNEPKaNUHeMHa (Hanp.
NpH XMNepnapaTHpPeOHAH3IbM, 3/TI0KAUYECTBEHH
3abonsgBanmns v BUTaMMH D-meauupaHu
CBLCTOSHHUA) Ype3 NOBHILABAHE HAa TyOynHaTa

Kanuuepa peabcopbuns.

Heotino baokupane na PAAC ¢ APS, ACE unxubumopu wiu atuckupen

JIaHHH OT KJIHHHYHH NpOYyYBaHHA NOKA3BaT, Y€ ABOHHOTO Onokupane Ha PAAC upes koMOHHHpaHara ynorpeda
Ha ACE nuxnOuropu, APD win anHcKkHpeH ce CBbP3Ba C NO-BHCOKA YECTOTa Ha HEeKelaHH CLOMTHA, KaTo
HATpHMEP XHUITOTOHKA, XHNIEPKATIHEMHA ¥ HaManaBaHe Ha 61x0peynaTa pyHkuus (BtounTenHo octpa 6p6peuHa
HEJOCTAaTbYHOCT), B CpaBHEHKE ¢ ynoTpedaTa caMoO Ha eQHO CpeAcTBO, aAciHcTBawlo Bupxy PAAC (Bx. TOukH 4.3,
4.4 u5.1).

4.6 PepTHAHTET, OpeMEeHHOCT H KhpMene

bpeMeHHOCT

AMao0unun
Be3onacHOCTTa Ha aMJIOAHNHH N0 BpeMe Ha BpeMEeHHOCT NpHU Xopa He € YCTaHOBeHa. B npoyueaHus npu

KMBOTHU, NPY BUCOKH 1034 € HaOnrojaBaHa penpoORYKTHBHA TOKCHYHOCT (B, TOuKa 3.3). [IpunoxkeHue no
BpeMe Ha OpeMEHHOCT ce nMpenopbUBa CaMO KOraTo HaMa no-6e3onacHa alTepHaTHBa H Koraro 0oecTra cama rno
cebe CH HOCH NO-rosM pUCK 3a MalikaTa M I1oja.

Baﬂcagman

Ynorpebarta Ha aHruoteHsuH 1l peuentopuu 6nokepu (AIIPB) He ce npenopbyBa No BpeMe Ha MbPBUS
TpUMECTHP Ha OpemeHHOCTTa (BXK. TouKa 4.4). Ynorpebara na AIIPb e npoTuBonokasana no Bpeme Ha
BTOPMA M TPETHA TPUMECTDBP OT OpeMeHHOCTTa (BXK. TOUkH 4.3 1 4.4).

EnuaeMHONOri4HATE JAHHH 32 PUCKA OT TEPAaTOreHHOCT clied ekcno3vuug Ha ACE uHxuOHTOpH No BpeMe Ha
MbPBHA TPUMECTBP OT OpeMEHHOCTTa He BOIAT A0 OKOHYATENHH 3aK1oveHus. Bee nak, Neko noBHLUCHKE Ha
pHUCKa HE MOXE Ja Ce U3KMIOUH. Bbnpeku ue HAMa JaHHH OT KOHTPOIIHPAHH E€MHAEMHONOTHUHH MPOYYBAHHA 32
pucka npu aurvoredsud 1 peuenropuure biaokepu (AlIPb) nogoben puck Moxke fa culliecTBYBa 3a TO3H Kilac
nexapcTeeHH npoayxTH. OceeH ako npoabkaeaseTo Ha AIIPB TepanusaTa ce CMeTHE 33 XKKIHEHO BINeFT
NMalMEHTH C M1aHupaHa OpeMeHHOCT TpAORa Aa NPEMUHAT HA AJITEPHATUBHO AHTUXHNEPTEHIUBHY
KOETO UMa YCTAHOBEH NMpodun Ha 6e3onacHOCT Npu OPEMEHHOCT. AKO €€ YCTAHOBH 6pemeHH0
AlIPB tpa6Ba 1a ce npeycTaHOBH He3a0aBHO U, aKO € YMECTHO, 1a CE 3aMo4He anTepHaTHBHa -

Excnosuumara Ha AIIPE no BpeMe Ha BTOpUA ¥ TPETUS TPHMECTBP HA OPEMEHHOCTTA MOXKeE .}la ‘% s
(eToTOKCHUHOCT (HamaneHue Ha 6OpeyHaTa QyHKUHKA, OTUFOXUAPAMHHOH, 3a0aBeHa ocucbuxa ' qepena]
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HEOHATAIHA TOKCHUYHOCT (0bOpeuHa HeAOCTATBYHOCT, XUTIOTOHUA, XHIIEPKATUEMHA) (BXK. TOUKA 5.3).

B cayuaii ue ce ycraHoBu ekcno3uuua Ha AIIPb or sropus TpumecTsp Ha OpeMeHHOCTTA, Ce NpenopbiBa
rnpoBepka Ha 6bOpeyHaTa GyHKLMA K Yepena Ha N10/Ja Ypes yITpa3ByK.

Hosoponaenn, uniito maiiku ca npuemanu AlIPb, Tpabea sBHumatenHo aa 6baar HabnonaBaHy 3a XMNOTOHHA
(B. Touku 4.3 u 4.4).

Xudpoxropomuasug
Hma orpaHiueH ONUT OTHOCHO ynoTpefaTa Ha XHApOXJIOPOTHA3KHA MO BpeMe Ha OpeMeHHOCT, 0cobeHo npes
MbPBHA TPHMECTBP. [1pOyUBaAHUATA NPH XKUBOTHH €A HEJOCTATBHYHH.

XuapoxIopoTHA3KA NPEMHHABA rpe3 MiaueHTara. B3 0cHoBa Ha (papMaKONOrMYHHAS MEXAHUIBM HA ACHCTBUE
Ha XUAPOXJIOPOTHA3U, ynorpedara My flpe3 BTOPUS U TPETHA TPHMECTHLP MOXE Aa Hapyuld deroraleHTapHara
nepdy3us ¥ 1a A0BeAE A0 PeTanHH U HeoOHaTaNHM €EKTH KATO KBITEHULIA, HAPYIICHHS HA CICKTPOHTHUS
OanaHc H TpOMOOLIUTONECHUA.

Amrodunun/sarcapman/xudpoxnopomuasuo

JIuncaa onut ¢ ynorpebarTa Ha aMJIOIUNHH/BAICAPTAH/XHAPOX10poTHa3ua nNpd BpeMeHHH. Bb3 0cHOBa Ha
CHLIECTBYBAUIMTE JAHHHM OT NPOYUYBAHMA C OTAETHHTE KOMIIOHEHTH, ynoTpe®ara Ha aMNnOA HITHH/BaNcapTa/Xuap
OXJIOPOTHA3HA_HE Ce NPENOPbYBA NP3 NbPBUA TPUMECTHP OT OPeMEHHOCTTa H € MPOTUBOMNOKA3aHa Npe3 BTOPHA
M TPETHS TPUMECTBP OT OpeMeHHOCTTa (BXK. TOYKH 4.3 u 4.4).

KbpMeHe

AMNOJHITMH C€ EKCKPETHPA B KbpMaTa Nnpu Xopa. Hactra o1 no3aTa Ha MaikaTa, nojlyuyeHa oT KbpMAaueTo, €
H3YHCIIEHA C HHTEPKBAPTHIEH auana3oH 3 — 7%, ¢ MakcuMyM 15%. EdexTbT Ha aMnoOMnHH BbpXY KbpMayerara
e Hen3BecTeH. JIMnceaTr naHHK OTHOCHO ynorpebarta Ha BancapTaH no

BpEME Ha KbpMEHE. XHIPOXJIOPOTHA3HI CE EKCKPETHPA B KbPMAaTa B MAJIKH KO/THYeCTBAa. BbB BUCOKH 103H
THA3WAUTE NPEeIU3BHKBAT HHTEH3HBHA AWYPE3a H MOraT Aa NOTHCHAT 00pa3yBaHETO Ha KbpMarTa.
AMNOaUNUH/BAICAPTaH/ XMAPOXIOPOTHA3HA HE CE MPENOPBLYBA MO BPEME HA KbPMEHE. AKO
aMJIOAWITHH/BANCapTaH/XHAPOXIIOPOTHA3H CE NPH/IAra no BpeMe Ha KbpMeHe, J03HTe Tpadaa na Obaar KOAKOTo
ce Moxke no-HUCKH. [IpeanounTa ce anTepHAaTHBHA Tepanys C yCTaHOBEH mpodun Ha 6€30NMacHOCT NO BpeMe Ha
KbpPMEHE, 0COOEHO NPH KbPMEHE HA HOBOPOASHH M NPEAICBPEMEHHO POACHH JeLia.

Depruaurer

Hsama KiuHHYHY NPOYYBAHKA OTHOCHO BAMAHHETO HAa aMJIOAHTNIHH/BaNcapTaH/XHAPOXIOPOTHA3HA BHPXY
¢eprinmTeTA.

Baacapman

Bancaprad HAMa HexenaHy epekTH BbpXY penpoayKTHBHATA CTOCOOHOCT HA MBIKKH M JKEHCKH MIbXOBE TPH
npueM Ha nepopannau no3u oo 200 mg/kg/nen. Tasu noza e 6 mMbTH MakCHMaJlHaTa [PENOPbUYMTENHA A03a NPH
xopa, onpenesneHa Ha 6a3a mg/m“ (M34UUCNEHHETO € 3a nepopasiHa 003a ot 320 mg/neH u 60- kuiorpamoB
MaLUEeHT).

Amroounun

[Ipu HAKOH NALHEHTH, JIEKyBaHK ¢ ONOKEpH Ha KAJILMEBHTE KaHAIH, ca ChoblieHH obpaTiMH 6HOXMMHYHU
NPOMEHM B IIABMYKATA Ha cnepMaTo3ouanTe. KNMHHUHUTE JaHHU ca HEAOCTATHYHH MO OTHOLUEHHE Ha
NOTEHUHANHHA edexT Ha aMnoAUNKH BbPXY heprunureta. Ilpn eaqHO Npoy4BaHe NPy ILTEXOBE €4 YCTAHOBEHH
HexXeNnaHH eekTH BbpXY deprunnrera npy MbkKuTe (BXK.TOUKa 5.3).

4.7 EdexkTa pbpXy cnocobnocTTa 32 modHpaHe H paboTa ¢ MALIMHE

[MauueHTHTE, KOHTO MPUEMAT aMJIOAMNKH/BAJICAPTAH/XHIPOXJIOPOTHA3HA H ILOMHPAT HIH PE
Tpsa0Ba Ja UMAT NpPeABKJ, Y€ MOHAKOra € Bb3MOXHO Jia CE MOABAT YMOPa H 3aMaliBaHe.




AMJIOTMITHH MOXe 12 NOBAMAE B ¢1aba 10 yMepeHa cTeneH cnocobHocTTa 3a modupane ¥ pabora ¢ MalllMHH.
AKO NauueHTHTE, NpHEMAaLLY aMI0AUNKHH/BANCApTaH/ XHAPOXJAOPOTHA3H], MOJyUaT 3aMaiiBaHe, riasooosnie,
yMOpa M/ rageHe, CocOOHOCTTa MM 1a pearupaTt Moxe aa Obae HapylueHa.

4.8 HexenaHn 1eKapcTBeHH peaKIHH

- Muoro wectu (2 1/10)

- Yectu (2 1/100 ao < 1/10)

- Heuectu (Z 1/1 000 oo < 1/100)

- Penku (= 1/10 000 o < 1/1 000)

- Muoro peaxu (< 1/10 000)

- C Heu3sBecTHA 4ecTOTA (OT HATHYHHTE AAHHHW HE MOJXKE Aa ObAC HanpaBeHa OLEHKA)

[IpodunsT Ha H€30MacHOCT HAa AMNOAUNHH/BA/ICAPTAH/ XHAPOXJIOPOTHA3HA, MIPEJICTABEH NMO-A0JY C€ OCHOBaBa Ha
KJIMHUYHHM NPOYYBaHUA, MPOBEAECHH C aMJIOAMNHH/BATICAPTAH/ XMAPOXIOPOTHA3H ¥ MO3HATHTE NPOPHIH Ha
6e30nacHOCT HA OTAEHUTE KOMIIOHEHTH aMIIOJUITHH, BAICAPTAH H XHAPOXJIOPOTHA3H.

O06o01enre Ha npodrna Ha 6e30nacHoCT

besonacHocTTa Ha AMJIOAMTIHH/ BAiCAPTaH/ XHAPOXAOPOTHA3H] € OLIEHEHa NMPH HEroBaTa MakCHMAaJTHA 034

10 mg/320 mg/25 mg B xona Ha €1HO KOHTPOJIHPAHO KpaTKOCpouHO (8 ceAMMIIN) KTHHHYHO npoyuBaHe ¢ 2 271
NalHEeHTH, 382 OT KOUTO NpHEeMaT BancapTaH B KOMOHHaLMg ¢ aMIOAMITMH H XHapoxJopoTHasny. Hexenanure
peakuMH KaTo W10 ca OUNY IEKK K NIPEXOOHH NO XapakKTep H caMo B PeAKH CNy4aH ¢a Hajlarajiu
NpeyCTAHOBABAHE Ha NeYeHHETO. [1o BpeMe Ha TOBa aKTUBHO KOHTPOHPAHO KITHHHYHO W3TTHTBAHE HAl-YECTHTE
NPHYHHH 33 NPEYCTAHOBABAHE HA JICYCHHETO ¢ aMJIOAUITHH/BAJICAPTAH/XUAPOXIOPOTHA3NA ca OUNH 3aMasHOCT H
xunotoHus {(0,7%).

[lo BpeMe Ha 8-CEAMUYHOTO KOHTPOJIHPAHO KIMHHYHO NIPOY4BaHe HE ca HabNMJaBaHW 3HAYHMH HOBH WIH
HEOYAKBAHH HEXENAHH JICKAPCTBEHH PEAKLIMHM B CPABHEHHE C H3BECTHHTE NMPU MOHOTEPANHUA HIIH KOMOMHMpaHa
Tepanua ¢ OTAETHHTE KOMMOHEHTH.

[to Bpeme Ha 8-CeAMHUHOTO KOHTPONHPAHO KIMHHYHO NMPOYYBaHE HaOMoOaaBaHUTE NPH KOMOUHALHUSTA
aMJTOTMITHH/ BAJICAPTAH/XUAPOXAOPOTHAZUA NPOMEHH B 1a00PATOPHHTE NTOKA3aTeENH ca OWIH MUHUMAJTHH H B
CLOTBETCTBHE C (PApPMAKOAOrMYHMSA MEXAHHU3BM HA JCHCTBHE HA OTAENHHTE KOMNOHEeHTH. HannuueTo Ha
BaJicapTaH B TpoiHaTa KoOMOHHaLus oTc1abBa XMNOKANUEMHYHHA €DEKT Ha XHAPOXJIOPOTHA3HA.

TabnnyeH CIHCHK HA HEXENAHUTE PEAKLIMY

ChenHuTe HeXENaHH peakiMK, W30POCHH CNOPEA CHCTEMO-0praHHK Knacose no medDRA u uecToTa, ce OTHacAT
3a amyiogunun/Bancapral/HCT u nooraenno 3a amnoaunun, Bancaprad 1 HCT.

edDRA cucremo- HexeIaHH peaKnHH ['-IecTOTa Jﬂu |
pPraHHH KJacoBe AMACAKITHH/BAJICAPTARAMJIOAHITH capTagfHCT
VXHAPOXIOPOTHAIA
Heomnazmu HemenasomeH pax Ha ' IC
0OpOKa4YeCTBEHH, KOXKaTa HEU3BECTHA|
OKaueCTBEHH H (6azanHoKIETBYEH [uecToTa
€onpeaAcneHH (BKII. IKAPUHHOM H
IKUCTH U NOJIMNHN) ICKBAMO3HOK/IETBYEH
JK&leHHOM)
HapyuieHds Ha KpLBTA M  |ArpaHyAOLIMTO3], —
InuMpHATA CHCTEMA IKOCTHO- MO3BYHA
HEAOCTATBYHOCT
TToHwxen xeMornobuH
U XeMATOKPHUT




XeMOJIMTHYHA AHEMHA |- — = HOTO
Uleskonexns — Muoro — MHoro
I PeAKH [PEOKH
HeyTponeuus — — C =
HEH3BECTHA
ecrota |
TpomboumuTonenns, |- MHoro JE,‘ Peaku
MOHAKOra ¢ myprnypa PeAKH HEH3BECTHA
| 4ECTOTA
JAUTacTHYHa aHEMMA |- — —
[HEH3BECTHA
| MecToTa
Hapyuenns Ha MyHHaTa [CBPpbXYYBCTBHTEIIHOCT |- MHoro IC l’,:lnoro
cucrema PeAKH HEH3BECTHA [PEIKH
ectota |
HapylueHus Ha IJAHOpEKCHA HeuectH — — —
METabO/IM3Ma H XpaHEHETO[X HIiepKaILIHEMHS _THE‘IECTH — €AKH
XUnepriHKeMHs — HOT'O — Penku
— AKH L
XunepaunuaeMus HeuecTH — ~ -
XunepypHkeMus _[HeuecTH — - HecTH
XHMOXJIOPEMHYHA - E — MHoro
[A1Kano3a ‘ N [PEOKH
XHNoKaIHEMHA Hectn - — MHoro
| ecTH
XynoMarHe3mnemMus |- - — YecTn
XHoHaTpUeMHs _1Heqec1‘ﬂ j; — ﬁ_"—lec'm
BnouiapaHe Ha AMaberar- — - PenkH
- 1 3
[ICHXHYHH HAPYLLUCHHA enpecus —~ 1i-lf.:qecm — {Penku
HCOMHHA/HapyLeHHs [HeuecTH Heuectn | Penku
a ChbHA _
POMEHH B — Heuectu |- )
aCTPOEHHETO
EG'I:PKHHOCT jul Penky - +
HapylueHus Ha HepBHaTa [KOOPAHHALMOHHH HeuecTu — — —
cUcTEMA HapyLIeHUs L *
BamasHOCT _[HecTH HecTH — _|Penkn
ITocTypanHa HeuectH - ~ -
BaMagHOCT, 3aMasHOCT
MIPU YCUITHE
ﬁ%:eyam ﬁ[]-[el{ecm Heuwectn E
EkcTpandpaMuaHa — Ic N —
ICHMIITOMATHKA HeHu3BeCTHA
[MeCTOTA
"nasobonue HectH [HectH
[ToBulueH MycKyfleH - MHoro
[FOKYC _PeAKH
VleTaprus Il-leqecm =
[IapecTe3un HeuvecTu HeuecTu
[TeprdepHa Heuecti MHoro
HEBpONaTHA, PEAKH
HEeBPOINaTHA _ |
athGHEHTHGCT [HeuecTH Hectu




ICutikon lHEIIECTH Hevectu -
'[pemop — Hevectn —
XHIIoecTe3n = IHewectn |- —
HapyiieHus Ha ouMTe CTpa3aKpHTOBLIbIHA —~ — IC
rinaykoma HEH3BECTHA
| [ecToTa
BpHTE/NHH HAPYIIEHHA | [Heuectt |- =
BputenHo yspexnane |Heuectu Heuectn |- Peaxu
XopouaaneH U3IUB IC
HEH3BECTHA
YeCTOTa
HapyuieHua Ha yxorou  [LLIyMm B yuTe = Hevectn |- —
InabupuHTa ICBETOBBpTEX HeuecTH — Heuect |-
ICbpacuHy HapyLIEHUS [lannuraumu — YecTH - —
[TaxHkapAus HevecTH — — —
PUTMHH - MHoro — Peaku
BKJTIOYHTENHO Pe;um
paguKapams, KaMepHa
aXHKapaua H
peachLpAHO MDbXKIEHE)
MuoKapaeH HHQapKT |- HOTO - —
eIKH |
Cra0BU HapylieHus hoqepneuaaaue = €CTH — -
MIIOTOHHS Yectn Jl—leqec'm — -
CTATH4HA HeuecTn — — YecTH
MOTOHWUA 1 1
nebnr, HeuecTH — - —
mbOdnebuT 1
ACKYNHT = Muoro IC L
peaKu HEH3BECTHA
gecToTa |
PecnupaTopHH, FPbAHU Kauuuua HedyecTh Muoro Hevect
MEIHACTHATHH AKH
HapYyUIeHUS Elucnneﬂ HeuecTH HeuyecTH =
- - -
PecnuparopeH — — — MHoro
ucrpec, benoapodeH IPEAKH
OK, MHEBMOHHUT
WHHT Hevectd —
Bb3naneHo repinio €YECTH - = —
1OCTBp pecnupaTopeH - - MHoro
HCTPEC CHHAPOM PEAKH
OPJIC) (Bx. TOuKA
) 4) | |
CTomaIuHo- 4YPEBHH TOMalleH Heuectn YecTH Heuectn  [Peakw
HapyLLIEHHSA lnuckomdopt, bonka B
ropHaTa 4acT Ha
KOpeMa
Ulow abx HeuecTH - —
[IpoMeHH B UpeBHATA |- HeuecTH —
NEPHUCTAITHKA
[3anek — — —
[IoHKKEH aneTUT — - i
Ylnapus HeuecTu Heuwectn




XOT4a B ycTaTa HevectH |Hewectn |- -
L UCnencHs HecTH HeyecTH i —
FacTpuT — HOFO — —
€AKH _
XHUMeprnnasusg Ha — Muoro — —
IBEHLIHTE €OKH
["'aneHe HeuectH €CTH = YecTn
[laHKpeaTuT — HOro L Ell-mro
€IKH JKH
[ToBphuIaHe HeuecTH €UECTH HecTr
MNuTecTuHanex - I HOTO -
HIHOEIEM JKU
XenaroOunuapH u KJIOHEHHS B — MHoro —
HapyileHH yepHOAPOOHHTE lpenku** HEU3BECTHA
pyHKIHOHATHH MecToTa
moKa3aTenm,
BIUTHOUHUTENTHO
TOBHUILIABAHE Ha
cepyMHHUs OWTHpyOUHH
1 ] -
XenaTur — Muoro — -
l peake
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* Bixre Touka 4.4 “PoToYYBCTBHTEIHOCT
¥ Haii-yecTo cBbp3aHo ¢ Xonecrasa

CpoOluasaHe Ha NOJO3HPAHH HEXKEAAHH PEaKLIUH

Cpo0uiaBaHeTo Ha MOAO3HPAHN HEXKENAHH PEAKLIMM CAEA pa3peLaBaHe 3a ynorpeda Ha JIeKapCTBEHHS MPOAYKT €
BakHO. TOBa N0380A4ABa Aa NPOABLHKH HabMOAEHHETO HA CLOTHOWIEHHETO M0J13a/PUCK 32 NNeKAPCTBEHHA
npoayKT. OT MeAHLIMHCKMTE CIIELIHATHCTH C€ U3KCKBA Aa ChOOLLIABAT BCAKA NOJO3HPAHA HexXKeslaHa peaKLMs Ype3
HanbnHUTENHA areHuusa no JeKapcTBara

ya. ,.Jdaman ['pyes” Ne 8

1303 Codua

Ten.: +3592 89034 17

yeGcaiT: www.bda.bg

4.9 IIpeno3uepane

CHUMNOTOMH

Hsama onut ¢bC cllyyau Ha npeao3dpase ¢ aMJI0AUNUWH/BalcapTal/XuapoxnopoTva3na. [ TaBHHAT CHMNTOM Ha
Npeao3npaHe ¢ BajicCapTaH BEpPOATHO € H3pa3cHa XUNOTOHUA M 3aMafHoCT. [lpeno3upaHeTo ¢ aMJIOAMNHH MOMKE
Ja JoBeAe A0 €KCTpeMHA nepugepHa Ba30AHIaTalMA U BEPOATHO peduickcHa Taxukapausa. Uma cbobuieHus 3a
CMydau Ha W3pa3eHa H MOTEHLKATHO MPOAOHIHpaHa CUCTEMHA XHIIOTOHUA, BKITIOUHTENTHO LWOK ¢ daTaleH H3xXold
NpH MOpEeAO3HpaHE C AMIOAHTHH.

HekapaunoreneH 6enoapobeH oTok ce chodliasa paako KaTo NOCAEANLA OT NPEAO3UPAHE C aMIOAHITHH, KOHTO
MOX€ 1@ CE NPOABH ChbC 3a0aBeHO Hauano Ha edekra (24-48 yaca cneq nornblaHE) ¥ 1a H3UCKBA H3KYCTBEHA
BeHTHNaLHg. PaHHUTE peaHUMALHOHHH MEPKH (BIUTFOYHTENTHO HATOBAPBAHE ¢ TEYHOCTH) 3a NMOAAbPIKAHE HA
nepdy3uaTa ¥ cbpacuHna aeOut morar aa 6baar yckopasawu GakTopH.

JleyeHue

Amaodunun/eancapman/xudpoxiopomuaq3ud

KnMHMYHO 3HAaYMMATa XHNOTOHHUA NOPAAH NPEAO3IUPAHE HAa AMIOIUNKH/ BATICAPTAH/ XHIPOXIIOR T
AKTHBHZ ChPACYHOCHAOBA PCAHHMALMS, BKIKOUBALIE YECTO MOHUTOPHPAHE HA CHPASYHATA H i ArEAHE
dbyHKUMA, NOBAWraHe Ha KPaHHHLKTE H BHUMAHHE MO OTHOLIEHHE HA UMPKYAaTOpHHA 00eM/ Bty pefis
[IpunoxeHHeTo Ha BA3OKOHCTPHUKTOP MOJKE 214 € OT 110134 338 Bb3CTAHOBABAHE Ha CbAOBHUA .’ii ot
HanAraie, B Cly4ai ye HAMa NPOTHBOMOKA3aHHA 32 npuokeHueTo My. MuTpaseHo3HOTO NDHIGH !
KanuueB [JIIOKOHAT MOXKE J1a € OT NOJI3a 3a Npeoao/ABaHe Ha eekra o1 Onokanara Ha kKanIEpu e




Asmroounun

AKO NPOAYKTHT € NOrLJHAT HACKOPO MOraT Ja c€ 00CHKIAT CTUMYJTUPAHE HA NOBPBLUAHETO WM CTOMALLIHA
npoMuBka. [Ipuno)keHHeTo Ha aKTHBEH BbIUIEH NPH 3paBU A0OPOBOILIM HEMOCPEACTBEHO WK A0 JBa Yaca clen
MOrbLLAHETO Ha aMJIOJHITHH 3HaYMMO Hamansea abcopOuusTa Ha NPogyKTa.

AMIOAHNHUH HE MOXKe Aa ObAe OTCTPaHEH YPe3 XEMOARANH3A.

Baacapman

Bancapran He MOXe Aa ObJie OTCTpaHEeH Ype3 XEMOHAIH3a.

Xuopoxaiopomua3uo

[Ipeno3upaHeTo ¢ XHAPOXNOPOTHAZHI € CBBP3AHO ChC 3aryda Ha ACKTPOAHTH (XUNOKATHEMHA, XHITOXJIOPEMHKA)
M XHTIOBOJIEMHS B pe3yITaT Ha eKCLECHBHATA AHYpe3a. Haii-yecTUTe NpHU3HALIM H CHMNTOMH Ha NPEJO3HpaHE ca
raacHe H ChbHIUBOCT. XUNOKATMEMHUATAa MOKE J1a NPEANM3BHKA MYCKYTHH CNa3MH W/ W4 H3pa3eHa ChpAedHa
apUTMHs, CBBP3aHa ¢ €IHOBpeMeHHAaTa yrnoTpeba Ha JUIMTaNUCOBH [NTHKO3UIH WY ONpeeieHH
AHTHAPUTMHYHH JIEKAPCTBEHH NPOOYKTH.

He e ycTaHOBeHa cTeneHTa Ha OYHCTBAHE HA XUAPOXJAOPOTHA3HA MPH XEMOAKAITH3A.

5, GAPMAKOJOTrHMYHHUCBOHCTBA
5.1 PapMaKoAMHAMHAYHH CBOHCTBA

dapmakoTepaneBTHyHa rpyna: Cpeacrsara, AeHCTBALLM BLPXY PeHHH-aHMHOTEH3WHOBATA CHCTEMA,
aHruoreH3uH 1l peuentopan dnokepu, apyru kombunaumn, ATC koa: CO09DXO01.

MexaHH3bM Ha IeACTBHE

BantpukoM ¢ KOMOMHAUUA OT TPH AHTUXUNEPTEHIUBHH CHCTABKH C AOITBLJIBALL C& MEXAHU3BM HAa KOHTPOJ Ha
apTEPHATHOTO HANAraHE NPH NAUUEHTH ¢ €CEHUHATHA XHITCPTOHUA: AMJIOAUITHH NPHHALICKH KbM KJlaca Ha
KaJIUMEBMTE aHTarOHUCTH, BallcapTaH KbM Kjlaca Ha aHruoteH3uH 11 peuenropHure 61okepu, a
XHAPOXJOPOTHA3NA KbM KJIaca Ha THa3WAHHUTE AHYpeTHUM. KoMOHHauKaTa Ha TE3U CLCTAaBKH HMa aJiMTHBEH
AHTHXHNEPTEH3UBEH eeKT.

AMJOIHNHH/ BACaPTaH/ XHAPOXJIOPOTHAIUA

Kaunuuna echuxacrnocm u bezonacrocm

AMJIOANNUH/BaNCapTaH/ XUAPOXIOPOTUA3U] € HINMUATBAH B ABOHHO-CIIANG, AKTHBHO KOHTPOIAKPAHO MPOYYBaHE
Npy NaLKHeHTH ¢ XKHepToHHA. O0wo 2 271 naudeHTH ¢ yMepeHa A0 TekKKa XHMEePTOHUS (CPEAHOTO U3XOOHO
CHCTONHO/IHACTOHO apTepHanHo Hanarale € 6uno 170/107 mmHg) ca nexyBauu ¢
amnoannuH/sancapran/xuapoxnoporuasua 10 mg/320 mg/25 mg, Bancapran/xuapoxnoporuazua 320 mg/25 mg,
amnoavnuy/sancapran 10 mg/320 mg win xuapoxnopordazua/amnoaunuy 25 mg/10 mg. B Havanoro Ha
MPOYYBAHETO HA NALMEHTUTE C2 HA3HAMEHH MO-HUCKH A03H OT NPEANHCAHUTE UM TEPANEBTUYHW KOMOHHALMH H
BMOC/IEACTBHE HA 2 CEAMULIA Ca TUTPUPAHH A0 ITBJIHHTE UM TEPANeBTHYHHA J03M.

Ha 8 ceaMuLia cpeIHOTO MOHWKABAHE HA CHCTOIHOTO/IMACTOIHOTO apTepHUanHo Hanaraue € 39,7/24,7 mmHg ¢
aMIOAMITHH/BAICapTaH/XuapoxiaopoTHaszua, 32,0/19,7 mmHg ¢ sancaprau/xunpoxnoporvasun 33,5/21,5 mmHg

NpEBB3IXOAAa CTATHCTHMCCKH 3HANHUMO BCAKA CIHa OT TPHUTC IBOMHY KOMOHHALUH B NOHHKAKE
AHACTOJTHOTO H CUCTOTHOTO APTCPHAIIHO HAJIANAHL. [loHWkaBaHeTO Ha CHCTONHOTO/AHACTO



e(eKT ce MOCTHra cliest 2 CEAMHUYEH MPHEM HA MAKCHMATHATa N03a aMNOJUMUH/BANICAPTAH/ XUAPOXJIOPOTHAIH.
CTaTHCTHYECKH NO-IONSAM MPOLEHT NAaLMEHTH NOCTHIAT KOHTPOJ BbPXY apTEPHATHOTO CH Hangraxe
(<140/90 mmHg) ¢ amnoaunuu/Bancaprad/xuapoxnopotHasul (71%) B cpaBHEHHE C BCAKA €HA OT TPHTE

nBOHHU koMOHHaLMU (45-54%) (p<0,0001).

B noarpyna ot 283 nauneHTH, aHanu3 GOKYCHpaH BbpXy aMOynaToOpHOTO MOHUTOPHPAHE HA apTEPHATHOTO
HaAraHe, MoKasBa KIMHUYHO H CTATHCTHYECKH NMO-TOAAMO NOHHKECHHUE Ha 24-4aCOBOTO CHCTOIHO H IMACTOIHO
aApTEPHAITHO HANIATAHE, MPH JICYEHHE C TPOHHATA KOMOKHALMA CIIPAMO BANCAPTAH/XUAPOXNOPOTHAZHA,
RA/ICAPTAH/aMNOJUITHH K XMAPOXJIOPOTHA3HL/aMIOAHIHH,

AMIOAHIIHH

Mexanuzwm Ha oeticmeue

AMJIOAUNHH, KOWTO BIK3a B ChCTaBa HAa aMJTOOHNHUH/BalcapTaH/ XHAPOXJI0pOTHA3HI HHXUOHpa
TPAHCMEMOPaHHOTO HABJIM3aHE Ha KAILMEBH HOHH B ChPACYHHUTE U CHAOBHUTE IN1aJKH MYCKYJIH.
AHTHXHNEPTEH3UBHOTO ACHCTBHE HA aMJIOAWITUH C€ AB/DKH HA JUPEKTHHUS penlakcHpall e(pexT BbpXYy CbAOBHTE
rIaaKH MYCKYJIH, KOETO BOAM A0 HAMaNABaHe Ha CbA0BOTO CHNPOTHRIEHHE H OTTAM HAa APTEPHANIHOTO HAJIAraHe.

Dapmarxoouramuunu echexmu

ExcnepMMeHTANHY JaHHHW NOKA3BAT, Y€ aMJIOAIMIIHH CE CBBP3BA H C ANXHAPONHPHAHRHOBHTE H C
HEAMXHAPONHPHIANHOBHTE MeCTa 3a CBbp3BaHe. [lpouecuTe Ha chbKpallieHHe Ha ChbpAeUHHA MYCKYJT M Ha
CBLAOBHTE MNANKH MYCKYNH Ca 3aBUCUMHM OT NPHABWKBAHETO H2 H3BBHKAETHYHHTE KANLIMEBY HOHH B KAETKHTE Ha
MYCKYNHTE npe3 cneunduuin HOHHM xaHanyera.

HPHIIO}HBHHCTD Ha TEpalneBTHYHA 1033 aMJIOJIHITHH NPH NALIACHTH C XHINICPTOHAA Ce 1IoCJ1IeABa OT

Bd30JunaTaliia, KoATO BOAH JO HAMANABAHE Ha APTCPHAJIHOTO HAJBIraHE B JIErHa/io H B H3NPasCHO TINOJIOXKCHHE.
ﬂpu XPOHHYHA ync:Tpeﬁa TOBA NOHHXKABAHEC HAa aPTCPHATHOTO HAJIATAHE HC CC CBIThTCTBA OT 3HAYHUMH INIPOMECHH B
ChpACYHATA YECTOTA HITHK NMNA3MCHUTC HUBA HA KaTCXONAMHHHTE,

[1na3MeHHTE KOHUEHTPALMH KOPearpaT ¢ eeKTa, KAKTO NpH MM, TaKa H NIPH NaLHeHTH B CTapY€CKa Bb3pacT.

[Tpu xunepToHHLY ¢ HopMmanHa ObnOpeuHa QyHKLHA, TEpANeBTHUHUTE A03H AMIOAKITMH BOAAT A0 HaMalisBaHe Ha
OBOpEeUHOTO CHAOBO CHIPOTHRIEHHE U YBEIMYABAHE HA INIOMEpYHaTa GUnTpauma, H edekTUBHUA OLOpeueH
KpBBOTOK, €3 Aa NPOMEHAT PUATpaLMOHHATA (PpaKLMA UNH NPOTEHHYPUATA.

KakTo v npu apyrure 610KepH Ha KalLUEBHTE KaHANH, XeMOJIHHAMUYHUTE H3MEPBAHHA HA ChpAeYHaTa (PYHKLMA
B MOKO# M NMpU HaTOBapBaHe (M/IK XOA€EHE) NPU MNALMEHTH C HOpMalHa QYHKLKMA HA KAMEPHUTE, JIEKYBAHH C
aMJIOAUNHH, KaTO LAJIO NTOKA3BAT JIEKO NMOKa4BaHe Ha ChpAeUHHA HHAEKC Oe3 3HaunMo nosnnaBaHe Ha dP/dt, unu
Ha JIEBOKAMEPHOTO U AUACTOMHOTO HaMraHe wiu obem. B npoyuBanus 3a xeMoayuHaMHKa, AMAOIHITHH HE ce
CBBbP3BA C HErATUBEH WHOTPOMNEH eEKT, KOraTo Ce MpHAara B rpaHHLUMTE Ha TePaneBTHYHKUTE A03H MIPH 3]PaBy
>KMBOTHH M XOp4a, AOPH KOraTo MPH XOpa C¢ NMpuiara ¢eAHOBpPEMEHHO ¢ OeTa-0noKepH.

[Ipu 3apaBH X0pa U XKHBOTHH aMIOAMIIMH HE MPOMEHA CHHOATpHANHATA HOATHA DYHKLHA K
aTPHOBEHTPHKYJIAPHOTO MpoBexAaHe. B kMHHUHHM NpoyuBaHUs, B KOUTO aMIOAHITHH € NpUIaraH B
koMOHHaUMA ¢ Oera-O10KepH HA MALIMEHTH C XMNEPTOHUN WIH CTEHOKApAHs, HE ca HaONIoAaBaHH HEXelaHH
e(peKTH CTIPAMO NapaMeTpUTe Ha eNeKTpOKapaHorpaMara.

AMIOAUIHKH € NPoYYBaH MPH NALMEHTH ¢ XPOHHYHA CTAOMTHA CTEHOKApAHA, BA30CNacTHYHA CTEHOKAPAUS W
aHruorpagcKH AOKyMEHTHpPaHO 3a00NaBaHE HA KOPOHAPHHTE CbAOBE.

Knunuuna edpuxacrocm u bezonacnocm

Ynompeba npu nayuenmu ¢ xunepmonus

PaHaOMH3HPaHO JABOHHOCIANO NpoyuBaHe 3a 3abonesaeMocT U CMBpTHOCT ALLHAT (A




JMNUAONIOHHKABAILO JIeueHHe 32 NpoduNaKkTHKa Ha cbpacdeH npuctbn) (Antihypertensive and Lipid-Lowering
treatment to prevent Heart Attack Trial) e npoBeaeHo ¢ ues CpaBHABAHE HA HOBUTE TEPANMH: aMJIOAUIKH 2,5-
10 mg/neH (kanuues aHTaroHuct) win ausnHonpun 10-40 mg/nes (ACE HHXMOHTOP) € THA3MAHHA AHYPETHK
XnopTainiaoH 12,5-25 mg/neH karo neyeHye oT MbpBa JIMHHA NMPH NALKUEHTH € JIEKA 10 YMEPEHA XUIIEPTOHMS.

O6uro 33 357 nauneHTH ¢ XUNEPTOHUA HA Bb3PacT 55 roavMH# ¥ nosede ca OWiIH paHAOMH3HPaAHU H MPOCIIEIEHH
3a cpeaHo 4,9 roguHu. IlaLMeHTHTE Ca UMaNH MOHE €AMH JOMBIHUTEICH PUCKOB (AKTOp 38 KOpOHapHa OoaecT
Ha CbPLETO, BKIHOUHTEJIHO MPeALISCTBALL MHOKAPAEH HHPAPKT UNH HHCYNT (>6 Meceua npeay BKUIIOYBAHE B
NPOYYBAHETO) MM JOKA3AHO APYro aTePOCKIEPOTHHHO chpaeyHoCchA0BO 3abonasane (Haa 51,5%), 3axapeH
anabet Tdn 2 (36,1%), THNONPOTEHHH ¢ BHCOKA MABTHOCT - Xoaectepon <35 mg/dl unu <0,906 mmol/l (11,6%),
neBoKaMepHa Xuneprtpodua, JMarHOCTULIMPaHA Ype3 efIeKTPoKapaArorpaMa Wik exokapauorpagceku (20,9%),
HacToALIM nyliadu (21,9%).

[IbpBHYHaTA KpaitHa Touka e Ouna cbCcTaBeH NoKa3arTen oT (paTaleH KOPOHAPEH HHLMAEHT Uy He-(daTaneH
MHOKapaeH HHdapkT. He ca HabmonaraHHn 3HaYMMH pa3NiMyHA N0 OTHOLLEHHE Ha TbPBUYHATA KpaiHa TOYKa
MEXKIY TEPANHATA C aMJIOAUNMH H TEPANUATA C XJIOPTaATHAOH: KoedpuumeHT Ha puck 0,98 95% CI (0,90-1,07)
p=0,65. [Ipu BTOpHYHUTE KpaliHU TOUKH, YECTOTATa HAa CHPACYHA HELOCTATHYHOCT (KOMIOHEHT Ha CHCTABHATA
KOMOHHUpaHA CbLPAEYHOCHA0BA KpaiHa TouKa) € Onna CHrHH(UKEHTHO NO-BHCOKA B IPYNAaTa Ha aMJIOJHUIHH,
OTKOAKOTO B rpynara Ha xnopranuaoH (10,2% cnpamo 7,7%, RR 1,38, 95% CI [1,25-1,52] P <0,001). Bunpeku
TOBA, He ce HaboAaBaT 3HAYMMH pa3iuuKs MO OTHOMIEHHE HA 001IATa CMBLPTHOCT MEXNCIY rpynara Ha Tepanua ¢
aMJIOOWNHH H Ta3n Ha Tepanud ¢ xnopranuaoH RR 0,96 95% Cl1 [0,89-1,02] p=0,20.

BancapraH

Mexanuzssm va oeticmeue

BancapraH e nepopalHO aKkTHBEH, MOWLIEH H cnelMprueH anrvoTeHsuH Il peuenropen Onokep. ToH Bw3aeicTsa
ceNeKTHBHO BLPXy AT] peuentopHus NOATHN, KOHTO € OTrOBOPCH 3a NO3HATHTE Bb3AEHCTBUA Ha AHTMOTEH3HH

1L

Krunuuna edpuxacrocm u 6ezonacnocm

TTpHNOoXKEHHETO HA BAJICAPTAH NMPH NAaLKMEHTH C XUNEPTOHUS BOAU 110 MOHWXKABAHE HA APTEPHANTHOTO HANIAraHe
6e3 NoBNHABaHE HA [TYJICOBATA YECTOTA.

ITpy NoBE4ETO NALKMEHTH, CJie]] €AHOKPATEH NEPOPAIEH IPHEM, HAYAIOTO HA AHTHXHIMEPTEH3UBHOTO ACHCTBHE €
B PAMKMTE Ha 2 4aca, a NMYKa B NOHMKABAHETO HA aPTEPHANTHOTO HANAraHe C€ JOCTUrAa B PaMKHTe Ha 4-6 uaca.
AHTHXHBEPTEHIUBHUAT edeKT npoat/bkasa Haa 24 vaca cnea npuemMa. [lpu penoBeH ripueM MakCHMyMa B
PeaYKIMATA Ha ApTEPUAIHOTO HAIAraHE C BCAKA 71034, KATO LAJIO, CE MOCTHIA B PAMKHTE Ha 2-4 CeaAMMLM.

XHAPOXJIOPOTHA3HI

MexanuzeM na oeticmeue

OCHOBHOTO MACTO Ha AeHCTBHE HA THAZUHHUTE AUYPETHLM Ca AUCTATHUTE H3BMTH KaHanvera B 6bOpeka.
JlokasaHo €, ue B ObOpeyHaTa KOpa CLLUIECTBYRA PELIENTOP C BUCOK apHUHHTET, KOWTO NpeACTaBNsBA OCHOBHOTO
MACTO Ha CBbP3BaHE 32 ACHCTBHETO HA THAZHAHNHTE AHYPETHLH H 332 HHXHOMpaHe Ha TPaHCIOpTa Ha NaCl s
AUCTANHHTE U3BUTH KaHaNueTa. THA3ZHAHHUTE AUYPETULIH ACHCTBAT upe3 UHXUOMpaHe Ha Na ' CI cUMIiopTep,
BEPOATHO Ype3 KOHKYpHpaHe 3a MACTOTO 3a CBbp3BaHe Ha (1, ¥ 0 TO3U HAYMH NOBIMABAT MEXAHU3IMHUTE HA
enexTpoanTHa peadbcopOums: AMPEKTHO MOBHUILABANKH EKCKPELMATA HA HATPHE K XJ10P B NPUOIN3UTEAHO
€HAKBA CTEMNEH H HHAUPEKTHO 4Ype3 AUYPETHYHOTO CH JCHCTBHUE, HAMANIABAMKY NMNa3MEHUA 00eM C noeneans
MOKA4YBaHE Ha Mjia3MeHaTa peHHHOBa aKTHBHOCT, CEKPEUMA Ha aJlA0CTEPOH H 3aryba Ha xanuj W@ Ok
H HaMaJIsIBAHE HA HUBATA HA CEPYMHUS KaNHM.

[leanaTpuuna nomyaaus

EsponeiickaTa areHLMs rno J€KapcTaara 0CBOOONKAABA OT 3a{b/DKCHHETO 38 NPEAOCTABAHE




MPOYYBAHHUATA C AMJIOAMNUH/BANCAPTaH/XHIPOXAOPOTHA3M I BHB BCHUKH NOATPYNH HA NEIHATPHYHATA
nonyaauMs MpyH eCEHUHAIHA XHNEPTOHHA (BX. Touka 4.2 3a HHQOopMaUHs OTHOCHO ynioTpeba B neanaTpHaTa).

Hpyru: ABo#HO 610KHpaHe HA pEHHH aHTHOTEH3HH -aanocTepoHoBara cicrema (PAAC)

JIge rofeMHu paHAOMH3IHpaHH KoHTponHpaku npoyusaHud — ONTARGET (ONgoing Telmisartan Alone and in
combination with Ramipril Global Endpoint Trial - Tekyiuo rnobanHo usnuTeaHe 3a KpadHU TOUKH Ha
TENMHMCAPTaH, CAaMOCTOATEIHO U B KoMOuHaums ¢ pamunpui) ¥ VA NEPHRON-D (KnunnyHo npoyuBane
CBbP3aHO C pa3BHTHE HA HeponaTus npu aader, nporeaeHo OT MHHBHCTEPCTBO MO BLIIPOCHTE Ha BETEPAHUTE)
— npoyuBart ynorpebara Ha komOuHauusTa ot ACE uHxudbutop n APb.

ONTARGET ¢ npoyuBaHe, npoBeacHO NMPH NALUEHTHU ¢ aHAMHE3a 32 ChPASHHOCHA0BA HIH MO3BYHOCHIOBA
OonecT, UNH 3axapeH auader Tvn 2, npuapyKeHU ¢ JaHHH 32 YBPEKAAHE HA €DEKTOPHH OpraHM, VA
NEPHRON-D e npoyuBaHe npH MauueHTH CbC 3axapeH Anader Tin 2 u AMabetHa nHedponarus.

Te3u npoyusanns He NOKa3BaT 3HauYHM HnaronpuaTeH epext Brpxy 6bOpeqHuTE WU ChPACHHOCHOOBKTE
MOCASAHLIH H CMBPTHOCT, KAaTO ChlIIEBPEMEHHO ¢a HabNx0AaBaHH NMOBHULIIEH PUCK OT XHNEPKAIHEMHS, OCTPO
yBpexaaHe Ha Op0peunTe W/ UM XMNOTOHHA B CpaBHEHWe ¢ MOHoTepanuaTa. Karo ce umar npeaBua CXOOHHTE
UM papMaKkOAMHAMHYHY CBOHCTBA, TE3H PE3YATATH Ca NPHIOKKUMH M 3a Apyru ACE wuxuburopu u APb.

ACE unxuburopun n APb cnenposarenno He TpabBa aa ce H3n0a3BaT €AHOBPEMEHHO NPH NaUHEeHTH ¢ nHabeTHa
HedponaTHa (BX. TouKa 4.4).

ALTITUDE (KnHHH4HO IpOyUuBaHe NPOBEAECHO ¢ ATHCKHPEH NMPH NALMEHTH CbC 33XapeH JHa0eT TUN 2 ¢
H3MON3RaHE HA ChPACYHOCHLAOBH K ObOpeuHn 3a601%BaHMA KATO KPaiHK TOUKH) € NpOyYBaHe, NpeaHa3HaueHo

Na U3CNeaBa noa3ara oT A00aBAHETO HA ATUCKHPEH KbM cTanaapTHa Tepanua ¢ ACE  wHxuOutop nnu APB npu
NMaLHEHTH ChC 3aXxapeH AHabet TN 2 ¥ XpoHHUHO OBOpeUno 3200n%BaHE, CHPACYHOCHIO0BO 3aD0ASBAHE HIIK #
asete. [TpoyyBaHeTo € npekpaTeHo NpexaeBPEeMEHHO NOPadH NOBHLUEH PUCK OT HEDNArONPHATHH NOCAEANLM.
KakTo cbhpaeuHoOChAOBATA CMBPT, TAKA ¥ HHCYJITBT Ca [10-4€CTH B Irpynara Ha allHCKMPEH, OTKOJIKOTO B FPynaTa
Ha naauedo, a NPeACTABAABALIMTE HHTEPEC HEXENaHH CLOMTHS W CEPHO3HH HeXenaHu CrbOHTHA
(XMnepKantMeMHA, XUNOTOHHS H OBOpeyHa auchyHKLHMA) ce choOuiaBaTepHTEMA NO-YECTO B rPynaTa Ha
aJIMCKHPEH, OTKOJKOTO B Ipyrnara Ha mauedo.

HemenaHoMeH pak Ha KoxaTta

B13 0CHOB2 Ha HATMYHHUTE NAHHHU OT ENUASMHONOrH4HHA NPOYyUBaHHUA € HabnoaaBaHa 3aBHCHMA OT
KyMYyJlaTHBHaTa 103a Bpb3ka Mexay XXT3 u HMPK. Eano npoyupaHe BKIIOUBA MOylauMa, ChCTOSALLA CE OT
71 533 cnyuau Ha BKK u 8 629 cnyuauw Ha CKK, ¥ nomynaums ot ceorBeTHo | 430 833 n 172 462 noaxoaawm
kKOHTpOoH. BrcokaTta ynotpeba Ha XX T3 (kymynatusHo 250 000 mg) e cenp3ana ¢ kopurupad OR 1,29 (95%
JH: 1,23-1,35) 3a BKK 1 3,98 (95% JIU: 3,68-4,31) 3a CKK. HabmonapaHna e sicHa Bpb3ka KyMyJIaTHBHA J103a-
otrosop kakro 3a BKK, raxa u 3a CKK. [{pyro npoyuBaHe noka3sa Rb3MOXHA BPb3Ka MEXAY paKa HA YCTHHTE
(CKK) 1 excnosuuusara Ha XXT3: 3a 633 cimyyad Ha pak Ha ycTHHTE € noadbpaHa nonynaimsa ot 63 067
NOAXOAALUH KOHTPOJIM, KaTO C€ M3N0A3BA CTPAaTErud 3a B3eMaHe Ha NpobH, onpeaencHa OT pUcKa.
JeMOHCTpUpaHa e Bpb3Ka KyMy/IaTUBHA N03a-0Trosop ¢ kopurupad OR 2,1 (95% [H: 1,7-2,6), HapacTBai 0o
OR 3,9 (3,0-4,9) 3a Bucoka ynotpeda (~ 25 000 mg) u OR 7,7 (5,7-10,5) 32 nai-BMcokaTa KymyaarvBHa no3a {(~
100 000 mg) (8. cblLo TOUKa 4.4).

5.2 PApMAKOKAHETHYHH CBOHCTBA
JInHelHOCT
AMNOANNIHH, BAJICAPTAH H XHAPOXJIOPOTHA3UA HMAT JIMHEHHA (apMaKOKHHETHKA.

AMIoarNUH/BaicapTaH/XUAPOXAOPOTHAZUA

Cnen nepopanHo NpuAoKeHUE Ha aMJIOAWNIHH/ BaNCapTaH/ X APOXJIOPOTUA3UA NTPU 3APaBH Bt -'l CeE G
NN1a3MEeHH KOHLUEHTPALUHUNA Ha AMITOOUIMKH, BANCAPTAH H XUAPOXJIOPOTHA3K/L CE IOCTHIaT 0 3 b
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yaca H 2 yaca.
CKopocTTa U cTeneHTa Ha abcopbumaTa Ha aMNOANUINHH, BAJICAPTAH H XHAPOXJIOPOTHAZHA NPH
AMTOAMNIMH/ BANICAPTAH/ XMAPOXNOPOTHA3UA €A ChILKUTE, KAKTO MPH NPHIAraHeTo HM CaMOCTOATEITHO.

AMIOAUIIHH

Abcopbyun

Cinen nepopasiHO NPHIOKEHHE HAa TepaneBTHYHA 4032 aMNOAUITHH, THKOBA NUIa3MeHa KOHLIGHTpALIMs ¢€ IOCTHra 3a
6-12 vaca. AGcontorHaTa OuoHan4HOCT € Mexay 64% u 80%. buoHATHYHOCTTA HA aMAOOMTIHH HE Ce MORIHUIBA OT
fpHeMa Ha XpaHa.

Paznpedenenue

O6embT Ha pasnpeaencHue € npubnusurento 21 /kg. In vitro npoyusaHusa ¢ aMIOAMIHH NOKA3BAT, Ye
npHOIH3UTENHO 97,5% OT LMPKYNUPALIOTO JIEKAPCTBO CE CRBP3BA C IUIA3MEHUTE NPOTEHHH.

Luomparncgopmayus

AmioaMnuH ce MeTabonusupa 0CHOBHO (MpUOausHTenHO 90%) B 4epHHA apod A0 HEAKTHBHK METabOIHTH.

Eaumunupane

EnumMuHKpaHeTo Ha aMIOAMMUH OT naasMara € budasHo c TepMHHANIEH MONYXKHUBOT Ha ITUMHHHpaHE
npubnuiurenHo 30 no 50 yaca. CraumonapHy niasMeHH HUBa Ce NOCTUIAT CE NMPOIb/DKHTENEH puem 32 7-8 mHw.
10% ot opurnHanHus amnoaunuH U 60% ot HeroBrTe MeTaboNUTH CE EKCKPETHpAT C YpHHATA.

BancapraH

Abcopbyus

Cnen nepopanHo NpUNOXKEHHE Ha BaNCapTaH NHKOBUTE IUTa3MEHH KOHLIETPALMHY C€ JOCTHraT 3a 2-4 yaca.
Cpeanara abcomorHa 6uonanndHoct e 23%. Xpanara Hamansasa ekcnosuuuara (onpeaeneHa upes AUC) Ha
pancaptaH ¢ okono 40% n nukoBaTa nnasmeHa koHueHTpauns (Cmax) ¢ okono 50%, eunpekn ToBa okono 8 yaca
cJjie] NpHeMa M1a3MEeHHTE KOHLIEHTPAlLHY HA BancapTaH ca noAoOHU B TPYNHUTE MpUEMalIH JIEKAPCTBOTO Clel
HaxpaHBaHe H Ha rnanHo. Tasu peaykuus Ha AUC, obaue He ¢e CLITETCTBA OT KIMHUMHO 3HauyMMa peayKLHd Ha
TEepaneBTHYHHUA €(PEKT U MO Ta3H NPUUUHAE BAJICAPTAH MOXE Aa CE€ MPHEMA HA MIaJHO WM CIIE/, HAXpaHBaHe.

Paznpedenenue

CraLiHoHapHHAT 00€M Ha pasnpeaeneHue Ha BAJICAPTAH ciell UHTPABEHO3HO NMPHJIOKEHHE € 0kono 17 nuTpa,
KOETO [0KA3Ba, Y€ BAJICApTaH HE Ce pa3npeens WHPOKO B ThbKaHWTe. BancapraH ce cBbp3Ba BEB BHCOKA CTENEH
CbC CEpYMHUTE NPOTEUHH (94-97%), OCHOBHO CBC CEPYMHMA anOyMHH.

buompanc@opmayun
Bancaprax He ce MeTabonu3upa BbB BHCOKA CTENEH, Thil KaTo camMo okof10 20% oT 103aTa ce YCTaHOBAB2 NOJ

¢opmara Ha MeTabonuTH. B nnasmara e ycraHoseH XHAPOKeH METaBOIHT B HHCKH KOHLEHTPALIKK (M0- ManKo oT
10% ot AUC na Bancapran). To3u Metabonur e papMaxoNnoruyHo HEAKTHBEH.

Enumunupane

BancapraH noKa3ea MyJITHEKCNOHEHLMAIHA KHHETHKA Ha pa3naj ((t2a <1 uyac u t'4B okono 9
CE ENMMHHHpaA OCHOBHO ¢ deLieca (okono 8§3% ot no3ara) u ypunara (okono 13% ot nozara)

npubnuzurento 2 1/h, a 6u6peunusn knpbHc € 0,62 Vh (okono 30% ot obHa KNHpBHC).
[TonyxuBOTET Ha BasicapTaH € 6 yaca.




XHAPOXJIOPOTHA3H

Abcopbyws

AOcopOumaTa Ha XUAPOXIOPOTHA3U CJIed NepopaieH NpHeM € 6bp3a (tmax OKONO 2 waca). Y BeJIHMaBaHETO Ha
cpegHata AUC e nuHeitHO W e NponopUHOHATHO Ha 003aTa B TEPaneBTHYHHS IHANAa30H.

EdekTbT Ha XpaHaTta BbpXy abcopOuusaTa Ha XHAPOXNOPOTHA3HA, aKO UMA TAKbB, HMA MaJlKa KJIMHHYHA
3HAYUMOCT. ADCoNoTHaTa OMOHANTHUYHOCT Ha XHAPOXJIOPOTHA3HA CNE NepopanHo npunoxkeHue ¢ 70%.

Paznpeodenernue

[TpuBrnHuaT obem Ha pasnpeaenetue e 4-8 I/kg. LIMpKynHpaluUaT XHAPOXJIOPOTHA3KA € CBbP3aH ChC
cepyMHHTE npoTerunn (40-70%), npeaMMHO Cbe cepyMHUA andyMHH. XHAPOXJIOPOTHAZHA CBLIO TAKa KyMYyJiMpa
B EPUTPOLIMTHTE NMPHOAHU3HTENHO 3 IMbTH NOBEYE, OTKOJIKOTO B IUla3Mara.

buompanchopmayus

XuapoxnopoTnasui ce eTMMHHHpa NpeIUMHO KaTO HEMPOMEHEHO BELIECTRO.

Enumunupane

XHIpoxnopoOTHA3NA C€ €THMHHHPA OT N1a3MaTa ¢ BpeMe Ha fonyXUBOT cpeaHo 6 1o 15 waca B xpaiiHara ¢asa
Ha eluMHHHpaHe, Haima npomsaHa B KWHETHKATa Ha XHAPOXJIOPOTHAZHA IIPH MHOTOKPATHO NMpHIaraxe, a
KyMYJIMPAHETO € MHHHMAJTHO NPH NPUNOKEHHE BeaHbK aHeBHO. Han 95% oT abcopbupanara nosa ce
€KCKPETHPA KATO HENMPOMEHEHO BEWIECTBO B YpHHATA. BHOPEUHHAT KNHPBHC C€ CLCTOH OT NTACHBHA (PHATPALIHA H
AKTUBHA cekpelus B OuOpeutnTe TyOynu.

CnennaiHy 0OMyNalUuu

[Heguampuunu nayuenmu (na év3pacm nog 18 coouru)

Hsama papMakOKMHETHYHH NaHHH MPH NEAHATPHYHATA NOMyAallUa.

Hayuenmu 6 cmapuecka ev3pacm (na eb3pacm 63 2odunu u nogeye)

BpemeTo 3a AOCTHraHe Ha MUKOBA IL1a3MEeHA KOHLIEHTPALMA Ha aMIOAUIHH € CXOAHO IPH MJIaIH NALHEHTH U
MpH MMAUKEHTH B CTap4yecKka Bb3pacT. UMa TeHACHLMA NPH NAUMEHTHTE B CTAPYECKA BH3PacT KIHPBHCA Ha
aMJI0JIMITHH J1a HaMallaBa, KOETO BOJAM OO NOKa4yBaHe Ha riouiTa noj kpueata (AUC) 4 nonykKuBOTa Ha
enuMuHupane. Cpeanara cucreMHa AUC 3a BancapraH € 1o Bucoka ¢s¢ 70% npH nauMeHTy B cTapuecka
BBL3PACT B CpaBHEHHUE ¢ NMO-MJau MALKEHTH, TOPAJIH Ta3H MpUUHHA € HeOOXOAUMO BHUMAHUE NPK NMOBHIIABAHE
Ha J034aTa.

CHcTeMHaTa eKCNO3HLUHKA Ha BAJICAPTAH € JIEKO MNOBHLIEHA MPH NaLMEHTHTE B CTAPYECKA BH3PACT B CPaBHEHHE C
MJIAJUTE MALMEHTH, HO TOBA HAMA HAKAKBO KIIMHHUYHO 3HAYEHHE.

OrpasunyeHH JaHHH NPEANONArar, 4e CHCTEMHHAT KIHPBHC Ha XHAPOXJIOPOTHA3K € HAMAECH NPH MALMEHTH B
CTApuECKa BB3PACT, 3APABH WIIH C XHIIEPTOHUA, B CPAaBHEHHE C MAAH 3IPAaBH JOOPOBOJILIM.

cTapyecka Bb3pacT c€ NpenopbyYBa HOPMATHA CXEMa Ha NnpunaraHe (BxK. Touka 4.2).

bvbpevuno yspeoicoarne

@apMaKOKHHETUKATA HAa AMIOAUINKHH HE Ce TIOB/IHABA 3HA4MMO NpH HapyllueHHe Ha O1Opeuna
ce OUaKBsa 3a BELLECTBO, UHHTO OLOpeueH KMUPBLHC € camo okono 30% ot obuwMA nnasMen Kit




HabaonaBa Kopenalusa Mexay ObopeuHara pyHKUHSA M CHCTEMHATA €KCNO3ULIMA KbM BajICapTaH.

[Topaau Ta3u NpHYHHA NALMEHTHTE C IEKO A0 YMEpeHO ObOpeuHO yBpexaaHe Morar aa npuemMatr obuyaiiHara
Hava/lHa fao3a (BX. Touka 4.2 u 4.4).

[Ipu nanuume Ha 66peuHO yBpexaAaHe CpeAHHTE NHKOBH M1asMeHH HUBa v AUC Ha xuapoxnopoTuasua ca
MOBULICHH, 8 CKOPOCTTA HA EKCKPELMs B YPHHATa e HaManeHa. [1py naluenTH ¢ neko 0o ymepeHo 6u0pedHo
yBpeXAaHe ce HabaoaaBa TpukpaTHO nopuiueHue Ha AUC Ha xuapoxnoporrazua. [lpy naudeHTHTE ¢ TEXKKO
ObOpeuHo yspexaaHe ce Habmoaasa 8-kpaTtHo nosuuieHre Ha AUC, amnoaunud/Bancapran/XHApOXJI0pOTHA3HA
¢ MPOTUBONOKA3aH NpPU NaLMEHTH C TeXKO ObOpeUuHO yBpexxaaHe, aHypHs WIH Ha AHanu3a (BXK. Touka 4.3).

Yeprodpobro yepecoare

Hanuysy ca MHOTO orpaHHueH AaHHH 33 NIPUIOKEHHETO Ha aMIOAHNUKH NPU NALKMEHTH ¢ YePHOAPOOHO
yBpexaaHe. [TauueHTHTe ¢ 4epHOAPOOHO yBpeKA2HE HMAT HAMAJIEH KIMPBHC Ha aMJIOJHUITHH ¢ NMOC/EABAIIO
noka4ysaHe Ha AUC ¢ npubnunzurento 40-60%. [Ipu nauueHTy ¢ ieko 10 YMEPEHO XPOHHYHO YepHOAPOOHO
3a00/1ABaHE EKCNO3KHUMATA KbM BaJICapTaH (onpeaencHa Ypes cronHocTnTe Ha AUC) e ABa NBTH NO-BHCOKA OT
yCTaHOBEHATa NMpH 3apaBu 100 poBonLM (FpynHpaHH Mo Bb3pacT, non v terno). [lopaau BancapraHoBaTa
KOMIOHEHTa aMJIOAWIIHH/ BaNCapTaH/XuAPOXI0pOTHAa3K € MPOTHBONOKA3aH NPH NAaLHEHTHTE ¢ YePHOAPOOHO
yBpexaaHe (BK. ToukH 4.2 1 4.3).

5.3 [IpenkIHEHYHM AAEHH 38 §€300aCHOCT

AMIOAHNHHE/ BANCAPTAH/ XHAPOXIOPOTHA3HA

B peaMua npenxnuHUYHA NpoyuBanys 3a 6©30NacHOCT ¢ aMJIOAMITHH, BAJICAPTaH, XHIPOXJIOPOTHAZH],
BancapTaH/XvAPOXJIOPOTHA3K/, AMIOAUTNIHH/ BANCAPTAH H AMIOAHNUH/ BANICAPTAH/ XHAPOXJIOPOTHAIH, TIPOBEICHH
NpH pazIHYHH )XKHBOTHHCKH BHAOBE, JTHNCBAT JOKA3ATE/ICTBA 32 CHCTEMHA KIH  OpraHHa TOKCHYHOCT, KOMTO Aa
OKa)KaT HETATHBHO BAMAHHE BbPXY KIHHHYHATa ynoTpeba Ha aMJIOAUITHH/ BaliCAPTaH/XHAPOXJIOPOTHA3H, NPH
Xopa.

[IpeaknUHUYHH NpOYUYBaHHs 32 O€30NAaCHOCT C NPOAB/DKUTENHOCT A0 13 ceaAMULIM ca NMpoBeaeHM ¢
aMJIOAMNHH/ BAJICAPTAaH/XHAPOXJIOPOTHA3H A NPH TuTbXoBe. KoMOMHaLmaTa BOAK 10 04aKBAHO NOHWKEHHE Ha
NOKA3aTEJIHTE Ha YEPBEHATA KPbBHA peAHLA (EPHTPOLIUTH, XEMOTI00MH, XEMATOKPHT H PETHKYJIOLMTH),
MOBULLIABAHE HA CEPYMHATA yped, NOBULIABAHE HA CEPYMHHKA KPEAaTHHHH, MOBHLLIABAHE HA CEPYMHMS KaJTHA,
IOKCTaraoMepynapHa xunepiuiazus B 6u6peka v GokanBHi epo3nH B AIIE3IUCTHA CTOMAaX NpH IUThbX0BE. BCHukH
TE3d MPOMEHH ca 0OpaTHMH ciel 4-ceAMUYEH BE3CTAHOBUTENEH NMEPUOA U C€ CMATA, Y€ Ca BCJIEACTBHE

arpasvpaHe Ha (apMaKoAOrHIHHUTE €PEKTH.

KombuHauuaTa aMnoaunys/BancapraH/ XuapoXNopOTHA3K HE € M3CJIeABAHA 32 FEHOTOKCHYHOCT H
KaHLIEPOT€HHOCT, ThH KATO JIMNICBAT AOKA3ATE/ICTBA 3a HAKAKBO B3aUMOACHCTBHE MEXKTY OTAENIHHTE BEUIECTBA,
KOUTO ¢a OTAaBHA HA Nna3apa. AMIOAMMNKHH H BAICAPTAH €A U3CIICABAHN NOOTACTHO 3a F’EeHOTOKCHYHOCT H
KaHLIEPOr€HHOCT ¢ HEraTUBHY pe3yJiTaTy.

AMJIOAHIIUH

Penpodyxmuena moxcuunocm

PenpoaykruBHH Npoy4BaHUA NMPY MUIbXOBE U MULIIKY NOKA3BAT 3aKbCHABAHE HA 1aTaTa HA pa)KAaHe, YAb/DKEHA
MPOAL/DKHTENHOCT Ha PAXXAAHETO M HAMAJIEHA XXHU3HECTIOCOOHOCT Ha MANIKKTE NP 1030  Npubau3uTenHo SO mbTH
No-BUCOKH OT MAKCUMAJIHUTE NPENIOPBYHTENHH 1034 MPU XOpa, H3uHciaeHHd Ha 6a3a mg'kg.

Ha CHUS 6b& Depmunumema

Hsama edext 8bpxy GpepTUNHTETA HR TBXOBE, TPETHPAHH € AMIOAUNHH (MBbXKKW — 64 1HM &
npeau yugrocsade) B 1o3m 20 10 mg/kg/aeH (8 mbTH* MakcuManHaTa npenopbYHUTENHA TOB
H3uMcieHa Ha 6a3a mg/m?). B apyro npoyuBaHe npH rUTbXoBe, MPH KOETO MBbXKKH TUTbXOBE gt




aMnoaunuHoB 6e3unar 30 aHu, ¢ 103a cpaBHUMA C 103aTa NPH XOpa, H3uHciIeHa Ha 6a3a mg/kg, ca ycTaHOBEHH
MOHWXEHY MIa3MEHHU HHBA HA (PONIMKYJIOCTUMYJIHpALL XOPMOH H TECTOCTEPOH, KAaKTO KM NOHWXKABaHe Ha
MABTHOCTTA Ha criepMaTta H Opos Ha 3penu CNEpMaTHAM U CEPTONUEBH KIIETKH.

Kanyepocenesza, mymacenesa

Hsama nadHH 3a KAHUEPOTEHHOCT NPH M1BXOBE ¥ MULLKH, TPETUPAHH ABE FOJHHH C AMJIOUITHH B XpaHaTa B
KOHLEHTPALIHH, H34YHUC/IEHH a OCHIYPAT AHEBHH N0308BH HuBa ot 0,5, 1,25 u 2,5 mg/kg/nen. Hall-Bucokara ao3a
(npH MHILKH - 61M3Ka A0, & NPH TUTHXOBE — Ba MbTH* NO-BUCOXA OT MAKCHMA/HATA MPENIOPBUMTENHA KIHHUYHA
no3a ot 10 mg, H3uucneHa 3a mg/m?) e 6una 61M3Ka 20 MAKCHMATHO A0MYCTHMATA 033 33 MHIUKH, HO HE M 3
MTbXOBE.

HPOY'-IBRHHH 34 MYTArCHHOCT HC [TOKa3Bart J]EKBPCTBeHO-OﬁyCHOBEHH E(bel(TPl HWUTO HA NCHHO, HHTO Ha
XPOMO30MHO HHBO.

* W3uKMcneHa 3a nauyeHTH ¢ Terno 50 kg
BancapraH

Hex1HHHUYHHTE JaHHH HE NMOKA3BaT 0c0DEH pHCK 3a Xopa Ha 6a3aTta Ha KOHBEHLIHOHATHHTE (PapMakOJAOrMUHH
npoy4BaHHA 32 6€30NacHOCT, TOKCHYHOCT FIPH MHOTOKPATHO NPHNArale, reHOTOKCHYHOCT, KAHLEPOreHEH
NOTEHLHAT, PENPOAYKTHBHA TOKCHYHOCT B TOKCHYHOCT 33 Pa3BUTHETO,

[Tpy nILXOBe TOKCHUYHH 403K 33 MaikaTa (600 mg/kg/neH) no BpeMe Ha nocnaeaHHTE JHH OT OpeMeHHOCTTa H
flepvona Ha JIAKTALIMA ca JOREJIH [0 MTO-HMCKA CTENEH Ha NMPEKHBAEMOCT, No-cnabo HanasaHe Ha TErNo U
3a0aBeHO pa3BHTHE (OTAENAHE Ha YIIHATA MHAA H OTBapSHE HA CIYXOBHSA KaHal) Ha NOKONEHUETO (BX. TOYKA
4.6). Te3n no3u npu mabxose (600 mg/kg/aen) npencrasnssar npudnusnTenHo 18 nbTH MakcHManHaTa
[PenopPLYUTENIHA 034 MPH Xopa Ha DasaTta Ha mg/m” (M3UMCIICHHATA Ce OTHACAT 3a nepopanka ao3a 320 mg/nex
U naumedT ¢ Terno 60 kg).

[Tpy npeaknUHUYHM NPpOYyUBaHHUA 33 6€30MacHOCT BUCOKH A03H BancapraH (200 o 600 mg/kg TenecHo Terno)
[peAM3BHKBAT MPH IUTbXOBE HAMATABAHE HA NAPAMETPHUTE Ha YEPBECHHUTE KPLBHH KNETKH (CPHTPOLIMTH,
XeMOrnoOuH, XeMaTOKPHT) H IPUYHHABAT NPOMEHHU B 01n0peuHaTa xeMOAHHAMHKA (JIEKO MOBHLIABAHE HA ypeaTa
B KpbBTa, ObOpeuHa TyOynHa xuneprnasusa 4 6asodwnna npu MbxkuTe). Tezn ao3u npu mbxose (200 no

600 mg/kg/neH) npeacragnaBaT MpUOIU3UTENHO 6 K 18 TbTH MaKCUMAaNHATa MpenopbLUYMTENHA 1034 NMPU X0pa Ha
Gasara Ha mg/m? (M3UMCNEHHATA Ce OTHACAT 3a nepopaiiHa 103a 320 mg/neH u naument ¢ Terno 60 kg).

[Ipy MapMO3€TKH B CpaBHUMH A03H NPOMEHHUTE ¢a NOA0OHH, HO No-TexkH, 0co0eHO B OvOpeunTe, KbAETO
MPOMEHUTE CE pa3BHBaT A0 He(ppornaTHA, BKJIIOYBALLA NOBHLICHHE HA YPEATa H KPEaTUHHHA B KPbBTA.

Habmopnasa ce cbio xuneprpodus Ha ObOpeyHUTE FOKCTArTOMEPYIHU KNETKH U NpU ABaTa BUAA. CHUTA C€, Ue
BCHUKH MPOMEHH C€ AbJDKAT Ha GapMakONOrHUHOTO AeHCTBUE HA BAJICAPTAH, KOETO BOAW A0 MPOABIDKHTEIHA
XHNOTOHHUA ocobeHo npu MapMoseTHTe. Marnexxaa, ye TepaneBTHYHATA 4033 HA BaJICApTaH NPH XOpa He €
CBBbP3aHa ¢ XUnepTpodua Ha OLOpeHUHUTE IOKCTANNTOMEPY/IHU KIIETKH.

6. CAPMAIIEBTHYHHN JAHHH

6.1 CnRchbK HA NOMOIHATE BEmeCTRA

Aopo na mabaemxama

Llenynoza, MUKpOKpUCTaNHa

[Tosunon K25

Kpockapmenosa HaTpui

HaTpues naypuncyndar

MaunuTton

CwiHuMeB QHOKCHA, KONOKHAcH belBoaeH




Marne3ueB creapar (E470b)

Durmoso noxpumue

[Toau(BHHHUAOB aNKOXO)

Makporon 3350

Turanos avokcua (E171)

Tank

JKenezen okcuga, uepBeH (E172) — camo 3a 10 mg/160 mg/12,5 mg u 10 mg/320 mg/25 mg
Kenesen okcug, koAt (E172) — camo 3a 5 mg/160 mg/25 mg ul0 mg/160 mg/25 mg

6.2 HecLBMeCTHMOCTH

Henpunoxxumo

6.3  Cpox naroanoct

5 roaMHHU

6.4 CnenHajaHH YCJIOBHA HA ChbXPAHEHHE

To3M NeKapcTBER NPOOYKT HE H3HCKBA CNIELIHANIHH YCJIOBHA HA ChbXpaHEeHHe.

6.5 Bra H CHABPKAHEE HA ONAKOBKATA

Baucrep (OPA/AI/PVC//Al donuo): 7, 10, 14, 28, 30, 56, 60, 84,90,98, 100, 7x1,10x 1, 14x 1,28 x 1,
30x1,56x1,60x1,84x1,99x1,98 x 1 nl100x 1 dunmupanu tabnerku, B Kytus,

baucrep (OPA/Al/PVC//Al donno). c otbengsanu nuu or ceamuuara: 7, 14, 28,56, 84,98, 7x 1, 14 x 1,
28x1,56x1,84x1 198 x 1 puamuparu TabneTku, B KyTus.

He BCHYKH BHAOBE ONAaKOBKHU MoraT aa ObaaT mycHaTH Ha nasapa.
6.6 CnenHalay npeana3HH MepKH NPH H3IXBbpJIgHE H pabora

HaMa criellaJTHH H3HCKBAHMUA.

7. IMPHATEXATEJ/JI HA PAZPEHIEHHUETO 3A YIIOTPEBA

KRKA, d.d., Novo mesto, Smarjedka cesta 6 , 8501 Novo mesto, CnoseHus

8. HOMEP(A) HA PAZPEIIIEHHNETO 3A YIIOTPEBA

Bantpukom 5 mg/160 mg/12,5 mg — Per. Ne: 20190064
Bantpukom 5 mg/160 mg/25 mg — Per. Ne: 20190065
Bantpukom 10 mg/160 mg/12,5 mg — Per. Ne: 20190066
Bantpukom 10 mg/160 mg/25 mg — Per. Ne: 20190067
BaarpukoMm 10 mg/320 mg/25 mg — Per. Ne: 20190068

9. JATA HA ITbPBO PAZPEINIABAHE/TIOJHOBSBAHE HA PABPEIIEHUETO

JlaTa Ha mepBO paszpeuiaBaHe: 28.03.2019
Jlata Ha nocneaHo noaHoBsBaHe: 25.00.2023



10. JIATA HA AKTYAJIUBUPAHE HA TEKCTA

22 Jlexkempu 2025

[Moapobua undopmalms 3a TO3H JIEKapCTBEH NPOAYKT € NpeaocTaBeHa Ha yebcaiira Ha U3nbaHuTenHa AreHuus
no Jlekapcreara (MAJI) http://www.bda.bg.




