IMMPHJIOXKEHHE I

KPATKA XAPAKTEPUHCTHKA HAIIPOAYKTA



1. HUME HA JEKAPCTBEHHA ITPOAYKT

Bantpukom 5 mg/160 mg/12,5 mg dbunmupanu tabnetku A3MBIHKTENHA ATEHUNS N0 NEKAPCTBATA
Bantpukom 5 mg/160 mg/25 mg ¢punmupanu tabaetku KDRITKE XROSKITMDUCTTIUKE HE NDOGYRII - [ IDUACHKIHDS |

Bantpukom 10 mg/160 mg/12,5 mg punmupany Tabnerku Kond Pz, Ne 010(9006.[//93/55/5%/
2573~ ;L 25 -09- 2023

Bantpukom 10 mg/160 mg/25 mg pramupanu rabneTku
Bantpukom 10 mg/320 mg/25 mg dunmupaHu tadnerku Paapewerius Ne

l

Valtricom 5 mg/160 mg/12.5 mg film-coated tablets
Vaitricom 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 {0 mg/320 mg/25 mg film-coated tablets

2. KAYECTBEH H KOIMMECTBEH CHCTAB

Smg/160mg/12.5 mg
Beska dmnmupana tabetka Chabpka 5 mg amnonunuu (amlodipine) (xkaTo amnoaunuHos 6e3unar), 160 mg
BajicapTaH (valsartan) v 12,5 mg xunpoxnopotvasua (hydrochlorothiazide).

5 mg/160 mg/23 mg

Beska dpunmupana tabneTka chaspka 5 mg amsioaunud (amlodipine) (kato amnogunuHos 6e3uiar), 160 mg
BANCapTaH (valsartan) u 25 mg xunpoxnopotuasua (hydrochlorothiazide).

10 mg/160 mg/12.5 mg
Beska gunmupana tabnerka cuabpxa 10 mg amnoaunun (amlodipine) (kato amnoannuios 6esunar), 160 mg
Basicaptad (valsartan) v 12,5 mg xuapoxnoporuazua (hydrochlorothiazide).

10 mg/i60 mg/25 mg
Beska punmupana Tabnerka ceaspxa 10 mg amnoaunun (amlodipine) (kato ammoaunuHos Oe3unar), 160 mg
Bancaprtat (valsartan) v 25 mg xuapoxinoporuasua (thydrochlorothiazide).

10 mg/320 mg/25 mg

Beska dniMupana tabaerka chabpxka 10 mgamaoaunun (amlodipine) (kato amnoaunuHoB 6e3unar), 320 mg
BaNCapTaH (vaisartan) v 25 mg xuapoxnopoTHazua (Aydrochlorothiazide).

3a NbJAHUS CMUCHLK HA NOMOILHUTE BElLECTRA, BIKTE TO4YKa 6. 1.

3. JIEKAPCTBEHA ®OPMA
dunmupaHa TadseTka (radneTka)

5 mg/160 mg/i2,5 mg
benwn vnu nourn Oenu, oBanHuU, ABOHHOU3NBLKHANM DUIMHPAHK TADIETKH, ¢ penedHo odozHayenue K1 or enHara
CTpaHa Ha Tabnerkara, ¢ nNpudIM3HTENHA pazMepu 13 X 8 mm.

5 mg/160 mg/25 mg

bneaoxnaTH, OBATHY, ABOHHOM3MbKHATH (PUIMHPaHH TabAETKH, ¢ peneHo odo3HaveHne K3 oT eqHaTa cTpaHa Ha
TabneTkara, ¢ NpudAM3NTENHU pazmepn 13 x 8§ mm.

10 mg/160 mg/12,5 mg

Po30BH, OBaIHH, NBOHHOH3MbLKHATH QHUIMHpPAHH TabneTkH, ¢ pesedHo obosHauenre K2 ot en
TA0NETKATA, C NPUOIM3UTENHH pazMepd 13 x 8 mm.
10 mg/160 mg/25 mg

Ka(paBO->kbATH, OBATHM, IBOHHOM3MbKHATH (DHIMHPAHH TaONETKH, ¢ penehHO 0003HAHEHH

Tabnerkara, ¢ npyubnu3HTeTHM pasmepu 13 x 8 mm.
10 mg/320 mg/25 mg




Kadsigo-yepBenu, oBanHu, IBOHHOU3MBbKHAIH PUIMHpatK TaOIeTKH, ¢ MpHOM3UTEIHH pa3MepH 18 x 9 mm,

4. K/HHHUYHHU JAHHH

4.1 TepaneBTHYHH MOKA3AHANA

JleueHre Ha eCEHLMATHA XHIIEPTOHHA KaTO 3aMECTUTENIHA TEPANHS MNPH Bb3PACTHH MAaLMEHTH, MPH KOUTO €
MOCTUIHAT 3340BOMTENIEH KOHTPOJ BbPXY apTepPUATHOTO HAJISraHe ¢ KOMOMHALIMATA AMJIO/IMITHH, BAICAPTAH U
xuapoxnopotHazug (HCT), npinaraHu kato Tpu OTIEHM JeKapcTBeHU POPMH MM KaTo (PUKCHpaHa ABOHHA

KOMOMHALMA ¥ OTASHA JIeKapcTBeHa hopMa.

4.2 HO3HPOBKA H HAMHH HA NPHIOKEHHE

Hoszupoeka

[IpenopbuuTenHara 103a BantpukoM e enHa tablieTKa THEBHO, 32 MPEeANIOHHTAHE CYTPUH.

[Ipeau na npemuHaT Ha JieueHue ¢ BanTpukom nauventure Tpadea ga ObaaT Ha PUKCHPAHH J103H OT
ChOTBETHHTE MOHOKOMICOHEHTH, KOMTO NPHEMAT MO ChLIOTO BpeMe, J[o3aTa Ha BantpukoM ce onpeaens Ha baza
O03UTE Ha OTACIIHUTE KOMIIOHEHTH OT KOMOWHALMATA B MOMEHTA Ha (IPeMHHABAHETO.

MaxcumManHara npenopbyuMTenta 103a BantpukoM e 10 mg/320 mg/25 mg.

Crneumanyn nomynatvy

bvopeuno yapexcoarne

[Topaay XMAPOXIOPOTHAIHIHATA KOMIOHEHTA BAITPHKOM € NPOTHBOMOKA3aH MPH MNALMEHTH C aHYpHA (B,

Touka 4.3) U NpH MalMEeHTH ¢ TeXKO OROpeuHo yBpesxaane (ckopocT Ha rioMepynHa ¢uinrpauus (GFR)
<30 mi/min/1,73m?) (8. Touku 4.3, 4.4 u 5.2).

He ce Hanara kopekuMsa Ha Ha4YaJIHATa 034 [PH NMAaLKEeHTH ¢ JIEKO 10 yMepeHO ObOpeHHO yBpeKaaHe (BXK. TOUKH
4.4u5.2).

Yeproopobrno yepexcoane

[Topaau BancapTaHoBaTa KOMMOHEHTA BanTPUKOM € MPOTMBONOKA3aH MPH MALUEHTH € TEXKO YepHOAPOOHO
yBpeskpane (k. Touka 4.3). llpu nanmentu ¢ nexo 10 ymepeHo uepHoapoOHO yBpeskaaHe Oe3 xonecTasa,
MAaKCHMAaJIHATA NpenopbLYMTENHA A03a Bancaprad € 80 mg v nopajii TasH MpH4YHHa BanTpHKOM HE € MOAXOasLI
MpH Ta3M rpya nauueHTy (B, Touku 4.3, 4.4 u 5.2). [Ipenopbxu 3a 1o3ara Ha aMAOAUNHH NTPH NALHMEHTH C IEKO
[0 YMEPEHO YepPHOAPODHO YBpEeXKAAHE HE ca ycTaHOBeHH. [Ipn npeMuHaBaHe Ha NOAXOIALIM NAUHEHTH C
XUMEPTOHHA (BK. TOUKA 4.1) U yuepHOAPOOHO YBpeKIaHe KbM JicueHue ¢ Bantpukom, TpabBa 1a ce M3Mo/3ea
HAH-HUCKATa HAJTHYHA 1032 aMAOSHITHH,

Cvpoeyna HeOocmamvyHOCH U KOPOHRAPHA DOILCI HA ChPYEMO

ChilecTBYBa OrpaHKM4er ONUT ¢ yrioTpedara Ha BanTpukom, 0COOSHO B MBKCHMANHH NO3H, [IPH NALUSHTH CBC
ChpJe4Ha HEAOCTATLYHOCT H KOpOoHapHa bonecT Ha cbpLeTo. [Ipenopbusa ¢e NOBHIIEHO BHWMAHHE [1PH
[IALUEHTH CbC ChpPAeYHA HEAOCTATBYHOCT U KOpOHapHa DoecT Ha ChpLETO, OCOOEHO NpH MPHAArade. Ha
MaxCHMaliHaTa no3a Bantpukom 10 mg/320 mg/25 mg,.

Hayuenmu 6 cmapuecka ev3pacm (Ha ev3pacm 63 200unu u nogeue)

[IpenopbuBa ce NOBHLIEHO BHUMAHHE, BIKJTFOUHTENHO M0-4€CTO MOHHTOPHPAHE HA apTe
MalMEHTH B CTAPUECKA BR3PACT, OCOOEHO MpH NpHIaraHe Ha MakcumasiHara ao3a Banrp



10 mg/320 mg/25 mg, Thii KaTo AaHHHMTE 3a ynoTpeba npu Ta3u NauMeHTCKa Nomynaius ca orpadHyend. [lpnu
IPEMMHABAHE Ha NOAXOAAILM NAUMEHTH C XHNEPTOHMA (BK. Touka 4.1) KbM JieueHune ¢ Bantpukom, TpadBa na ce
H3MOI3Ba HAH-HUWCKATA HAJTMYHA 1033 aMJIOJHITHH.

Heouampieuna nonyaayus

Hama cBOTBETHO NIpHAGKEHHE HA BalTpHKOM B NeaMaTpu4HaTa nomynauus (TAUHEHTH Ha Bb3pacT nog 18
FOJMHH) 33 MOKA3aHHUETO JICYEHUE HA ECEHLIMATHA XHITEPTOHHA.

HauyuH Ha npunoxeHmne
[Iepopaino npuio/KeHHE
BaarpuMkoM MOKE Aa Ce MpueMa ¢ WK 6¢3 XpaHa.

TabneTkHTe TpAOBA AA CE MOrTBIUAT LIEAH C MAJIKO KOJAYECTBO BOAA, 1O €AHO H CBLIO BpEME BCCKH [ICH, 32
NpeANOYHMTAHE CYTPHH.

4.3 IlporuBonokazanus

- CBpPbXUYBCTBUTETHOCT KBM AKTHBHWTE BELIECTBRA, APYTH CyNhoHaMUAHKH TPOUIBOIHH,
NIWXHAPONHPHIHHOBH MPOM3BOJHU WIH KbM HAKOE OT MOMOIIHKTE BELIECTBA, H3OpOEHH B Touka 6.1.

- BTopH # TpeTH TpHMECTHP Ha DpeMEHHOCTTA (BXK. ToUkH 4.4 1 4.6).
- Hepuoapobuo yepexaate, OnsinapHa Hupo3a Win XoiecTasa.
- Texko 6pOpeuHo yepexaare (GFR <30 ml/min/1,73 m?), aHypus ¥ NpH NaLKEeHTH HA AHANH3a.

- EnnospemMenHarta ynotpeda Ha BanTpukoM ¢ anuckupeH-ChIbPKALIH MPOIYKTH € MPOTHBOMOKA3aHA ITPH
* 3
MalMEeHTH ChC 3axapeH auabet win 6u0peuro yepesxkaade (GFR <60 ml/min/1,73 m) (Bxk. Toukd 4.5 H
5.1).
- PedpakTopHa XHNOKATHEMHSA, XUNOHATPUEMHS, XUMNEPKATUHEMHA K CHMIITOMATHYHA XHUIIEPYPHUKEMHA,
- Teskka XMNOTOHMSL.

- Llok (BKITFOYHTENHO Kap TUOTEHEH LLIOK).

- OO0cTpykuMs Ha M3X0/1a HA JiSBa KaMepa (Hanp. XuneprpoduuHa oOcTPYKTHBHA KAPZHOMHOMNATHA H
BHCOKOCTENEHHA a0OpPTHA CTEHO3a).

- XeMOIHHAMMYHO HECTaOW/THA ChPASYHA HEIOCTAThYHOCT CIIE OCThP MHOKAPACH HH(APKT.
4.4 Croeunansy npeIynpeIeHHs H NpeANA3HA MeDKH IPH YHOoTpeda
besonacHocTTa M eprKaCHOCTTA HA AMJIOAMITHH NMPU XHNEPTOHHYHA KPH3a HE €A YCTAHOBEHH.

[lalLiMeHTH ¢ HATPUEB- W/HIH 0DEMEH JedHIIHT

ExcuecrBHa XHNOTOHHSA, BKTIOYHTETHO OPTOCTATHYHA XHNOTOHKA, ce Habmoaasa npu 1,7% o
JIeKyBaHH ¢ MaKCHMaJsiHaTa /103a aMIoAunuy/paiacapTan/xuapoxioporuasua (10 mg/320 m
1,8% npu nauueHTHTE Ha BasicapTaH/xuapoxnoporuazna (320 mg/25 mg), 0,4% npu nau
amnoaunuu/Bancaptas (10 mg/320 mg) 1 0,2% npu NalMeHTHTE HA XHUAPOXTIOPOTHAZUY
(25 mg/10 mg) B X0na Ha KOHTPONINPAHO U3NUTEAHE NPH NALMEHTH ¢ YMEPeHa N0 TEXKK
XHIEPTOHMA.




[1pu nauyMeHT ¢ HaTPUEB WK 0DeMeH Ae(PULIMT, NpUeMalll BUCOKH TO3HM JIHYPETHIH € Bh3MOXKHO Ja
Bb3HHKHE CHMNTOMAaTHYHA XMIIOTOHHA CJIE/] 3aM0UBaHE HA JIEYEHUETO C

aMJIOIHTHH/BANCAPTAH/ XHAPOXJIOPOTHA3HA. AMIOHNHH/BAJICAPTaH/XHIPOXJIOPOTHA3HA TPAOBA 1a C¢ npuara
CaMO CJIEH KOPHUIUpaHe Ha MpealecTBall HATPHER W/ WK 00eMeH NehHUHT.

AKO npH JIEYEHHE C aMNOAUNHH/BAICAPTAH/XHAPOXIJIOPOTHAZHI HACTBIH EKCLECHBHA XHMOTOHHMS, NAUUEHTHT
TpsabBa Ja 6bAE MOCTABEH B JIECHAIO MONOKEHHE H NIPH HEOOXOIUMOCT 14 C€ NPUIOKH HHTPABEHO3HA HHAY3HI C
Gu3HONOTHUEH pazTBOP. JIeUeHHETO MOXKE Aa ObE NPOALIKEHO CNEN KATO C€ CTAOWIHUIUPAE aPTEPHANTHOTO
HAJATaHE.

[ IpoMeHH B CEPYMHMTE €1EKTPONHTH

Amaodunun/saicapman/xuop oxiopomuauc

B x0na Ha KOHTPOIHMPAHOTO KITHHHYHO H3NMTBAHE HA AMJIOAMIIUH/BAJICAPTAH/XHAPOXJIOPOTHA3K/ IIPH MHOTO OT
MALMEHTHTE MPOTHBONIONOXKHHTE eeKTH Ha BasicapTaH 320 mg H XHAPOXIOPOTHA3KA 25 Mg BbPXY HHBATA Ha
CEPYMHUSA KATHI MOUTH CE HEYTPANM3UpaT B3auMHO. [Ipu ApYTH GAUMEHTH, SAUHUAT WIH APYTHAT CPEKT MOXKe
Aa fomuHupa. [lepuoaruHo, Ha MOAXOAAIIH HHTEPBAJIK OT BPEME, TpsOBa Aa e H3CACARAT HUBATA HA CEPYMHUTE
€JIEKTPOJIMTH € LieJ1 OTKPHMBAHE HA Bb3MOXKHH €/ICKTPOJIMTHH HApYLLIEHHS.

[leproamuHo H3caeBaHE HA HUBATA HA CEPYMHHTE €IEKTPOHTH, MO-CIELUHATHO Ha KaJIHA, TpAGBa Aa ce
MPOBEXkAA HA ONpPee/ICHH HHTSPBAIM OT BpeMe ¢ LIEN OTKPHBAHE Ha Bb3MOKHH EJIEKTPOJIHTHH HApYLICHUS,
0COOEHO TIPU MALMEHTH C IPYTH PHCKOBH GAKTOPH KaTo HapylleHa Obp0peyHa QyHKIMA, TEUEHHE ¢ APYTH
JIEKAPCTBEHH MPOAYKTH WM NMPCAX0K/AINA aHAMHESA 33 €JICKTPOJIMTHH HAPYLUIEHHS.

Baacapmau

EanopeMeHHarta ynoTpeda ¢ KanueBH 100aBkH, KAAHH-CEXPAHABALLH JUYPETHLIY, 3aMECTHTE/TH Ha COJITA,
CHABPKALIN KA1, AU APYTH NeKapCTBEHH MPOAYKTH, KOUTO OHXa MOTITH [1a MOBHIUAT HUBATA HAa KaJTHH
(xemapuH M T.H.), He ¢e npenopbuypa. CTOHHOCTHTE Ha Kanus TpsiOBa CHOTBETHO 1a ¢€ MOHHTOPHPAT.

Xuopoxropomuasud

JleuenueTo ¢ aMnoAuNUH/BaicapTaH/XuIpoxXiaopoTHasu Tpa0Ba aa ce 3alovHe Camo Clie]l KopUrupaHe Ha
XHIMOKAUTHEMHUATA H CHIBTCTBALLATA XUMIOMATHEIHEMHUA. THaZHAKUTE AMYPETHUHM MOrAT Aa YCKOPAT HOBA OABA
Ha XHMNOKATHEMHS HIIH Aa 0O6OCTPAT NPEANIECTRAILA XHITOKATHEMHUA. THa3HIHUTE AMYPETHLH Tps1OBa Aa ce
[IPUJIAraT C TOBHLIEHO BHUMAHHUE MPH ALHEHTH, YMETO CHCTOSHHE € CBBP3aHO ChC NMOBHILEHA 3aryDa Ha Kanuid,
KATO HATIPUMED oA ryDelny HedponaTuy WiiH MpepeHanHo (KapAHOreHHO) YBpexaaHe Ha On0peyHara pynkums.
AKO No BpeMe Ha TCpariii ¢ XHAPOX10POTHA3H/L CE PA3BUE XMINIOKATHEMUS, NPHEMDBT HA
aMIIOZIMITHH/ BAICAPTaH/ XHAPOXIOPOTHA3UA TPAOBA 12 ce PEYCTaHOBH N0 CTabWIHO Bb3CTaHOBABAHE Ha DanaHca
Ha Kanusl.

THaszuaHHTe TUYpEeTHLIM MOTaT 2 YCKOPAT HOBA MNOSBA HA XMIIOHATPHEMHA H XHITOXJIOPEMHYHE aIKaJI03a MM J1a
00OCTPAT OpeauIecTBALLA XUTIoHaTpUeMus. HaOmoaapana e XMOOHATPUEMHS, CHOPORCIACHA OT HEBPONOrHiHA
CHUMNTOMATHKA (rajieHe, NporpecHBHa Ae30pHeHTalMs, anaThi ). JIeueHHeTO ¢ XHAPOXA0poTHasHaM TpIOBa na ce
3anoy4Ba Cle/l KOPHrHPaHe Ha MpeALLeCTBaLla XHIoHaTpHeMua. B ciiydait Ha Texkka win Obp30 pa3BHBaLLA Ce
XHIIOHATPHEMHS MO BPEME Ha JIEUEHHETO ¢ aMIIOIHITHH/ BAJICAPTAH/XHAPOXJIOPOTHA3K, JIEUeHHETO TpAOBa Aa
Obae cnpaHO 00 HOPMAJTH3HUPAHE HA HUBATA HA HATPHA.

BcHuky NauneHTH, NpUeMaluy THA3HAHH AHYPETULIH TPAORA IIEPUOIAMUHO Ja ObAaT NpocaeasBaHH 33
€JIEKTPOJIMTHH HAPYLUEHHUSA, OCOOCHO Ha KaHs, HATPHA H MarHe3Hs.

bbOpeuHo vepexaaHe

THa3zuaHHTE DHYPETHLIA MOTaT Aa YCKOPST a30TEMHATA NPY NALMEHTH C XPOHHUHO 6BOpE
Koraro aMnonunui/BajicapTan/XuIpoxJIopoTHasH ce NpUaara NpyH nauueHTH ¢ ObOpeyH
npenopbUBa NEPUOAUUHO NpOCAEsIBaHe HA HUBATA HA CEPYMHHTE CNEKTPOJIHTH (BKIHOYHT



KpPEaTHHHHA M MKOUHATA KHCENWHa. AMIOIHNUH/BaNCAPTaH/ XHAPOXAOPOTHA3KA € NPOTHBOIIOKA3AH ITPH
MALMEHTH C TEXKO ObOPEUHO YBPEXKIaHe, AHYPHS WM TIPOBEKAALIM JHaTA3a (BxK. ToUka 4.3).

He ce u3uckBa kopurupaHe Ha 403aTa Ha AMJIOAWNHH/BaICAPTAH/XHAPOXJIOPOTHAZK MPH [TALIMEHTH C JIEKO 10
yMepeHo 6u0peuno yspexkaane (GFR >30 ml/min/1,73 m?).

CreHoza Ha Ow0OpeuHa aprepus

AMJIOIMITUH/ BaNICapTaH/ XMAPOXJIOPOTHA3HA TPIOBA 1a ce MPHAra ¢ NOBULIEHO BHUMAHHE 34 JICUCHHUE HA
XWNCPTOHHS NPH NAUMEHTH ¢ €1HOCTPAHHA MW ABYCTPaHHA CTEHO3A Ha ObOPEYHHUTE APTEPHH WITH TIPH CTEHO32
Ha apTepus Ha eIMHCTBEH OBOpEK, Thil KaTO NPH TaAKKBA MALMEHTH MOXE Ja Ce [10/1y4H NOBUIIABAHE HA YPEATa B
KPbBTa H CEPYMHUS KPEATHHUH.

brOpeuHa TpaHcnianTaus

Ho TO3:H MOMEHT HAMA HATPYNaH OMUT MO OTHoUIeHHe HA OezonacHara ynorpeda Ha
amMJIOMNHH/ BAlICapTas/ XUAPOXIOPOTHA3H MPH NALMEHTH ChC CKOPOIUHA Ob0OpeyHa TPaHCIINIaHTalMA.

YepHoapoOHO yBpexcaaHe

BancapTraH OCHOBHO c€ SIMMHHHpPA HENPOMEHEH Ype3 sknbukaTa. [101y>KMBOTHT Ha aMIOAHIIHH € YABIDKCH, a
crodHocTHTE Ha AUC ca no-BUCOKH NpH MaUKMEHTH ¢ HAPYLLUEHa YePHOApoOHa QYHKUHSA, HE Ca2 YCTAHOBEHH
Npenopbky 3a no3ara. [IpH naumMeHTV ¢ 16K0 A0 YMEPEHO uepHOAPOOHO yBpexnaHe 0€3 xonecTasa
MaKCHMAalHaTa npenophydrIesida no3a paacaprad e 80 mg, cienoBaTeiHO
aMJI0AMIIMH/ BAICAPTAH/ XUAPOXJIOPOTHA3HA HE €  MOAXOAALL MPH Ta3H rpyna nauueHTH (BX. Toukn 4.2, 4.3 v

5.2).

AHCHoeaeM

CpoOLuasa ce 3a Cliy4yad Ha aHTHOEAEM, BIJIFOUYHTEIHO OTOK HA NAPUHKCA ¥ ITIOTHCA, NPUUKHABALL, 0OCTPYKLNA

Ha JUXaTE/HHTE ITHTHLLA W/WITH OTOK HA THUETO, YCTHUTE, (papuHKCa W/ MK e3UKa MPH NALHEHTH, JIEKYBaHH C
BajicapTaH, Hsaxkou ot Te3u NanUcHTH Ca UMAJIHM K IIPCAH TOBa aHTHOCAEM, TIPH JIEYE€HHNE C NPYTH JICKapCTBCHHU

npoLyKTH, BKmouuTeHO ACE HHXHOUTOPY. AMIIOIHIIMH/BAACAPTaH/XHIPOXIOPOTHAZH TpAOBa Aa ce crpe
He3a0aBHO NPH NALMEHTUTE, KOMTO MOJyUYaT aHFHOEAEM U He TpAOBa a Ce mpuiiara OTHOBO.

Cpp/euHa HENOCTATHLUHOCT H KOpOHapHa 00JECT Ha ChPLETO/MOCTMHOKApAEH HHGAPKT

Karo nocneauna 0T HHXHOHPAaHETO Ha peHWH-AHTHOTEH3HH-ATIIOCTEPOHOBATA CUCTEMA [IPH  NPEAPAa3NoJIOKEHH
NaUHEHTH MOTAT [1a C& O4aKBAT NpoMenu B OnOpeunara dpynkiumd. [1py nanuenT ¢ TEXKKa Chpacuna
HEJIOCTaTBYHOCT, YHATO OBOpetHa GyHKUUs O MOria 1a 3aBUCH OT aKTHBHOCTTA HA PEHHH-aHIHOTEH3WH-
aJIIOCTEPOHOBATA CHCTEMA, JieueHHeTo ¢ ACE HHXUOHTOPU M AaHMMOTEH3MH PpeLenTOPHH OJIOKEPH Ce CBbP3Ba ¢
ONUTYPHA W/ UM MPOrPECHBHA a30TeMMUA W (PAIKO) ¢ ocTpa OL0peYHa HETOCTATHUHOCT WHITH cMBPT. [Topodnu
pe3yJITaTH ca CboOLIEHH 3a BancapTan. OueHKaTa Ha NaLMEHTUTE CbC ChPACYHA HEJOCTATHYHOCT H HITH
MOCTMHOKAp/IEH HHGApKT TpAOBa J1a BKIKOYBA BUHATH OlIeHKA HA OLOpeuHaTa yHKUHS.

B awnrocpouno, naauedo-konTponupano npoyusade (PRAISE-2) ¢ amnoavnuy npy NaldeHTy Cbe ChpagUHa
HepocTaTbuHoCT Kiac [T u IV no NYHA (New York Heart Assoctation Classification), ¢ HeHCXeMHUHA
€THOJIOI WS, AMIOJHITHH CE CBBbP3BA C [TOBHiIEH Opoii choOLIEHH 3a Oenoapobed OTOK, BBIIPEKH JIMIIcaTa Ha
3HAYHMA Pa3MKa B YECTOTATA HA BIOLIABALLA CE ChPACYHA HEJOCTATHLYHOCT B CPABHEHHE C IU1aLedo.

Bnoxepure Ha KalLMEBHTE KAHAJIH, BKJKYHTEIHO aMIOAMITHH, TPAOBA [a ce U3I10/13BaT C MOBH
IIPH NALMEHTH ChC 3aCTOHHA ChPAEUYHA HEAOCTATBHHOCT, ThH KATO MOTAT 2 NOBHINAT PHCKA
CHPACYHOCHAOBH CHOMTHA H CMBPTHOCT.

Heo0x0aMMO € NOBHIIEHO BHUMAHHE MPH NALMEHTH ChC ChpACYHA HEAOCTATLYHOCT H KOP
CBPUETO, 0OCODEHO MPH BUCOKATA A03a aMI0AHIIHHE/ BAICAPTAH/XHAPOXAopoTHa3ua 10 mg/3
KaTO CHIUECTBYBALMTE AAHHHTE NPH Ta3H NALHEHTCKA NOMyNaLMA Ca OTPaHHYEHH.



AOQpTHA U MUTpaIHa KNAIMHa CTeHO3a

KakTo npu BCHUKHU APYTH BA30AWIATATOPH € HEOOXO0AMMO CNa3BaHe Ha CeLHMANTHH [IpeANna3sHi MCPKH MpH
OAUMEHTH ¢ MATPASIHA KNanHa CTEHO3a MW 3HAMMMA a0PTHA CTCHO3R, KOATO HE € BUCOKOCTENCHHA.

bpeMeHHOCT

Auruorensut I peuentopaute 6nokepH (AIIPB) He TpaGea na ce 3anouBat 1o speme Ha OpeMeHHOCT. OCBEH aKo
npoab/pKkaBaHeTo Ha TepanusaTa ¢ AlIPb ce cuvTa 3a »XM3HEeHO BaXKHO, HA NALMECHTKUTE, KOMTO MJIaHHPAT Aa
3abpemenedr, TpaOea aa 6bae HA3HAYCHO ANTEPHATHBHO AHTHXMIIEPTEH3UBHO JICYEHHE C YCTAHOBEH MPOQHI Ha
GesonacHocT 3a ynorpeda no speme Ha 6pemMennoct. [Ipu yeranossBane Ha OpeMeHHOCT aedeHuneto ¢ AlIPb

TpA0Ba J1a ¢€ MPEYCTAHOBH He3aDaBHO M, aKO € YMECTHO, Ja Ce 3alo4YHe aJITePHATUBHA Tepanusd (BixK. TOUKd 4.3 H
4.6).

| IbpEHYeH XUIIEPANAOCTEPOHUIBM

[lanmeHTH ¢ MBPBUUEH XMIIEPATIOCTEPOHH3IBM He TPsAOBa 1a Obaat JIeKyBaHH ¢ aHruotensuH 1l peuentopHus
ONOKep BaNcapTaH, Thi KATO TIXHATA peHHH-aHTHOTEH3HH-AI0CTePOHOBA CHCTEMa He €  akTHBHpaxa. [lopaau
Ta3u NPUUUHA AMITOJAHMITHH/BAJICAPTAH/XHAPOXJIOPOTHA3ZH/T HE C€ MPENOPBYBA MPH Ta3H MOITyIAlu.

CHcTeMeH IynyC EpaTEMaToIec

Crobliuaea ce, 4€ THAZMAHUTE THYPETHLH, BIJIIOUUTEIHO XUIPOXJIOPOTHA3H, MOraT 1a 000CTPAT WK Aa
aKTHBHUPAT CHCTEMEH JTyIYC epUTEMATOIEC.

Jpyru MeTaGoaWTHH HAPYIIIEHUA

TuazyuaHuTe AMYPETHLH, BKIIHYHTEIHO XMAPOXTIOPOTHA3M/T, MOTaT Ja HapyLIaT [IOKO3HHA TO/IEPaHC U 14
IOBMILAT CEPYMHHTE HHBA HA XOJ1€CTEepOl, TPUITIMLEPHAH H NMHKouHA KucenuHa. [Tpu nauuenTu ¢ auader mMoxe
[a € HEODXOXHUMO KOPHIHpaHe Ha 103aT4 Ha HHCYJIMHA HIH HA DePOpPUTHOTO XHITOMMHKEMHYHO CPEACTBO.

[Topanu XxnapoXJIOpOTHA3UAHATA KOMITOHEHTA aMIGANITMH/ BANCApTAH/ XHAPOX/IOPOTHASHA € POTHBONOKA3AH
ApH CHMIITOMATHYHA XHIIEPYPHKEMUs. XHAPOXIOPOTHA3H/ MOXKE JAa HOBHIIH CEPYMHHTE HHBA HA [THKOYHATA
KMCEJIMHA, NOPaJAH HAMAJIEHHA KIMPbHC HA TMKOYHATA KHCEJIMHA H MOXKE 1 PHYUHH WK Aa 000CTpH
XUMNEPYPUKESMHSATA, KAKTO U 1a YCKOPH MOABaTa HA Noaarpa npM npeapasnookeHy MauueHTH.

TuaznauTe HAMATABAT EKCKPELMATA HA KAILIMA C YPUHATA H MOTaT A4 MNPEAU3BUKAT MPEXOIHO H JIEKO MOKa4YBaHe
HA CEPYMHUA KanUHUi MNP THNCATa HA H3BECTHH HAPYLICHHA B KATUHCBHS META0OTHIBM.
AMNOIHNMH/BANICAPTAH/XUPOXJIOPOTHA3H/1 € POTHBOTIOKA3EH NPH NMALHEHTH ¢ XHIEPKATIMEMHUA W TpadBa fa
ce TIpHIara camo CJie/l KopMrupase Ha npeAliecTBalla xunepkaiuyeMus. [IpueMsr Ha
aMJIOUITHH/ BaiCcapTal/ XHApoXnopoTHasu TpAOBa na ObAe npexpaTeH MPH Pa3BHTHE HA XHMEPKATUHEMH M0
BpeMe Ha neucHUeTo. CepyMHUATE HYMBA HA KaNLHA TPAOBA NMEPHOIHYHO A2 Ce MpOBEPABAT MO BPEME Ha
JIeYEHHWETOo ¢ THa3UAU. [loguepTaHaTa XHNepKaILMEMHA MOXKe a ObI€ J0KA3aTENCTBO 33 CKPHT
xunepnapardpeonan3bM. [lpueMsbT Ha THa3KAHU AMypeTHLX TpaOBa fa Obae pekpaTeH npeau NpoBeKIaHe Ha
U3CNeaBaHus Ha QYHKUMATA HA IIapaTHPEOUIHHUTE HKIIE3H.

DOTOUYBCTBHTEIHOCT

Chobwaea ce 3a Cnyvay Ha peakUdy Ha POTOMYBCTBUTEJIHOCT NIPU [IPUEM Ha TUAZUAHH IUYPETHLM (BXK

npywiaraHe Ha JIHYpPCTHKA, CE€ TMTpenopb4Ba 3alliTa Ha DﬁﬂElCTHTE, H3IJAOKEHH Ha CJIbHLUE HITH H
CBCTJ/IMHA.
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Xopouga/sieH U3Nune, 0CTpa MUONUA W BTOPUYHA 33aKPUTOBIb/IHA FNAYKOM3 |
CyndoHaMuaUTE UK JTEKAPCTRATA, MPOHIBOAHH HA CYIIDOHAMMIKTE, MOTAT A2 NPEIU3BHKAT




peaKLUHs, BOAELIA A0 XOpOoUaaneH HITHB ¢ AeEKT Ha 3PUTEIHOTO NOJE, MPEXoaHa MHOMKA H 0CTpa
3aKPHTOBIBIIHA rnaykoMa. CHMOTOMHTE BKJIFOUBAT BHE3ANMHO HAMAIIBAHE HA 3PHTENHATA OCTPOTA HAH OOJIKA B
OuYuTE U 00OMUAHHO BL3HHKBAT B PAMKHTE Ha YACOBE 10 CEAMULIH Clie] 3ano4BaHe HanekapeTeoTo. HenexyBaHaTta

OCTpa 3aKPHUTOBIb/IHA [NIAYKOMA MOXE 1a A0BeAe A0 NepMmaHeHTHa 3ary0a Ha 3peHueTo. I IbpeoHayanHoTo
JIEUEHHE € [1a CE [IPEKPATH MPUEMa Ha XMIPOXJIOPOTHAZKH/I, KOJIKOTO Ce MOKE Mo-0bp30. AKO HE C€ NOCTHIHE

KOHTPOJI BbPXY BbTPEOUHOTO Hajsrade TpgOBa ia ce UMaT NpeBK/l CBOEBPEMEHHC MEIHMLIMHCKO HIIH
XHPYPrHYHO NeyeHue. PuckosuTe ¢akTopH 3a pa3BUTHE Ha OCTPA 3aKPUTOBIbIHA TJIayKOMa MOraT [a BKIH04BaT
aHAMHE3a 32 CY/POoHAMMIHA WM NEHULMIIHHOBE AJ1EprHus.

QoM
HeobxoauMo € MOBHILICHO BHUMAHHE NPU MAUMEHTH ¢ NPELLUSCTRALIA CBPBXTYBCTBHTCIHOCT KbM IpYTH
aHrnotedsuH I peuentopHu 6nokepH. PeakuiuTe HA CBPBXUYBRCTBUTEIHOCT KbM XMAPOXJIOPOTHA3HA €a NMO-

BCPOATHH IIPH NMALHMCHTH, CTpadallH OT alICPIHia MK aCTMa.

[[aLiMEHTH B CTapyecKka BH3pAcT (HA BH3PacT 65 roAMHH H MOBEYE)

[IpenopbuBa ce NOBUIUEHO BHUMAHHE, BKJIKOUHTETHO MO-YECTO MOHUTOPHPAHE HA apTEPUATTHOTO HAJIArAHE, (1pH
MALUWEHTH B CTAPYECKA BB3PacT, 0coOeHO NPU NpU/IaraHe Ha MaKCHMAaHATa 1033
AMJTOAMIIMH/BaNcapTan/xuapoxnopotuasua 10 mg/320 mg/25 mg, Thil KaTo JaHHHTE 3a YMOTPEOa MPH Ta3H
[TALHEHTCKA MOIMyJIalKe ¢a OrpaHHMEHH.

JBOHHO O10KHpaHe Ha PEHHH AaHTMOTEH3MH -annocrepoHosara cuctema (PAAC)

HMma nannu, ye enHoBpeMeHHaTa ynotpeda Ha ACE unxuburopu, APb wiH aJIHCKHUPEH MOBHLLIABA PUCKA OT
XHIIOTOHHSA, XHNIEPKATHEMHA H HAMANABAHE HA ObOpeuHaTa PyHKLHA (BICTIOYUTEIHO OCTPa DBOpeuHa
HegocTaThuHocT). [Topaan ToBa He ce npenopbusa Asoiino Gnokupane Ha PAAC upe3 komOuHupaHata ynorpeda
Ha ACE uHxuburopu, APb unu andckupen (8. Touku 4.5 u 5.1).

AKO ce NpeleHH, Y€ TepanuaTa ¢ ABOHHO 010KHpaHe e abcomoTHO HeoOX0oAuMa, ToBa TPAOBa a CTaBa ¢aMo MO/
HaOIIOASHUETO HA CTICLMAIMCT U [IPH YECTO BHUMATENHO MOHMTOpHPaHE Ha ObOpeuHaTa (yHKIMS,
eNeKTPONUTHTE U KpbBHOTO HansradHe. ACE nuxuburopu H APB He TpaOBa na ce H3NOA3BaT €HOBPEMEHHO IMPH
MauyeHTy ¢ quadbeTHa HedponaTHs.

HemenanomMen pak Ha KOKaTa

B ABe enHAEMUONOTHUYHH MPOYYBAHHSA, OCHOBABALIM CE€ HA JAaTCKMA HALHOHAJIEH PAKOB PErHCTHP, €
HaOJ110JaBaH MOBHILEH PUCK OT HeMeaHoMeH pak Ha koxkara (HMPK) [fazanHoknersueH kapuuHoM (bKK) 1
ckBaMO3HOKAEeTbUeH KapuuHoM (CKK)] npu HapacTBallla eKCro3MLKA HA KyMYy/JJaTHBHA 1034
xuapoxyiopotrasua ( XXT3). dorocencubunuzupauure epexry va XXT3 Morar na a1eHCTBAT KaTO BEPOATEH
MEXaHU3BM 3a pa3BuTHEe Ha HMPK.

[TaumenTuTe, npuemaun XX T3, TpadBa aa Obaar uHpopmupanu 3a pucka or HMPK u cbBeTBaHu penoeno Aa
MPOBEPABAT KOXKATA CH 32 HOBM JIE3UH H He3abaBHO na chOoOLABAT MIpH MMOSBA HA MOJO3PHTEIIHH KOYKHH JIEINH.
Ha naupenTrTe TpAGBA Na C& NPENOPBYAT BH3MOXKHK NPEBAHTHBHH MEPKH, KATO OTPaHMYEHO M3JIaraHe Ha
CIbHYEBA CBETIIMHA U YIITPABHOIETOBH IBUH, 4 B C/IyYal Ha €KCMO3HIMA, NTOAX0M1LA 3a11MTa, 3a [1a C€ CBEAC A0
MHUHHMYM PHCKBT OT pak Ha koxkaTa. [1of103puTeNHUTe KOXKHY e3uu TpAOBa Aa ObaaT NOATOKEHH Ha
He3a0aBHO U3C/eABaHe, MOTEHUMATHO BKJIFOYBALIO XACTOTOMAYHH H3CAEABaHUs Ha OMONMCUYHH MATCpHay.
I1pepasraexaane Ha ynorpedbara Ha XX T3 Moske Aa ce HANOXKH ¥ MPH TALHEHTH, KOUTO Ca HMalH NpeaXOoaeH
HMPK (Bsx. cblio Touka 4.8).

OcTpa pecnyupaTopHa TOKCHYHOCT
Cren npHeM Ha XHPOXJIOPOTHA3UL CE CHOOUIABAT MHOIO PEAKK TEKKH CJIyYad Ha OCTpa
TOKCHYHOCT, BK/KOHHTEIHO OCTBp PECIHPATOPEH AHCTPEC CHHAPOM (OPAC). Cnea npu

CHMIITOMMTE BKJIKO4BAT AHCITHES, MOBHULUCHA TemnepaTypa prowasaHe Ha OenogpodHa
xunotoHua. [Ipu cbMuenve 3a OPJIC Tpabea na Obae cnpsu npueMsT Ha BanTpHkom H



MOAXOAALLO JIEYSHHE. XHUAPpOXJIOpOTHA3u HE TPAOBA Aa ¢€ npujara fNpH NauueHTH, KOUTO MPEIM TOBA ca
nonyyvasanu OPJIC cnen npyueM Ha XuApoxJ10poTHa3MA.

Hartpui
Tosa nexapcTBo chabprka Mo-Manko oT 1 mmol HaTpuid (23 mg) Ha dunMupaHa Tab/eTka, T.€. MOXKe /4 Ce
Kaxke, Y€ MPaKTUHECKH HE ChbAbPKA HATPHIA.

4.5 B3anMoaeHCTBHE ¢ IPYTH JIEKADCTBEHH NPOIYKTH H APYrH jopMH HA B3AHMOJECHCTBHE

He ca npoBeskaaHv OOUIIMATHH NPOYYBAHUA 34 B3aHMOACHCTBUATA HA
aMIIOAMIHH/BAICAPTAH/XHAPOXJIOPOTHAZUA € APYTH IEKAPCTBEHH MpOoAyKTH. CNeloBaTeHO, B Ta3H TOYKA €
[peAcTaBeHa HHMOPMAaLUA SIMHCTBEHO 3@ H3BECTHHTE NPH  OTIC/IHHTE AKTUBHH BELUECTBA B3AUMOJCHCTBHA ©
APYTH NEKAPCTBEHHU MPOAYKTH.

BaxkHo € 1a ce uMa npeBr, 4e aMJIOUNHE BAJICAPTaH/ XHAPOXJIOPOTUAZHI MOIKE 1A 3aCH/IH XHNIOTCH3HBHHUTE
e(pEeKTH Ha JIPYrH aHTHXHIEPTEH3UBHU CPEJICTBRA.

He ce npenopbUyBa eAHOBPEMEHHO MPHIIQKEHHE

AMIOTHIHH/ H3BecTHH EdexT Ha B3aHMOIEHCTBHETO C APYIH
BajicapTas/ B3aHMOJEHCTBHS CbC | JIEKAPCTBCHH NPOAYKTH
XHAPOXJIOPOTHA3HA | CJEJHHTE CPeACTBA

OTAE/HH

KOMIOHEHTH

Bancapran n HCT JInTHhii Cvobuiasa ce 3a 0OpaTUMO NOBHILIABAHE Ha

KOHLIEHTpaIHATA HA JJUTHA B CEpyMa H TOKCHYHOCT
MnpH ¢IHOBPEMEHHO npuiaraHe Ha JHMTHH ¢ ACE
UHXUOHTOPH, aHruoTeH3uH Il peuenropHu
aHTArOHHCTH, BKIIOYUTEMHO BAJICApPTaH HH
THa3H/HH AHYpeTHUH. T KaTo OBLOpEUHHAT
KNTHPBHC Ha JIMTHA € HAMaJIeH OT THa3UJHUTE, PUCKBT
OT JINTHEBA TOKCHYHOCT € BB3MOXKHO JONBJIHHTENHO
/la ¢ MOBHIUH MPH NPHEM Ha
aMIOAUNKMH/BaNCapTal/XuapoxnopoTrHasua. [lopanu
Ta3u MMPUYHHA CE NIPEMOPhYBA BHUMATEMHO
MpocneAsBaHe Ha CepyMHUTE HUBATA HA JIUTHH MPH

eIHOBPEMEHHA ynoTpeda

Bancapran Kanuit-cbxpanssamy | Kaanit-cbxpaHssaluiy JUypeTHLH, KaJTHEBH 100aBKH,
IUYPETHUM, KATHEBH | 3aMECTHTENM HA CONTA ChAbPIKAIIN KAKH U APYTH
nobaBku, BELECTBA, KOMTO MOraT Ja MOBMILAT HWBATA HA

3aMECTHTEIIM HA CONTA | KaJIHH
ChIbPAKALUH KATHH U
OPYTH BELIIECTRA,
KOMTO MOTrart aa
MOBHULIAT HMBATA HA

KaJIHH
AMJIOAHUIIHH [ perindpyT WK cok He ce npenopbuBa eqHOBPEMEHHATA YNOTpeda Ha
OT rpedndpyr AMJIOIHIIKH ¢ rpeindpyT WIK COK OT TpeindpyT,

ThHA KATO NPH HAKOMW NMaLMEHTH OHOHAITHYHOCTTA Ha
AMJIOZIMITHH MOXKE 114 C€ NMOBULLMA H A2 A0BEAE A0
3ACHJIBAHE HA AaHTHXHIEPTEH3UBHUTE €(PEKTH

H3HcKBa c€ NOBUIIEHO BHUMAHKE NIPH € JHOBPEMEHHO NMPHIOXKEHHE

Amaonnnun/Banc | U3BecTHH E¢ekT Ha B3aHMONEHCTBHETO € AP
apTaH/XHIAPOXJIOp | B3aKMOJeHCTBHSA CbC J1eKaAPCTBEHH TPOAYKTH
OTHA3HA OTACJHH | CJIeHHTE CPENCTBA




KOMNOHCHTH

AMJIOAHIIUH CYP3A4 uuxuduropu EMHOBPEMEHHOTO NPHIOKEHNWE HA aMJIOWIIHH CbC
(Hamp. KETOKOHA30, cHtan Unu ymepeHn CYP3 A4 nuxudurtopu
MTPaKOHa30J1, (nmpoTeazHy MHXUOUTOPH, A30JTHH NIPOTHBOrBOHUHH
PUTOHABUP) cpeacTBa, MakpPOTHAH, KATO EPHTPOMHULIMH UITH

KJAPUTPOMHLIMH, BEPANaMHIl WIM JUITHA3EM), MOXKE
1a A0BE/AE A0 3HAYUMO YBE/IMYBAHE Ha
EKCIIO3MUMATA HA amioadrunuH. KiunuuHara
3HAYUMOCT Ha Te3W PapMaKOKHHETHYHH BapyalKH
MOIK€ [a € MO-U3pa3eHa MpH MaLHCHTHUTE B
cTapuecka Bb3pacT. 10Ba MOXKE 1@ HAJIOXKH
KIMHUYHO NpOCeIsBaHe ¥ KOPEKLHsA Ha A03aTa.

CYP3A4 unayxropu [Ipu eqHOBPEMEHHO MPHIIOKEHHE HA U3BECTHH

(AaHTUKOHBYACAHTH nHaykropu Ha CYP3 A4 nnasMeHaTa KOHLECHTpaLUs

(Hanp. kapbamMaszenuu, Ha aMJIOAMIIMH Moke Ja Bapupa. llopanu Tosa

¢denobapOuTan, KPbBHOTO HaJIsiraHe TpaOBa Ja ¢e NpocsieaBa U 1a

(hEHUTOMH, ce 0OMHUCNH alanTHpaHEe HA A03aTa KaKTO 110 BpeMe,

trochenunTons, Taka H cJie]l €THOBPEMEHEH [IPHEM, OCODEHO CbC

[PUMHAOH], cuiiid CYP3A4 vHaykTopH (Hanp. pudaMnuuuH,

pHUQaMITHL{HH, AKBJIT KAHTAPHOH ).

Hypericum perforatum

[>KBIT KaHTApHOH])

CumBacTaTuH MHOrOKpaTHOTO NpPHAOKeHHE Ha amyogunui 10 mg
e JHOBPEMEHHO ¢bC cuMBacTaTHH 80 mg nosyiuasa
chC 77% eKcno3ULMATA HA CHMBACTATHH CIPSIMO
CAMOCTOATEJIHOTO NPUIOKEHHE HA CHMBACTATHH.
[Ipenopbusa ce HamasABaHe Ha nO3aTa HA
CHMBACTAaTHH AC 20 mg AHEBHO [IPH MALIHEHTUTE HA
JIEYEHHE C AMJIOJMITHH.

Jtantponed (uady3us) | Ilpu sxupoTHM ca HAOMOAABAHH JTETATHA KAMEPHa
dhubpusianua U ChpASHHOCHA0B KONAne, CBbP3aHu ¢
XHIICPKATIMEMHS CJle]T NPUIOKEHHE Ha BEpanaMuil U
UHTpaBeHO3¢eH aaHTponeH. [lopaau puck ot
XUMepKaHeMHA, C€ NperopbyBa Aa ¢€ U30Area
eJHOBPEMEHHOTO MPHJIOXKEHHE ¢ AHTATOHWCTH HA
KATIIMEBUTE KZHAJIM KaTO aMJIOAHITHH TIpH
NALMCHTH, TPEAPA3NOIMKEHH KbM MAJIMTHEHA
XHIIEPTEPMHA H IIPH OBNAAABAHE HA MAJIMTHEHA
XHMEePTEPMHSL.

Bancapran u HCT | Hecreponanu HCTIBC morart aa orcnadsaT aHTUXHITCPTEH3UBHHA
MPOTHBOBB3NANUTEIHH | ¢DEKT, KaKTO Ha aHruoTeH3uH I peuentopaure
cpeactBa (HCIIBC), OnoKepH, TaKa U HA XHAPOXJIOPOTHA3H/, KOraTo ce
BIJTKOYBALIH MpHaaratT €IHOBpeMeHHO. OCBEH TOBA
CEJIEKTUBHH gHOBpeMeHHAaTa ynoTpeba Ha

LHAKJIOOKCHIEHA3a-2
unxuburopu (COX-2
HHXHOHTOPH),
ALETHICA/TMLIHIIOBA
kucenuvHa (>3 g/neH) u
HecenekTtHBHU HCBIIC

aMJTO W MUH/ BaJICAPTaH/ XUAPOXJIOPOTHAIK H
HCIIBC moske na 1oBeae 10 BJIOWIABAHE HA
6bOpeuHara PpyHkuMs, 1 NOBHILABAHE HA HHBATA HA
cepyMHHA Kanuid. [lopagun Ta3u NpHYHHa Ce
npenopb4yBa MOHWTOPHpaHe Ha ObLOpeuHaTa
(YHKLHA MPH 3aMOYBaHE Ha NIE€YEHHETO, KAKTO H
aJIckBaTHa XUIpaTaLuys Ha NalMEHTa..

Bancapraun

HMruxnburopy Ha snTeiK
TpaHcIopTepa
{prbaMNULKH,
LHKJIOCIIOPHH) WU
epayKCHHS
TPaHCIIOpTEp

PesynraTHTe OT in vitro npoyysaHe ¢ Th ,;gq:r\\lﬁﬂ 10
YOBEIIKH 4epeH Apob nokasea, ue Bajl
cyOcTpar Ha YepHOAPODHUS BIITEHK
OATPIB1 u Ha yepHOApOOHHA e
TpaHcnoptep mRP2. EnHOBpeMEHHO
¢ MHXHOMTOPH Ha BNTEHK TpchnopTe )




(pUTOHaBUP)

(praMIHLKH, HHKJIOCIIOPHH) WM HA e(IYKCHHA
TpaHcnopTep (PUTOHABHP) MOKE 1A NMOBHLLH
CHCTEMHATA €KCMNO3MLUMS Ha BAJICAPTAH.

HCT

Ankoxosn, SapourypaTu
WM HAPKOTHLH

EaHoBpeMeHHOTO rpUiaraie Ha THa3HIAHHTE
ANUYPETHLH C BELISCTBA, KOUTO CBILO HMAT
NOHHKABALl KPbBHOTO HaJIAraHe edekT (Hamp. upes
HAMAJIiBAHE HA AKTHBHOCTTA HA LIEHTpa/HATA
HEPBHA CHCTEMA WJIH JMPEKTHA BA30IH.1aTAlHA)
MOXKE /12 TOTEHLKPA NOABATa HA OPTOCTATHYHA
XUMIOTOHMA.

AMaHTaauH TuasuauTe, BKIIIOYUATEIHO XHAPOXJIOPOTHA3H,
MOTraT /1a MOBHILAT PUCKA OT HEXEJIAHU PEAKLIMH,
PHYHHEHH OT aMaHTaJIUH.

AHTHXONHHEPrUYHH brHoHAMHYHOCTTA HA THAZUIAHHUTE AUYPETHLH MOXS

CpPEACTRa WU APYTH
JIEKapCTBEHM NPOIYKTH,
MOBJTHABALLH

CTOMAIIHHSA MOTHIHTET

Ja ¢e MOBHINK OT AHTHXOJIHHEPTHYHUTE CPEACTBA
(Hamp. aTponuH, OUNIEPHUAEH ), BEPOATHO MOPAIH
HaMaJfBaHe Ha MOTHJIMTETA HA CTOMAUIHO-YPEBHHS
TPaKT Y 3a0aBAHe HA BPEMETO 3a H3Npa3BaHe Ha
cromaxa. OOpaTHO, O4AKBA CE NPOKMHETHYHHTE
BEWECTBA KATO LIM3APMU/ 13 MOTraT Aa HaMaJIAT
OHMOHATMYHOCTTA HA THAZHAHUTE THYPETHLH.

AHTHARADETHH
cpeacTaa (Harmp.
HHCYAHH M ITEPOPAJIHH
aHTHIHAOETHH

CPE/ICTBA)

TuazuauTe MOraT 42 HAPYLIAT TTIIOKO3HHA TOACPAHC.
Mosxe 1a ¢ce HAIOKH KOPHIrHpaHe Ha JO3HUTE Ha
aHTHAHADETHHUTE ICKAPCTBCHHU MPOAYKTH.

MeTtdopmun

MeTtipopMuH TpabBa Aa ce npyeMa ¢ MOBHUILIEHO
BHUMAHHE NOpagd pHCK OT JaKTAaTHA aLuMa03a,
MHYLMpaHa OT Bb3MOXHA (PyHKUHOHAIHA OBOpeuHa
HEIOCTATBYHOCT, CBBP3aHa ¢ XHAPOXJIOPOTHA3H/IL.

bera-Onokepu H
AHAOKCHT

EAHOBPEMEHHOTO NPUIOKEHUE Ha THA3H/IHH
OIUYPETHLH, BKIKUHTETHO XUAPOXJTIOPOTHAZHI, H
Oera-OnoKepH MOXKe A4 IOBHLUK PHCKA OT
XUNepriukeMus. TuazuaHure AUy peTUILR,
BKJIFOUHTENTHO XHAPOXSIOPOTHA3HA, MOTaT Ja
IOBHLIAT XHNCPrAMKEMUYHHSA €(PEKT HA AHA30KCH.

Luxocnopuu

EHOBPEMEHHOTO NMpHUAraHe ¢ LHKAOCTIOPHH MOXKE
112 MOBHILLUH PHUCKA OT XHMICPYPHKEMHA H
YCA0KHEHHA Ha f1oJarpara.

LIATOTOKCHYHH
CpeacTBa

TuaznaHuTe AMYPETHLY, BKITHOUHTETHO
XHAPOXJ0OPOTHA3H/, MOraT Aa HAaMAIAT ObOpeyHaTa
SKCKPELHA Ha UHTOTOKCHUUHHTE CpeAcTaa (HAIp.
LHKI0hochaMua, METOTPEKCAT) U 1a OTEHUHpaT
TEXHUTE MHEJIOCYTIPECHBHH €(eKTH

Jururanucosy
TTUKO3UIH

Thazun-uHAYLIMpana XUIIOKATHEMHS HJTH
XHUIMOMAarHe3ueMus MOraT 1a ce W3sABAT KaTo
He)Ke/laHH peaklyH, YIECHSABAMKH HaYaloTo Ha
JAUTUTAIMC- HHAYUUPAHH ChPACYHH APUTMHH.

HMonHu KOHTpacTHH
BELIECTBA

B ciayuaii Ha qUypeTHK-MHAYLMpaHa NeXHpaTalus
MMa TIOBHILEH PUCK OT OcTpa OBOpeyHa

HEAOCTATHYHOCT, OCOOCHO NPH BHCOKH 103
HoaHuTe npoaykTH. [lauueHture Tpabe
peEXHAPATHPAT Mpean NPUIaraHeTo Ha
KOHTPACTHH BELIECTBA. =

OHOOOMEeHHHU CMOJTH

g =
AbcopdumsTa Ha THA3HAHHTE AHYPETHL,
BKJIIOHHTENHO XHAPOXJIOPOTHAZH], CE
XOJECTPHPAMMH WIH XOJN€CTHIO. T0B

&




AOBeAE A0 CyOTepaneBTUYHH €(PEeKTH HA THA3HAHMTE
auypetyld. llpinaraHeTo Ha XHIPOXJIOPOTHA3HA U
Ha HOHOOOMEHHMTE CMOJIH NOOTAEIHO, TAKa e
XHAPOXJIOPOTHA3KA Aa ce NprIara rnode 4 Jaca
npean WM 4-6 yaca cneg NpHIOKEHHETO HA
HOHOOOMEHHATA cMOJ1a, OM HAMATUJIO
B3aUMOJACHCTBHETO.

JlekapcTBeHH MPOIYKTH,
MMOBAMABALUHY CEPYMHOTO
HUBO HA KATHH

XHNOKATHEMUUHHUTE €PEKTH HA XHAPOXTTOPOTHAZIUA
MoraT Aa ObJaT NOBHINEHH NPH CHBMECTHO
[IPUNOKEHUE C KaTUU-TyOeill AMYPETHLH,
KOPTHKOCTEPOUIH, JIAKCATHBH,
aapeHokopTukoTponeH XopMmoH (ACTH),
aM(pOTEPHLIHH, KapOEHOKCONOH, NeHHLUnanE G 1
MPON3BOJHH Ha CATMLIWIOBATA KHCETHHA HITH
AHTHAPUTMHULK. AKO € HeOOXOAHMO TPEANTHCBAHETO
HA T€3H JICKAPCTBEHH NPOAYKTH €JHOBPEMEHHO C
KOMOWHaLMsATA
AMJIOAMITHH/ BAICAPTaH/ XUAPOXJIOPOTHABH, C€
MpenopbYBa MOHUTOPHPAHE HA [UIA3MEHUTE HHBA HA
KaJlHi.

JlekapcTBeHH NPOAYKTH,
NOBNHABAIIH CEPYMHOTO
HHUBO Ha HATPHH

XHUMOHATPHUEMHYHHAT eeKT MOXKe 11a C€ YCHITH NPH
ChBMCCTHO npnnox{enne C OHPEHGHEHH HEK&pCTBEHH
MpPOAYKTH KaTO aHTHAENPECAHTH, aHTHIICHXOTHLH,
AHTHEMUWIENTHYHH ¢peacTa H Ap. Heobxoaumo e
MOBHIIEHO BHUMAHHE [IPH CBEBMECTHO MPHIIOKCHHS
Ha TC3H HEKEIPCTBEHH Hpﬂﬂyl{TH

JlekapcTBEHH NPOAYKTH,
KOHUTO MOrar Aa
HHAYLMpaT torsades de
pointe

[lopaau pucka OT XUNOKATHEMHS
XHJIPOXJIOPOTHA3H/ TpAOBa Aa ce npuiara ¢
MOBHLIEHO BHUMAHHE C MPOAYKTH, KOUTO MOraT Jaa
UHOYLMpAT torsades de pointes, NO-CreUydaTHO
antHapuT™Muun Kitac [a w Knac 111, kakto ¥ HaKoH
AHTHIICHXOTHLH.

JlekapcTBEHH MPOAYKTH,
MPHIAraHH 3a JeUeHUe
Ha nojarpa
(mpobenHenua,
CYJIPUHITHPA3OH U
anonypuHoJI)

Knac Ia 1 Knac 111, kakTo # HIKOH aHTHIICUXOTHUM.
Bb3MOXKHO € [1a ce HATOXKH KOpUrHpaHe Ha 103aTa
Ha YPHKO3IYPHYHHMTE JIEKAPCTBEHH MPOAYKTH, ThH
KaTo XMAPOXJIOPOTHA3HA MOXE 1A [OKA4YW HUBATa Ha
cepyMHaTa NHKO4YHa Kucenuta. Moske ga e
HeOoOXOIUMO /14 Ce YBEIHYH J03aTa Ha npodeHeuma
U CYJIPHHAUPA3OH.

EAHOBPEMEHHOTO NpHUiIAaraHe Ha THa3HIHH
AUYPETHULH, BIJIIOYHTEIHO XHAPOXJIOPOTHA3M,
MOXKE 4 MOBHILUH Y€CTOTaTa Ha PEAKUHHTE Ha
CBPBbXUYYBCTBHTEIHOCT CNIPAMO AIOMYPHHO/.

Metunnona

HMma oTnenHu croOLIeHHs 3a ciaydad Ha
XeMOJUTHYHA aHEMHA, Bb3HHKHAJIA TIPH
€/THOBPEMEHHO MpHJIaraHe Ha METHIL0NA H
XUAPOXJIOPOTHAZH

Henenonapusupaiuu
CKEJIETHO-MYCKYHH
PENAKCAHTH (HAMp.

THazuaHTE, BKIIIOYHUTEIHO XHAPOXNOPOTHA3HA,
NOTEHUUPAT ASHCTBYETO HA [POH3BO/IHHTE HA

Kypape.

TYyOOKYpapuH)
Hpyr# TuazuadTe NOTEHLMPAT AHTHXHIIEPTE
AHTUXHIIEPTEH3HBHU NEHCTBUE HA NPYTHTE AHTHXUITEPTEH

JIEKAPCTBEHU NPOIYKTH

JeKkapeTBa (Hanp. ryaHeTUiauH, MeT
O/10kepH, Ba30AMAATATOPH, ONOKEP
kaHasiH, ACE unxudutopu, ARB u
Penunosu Unxuduropu.,




[IpecopHu aMuHM (Hanp. | XuApOXJIOpOTHA3HA MOXKE 1A HAMAJTH OTrOBOPa KbM
HOpaJpeHaI1H, NpecoOpHH aMHHH KaTo HopagpeHannH. KnunnvHara
aAPCHATUH) 3HAYUMOCT HA TO34 €(PEKT € HEONPEALIICHA U HE €
N0CTATBHYHA 3a MPEKPATABAHE HAa TAXHATA ynotpeda.
Butamun D 4 kanuuesn | [lpunaranero Ha THa3HAHH AHYPETHIIH,

CONH BISTIOUHMTENHO XMAPOXJIOPOTHA3HA, ¢ BUTaMHH D unu
C KaJILUEBH COJIH MOXe 1a NOTCHLMPA NOKAYBAHETO
Ha CepyMHHA Kanuui. EnHOBpeMeHHOTO
MPHIOXKEHHE C THAZHIAHHW JHYPETHLIH MOXKE /14
JOBEJE A0 XUNEPKAILMEMUS IIPH [TAIIMEHTH
MpeApasnoNoXeHH KbM XUIlepkanLHeMus (Haip.
NPy XHOEPNAPATHPEOUAN3 LM, 3I0KAUYECTBEHH
3a0ongsadug unu suramud D-meauupanu
CBLCTOSHUA) Upe3 osULIABAHE HA TyOynHaTa
Kauuesa peabcopOLHA.

Usouno 6noxupane na PAAC ¢ APb, ACE unxubumopu uay Qiuckupet

JIaHHH OT KIIHHHYHM [IPOYYBAHHS NOKA3BAT, 4e ABOIHOTO Oy1okupade Ha PAAC upes komOuHupanaTa ynorpeda
Ha ACE nHxubutopu, APB Mk anHckupeH ce CBbp3Ba ¢ NO-BUCOKA YECTOTA HAa HE)KENaHH CHOMTHA, KaTo
HaMpPHUMEpP XUMOTOHHS, XHIIEPKATHEMHS K Hama/isBaHe Ha ObOpeuHarta GpyHKUUs (BKIIIOYHTENHO ocTpa ObOpeyHa
HEAOCTATHLHHOCT), B CPaBHEHHE ¢ yNOTpe6aTa caMo Ha €HO cpeacTso, aelicTraiio BppXy PAAC (Bx. Toukw 4.3,

4.4u5.1).

4.6 PepTHAMTET, OPEMEHHOCT H KbpMeHe

bpemeHHOCT

Amaogunu

be3zonacHOCTTa Ha aMJIOAHIIHH N0 BpeMe Ha OpeMEeHHOCT NpH Xopa He € ycTaHoseHa. B npoyusanus npu
>KMBOTHH, MPH BUCOKH AO3H € HabmoaaBaHa penpoayKTHBHA TOKCHYHOCT (BxK. Touka 5.3). IlpunoxkeHue no
BpeMe Ha OPEMEHHOCT Ce [IPeNopEYBa CaMO KOraTto HAMa rno-0e3ornacHa ajiTepHaTHBa M KoraTo 0o/IecTra cama fo
cede CH HOCH MO-TroNsiM PUCK 3a MaiiKkaTa M Inoja.

Baacapman

Ynotpebara Ha anruoTeHsun 11 peuentopuu 6nokepu (AllPB) He ce mpenoppuBa o Bpeme Ha TbPBUA
TpHMECTBP Ha OpemeHHOCTTA (BK. Touka 4.4). YnotpebaTta na AIIPb e npoTHBONOKa3aHa no BpeMe Ha
BTOPHA U TPETHA TPUMECTBP OT OpeMeHHoCTTA (BX. TOUkU 4.3 U 4.4).

EnvaeMuonoriuiuTe JaHHMW 33 PHCKA OT TepaToreHHOCT cnell ekenosunua Ha ACE unxuburopn 1o Bpeme Ha
[TbPBHA TPHUMECTHP OT OPEMEHHOCTTA HE BOAAT /IO OKOHYATETHH 3aKTioueHHA. Bee nak, JICKO NoBHILCHHE HA
pPUCKA HE MOXKE Aa ¢e M3KMOUH. Bripeky ye HAMa JaHHU OT KOHTPOJIMpaHHd €MUAEMHOTOMHYHH ITPOYYBAHHS 34
pucka np¥ aurvoreHsut I1 peuenroprure dnokepu (AIIPB) nogobeH puck Moxe 1a ChILECTBYBA 3a TO3H Kjac
nexkapcTBeHHU MpoaykTH. OceeH ako npoab/ikasaneto Ha AIIPB TepanusaTa ce cMeTHE 32 dKU3HEHO BAXHO,
MALMUEHTH C MJIaHUpaHa OpeMeHHOCT TPAORA fa NPEMHUHAT HA AJITEPHATUBHO AHTUXHIIEPTEHIUBHO JIEUEHHUE,
KOETO HM4 YCTaHOBEH NMpodui Ha 6e30MacHOCT NpH HPEeMEHHOCT. AKO ¢€ YCTAHOBH OPEMEHHOCT, NCUCHHETO C
AIIPb Tps0Ba na ce npeycTaHOBH He3abaBHO H, aKO € YMECTHO, 1a CE 3aNl0YHE AJITEPHATUBHA TeparnHs.

Excnoszuumara Ha AIIPB no Bpeme Ha BTOpHA 1 TPETHS TPUMECTBP Ha OPEMEHHOCTTA MOXE 1a I0BEE 10
dbeToTokcHuHOCT (HamaneHue Ha GbpOpeuHara GyHKUHA, ONHIOXHIPAMHHOH, 3a0aBeHa OCH(pHKALKA HA Yepena) |
HEOHATAIHA TOKCHYHOCT (OBOpeyHa HeAOCTATHUHOCT, XHMOTOHHS, XHNIepKasTueMHs ) (BXK. ToUKa 5,

B cayuait ye ce yeranosm exkcenosmiing Ha A1IPB or Bropua TpumecTsp ha OpemenHocTTa, ©
npoBepka Ha ObOpeuHaTa PyHKUMA H Yepena Ha M10Aa upes YJITpasByK.

HoeopoaeHH, yniito Makku ca npuemanu AlIPb, tpadea BuuMarTenHo na Osaat Hadao1a8
(Bxk. TOUkH 4.3 1 4.4),



Xudpoxiopomuazuo
FMa orpaHyyen onuT OTHOCHO yroTpe6aTa Ha XHApOoXJIOpOTHA3K IO BPEME HA OPEMEHHOCT, OCOBEHO Npes3
MbPBHS TPUMECTBP. [IpoyuBaHUATA NPH KHBOTHH €8 HEAOCTATHYHH,

X HApoXNopoOTHA3ZHA NPEMUHABA [IPE3 IU1aleHTaTa. Bba ocHOBA Ha hapMaKOJOrHYHHA MEXAHH3bM HA JEHCTBHE
Ha XHAPOXJOPOTHA3HI, YIIOTpeOaTa My Mpe3 BTOPUS 4 TPETHA TPUMECTHD MOXKE [1a HApYLIH (eToraueHTapHaTa
nepdy3na 1 Aa 1oBeae 10 PeTanHd U HEOHATATHHM e(PEKTH KATO KBATCHHLIA, HapYUICHHA HA €JICKTPONUTHHS
DanaHc ¥ TPOMOOLIMTONEHHA.

AMao0unun/saicapman/xudp 0x10 pomuazuo

JIuncea onut ¢ ymorpebaTa HA aMIIOIMITHH/BAJICAPTAH/XHAPOXJIOPOTHA3KH NpH OpemeHHH. B3 ocHOBa Ha
CBLLECTBYBAIMTE JaHHK OT NMPOYYBAHMA C OTIEJHATE KOMIIOHEHTH, yrioTpebaTa Ha aMAa0A M HH/BacapTaH/Xuip
OXJIOPOTHA3ZH/_HE CE IIPENopbYBa NPe3 [IbPBUL TPUMECTLP OT OPEMEHHOCTTA K € MPOTHBOINOKAa3aHa MPE3 BTOPHA
U TPETUR TPHMECTBP OT OpeMEHHOCTTA (BK. ToukH 4.3 1 4.4).

Kbpmene

AMJIOJMIIMH C€ EKCKPETHPA B KbpMarTa f1py Xopa. Hacrra o1 A03aTa Ha MaHKaTa, NoJ1ly4eHa OT KbpMa4eTo, €
H34KCCHA C HHTEPKBAapPTHIIEH 1Mana3oH 3 — 7%, ¢ MakcuMyM 15%. EdexrsT Ha aMJIOAHIIHH BLPXY KbpMaueTaTa
€ Heu3BecTeH, JIMACBAT AaHHK OTHOCHO ynioTpebara Ha BajicapTaH no

BpEME Ha KbpMetie. X HAPOXTIOPOTHA3ZK CE EKCKPETHPA B KbPMATA B MAJIKH KONIMHECTBA. BbB BUCOKH 1031
THA3HINTE MPEAN3BUKBAT HHTEH3HBHA AUYPE3A H MOIaT Aa MOTHCHAT 0Opa3yBaHETO Ha KbpPMaTa.
AMNOIHNHE/BATCAPTAH/XMAPOXJIOPOTHA3H HE CE MPEMOPBYBA 10 BPEME Ha KbPMEHE. AKO
aMJIOAMIMHH/BANCAPTAH/XHAPOXJIOPOTHA3M CE NPUJIATa [10 BPEME Ha KbpMeHe, J03HTE TPAOBa 1a 0bJaT KOKOTO
ce MOXe Mo-HUCkH. [IpennounTa ce anTepHaTMBHA Teparnys ¢ YCTAHOBEH Npodu Ha 0€30MacHOCT Mo BpeMe Ha
KbPMEHE, OCODEHO NMPH KbPMEHE HAa HOBOPOAEHH H MPEXIEBPEMEHHO POACHH JCLIA.

DepTHAUTET

Hsama KNHHHYHM MPOyYBaHHA OTHOCHO BAMAHHETO HA aMJIOAMITHH/BASICAPTAH/XMAPOXNOPOTHA3HI BbPXY
peprrnurera,

Bancapman

Bancapras Hama HeskellaHH eeKTH BbpXY penpodyKTHRHATA CIIOCOOHOCT HAa MBXKKH U XKEHCKH IUTBXOBE NPH
npHeM Ha aepopaidu ao3u 10 200 mg/kg/aen. Tazu no3a e 6 NbTH MaKCHMAJIHATA NIPENOPBUMTEIHA 1033 MPH
Xopa, onpeaecHa Ha 6a3za mg/m* (H3YHCJICHHETO € 3a nepopasina 1o3a oT 320 mg/aeH u 60- kumorpamos
NMaLHeHT).

Aurodunin

[1pH HAKOHM NALMEHTH, JICKYBaHH C 6n01cep1»1 Ha Ka/ILIMEBUTE KAHAH, ca choOLIEHH oOpaTiMu OMOXUMHYHH
[IPOMEHH B rMaBUYKaTa Ha CIepMaTo30UInTe. KITMHWYHWTE TaHHU ca HEAOCTATbYHH MO OTHOLICHHE Ha
MOTEHUHATHHMA ePeKT Ha aMITOAMNIUH BBPXY depTunureTa. [1pu eaHo Npoy4BaHE NPH ILTbXOBE €A YCTAHOBCHHM
HEXKeNaHKW eeKTH BBPXY depTUINTETA NPU MBKKHTE (BX.TOUKA 5.3).

4.7 EdexTn BLpXy ciocofnocTTa 32 modHpaHe H paboTa ¢ MAIIHHHA

[TareHTUTE, KOWTO MPHEMAT aMJTOIMITHH/ BAJICAPTAH/ XHAPOXAOPOTHAZH H [IO(HPAT HIH padOTAT C MAWHHH
Tpa0Ba 1a UMaT NPeaBU, Y€ NOHAKOTA € Bb3MOKHO [a CE MOABAT yMOpa H 3amMaklBaHe.

AMJIOTHTIMH MOJE [a NIOBIMsAE B ¢1aba 10 yMEPEHa CTENEH CNMOCOOHOCTTA 3a IopupaHe K padoTa ¢_MallIHHH,
yMOpa WiH rajaeHe, CnocobHOCTTA UM Ja pearupat Moxe a2 6bae HapylleHa.

4.8 Hexenan# /1eKAPCTBEHH PEAKIHY

MHoro yectu (= 1/10)
- Yectu (= 1/100 no < 1/10)




- Heuectu (= 1/1 000 g0 < 1/100)

- Peaku (= 1/10 000 no < 1/1 000)

- Mmuoro peaxu (< 1/10 000)

- C Heu3BecTHA YecToTa {OT HATMYHHTE JAHHU He Moxe Aa Dbae HarpapeHa OLCHKA)

[TpodunbT Ha BE30NACHOCT HA AMJTOAMIIMH/BAACAPTAH/XHAPOXIOPOTHAZH A, PEJCTABEH N0-10J1y €€ OCHOBAaBA Ha
KJIMHHYHHK NPOYUBAHHSA, NPOBEACHH ¢ AMJIOIAMITHH/BAICAPTAH/XHUAPOXIOPOTHA3H U NO3HATHTE NPOQHUITH Ha
6e30MacHOCT Ha OTAENHHTE KOMIIOHEHTH aMJIOJIMITHH, BaICAPTAH U XHAPOXJIOPOTHAZH L.

O600weHne Ha npoduaa Ha Ge30nmacHoCT

bezonacHoCTTa Ha aMI0 UMK/ BANICAPTaH/XHAPOXN0POTHA3HL € OLIEHEHA IPHU HETOBATA MAKCHMMAJiHa N03a

10 mg/320 mg/25 mg B X042 HA €IHO KOHTPOJIMPAHO KPAaTKOCPOUHO (8 ceMHUIH) KIIHHUYHO npoy4Bane ¢ 2 271
NauUeHTH, 582 OT KOUTO MPUEMAT BANCAPTAH B KOMOUHALMA ¢ AMJIOAUITHMH W xuapoxyopoTHasul. Hexxenanure
PEAKLIMH KaTO LAJIO ¢a OHIIH JIEKH W MPEXOIHU MO XapaKTep H CaMO B PEAKH CITY4YaH Ca Haaraiu
MpPeyCcTaHOBABAHE Ha JieyeHHeTO. [1o BpeMe Ha TOBA AKTHBHO KOHTPONHPAHO KIHHHYHO U3IIUMTBAHE HAN-YE€CTHTE
MPUYKHH 33 TPEYCTAHOBABAHE HA JIEUEHHETO € aMJIOJUITHH/BAICAPTaH/XHIPOXJIOPOTHASHA ¢a OKITH 3aMAAHOCT H
xunotoHus (0,7%).

[1o Bpeme Ha 8-CEAMUYHOTO KOHTPOMHPAHO KJIMHHYHO NPOYYBAHE HE ca HaD/1101aBaHH 3HAY¥MH HOBH WIIH
HEOYAKBAHH HEKETAHH NEKAPCTBEHH PEaKLIMH B CPABHEHHE C H3BECTHHTE MPH MOHOTEPAIIUA WIIH KOMOHHHpaHa
TepanUA ¢ OTIETHUTE KOMIIOHEHTH.

[To BpeMe Ha 8-CeaMHUHOTO KOHTPOIHPaHO KJIHHHYHO Npoy4YBaHe HAOIIOAaBaHHTE TPH KOMOHHALUATA
amJ10IMTIMH/ BAICAPTaH/ X KAPOXJIOPOTHA3H [IPOMEHH B Ta0OpATOPHHUTE TMIOKA3aTENH ca OMJIM MUHHUMAJTHH H B
CbOTBETCTBHE ¢ (hapMaKOIOrMYHHSA MEXaHH3bM Ha JIEHCTBUC HA OTACTHHUTE KOMIOHEHTH. HanuuueTo Ha
Ba/icapTaH B TpoifHaTa KOMOHHALIMA OTCIa0Ba XHITOKATHEMHYHHSA e(peKT Ha XUAPOXIJIOPOTHAZHA.

TabnuueH CIHCHK HAa HE)KENAHHUTE PEaKLHH

Creanute HeXeNaHU peaklMH, H30POSHH criopes CUCTEMO-opraHHH Kiacore mo medDRA u yectoTa, ce oTHacaT
3a amnoaunuy/pancaptan/HCT 1 nootnenuo 3a amnoavnuy, sancaprad u HCT,

MedDRA cHcTemMoO- Hezxxenanu peaknus  [Yectora
[OPraHHH KJIACOBC AMaoaHouH/Baacapra [AmsoannuHBancapTagHCT
H /XHAPOXJ0POTHA3HA

Heormazmu HemeraHOMeH pak Ha iC
no0pOKaYECTBEHHY, KOKATA HEHU3BECTHA
BTOKAYECTBEHH H KDazaTHOK/TEThYCH UeCTOTA
HEOMNPEACIEHH {BKII. KapLUKMHOM H
KHMCTH W FOJIMITH ) ICKBAMO3HOKNCTBYCH

KAPUHHOM )
HapyuieHus Ha KpbBTa W |ArpaHyIouHTo34, — — — Muoro
numdHaTa cHcTemMa KOCTHO- MO3bYHa penKH

HEIOCTATBYHOCT

[ToHmwKeH XeMOITIOOHH = IC —

U XEMaTOKPHT HEH3BECTHA

eCTOTA
X €eMOAMTHYHA AHEMHA —
JleBkoneHus — MHoro
elKH

HeyTponenus — —




TpoMOouMTONEHUA, |- MHoro C Peaku
MOHAKOra ¢ mypnypa peaKH HEH3BECTHA
4yecToTa
AIIACTHYHA aHEMUS | — —
HEH3BECTHA
YECTOTA
Hapyluenus Ha HMyHHaTa [(CBPBbXUYBCTBHTEIHOCT |- Muoro IC MHoro
lcHcTEMa peaKH HEH3BECTHA [PEAKH
YecToTa
HapyuieHusa Ha AHOpeKCHS Heuecty — — —
METabOIM3IMA H XPAHEHETOIX UITEPKANLIME MK HeuecTH — — Peaxn
XUnepriiukeMys — MHoOro — Peaku
eAKA
X ANCpIHNIHAEMHUA HeuecTn — — —
Xunepypukemus HeuecTu — — Hectu
XHTOXIOpEeMHYHA — - - MHoro
ANKano3a PEAKH
X HITOKATTHEMHA UecTn - — MHoro
4ECTH
X MIIOMarHe3He MUt — — — YecTu
X HIIOHATPHEMHSA Heuectn — — YecTH
Biioiuapane Ha auadera— - — Peaku
[IcMXUYHU HapyLIEeHUs Jlenpecus — HeuecTH — Peaku
Mucomuus/Hapyenuns [Heyectu Heuectn | Peakn
Ha ChLHA
[Ipomens B — HeuectH —
HACTPOCHHETO
(0O0BPKaHOCT - Penku — -
Hapyleuvs Ha Hepeuara [KoopauHalMoHHH HeuecTu — — —
lcucTeMa HapY UICHHS
3amasHOCT Hectu YecTH — Penku
[locTypanHa HeuecTH — — —
BAMasHOCT, 3aMAsAHOCT
ITPH YCHITHE
MCTEY3HsA HedecTH Heyectd |- —-
EkcTpanupamMyiHa - IC — —
cHMnTOMaTHKA HEH3BECTHA
yecToTa
[ taBoGonue YectH UecTu — Penku
[loBHILIEH MYCKYNEH |- Muoro — —
TOKYC eAKH
JleTaprus HeuecTH — — —
[ lapecTeaun HeuecTh Hevuecty — Penxku
[lepudepHa HeuecTH Muoro — -
HEBPOIIATHA, PEIKH
HEBPONATHS
(COMHONEHTHOCT HeuecTH HecTH - -
(CHHKON HeuecTH HeuecTH
TpemMop — HeuecTH
X HOOECTE3HS — HeuecTH
HapylueHus Ha o4HTe OcTpa 3akpuTObIbiHa —
r1ayKoMa
3pHTENHH HAPYIUEHHA |- HevyecTH




3putenno yepexaaHe  HeuecTu Heuectn |- Peaku
XopouaajieH W3/THB F
HEU3BECTHA
HECTOTA
HapymeHus Ha yxoTo . |[Hlym B yuure — Heuecrn |- —
IIa0OHpPHHTA ICBeTORBLPTEK Heuecty — Heuectn
ICbpaeyBU HAPY LUEHMS [lannuranyu - YecTH — —
Taxukapaus Heuectu — — —
ApPUTMHH - Muoro — Penaku
I%BMIOHHTEJIHO peaKU
pajJMKap/IHA, KaMepHa
TAXUKapOus H
MPEACHPAHO MBXKACHE)
Muokapaen iHaprT - Mroro — —
eIKH
ICb10BH HapylLEHHUS IlouepBeHsBane — HecTn — -
X HITOTOHHA YectH Heuecth |- —
(OprocTaTiyHa HeuecTu — - UecTH
XHITOTOHUS
KDnebur, HeuecTu — — —
TpoMbodIedUT
Backyaut — MHuoro IC —
peaAKN HEeW3BECTHA
HeCTOTa
Pecnupatopuu, rpeaHi U [KawinHia Heuectr MHoro Heuectu |-
MeIHACTHANHH €IKH
HapylWICHH JlucnHes HeuecTu HeuyecTH — —
Pecnuparoped — — - MHoro
TcTpec, 0eno0apodeH PEOKH
IOTOK, NMHEBMOHMUT
Punwr — Heuectn | —
Bb3naneHo ropiio Heuect — — —
OcTBp pecnuparopeH | - - MHoro
TUCTPEC CHHAPOM peaKu
KOPIC) (k. TOUKA
4.4)
{CToMalHo- 4HpeBHA KCTomarneH HeuectH Hectn Heuectn  [Penku
HapYLUCHHA nuckombopt, Oonka B
rOpHATAa 4acT Ha
KopeMma
Jlow awx HeuecTn — — —
[IpomeHn B upesHara |- Heuectn - —
NepPUCTANTHKA
13anek — — — Pegku
[ loHwKeH aneTyur — — — Yectu
Ulnapus HeuecTH Heuectn — Penku
I(_Syxom B ycTaTa HeuecTu HeuecTH — —
HCNENCHS UectH Heuectn | ===
1'acTpuT - MHoro ‘
eOKH
X uiieprinasms Ha — Muoro
BCHLIMTE eNKH
l'anene HeuecTn Yectn




[TaHKpeaTuT — MHoro — MHoro
PEAKH CAKH
[ToBpbilane HeuecTn Heuectn |- Yect
XenartoOunuapu u (OTKIIOHEHHA B — MHoro IC —
HapyLUCHHUS YepHOAPOOHHTE peaku*¥ HEH3BECTHA
b YHKIIMOHAJTHH YECTOTA
MOKA3ATENH,
BKJTHOUYHTETHO
[IOBHILIABAHE Ha
lcepyMHH4 SrunupyOMH
XenaTur - MHoro — —
eKH
MuTpaxenatanHa — MHoro — Penxu
XOMECTa3a, XKBITEHHLA KH
HapyweHusa Ha koxara d  [Asnoneuus — Heuectu —
NOAKOXKHATA ThKaH AHIMOEIEM — MHoro —
PeIKH HECH3BECTHA
YeCTOTa
Byi03eH JepMaTuT -~ — C —
HEH3BECTHA
HECTOTA
Peakuuu, — — — MHoro
HanoA00ABAIIM KOXKEH [peaAKH
ITYIYC EPHTEMATOAEC,
peaKTHUBHpaHe Ha
KOKEH JIyNyc
epuTEMaTOaeC
Epurema myntugopme Muoro — IC
peaKH HEU3IBECTHA
4EeCTOTA
Ex3aHtem —~ HedecTH — —
X unepxunposa HeuecTH Heuectn | —
Peakuuu Ha — MHuoro — Peaku
CBPBXUYBCTBUTENHOCT™ PEAKU
[ Tpypuryc HeuecTH HeuectH C —
HEM3BECTHA
YyecToTa
Ilypnypa — Heuectn - Rare
OO0pus — Heuectn  |C UecTu
HEU3BECTHA
YECTOTA
O6e3LBeTABaHE HA — Heuectu | —
KOMXKATa
YpPTHKapHs U ApyTH MHoro — Hectn
BU0BE OOpUB CKH
HexpoTuzupail — f(PZ
BACKYJIMT H TOKCH4HA HEHU3BECTHA
lenuaepmasiHa YeCTOTa
HEKPOJTH3a
ExcdonuatuseH — MHoro
NEPMATHT €AKU
HHHpGM Ha Stevens- | MHoro
Johnson e1KH




B KPbBTa

Enem na Quincke — Muoro — —
pPENKH
HapylueHus Ha ApTpanrus = Heuectn |- —
MYCKYMHO- CKEJICTHATA bonku B rrpba Heuectu HedyecTH — —
ICHCTEMA H JTOK Ha CTaBUTE Heuectu — — —
ICBEIMHUTE/IHATA ThKaH  MyCcKy/THH Ca3MH Heuectn HevecTH — 1C
HEU3BECTHA
yeCToOTa
MyckynHa caaboct  [HeuecTn — — —
Muanrusa Heuectu Heuectt  [C —
HEH3BECTHA
4eCTOTA
bonku B kpanHuLMTe [HeyecTH — — —
OK HA [JIC3CHUTE — UecTu — —
HapyiueHus Ha IloevuieH kpeaTHHUH B [HeuecTH — IC —
0b0peunTEe ¥ MUKOYHUTE |[KPBRTA HEH3BECTHA
MBTHINA yecToTa
MUKLUHOHHH HeuecTH
HApYIIEHUS
HukTrypus — Hevectu |- —
[lonakuypus HecTH Heuyect
brOpeuna guchyHKLMS - — — IC
HCH3BECTHA
YeCToTa
[Octpa 6BOpeuHa Heuectu — — IC
HEJOCTATHYHOCT HEH3BECTHA
4eCTOTA
bbOpeuHa — — IC Penku
HEAOCTATHYHOCT U HEH3BECTHA
[y BpexaaHe yeCTOTa
HapyieHus Ha HMoTeHTHOCT HeuecTu Heuectu — Uectu
BB3NpOU3BOAUTENHATA  |[‘HHEeKOMacTHA Heuectu - —
ICHCTeMa H I'bpaaTa
OO0wmH HapyUICHHA Y ADa3zus, HapyuieHus B [Heuectu — — -
ledpekTH Ha MACTOTO HA  [oOXoaKkaTa
MMPHIOKEHHE AcCTeHHs HeuecTH HedecTH — IC
HEeU3BECTHA
yecToTa
Tuckomdopr, HeuecTu Heuectu [ —
Hepa3noJIOKEHHE
YMopa UecTH UecTH Heuect |-
boJika B repauTe, HedecTu Heuectu —
KOSITO HE € CBbp3aHa
£bC CbPLETO
0K HecTH UecTu — —
bosika — Heuectn |- —
[ Inpexcus - —
H3cnensaHus [loBHiIaBaHE HA —
ITHITUJIHTE
[[opniiaBane Ha ypesaTalHeuecTH —




I[loBuinaBaHe Ha HeuecTH - —
MUKOYHATA KHWCEe.TMHA B
KpbBTa

I’ NHOKO3YpHUA Peaxu

[ loHuKeH Kanuii B HeuecTu — - -
KpbBTa

I loBHILIIEH KA TUi1 B - - IC —
KPbBTa Hen3BeCTHA
yecToTa

Hannapane Ha terio [Hewectn HevecTu - -

(CnaagaHe Ha Ter1o — HeuecTH - —

Buxte Touka 4.4 *“PoToUyBCTBUTENHOCT
Haii-uecTo CBBp3aHO € X0necTasa

CvobluaBaHe HA NOAO3UPAHH HEKENAHH PeaK WY

CnoOlaBaHETO Ha MOAO3MPAHH HEXETTAHH PEaKLMK Clell pa3pellaBase 3a ynoTpeda Ha ICKAPCTRCHHS MPOAYKT €
BaxkHO. TOBA NO3BONABA Na NPOABIIKH HAOIICHUETO HA CHOTHOLLEHHUETO MON3a/PUCK 32 JICKAPCTBEHHA
MpoAyKT. OT MEIUUMHCKUTS COSUMANMCTH C& U3UCKRA 1a ChOGUIABAT BCAKA MOA03HUPAHA HEKENAHA PeAKUuMA upes
HManmbaunrenHa areHuus no JiekapcTeara

yn. ,,Jlaman ['pyes” Ne 8§

1303 Codus

Ten.: +359 2 890 34 17

yeOcaiiT: www.bda.bg

4.9 IIpeao3npane

CHMOTOMMU

HsaMa onuT CbC CIyH4aH Ha NPEAO3UPAHE ¢ aMJIOANITHH/ BATICApTAH/ XHAPOXAOPOTHA3HI. | NaBHUAT CHMITOM HA
NPELO3UPAHE C BAJICAPTaH BEPOATHO € U3PA3cHA XMITOTOHHUA Y 3aMasHOCT. I IpeRo3upaHeTo ¢ aMNOIUNHH MOKE
Aa noBede 10 eKCTpeMHa nepHdepHa Ba3oanIaTaLHA H BepoATHO pednexcHa Taxukapaus. Mma cbobuwienna 3a
C/Tyyal Ha W3pa3eHa M MOTEHLHATHO [IPOIOHTHPAHA CHCTEMHA XHTIOTOHHSI, BITIOHHMTEITHO OK ¢ (haTaleH H3Xoul
Mpyu MpPeA03HpPaHe C AMITOQUITHH.

HekapauoreHer SenoapobeH 0ToK ce choOIIABA PAAKO KATO IMOCSANIA OT NPeJI03HPAHE ¢ aMITOUITHH, KOHTO
MOKE€ 1a C€ IIPOABH Che 3a0aBeHO Hauato Ha edekTta (24-48 yaca ciea norjIpIiaHe) U 1a U3MCKBA H3KYCTBCHA
BEHTHJIaLMsA. PAHHHTE peaHHMALMOHHU MEPKHU { BKITFOUHTENHO HATOBAPBAHE C TEYHOCTH) 3a NOAXbPAKAHE Ha
neppy3HATa H ChbpaeyHUs AeOUT Morar 1a 6b1atT yCKOpABallH (PakTopH.

JleueHue

Am100unun/sarcapman/xuopoxI0pomuaz o

KiiMHu4HO 3HaYMMAaTa XHIIOTOHUS NOPaaH NPEIO3UPAHE HA AMIOAHNUH/BAJICAPTaH/ XHAPOXIOPOTHA3KHI H3HCKBA
aKTHBHA ChPASYHOCHAOBA peaHHMALH, BKITFOUBALLA Y4ECTO MOHUTOPHPAHE HA CHPACYHATA W THXATE/IHA
(PYHKItMA, MOBIHraHe Ha KpalHWLIMTE U BHUMAHHE 110 OTHOIIEHHE HA UHPKYJaTOPHHS 00EM M AWype3arTa.
[1pHunoxeHHeTo Ha BA30KOHCTPHKTOP MOXKE 1A € OT I10J13a 3a Bb3CTAHOBABAHE HA ChJIOBHS TOHYC H apTEPHANHOTO
HajAraHe, B Clyuai 4ye HAMa NPOTHBONOKA3aHUA 38 NPUNOKEHUETO MY. IHTpaBEHO3HOTO NPHIOKEHHE Ha
KANLUHER [JIIOKOHAT MOXE /1 € OT N0N3a 3a NpeoaciABaHe Ha edeKTa OT DokaaaTa Ha KanlHEeBUTE KaHalu.

An100unun

AKO MPOAYKTHT € NOrbJIHAT HACKOPO MOraT aa ce 00CHKIAT CTHMYJIMPAHE HA NNOBPbLIAH
npomMuBKa. [ IpunoxeHneTo Ha AKTHREH BBITICH NTPH 3paBH JOOPOBOJILH HENOCPEACTBEHO
MOrTbLIAHETO HA AMJIOTUIINH 3HAYUMO HaMa/Is1Ba adcopOLMATA HA MPOaYKTA.
AMJIIOMNKMH HE MOKE 12 ObAE OTCTPAHEH upe3 XeMOIHATH3A.



Baacapman

BancapraH He MOKe @ Ob/1e€ OTCTPAHEH 4pe3 XeMOTHANTH3A.

Xudpoxiopomua3iuo

[Ipeao3rpaneTo ¢ XHIPOXIOPOTHA3HA € CEBP3aHO ChC 3aryda Ha €NEKTPOIIUTH (XHIIOKATMEMHSA, XUMOXIOpEMH)
H XHIOBOJIEMHA B PE3YNITAT HA EKCLUECHBHATA AHYpe3a. Hal-uecTHTe NpyM3HauyM ¥ CHMNTOMH Ha [IpEAO3MpaHe ca
raJcHe ¥ ChbHANBOCT. X HMOKATHEMHATA MOXKE Aa PeaU3BHKA MYCKYTHH CNia3MHU W/ MK U3pa3cHa CbpACyHa
apUTMHA, CBbP3aHa C €AHOBPEMEHHATA yrioTpeda Ha AUrUTAIHCOBH TTTMKO3H/IH WIIH OIIpEAesIEHH
AHTHAPUTMHYHH JIEKAPCTBCHH MPOIYKTH.

He ¢ ycraHoBeHa cTenenTa Ha OUUCTBaHE Ha XHAPOXJIOPOTHA3HI PH XEMOAHAIH3A.

5. PAPMAKOJIOIMYHHUCBOUCTBA
3.1 PdapMaAKOIHHAMHWYIHH CBOKCTBA

®apmaxoTrepaneeTHuHa rpyna:; Cpeacreara, AciicTBallM BBPXY PEHHH-aHTHOTEH3UHOBATA CHCTEMA,
aHrmoteHsuH I peuentopuu dnokepu, npyru komOunauun, ATC koa: CO09DX01.

MexaHu3sM Ha JeicTBHe

BanTpukoM € KOMOHHALWA OT TPH AHTHXHMEPTEH3IUBHYA CHCTABKH ¢ JONBIBALL C€ MEXAHHU3BM HA KOHTPOI HA
APTSPHATTHOTO HANATAHE TIPH MALMEHTH ¢ €CEHUMATHA XMIIEPTOHHNA: aMJIOAUIIMH [TPUHAJICHKH KbM KJ1aca Ha
Ka/ILIHEBHTE AHTANOHHCTH, BAJICapTaH KbM Ki1aca Ha aHruoTensuH Il peuenropuure O10kepw, a

XHAPOXAOPOTHA3HA KbM KJIaca Ha THaZHAHUTE JuypeThun. KoMOUHatMsaTa Ha TE3H ChCTABKY HMA aIMTHBCH
AHTHXUTEPTECH3HBEH €(DEKT.

AMNONUITHH/ BANCAPTaH/XMIPOXJIOPOTHAZH

Krunuuna ehuxacnocm u bezondachocm

AMIOAMIHH/BaNCcapTaH/XuAPOXIOPOTHA3H/L € U3NHTEEH B BOHHO-CIIANO, AKTUBHO KOHTPOJSIUPAHO [IpOy4BaHE
IPH NAUMEHTH ¢ XUNEPTOHHS. OO 2 271 NaLMEHTH ¢ yMepeHa 10 TeX<Ka XHIIEPTOHHA (CPEIHOTO H3XOAHO
CUCTOJTHO/AHACTONHO apTepHaiHO Handrase € ouno 170/107 mmHg) ca nekyBatu ¢

AMIIOAMIHA/ BancapTan/xuapoxnopotrasna 10 mg/320 mg/25 mg, sancapran/xuapoxnoporuazng 320 mg/25 mg,
amnoaunuy/sancaprtad 10 mg/320 mg wnu xuapoxnoporuazuy/amnoaunuu 25 mg/10 mg. B nauanoro Ha
MPOY4BAHETO HA NALMEHTUTE Ca HA3HAYEHH MMO-HIUCKH Z03H OT NPEANUCAHHTE HM TEPANeBTHYHH KOMOWHALHH H
BOCIIEACTBHE HA 2 CEAMMIIA CA THTPHPAHH JI0 TBJIHUTE UM TEPANEBTHYHH JIO3H.

Ha 8 ceamuua cpeaHoTo noHuwkaBaHe Ha CHCTOMHOTO/AHACTOIHOTO apTepHaiHO HansArane € 39,7/24,7 mmHg ¢
aMNOOHIMH/ BaRCapTan/XHApoxiopoTuasua, 32,0/19,7 mmHg ¢ sancapran/xugpoxnopotuasua 33,5/21,5 mmHg
¢ amnopHvnuH/BancapraH u 31,5/19,5 mmHg ¢ amaognnus/xuapoxnoporrasng. Tpoinata komOuHaums
NpeBb3X0XKAa CTATUCTHYECKH 3HAYMMO BCSKA €/1Ha OT TPUTE ABOHHH KOMOMHAUUK B MOHHXXABAHETO HA
AHACTONMHOTO H CHCTOTHOTO apTepHanHo nanaraie. [loHwxkaBaseTo Ha CHCTOAHOTO/AHACTONHOTO APTEPHATIHO
HanAraHe ¢ aMJI0AHINUH/ BajIcapTal/ Xxuapoxnoporuasua € ¢ 7,6/5,0 mmHg no-ronsmMo, 0TKONKOTO ¢
BaJICAPTaH/XHAPOXI0pPOTHA3HA, € 6,2/3,3 mmHg no-roasamo, oTKOJKOTO ¢ aMIQOIHIIHH/BATICapTaH H C

8,2/5,3 mmHg no-roismo, OTKOJIKOTO ¢ aMJIOAMITMH/ XUZPOXIOPOTHA3HA, ONTUMANHHUAT aHTHXHTIECPTEHIMBEH
e(eKT c¢ NOCTHra caed 2 CeAMHYEH NpUeM Ha MaKCHMANHATa 1034 AMIIOAMITHH/ BAJICAPTAH/ XHIPOXIIQ

(<140/90 mmHg) ¢ amnoaunud/pancapran/xuapoxyiopotHazua (71%) B cpaBHeHHE C BCIKA
NBOHHH KoMOHHauHH (45-54%) (p<0,0001).
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apTePUANIHO HANsraHe, NpH jie4eHue ¢ TpoiiHaTa KOMOMHALKS CnNpAMO BAJICAPTaH/XHAPOXIOPOTHAZNA,
BANCAPTAH/AMIOAUITHH U XUAPOXAOPOTHAZHA AMADTUTIUH.

AMJIOQAUIIUH

Mexarnuzvm na oeticmsue

AMJIOIMITHH, KOMTO B/IM3a B CLCTABA HA AMJIOAUIIHH/BAICAPTAH/XUAPOXIOPOTUAZHA HHXHOUDPA
TPaHCMEMOPAHHOTO HABIM3aHE HA KalLMEBH HOHH B ChbpPAEHHHTE U ChIOBUTE ITIAIKH MYCKYH.
AHTHXHITEPTEH3MBHOTO JEHCTBIHE HA aMIIOMITHH C€ Ah/KH Ha IMPEKTHHS pefakcHpall ePekT BbPXY CbIAOBHTE
rJTaJKH MYCKYJIH, KOETO BOOH A0 HAMaABAHC HA CHAOBOTO CHMPOTHBACHHAE H OTTaM Ha apTEPHANTHOTO HAJIAraHe.

Dapymaxoounamuinu eexmu

ExcnepuMeHTanHu JaHHH MOKA3BAT, e AMIOAMIIHH C€ CEbP3BA U ¢ JUXUIPONHPHIMHOBHTE H C
HEeIMXHAPONHPUIHHOBUATE MECTA 2a CBELp3Bate. [IpouecHTe Ha ChKpallleHHEe HA ChpJIEYHMA MYCKYJT H HA
CHAOBUTE INIAZKH MYCKYJTH €A 3aBHCHMH OT MPHABHKBAHETO HA H3BBHIUIETLHHUTE KATUMEBHA HOHHU B KJICTKMTE Ha
MYCKYJIUTE Mpe3 crieLuuhHuHu HOHHU KaHatueTa.

[IpunoxkeHHETO Ha TepareBTHYHA A03a AMIIOAHIIMH NPH NALUMEHTH C XHIIEPTOHHA ce MOCAeABa OT

Ba30AHNATALHA, KOATO BOAH A0 HAMAIABAHE HA APTEPHAITHOTO HAIATAHE B ICTHAJIO U B H3NPABCHO  MOJIOKEHHE.
[Ipu xpoHuyHa ynorpebda ToBa NOHWKABAHE HA aPTEPHATHOTO HATAMaHE HE ¢e ChbITTCTBA OT 3HAYMMH MPOMEHH B
ChpPACYHATA YECTOTA UM ILIA3MEHUTE HHBA HA KATEXO0JIAMHUHHTE,

Ilna3zmeHuTe KOHUCHTPALHH KOopenupart C EQ)GI{TEI, KaKTO rnpH Maann, Taka H lnpyd nauueHTH B CTAPYCCKA Bb3PACT.

[Ipu xuneprouuuy ¢ Hopmanna OpOpetna hyHkums, TepaneBTHUHUTE 103H aMJIOAUWITHH BOIAT 10 HaMa/IABaHe Ha
OBOPEYHOTO CBHAOBO CHIIPOTHBIEHHE U YBEJIMYABAHE HA MIOMEPYHATA UATPALHMA, U ePEKTHBHHA OBOpeUCH
KPBBOTOK, 0€3 1a NPOMEHAT GUIITPAUHOHHATA (hPaKLHS UITH IPOTEHHYPHATA.

KakTo u npu Apyrure 06J0KepH HA KANUMEBHTE KAHATH, XeMOJMHAMHYHHUTE H3MEPBAHHA HA ChPAEYHATA (PYHKLHS
B IOKOM W NPH HATORapBaHe (M XOJEHE) NPH MALUHEHTH ¢ HOPMAaTHA (PYHKUMA Ha KAMEPHTE, JIEKYBAHH C
aMJIOMITAH, KaTO UsUIO NOKA3BAaT JIEKO MOKAUBAHE HA ChPACUHUA HHAEKC 0e3 3Ha4dMO TIOBMABAHE HA dP/dt, unw
Ha JIEBOKAMEPHOTO U AHACTOJHOTO Ha/IraHe Win o0eM. B npoyuBaHus 32 XeMOJUHAMHMKA, aMJIOTHITHH HE c¢
CBbP3BA ¢ HEraTHBEH MHOTPOTIEH e(peKT, KOraro ¢ Npujiara 8 rpaHHLUHTE Ha TePANeBTHUHHTE A03H IIPH 3/1PaBH
AKHBOTHH M XOPa, AOPH KOTATO NIPU XOpa CE NpUJiara ¢XHOBPEMEHHO ¢ 6eTa-B1oKepH.

Ilpu 3apaBu XOpa U SKHBOTHH aMIIOJUITHH HE MPOMEHS CHHOATPHAIHATA HOAAIHA QYHKIMA U
aTPHOBEHTPHKYJIAPHOTO NPOBEKAaHe. B KIHHHUHH NPOYYBAHUSA, B KOHTO aMJIOUITHH € MPHJIaraH B
KoMOHHaLms ¢ 6eTa-0/I0Kkepy Ha NANMEHTH C XHNEPTOHUS WM CTCHOKAP/IHSA, He ca HAOUIIOIaBaHH HEXKENaHH
eheKTH CIPAMO NapaMETPUTE HA EJIEKTPOKAPAHOrpaMara.

AMJIOZHNNWH € APOYYBAH [1PH NALKMEHTH ¢ XPOHHYHA CTabWIHA CTEHOKAPAHWS, BA30CMHAaCTHYHA CTEHOKAP/AHA M
aHrHOrpapcKH 10KyMEHTHPAHO 3a00iSBaAHE HA KOPOHAPHHTE ChAOBE.

Kaunuuna ecpuxacrnocm u bezonacruocm

Ynompeba npu nayuenmu ¢ xunepmonus

PanpoMusnpaHo nBoiHOCKATIO NpoyuBaHe 3a 3a001eBaeMocT H cMbpTHOCT ALLHAT (AHTuxunepTeH:mBHo H
JIMITHIONOHM;KABAILO JIEYSHHE 3a MpodrIaKkTHKa HA chpaeyeH npuctsi) (Antihypertensive and L
treatment to prevent Heart Attack Tnal) e npoegeHo ¢ uen cpapHapaHe Ha HOBHTE TEPAITHY;
10 mg/nen (kanuuee aHTaroHuct) Uiy nuzHHonpuit 10-40 mg/nen (ACE nHxuburop)c T
Xnopranuaod 12,5-25 mg/aeH karo eueHde OT MbpBa THHUA MPH MALIMEHTH C JIeKa 00 Y

OBbuo 33 357 nauMeHTH ¢ XUNEPTOHKHS HA Bb3PAcT 55 rOAUHH W MoBEYe ca OHIIH paHIoM
3a cpenHo 4,9 roaunu. TauueHTHTE ca HMaNK NOHE ¢IMH NOMbIHHTENEH PUCKOB (hakTop 3a°



HA CLPLETO, BKIOUMTEIHO NPpeALISCTBAL MHOKapAEeH HHPAPKT Uiar UHCYNT (>6 Mecela fApeln BKIKOYBAHE B
MPOYYBAHETO) UM 0KA3AHO JPYTrO aTEPOCKASPOTHYHO ChpAEYHOCHA0BO 3a0onasaHe (nan 51,5%), 3axapeH
anader i 2 (36,1%), TUNONPOTEHHH ¢ BUCOKA MTBTHOCT - XxouaecTepon <35 mg/dl wnau <0,906 mmol/l (11,6%),
JIEBOKAMEPHA XUIEPTPOGUA, IHATHOCTHLHpAHA Ype3 e1eKTPOKAPAHOrpama WIH exokapauorpadceku (20,9%),
HAacTOALUH mywayu (2 1,9%).

[1bpeHuHaTa kpafina Touka e 6una cheTaBeH nokasaten ot ¢aTaneH KopoHapeH HHLMACHT WM He-(haTajieH
MHOKapeH nnpapkrt. He ca HabnioaaBaHu 3HAYMMH pa3fiMumsA 110 OTHOLIEHUE HA IbPBHYHATA KpakHa TOUYKa
MEKAY TEpanMATa ¢ AaMIOAMITHH M TEPANHATA ¢ XIOpTANTHAOH: koeduumenT Ha puck 0,98 95% CI (0,90-1,07)
p=0,65. Ilpu BTOpHUHHTE KpaliHH TO4KH, HECTOTATA HA ChPACYHA HEAOCTATLYHOCT (KOMITOHEHT HA ChCTaBHATA
KOMOHHHUpaHa CbpICHHOCHAORA KpailHa TOUKA) € OM1a CHIHH(HUKAHTHO MO-BHCOKA B IPyNaTa Ha aMJ/IOAMITHH,
OTKOJIKOTO B rpynata Ha xnoptainaou (10,2% cripamo 7,7%, RR 1,38, 95% CI [1,25-1,52] P <0,001). Beopeku
TOBA, HE C€ HADNIOJABAT 3HAHHMMH PANTUHHS MO OTHOWIEHHE HA 00WaTa CMBPTHOCT MEKIY I'PYNATa HA TEPAIHA C
aMJIOAHMITUH K Ta3d Ha Tepanks ¢ xnopTaauacH RR 0,96 95% C1 [0,89-1,02] p=0,20.

Bancaprau

Mexanuzem na oeticmeue

BancapraHn e nepopanHo aKTHBREH, MOLIeH i cneurduryed aHrHoTensu Il petenroped 610kep. Tol sb3aencTBa
CENeKTHRHO BbpXY AT peuenTopHUs NOATHIL, KOHTO € OTTOBOPEH 34 MO3HATHTE Bb3ACHCTBHA HA aHMHOTEH3UH

II.

Kaunuuna ecpuxacnocm u Hezonacrocm

[IpuioskeHueTo Ha BaIcapTaH FIpH NALKMEHTH C XMIIEPTOHUA BOAU A0 MOHIMKABAHE HA apTEPHATHOTO HanAraHe
6€3 NOBIUABAHE HA MYJICOBATA YECTOTA.,

[Ipu noseueTo NnauneHTH, ClIe] €AHOKPATEH NEPOPANIEH MPHEM, HAYAIOTO HA AHTUXHIIEPTEH3HBHOTO JAEHCTBHE €
B PAMKHTE Ha 2 yaca, a THKa B IOHWKABARHETO HA aPTSPHATHOTO HAIATAHE C€ OCTUra B PaMKHTE Ha 4-6 waca.
AHTHXHNEPTEH3UBHUAT eheKT NpoAb/iKkaa Haa 24 yaca ciel npueMa. [Ipu pegoBen NpHEM MAaKCHMYMa B
pelyKUHATa Ha apTEPHATTHOTO HAJISITAHE ¢ BCAKA 1034, KATO UANO, C& IOCTUIa B PAMKHTE Ha 2-4 ceaMuuMm.

XHAPOXIOPOTHAZHS

Mexanuzvam na oeticmaue

OCHOBHOTO MACTO Ha NEHCTBHE HA THAZUHUTE AUYPETHLIM Ca AUCTAIHUTE M3BMTH KaHaI4eTa B O60peka.
Jlokazano €, ye B ObOpeyuHaTa Kopa ChIIECTBYBA PELSNTOP ¢ BUCOK A(PHHHUTET, KOWTO NPEACTABAIBA OCHOBHOTO
MSCTO HA CBbP3BAHE 3@ NCHCTBUETO HA THA3WAHUTE AMYPETULM H 32 MHXHOHpAHE Ha TPaHCNOPTa Ha NaCl g
AVCTATHHTE U3BATH KaHaueTa. THa3HAHKUTE JHYPETULIH AEHCTBAT Ype3 WHXHOMpaHe Ha Na CI” cum noprep,
BEPOATHO Ype3 KOHKYPHPAHE 32 MACTOTO 3a cBbp3eane Ha Cl', M MO TO3W HA4YMH MOBIHABAT MEXAHHIMHTES HA
€JIEKTPOAUTHA peabcopOums: AMPEKTHO MOBUILIABANKH EKCKPELIWATA Ha HaTPHi H XJIOp B MPHOTH3HTE/IHO
€HAKBa CTENEH ¥ HHAMPEKTHO Ype3 AMYPETHUHOTO CH JCHCTBHE, HaMANABaHKH IL1a3MEeHHA 0DEM ¢ 0C/1eABaLIO
IOKa4BaHE Ha 1a3MEeHaTa PSHHHOBA AKTUBHOCT, CEKPELMA Ha a/lIOCTEPOH U 3aryda Ha KaJIHi ¢ YpHMHATA, KaKTO
H HAMAIABAHE HA HUBATA HZ CCPYMHHA Ka/IMH.

[leanarpriyna nonynauus

EBponeickara areHuus no jiekapcTaara 0cBoO0K/1aBa OT 3aAb/DKCHHETO 3a NPeAOCTaBAHE HA PE3Y/ITATHTE OT
[MPOYUBAHUATA C AMIOAMTUH/BAJICAPTAH/XHAPOXIOPOTHAZU BbB BCHYKH MOATPYIH HA NEAHATPH

Hee ronemu paHaoMusupasu kouTpoadpadu npoyuBanua — ONTARGET (ONgoing Telmlkaﬂ&n .—,ﬂqie

e

combination with Ramipril Global Endpoint Trial - Texy1uo rnodanHo H3anuTBaHe 3a KpanHu Tﬂqu “Flaf- | s &/



TEIIMHCAPTaH, CAMOCTOSATENHO H B KoMOHHauus ¢ pamunpun) u VA NEPHRON-D (Knuanudo npoyusaHe
CBBP3aHO C PA3BMTHE Ha HeponmaTHs NpH JuabeT, npoBeaecHo 0T MHHUCTEPCTBO MO BBIIPOCHTE HAa BETCPAHHUTE)
— npoy4Bat ynorpebara Ha komOuHanuaTa ot ACE uuxuburop u APb.

ONTARGET e npoy4ysaHe, nposeaeHO NPH NDAUMEHTH C AHAMHE3A 32 ChPACUHOCHA0RA KW MO3BYHOCHI0BA
Gosect, WK 3axapeH anabeT THN 2, MPUAPYKEHHM C JAHHY 33 YBPSKIaHe Ha eeKTOPHH opraHd. VA
NEPHRON-D e npoyuBaHe npH nauveHTH ¢be 3axape quader Tun 2 M AMadeTHa HedponaTus.

Te3u npoyuBaHKs He NOKa3BaT 3HAYMM OnaronpusTeH eekT BbpXy OBOpeduHHUTe H/UAH CHPACHYHOCHAOBUTE
NOCEULIM U CMBPTHOCT, KATO ChilEBPEMEHHO ¢a Ha0AK01aBaHH MOBHLLEH PHCK OT XHNEPKAITHEMHA, OCTPO
yBpexKaaHe Ha ObOpeuuTe W/HIK XHIIOTOHUS B CPaBHEHHE ¢ MOHOTepanuaTa. KaTto ce Umat npeiBua CXOAHHUTE
WM papMaKoOHHAMHUYHHU CBOHCTBA, T€3M Pe3y.1TaTH Ca NPUIOKUMH U 3a ApyrH ACE unxudutopn u APb.

ACE unxubutopu 4 APB cnenosartenHo He Tpa6Ba aa Ce H3MOI3BAT €JHOBPEMEHHO MPH MALMEHTH C 1Ha0eTHA
HedponaTus (BX. Touka 4.4).

ALTITUDE (KnuHn4Ho npoyusase npoBeaeHo ¢ aTHCKUPEH MPH TIAMEHTH ChC 3aXapeH Auader Tin 2 ¢
H3MOI3BaHe HAa ChPACYHOCHIOBH U ObOpeuHH 3a0019BaHNUA KATO KPaiiHA TOUKHU) € NpOyUBaHe, MPCIHAZHAYEHO
14 U3CJIEABA MOI3aTa OT JO0ABAHETO Ha anuckuped KpM cTanaaptha tepanua c ACE uHxubuTop vin APb npu
MALMEHTH CbC 3aXapeH qHabeT THII 2 U XpOHHUYHO 6BOpeuto 3abonsiBaHe, ChpASHHOCHAOBO 3a00I9BAHE UK U
agere. [IpoyusaHeTo € NpeKpaTeHo NPeXKIeBPEMEHHO NOPAAH MOBHUIIEH PUCK OT HEDIArONPHATHH ITOCICIHLIH.
KakTo cbpaguHOCha0OBaTa CMBPT, TaKa H HHCYJITHT €A MO-4SCTH B IPYTaTa Ha aAlTMCKHUPEH, OTKOJIKOTO B rpynaTa
Ha r11auedo, a MpeACTABNABALLMTE HHTEPEC HEXKENAHH CHOUTHSI H CEPHO3HH HEXETaHH CbOHTHA
(xMnepkanMeMus, XHNOTOHUA U OBOpeuna AHchYHKLHNA) ce ChobUIABaTEPUTEMA NO-YECTO B rpynara Ha
AJTACKMPEH, OTKOJIKOTO B Ipymnara Ha rnauebo.,

HemejlaHOMEH pak Ha KOXara

B13 0CHOBa Ha HAJIMYHUTE AAHHHU OT EMUIEMHOIOTHYHH IPOYUBAHHUA € HaOMo1aBaHa 3aBUCHMA OT
KyMYJIaTHBHATA 003a Bpb3ka Mexxay XXT3 u HMPK. Enno npoyusade BknoyBa nonynauus, CbCToALLA €€ OT
71 533 cnyuan na BKK u 8 629 cnyuan Ha CKK, u nomynauus ot choTBeTHO 1 430 833 u 172 462 nogxoadium
KoHTposu. Bucokara ynorpeta na XXT3 (xymynatusuo >50 000 mg) e cebp3ana ¢ kopurupadH OR 1,29 (95%
JH: 1,23-1,35) 3a BKK 1 3,98 (95% [H: 3,68-4,31) 3a CKK. Habmoaapana € acHa Bpb3Ka KyMy/JaTHBHA 103a-
otrroeop kakTo 3a bKK, taka v 3a CKK. Jlpyro npoyuBaHe rnokassa 8b3M0’KHa Bpb3Ka MEXKIY paka Ha YCTHHUTE
(CKK) u excnosuuuaTa Ha XXT3: 3a 633 ¢ayuau Ha pak Ha ycTHUTe € noadpaHa nonynauus ot 63 067
MOAXOAAIIH KOHTPOIIH, KATO C€ H3M0JI3BA CTPATErUA 3a B3EMAaHE HA [IPOOH, ONpeaesIeHa OT PUCKA.
JleMOHCTpUpaHa € Bpb3Ka KyMYyJIATHBHA 103a-0TroBop ¢ kopurupad OR 2,1 (95% JIH: 1,7-2,6), napacTsau o
OR 3,9 (3,0-4,9) 3a eHcoka ynotpeba (~ 25 000 mg) u OR 7,7 (5,7-10,5) 3a Hali-BHCOKaTa KyMyJlaTHBHA 1034 (~
100 000 mg) (Bxk. cbuio Touka 4.4).

5.2 PapMaKOKHHETHYHH CBORCTBA

JIHHe AHOCT

AMJIOAHIHH, BAJICAPTAH U XHAPOXJIOPOTHAZNA HMAT AHHEHHA PapMaKOKHHETHKA.

AMJIOAWNHH/ BAJICAPTAH/ XUAPOXJIOPOTHAZH

Chen nepopanHo NPHIIOKEHHE HA AMIOAMIIHH/ BaJICApTaH/ XMJIPOXJI0POTHA3ZU TIPK 3[IpaBH Bb3PACTHH ITHKOBH

IIA3MEHH KOHUEHTPALIMKA HA AMJIOHNHUHE, BAACAPTAH M XHAPOXJIOPOTHA3H] CE JOCTHTAT CHOTBETHO 3a 6-8 4aca, 3
yaca H 2 yaca.
CkopocTTa M cTengHTa Ha 20COopOLIMATA HA AMJTOAHITMH, BalICApTaH H XHAPOXJIOPOTHAZHA T1P
aMJIOAUITHH/ BAICAPTAH/XUAPOXIIOPOTHA3H], €A ChIIHTE, KAKTO MPH MPUJIAraHEeTO UM CaMoC

AMIOIHNHH

Abcopoyus




Crnea nepopajiHO NPpHI0KEHHE Ha TepaneBTHYHA 1033 aMITOAUNIMH, NHKOBA IJ1a3MeHa KOHIICHTPAUKA ¢€ A0CTHIA 33
6-12 yaca. AbcomotHaTa OuoHaTHUHOCT € MesKTy 64% u 80%. buonanHuHOCTTa HA AMITOJIMIMH HE  CE [TOBJTHABA OT
npyeMa Ha xpaHa.

Paznpederenue

O06eMBT Ha pasnpeaeneHue € npudaunsurenHo 21 Vkg. In vitro npoyusaHHs ¢ aMIOAHIMUH MOKA3BaT, 4e
npubausutenHo 97,5% ot uMpKynupalioTo JEKAPCTBO Ce CBbP3Ba C NJIa3MEHHTE MPOTEHHH.

buompaucopmayua

AMIOZHITHH ce MeTabonKH3upa ocHOBHO (MpubusurenHo 90%) B uepHus Apod A0 HEAKTHBHU MeTabOHTH.

Eaumunupane

EnvuMHHUpaHeTO Ha aMJIOUITMH OT Na3mMaTa € 0Mba3HO C TEPMHHANCH MOIY>KHBOT HA EJIHAMMHHPAHE
npubausuTenHo 30 1o 50 uaca. CTaLIMOHAPHH TUIA3MEHH HHBA CE JOCTHIAT CJie/] MPOABDKHTENCH MpHeM 32 /-8 IHH.
10% ot opurdHanHus aMnoadnyH 4 60% oT HerospuTe MeTabOJIMTH C€ EKCKPETHPAT ¢ ypHHATa.

Bancapray

Abcopbyus

Criell nepopanHo MPUIOKEHHE Ha BaJicapTaH MMKOBHTE M1a3MEHH KOHLETPALMK ce JOCTHIaT 3a 2-4 vaca.
Cpeanara abconroTHa OHOHATHYHOCT € 23%. XpaHaTa HamansaBa ekcrno3unuara (onpeaeicHa upes AUC) Ha
BancapTaH ¢ okoyo 40% u nukopara rmazMeHa koHueHTpauus (Cmax) ¢ okono 50%, Bbnpeku ToBa OKO10 8 yaca
Cel NpYeMa M1a3MeHMTE KOHUEHTPALKH Ha BaJICapTaH ¢a N0oA00OHHU B IpyNUTE NPHEMAJIM IEKAapPCTBOTO CEH
HaxpaHBaHe W Ha r1aaHo. Tasu peaykuusa Ha AUC, obaue He ce CbNbTCTBA OT KINIMHHYHO 3HAa4YUMa peyKUus Ha
TepaneBTHYHUA e(eKT U MO Ta3u NPUUMHA BAJICAPTAaH MOXKE J1a ce PHEMA Ha MaIHO HJIH CJIe/l HaXpaHBaHE.

Paznpegeacnue

CTaUMOHAPHUAT 00EM Ha pa3npeaeIeHNe Ha BAJICAPTAH Clie MHHTPABEHO3IHO NPUIOKEHHE € 0Koo 17 nuTpa,
KOETO MOKa3Ba, Y€ BAJICAPTAH HE Ce pa3npeaelis LIHPOKO B ThKaHWTe. Bancaprad ce CBbp3Ba BbB BUCOKA CTEMNEH
ChC CepyMHUTE NpoTerHH (94-97%), OCHOBHO ChC cepyMHHUA alOyYMUH.

buompancpopmayus

BasicapraH He ce MeTaDonn3Hpa BbB BUCOKA CTENEH, ThH KATO caMo 0k0J10 20% OT go3ara C€ yCTaHOBABA TOA
¢dopmara Ha MeTabonuTu. B niazMara e yetaHOBEH XHAPOKCH METabOJTUT B HHCKH KOHLEHTPALHH (110- MAJIKO OT
10% ot AUC nHa sancaprad). To3u Metabonur e papMakoNOrH4HO HEAKTHBEH.

Enumunupane

BancapTan nokassa My/ITHEKCIIOHEHLIMATHA KHHETHKA Ha pa3naj ({(tYza <1 vac u t¥2B okono 9 yaca). Bancapran
ce eNTMMUHKPA OCHOBHO ¢ deneca (okono 83% oT no3ara) H ypuHara (okono 13% or no3aTa) OCHOBHO KaTo
HEMTPOMEHEHO CheAUHEeHHE, (e HHTPABCHO3HO NPUIIOKEHHE IU1a3MEeHHS KJIHPBHC HA BaJICapTaH €
npubnuzuTenHo 2 1/h, a 5x6peunus knupbHe € 0,62 1/h (oxkono 30% ot obiHs KInpbHC).
[TonyKMBOTBT Ha BaJIcapTaH € 6 Jaca.

X HAPOXJIOPOTHA3H,

Abcopbyu s

AGcopOumsTa Ha XHAPOXJIOPOTHA3K/ CJIE/1 NEPOPANEH MpueM € Obp3a (tmax OKOJIO 2 Haca). 4
cpeaHata AUC ¢ aMHeHO W € NpONOPLIMOHAIHO Ha 103aTa B TSpaneBTUYHHA HANA30H.



EdekTbT Ha XpaHaTa BbpXy a0COpOUMATA Ha XHAPOX TOPOTHA3M/, aKO HMA TAKbB, HMa MalKa KITHHWYHA
3HAYHMOCT. AGCOMIOTHATA OHOHATHYHOCT Ha XHAPOXJIOPOTHA3H C/1eA NepopanHo npuwioxkeHue ¢ 70%.

Pasnpederenue

[IpuBuaHUgT 00eM Ha paznpenenenue € 4-8 I/kg. Llupkynvpamusar xupoxXopoTHA3HI € CBbpP3aH CbC
cepyMuuTe NpoTeuHu (40-70%), npeAUMHO CbC CepYMHHA an0yMHUH. XHAPOXJIOPOTHA3K/ CHIIO TaKa KyMYyJ/IHpa
B EPHTPOLIUTHTE APUOTUZUTEIHO 3 N'bTH NOBEYE, OTKOIKOTO B MIa3Mara.

Buompanchopmayus

XH,IIPOXJIOPOTH&SHJI Ce€ CJIMMHHUPpA NTPCOAUMHO KaTO HENPOMCHCHO BCLLUCCTBO.

Enumunupane

XHAPOXIOPOTHA3KM CE ENMMUHKMpPa OT TUIA3MaTa C BPeMe Ha NOIY>KHBOT cpeato 6 a0 15 uaca B kpalinara ¢asa
Ha eTMMHUHUpaHe. HaMa npoMaHa B KUHETHKATA Ha XHAPOXJIOPOTHA3H/ [IPH MHOTOKPAaTHO Npujiarale, a
KYMYJIMPAHETO € MUHHMAJTHO NPH NIPHJACKEHHE BeHb:K AHesHo. Hag 95% ot abcopOupanara no3a ce
EKCKPETHPA KATO HEMPOMEHEHO BELIECTBO B YPHHATA. BhOpeUHMAT KIHPBHE € ChCTOH OT MacHBHA GHATPAIHS U
AKTHBHA CeKpeuMsa B ObOpeuHuTe TYOY K.

CrneltvanHu nonyfiauuy

Heouampuunu nayuenmu (na evzpacm nod 18 200uru)

Hsama papMaKOKMHETHYHH JaHHU NPH NETHATPHYHATA NOTYJIALHA.

Hayuenmu 6 cmapuecka ev3pacm (Ha sbipacm 65 200unu u nogeue)

BpeMeTo 3a 4OCTUMAHE HA NMUKOBA IJIA3MEHA KOHUEHTPAUHS Ha aMIOAHITHH € CXOIHO NIPH MAAIH MALHEHTH H
MPH MALMEHTH B cTapuecka Bb3pacT. HMa TenaeHUWA MpU nauWeHTHTE B CTAPUECKA Bb3PacT KITHPBHCA HA
aMJIOJMITHH 13 HAMANABA, KOETO BOJM 0 NMOKaYeaHe Ha nuiouira nof kpueata (AUC) u nonyKHBOTA Ha
enumMuHupare. CpeaHara cuctemua AUC 3a BancapraH € no Bucoka ¢ue 70% npu NaueHTH B CTapuecka
Bb3pacT B CPABHEHHE C MO-MJaAH MALMEHTH, Nopaau Ta3u NpyydHa € HEOOX0AHMO BHUMAHHC NTPH MOBHILIABAHE
Ha 103ara.

CucreMmHara CKCNO34LIHMA Ha BancapraH € JICKO [TIOBHILICHA [MTPH NAUHCHTHTE B CTAp4CCKa BB3pacT B CPAaBHCHHC C
MIaJUTE MTALIMEHTH, HO TOBA HAMA HAKAKBO KIIHHHUYHO 3HAYECHHE.

OFpaHH'-IEHH JaHHH NMPpEeanoaarar, ye CHCTECMHHRAT KNTHPBHC HA XHAPOXICPOTHA3UA € HAMAJICH NPH [MAalIHCHTH B
CTap4€CcKa BL3pacCT, 34paBH KIIH € XHMNEPTOHHA, B CpaBHCHHE € M1adH 3[IPABH ﬂOﬁpOBOJ’luH.

Toii kaTO TPUTE BELIECTBA C€ MOHACAT €IHAKBO J00PE KAKTO OT MO-MJIaAMTE MALHEHTH, TaKa H OT MALUSHTHTE B
CTap4€CKa Bb3pacT C€ IPESNOopPbYBa HOPMAJIHA CXeMa Ha npunarade (Bx. Touka 4.2).

bwvbpeuno yepesxcoane

DapMaKOKMHETHKATA Ha AMJIOIIMITHH HE Ce MORTHARA 3HAYMMO NpPH HapylleHHe Ha 6bOpeunara pyHkuma. Kakro
ce O4YaKBa 3a BELLECTBO, YHHTO OBLOpeUeH KIHpBHC € camo 0kono 30% oT 00LLHA MIa3MeH KIMPbHC, HE ce
Ha0TI0AaBa Kopenauus Mexx1y ObOpeyHaTa QyHKLMA U CUCTEMHATA €KCMO3HULHs KbM BaJicapTaH,




yBpexaaHe ce Habmoaaa TpukpaTHo nosriueHue na AUC Ha xuapoxsioporiasud. [IpH NaLHEHTHTE C TEXKO
6BuOpeuHo yBpekaaHe ce HaGnonasa 8-kpatHo nosnwenne Ha AUC. aMioaunyH/BajcapTal/XHAPOX10pOTHa3HA
€ MPOTHBOMOKA3aH MPH MALUKEHTH C TEKKO OBOPeUHO YBpeKaaHe, aHypHs WM Ha Juanusa (Bx. Touka 4.3).

Heprodpobro yspeacoarie

Hanu4uy ¢a MHOTO OTPaHHYEHH JAHHK 32 MPHUIOKESHHETO HA AMAOJMITHH MPH NaUHEHTH ¢ YEPHOAPOOHO
yepexkaaHe. [laupMeHTHTe ¢ YEPHOAPOOHO YBPSH/AaHE MMAT HAMAIEH KIMPBHC HA aMJIOJHITHH ¢ NOCIEABALLO
nokaueade Ha AUC ¢ npubnusuresnso 40-60%. [Mpu naieHTH ¢ N1€K0 A0 YMEPEHO XPOHHUHO YEPHOAPOOHO
3a00JIsIBaHE €KCTIO3ULHATA KBM BajcapTaH (ornpeaeneHa ypes cToHocTuTe Ha AUC) € ABa NbTH N0-BHCOKA OT
YCTAHOBEHATA NpH 34paBH A00pOBOILH (rpynupaHy No Bb3pact, o v tero). Hopaan BancapraHoBata
KOMIOHEHTA aMJIOJUITMH/BASICAPTAH/ XHAPOXAOPOTHAZU/L € MPOTHBOMOKA3aH MPH NALUEHTHTE C 4ePHOAPOOHO
yBpexKaaHe (BxK. Touku 4.2 v 4.3).

5.3 IlpeakanuH4yHE NaHHH 32 Ge30MaCHOCT

AMJIOIHNHH/BAJICAPTAH/XUAPOXACPOTHAIM

B penuua npeaxnuH14HHY NpOYy4BaHMA 32 6€30MACHOCT C aMJIOJUITHH, BAJICAPTaH, XHAPOXJIOPOTHA3H,
BasicapTaH/XHApOXJIOPOTHAZU I, AMIOAUNIMH/BAJICAPTAH H AMJIOAHITUH/ BaNICapTan/ XHAPOXTIOPOTHA3HI, TPOBEICHH
MPH Pa3IHYHK KHBOTHHCKH BUOBE, JIMNICBAT JOKA3aTE/ICTBA 33 CHCTEMHA HJIH  OpraHHA TOKCHYHOCT, KOHTO 13
OKaXXaT HEraTHBHO BIMAHUE BbPXY KJIMHHUYHATA yroTpeda Ha aMI0AMGHH/BAJICAPTaH/ XHIPOXNOPOTHA3HA 11PH
xopa.

[Ipe AKTHHUYHH TIpOYYBaHUs 32 O€30MACHOCT € NMPOABIKHUTEIHOCT 10 13 CeaAMHULIM ¢a NPOBEACHH C
aMII0JUITHH/ BAJICApTAH/ XHAPOXA0POTHA3K NPH IUTbX0Be. KoMOMHALMATA BOH 10 04aKBAHO [TOHWKCHHE Ha
[MoKa3aTesIMTe Ha YepBeHaTa KPbBHA PeHLIA (EPHTPOLIMTH, XeMOTJIOOHH, XEMaTOKPHT H PETHKYJIOLIHTH),
OBHIIIABAHE HA CEpYMHATa ypes, MOBHIIABAHE HA CEPYMHHS KPEATHHHH, MOBUIIARAHE HA CEPYMHHS KAIHH,
IOKCTArNIOMEPYJIapHa XHOEpaa3us B ObOpeka 1 QOKANHH EPO3HHM B XKIE3UCTHA CTOMAX NPH MIbXOBE. BCHYKH
T€3H NPOMEHHU ¢a OOpaTHMH ciiell 4-CeAMHYEH Bb3CTAHOBHTE/ICH MEPUOA U CE CMATA, Y€ Ca BCIICACTBHE
arpaBUpaHe Ha (papMAKONOTHYHHUTE eEKTH.

KomOuHauusaTa aMIoAUNKuH/ BaIcapTaH/ XHAPOXJIOPOTHA3KA HE € H3CNE]BAHA 32 TEHOTOKCHYHOCT U
KAHLEPOr€HHOCT, Thil KATO JIMIICBAT AOKA3aTEJICTBA 3a HAKAKBO B3aMMOACHCTBUE MEX Y OTAE/THHTE BELUCCTBA,
KOMUTO Ca OT/JaBHa Ha fazapa. AMIOAMIWH, BAICAPTaH U XMAPOXJIOPOTHA3H/ Ca U3C/IEABAHH NMOOTIEIHO 3a
reHOTOKCHYHOCT M KaHLIGPOT€HHOCT € HETATHBHH pPe3y/ITaTH.

AMJIOAHITHH

Penpodyxmugra mokcusnocm

PenpoayKTHBHU NpoyYBaHUs NpH [LTbXOBE U MULIKU NNOKA3BaT 3aKbCHABAHE HAa 1aTaTa Ha PAKJAHE, YAbKEHA
[MPOAB/BKUTETHOCT HA PAXKAAHETO W HAMAJIEHA )KH3HECTIOCODHOCT HA MANKUTE TIPH A03u NpHOIM3UTenHo 50 nbTH
[10-BUCOKH OT MaKCHMAJTHHTE NPETIOPHUMTESTHH 03K OPH X0pa, H34ucieHd Ha 6aza mg/kg.

Hapywenua eve hepmuiumema

Hsama edekrt BbpXy (hepTHIMTETA HA MITBXOBE, TPETHPAHH ¢ aMAOAMMHH (MBXKH — 64 AHH H KEHCKH — 14 fHM
npead undrocate) B 1034 10 10 mg/kg/mex (8 nbT* MakcumanHaTa npenopbuMTeTHa 1034 33 Xopa oT 10 mg,
W34KcsieHa Ha 6aza mg/m-). B Apyro npoy4sane npH IUIbXoBe, NPH KOETO MBKKH [UTbXOBE Ca TPETHPAHH ¢
amyiogrnuHoe besuwat 30 AHK, ¢ 4033 CpaBHHMA C A034aTa NPy Xopa, U3uKcieHa Ha 6aza mg/kg,

[UTBTHOCTTA Ha criepMaTa H 6]305[ Ha 3pCiid CIICPpMAaTHIH H CCDTONHCBH KIICTKH.

Kanyepoeeneza, mymazenesda

Hsama naHuu 3a KaAHLUECPOrEHHOCT NPH ILTbXOBEC H MHLLIKH, TPETHPAHHU JBC TOAWHHA C AMJIO



KOHLIEHTPALIHMH, H3YHUCIIEHH 13 OCHIYPAT IHEBHHU 10308 Huea ot 0,5, 1,25 u 2,5 mg/kg/nen. Haii-BHcoxara no3a
(NpH MHIIKH - OJTH3KA 1[0, a [IPH JUTEXOBE — BA IMETHT M0-BHCOKA OT MAKCHMAIHATA NMPETIOPEUUTEIHA KIHHHYHA
Ao3a ot 10 mg, u3uncnena 3a mg/m*) e Omya GaM3ka 0 MAaKCHMAITHO AOMYCTHMATA [1032 33 MHILKH, HO HE H 32
[UTEXORE.

[IpoyusanHua 3a MyTareHHOCT He IIOKA3BaT JIEKAPCTBEHO-00YCIIOBEHHU e(heKTH HHTO Ha N'eHHO, HUTO Ha
XPOMO3OMHO HUBO.

* H3umcnexa 3a nauuenTy ¢ terno 50 kg
BascapraH

HexnpHyuusMTe 1aHHH He 110Ka3BaT 0c00eH PHCK 3a Xopa Ha 6a3aTa Ha KOHBEHUHOHAIHUTE (papMaKoIOrHYHH
Npoy4BaHus 3a 6e30MacHOCT, TOKCHYHOCT NMPH MHOTOKPATHO MpHIAaraHe, FreHOTOKCHYHOCT, KAHLIICPOTCHEH
NMOTEHUMAN, PEIIPOAYKTHBHA TOKCHUHOCT K TOKCHYHOCT 33 Pa3BHTHETO.

[IpH rTBX0BE TOKCHYHH JO3H 3a Maiikara (600 mg/kg/nen) no BpeMe Ha MOCNeIHHTE IHH OT OpeMEHHOCTTa U
NEPHOAA Ha IAKTALMA ¢a JOBEJIH IO MO-HHCKA CTENeH Ha TIPSKABISMOCT, MO-C1abo Ha/iiaBaHe Ha TErJ0 H
3abaBeHO pa3BHTHE (OTAC/IAHE HA YIIHATA MHIA H OTBAPSHE Ha CILyXOBHSA KaHAJT) Ha TIOKOJICHHETO (BXK. TOUKa
4.6). Tesu no3u npy rrexose (600 mg/kg/neH) npeactasnseaT NpuOM3UTENHO 18 MPTH MakCHManHaTa
MpenopruHTeNHa 1032 MPH Xopa Ha GasaTta Ha mg/m’ (M3UKHCIIEHHATA Ce OTHACAT 3a NIepopaiHa 1o3a 320 mg/nen
U nanyenT ¢ terno 60 kg).

[TpH npeaxIMHAYHM TPOyUYBaHH 33 O€30MacHOCT BHCOKH /1031 BancapTad (200 1o 600 mg/kg TenecHo Terno)
NIpeIU3BHKBAT TPH [LTBXOBE HAMAJIABAHE HA ITAPAMETPHTE HA YePBEHUTE KPBBHH KIETKH (€PHTPOLIMTH,
XEeMOTOOHH, XEMATOKPUT) ¥ TIPHUUHABAT NPOMEHH B GLOpeYHaTa XeMOIMHAMHKA (JIEKO MOBHIIABAHE Ha YPedTa
B KpBBTA, Ob6peuna TyOyiHa xuneprnnasag M 6azodida npH MekKHTE). Te3n 1030 OpH mTkxose (200 o

600 mg/kg/nen) npencrasiagaraTt npubamsurensHo 6 1 18 NbTH MakCUMaiHATA NPENOPBUHTENIHA 1034 [IPH X0Dha Ha
6azara Ha mg/m’ (H3YNCIICHUATA CE OTHACAT 3a NlepopaliHa 103a 320 mg/nes u mauuent ¢ Terno 60 kg).

[IpH MapMO3ETKH B CPABHMMH JIO3H MPOMEHUTE Ca MOAOOHH, HO MO-TEXKH, 0cobeHO B OHBOpeLIHTE, KBIESTO
[NPOMCHHTEC CC pa3BHEAaT 40 HE(DPOH&THH, BKJIKOYBAUIA [TIOBHILICHHUE HA YPCATA H KpcaTHHHHA B KPLETA.

Ha6mopaea ce cLI0 XHIIepTpodHa Ha OBOPEUHHTE IOKCTAIIOMEDPYITHH KJIETKH M TIPH ABaTta BUAa. CuMTa ce, ue
BCHYKY IPOMEHY CE€ IB/KAT Ha (PapMakoIOrHYHOTO ASHCTBHE HA BAICAPTaH, KOSTO BOIH A0 TIPOABIDKHTCIHA
XHINOTOHHUA 0COOEHO TIpH MapMo3seTuTe. M3rnexaa, 4e TepaneBTHYHATA 1034 HA BaJICapTaH IPH XOpa He €
CBBHP3aHa ¢ XUIepTpodus Ha OBbOPEeUHUTE KOKCTATTOMEPYITHH KISTKH.

6. DPAPMAINIEBTHYHA JAHHHU
6.1 CnHCBK HA NOMOINHATE BEHIECTBA

AHopo na mabremrama
[enynosa, MUKPOKPHUCTAIHA
Tosunon K25
KpockapMenosa HaTpui
Harpues naypuncyndar
ManuToNn

CHNMHLIEB THOKCH, KOJTIOHJIeH Oe3Bo/ieH
Marnesues creapat (E470b)

Durmoso noxpumue

[ lonr(BUHHAIOB ANTKOXOJ)
Maxporon 3350

Turanos guokcug {(E171)
Tanxk




Kenesen okcua, yepseH (E172) — cavo za 10 mg/160 mg/12,5 mg u 10 mg/320 mg/25 mg
Keneszen okcun, xkuat (E172) — cavo 3a 5 mg/160 mg/25 mg ul0 mg/160 mg/25 mg

6.2 HecbBMecTHMOCTH
Henpunoxumo
6.3 Cpok Ha roaHocT

3 roaAuHH

6.4 Coenna/iHy yC/I0BHS HA ChbXpAaHEeHHe
To3u nexkapcTBeH NpoaAYKT HE U3UCKBA CMELMATHU YCJIOBUS HA CbXPAHEHHE.

6.5 Bua v chabpKkaHHe HA OIAKOBKATA

baucrep (OPA/AI/PVC//Al donno): 7, 10, 14, 28, 30, 56, 60, 84,90,98, 100, 7x 1, 10x I, 14 x 1,28 x 1,
30x1,56x1,60x 1,84 x1,90x1,98x 1 u 100 x 1 ¢punmupanu Tabnerku, B KyTHs.

baucrep (OPA/AI/PVC//Al hoauo), ¢ orbensizanu AHM oT ceamuuara: 7, 14, 28, 56, 84,98, 7x 1, 14 x 1,
28x 1,56x 1,84 x 1198 x 1 dunmupanu TabiieTku, B KyTHS.

He BcHuku BUAOBE OMAKOBKK MOrar Aa ObaaT MmycHaTH Ha rnasapa.
6.6 CnennajJHu npeanasHid MepKH NpH H3XBbPJsiHe H paborTa

Hsama cneuuaiHi W3HCKBaAHUA.

7 INIPUTEXATEJI HA PASPEHIEHHUETO 3A YIIOTPEBA

KRKA, d.d., Novo mesto, Smarjeéka cesta 6, 8501 Novo mesto, CiroBeHus

8. HOMEP(A) HA PASPEHIEHHETO 3A YIIOTPEBA
Bantpuxom 5 mg/160 mg/12,5 mg — Per. Ne: 20190064
Banrpukom 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
Bantpukom 10 mg/320 mg/25 mg — Per. Ne: 20190068

9. JATA HA ITbPBO PASPEIIABAHE/TIOJJHOBABAHE HA PASPEILIEHHETO 3A YIIOTPEBA

Jlara Ha mbpBO pa3peluasane: 28.03.2019
JlaTa Ha MOCAeaHO NMOJHOBSABAHE:

10. JATA HA AKTYAJIMHBUPAHE HA TEKCTA

30 FOunm 2023

[lonpobHa nHpopmalms 3a TO3H JIeKapCTBEH MPOAYKT € MpeaocTaBeHa Ha yebcalita Ha
no Jlekapcreara (MAJI) http://www.bda.bg.




