KPATKA XAPAKTEPUCTHUKA HA MPOAYKTA

1. UME HA JIEKAPCTBEHHUSA ITPOAYKT
Bancasun Tpuo 5 mg/160 mg/12,5 mg punmupanu tabnerku

Bancasun Tpuo 10 mg/160 mg/12,5 mg dunmupanu tabnetkn WAL R PP / Q

Valsavil Trio 5 mg/160 mg/12,5 mg film-coated tablets
Valsavil Trio 10 mg/160 mg/12,5 mg film-coated tablets 6FP63-7 11-01- 0%

2. KAYECTBEH U KOJIMYECTBEH CbhCTAB

Bancasun Tpuo 5 mg/160 mg/12,5 mg punmupanu tabnerku

Besika punmupana tabietka chabpika S mg aMuoaunus (amlodipine) (kato amnoaunuHOB Gesunar),
160 mg Bancapran (valsartan) u 12,5 mg xuapoxnoporuasua (hydrochlorothiazide).

Bancasun Tpuo 10 mg/160 mg/12,5 mg punmupanu tabnerku
Beska punmupana rabnerka chabpika 10 mg aminoaunus (amlodipine) (kaTo amioaunuHOB Ge3unar),
160 mg Bancapran (valsartan) u 12,5 mg Xxuapoxa0poTHasua (hydrochlorothiazide).

3a MbJIHHUA CITUCHK HA TOMOLIHHUTE BELIlECTBA BHIKTE TOYKa 6. 1.

3. JIEKAPCTBEHA ®OPMA

®unmupana taberka.

Bancasun Tpuo 5 mg/160 mg/12,5 mg ¢punmupanu tabnerku ca e, OBAJTHH, IBOMHOMU3ITbKHAJIH
bunmupanu TabneTky ¢ AbkKMHA 15,6 mm M wHpHHa 6,2 mm.

Bancasun Tpuo 10 mg/160 mg/12,5 mg ¢punmupanu tabnetku ca 0J1€103KbJITH, OBAJIHH,
JIBOHHOM3ITbKHAIH (PHIMHUPAHU TableTkH ¢ AbmkuHa 15,6 mm u LIMpHHaA 6,2 mm.

4. KIUMHHUYHUA JAHHHA

4.1 TepaneBTHYHH NOKA3AHHAA

Jleuenne Ha eceHLMaIHA XMUIIEPTOHUS KAaTO 3aMECTHUTETHA Tepanus Nnpu Bb3pacTHU NALMEHTH, NPH
KOMTO € IOCTUIHAT 3a10BOJIMTEJIEH KOHTPOJI BbPXY apTepHAIHOTO HaIsraHe ¢ KOMOMHALMATA
AMJIO/INTIHH, BajicapTaH W Xxuapoxiopotuasua (HCT), npunaranu kato Tpu otaenHu nekapersenu
(opmu unu kato ¢ukcupana aBoiiHa KOMOHHALMS W OT/IE/THA JieKapcTBeHa Gopma.

4.2 Jl0o3MpOBKA H HAYHH HA NPHJIOKEHHE

Jlo3upoBka

[lpenopbusanara noza Bancasun Tpuo e enna TaGneTka aHeBHO, 3a npeanovyurade cytpuH. Ilpeau na
NMpEMHHAT Ha JsieyeHHe ¢ Bancasun Tpuo naumenTuTe TpsiGea na ObaaT Ha ¢uKkcHpaHH 1034 OT
CHOTBETHHTC MOHOKOMIIOHEHTH, KOMTO NMpHeMar 1o cblloTo Bpeme. Jlozara Ha BancaBun Tpuo ce
onpezesis Ha 0a3a 103MTe Ha OTIETHUTE KOMIIOHEHTH OT KOMOHHALMATA B MOMEHTA Ha NPEMHUHABAHETO.

Makcumannara npenopbyBaHa 103a Bancasun Tpuo e 10 mg/320 mg/25 mg.

Cneyuannu nonyiayuu
bbOpeuHo yBpexnane

[lopagu xuapoxsioporuasuanaTa komrnonenTa BaicaBu Tpuo e nporuBonokas
aHypHs (BXk. Touka 4.3) M NPU MALMEHTH C TEKKO O0BbOpeyHO yBpexnaHe (CKOR
¢unrpauns (GFR) <30 ml/min/1,73 m?) (Buskre Touka 4.3, 4.4 1 5.2).
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He ce Hanara kopexkuys Ha HayaJlHaTa [103a MPH MALKEHTH C JIEKO 10 yMepeHo Gubpeuno yBpexKaaHe
(BX. TOUKH 4.4 u 5.2).

Heprodpobro yepexcoane

Ilopann BancapraHoBaTa kOMnoHeHTa Bancaeun TpHO e NMPOTHBOMOKA3aH TMPH MALMEHTH ¢ TEXKO
4epHOAPOOHO yBpexkiane (Bx. Touka 4.3). [IpH NaluMeHTH ¢ IeKo 10 YMEPEHO YepHOOPOOHO yBpeXIaHe
Oe3 xonecrasa, MakCHManHaTa MpeNOpB4YBaHA 1034 BancapraH ¢ 80 mg Nnopaau Ta3H NpHYHMHA
Bancasun Tpro He e noaxoAsIn fIpH Ta3u rpyna NauMeHTH (Bx. TOukH 4.3, 4.4 u 5.2). ITpenopsku 3a
[03aTa Ha aMJIONHITHH MPH MALMEHTH C JIEKO 0 YMEPEHO YepHOAPOGHO YBpEKAaHe HE ¢a YCTAHOBEHH.
Ilpu npemMuHaBaHe Ha NALMEHTH ¢ XUTIEPTOHHA (BXX. Touka 4.1) M uepHOAPOGHO YBpeXaaHe KbM
neuenne ¢ Bancasun Tpuo, TpsabBa na ce uanonssa Hali-HHCKaTa HATHYHA 1033 AMJIOIHITHH.

Copoeuna nedocmamvunocm u koporapra 6oaecm Ha Copyemo

CriecTByBa orpanuieH onuT ¢ ynorpe6ara Ha Bancasun Tpho, ocoBeHO B MakCHMaTHH IO3M, [pH
NalMEHTH ChC ChPICYHA HENOCTATEHYHOCT H KOpOHapHa bonect Ha cbpuero. IlpenopruBa ce NOBHIIEHO
BHUMAaHHE IIPH NAUMCHTH CbC CbpPAEYHA HENOCTATBYHOCT H KOpPOHapHa GOJIECT Ha CuplLeTo, ocobeno
Npy NpUnaraHe Ha MakcumanHara no3a Bancasun Tpuo 10 mg/320 mg/25 mg.

Hayuernmu ¢ cmapuecxa ev3pacm (na év3pacm 65 200unu u nogeue)

IIpenopbuBa ce NOBHILEHO BHUMaHHE, BKIIOUMTEHO NI0-Y€CTO MOHHTOPHPaHe Ha ApTEePHATTHOTO
Ha/lAraHe, MpH NaLlKHeHTH B CTAPYECKA BB3PACT, OCOOECHO NpH NpUiIaraHe Ha MAKCUMAJTHATA 11034
Bancasun Tpuo 10 mg/320 mg/25 mg, Thit kaTo JaHHHUTE 33 YNoTpe6a NPU Ta3H NAUKEHTCKA
MOIMyNALMA Ca OrpaHH4eHu. [1pH npeMiHapaHe Ha NOIXOAALIM NALMEHTH C XHMEPTOHMUS (BX. TOYKA
4.1) xbM neyenne ¢ Bancasun Tpuo, TpaGea aa ce 3no/3Ba Hali-HUCKATA HATTMYHA 1038 aMJIOTHITHA,

ITeduampuuna nonynayun
Hsma cpoTBeTHO npuioxenre Ha Bancasun Tpuo B neanaTpuuHaTa oy nauus (NauMedTH Ha
BB3pacT NoA 18 rofauHu) 3a NokasaHHETO JieYEHHE HA ECEHLIMANTHA XHIIEPTOHUS.

Ha4yuH Ha npuioxkeHHe
[IepopanHo npunoXxeHKe.

Bancaeun Tpuo Moxe na ce npHeMa ¢ wiu 6e3 xpana. TabneTkure TpaGBa fa ce NONTBHIAT LE/H C
MAJIKO KOJTH4ECTBO BOAA, TIO €IHO H CHILO BPEME BCEKH IEH, 3a NPEANOYHTAHE CYTPHH.

4.3 IIporEBONOKA3aAHEE

- CBPBXMYBCTBHTEHOCT KbM aKTHBHHTE BELIECTBA, APYTH CYN(OHAMHEIHH IPOH3BOIHH,
AHXHAPOTTMPHAHHOBH NPOM3BOAHH WIH KbM HSKO€ OT NOMOIIIHHTE BEeUIECTBa, H3OPOEHH B
TOUKa 6.1;

- BTOPH H TPETH TPUMECTBP Ha OpeMeHHOCTTa (BXK. TOukM 4.4 1 4.6);

-~ YepHOApoOHO yBpexaaHe, GrnapHa LMPO3a WIH XOJIECTasa;

- TexKo 6B6peuno yspexxaane (GFR <30 ml/min/1,73 m?), aHypus ¥ npH manueHTH Ha
AHATH3A;

- €HOBPCMCHHATa ynoTpeba Ha Bancasun TpHO ¢ amHCKMPEH-CHABDKALIH NPOAYKTH €
IPOTHBONOKA3aHA NPH NMALKEHTH ChC 3aXxapeH Axaber Wi 6s6peuno yBpexxnane (GFR <30
ml/min/1,73 m*)(erx Touxu 4.5 u 5.1);

- pe@paKkTOpHa XHNOKATHEMHS, XHIIOHATPHEMHS, XHMIIEPKATLHUEMHA H CUMITTOMATHYHA
XMIIepypHKeMus;

- TEXKKa XHTIOTOHMA,

- WOK (BKIOYHTETHO KAPAHONE€HEH IOK);

- OOCTpyKUMA Ha M3X0/a HA /IABA Kamepa (HAMNp. XHnepTpodHYHa 06CTPYKTHBHA
KapAMOMHOINATHA U BHCOKOCTENEHHA a0pTHA CTEHO33);

- XE€MOJMHAMMYHO HeCTaOHIIHA CBHPAEYHA HELOCTATBYHOCT CHEMA OCTHDP MHOKAP/E

44 Cpennanuu npeaynpexieHHs H NPEANAIHE MEPKR NPH ynoTpeba 2
besonacHoCTTa M ePUKACHOCTTA Ha aMJIOJUITHH NPK XHNEPTOHHYHA KPH3a He Ca YCTAHOR




Tlayuenmu c nampues- wunu obemen dechuyum

ExclieCHBHA XMNOTOHHSA, BIUTIOYHTETHO OpPTOCTATHYHA XHIIOTOHHUA, ce Habmonasa npu 1,7% or
MALMEHTHTE, JIEKYBaHH ¢ MaKCHMaHaTa n03a Bancasun Tpuo (10 mg/320 mg/25 mg) cnpamo 1,8%
IPH NALMEHTHTE Ha BayicapTaH/xuapoxnopornasua (320 mg/25 mg), 0,4% npu nauMeHTHTE Ha
amJIoaHIHH/Bancaptat (10 mg/320 mg) u 0,2% npu nanmeHTHTE Ha XHIAPOXJIOPOTHA3H//AMJIOAMITUH
(25 mg/10 mg) B Xona Ha KOHTPONMPAHO HIMUTBAHE MPH MALMEHTH C yMepeHa A0 TexkKKa,
HEYCJIOKHEHA XUNIEPTOHUS,

[Ipy maumeHTH ¢ HaTpHeB WHNH 06GeMeH ae(UIMT, NPHEMALIH BUCOKH O3 AHYPETHLM € BB3MOXKHO
ia Bb3HHKHEC CHMIITOMATHYHA XHITOTOHHSA C/e/l 3aN0YBaHe Ha JieueHHeTo ¢ Bancasun Tpuo. Bancasun
TpHo Tpabsa na ce npunara caMo cnea KOPUrHpaHe Ha MpeaLecTsall HaTpueB Wunu obeMen

HepULIMT.

Axo npu neuexne ¢ Bajncaeun TpHo HACTBNHM €KCLECHBHA XHIIOTOHHS, NALMEHTHT TpabBa na Obae
MOCTABEH B JICTHAIO NONOXKEHHE H TPH HEOOXOAUMOCT /1a C€ NPUJIONKH HHTPABEHO3HA HHOY3MA C
$usHoNOrHueH pa3TBop. JleueHHeTo MOXKeE Aa 6be NPOABIDKEHO Chel KaTo Ce crabunmsupa
apTepUAIHOTO HAJIATAHE.

IIpomenu 6 cepymuume enexmponumu
AMIOIUIHH/BaNCApTaH/XHIPOXJIOPOTHAZH

B xona Ha KOHTPOJIMPAHOTO KIIMHHYHO W3MMTBaHe Ha Bancasun TpHO NpH MHOTO OT NaLMeHTUTE
NPOTHBOTIONOKHHTE EPEKTH Ha BancapraH 320 mg M XMAPOXIOPOTHAsHA 25 mg BbPXY HHBATA Ha
CEPYMHHA KaJIHA NOYTH Ce HeyTpanu3upart s3auMHo. [py apyri naumeHTH, eqMHuUAT WK APYTHAT
edekT MOXKe Ja AOMUHHPA. [TepHoaHYHO, HA NOAXOAALIN HHTEPBARH OT Bpeme, Tpabpa na ce
H3CIICABAT HUBATA HA CEPYMHHTE EJIEKTPOJIMTH C LIS OTKPHBAHE HA BB3MOXHH €NICKTPOJIUTHH
HapylleHHA. [lepHonnuHO U3cneBaHe Ha HHBATA HA CEPYMHHTE EIEKTPONHTH, NO-CIIELMATHO Ha
KajIud, TpAOBa Aa ce MpOBEXKMA Ha ONPERENCHH HHTEPBAH OT BPEME C LIS OTKpHB&HE Ha Bb3MOXHH
CJIEKTPONMTHH HApYLIEHHA, 0OCODEHO NPH MALHEHTH C APYTH PHCKOBU (PAKTOPH KaTo HapyliieHa
OBOpeuHa QyHKuUmsS, NeueHHe ¢ APYTH NEKapCTBEHR MPOLYKTH HIH Npeaxoxjaaula aHaMHesa 34
CNICKTPOJIMTHH HAPYILICHHUA.

Bancapran
EnxospemenHaTa ynotpeba ¢ kannesn 1o6aBku, Kanuii-ChXpaHABaLLHA IHYPETHLIM, 3aMECTHTEIIH Ha

CONTa, CHABbPACAUIN KM, WK APYTH JIEKAPCTBEHH NPOAYKTH, KOUTO OHXa MOTTH Aa [IOBHIIAT
HUBATa HA KAJIHH (XEMapHH H T.H.), He ce npenopsuBa. CToliHocTHTe Ha Kanua Tps6Ba CLOTBETHO Ja
C€ MOHUTOPHPAT.

XHAPOXJIOPOTHA3K/
Jleyenunero ¢ Bancapun Tpuo Tpabea aa ce 3anouHe caMo chnen KOPHIHPAaHE Ha XHMNOKATHEMHATA M
CBHITETCTBAIIATA XHITOMArHE3MEMHA. THA3HAHHTE NHYPETHIIM MOTAT 1a YCKOPAT HOBA IOABA Ha
XHMOKaNHEeMHA WM 1a ODOCTPAT NpeRecTBalla XHnokanueMus. THa3HAHATE AHYPETHLH TpaOBa aa
C€ MpUIIAraT ¢ NOBUINEHO BHUMAHKE NPH NALHEHTH, YHETO CHCTOSHKE € CBLP3aHO C NMOBHIIICHa 3ary6a
Ha KaJIHHA, KaTO HaNpuMep coJ rybelny HepoliaTUH WIH MPEpPEeHATHO (kapaMoreHHO) yBpeKaaHe Ha
016peuHaTa GyHKIMA. AKO O BpeMe Ha TEPANHA ¢ XHAPOXTOPOTHAINA ce Pa3BHE XUIIOKATTHEMHUH,
MpueMBT Ha BanicaBun TpHo Tpa6ea aa ce npeycTaHOBH 00 cTaGWIHO BB3CTAHOBARAHE HA GAIAHCA Ha
Kanus. THasuaHuTe AMypeTHUH MOraT Ja YCKOPAT HOBA NOSBA HA XMIIOHATPUEMHS H
XHINIOXJIOPEMHUYHA ANKAN032 iU 2a 000CTpAT npeainecTBalla xurnoHarpueMus. Habmonapana e
XHIOHATPHEMHS, CHIIPOBOACHA OT HEBPONOrHYHA CHMITTOMATHKa (TaJeHe, MporpecHBHa
R€30PHEHTALIHA, araTHA). JIeYeHHeTo ¢ XMAPOXNOPOTHA3MAM TPAGBa a ce 3anouBa clien KOpUTHpaHe
Ha MpCUIECTBALLA XUITOHATPHEMHA. B cityyail Ha Texka WM 65p30 pa3sBHBALIA Ce XHITOHATPHEMHFIO
Bpeme Ha JieueHneTo ¢ Bancasun Tpuo, neuennero Tpabea na 6s4e CripsHO 10 HOpMan .r“f’,: A
HHBATA Ha HATPHA. BCHUKH NauMeHTH, NpHeMalliy THA3MAHH AMYPETHUH TPA6Ba neppffpiyi
ObaaT npocneasBany 3a eJIEKTPONMTHH RAPYIICHHA, 0COGEHO Ha Kanus, HaTpHA U fr

bvbpeuno yapedcoane |
THasnaHuTe AMYPETHLM MOTAT a YCKOPAT a30TEMHATA NPH NALIMEHTH C XPOHHYHO Y56
3abonasane. Koraro Bancaeun Tpuo ce npunara npu NaumeHTH ¢ 6BOpeuHo ynpem :



MpEnopb4Ba NEPHONAHYHO NMPOCIEAABAHE HA HUBATA HA CEPYMHMHTE ENCKTPOINTH (BKIIOMHTEHO Ha
KAJIHA ), KpeaTHHUHA U THKOYHATA KHCEJTMHA.

Bancasnn TpHo € NpoTHBONOKA3aH NPH MALKEHTH C TEXKKO 0Bb0peuHO yBpexxnaHe, aHypus wiu
NpOBEXKIALIK AKain3a (BXkK. To4uka 4.3). He ce u3uckra xopHrHpane Ha no3ata Ha Bajicasun Tpno npu
MALMEHTH C JIeKO A0 yMepeHo 6x6peuno yrpexnane (GFR <30 ml/min/1,73 m?).

Cmenosa na 6vb6peuna apmepusn

Bancasun Tpuo Tpabea na ce npunara ¢ moBHILEHO BHUMAaHHUE 32 JICUeHHE HA XHIIEPTOHHA NPH
NAMEHTH C €NHOCTPAHHA WM IBYCTPAHHA CTEHO3a Ha O6b0peuHuTe apTepHK Wi npy creHo3a Ha
apTepHA Ha eNMHCTBEH OBOpEK, ThH KaTO NpH TAKHBA MALIHEHTH MOXE 11a Ce NOJy4Yd NOBHIIABaHE Ha
ypeAaTa B KPEBTA H CCPYMHHSA KPEATHHHH.

bvbpeyna mpancnnanmayus
[0 TO31 MOMEHT HAMa HAaTPynaH OMMT MO OTHOMICHKE Ha 6e30MacHaTa ynorpeba Ha Bancasun Tpuo
IMPH NAUHEHTH CBC CKOPOLIHA 6B0peiHa TpaHCIIIaHTALIMS.

Heproopobro yepexcoane

BancapraH 0CHOBHO ce eTMMUHMpa HENTPOMEHEeH Ypes KITbYKaTa. I10IYKHBOTHT HA AMITONHIIMH €
YAB/DKEH, a cTOHHOCTHTE Ha AUC ca no-BUCOKHM NpH MAlMEHTH ¢ HapylueHa YepHOAPOOHA QYHKIMS;
HE ca yCTRHOBEHH NIPeNOptKH 3a no3ata. [Ipn nauuenTy ¢ neko Ao ymMepeHo 4epHOApoGHO yBpexaaHe
6e3 xosiecTaza MakcCHManHaTa npenopbLYBaHa A03a BancapraH e 80 mg, cnexoarenno Bancasun Tpuo
HE € NOAXOAALL TIPH TA3K rpyna NALMEeHTH (BXK. TOUkH 4.2, 4.3 i 5.2).

Anzuoedem

CrobinaBa ce 3a cliydal Ha aHrMoeieM, BKTIOYHTEIHO OTOK Ha NIAPHHKCA M MIOTHCA, MPUYHHABALLL
OOCTPYKUMA HA AMXATE/IHUTE THTHILA WWIH OTOK HA JIMLIETO, YCTHHTE, (hapuHKca WM e3uka npu
NMAUKXCHTH, JICKYB&HH C BaJICAPTHAH. HAKOM OT Te€3M NalMEeHTH Ca UMAJIH U NIpEeAH TOBA AaHTHOEHEM,
MPH ICHEHHE C APYTH JIEKAPCTBEHH NMPOAYKTH, BKIHounTeNHO ACE uHxuburopu. Bancapun Tpuo
TpAOBa 1a ce cripe He3abaBHO NPH MALMEHTHTE, KOUTO NOJTY4aT AHTHOEAEM H He TPAGBa aa ce npwiara
OTHOBO.

Cvpdeuna nedocmamvurnocm u xoponaprna 6osecm na cvpyemo/nocmmuoxapden urngapxm

Karo nocneanua ot uuxubupasero Ha PEHHH-AHTHOTEH3UH-AN0CTEPOHOBATA CHCTEMA NPH
fPEAPAINONONEHH NALMEHTH MOTaT Aa C¢ O4aKBAT NPOMEHH B 6B6peuHara ¢pyHkuma. [pu naumenTy
€ TCXKa ChpAcHHA HEAOCTATHYHOCT, YHATO OBLOpevUHa PyHKIMA 6M MOTIA A 3aBHCH OT AKTHBHOCTTA
Ha PCHAH-AHTHOTCH3WH-A/II0CTEPOHOBATA CHCTEMA, JieueHHETO ¢ ACE HHXMOGHTOPH H aHrHOTEH3HH
PELENTOPHH ONOKEPH Ce CBBP3BA C ONIMTIYPHS H/HIM POTPECHBHA A30TEMUS 1 (paaxo) ¢ ocTpa
OB6peuna HeocTaTBYHOCT WM cMBPT. [Ton06HH pe3yIraTy ca choOLIeHH 3a Bancaprad. OueHkara
HA NalIMEHTATE CBC CHPIETHA HENOCTATHYHOCT H HITH TOCTMHOKAapAeH URPAPKT TpA6Ba Ja BKIIO4BA
BHHAIHA olleHKa Ha 6s0peunaTa dyHKkuus.

B awsrocpouno, mwiane6o-kOHTponMpano npoyupaxe (PRAISE-2) ¢ aMnoaunuu npu nauMeHTH cue
CbpactiHa HeaocTaTpuHOCT Kiac I u IV no NYHA (New York Heart Association Classification), ¢
HEMCXEMUIHA €THOJIOTHA, AMIIOMITHH Ce CBBP3BA ¢ NOBHLIEH 6poii chobienns 3a 6enoapobeH oTok,
BBIPCKH JIMICATa Ha 3HAYMMA Pa3jiMKa B YECTOTAaTa Ha BIOINABALIA Ce ChPAEYHA HEAOCTATHYHOCT B
CpaBHEHHeE ¢ Tu1anedo.

biioxepuTe Ha KanUHeBHTE KAHAMH, BKIIOYHTEIHO aMIIOHITHH, TpAOBa na ce U3MON3BAT ¢ NOBHILIEHO
BHHMAHHUC IIPH NALHEHTH CBbC 3aCTOHHA ChPACYHA HEAOCTATBYHOCT, Thi KATO MOTAT Ja MOBHILAT
PHCKa OT OBbACUIM CHPAEIHO-CHAOBH CHOMTHS H CMBPTHOCT.

Heobxomumo € MOBHIIEHO BHMMAHKE TIPH NALHEHTH CLC ChpAeYHa HEAOCTATHYHOCT 2
OonecT Ha chpLETo, 0COBEHO TIPH BUCOKATA 1033 aMJTOIHITHE/ BaJICAPTAH/XMIPOXJIIO %
mg/320 mg/25 mg, Thii KATO CHIIECTBYBAIMUTE AAHHHTE [IPHA Ta3W NalUCHTCKa NOng
OrpaHH4ECHH. :

Aopmua u mumpanna xranna cmenoza



Kakro rpu BCHYKH ApYTH Ba30JWIATATOPH € HEOOXOMHMO CTIA3BaHe Ha CrIeLMAIHH npeanas’Hy MEpKH
NPH NalHEHTH ¢ MHTPAJIHA KIAITHA CTEHO3a WIH 3HAYHMa A0PTHA CTEHO3a, KOSTO HE €
BHCOKOCTEIIEHHA.

bpemennocm

Anrnotensut II peuentoprute 6nokepu (AIIPB) He TpsaGBa Aa ce 3aN0YBAT [0 BpeMe Ha HpeMeHHOCT.
Oceen ako mpogwpkaBaHeTo Ha TepanuaTa ¢ AIIPB ce CumTa 33 KH3HEHO BaKHO, HA MALMEHTKHKTE,
KOMTO IU1aHHpAT Aa 3abpeMeHesT, Tpa6Ba na 6b¢ HA3HAYEHO ATTEPHATUBHO aHTHXHIEPTEH3HBHO
JIEYCHHE C YCTaHOBEH Mpodil Ha GesonacHocT 3a ynoTpe6a no Bpeme Ha GpeMEHHOCT. Ilpn
ycTaHOBABaHE Ha GpeMeHHOCT NeveHneTo ¢ AIIPE Tpabea na ce npeycTanoBy Heza6GaBHO H, aKo €
YMCCTHO, 1a C€ 3aovHe alnTepHaTHBHA Tepanus (BXK. Touky 4.3 H 4.6).

Ihypeuuen xunepandocmeponuzvm

[TauMeHTH ¢ IMbPBHYEH XHMEPAIROCTEPOHUIEM HE TpAOBa na 6snar nekysaHu ¢ aHrMoTeH3MH |1
peuenTopHHa Gn0Kep BajicapraH, Thil KaTO TAXHATA PCHHH-AHTHOTEH3HH-A1A0CTEPOHOBA CHCTEMA He
¢ akTHBHpaHa. [lopaay Tasu npuumna Bancasun Tpuo He ce NpenopbyBa NPH Ta3H NOMyAALHA.

Cucmemen aynyc epumemamoodec

Cpobiuasa ce, ye THa3MAHKTE JHYPETULH, BKIIOUHTE/HO XWIPOXNOPOTHA3H/, MOTAT J1a 060CTPAT WM
7la aKTHBHPAT CHCTEMEH JIYTIYC €PUTEMATOIEC. |

Apyeu memabonumnu vapywenus

TrasHaHHTE AMYPETHLIM, BKITIOUHTETHO XHAPOXJIOPOTHA3HA, MOTAT 1a HAapy1UAT ITIOKO3HH TOMEPAHC
11 213 TIOBHINIAT CEPYMHHTE HUBA Ha XOJIECTEPON, TPUITMLICPHAH H MUKOYHA KucesmHa. [Ipy nauvenTy
C nuaber Moxe na e HeoOXOAMMO KOPUIHpaHe Ha [103aTa Ha MHCYJIHHA WIIH Ha NIEPOPATHOTO
XHIMOTTHKEMHYHO CPEACTRO.

ITopann xuapoxiopoTHasHaHAaTa KOMNOHEHTa Bajicasmwn TpHo ¢ npoTHBONOKAa3aH npy
CHUMITTOMaTHYHa XUIIEpYPUKEMHA. XHAPOXNOPOTHAIHA MOXKE /18 MOBMIIH CEPYMHWTE HHBA Ha
MHKOYYHATA KHCEINHA, NI0PaZH HaMANCHHS KJIHPBHC Ha NMMKOYHATA KHCEJTHHA H MOXKe J1a NPHYUHH HIH
Zla 00OCTPH XHNEPYPUKEMHATA, KAKTO H 12 YCKOPHM TOABATS Ha noaarpa Nnpu nNpeapasnonoKeHH
NAUMCHTH. ThasuanTe HAMANABAT €KCKPEUMATA HA KAILMH C yDHHATA H MOTAT AA IIPEAH3BUKAT
fIPEXOZHO M JIEKO MOKAYBAHE Ha CCPYMHHUS KANILMHA MPH JIUTICATA HA M3BECTHH HAPYIHEHUS B
kanuueens Metabomussm. Bancasun Tpuo e npoTHeOnokaseH NP IAUMEHTH ¢ XUNCPKAILHEMHUS K
Tp0Ba Aa ce npunara caMo cileR KOpHTHpaHe Ha NpeALIecTBAIa xunepkanuuemus. IIpueMsT Ha
Bancaeun Tpuo Tpabea na 6u0e npekpateH npu pasBUTHE Ha XHIICPKALIHEMUA 10 BpeME Ha
neveHneTo. CepyMHUTE HHBA Ha KalLMs TpsaOBa NEPHOAMYHO 44 ce IPOBEPABAT 110 BpeEME Ha
JICHCHHETO € THa3HAM. [loauepranara xunepkanumeMus Moxe n1a 6ae TOKA3aTENCTBO 34 CKPHT
XHnepnapaTHpeouan3sM. [IpueMsT Ha THaZHAHN THypeTHLM TpA6Ba Ja 61ae NPEeKPaTEH Npeam
NpOBEXKIAHE HA H3CIICABAHHA HA (PyHKUMATA HA NAPATHPEONIHHUTE JKIIE3H.

Domouyecmeumennocm

Cpobiuasa ce 3a ciiyuan Ha peakuu# Ha GOTOYYBCTBHTEHOCT NpH NpHEM Ha THA3HAHU AHYPETHLH
(BX. To4yKa 4.8). Ako Nno BpeMe Ha JieueHHeTo ¢ Bancarm Tpuo pb3HMKHE peaxima Ha
(poToUyBCTBUTENHOCT, Ce NpenopbuBa cIHpane Ha TEYEHHETO. AKO Ce CUMTa 34 HEOOXO0AMMO
NOBTOPHO MMpWIaraHe Ha AMypeTHKA, ce MperopbyBa 3alMTa Ha 06acTHTe, HTOXKEHHN Ha CThHIE WM
H3KycTBeHa UV A cBeT/iHHA.

Hemenarnomen pax na xosicama

BCPOATCH MEXaHH3IEM 3a pasBuTie Ha HMPK. TlaunenTure, npuematn XXT3, Tps6Ga
HH(popMupanH 3a pucka oT HMPK u chBeTBany penoBko na MPOBEPABAT KOKATA CH 3
He320aBHO A2 chOGLABAT NPH NOABA HA NOAO3PMTENHH KOXKHH iesuu. Ha nauue -



YATPABHOJICTOBH JIb'iH, & B CITyYaH Ha €KCTIO3HLIHA, NOAXOAAIA 3aLIHTA, 32 Ja Ce CBee N0 MHHUMYM
PHCKBT OT paK Ha Koxara. [lozo3purenHuTe KOXKHH Ne3uHl Tpabea na 6BIaT MNOAIOKEHH HA He3a6aBHO
M3CICABAHE, NOTCHLIMA/IHO BKIIKOYBAIIO XHCTONOIHYHH H3C/IEABaHHSA Ha GHONCHYHM MaTepHaH.
Ilpepasrnexnane Ha ynorpe6ara Ha XX T3 Moxe 2a Ce HATOKH M NPH MALMEHTH, KOMTO ¢a HMATH
npeaxoaeH HMPK (Bx. cpino Touka 4.8). |

Xopoudanen usnue, ocmpa Muonus u GMoPUNHA IAKPUNMOBZLANA 2nayxoma

CyndonamuauTe WK N1eKapCTBAaTA, MPOM3BOAHM Ha cyndoHAMMINTE, MOraT 1a Nnpeau3BHKAT
HAHOCHHKPAa3ui, BOACLIA 10 XOPOHAAJICH HATHB ¢ IIePEKT Ha 3PUTEIHOTO 110J1e, MPEXOAHA MHOMHS M
OCTpa 3aKpHTOBI'BJIHA rlaykomMa. CUMOTOMHTE BKIIIOYBAT OCTPa HauanHa (a3a Ha MOHMKeHa
3PHTE/IHA OCTPOTA, 6ONIKA B OKOTO, KOATO CE NOABABE B PAMKHTE Ha YACOBE 10 CeAMHLM OT HAUANOTO
Ha neyeHnero. HenexyBanata 3aKpUTOBIBIIHA IJIAYKOMa MOXE Aa JIOBEJE A0 3aryba Ha 3peHHeTo.
Karo mepBoHavanHa mMapka, neyeHueTo Tpabea fa 6be MPeYCTAHOBEHO Bh3MOXKHO Hai-OBp30.
HezabaBHa nexkapcka noMoun H XHpYpruiHa HaMeca MOXeE 1a Ce HAJIOXKH, aKO TIOBHIIEHOTO BBLTPEOUYHO
HanAraHe He Moxe Jia 6be KOoHTpoHpaHo. KaTo puckos ¢axTop 3a nosBa Ha 3aKPHTOBIRIHA
rilaykoMa MOXe Na € CUWTa aHaMHE3a 38 ATEepPrus KbM CYI(POHAMUAH WIH NEHHLHIMH.

Ocmpa pecnupamopra moxcuunocm

Cren npuem Ha XHAPOX/IOPOTHA3KA ce CHOGIIABAT MHOTO PEAKH TEXKKH CJIYYad Ha OCTpa
PECIHPATOPHA TOKCHHOCT, BKIIIOUHTE/IHO OCTBP pecnparopeH AnctTpec curapoM (OPIIC). Crnen
NPHEM Ha XMAPOXJIOPOTHASHA OOHKHOBEHO ce pa3BHBa GenoapobeH OTOK B paMKHTE Ha MHHYTH 0
yacope. B HawanoTo CHMNTOMHTE BRIIOYBAT AHCITHEN, MOBKIIEHA TEMINEpaTypa, BIOHIaBAHE HA
benoapoGHata QyHKuMA U xunotoHua. [Tpn ceMHeHue 32 ARDS TpsbBa na 6pAe CpAH NMpHEMTLT Ha
Bancasun Tpuo u na ce npunoku noAxomauio JieyeHHe. XHApoXaopoTHasHa He TpaOea fa ce mpuiara
ITpH NALKUCHTH, KOHTO NpeH ToBa ca nomyyasand OPIC ciea npreM Ha XHapoxsiopoTHasu,

Heo6xoanmo e nouileHO BHUMaHHE NPH TALMEHTH C MpeqLIeCTBANA CBPBEXYYBCTBUTCIIHOCT KBM
ApYTH aHTHOTEH3HH 1l penerrropu 610kepu. PeakiMHTe Ha CBPBXYYBCTBHTEIHOCT KbM
XHIPOXIIOPOTHA3HA €A [O-BEPOATHH TNPH NALMEHTH, CTPANAIM OT AJleprus HIH acTMa.

ITayuenmu 6 cmapuecka ev3pacm (wa ev3pacm 65 200unu u noseue)

IIpenoppuBa ce NOBHIIEHO BHHMaHHE, BKITIOMKTENHO NO-YECTO MOHHTOpPHpAHE HA APTEPUATHOTO
Hajlaraxe, npH nailHeHTH B CTapyecka BB3pacT, 0COOEHO NpH NMpUNarane Ha MAKCHUMATHATa RO3a
AMJIOJMITHH/ BaJICApTaH/XHApoxaopoTHasua 10 mg/320 mg/25 mg, THi KaTO NAHHHUTE 3a ynoTpeba
NpH Ta3H MaUMEHTCKA MONyAALMI C8 OrPaHUYEHH.

Aleotino 6roxupane na pernun anzuomenzun -ardocmeponosama cucmema (PAAC)

HiMa naHHH, 4ye eaHOBpeMeHHaTa ynorpeba Ha ACE MHXHOHTODH, APD WIH aTHCKHPEH MOBHINABa
PHCKA OT XHIIOTOHHS, XHICPKATTUEMHA H HaMalqBaHe Ha GxOpeutaTa GyHKUMA (BKIIOUHTENHO OCTpa
616peuna HenocTaTsuHoCT). [lopany ToBa He ce npenopbusa ABOIHO Gokupane Ha PAAC upes
koMOuHHpaHara ynotpe6a ua ACE unxuburopu, APB wim ankckupes (ex. Touis 4.5 1 5.1). Ako ce
MpELICHH, Y€ TepanuaTa ¢ IBoiHo 6nokupane ¢ abcomoTHO HeobxoanMa, ToRa TPAGBa A2 CTaBa caMo
noj HabMIOAEHHETO Ha CAICLHANIMCT H ITPH MeCTO BHHMATEJIHO MOHHTOpHpaHe Ha 6B0peuHaTa
(QYHKLIHSA, eNEKTPOMTHTE ¥ KPbBHOTO Hansrade. ACE MHXHOHTOpPH U APD He TpaGpa 1a ce
H3MOJI3BAT €AHOBPEMEHHO ITPH NalHEeHTH ¢ AuabeTHa HedponaTus.

Humecemunanen anzuoeoem

PELICIITOPHATE AHTAMOHHCTH. AKO €& JHATHOCTHLMPA HHTECTHHA/ICH AHTMOEEM, JICUeHH
BaJICapTaH TpsOBa Aa Ce NPEYCTAHOBH M 12 Ce 3aNo4He NOAXOMALIO HabIIoneHHE A0
OTINYMABRHE HA CHMITTOMMTE,

4.5 BaammopeiicTBHe ¢ APyrH JeKAPCTBEHN NPOAYKTH B APYrH GpOpMH Ha B3aH




He ca npopexxiann obuumManHu npoy4ypaHus 3a B3aWMOAeCTBHATA Ha Bancasun Tpno ¢ apyru
ICKapCTBEHN NPOAYKTH. CieaoBaTesnHo, B Ta3u TOHKa € NpeAcTaBeHa HHPOpMALWa €AMHCTBEHO 3a
M3BECTHHTC NPH OTACIHHTE AKTHBHH BELIECTBA B3aHMOIECHCTBHA C NPYTH JIEKAPCTBEHH NPOAYKTH.
BaxHo ¢ na ce HMa npeasua, ye Bancapun TpHo MOXKe Aa 33CHITH XHMTOTEH3MBHUTE edeKTH Ha ApyrH
AHTHXMINEPTEH3UBHHU CPEICTBA.

He ce mpenopbysa ¢NHOBPEMEHHO NPHIOXKEHHE:

Baacasna Tpno H3BecTHE B3anMoaelicTBES EdexT na B3auMoaelicTBHETO ¢
OTJEJIHH KOMIOHEHTH Che CAEAHHRTE CpefcTBa APYTH JeKRPCTBEHR NPOIYKTH
Bancapran u JIATHH Crob1uaBa ce 3a obpaTHmo
XHAPOXJIOPOTHA3UA MOBHIIABAHE HA KOHLIEHTPALMATA Ha

JINTHHA B CEPYMa U TOKCHYHOCT TIPH
€AHOBPEMEHHO NPHUNAraHe Ha JUTHIA
¢ ACE unxuburopHh, anruorensus Il
PCLIENTTOPHH aHTATOHHCTH,
BKJIFOUMTETHO BAJICAPTAH HIIH
THa3HIHH OUYpeTHLM. Thit kaTo
OLOPEUHUAT KNUPBHC HA NUTHA €
HAMAJICH OT THa3HIHTE, PUCKBT OT
JINTHEBA TOKCHUHOCT € Bh3MOXHO
AONMBITHHTEIHO Aa Ce NOBHLLIK NPK
npreM Ha Bancasun Tpuo. Iopanu
Ta3H NPHYHHA CE MPENophUBRa
BHHUMATEIHO NPOCHCAABAHE HA
CEPYMHHTE HHBATa Ha JIKTHI ITpU

cAHOBpeMeHHa yrorpeba.

Bancapran Kanuii-cexpanapainy AKoO ce CMeTHE 3a HeoOXOAMMO
AHYPETHIIK, KalMEeBH D0DaBKK, | ¢AHOBPEMEHHO C BAIICAPTAH JAa Ce
3aMECTHTEJIH Ha COJITa MPeNKIIE JTEKAPCTBEH NPOIYKT,
ChbOABPXKALIM KanHif M ApyTH KOHTO MOBJIMABA HHBATA Ha KAIHIA, Cce
BELLECTBA, KOHTO MOrar a Npenoph4YBa YeCTO MOHHTOPUPAHE HA
MOBHINAT HHBATA Ha Kanui TUIa3SMEHHTE HABA HA KaJIHIi,

AMIOAHUNHH ['peiindpyT WK cok ot He ce npenopvusa eaHoBpeMenHaTa
rpevndpyt ynotpeba Ha AMJIOJIMITHH C

rpeindpyT WK cok or rpeiindpyr,

ThH KaTo NPy HAKOM NALHEHTH
OMOHaNIHYHOCTTa HA aMIIOAMITHH
MOJX€ Jia ce NOBHIUH U Ja AoBeae N0
3aCWIBaHE Ha AHTHXMIIEPTEH3IHBHUTE

ePeKTH.
H3uckBa ce MOBUILICHO BHHMAHKE NPH ClIEHUTE B3AUMOAEHCTBHS
Baacasna Tpro HiBecTHR EdexT na p3anmopelicTBRETO ¢ APYTH
OTAEIRH KOMIOOHEHTH BI3AHMOACHCTBHE CHC JIEKAPCTBEHA NPOAYKTH
CJI¢IHHTE CpeJcTBa
AMIOAHNHH CYP3A4 uuxuburopu EaHOBpEeMEHHOTO NPWIOKEHHE Ha AMJIOJUITHH
(Hanp. keToKoHa3on, ChC CHIHM WiH yMepeHH CYP3 A4 uHxuGurops
HTPAaKOHA30J1, PUTOHABHP) | (TMpOTeasHU HHXHOWTOPH, a30/HH

NPOTUBOIEOMYIHM CPEACTBA, MaKPOSII
€PUTPOMHLIMH KITH KAAPHTPOM 7

WIH JUIITHA3EM ), MOXKE Ja JOBE
YBEJIMUBAHE HA EKCIIO3H :( :
KiuHu4yHaTa 3Ha4MMOCT Ha T¢
¢dapMakOKHHETHYHH BapHalLH
H3pa3cHa NMpH NallHeHTHTE B




ToBa MoOJXe 1a HAIOXKH KIMHHYHO NPOCNEAABAHE
H KOPEKLMA Ha f03aTa

CYP3A4 unnyxropu
(aHTUKOHBYJICAHTH [Hamp.
kapbaMazenuH,
¢deHoOapbuTan, peHnTOHH,
pochenuTouH, npuMUAOH],
pu¢pamnuiy, Hypericum
perforatum [xbar
KAHTApHOH])

Hsama HallMMHH NaHHH OTHOCHO edekTa Ha
CYP3A4 HHOYKTOPHTE BBPXY AMIIOIHITHH.
EanxoespemenHaTa ynorpeba Ha CYP3A4
HHAYKTOpH (Hanp. pudamnuunH, Hypericum
perforatum) Moxe aa NOHIGKHM NAa3MeHAaTa
KOHLICHTpAIH HA AMNOAHNMH. AMAORHUITUH
TpAOBa Aa ce H3MOI3Ba BHHMATEIHO
eAHoBpeMeHHO ¢ CYP3A4 HuaykTOpH

CuMBacTaTHH

MHOroKpaTHOTO NPRIOKEHHE HA AaMNOAHIHH 10
mg €AHOBPEMEHHO ChC CHMBAcTaTHH 80 mg
MOBH1IABA ChC 77% eKcro3uumaTa Ha
CHMBACTaTHH CIIPAMO CAMOCTOSTETHOTO
NPHIIOKEHHE Ha cuMBacTaTHA. [Ipenoprura ce
HaMaJigBaHe Ha J03aTa Ha CHMBACTATHH A0 20
mg AHEBHO MNP MNALWEHTHTE HA ICYEHHE C
AMIIOIMITHH,

HauTponen (MHdy3us)

IIpy xHBOTHHU ca HabmonaBaHu neTanHa
kamepHa GubpHaLHa H CBPAEYHO-CHAOB
KOJanc, CBEP3aHH ¢ XHITePKATHEMHUS clien
NPHIIOKEHHE Ha BEpanaMil H HHTPABEHO3EH
AaHTponeH. Ilopaau pHcK OT Xxunepranuemus, ce
Npernopr4Ba Aa ce H3bArasa eAHOBPEMEHHOTO
NPWIOXKCHHUE C AHTATOHUCTH Ha KAJILIMEBUTE
KaHaJIH KaTO aMJIOAUITHH NIPH MaLHEeHTH,
NpEeAPasnoiOKEHH KbM MaTUI'HEHa
XHIIEPTEPMHA U TIPH OBJIAISBAHE HA MallUrHeHa
XHIIEpTEPMMUA.

Bancapran 1 HCT Hecreponau HCIIBC morar aa orcnabar
NPOTHBOBBINAIHTENIHH AHTUXMMNEPTEH3UBHMU €EKT, KAKTO Ha
cpeactsa (HCITIBC), aHruotrensuH II peuenropruTe GnokepH, Taka
BIUTIOMBAILH CEJIEKTHBHM Ha XMIIPOXJIODOTHA3HA, KOTATO Ce NpUIarar
IHHKIOOKCHIeHAa3a-2 eAHOBpeMeHHO. OCBEH TOBa €AHOBPEMEHHATA
uaxubuTopu (COX-2 ynotpeba ua Bancasun Tpuo n HCIIBC moxke
HHXHOHUTOPH), Aa AOBejie 0 BnomaBaHe Ha OxOpeunara
alleTIWICATHLINIIOBA (YHKIIMR, H MOBHINABAHE HA HHBATA HA
KucenuHa (> 3 g/neH) n cepyMHH Kanui. [lopagu Ta3u npuunHa ce
HecenexktiBHM HCBIIC HpenopbL4Ba MOHHTOpHUpaHe Ha Ou6pedHaTa

(pYHKIMS NpH 3aNOYBAHE HA JICYEHHETO, KAKTO M
aI€KBATHA XMJIPATALIHA Ha NALMEHT].

Bancapran Uuxuburopu Ha BIITE#HK Pesynrature oT in vitro npoyusaHe ¢ TBKaH OT
TpaHCnopTepa HOBCIUKH 4YepPeH Apob nokassa, ue BaICapTaH €
(pudamMHLIMH, CyOcTpaT Ha yepHOAPOOHMS ‘BITTEliK
LIMKJIOCTIOPHH) HITH TpaHcnoprep OATP1B1 H Ha uepHoapobHHS
eIIyKCHHA TpaHCIIOpTEp edurykcen Tpascnoprep MRP2.

(puTOHaBHUp) EnHOBpeMEHHOTO NPUIOKEHHE C UHXHOHTOPH
Ha BOTCHK TpaHcnoptepa (pMdaMuiMy,
IMKIOCNOPHH) WIH HA €(QITYKCHHA TRAHCTIOPTED
(PHTOHABHD) MOXe 18 NOBUIIFCHLISMIER
EKCIO3MLMA Ha BancapTayy ’74.“
XHAPOXNOpOTHAZHA Ankoxon, 6apbuTypaTi EnHospeMeHHOTO npiialfage £ RN G

WIN BAPKOTHLIM

AHYPETHIIN C BELLEC ::_( .
TOHIDKaBALL KpBBHOTO Hall
Ype3 HaMaJIsBAHE Ha aKRIEHOCH TR -
LEHTPAIHATA HEPBHA CUCREMg DI

&




Ba30AMIATALMA) MOXKE Ja OTEHLMpPa NosBaTa
Ha OPTOCTATHYHA XHUMOTOHHA.

AMaHTagMH TuasuauTe, BKIMIOYMTETHO XHAPOXJIOPOTHA3H],
MOIaT fia NOBUINAT PHCKA OT HEXKENAHH
PeaKIHH, MPHYHHEHH OT AMAHTAIHH.

AHTUXOIIMHEPrHYHH BHOHATHYHOCTTA Ha THAZHHHTE AHYDETHIIN

CpenCTBa U APYIH
NICKapCTBEHH NMPOAYKTH,
NOBJHABALIK CTOMAILIHHS
MOTH/IKTET

MOXe J1a C€ MMOBHILH OT AHTHXOIMHEPIHYHHUTE
CpeACTBa (Hamp. aTpOnuH, SUnepuacH),
BEPOSTHO MOpanH HaMalgBaHe HA MOTWIHTETA
Ha CTOMAIIHO-YPEBHHUA TPAKT H 3abaBgaHe Ha
BPEMETO 3a M3Npa3BaHe Ha croMaxa. OGpaTHO,
O4aKBa Ce ITPOKHHETHYHNTE BELIECTBA KATO
HH3APITAA Ja MOraT a HaMansT
OHOHANIMYHOCTTA HA THAZHAHHTE AHYPETHLIH.

AxTHauabeTHH cpeacTBa
(Hamnp. HHCYJIHH K
NepOpanTHi aHTHAHA6ETHH
CpeacTBa)

- MeT¢dOpMHH

TyasuanTe MoOrar 1a HapylaT r/BOKO3HHs
TonepaHc. Moxe Aa ce HaJOKH KOpUrHpaHe Ha
AO3HTE Ha aHTUIHADETHUTE JIeKapCTBEHU

NPOAYKTH.

MerdopmuH TpaOBa na ce NpueMa ¢ NOBHIIECHO
BHHMAaHHe MopaaH PHCK OT JIAKTATHA aLMA03a,
HHAYLMpaHa OT Bb3MOXHA (PYHKLIMOHANHA
OBOpeuHa HEZOCTATEYHOCT, CBBP3aHA ¢

| XHAPOXNIOPOTHAZKA.

bera-6nokepu H aMasokcua

EnHOBpEeMEHHOTO NPHAOKEHHE HA THASHIHYU
AHYPETHIH, BKITIOUYHTETHO XHAPOXJIOPOTHA3H],
H GeTa-Onokepu Moxke a NOBMILIK PUCKA OT
XHNICPriuKeMHA. Tuasuauure AuypeTuum,
BKJTIOUHTETHO XHAPOXJIOPOTHASHA, MOTAT J1a
NOBHLIAT XUIIEPIIIMKEMUYHHA €(eKT Ha

AHA30KCHA.

[Mxnocnopux

EnHospeMeHHOTO NpHiaraHe ¢ HKIOCHOPHH
MOJ<€ 18 NIOBHIlIA PHCKA OT XHMIEPYPHKEMHUS U
YCIIOKHEHNS HA NOAArpaTa.

[{uToTOKCHYHH cpencTBa

TuasnaHuTe AUypeTHIN, BKITIOYHTETHO
XHAPOX/IOPOTHA3HA, MOTAT A4 HAMATAT

OBOpeyHaTa exckpelys Ha LIMTOTOKCHYHHTE
cpeacTsa (Hanp. uuknodochamus, .
METOTPEKCAT) H A8 TTOTEHUHPAT TEXHUTE

| MHEJIOCYTIPECHBHH ebeKTH.

JMrHTATMCOBH FTMKOZHAM

THasUI-HHIYILMpaHa XMIIOKATHEMHS WK
XHITOMarHe3HEMHA MOIaT Ja Ce U3ABAT KaTo
HEXKEAHH PCAKLIMH, YICCHABAHKH HAYaJIOTO Ha

JHTUTAJIHCHHAYLHPAHH ChPACYHH apUTMHH.

.
HonHu KOHTpacTHH
BEIIECTBA

B cayuyaii Ha nypeTHk-HHAYLHpana
AEXHApAaTalMi HMA MOBHILIEH PHUCK OT OCTpa
616peuHa HenOCTATRYHOCT, 0COGEHO HpH
BHCOKH J103H Ha HOAHHTE NMPOAYKTH.
[Taumenture TpabBa aa ce pexu,npampa'r npe,uu
| IpKJIaraHeTo Ha HOAHH KORTPACTHH Bell

ﬁomoﬁmennu CMOJIHU

AGcopbumaTa Ha THa3UAHUTE 3 *""-"-Fu - ‘70
BKJIIOYHTETHO XHAPOXJIOPO r-fﬂ“ :h:

OT XOJIECTPHPAMHH WIH XO
Aa nosene Ao cybrepanes
THA3HAHWUTE AUYPETHLH.
XUIOPOXJIOPOTHA3UI U Ha -\
MOOTAENHO, Taka Ye XHAPO

-~

’
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npunara noHe 4 yaca npeau Wik 4-6 yaca cnex
NPHIOXKEHHETO Ha HoHOOOMEeHHaTa cMona, Ou
HaMAJTHIO B3aUMOAEHCTBHETO.

JlexapcTBeHH NMpoaYKTH,
NOBJIMABALIY CEPYMHOTO
HHBO Ha KaJlH#

XHMOKATHEMHYHHTE eeKTH Ha
XHAPOXJIOPOTHA3UJ MOT'AT Aa OBOaT NOBHILIECHH
NPH CbBMECTHO MPHJIO)KEHHE C KaTHI-ry6emmu

AHYPETHLM, KOPTHKOCTEPOUIH, JIAKCATHUBH,
aIpCHOKOPTHKOTponeH xopmon (ACTH),
aM(OTEPULIMH, KAPOEHOKCONIOH, NEHULMIHE G ¥
IIPOH3ROAHM HA CAIMIIANOBATA KHCENHMHA HITH
AHTHAPUTMHLUM. AKO € HeoOX0auMo
TPEAMHCBAHETO Ha TE3H EKAPCTBEHH NPOAYKTH
CAHOBPEMEHHO ¢ KOMOMHALIMATA
aMJIOIHITHH/ BAICAPTAH/ XHAPOXIIOPOTHAZHL, Ce
npenopb4ysa MOHHTOPUPAHE Ha TUIA3MEHHTE

JlexapcTBeHH NPOAYKTH,
MOBJIUABALIM CEPYMHOTO
HHBO Ha HaTpHA

erHBa Ha KaJiny,

XHIMOHATPHEMHYHUAT €(EKT Ha JHYPETHIMTE
MOXKe 13 C¢ YCHIH NPH CHbBMECTHO NPHIOKEHHE

C ONpeLe/IeHH ICKapCTBCHH NMPOAYKTH KaTo
aHTHACIIPECAHTH, AHTHIICMXOTHIIM,
AHTHCIWIENTHYHH cpenctea U aAp. Heobxoammo
€ MOBHINIEHO BHHMAHHE NPH CHEBMECTHO
TIPUTONKEHHE HA TE3H JEKAPCTBEHH NPOAYKTH.

JlexapcTBeHH npoayKTH,
KOHTO MOTAaT [1a HHAYL[HpaT

torsades de pointes

Ilopaau pucka oT XHNoxanueMus
XHAPOXJIOPOTHA3HA TpAOBa Aa ce npuiara c
NOBHILICHO BHHMaHUE C MPOXYKTH, KOUTO MOTaT
Aa URAyuHpar torsades de pointes, no-
cneumanHo aHTHapHTMHLM Knac Ia s Knac 111,
KAKTO H HAKOM AHTUIICHXOTHLIM.

-

JlexapcTBeHM npoayKTH, BB3MOXHO € 14 ce HAIOXKH KOPHUTHPAHE Ha
MPHNIATaHH 34 ICYCHHE HA | 103aTa HA YPHKO3YPHYHHTE JICKAPCTBEHH
nozarpa (nmpobeneumn, NMPOXYKTH, ThH KATO XUAPOXJOPOTHAZHA MOXKE
CYJIQHHIHPA30H K Aa MOKavy HHBATA HA CEPYMHATA NMHKOYHA
ATTOITYPHHO) kucenuHa. Moxe 1a ¢ Heobxoaumo aa ce
yBEIHYH no3aTa Ha npobenea 1
cynpHHNNpasoH. EnHoBpeMeHHOTO npuiaraHe
Ha THA3HIHH JUYPETHLHM, BKITIOYHTEIHO
XBAPOXNIOPOTHA3HUI, MOKE A2 NOBUILH
4YECTOTaTa Ha PEAKLUUTE Ha
CBPBXYYBCTBHTEIHOCT CIIPSAMO AJIOIYPHHO.L.
Metungona HMa otaenHu crobmeHns 3a ciry4au Ha
XCMOJIMTHYHA aHEMM3, BE3HMKHANA NPH
CIHOBPEMEHHO MpHUNAaraHe Ha METWIAONA M
XHAPOXJIOPOTHA3H],
Heaenonapuzupaimu TuasuanTe, BIIIOYHTETHO XHAPOXIIOPOTHASH],
CKE€JIETHO-MYCKYJ/IHH NOTCHLHPAT ACHCTBHETO HA MPON3BOHUTE HA
peJTakCaHTH (Hanp. Kypape.
_TyOokypapun) L
Hpyry aHTHxunepreH3nBHH | THasumuTe NOTEHIMpaT AHTHXHITIEPTEH3UBHOTO
JIEKapCTBEHH TIPOAYKTH ACHCTBHE HA APYTHTE aHTHXMNEPTEPBE:
JIEKapCTBa (HAIY. r'yaHEeTHIMH,
Onokepu, BasoannaraTopu, 65
KanuuesuTe KaHanu, ACE r
| AupekTHH PeHnHoBH UHXHONIS )
[Ipecopru amuuu (nanp. XHAPOXJIOPOTHAZHA MOXKE [ /
HOpaApEHAJIHH, aJipeHANWH) | KbM MPECOPHH AMHHM KATO HOPAS
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HCOTIPEIE/ICHa K HE € KOCTATHYHA 34
NpEXpaTABAHE HA TAXHATA ynoTpeba.

BuramMuH D u kanuuesH
COJIH

[IprnaraneTo Ha THA3WAHHM AHYPETHLH,
BKJIIOUHTETHO XHAPOXTTOPOTHAa3MUI, C BUTAMHH D
HITH C KaJILIMEBH COJIH MOXeE Aa NOTeHIMpa
NOKaYBAHETO Ha CEpPYMHHA KaJILMH,
EQHOBPEMEHHOTO MPIIOKEHHUE C THASHIHH
JAYPETHLM MOXKE Aa A0BeJe S0
XHIIEPKAILHEMHS TIPH NALMEHTH
NPENPA3ITONOKEHH KbM XHIICpKAILMeMHs (HaTp.
ITPU XUIIEPNAPATHPCOHAHIBEM, 3[TOKAYECTBEHH
3a00naBaHNa WK BUTaMuH D-Meauupany
CBCTOAHMSA) Upe3 NoBHINABaHe Ha TyOynHaTa

KanMesa peabcopOims.

Asofino 6noxkupane Ha PAAC ¢ APB, ACE unxuburopu unm ATUCKHPEH

JlaHHM OT KIMHHYHH NIPOYYBAHHA NOKA3BAT, Y€ ABOHHOTO GilokHpaHe Ha PAAC ype3 KOMOUHMpaHaTa
ynotpeba Ha ACE nHxuburopn, APB wiH aMckupeH ce CBBP3Ba C 0-BUCOKA UYECTOTA HA HEXKEITaHH
CHOWTHA, KATO HAPHMEP XUMOTOHMA, XHIIEPKATKEMHSA ¥ HAMANABAHE Ha On0peunaTa ¢pyHxims
(BKmOYMTENHO 0CTpa 6B0peyHa HEAOCTATBYHOCT), B CPABHEHHME ¢ YNOTpe6aTa Camo Ha eIHO
CpeacTBO, neHcTBawo BEpXy PAAC (Bx. ToukH 4.3, 4.4 1 5.1).

4.6 Pepraanrer, GpeMeHHOCT H KbPMeHe
bpemeHHOCT
AMNOONTIMH

besonacHocTTa Ha aMIOAMIIMH 10 BpeMe Ha 6PEMEHHOCT NPH XOpa He € YCTaHOBeHa, B NpoyMBaHHA
TIpH XKHBOTHH, NPH BUCOKH RO3H € Hab/monaBaHa penpoJyKTHBHAE TOKCHYHOCT (BK. ToYKa 5.3).
[Ipunoxexne no speme Ha GPeMEHHOCT Ce NPENOPHYBA CAMO KOTaTO HAMa No-6e3onacHa aJITepHATHBA
i Korato GornectTa cama no ceGe CH HOCH NO-TOJIAM PHCK 38 MaiKaTa H IIoaa.

Basncapran

Ynotpebara Ha aurnorensuH II peuerrropun 6noxep (AIIPB) re ce NMpenopbYBa Mo BpeMe Ha MEPBHA
TPUMECTBP Ha OpeMeHHOCTTa (BX. TouKa 4.4). Ynotpe6ata na AIIPB ¢ npoTiBonokasaHa mo BpeMe Ha
BTOpHA H TPETHA TPUMECTBP OT OpeMEHHOCTTA (BXK. TOUKH 4.3 1 4.4).

ENHAeMHONOrHYHHTE JAHHH 33 PHCKA OT TEPATOTEHHOCT CleR eKcrnosuima Ha ACE HHXHUOUTOPH O
BpEME Ha ITbPBUA TPUMECTBP OT OPEMEHHOCTTA HE BOAAT A0 OKOHYATE/HM 3aKmoueHus. Bee nak,
JICKO NOBHINCHHE HA PHCKA HE MOXKE Ja C€ H3KIIOUH. Bbnpeky e HAMa JaHHM OT KOHTPOIHpaHH
CMIMACMHONOTHTHH NPOYBAHKA 34 PHCKA NMpH aHrHoTeH3mH I peuenropruTe 6nokepn (AITPE)
noao6eH PHCK MOXE Ja CHIISCTBYBA 38 TO3H KIIAC JIEKAPCTBEHH NIPOAYKTH. OCBEH aKo
npoabpkapaHeTo Ha AIIPD TepanusTa ce cMerHe 3a XKM3HEHO BAXKHO, NAUMEHTH C IU1aHHpaHa
OpemeHHoCT TPAORA f1a NpeMHHAT Ha aJITEPHATHBHO AHTHXHIIEPTCH3MBHO JIEUEHHE, KOETO HMa
ycTaHoBeH npodun Ha GezonacHocT npu GpeMeHHOCT. AKO ce YCTAHOBH GPEMEHHOCT, JIEHEHHETO C
AIIPB Tps0Ba 1a ce npeycTaHOBH He3a6aBHO H, aKO € YMECTHO, [1a Ce 3ano4He aITepHATHBHA |
Tepanus. Excriosuumara Ha AIIPE no speme Ha BTOpHA M TPETHS TPHMECTHP Ha GPeMEHHOCTTA MOXeE
1a nosene 00 GeTOTOKCHYHOCT (HaManeHue Ha 6n6peyHara dyHKms, OJIMMOXMAPAMHHOR, 3a0aBeHa
OCHOHKALMA HA Yepena) H HEOHATANHA TOKCHUHOCT (616peuHa HeaocTaThbuHOCT, XHNOTOHHS,

XHIICpKAJIMEMHA ) (BXK. TOUKa 5.3).

B cnyuali ye ce ycraHoBM excniosuums wa AIIPB ot BTopus TPHMECTHP Ha OPEeMEHHOCTTA, C¢
npenopbiBa npoBepka Ha 6bOpeuHaTa GyHKIMS M yepena Ha IIOAa Ypes3 YJITpa3sykK. Hasio
YHHTO Makiku ca npueManu AIIPB, Tpsa6sa BHHMaTenHo aa 6baaT HAbMONABAHY 34

TOUkH 4.3 u 4.4).

XANPOXNOPOTHAZHA

HimMa orpan14eH OmHT OTHOCHO yroTpefara Ha XHAPOXIOPOTHAIKL 110 BpeMe Ha 6p&
1pe3 MpBUA TpUMECTBP. IIpoyuBaHUATA NPH KHUBOTHH Ca HEAOCTATHYHH, XHAPOXIIOK
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NpeMHHaBa npe3 nnauneHTara. B3 ocHosa Ha GapMaKoNOrMyHMs MeXaHH3BM Ha NelicTBUE HA

- XHAPOXJIOPOTHA3HJ, YNOTpebaTa My Npe3 BTOPHA H TPETHA TPHMECTBP MOXe Ja HAPYLIH
beronnauenTapuara nepdy3us u 1a noBeae 10 GeTanHu U HEOHATATHH e()eKTH KAaTO XXBITEHHIIA,
HAPYIICHHS HA €JICKTPOJIMTHHSA HanaHC H TPOMOOIMTONEHHMA.

AMI0 BAJICA XJ0 a3

Jivmcea onur ¢ ynorpe6ata ua Bancasun Tpuo npu 6pemennu. B3 ocHOBa Ha ChilECTBYBALIMTE
AI&HHH OT NNPOYBAHMA C OTACIHATE KOMIIOHEHTH, YNoTpebata na Bancasun Tpro He ce mpenopbusa
1pe3 MbPBHA TPHMECTBP OT OPEMEHHOCTTA ¥ € MMPOTHBOMOKA3aHa Npe3 BTOPHA H TpeTus TPHMECTEP OT
OpemernocTTa (BXK. TOukH 4.3 H 4.4).

Kbpmene

Jluniceat naHHK OTHOCHO ynoTpe6aTa Ha BAJICAPTAH WM aMJIOIHIIMH TIO BpeMe Ha KbpMeEHe.
XUAPOXIOPOTHA3H/ C€ EKCKPETHPA B KbPMATA B MATIKH KOJMYECTBA. BLB BUCOKH NO3M THa3HIHTE
MPCAN3IBAKBAT HHTCH3HBHA IHYPE3a H MOTaT 1a NOTHCHAT o0pasyBsaHeTo Ha kbpMaTa. Bancaswt Tpro
HE C€ Npenopb'Ba no BpeMe Ha kepMeHe. Ako Bancasun Tpuo ce npunara no Bpeme Ha kbpMeHe,
AosuTe TpAbRa N2 6bAAT KONIKOTO ce MojKe no-HuCKK. [IpeanounTa ce antepharveHa TEpanui ¢
YCTaHOBEH NMPoGH Ha 6€30NacHOCT 110 BpeMe Ha KbpMeHe, 0COGEHO NPH KEPMeHe Ha HOBOPOJEHH H

MPEXKJICBPEMEHHO POJEHH Jela.

Oeprunurer
HaMa KIHHHYHH POYYBaHUA OTHOCHO BIMAHKETO Ha Bancarmn Tpuo BBPXY QEpTHIHTETA.

Bancapran

BasicapraH HAMa HexeJlaHH eeKTH BLPXY PEIPOAYKTHBHATA CIIOCOOHOCT HA MBIKKH M KEHCKM
[LTHXOBE IMpH NMPUEM Ha nepopandH 1034 30 200 mg/kg/nen. Tasu noza e 6 muTH MAaKCHMaJIHaTa
TIPEnOPBLYMTEIHA 1034 NIPH XOpa, onpeaencHa Ha 6a3a mg/m 2 (M3UHCICHHETO € 38 NEPOpaIHa 032 OT
320 mg/neH u 60- KWIOrPaMOB IALMENT).

AMJIOIHNHH

ITpH HAKOM NALMEHTH, NEKYBAHM C OJIOKEepH Ha KANLMEBUTE KAHANH, ¢a ChOOLICHH obpaTmMu
OMOXMMMYHH IPOMEHH B IMIABMUYKATA HA ciepMaTo3ouauTe, KIHHMYHHTE NaHHH ca HEOCTATHYHH T10
OTHOILICHHE HA NOTCHUHATHHS e(eKT Ha AMIOMMIHH BBPXY deprrnurera. [Tpu eaHo mpoyusane npH
IUIBXOBE €A YCTAHOBEHH HEXENaHH e(heKTH BBPXY (hepTHIIHTETA MPH MBKKHTE (BXK.TOUKA 5.3),

4.7 EdexTn pupxy cnocobnoctra 3a moprpase H pabora ¢ MamHRE

NaumenTure, kouro npueMar Bancasun Tpuo u wodupar wnk paboTaT ¢ MALIMHK TpaOBa aa HMaT
NPCABHA, Y€ MOHAKOra € Pb3MOXHO Ja C¢ MOABAT YMOpa H 3aMafiBaHe. AMJIOIMITHH MOXE A4 NOB/IMse
B cnaba A0 yMepeHa cTeneH cnocobHOCTTa 3a modupaHe ¥ pabora ¢ MAMHEY. AKO NalMeHTHTE,
npueMaity Bancasun TpHo, nonmyyar 3amaiisane, rnapoGonue, YMOpa WM rajeHe, CnocobHOCTTa UM

Jia pearupar Moxe aa 6uae HapyleHa.

4.8 HexenaHn NeKAPCTBERH PeaknBn

I[IpodwrsT Ha 6esonacHocTt Ha Bancasun Tpuo, npeacrasen NO-ZI0JIy C€ OCHOBARA HA KIIMHUYHM
poy'BaHus, MpoBeAeHH ¢ Basicapun Tpuo # nozHaTuTe npodminu Ha 6e30NACHOCT HA OTAEIHUTE
KOMIIOHEHTH aMJIOJHITHH, BAJICAPTaH M XHAPOXIOPOTHAZH. |

Ob6o6inenre Ha npodina Ha He3onacHoCT

besonacHocTTa Ha Bancasun Tpuo € oleHeHa Npy HeroBaTa MakcHMAaIHa no3a 10 mg/320 mg/25 mg B
XOAa HA €QRO KOHTPOJIHPAHO KPATKOCPOYHO (8 ceAMMLM) KITHHHYHO npoyusaHe ¢ 2 271 nauuens
582 OT KOHMTO MpHeMAT BasicapTaH B KOMGMHALMA ¢ AMJIOJHMITMH H XHAPOXJOPOTHAHL. Q\M o %
Hesxenanutme peakumm KaTo 110 ca GilH JIeKr H NPEXOHH 10 XAPAKTEP H CAMO B PELIKH ,#J = P
HaNlaraii npeyCcTaHOBABAHE Ha JieueHHeTo. [To BpeMe Ha TOBa AKTHBHO KOHTPOIMPAHO I # AT B
H3THTBAHE HAH-4ECTHTE NPHHUHHH 34 IPEYCTAHOBABAHE Ha NieueHneTo ¢ Bancapun Tpuo fa Brfigy X'

i
s

3aMadHOCT ¥ xuroTonni (0,7%).
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ITo Bpeme Ha §-CeaAMHUYHOTO KOHTPONUPAHO KIIHHMYHO NPOYuBaHe HabMIoOnaBaHHTE MpH
koMOuHamATa Bancasun Tpro npomenu B 1aGopaTopHUTE NOKA3aTENH ¢a GWIM MEHHMAIHK H B
CHOTBETCTBHE C (apMAKONOTHYHHA MEXAHUIBM Ha ACHCTBHE Ha OTAENHUTE KOMHOHEHTH. Hamuuneto
Ha BaNcapTaH B TpPOHHaTa KOMOMHALMA 0TC1a0Ba XMITOKATHEMHUYHHS edeKT Ha XHAPOXJIOPOTHAIHU.

Ilo Bpeme Ha 8-CeaAMHYHOTO KOHTPONHPAHO KIIHHHYHO MPOYUBAHE HE ¢a HAOTIONABAHM 3HATHMH HORK
WM HEOUAKBAHN HEXEAHH IEKAPCTBEHH PeakiMH B CpaBHEHHE C H3BECTHHTE MPH MOHOTEPAIHS WM
KOMOHHHpaHa Tepanus ¢ OTAETHHTE KOMNOHEHTH.

TabnuyeH CrHCHK Ha HEXKENIAHMTE PeaKIIMu

Chnensaiuyre HexxenaHH peakuuy, W36poeHn cnopex CHCTCMO-OpraHHH Kiaacose no MedDRA u
HecToTa, ce oTHacAT 3a Bancasun Tpuo (amnoaurmn/sancapran/HCT) 1 nooraenHo 3a aMJIOJUITHH,
Bancaprad H HCT. MHuoro yectu: 21/10; yectu: >1/100 po <1/10; Heuectn >1/1000 no <1/100; penxn
>1/10000 o <1/1000; Muoro peaxu <1/10 000 u ¢ HeH3BECTHA YecTOTA (OT HAIMMHHTE NaHHU He
MOXKe fa OBs4e HalpaBeHa OLIEHKa).

MedDRA Hexenann peaxnun | Yectora
CHCTEeMOOPTRHHH BaJicaBun | aMaoaHDONE | BascapTan XHAPOXAOPOTHAZA]
KJIACOBE _ | Tpuo
Hapyinenus Ha ArpaHynoLHTO3a, - - - Muoro penku
KpBbBTa U KOCTHO-MO3BYHA
naMpHaTa HEOCTATBYMHOCT |
CHCTEMA [loHMkeH xeMornobun | - - C -
H X€MAaTOKPHT HEU3BECTHA
4yecToTa
XeMOIMTHYHA aHEMHUA 1 MHoro peaxu
JEBKOIICHUA - MHoro - Muoro peaku
PCAKH L
HEYTPONEHHS - - C -
HEH3BECTHA
| yecToTa
TpoMOboLTONEHNS, - MHoro C peaku
NOHAKOTra ¢ Mypnypa penxu HEH3BECTHA
YecToTa
ArnacTHYHa aHeMHA - - - C HeusBecTHa
4eCTOTa
Hapywenma na CBPBXUYBCTBHTENIHOCT | - MHoro C MHoro peaxu
UMYyHHaTa peaKu HEH3IBECTHA
CHCTEMa 9eCcToTa
Hapymenns Ha AHOPEKCHA HEYECTH - - -
merabonusma u XHIICPKAALHEMMA HEUeCTH - - peaKH
XPAHEHETO XHNEproKemys - MHoro peaky
PCAKH
XHIICPJIHITU JEMMHS] HEYECTH - - -
XHNCepYPHKEMHS HEYeCTH | - - | Yectn
XHIOoXJIOpeMHYHA - - - Muoro penxu
anKanosa |
XHIIOKAJIHEMHA YecTn - - MHoro peaxu
XHNIOMAarHe3HeMHus - - - YECTH
XHNOHATPUEMHA | Heuectn | - - '
Browasane Ha quabera | - - -
[Termxuynu Henpecus | - HEYeCTH -
HapyleHHA HucomMuuns HEYECTH HEYECTH -
/HapyilleHWs Ha CHHA
[IpoMeHn B - HeuyeCTH -
HaCTPOECHHETO
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MedDRA Hexenann peaknan | Yecrora
CHCTEMOOPIranHH BajicaBun | AMNORHIEE | BaJIcCapTaH | xagpoxIopoTHAZHN
KJA2COBe Tpro
00BpKaHOCT - peaKH - -
Hapyienus Ha KoopaunaunoHuu HE4ECTH - - -
HEpBHATA CHCTEMA | HAPYIIEHHS
3AMAaAHOCT YecTH YECTH - peaky
[TocTypanua HEYECTH - - -
3aMasiHOCT, 3aMASHOCT
IIPH YCWIHE
AMcreysus HEUeCTH HEYECTH - -
Excrpanmipamuna - C - -
CHMITTOMATHKA HEH3BECTHA
4ecToTa
rnasobonue YECTH YECTH - peIaKH
XHIIEPTOHMK - MHoro - -
PCAKH
JIeTaprus HEYECTH - - -
NIApEeCTE3UH HEYECTH HEYECTH - Penxu
Hepudepna HEYECTH MHoro - -
HEBpONATHA, peaku
HEBpOIaTHA
COMHONICHTHOCT | HeYecTH YECTH - -
CHHKOTI HE4ECTH HEYECTH - - 1
TPEMOD - HEYECTH - -
XHIIOECTE3HA - HEYeCTH - -
Hapymenus Ha OcTpa 3aKkpHTOBIBIHA | - - - C HeusBecTHa
ouHTe rMayKkoma YecToTa
XOPOHIAJICH H3JIUB C HeH3BeCTHa
| YecToTa
3pHTC/IHKM HapyLieHHs | - HEYECTH - -
3puTenHo yppexkaane | Hedectd | neuectn - | peakH
Hapymenus na [LIlyM B ymure - HEYECTH - -
YXOTO H CBETOBRBPTENK HEYECTH - HEYECTH -
JnabupunTa |
Crpaeunu NANHTALHH - YECTH - - |
HapyILICHHA TaXHKApAHUA HEYECTH - - |-
ApHTMHH MHsoro pelKu
(BK/IoUMTENHO pPeIKH
6panukapava, kaMepHa
TAXHKAPANA K
NPeACHPAHO MBXKICHE)
MuokapaeHn undapkr | - Msoro - -
PeAKH
Creaoeu NOYECPBEHABAHE - 4EeCTH - -
HapyINeHHA XHINOTOHHA 4ECTH HEYECTH - -
OprocratHuHa HEYECTH - - YECTH
XHMIOTOHHA
Onedur, HEYeCTH - - -
TpoMbodnebuT
BACKYJIHUT - MHoro C |
peaku HEU3BECTHA
YecToTa
PecriupaTopHu KalLTHua HEYeCTH Mpuoro HEYECTH -
rPBAHH H peaKn
AUCITHeA HEYECTH HEYECTH - -
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MedDRA Hexenann peaxnun | Yecrora
CHCTEeMOOpPrannd BajicaBEN | AM/TOAMUEH | BAJICAPTAH | XHAPOX/JIOPOTHA3H]
KJacoBe TpHo ]
MEAHACTHHAIHH PecnupaTtopeH - - - MHoro penku
HapyHICHHS auctpec, 6enoapoben
OTOK, ITHEBMOHHT
_PHHMT - HEYECTH - -
Br3nanexso repao HeYecTH | - - -
OcTthp pecniupaTopen MHOT'O PEAKH
AKCTPEC CHHAPOM
(ARDS) (Bx. TOuka
[4.4) L |
CroMawmHo- Cromauien HeueCTH 4EeCTH HEYECTH peaKH
YpeBHH AUCcKoMpopT, 60/ka B
HAPYILIEHHUA ropHaTa 4acT Ha
KOpeMa
Jlows gux HEYECTH - - -
[Ipomenn B upeBHaTa - HEUYECTH - -
NePUCTATTHKA
3aneK - - - pEAKH
[ToHIwKeH aneTuT - - - YEeCTH
AHapHs HEYECTH He4ecTH | - peaKH
| Cyxora B ycrara HEUECTH | HeyecTH - -
OUCNIENCHSA YeCTH HEYECTH | - -
racTPHT - MHoro - -
AKH
r XHrnepruiazua Ha - lr-ll:’flem:)rt:a - -
BEHLIHTE | peaKH _
rafcHe HEYECTH YECTH - YEeCTH
[TaHKpeaTuT - MHoro - MHoro peaku
| PCAKH |
NOBpbllaHe HEYECTH | HEYeCTH |- YECTH
Hurectunanex MHoro
| GHTHOEIEM peaKH |
Xenarobwmmapuu | OTKIOHEHHUR B - MHuoro C -
HapyLeHUA yepHoApobHITe peaku** HEHU3BECTHA
PYHKIHOHAIHH Ye€CTOTA
NOKa3aTeJH,
BKJTIOYHTEJTHO
NOBHUHIABAHE HA
CepyMHHs O1upybun | -
XenaTur - MHoro - penkKy
_PCAKH
Hurpaxenaranxa - Muoro - peaxu
XO0J1€CTa3d, XK bJTCHHLIA peAKH
Hapywenns Ha ajnoneumsn - HEYECTH - -
KOXaTa H
MOJAKOXHATa
THKaH
AHTHOEZEM - MHoro C
peaKH HEU3BECTHA
4yecToTa /|
bynosen gepMaTur - - C
HEU3BECTH:
YecTOTA
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MedDRA

| cCHCTEeMOOpranHR

KJIacoBe

HexenaHn peaknun

YecTOTE

BanacaBan

Tpno

AMJIOAHNAH

BRJICAPTAH

XBAPOXIOPOTHA3H)

ePUTEMATOEC I

Peaxipuu,
HANOAO0ABALIM KOXKEH

JIYTIYG €pHUTEMATOeC,

pCaKTHBHPAHE Ha
KOXEH JTYTNyC

MHoro peaku

Epurema Mmyntudopme | - MHoro - C Heu3BecTHa
peaxku YecToTa
| Ex3aHTeM |- HEeYeCTH - -
Xunepxuaposa HEUECTH | HEYECTH - -
Peakuuu Ha - MHoro - peaxH
CBPBXYYBCTBHTEIHOCT* peaxu _
NPpYPUTYC HEYECTH HEYeCTH C -
HEH3BECTHA
| _ _ 4YEeCTOTA
Ilypnypa - HEYECCTH - peaku
o6pus - HEYECTH C YeCTH
HEHU3BECTHA
| 4ecToTa
ObesuperaBane Ha - HEYECTH - -
KOXara
Yprukapua u qpyru - MHoro - YECTH
BHAOBE 0Opus peaxH
Hexkporusupan - - - MHoro peaku
BaCKYJHMT U TOKCHYHA
enuaepManHa
HEKpPOJin3a
Exconuarusen - MHoro - -
JEPMaTHT peaKH
CuHapom Ha Stevens- | - MHoro - -
Johnson peaKH
Enem Ha Quincke - MHoro - -
_penKs
Hapywenus Ha | Aprpanrus - HEYECTH - -
MYCKYJTHO- bonku B repba HEYeCTH HEYeCTH - | -
CKeJIeTHATa OTtox Ha cTaBUTE HEYECTH - - -
CHCTEMA M MycKynHH criasmMu HEYeCTH | HevecTH - C HeM3BecTHa
ChEAWHHTEJIHATA | yectoTa
ThbKaH MyckynHa ciabocr HeYecTH | - - -
MHAITUA HEYECTH HEYeCTH C -
HCH3BCCTHA
| yecrota |
bonka B kpaitnunuTe HEYeCTH - - -
_| OTOK Ha rneseHHTe - 4eCTH - |-
Hapywenns Ha [ToBuien kpeaTHHHH B | HewecTH - C -
610peLHTe M ypHHaTa HEH3BECTHA
[THKOYHHTE | | yecToTa
NBTHLIA MUKUHMOHHM HEUeCcTH -
HApYLICHHSA
HHKTYpHA - HEYEeCTH -
NOJIAKHYPHA YECTH HEYECTH -
bbrbOpeuna nuchyHkums | - - -
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MedDRA Hexenann peaknae | YectoTa
CHCTEeMOOPIrAaHHH Ba/icaBA/ | AMJIOAHNAN | BAJCAPTAH XHAPOXJIOPOTHAZHA
KJIACOBe Tpro
Octpa 6pOpeuna [ HeuecTn - - C HeusBecTHa
HEOCTATBYHOCT 4ecToTa
* | bOpeuna - - C Penxu
HEAOCTATHYHOCT HEH3BECTHA
& | HECTOTA
Hapyumenus Ha HMnorenTHOCT | HewecTH HEYECTH - YECTH
BB3NNPOH3BOANTE | r’MHEKOMACTHA HEYECTH
JIHATA CHCTEMa U
I'spAaAaTa |
ObOmu Hapymenus | AGa3us, HapylleHHA B | HeyecTH - - -
H eexTH Ha MOXOAKATa | |
MSACTOTO Ha aCTeHHs HEYEeCTH HEYECTH C Hen3BecTHa
NPUIOKECHHUE _ _ 4YeCTOTa
JHckoMoprT, HEYECTH | HEYECTH
HEepasnoJioxKeHHe
YMopa YECTH | 46CTH | HEYeCTH
bonka B repaure, HEUYECTH HeYeCTH - -
KOATO HE € CBhp3aHa
CBHC CHPLIETO
Oroxk | 4eCTH 4ECTH - -
bonka - HeYeCTH - -
[Inpexcus - - - C HeusBecTHa
_ 4ecTOTa
Hicnenpanus [ToBHinaBaHe Ha - - - Muoro yectH
JTATTHOHTE
Iosumasate Ha HEYECTH
_YpesTa B KpbBTA L
IToBuaBaHe Ha HEYECTH
MHKOYHATA KHCEJIHHE B
_KPLBTA | .
[MIOKO3YPHS 1 PEOKH
IoHwxen xanuii B HEYECTH - - -
KPbBTa
IloBumen kannif B - - C -
KpBbBTa HeH3BECTHA
YEeCTOTa
HannaeaHe Ha Terno HEUECTH HEYECCTH - -
Cnanane Ha Terno | HeYeCTH
Heonnasmu — Hemenanomen pax Ha C HensBecTHa
no6pokayecTBeHH, | KOXKATA 4ecToTa
310KaYecTBeHK H | (DasanHoOKeThYeH
HeOoTIpeeIeHH KapUHHOM H
(BXJI. KNCTH H CKBAMO3HOKJIETHYEH
ROJTHIIH) KapLHHOM) |

*Bmwkre Touka 4.4 “@OTOUYBCTBUTENHOCT”
** Haii-uecro cBpp3ano ¢ xonecrasa

Onucanue Ha M36paHy HeKeNaHH PeaklMH- HEMeIaHOMEH pak Ha KOKaTta: Bp3 oCHOBa H2
AQHHH OT CMMACMHOIOTMYHH NPOYYBaHHA € HabmoaaBaHa 3aBUCHMA OT KyMYJ/IaTHBHATS
Mexay XXT3 u HMPK (Bx. cbio Toukn 4.4 u 5.1). |

CroflnaBaHe Ha NOAO3MPAHK HeXE/TaHH pEaKLHH
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CpobluaBaKeTo Ha NOKO3MPaHH HEXENAHH PEAKLIMH ClIEMl paspellaBane 3a ynorpeba Ha JIeKAPCTBEHHSA
[TPOAYKT € BakHO. ToBa no3ponsea Ja NpoALIDKH HaGMOAEHHETO HA ChOTHOUIEHHETO 1non3a/puck 3a
NEKAPCTBCHHA NMPOAYKT. OT MEAHLMHCKHTE CIICLMATHCTH Ce W3HCKBA A4 ChOOINABAT BCAKa
NOAO3HPAHA HEXKENIaHA PeaKIMa Ypes:

ManeinHTeNnHa areHLMa 1o aeKapersara

yn. ,JdamsH ['pyes* Ne 8

1303 Codus

Ten.: +359 2 8903417

yebcaitr: www.bda.bg

4.9 Ilpeno3mpame

CuMnrroMu

Hsma ormT ¢ue crryyan Ha npegosupase ¢ Bancapun Tpuo. [IaBHMAT CHMITTOM Ha npeao3Hpane ¢
BallICapTaH BCPOATHO € H3pa3eHa XHITIOTOHHA M 3aMadHOCT. [Ipenosupanero ¢ aMNoaUnuH MOXe 1a
NOBEZRE 10 €KCTPEMHA NepH(epHa Ba30AMAATALIEA H BEPOATHO pedriexcHa Taxuxapaus. Uma
ChOOLIEHHA 3 CITyYaH Ha M3pa3eHa M NOTEHLMATHO POIOHrHPaHA CHCTEMHA XHIIOTOHHS,
BKJTIOMHTENHO LHOK C daTaseH H3XO/ NpH Mpef03UpaHe C AMIOAMIIHH.

Hexapanorenen 6enonpoben oTok ce chobilana pamko KATo NOCIEIUIA OT Npeao3HpaHe ¢
'aMJIONIMINH, KOHTO MO3Ke J1a Ce NMpoaBH cbe 3a0aBeHO Havano Ha edexra (24-48 uaca ciien
NOTThIIAHE) M A2 H3HCKBA H3KYCTBEHA BEHTHNALMA. PaHHHTe peaHuMalHOHHM MEPKH
(BKJIIOYMTENIHO HATOBAPBAHE C TEHHOCTH) 33 MIOALBPIKAHE HA nepdy3uaTa v CbpACYHHMA AEOHT MOTaT

na 6paar yckopspainy daxkropu. ’

Jleuenue

AMIOAHNHHE/BaNCapTaH/ XHAPOXAOPOTHA3H

KiuHuuHo-3HauHMaTa XHIOTOHMS TIOpajH Npefo3upaHe Ha Bancapun Tpuo U3MCcKBa aKTHBHA
CBPACHHOCH0BA pEAHHMALMA, BIUTIOYBALNA YECTO MOHHTOPHpAHE Ha CHPAEYHATA U AHXATETHA
(GYHKUHMA, TOBAMTaHe Ha KpalHUIUTE H BHHMAaHKE N0 OTHOMICHHE Ha LHPKYJaTOpHHUs 00eM H
Aypesata. IIpunoxkeRneTo Ha Ba30KOHCTPHKTOP MOXKE 11a € OT 0JI3a 33 Bb3CTAHOBABAHE HA ChIOBHSA
TOHYC H apTCPHAIHOTO HA/IAraHe, B CiTy4aH ye HAMa NPOTHBONOKA3AHHSA 32 IPIIOKEHHETO MY.
HHTpaBeHO3HOTO NPHIOKEHHE HA KALKEB ITIOKOHAT MOKeE J1a € OT [1oJI3a 33 NMPEeOAOIABaHE HA
edekTa oT Gnokanara Ha KaNHEBHTE KAHATH.

AMJIIOIHITHH

AKO NPOAYKTHT € NOFBJIHAT HACKOPO MOTAT Aa Ce OOCHKIaT CTHMYJTHpaHe Ha MOBPBILAHETO WIN
CTOMaluiHa NPOMUBKA. [IpHnokeHHeTo Ha aKTHBEH BBIVIEH NPH 3paBH JOGPOBOMIM HENOCPEACTBEHO
WK [0 1Ba Haca CNICA NOTTBINAHETO Ha AMJIONMITHH 3HAYMMO HamansBa aGcop6umara Ha npoaykra.
AMJIOJMITHH He MOXe Aa Oble OTCTpaHeH 4pes X€MOTHAJTH3A.

XUApoXnopoTHasnua

IIpenozupateTo ¢ XHAPOXIOPOTHAZHA € CBBLP3aHO Che 3aryGa Ha CJICKTPONHTH (XUIIOKATTHEMHS,
XMIIOXJIOPEMHA ) M XHIIOBOJIEMMS B PE3yJITaT HA eKCLECHBHATA auypesa. Hali-uecture MPH3HALM U
CHMITTOMH Ha NPE/I03HPaHE Ca raJicHe H CbHIMBOCT. XHIIOKATHEMHUATE MOXeE /18 MpeaU3BHKA
MYCKYJTHH CTIa3MH H/H/TH H3pa3eHa ChbpaeyYHa apHTMMA, CBbP3aHa C eJHOBPEMEHHATA ynorpeda Ha
AHrATAIHCOBM IMHUKO3HIH WM OTIPEACNeHH aHTHAPUTMHYHH JIEKAPCTBEeHH NpoxykTH. He e
YCTAHOBEHA CTEIICHTA HA OYHCTBAHEC Ha XMAPOXJIOPOTHAIHA NPH XeMOZHAIH3a.

5. ®APMAKOJIOI'MUHH CBOMCTBA

5.1 @apmMaxkoIREAMHAYTHH CBoifcTRA
®apmakorepanesTHuHa rpyna: CpeacTsara, AeHCTBALOM BBPXY PEeHMH-a8HTHOTEH3H
aHrMoTeHsuH 11 penenrropuu 610xepy, Apyru koMGuHawuu, ATC kox: CO9DX01.
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MexaHu3bM Ha neicTBHE
Bancasiun Tpuo € KOMOMHALIHMS OT TPU AHTUXHNEPTEH3UBHU CHCTABKH C JOITBJIBALL Ce MEXAHMZbM Ha

KOHTPONI Ha apTepHANHOTO HansAraHe NpH NAUMEHTH C €CCHLMANHA XMIECPTOHWA: AMJIOMNMH
NMPHHAVIEKH KbM Kilaca Ha KAILHEBMTE aHTAMOHHCTH, BAJCapTaH KbM Kiaca Ha asruoreHsuH Il
PeLETTOPHHUTE HNOKEPH, 4 XMAPOXIOPOTHA3ZHA KBM K1aCa HA THASHIHHTE AHypeTtnuM. KomOuHaimaTa
Ha TE3H CbCTABKH HMa AIHTHBEH AHTHXUINEPTEH3UBEH e(eKT.

AMJI0AMNIHH/BaNCApPTaH/ X HAPOXTOPOTHAZHA

Knunmuuna edukacHocT u 6ezonacHocT

Bancaeun Tpuo e H3NKTBaH B ABOHHO-CNIANO, AKTHBHO KOHTPOTHPAHO Npoy4BaHe MPH NALKHEHTH C
XHnepToHus. O61e 2 271 nauyeHTH ¢ yMepeHa 10 TEXKa XHIIEpPTOHMA (CPEAHOTO M3XOTHO
CHCTOJIHO/IHACTONHO apTepHanHoO Harane e 6uo 170/107 mmHg) ca nekypanu ¢
am7IoMITHH/Bancaptran/xuapoxnoporuasug 10 mg/320 mg/25 mg, BaJICApTAH/XHAPOXIOpOoTHA3UA 320
mg/25 mg, amnoaunuH/eancaprad 10 mg/320 mg wiH XMAPOXIOPOTHASKI/AMTOTHITHH 25 mg/10 mg.
B Ha¥anoro Ha Npoy-BaHETO Ha NALMEHTHTE ca HAZHAYEHH MO-HHCKH DO3M OT NpeanucaHnuTE UM
TEPaNneBTHIHH KOMOHHALIMM K BNOCIIEACTRHE Ha 2 CEIMHIIA CA THTPUPAHM A0 IFLIHHTE HM
TCPANEBTHYHH JO3M.

Ha 8 ceamuua cpeaHoTO NOHMMXABAHE HAa CHCTONHOTO/ AMACTONHOTO apTepHalIHO Halarane e 39,7/24,7
mmHg ¢ Bancasun Tpuo, 32,0/19,7 mmHg ¢ sancapran/xuapoxiopotuasun 33,5/21,5 mmHg ¢
amyioHnuH/ancaptad u 31,5/19,5 mmHg ¢ amioaAunME/XHAPOXIOPOTHAIHA, Tpolinata komGHHaUMs
NPCBB3XO0XKIa CTATHCTHYECKH 3HAYHMO BCAKA €HA OT TPHTE NBOHHK KOMOHMHALIMH B NOHIKABAHETO
Ha JHACTONIHOTO H CHCTO/IHOTO apTepHAIHO Hayirade. [JoHKaBAHETO HA CHCTOMHOTO/QHACTOIHOTO
aprepHaiHo Haldrale ¢ Bancasun Tpuo e ¢ 7,6/5,0 mmHg no-ronamo, 0TKoIKoTO ¢
BaJICApTaH/XMAPOXNOPOTHA3HA, ¢ 6,2/3,3 mmHg no-ronsamMo, OTKOIKOTO ¢ aMJIOAUITHAH/BAIICAPTAH H C
8,2/5,3 mmHg no-roasaMo, oTkonkoTo ¢ aMJIOIUITAH/ XUAPOXIIOPOTHA3HA, ONTHMAIHHLT
aHTHXUNEPTEH3UBEH edeKT ce MOCTHra cnes 2 ceaAMHYEH NpPHeM Ha MAKCHMATHATA 1038 Bamcapm
Tpuo. Cratnctryecku NO-ronsM NpOLEHT NALMEHTH NOCTHTAT KOHTPOJ BLPXY ApTEPHATHOTO CH
Hasnarane (<140/90 mmHg) ¢ Bancasun Tpuo (71%) B cpaBHeHMe ¢ BesKa eqHa OT TPHTE JBOMHM

komMOuHaumu (45-54%) (p<0,00001).

B noarpyna or 283 naumnenTs, aHanus Goxycupas BpXy aMOynaTOpHOTO MOHUTOpPHpAHE Ha
apTEPHATHOTO HAJIATaHE, MOKA3BA KIHHHYHO H CTATHCTMYECKH NO-TOJIIMO NOHIDKEHUE Ha 24-
4aCOBOTO CHCTOJIHO H IMACTONHO apTePHATTHO HAJIATAHE, MPH JICYEHHE ¢ TPolHaTa KOMOHHALHS
CMpAMO BAJICAPTaH/XHAPOXIOPOTHASHL, BANCAPTAH/AMNOOMITHH W XHAPOXIIOPOTHAZHA/ AMJIOLHITHH.

AMIIOAMIIHH

MexaHu3bsM Ha AeHCTBHE

AMNOAMNIHH, KOITO B/IM3a B CHCTABA HA AMJIOIHTIHH/BANICAPTAH/XHAPOXAOPOTHAZHA HHXMOHpa
TPAHCMEMOPaHHOTO HAB/IM3AHE HA KANLHMEBH HOHH B CHPACUHHTE U ChAOBHTE IIAIKH MYCKYJIH,
AHTHXHUINEPTEH3HBHOTO JCHCTBHE HA aMJIOJMNHH C€ Tb/DKH Ha AUPEKTHHA penakcHpain edeKkT BspXy
CbAOBUTE IMIANKH MYCKYJIH, KOSTO BOAM IO HAMANSABAHE HA ChROBOTO CHITPOTHRICHHE M OTTaM Ha
apTEPHAJIHOTO HaJIAraHe. |

MapMakoaMHAMHUYHHK e(PeKTH

ExcriepuMenTany JaHHH NOKA3BaT, M€ AMIOHITHH CE CBBHP3BA K ¢ JAUXUAPONMHPHAHHOBHTE H C
HCAHXUIPOMUPHAHHOBHTE MECTa 3a CBBhp3BaKe. IIpoliecuTe Ha CrkpallleHHe Ha ChpAEYHMA MYCKY H
Ha CHIOBHTE INMAAKH MYCKYJIM €& 3aBHCHMH OT NPHABHKBAHETO HA M3BBHKIETHLYHHTE KAILMEBH HOHM
B KJIETKMTE Ha MYCKYJIHTE I1pe3 cneuMpUuHHA HOHHM KaHaTyeTa.

[IpunoxeHHeTo Ha TepaneBTHYHa N03a AMJIOMNHMH NPH NALMEHTH C XHIEPTOHM Ce Nocie i W o /’6‘-’10

Ba3O0AW/IaTalMA, KOATO BOAM OO HAMAIABAHE HA APTEPHAJIHOTO HAJIAraHe B JIETHAJIO U B ;.; Roricy 4N
NONOXKEHHE. | T \%,
h- - N
] % &K j i é}} x>
" p o a
IIpy xpoHu4Ha ynoTpeba TOBa NOHIDKABAHE Ha APTEPHANTHOTO HAIATAHE HE CE CHITLTCTBY PRI ¥4 /o
[IPOMCHH B ChpACYHATa YCCTOTA WITH TLIA3MEHHUTE HUBA HA KAaTEeXOJJAMHHMTE. "‘% ~ e §-;
et \ o’
o L
‘--.--.—.—"ﬂ’“
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[Ina3MeHHTE KOHLEHTPALMK KOPENHPAT C eeKTa, KAKTO NPK MITAAH, TAKa M NPH NALHEHTH B
CTapuecka Bp3pacT. [Ipu xunepronuun ¢ Hopmanta 6u6peuna GyHKIHA, TepaneBTHUHUTE 03K
AMJTOZHUIHH BOJAT A0 HaMaABaHe Ha ObOpPeYHOTO CHAOBO CHIPOTHUBIICHHE H YBE/IHYABAHE HA
rJIOMEpy/IHaTa QWITpaLus, ¥ edexTHBHHA 6B6petueH KpBBOTOK, 663 Aa MPOMEHAT PUITTPALMOHHATA
ppaxims UK NPOTEHHYPUATA.

KaxTo v npu apyrute 610kepn Ha KanLHEBHTE KAHAIH, XeMOAHHAMHYHHTE H3MEPBaHHA Ha
CbpacyHaTa QYHKIHMS B NIOKOH H NPH HaTOBapBaHe (MK XOJCHE) NPH NALMEHTH C HOpMAaNHa (yHKLMS
Ha KAMEPHTE, ICKYBaHH C 8MJIOAMIHH, KATO LIAJIO IOKA3BAT JIEKO MOKAYMBAHE HA ChPACYHHA MHOEKC
Oe3 sHauMMO noenuaBaHe Ha dP/dt, M Ha TeBOKAMEPHOTO M AMACTONHOTO HAISTAHE HIM O6eM,

B npoy4sanys 3a XeMOAMHAMHKa, AMJIOHITHH He CE CBLP3BA ¢ HEFATHBEH MHOTPONEH edeKt, KoraTo
CE€ Npuniara B rpaHULIMTE HA TEPANICBTHYHHUTE NO3H PH 3PABH XHBOTHH H XOpa, I0OPH KOraTo MpH
XOpa ce npuiara eHOBpeMeHHO ¢ 6eTa-OnokepH.

I1py 3apaBK xOpa H KHBOTHH AMJIOAMIIHH HE TIPOMEHS CHHOATPHANIHATA HOJATHA byHKUMS H
ATPHOBCHTPHKY/IADHOTO NpOBEKAaHe. B KIHHHYHY IPOYYBRAHHSA, B KOMTO aMJIOJMNKH ¢ NPHIAraH B
kOMOHHaluA ¢ Geta-6n0KepH Ha NAlMEHTH ¢ XMNEPTOHHA WK CTEHOKapaMa, He ca HabMoaBaHH
He)XeNnaHH e(eKTH CpsAMO NapaMeTpHTE Ha eNIEKTPOKApPAMOrpaMaTa. AMIOIUITHH € Npoy4BaH npu
NAUMEHTH ¢ XPOHHYHA CTAOWTHA CTEHOKAPAMS, BA30CTIACTHYHA CTEHOKAPAHA H aHrHorpadckH
OOKYMEHTHPaHO 3a00/11BaHE HA KOPOHAPHUTE CHIOBE.

Kmuninina eduxacrocT u 6e3onacHocT

YnoTpeba npH NauMEHTH ¢ XHIIEPTOHHA

Pannomusnpaso JBoiHOCIANO NpoyyBaHe 3a 3a6oneaeMocT H cMbpTHOCT ALLHAT
(AHTHXHNEPTEH3IUBHO K JIMIHAONIOHHKABALIO JIEYEHHE 33 NPOPHIAKTHKA Ha CbpPACYCH MPHCTHI)
(Antihypertensive and Lipid-Lowering treatment to prevent Heart Attack Trial) e IIPOBE/ICHO C Lie
CPaBHABAHE Ha HOBHTE TEPANTHM: aAMJOIHITHH 2,5-10 mg/neH (xaiLpeB aHTATOHHUCT) WIH AH3HHONPHIL
10-40 mg/nen (ACE HHXHGHTOD) C THASMAHMS AHYPETHK XNOPTANMAOH 12,5-25 mg/eH KaTo JIeYeHHe
OT I'bpBa NIHHMA MPH NAUMEHTH C JIEKa 0 YMEPEHa XHIIEPTOHMA.

Oburo 33 357 nallMEHTH ¢ XMNEPTOHKS HA BBLAPACT 55 rOAMHH H MOBeYe ca GHIH PaHAOMH3UPAHH H
NMPOC/IeICHH 3 CpeaHo 4,9 roanHu. [lauMeHTHTE Ca HMAJIH TIOHE EAUH NOITBIHUTENEH PHCKOB ¢bakTop
33 KOpOHapHa OOJIECT Ha CHPUETO, BKIIOYHTENHO NPEIEeCTBALL MHOKAPACH HHMAPKT WK UHCYIT (>6
MECCLIa NPEAH BKIIOYBAHE B ITPOYYBAHETO) HIIM I0KA3aHO APYTO ATEPOCKIEPOTHYHO ChPICYHO-CHIOBO
sabonspaue (Han 51,5%), zaxapen auaber Tun 2 (36,1%), JIUTIONPOTEHHH ¢ BHCOKA ILTETHOCT —
xonecrepost < 35 mg/dl wmm < 0,906 mmol/1 (11,6%), nesokamepna xuneprpodus, JHArHOCTULIMPAHA
“pe3 eNeKTPOKapAMOrpaMa HiM exokapanorpadeky (20,9%), Racrosuum mymayum (21,9%).

IIepBHHaTa kpaiiHa TouKa ¢ 6Hna cheTaBeH noKasaTen oT (paTaneH KOPOHAPEH HHLIMIACHT MM He-
aTanen muokapzaen uudapkr. He ca HabmonaBaHu 3HAYMMH PazMums 110 OTHOLIEHHE Ha
MbPBMHATA KpaHHA TOYKA MEXKIY TEPAITHATA ¢ AMIOAHTIMH K TEPAITHATA C XJIOPTANHIOH: KOe(HLIMEHT
Ha puck 0,98 95% CI (0,90-1,07) p=0,65. Ipu propuyHHTe KpadHK TOUYKH, 4€CTOTATE HA ChpAeYHa
HEJIOCTATHUHOCT (KOMNOHEHT HA CHCTABHATa KOMGHHMpaHa CHPACYHO-CHAOBA KpaliHa Touka) e 6uia
CHIHH(MKAHTHO N10-BHCOKA B IPYNATa HA aMJIOMITHH, OTKOJIKOTO B IPYNAaTa Ha xnopranuaoH (10,2%
crpsimo 7,7%, RR 1,38, 95% CI [1,25-1,52] P<0,001). Benpeku ToBa, He ce Ha6MOQaBaT 3HAYHMH
PasMyHA N0 OTHOLIEHHE Ha 0011aTa CMLPTHOCT MEXKIY MPYNATa Ha TEPANKS ¢ aMIOAMIKH M TAa3H Ha
Tepanus ¢ xaopranuaod RR 0,96 95% CI [0,89-1,02] p=0,20. |

Bancapran
MexaHu3EM HA AelcTRHE

BancapraH e nepopanno akTHBEH, MOIIEH M crielMdMyueH aHrHoTeH3uH I peueirropeH 6oRepst
BB3JCHCTBA CeNIEKTHBHO BHpXY AT pellenTOpHMA NOATHIL, KOUTO € OTrOBOpeH 3a No3HAYH T
Bb3XCHCTBUS HA AHTHOTEH3HH 1.

b
=
Kiuuvyna eduxacHocT H HesonacHocT %
IIpunoxeHHeTO HA BaJICapTaH MpPH NALKHEHTH ¢ XMNEPTOHHA BOAM A0 NIOHMKABAHE Ha apX
HanAraHe Oe3 NOBNUSABAHE HA MysicoBaTa YecToTa. [IpH NOBEUETO NAlLMEHTH, Cilel €HOKPAYY
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NEpOpascH NpHEM, HA4YaN0TO Ha AHTHXHNEPTEHIHBHOTO JEHCTBHE € B PAMKHTE Ha 2 4aca, a MHKa B
TIOHIXXAaBAHETO Ha apTePHATHOTO HANATAHE CE AOCTHIa B PAMKHTE Ha 4-6 yaca,
AHTHXMNEPTEH3HBHUAT eeKT NpoaB/Kapa Hal 24 yaca ciel npHema. TIpH peaoseH npuem
MAKCHMyMa B PCIYKLIMATA HA APTEPHAITHOTO HAJIATAHE C BCAKA 1038, KATO LJIO0, Ce MOCTHTE B PAMKUTE
Ha 2-4 ceaMHLIH.

XHUAPOXJIOPOTHA3UL

Mexanuznm Ha gelicTere

OCHOBHOTO MACTO Ha JeficTBHE HA THAIMIHMTE JHYPETULIH ca AUCTANHUTE W3BHTH KaHATYCTA B
616peka. JlokasaHo e, ue B 6x0peuHaTa Kopa ChUIECTBYBA PELENTOP C BUCOK a(pUHHTET, KOUTO
NPeCTAaBAABA OCHOBHOTO MACTO Ha CBLP3BAHE 3a ASHCTBHETO Ha THAZHAHUTE AUYPETHLIH M 32
HMHXHOHpaHe Ha TpaHcniopTa Ha NaCl B aucTanHuTe W3BHTH KaHandeta. THazHaHUTE AWy PETHLH
AeHcTBatT Ype3 HHXHOMpaHe Ha Na+ClcuMnoprep, BepoaTHO Ype3 KOHKYpHpaHe 33 MACTOTO 34"
cBbp3BaHe Ha Cl- , ¥ 10 TO3K HaYHH NMORNTHABAT MEXAHU3MHTE HA €JIEKTPOJIMTHA peabcopOuma:
AHPEKTHO NOBHUIABAHKH €KCKPELIMATA HA HATPHHA K XNOp B NPROIM3HTENHO €HAKBA CTETCH U
HHAHPECKTHO Ype3 AHYPETHUYHOTO CH AeHCTBHE, HAMANABAMKH IUIa3MeHHs 00eM ¢ NocIeABalo
MoKauBaHe Ha I1asMEHaTa peHHHOBA aKTUBHOCT, CEKPELIMA Ha alJOCTEPOH U 3aryba Ha Kauii ¢
YpHHATa, KAKTO H HAMANABAHE HA HUBATA HA CEPYMHMA Kalui,

HeMenaHoMeH pak Ha KOXKATa:

B3 0CHOBa Ha HAJIMYHHTE NAHHU OT ENUAEMHOJIOTHYHH NTPOYYBAHHA € HAGIONABAHA 3aBHCHMA OT
KyMynaTUBHaTa 0034 Bph3ka Mexay XXT3 u HMPK. Eano npoyueane Bxmousa nomyarps,
Cherofia ce ot 71 533 cimyqan va BKK » 8 629 ciyvau na CKK, u nonynauus ot chotsetHo | 430
833 u 172 462 nomxopsmu xorTponn. Bucokata ynorpe6a na XXT3 (kymynatusso >S50 000 mg) €
cBbp3aHa ¢ kopurnpat OR 1,29 (95% JIU: 1,23-1,35) 3a BKK u 3,98 (95% IIU: 3,68- 4.3 1) 3a CKK.
HaOmopnasana e scHa Bpb3ka KyMy/aTHBHa 1o3a-0TroBop KaxTo 3a BXK, Taka u 3a CKK. Hpyro
Npoy4BaHE NOKa3Ba Bb3MOXKHA BPb3Ka MexXAy paka Ha YCTHHTE (CKK) u excriozuumata va XXT3: 3a
633 cryuam Ha pax Ha yCTHHTE € noafpaHa nomynamms ot 63 067 noaxonsmy KOHTPOJIH, KATO ce
M3IIO/I3Ba CTPATErus 3a B3eMaHe Ha NPoOH, ONpefieneHa OT pucKa. [[eMOHCTpHpaHa e Bpb3Ka
KyMyJIaTHBHa 1032-0TroBOp ¢ kopurupad OR 2,1 (95% JIH: 1,7-2,6), Hapactsaw ao OR 3,9 (3,0-4,9)
3a pHcoka ynotpeba (~ 25 000 mg) n OR 7,7 (5,7-10,5) 3a Haii-BHCOKATa KyMY/IaTHBHA 1038 (~ 100
000 mg) (Bx. cBIlo TOUKA 4.4).

ITleauarpudHa nomynaums

Eponeiickata areHums no nexapcrsata ocBo60XaaBa OT 3aJL/DKEHHETO 3a IPEAOCTABSHE Ha
Pe3yNTATHTE OT NPOYYBAHUATA C AMJIOAHITHH/BANICAPTaH/XHAPOXIOPOTHA3MA BBB BCHMKH NOATPYNH
Ha NEAHATPU'{HATA NONYJIAlMA NIPH €CCHIMATHA XHIIEPTOHHA (BXK. TOUKa 4.2 33 HHOOPMALMA OTHOCHO

ynotpeba B neAHAaTPHATA).

EQ!I‘H

AeoiHo 6oKkHpaHe HA PEHHH AHTHOTEHIHMH -aNAOCTEPOHOBATA CHCTEMa (PAAC)
/{Be roneMH paHAOMH3MpaHH KOHTPOJHpaHH npoyusaHus — ONTARGET (ONgoing Telmisartan
Alone and in combination with Ramipril Global Endpoint Trial - Tekywmo rnoanHo w3nuTeane 3a
KpalHH TOYKH Ha TEJIMUCAPTaH, CAMOCTOATENHO H B KOMOMHANMs ¢ pamunpwi) u VA NEPHRON-D
(Knmnauuho npoy4sase cbp3aHO ¢ pa3BUTHE Ha HedponaTHs pH Auaber, NPOBEAEHO OT
MHHHCTEPCTBO NO BBNPOCHTE Ha BeTEPaHHTE) — MPOyYBaT ynotpeGaTa Ha koM6MHatmaTa or ACE
uHxHOUTOp 1 APB. ONTARGET € npoyusane, npoBeeHO NPH MALMEHTH ¢ aKaMHe34a 34 ChpAE%HO-
CHIOB2 UIIM MO3BYHOCHI0BA OONECT, MM 3aXapeH AHabeT THN 2, IPHAPYXKCHH C JAHHH 32 YBPeXKAaHE
Ha epexTopnH opraii. VA NEPHRON-D e npoyu4sane npy naumeHTH ChC 3axapeH auabeT tvn 2 K
nuaberHa HedpponaTua. Tesn MPoOyUYBaHHA He MOKA3BAT 3HAYMUM OnaronpuaTeH eeKkT BHpXy
OBOpeuHHTE WK CHPAECYHO-CHAOBHUTE NOCAEAUIH H CMBPTHOCT, KATO CBLUICBPEMEHHO Ca
HaOMOAABAHM OBHUILIEH PHCK OT XMIEPKATHEMHES, OCTPO YBPEeXKIaHe Ha ObOpeurTe wnm
B CPaBHEHHE C MOHOTepanuaTa. KaTto ¢e MMaT NpeaBHA CXOAHHTE UM hapMaKoAHHAMMY
TE3W pe3yATaTH ca NpunoxHmMH n 3a Apyru ACE unxuburopu u APB. ACE uuxuburopu #fAP)
CNEeAOBATETHO He TPAOBA Ja ce M3MON3BAT €AHOBPEMEHHO NPH NAaLMEHTH ¢ auabeTHa Hep
(BX. TOUKa 4.4).
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ALTITUDE (KnxHH4YHO npoyuBatie NPOBEACHO C ANUCKHPEH NMPH MALMEHTH Che 3axapeH auaber THn
2 ¢ M3NON3BAHE Ha CHPAEYHO-CHAOBH W GHOpeuHH 3a6onaBanta KaTO KpaiHK TOUYKH) € NpoyyYyBaHe,
NpEAHA3HAUCHO 12 M3CNEeNBa NON3aTa OT HOOABIHETO Ha aJIMCKHPEH KBM CTaHaapTHa Tepanus ¢ ACE
HHXHOHTOP HAH APB npu naumenTH cue 3axapen Auaber Tun 2 M XpouHuHO 6b6peuno 3a6onspase,
CHPACYHO-CBAOBO 3a00nsaBaHe WiH | JBeTe. [TpoyuBAHETO € NpEKPaTeHO NpeXAEBPEMEHHO nopaaH
TOBHILICH PHCK OT HEOJIATONPUATHH NocyeaniH. KakTo chpaevHo-ChaoBaTa CMBPT, Taka H MHCYNTHT
Ca NO-4€CTH B IPyNaTa Ha alHCKHPEH, OTKOJIKOTO B rpynaTa Ha raneto, a npeacTaBIsaBaiHTe
HHTEPEC HEXKENaHH ChOMTHA U CEpHO3HM HexXeNanu ChbOHTHS (XHNIepPKATHEMHA, XHIIOTOHNS H
6LOpeyHa aucQyHKLMA) ce cLOGIIABAT M0-YECTO B IPYTIATA HA ATHCKKPEH, OTKOIKOTO B rpynara Ha
nauebo.

5.2 PapMaxkoOKEHeTHYHH CBOMCTBA
JInneitHocT |
AMJIOIHITHH, BAJICAPTaH H XHAPOXJIOPOTHAIH]L HMAT JIHHENRHA (GapMaKOKMHETHKA.

AMIIOMITHH/BaJICApTaH/ XHAPOXIOPOTHAH

Cnen nepopanto npunoxenue Ha Bancaswn TpHo npH 31paBH BB3pacTHH NUKOBH M1a3MeHH
KOHLCHTPALIMH Ha aMITOLNIHH, BAJICAPTAH H XHPOXJIOPOTHA3H]L C€ JOCTHIAT CHOTBETHO 3a 6-8 yaca,
3 vaca 1 2 4yaca. CkopocTTa M CTenenTa Ha aGcopOLMATA Ha aMITOAMITHA, BaJNICApPTaH H
XHAPOXIOPOTHAIHA NpH Bancasun TpHo ca ceinHTe, KAKTO NPY MPWIATAHETO MM CAMOCTOATETHO.

AMIOIHNMH

Abcopbumsa

Cnen nepopaHo NpUIOKeHHE HA TEPaNeBTHYHA 4033 AMIIOAHMHAH, AHKOBA [L1a3MeHa KOHLICHTpalHe
ce aoctura 3a 6-12 yaca. AGcomoTHaTa GHOHANWYHOCT € MeXTY 64% 1 80%. BHOHANIHYHOCTTS Ha
aMJIOJUNHH HE Ce MORIIUABA OT MPUEMA Ha XPaHa.

Pa3snpenenesue
ObembT Ha pasnpeaenenue e mpubnusurento 21 Ikg. In vitro npoyusanus ¢ aMJIONIHIIHH MOKA3BAT,
1€ npromH3MTeNHO 97,5% OT LMPKYTHPALIOTO NEKAPCTBO CE CEBP3BA C IUTA3MEHHTE ITPOTCHHH.

buorpancdopmarius |
AmnoaunuH ce MeTabosiu3upa oCHOBHO (MpubnusuTesiHo 90%) B uepHus Apob A0 HeaKTHBHHK
MeTAOONHTH.

EnuMuHupane

EnnMuHHpaseTo Ha aMJIONMNKH OT IU1a3MaTa e 6H(asHO ¢ TEPMHHANEH TOY)XHBOT HA eNTMMUHHpaHE
npubnusurenHo 30 ao 50 yaca. CraiuHOHaPHH MIA3MEHH HHMBA CE IOCTHTAT Cliel MPOABLIDKUTENEH
npueM 3a 7-8 aHH. 10% oT oparHHaNHMA aMIOAKIHH M 60% OT HeroBuTe MeTaBOIHTH Cce
€KCKpeTUpAT ¢ YPHHATA.

Bancapran

AGcopbuns

Cnien nepopanHo NPHIOKEHHE Ha BAICAPTaH MHKOBMTE ILIA3MEHH KOHLICTpallHH Ce& AOCTHMrarT 3a 2-4
qaca. CpepHara abcomoTna 6HoHaMMuHOCT € 23%. XpaHaTa HAMANABA eKCIIO3ULIHATE (onpenenena
4pe3 AUC) Ha pasicapraH ¢ okono 40% # MUKoBaTa nnasMeHa KOHLIEHTPALHUS (Cmax) ¢ oxono 50%,
BBIPEKH TOBA 0KOJIO 8 Haca cnen npHeMa I1a3MERHTe KOHLIEHTPALIMA Ha BRJICAPTAH ¢a NOZO6HH B
FPYNHTE NpHCMAlK ICKAPCTBOTO CNICA HAXpaHBaHe H Ha rnanHo. Tasu pexykums Ha AUC, obaue He ce

22



CBITLTCTBA OT KIHHHYHO 3HAUMMA PEAYKIIMA HA TEPaNEBTHIHHMS €EKT K MO Ta3M NPHIHHA BANCAPTAH
MOXE J1a Ce MpHeMa Ha rNaaHO WIM Clie HaXpaHBaHe.

Paznpenenenne

CraumoHapuuar obem Ha pasnipeaeneHHe Ha BAICAPTAH CJIE MHTPABEHO3HO NPHAOKEHHUE € 0Koo 17
JIMTPA, KOSTO NOka3Ba, "€ BAJICapTaH HE C¢ pasnpezens IIHPOKo B ThkaHuTe. Basicapran ce cBbp3Ba
BB BHCOKA CTENCH CbC CEPYMHHUTE MpoTeHHHU (94-97%), OCHOBHO che CepyMHHs anbyMHH.

buorparcgopmanms -

Bancapran He ce MeTaGonm3npa BBB BUCOKA CTeneH, Thil KaTo camo okono 20% ot no3aTa ce
YCTaHOB4Ba NoJ popMaTa Ha MeTabomuTH. B niiasmara e ycranoBeH XMAPOKCH METAGONHT B HUCKA
KOHUEHTpauuH (nomanko ot 10% or AUC Ha pancapran). Tosu meraGonut € dapMakonoruuso
HEaKTHBEH.

EnuMuHupane

BancapraH rnoka3spa MyJITHEKCIIOHEHLIHAIHA KHHETHKa Ha pasnaz (1% [1<1 vac i B okoso 9 yaca).
BascapraH ce enumuHnpa ocHOBHO ¢ deueca (okono 83% or fo3ata) i ypHuHara (oxono 13% or
R03aTa) OCHOBHO KAaTO HENPOMEHEHO CheIMHeHHe. Cliel HHTPABEHO3HO MPHOKEHHE TUTA3MEHHS
KJIMPBHC Ha BayicapTaH € npuOmusutenHo 2 Vh, a 6u6peunus xiuprHe e 0,62 Vh (okono 30% ot
obuus ximpnHc). [lonyxuBoTET Ha BasicapTaH € 6 yaca.

XNApOXJIOPOTHA3ZHA

AbcopbOiun

AbcopbupiaTa Ha XHAPOXJIOPOTHA3KA CJie/l NEPOPANICH TIPHEM € 61p3a (tmax oxono 2 yaca).
YBenuuaBaHeto Ha cpeaHata AUC e nuHeliHO H e NponopLMOHATHO Ha 103aTa B TEpaneBTHYHHUA
auanasoH. EdexrsT Ha xpanara BbpXy aGcopOLmaTa Ha XHAPOXTOPOTHA3HA, KO MMa TaKbB, HMa
M&JKa KITHHHYHA 3HAYHMOCT. AGCOIIOTHATa GHOHANTMMHOCT Ha XHAPOXJIOPOTHA3M], CIIE NIEPOPATTHO
npuioxerue ¢ 70%.

Pasmpenenenue

IpuBnaHusaT 00eM Ha pasnpenenenue e 4-8 Vkg. Linpkynupamust XHAPOXJIOPOTHA3HA € CBBP3aH ChC
cepyMHHTe MPOTeHHH (40-70%), ApeAUMHO ChC CEPYMHHA ANGYMUH. XHUAPOXIOPOTHA3H]L CHLIO TAKA
KYMYJHpa B CpHTPOLIMTHTE NPHOAU3NTENHO 3 IThTH NOBeYe, OTKONKOTO B IUIa3MaTa. ~

buoTrpaHchopmaiins
XHAPOXJIOPOTHA3H/ C€ ETHMHHHPA NPEUMHO KATO HEMPOMEHEHO BELIECTBO.

EmumunnpaRe

XHAPOXNOPOTHAZH]L CE €TMMMHMPA OT IUIA3MATa C BPEME Ha MOITy’KMBOT cpeaHo 6 no 15 yaca B
xparHara ¢asa Ha exuMuHHpare, Hama npomsHa B KMHETHKATA Ha XHAPOX/IOPOTHA3HA MPH
MHOTOKpaTHO MpHJIaraHe, a KyMyaHpaHeTo € MHHMMAJIHO NTPH NPUIOKEHHE BeAHHK AHeBHO. Han
95% or abcopbupanata no3a ce eKCKpeTHpa KaTo HEMPOMEHEHO BEIECTBO B ypuHata. bpbpeunusr
KJTHPBHC C& CHCTOH OT NAacHBHA QUITPALIHA M AKTHBHA CeKpelind B Gu6peunuTe TyGyau.

CrieupanHy nomynanuu
Heauarpunn naupeHTH (Ha BB3pacT nog 18 roauHmn)
Hsma GapMakOKMHETHYHH JaHHM NPK NEAHATPUYHATA TIOMY TALIHAS.

INauyenTy B crapuecka Bb3pacT (Ha BB3PAcT 65 rOAMHH ¥ MOBeYE)
Bpemero 3a nocTurane Ha NHKOBA IUIa3MEHa KOHLIEHTPALMS Ha AMJIOJHITHHE € CXOIHO TIpH MII

BB3pacT KIHPBbHCA HA aMJIOIMITHH 14 HAMANABRA, KOETO BOAM A0 NOKAYBaHe HA IUTOLLTA IT
(AUC) u nomyxmBoTa Ha enuMunupane. Cpennata cucremua AUC 3a BaJICAPTaH € 110
70% npu nauKeHTH B CTApYECKa BL3PACT B CPABHEHHE C [O-MIAH NallHEeHTH, NIOpaaH
HeO5X0AUMO BHEMaHHE NPH NIOBHILABAHE Ha No3aTa. CHCTEMHATA eKCIIOSHIMA HA BAJIC
NMOBHIIICHA NMPH NMALIMCHTHTE B CTApYeCKa Bb3PacT B CPABHEHHE C MJIAJMTE NALMEHTH, HO
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XHIPOXIOPOTHA3HA € HaMaleH NPH NAUHEHTH B CTAPYECKA BB3PAcT, 3APaBH HIIH C XHTICPTOHHS, B
CPaBHEHHE C MJ1aaH 3/ipaBH 100poBoLM. Thil KATO TPHTE BELIECTBA Ce MOHACAT €/JHAKBO N06PEe KAKTO
OT No-MNTAAWTE NALMEHTH, TaKa H OT ALHEHTHTE B CTAPYECKA BB3PacT Ce MPenopL4Ysa HOpMaIHA
cXeMa Ha npuiaraHe (BxK. Touka 4.2).

b16peuHo yBpexnane

DapMaKoKHHETHKATA HA AMJIOJHUITHH HE Ce TIOB/IMARA 3HAYHUMO TIPH HApYILEHHE Ha O6u6peunara
¢yHxipa. Kakro ce ouaxsa 3a BemecTso, umiito 6L6peueH KIHPHHC e camo okoio 30% ot obuma
TU1a3MEH KIHPBHC, He ce HaOnmofaBsa Kopenatms Mexay 0n0pedHaTa QyHKUMA ¥ CHCTEMHATA
EKCIIO3HUMA KbM BancapraH. [lopany Tasu npruvMHa nauMeHTHTE C JIEKO A0 YMEpEHo GB6peyHo
YBp€)KAaHE MOTaT Aa npHeMar oOHyaliHaTa HavanHa f03a (BX. Touka 4.2 u 4.4).

Ipu sHamyre Ha 6B6peYHO yBpeXKNaHE CpeIHUTE THKOBM MNasMeHH HuBa U AUC Ha
XHAPOXJIOPOTHA3HA Ca MOBHINEHH, 8 CKOPOCTTA Ha €KCKpeLMd B ypHHaTa € HamaneHa, [Ipu naumenTy
C JIeko 40 yMepeHo 0Bb0OpeuHo yBpexkaane ce Habmoaasa TpukpaTHo noevenue Ha AUC Ha
XuapoxnopotHasna. Ilpu naupeHTHTe ¢ TexXKO 6BOpedHO yBpeKaaHe ce Habnonasa 8-KpaTHo
nosumenne Ha AUC. Bancasun TpHo e npotuBonokasaH npu nalmeHTH ¢ Texxo 6u6peuno
yBpeKaaHe, AHYDHA WIH Ha JManu3a (BX. Touka 4.3).

HeproapobHO yBpexaane
HanuynH ca MHOro OrpaHMYEeHH AaHHY 34 MPHIOKEHHETO Ha AMJIOMITHH NpPK NALHEHTH ¢

YepHOApoOHO yBpexnane. [TaumenTuTe ¢ uepHOAPOGHO YBpeXAaHe HMAT HAMANIEH KJIHPBHC HA
aMJIOJHMITHH ¢ nocniensamo noxaysaHe Ha AUC ¢ npubnusurento 40-60%. ITpn naumeHTH ¢ ieko 1o
YMEPEHO XPOHHIHO YEPHOAPOOHO 3a60/1ABaAHE EKCIIO3HIIMATA KBM BAJICAPTAH (ONpeaeNieHa Ypes
croiHocTHTe Ha AUC) € 1Ba ITBTH NO-BHCOKA OT YCTAHOBEHATA NPH 3/ipaBH A0GPOBONLM (rpynupanu
NO BB3PACT, non u Terno). Ilopaau Bancapranosara komnoHenTa Bancasun TpHo e npoTHBONOKasaH
[IPH MAUMEHTHTE ¢ 4YePHOAPOGHO yBpexaaHe (Bxk. ToukH 4.2 u 4.3).

5.3 IlpeaxIHHHYHH ASHEH 33 6e3omacHOCT
AMIOAUIIMH/BaICApTaH/ XHAPOXIOPOTHAIH]
B pemyua npe A THHUYIHK IPOYYBAHHA 38 6€30MIACHOCT ¢ AMJIOZHIIHH, BAJICAPTAH, XHAPOXJIOPOTHAIHK],
BAJICAPTAH/XHAPOXIOPOTHA3H]L, AMIIOAMIMH/BANICAPTAH H aMJIOAMIMHH/BATICAPTAH/ XHAPOXIOPOTHA3HA,
MPOBECHH NPH Pa3IHYHH XHBOTHHCKH BHAOBE, JIMIICBAT JI0KA38TE/ICTBA 38 CUCTEMHA HIH OpraHHa
TOKCHYHOCT, KOHTO 14 OKQKAT HEFaTHBHO BJMAHHE BbPXY KIHHHYHATA YnoTpeba Ha koMOMHALMATA
aMJIOJMITHH/ BATICAPTAH/ XHAPOXIOPOTHASH MPH XOpa.
[TpearnuuHH NpoyyBaHus 3a 6e30MaCHOCT ¢ NPOTBDKHTENHOCT A0 13 CEeAMHLM ca NpoBeaeHH: ¢
aMJIOAHITMH/BANICAPTAH/XHIPOXIOPOTHA3MA NIPH ITbXoBe. KoMOHHaLMSTA BOAM O OYaKBAHO
MOHIDKCHHE HA NIOKA3aTE/THTE HA YCPBEHATA KPBBHA PEAMLA (EPHTPOLIMTH, XEMOFTIOGHH, XeMaTOKPHT
H PETHKYJIOLIMTH), NOBHILABAHE HA CEPYMHATA ypes, MOBHLIABAHE HA CEPYMHHS KPEATHHHH,
NOBHIIABAHE HA CEPYMHHUs KATHH, IOKCTarJIOMepy/lapHa xunepruiazus B 666pexa H hoXaiHH epo3uy B
AUIEIUCTHA CTOMAX MPH IUTbXOBe. BeHuky Te3u npoMeHn ca o6patuMu cnen 4-ceaqMudeH
BE3CTAHOBHTEIIEH NIEPHO/ M CE CMATA, Y€ Ca BCICACTBHE arpaBHpaHe Ha GapMaKONOrUYHHTE edeKTH,

KoMOuHaumaTa aMnoaMnuH/BaICapTaH/XHAPOXIOPOTHAZH/L HE € H3C/IEIBAHA 38 FeHOTOKCHUNOCT H
KAPLUMHOFCHHOCT, ThH KaTO JIMIICBAT AOKA3ATEICTBA 33 HAKAKBO B3aUMoOAelicTBHe MEXIY OTACTHHUTE
BEILECTBA, KOWTO CA OTAABHA Ha rnasapa. AMJIOJHIIMH, BAICAPTAH K XHAPOXJIOPOTHA3NI Ca H3C/IeIBaHH
OOTAENIHO 32 NCHOTOKCHYHOCT H KAPUHHONE€HHOCT ¢ HEraTUBHH Pe3yTATH,

AMNOIUNIHH
PenpoaykTMBHa TOKCHUHOCT

PenpomyKkTHBHH MpOyYBaHHA MPH IUTEXOBE H MHUILIKHM MOKA3BAT 3aKhCHABAHE HA NATATA Ha G
YABJDKCHA MPOAB/DKMTENHOCT HA PAXKIAHETO H HAMANIEHA XKU3HECTIOCOOHOCT HA MAIKHTS
ApHOIH3HTENHO 50 ITHTH NO-BKCOKH OT MAKCHMAJIHHTE ITPENOPBYHTEIHH A03M IIPH XOP
Ha 6a3a mg/kg.

Hapywenus Bbe deprunurera
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Hsama edext BbpXy depTiunuTeTa Ha IILXOBE, TPETHPAHH C AMITOHMITHH (MBEXKH — 64 JTHH ¥ KEHCKH —
14 gun npeay undroceane) B no3m 2o 10 mg/kg/neH (8 mbTH* MakcHMaiHaTa NPENOPLUHTENTHA 1034
3a xopa ot 10 mg, u3uncnena na 6a3a mg/m 2 ). B apyro npoy4saHe Npu IIbXOBe, MIPH KOETO MBKKH
TUTBXOBE Ca TPCTHPAHH C aMNoHNHEOB Ge3nnart 30 mHu, ¢ 1032 CpaBHMMA ¢ HO3ATA MPH Xopa,
H3yHciieHa Ha 6a3a mg/kg, ca yCcTaHOBEHH NOHMXCHHM TUIa3MEHH HHBA Ha donuxynocTEMynHpaiy
XOPMOH M TECTOCTEPOH, KAKTO H MOHIKABAaHE HA IUThTHOCTTA Ha CEpMaTa U 6pos Ha 3penH
CIIEpMaTHIM K CEPTOJIHEBH KJIETKH.

KapuuHoreHnesa, Myraresesa
Hama naHHH 32 KAPLUHUHONE€HHOCT NPH MABLXOBE ¥ MUIIKH, TPETHPEHH ABe FOANHH C AMJIONHITHE B

XpaHATa B KOHUCHTPALNH, H3YHCIIEHH J1a OCHTYPAT AHEBHH N030BH HHUBa oT 0,5, 1,25 1 2,5 mg/kg/nen.
Hati-Brcokata f103a (mpn MUK - GiM3Ka 10, & IPM ILTEXOBE — BA ITHTH* NO-BHCOKA OT
MaKCHMAlTHATa NIpENopbYMTENHA KIHHHYHA 1034 oT 10 mg, u3uncnena 3a mg/m 2 ) € 6una 6nuska no
MAKCHMAaJIHO NOITYCTHMATAa 1034 38 MHMIIIKH, HO HE H 3a [UTLXOBE.

Hpoyupatua 3a MyTareHHOCT He NOKA3BaT NEKAPCTBEHO-00YCII0BEHH eeKTH HHTO Ha r€HHO, HUTO Ha
XpPOMO30MHO HHBO.

¥ H3uMcsIeHa 3a NaupueHTH ¢ Terno 50 kg.

Bancapran

[IpeaxnHHMYHNTE JaHHH He NMOKA3BaT 0coGeH PUCK 3a XopaTa Ha 6a3a Ha KOHBEHIMOHATHUTE
¢apMaKoNOrM4HK NPOYYBAHHA 32 GE30NACHOCT, TOKCHMHOCT TIPH MHOTOKPATHO NPHIIOKEHHE,
FCHOTOKCHYHOCT, KApLIHHOTCHEH NOTCH1HAJ, PENPOAYKTHBRHA TOKCUYHOCT H TOKCHUHOCT 34
Pa3BHTHETO.

I1pn nirbxoBe TOKCHYHH 103H 3a MaifkaTa (600 mg/kg/nen) no Bpeme Ha MOCHEAHATE IHHU OT
OpeMeHHOCTTa H MepHOAA Ha NTAKTALMA ca JOBEJIM O NMO-HUCKA CTelNeH Ha NPEeXKHUBACMOCT, M0-c1a60
Ha/l1aBaHE Ha TEMIO H 3a06aBeHO pasBUTHE (OTAENAHE HA YIIHATA MUJA M OTBAPAHE HA CITYXOBHS
KaHaJ) Ha MOKONEHHETO (BK. Touka 4.6). Teau J03u npH wibxoee (600 mg/kg/nen) npeacrasassar
NpHOAH3UTENHO 18 IMHTH MakCHMATHATA NPENOPHLUHTEIIHA 1034 MPH Xopa Ha 6a3ara Ha mg/m?2
(M34MCIICHHATA Ce OTHACAT 3a NepopasiHa 103a 320 mg/ieH U nauMeHT ¢ Terno 60 kg).

I1pu npeKIMHHYHU NPOYHBAHHA 3a 5€30MACHOCT BHCOKH J03M BancapTa (200 no 600 mg/kg
TENECHO TErNI0) MPESAM3BUKBAT MPH [THXO0BE HAMAIABAHE HA IAPAMETPHTE Ha YEPBEHHTE KPBBHH
KJICTKH (PUTPOLIMTH, X€MOrNIO0HH, XeMaTOKPHT) U MPYYHHABAT POMEHH B 6b6peunara
XEMOIHHAMHKA (JIEKO IOBHIIABAHE HA ypeATa B KPBBTA, 6u6peyna TyGyHa XHIeprUiasus u
Oazodunus npu MBXxKuTE).

Te3u no3u npu wrexose (200 1o 600 mg/kg/neH) npeacTaBnasar NPHGIU3UTETHO 6 ¥ 18 MbTH
MaKCHMaJIHaTa NPenopLYHTEITHA 1034 IIPH Xopa Ha 6a3aTa Ha mg/m2 (M34YMCIEHHATA Ce OTHACHT 33
nepopanna a03a 320 mg/neH u nauueHT ¢ Terno 60 kg).

[Tpr Mapmo3eTKH B CPaBHHMH 03 MPOMEHMTE ¢a NOJOGHH, HO MO-TEXKH, 0COGEHO B On6Gpenure,
KBAETO NPOMEHUTE CE Pa3BHBAT A0 HedpoNaTHi, BK/IIOYBALLA OBHIUICHHE HA YPEATa U KPEaTHHHHA B
kpbeTa. Habmopasa ce cbiio xuneprpodua Ha Gx6peusnTe IOKCTArIOMEPYAHH KIETKH H NpH JBaTA
BHIA. CuMTa Ce, Ue BCHUKH NPOMEHH Ce IL/DKAT Ha (papMaKoJIOrHYHOTO JeHCTBHE Ha BaJICapTaH,
KOCTO BORH A0 NPOAL/DKHTENIHE XUNOTORHA 0C0OeHO npH MapmoseTHTe. Usrnexaa, ue
TEPANEBTUYHATA 1033 HA BAJICAPTAH NPH XOPa HE € CBbP3aHa ¢ xunepTpodua Ha 6L6peuHuTe
OKCTArnoMepYJHH KIETKH.

6. @OAPMANEBTHYHH IAHHU

6.1 Choacbk Ha IOMOIMBHTE BeIMECTBA |

Banacasun Tpao 5 mg/160 mg/12,5 mg puamapann rabrerkn
Tabnerno aapo

Llenynoza, MHXpOKpHCTaNHa

[Toenaon K30

CHMIIMeB QUOKCH], KONOKACH Oe3roaeH

Harpuep nywrecte rimkonar (tun A)
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Marne3snes creapar

Kpocnorunion
IIpexenaTUHH3UPAHO HUIHIECTE

Ounmoeo nokpute (Opadry White 03F28477)
Xunpomernosa 2910 (E464)

Maxkporon 6000 (E1521)

Tutanos quokcup (E171)

Bascapun Tpro 10 mg/160 mg/12,5 mg puamupann tabaerkn
TabnerHo aapo

Llenynosa, MHKpOKpHCTaIHA

IToBupon K30

CununumeB AMOKCHI, KollouaeH Ge3roaeH

HaTtpueB nuuecTeH rivxkosnart (tun A)

Marneznes creapar

Kpocniornaon

[IpexenaTHHH3NpaHO HHILECTE

DOuimMoBo nokpurre (Opadry yellow 03F82964)

Xunpomenosa 2910 (E464)
Maxkporon 8000 (E1521)
Tank (E553b)

Turanos guokenn (E171)
Xt sxenesen okcup (E172)

6.2 HechLBMeCTHMOCTH
Henpunoxumo.

6.3 Cpox Ba rogaocT
3 roguHM.

6.4 CnensansH ycIOBHE Ha ChXpaHeHHe
Ja ce cpxpansBa nox 30°C.
Jla ce chxpaHABa B OpHIHHA/IHATA ONAKOBKA, 3a J]a C€ NPEANA3Y OT BIIAra.

6.5 BnaancoabpXkaHEe HR ODAKOBKATA

Baincasun Tpuo e HanyeH B 6nucrepun PVC/TE/PVAC/Al onakoBky, chabpaKainy 28, 30, 60, 90, 98,
100, 105, 120 punimupanu Tabnerku, |

He Bcrikn BuOBE onakoBkH Morat Aa §baat mycHaTH B npoaax6a.

6.6 Coenuannnm npeana3’Hy MepKH NPH HIXBLPJIAHE
Hensnon3paHusT eKapcTBEH NPOAYKT WIH OTNAZLYHHTE MaTEPHATH OT HETO TpAOBa na ce MIXBBPAAT
B CBOTBETCTBHE C MECTHUTE U3HCKBAHMUS.

7. IIPATEXATEJI HA PASPEIIEHHUETO 3A YIIOTPEEA
STADA Arzneimittel AG

Stadastrasse 2-18

61118 Bad Vilbel

['epmanus

8. HOMEP(A) HA PASPEHNIEHMETO 3A YIIOTPEBA

Bancasun Tpuo 5 mg/160 mg/12,5 mg - Per.Ne: 2021001 1
Bancasun Tpuo 10 mg/160 mg/12,5 mg - Per.Ne: 20210012
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9. JAATA HA ITBPBO PA3PEIIABAHEMIOAHOBSIBAHE HA PASPEHIEHHETO 3A
YIIOTPEBA
~ Jlara na mbpBO pazpewarane: 19.01.2021

10. JATA HA AKTYAJIM3HPAHE HA TEKCTA
Auyapu 2025
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