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KPATKA XAPAKTEPHUCTHKA HA ITPOIYKTA



USNbAKUTENHA ATEHLIVISA NO NEKAPCTEATA

T [ Kpamwa xapanmepucmuxa Ha Npogykma  IpusDKE =L |
1.  HMMEHAJIEKAPCTBEHUSA IPOJAYKT e
KoM Pee. Nso.zo /3"’059’/(“]/6’{

Bantpukom 5 mg/160 mg/12,5 mg punmupany tabaeTku Paspewenue N

Baarpukom 5 mg/160 mg/25 mg dbuimupanu tabnetku .- P 3 '7‘;? - .Z
Banrpuxom 10 mg/160 mg/12,5 mg dunmupanu Tabnetkun AR R LT
Bantprkom 10 mg/160 mg/25 mg punmupanu Tabnerku

Bantpukom 10 mg/320 mg/25 mg dbunmupanu tabnetku

1501 200

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

2. KAYECTBEH U KOJTHYECTBEH CHCTAB
I mg/160 mg/12,5 mg

Besika ¢unmupana Tabierka cpabpka 5 mg amnoaunuu (amlodipine) (kato amnoaunHos 6e3unar), 160 mg
BasicaptaH (valsartan) u 12,5 mg xuapoxioporuazu (hydrochlorothiazide).

S mg/160 mg/25 meg
Beaka punmupana tabnetxka ceabpxa 5 mg amnoaunui (amlodipine) (kato amnoaunuHoB Oezunar), 160 mg
BaNncapTan (valsartan) v 25 mg xuapoxnoportnasua (hydrochlorothiazide).

[0 mg/160 mg/12,5 mg
Besaka ¢ouimupana Tabnerka ceabpxa 10 mg amnoaunun (amlodipine) (kato amaonnnuuos Ge3unar), 160 mg
BasicapTaH (valsartan) u 12,5 mg xuapoxnopotuasua (hydrochlorothiazide).

10 mg/160 mg/25 mg
Beska ¢punmupana Tabnetka ceabpxka 10 mg amnogununn (amlodipine) (xato amnoaunuos Gesunar), 160 mg
BajicapTaH (valsartan) U 25 mg xuapoxsiopotHasua (hydrochlorothiazide).

[0 mg/320 mg/25 mg
Beaka ¢punmupana rabnerka cueavpxa 10 mg amnoaunus (amlodipine) (kato amnoaunuuos Gesunar), 320 mg
BajICapTaH (valsartan) u 25 mg xunpoxnopotuasna (hydrochlorothiazide).

3a IBJIHMS CIIHCHK HA [TIOMOLUHUTE BEWECTRA, BUXKTE TO4Ka 6. 1.

3. JIEKAPCTBEHA ®OPMA

PunmupaHa rabnerka (TabiaeTka)

S mg/160 mg/12,5 mg
besnn wiu noyru Genu, oBaTHY, ABOMHOM3ITbKHAIM PUIMHpaHU TabneTky, ¢ penedHo obo3Hauenue K1 or eaHara
CTpaHa Ha Ta0JIeTKaTa, C OpUONM3UTETHH pasmMepd 13 x 8 mm.

5 mg/160 mg/25 mg

baeaoKbTH, 0BANHH, ABOHHOW3NbKHAIHN $HHIMHPaHH TabAETKH, ¢ penethHo obo3HaueHne K3 ot eiHaTa cTpaHa Ha
TabneTkara, ¢ npubau3uTesntu pasmepu 13 x 8 mm.,

[0 mg/160 mg/12,5 mg

P0308H, OBaIHH, 1BOHHOW3TLKHATH DHTMHPaHH TaGeTKH, ¢ penedro obosrauctue K2 ot
Tabnerkara, ¢ npubaH3uTeHH pasmepy 13 x 8 mm.
[0 mg/160 mg/25 mg

KasBo-3kbiTH, 0BANHH, ABOHHOM3MBKHANH (GWIMUPaHH TabIETKH, ¢ penedHo 0003HaUeH
TaONETKATa, ¢ NprdIM3UTenHM pasvep 13 x 8 mm.

10 mg/320 mg/25 mg

N6 £/65



Kadaso-uepsenu, oBalHH, ABOHHOM3NbKHAAN QUIMHPaHH TaOneTKH, ¢ NPHOIH3UTETHA pazmepd 18 x 9 mm.

4. KJIMHUWYHH JAHHHU

4.1 TepaneBTHUHM NOKA3aAHHH

JleueHHe Ha eceHUMATHA XHNIEPTOHUA KaTO 3aMECTUTEAHA TEPAMA OPH Bb3PacTHHU NMALUCHTH, NPH KOKWTO €
MOCTUTHAT 3a0BOIHTENEH KOHTPO BbPXY apTEPHAIHOTO HaJIAraHe ¢ KoMOMHaUHATa AMJIOAUIMH, Baj1ICAPTaH U

xuapoxiopotHasua (HCT), npunaranu kaTo TpH OTAENHH feKapcTBEHH GOpMHE HIIH KATO (PHKCHpaHa ABOHHA
KOMOUHAUMA 4 OTAEHA IeKapcTBeHa Gopma.

4.2 Ho34poBKA H HAYHH HA NPHJIOKEHHAE

Ho31upoBKa

[1penopbunutennara nos3a BanrpukoM e eHa TabeTka qHEBHO, 34 NIPEAMOYHTAHE CYTPHH.

[lpean na npemuHaT Ha neveHue ¢ BantpukoM nauuedture Tpadea na 6baaT Ha PUKCHPAHHU 03H OT
CbOTBETHHUTE MOHOKOMINOHEHTH, KOWTO TIPHEMAT MO ChIIOTO BpeMe. JlozaTa Ha BanTpukom ce onpeaens Ha basa
AO3UTE HA OT/AETHUTE KOMIIOHEHTH OT KOMOUHAIIHATA B MOMEHTA Ha MPEMHHABAHETO.

Makcumannara npenopburTenna no3a Barrpukom e 10 mg/320 mg/25 mg,

CnenManHu nonyaanuy

bvopeuno vepexcoane

[Mopaau xvapoxnopoTHa3sHIHATA KOMITOHEHTa BanTpukoM e MpOoTHBONOKA3aH NP MALMEHTH C aHYpHS (BX.

TOYKa 4.3) ¥ MPH NaLWEHTH ¢ TexKOo OBOpeyuHo yBpexaaHe (CKopocT Ha rmomepynna dpuiatpauus (GEFR)
<30 ml/min/1,73m?) (8. ToukH 4.3, 4.4 u 5.2).

He ce Hanara xopekiins Ha Ha4aaHaTa J103a MpH MaUHeHTH ¢ JIEKO A0 YMEPEHO OhOpeUuHO YBpeKAaHE (BXK. TOUKH
4.4n5.2).

Yeproopobmo yepeoscoate

[lopaau BancapraHopaTta KOMNOHEeHTa BanTpUKOM € NpOTHBOMOKA3aH MPH MALMEHTH C TEXKKO UYCPHOAPOOHO
yBpeskaaHe (Bxk. To4ka 4.3). [Ipu naureHTH ¢ Neko A0 yMepeHo YepHoapoOHo yBpexkaaHe 0e3 xosecrasa,
MaKCHMaIHATA NPENopbYMTEIHA J03a BajicapTad € 80 mg u nmopaau Ta3u npuyAHa BaaTpHKOM HE € NOAX0AALL
MpH Ta3u rpyna nauueHT! (Bx. Touku 4.3, 4.4 u 5.2). [Ipenopbky 3a 103aTa HA aMJIOIHITHH [IPH MALIHEHTH € JICKO
10 YMEPEHO YepHOAPOOHO YBPEXK/IAHE HE ¢a YCTaHOBeHH. [Ipy npeMHHaBaHe Ha MOAXOAALM NALUHEHTH ¢
XUNEPTOHUA (BK. Touka 4. 1) U yepHOIpoOHO YBpeXaaHe KbM JieueHHe ¢ Bantpukom, TpadBa da ce u3nons3ea
HAal-HUCKAaTa HAlTMYHA 1033 aMJTIOUITHH.

Copoeuna neoocmamvyHOCm U KOPOHAPHA DOAECH HA Copyemo

ChbuiecTsyBa OrpaHHyeH OMUT ¢ ynorpedara Ha BanTpukom, ocobeHo B MAaKCHMAITHH O3M, IPH NAUHEHTH CBC

NalHEHTH CBC CbPAEYHA HELOCTATHUHOCT M KOPOHapHa GONECT Ha ChpUETO, OCODEHO NpU
MakcumasnHata 7o3a Bantpukom 10 mg/320 mg/25 mg.

Hayuenmu ¢ cmapuecka sv3pacm (Ha ew3pacm 65 co0unu u nogeye)



10 mg/320 mg/25 mg, TbH kaTo AaHHKTE 3a yrioTpeba NpH Ta3y NauHeHTCKa MonyJiauHs ca orpaHnyenH. [lpu
IPpEMHHABAHE HA NOAXOAALLH NALKUCHTH ¢ XHIepToHus (Bxk. Touka 4.1) kbM JedeHHe ¢ BantpukoMm, Tpadea aa ce
M3M0;13Ba Hal-HMACKATa HATM4YHA 10332 AMIOLUNNH.

Heouampuyna nonyarayun

Hsma cbhorseTHo npunoxenue Ha BanTpukom B neaMaTpyyHaTa momyaaius (HalMEHTH HA Bb3pacT nox 18
FOIUHH) 332 NOKA3AHUETO JICUEHHE HA €CEHUMATHA XHUIIEPTOHMS.

HaunH Ha npyunoxkenue

[lepopanHo npuinokeHue
Bantpukom moxe na ce npuemMa ¢ uiu 6e3 xpaHa.

Tabsierkure Tpadea aa ce MOrAbLUAT LETH ¢ MAJTKO KOJMYECTBO BOAA, NO €THO U CHILO BPEME BCEKU ACH, 34
MPearnoOYHTAHE CYTPHH.

4.3 [IpornBonoOKa3aHHus

- CBPBLXUYYBCTBUTENHOCT KbM AKTHBHHTE BELIECTBA, APYTH CYA(POHAMHIHN NPOU3BOIHH,
JAMXHIPOMUPHAHHOBH MTPOHZBOAHH HIH KbM HAKOE OT NOMOLIHHTE BELISCTBA, H30pOEeHH B TOUuKa 6.1.

- Btopu u TpeTH TpuMecTbp Ha OpeMenHoCTTA (BK. TOUKH 4.4 11 4.6).
- YepHoapoOHo yBpexiane, SHUIIMApHA 1[MPO3a HITH X0JISCTa3a.

- Tekxo 6uOpeuro yBpexkaane (GFR <30 ml/min/1,73 m?), aHypus ¥ ipu MaLHUEHTH HA AHATH3A.

- EnnoBpemeHHarta ynorpeda Ha BanTpukoM ¢ anHCKHUPEH-ChABPKALIY POAYKTH € IIPOTHBOMOKA3aHA NPH
. 2
NalHEeHTH CbC 3axapen auadbet niu 6s0peuHo yepexkaane (GFR <60 ml/min/1,73 m) (BxK. ToukH 4.5 u
5.1).
- PedpakTopHa XHnoKanHeMHSs, XHIIOHATPHEMHSA, XHIEPKATLHEMHS H CHMITOMaTHYHA XUTIEPYPHKEMHUS.
- Texka xunoroHus.

- Lok ( BKIKOYMTETHO KapAHOT€HEH LIIOK).

- OOCTpyKUKA HA U3X0Aa HA NIABa KaMepa (Harp. xunepTpoduuHa 0OCTPYKTHBHA KAPAUOMHOINATHA U
BHCOKOCTENEHHa a0pTHA CTEHO3Q).

- XeMOJHHAMHYHO HecTaOWITHA ChpeuHa HEJOCTATLUYHOCT ClIe/l OCThP MUOKApPAEH HH(ApPKT.
4.4 Crnennann npeaynpeskaeHus H NpeInaiHd MEPKH PH YIOTpeda
besonacHocTTa H euKacHOCTT2 HAa AaMJIOIMITHH IIPH XHIIEPTOHHUYHA KPH3a HE ¢4 YCTAHOBCHH.

l1aieHTH ¢ HATPHEB- W/HAKH COEMEH NepULNT

ExcuecrHBHA XUITOTOHHA, BKIKOUHTENHO OPTOCTATHYHA XHIIOTOHMS, ¢ce HaOmoaaea npy 1,7% OT_NauueHTHTeE,
NEKYBaHH C MaKCUMaHaTa 4034 aMI0IKUNKH/BancapTad/xuapoxiaoporiazua (10 mg/3
1,8% npu manwentuTe Ha Bancapran/xugpoxiopornazui (320 mg/25 mg), 0,4% n
amoaMnuu/Bancaprad (10 mg/320 mg) u 0,2% npu NaLHEHTUTE Ha XHAPOXIOPOT
(25 mg/10 mg) g X014 Ha KOHTPOJHPAHO WIMMTBAHE MIPH NALMEHTH C YMEpEHa [
XUNEPTOHMS.




[1py naumenTH ¢ HaTpHEB Wik oDeMeH ASPUUMT, NpHEMaLLii BHCOKH 03K JHYPETHLH € Bh3MOKHO 13
BE3HMKHE CUMITTOMATHYHA XHITOTOHHA CJIE/ 3alI0YBAHE HA JICUSHHUETO C

aMST0AMITHH/ BAJICAPTAH/ X UAPOXI0POTHANA. AMJIOAUITMH/BA/ICAPTAH/XMAPOXIOPOTHAZM TPAOBA 14 C€ NpHilara
Camo cJie]l KOPHrMpaHe Ha NPeALIeCTBall HATPHER H/HAK o0eMeH 1eQuLuT.

AKO I1pH JICUEHUE ¢ aMIOAHMIHH/ BaACapTaH/ XHAPOXIOPOTHA3H,I HACTBIIH €KCLUECHBHA XHNOTOHHS, NALUEHTBT
TpaOBa aa OB/€ NOCTABEH B JIETHANO NOJIOKEHHE H NPU HEOOX0IMMOCT [a CE MPHIOKH HHTPABEHO3HA HHPY3HA C
¢usnogoruyeH pasTeop. JleueHUeTO Moske 1a Ob/Ie NPOAB/BKEHO CIE KaTO Ce CTa0HIIn3npa apTePHASTHOTO
HAASTaHE.

[IpoMeHH B CEPYMHUTE €CKTPOTHTH

Amaodunun/saicapman/xuop oxaopomua3ud

B X04a Ha KOHTPONAMPAHOTO KIIMHHYHO W3MHTBAHE HA aMNOAHMKH/BasicapTaH/XHAPOXJTOPOTHAZHA IPHU MHOTO OT
MalMEHTHTE MPOTHBOIIOJIOKHHMTE €(pEKTH Ha BasicapTad 320 mg W XUAPOXIOPOTHA3H 25 mg BbPXY HHBATA Ha
CEPYMHHA KATTHH MOYTH ce HeyTpaIu3upat B3auMHo. [Ipy Apyry nallHeHTH, eUHUAT WK OPYTHAT €PEKT MOXKE
na noMuHupa. llepyoaruHo, Ha nogxoasuIM UHTEPBANTH OT BpeMe, TPAOBA 1a ce u3CAcABaT HUBATA HA CEPYMHHUTE
€JICKTPOIIMTH C LIEJ1 OTKPUBAHE HA BB3MOXKHH SJIeKTPONHTHH HapyllUeHH.

[TeproauuHO M3CIENBaHE HA HUBATA HA CEPYMHHUTE ENEKTPOIMTH, NO-CNESLMAIIHO Ha Kanus, Tpa0Ba 1a ce
MpOBCHIA Ha ONPEASTICHH HHTEPBAIU OT BpEME C LI/ OTKPUBAHE HA Bb3MOKHH €IEKTPOIHTHA HAPYWICHH,
0COOEHO TP NMALHEHTH C JPYrH PUCKOBH (HAKTOPH KATO HapylieHa OnOpeyuHa QyHKIns, ISUSHUC C APYTH
JEKAPCTBEHHM [IPOAYKTH HIH NPEAXOXKJallla aHaMHe3a 33 €/IeKTPOJIMTHU HAPYIHCHHS.

Baacapman

Ennospemennara ynortpe0a ¢ kanvesn 100aBKH, KATMA-ChbXpaHsABalH JUYPETHIH, 3aMECTUTEN HA CO.ITa,
CBLABPXKAILH KATHH, UM APYTH NEKapeTBEHA NPOIYKTH, KOUTO OMXa MOIJIH Ja MOBHLIAT HHBATA HAa KanuH
(XenapuH W T.H.), He ce nipenopbupa. CTOMHOCTHTE Ha Kanus TpsAOBa CHOTBETHO a C& MOHHTOPHPAT.

Xuopoxaropomuasud

JleueHHeTO ¢ aMITOAHITHH/ BAICAPTaH/XHAPOXJIOPOTHA3KA TPAORA Ja C€ 3a1104HE CaMO ClIe/l KOPHIHPaHe Ha
XHIIOKAMHEMMATA H CHIYbTCTBALLATA XUNOMArHE3UEMHA. T Ha3UAHUTE AHYPETHLH MOI'aT [a YCKOPAT HOBa MoABa
HA XHIIOKAJIMEMHS WIH A2 00OCTPAT npeJIecTBallia XHIOKAAHEMHS. T Ha3uAHHTE QHypeTHLIM TPAOBa na ce
[TPHAAraT ¢ NOBULICHO BHUMAHUE MPH ALMEHTH, YHETO ChCTOSHHE € CBLP3aHO ChC MOBUILIEHA 3aryda Ha Kallni,
KaTO HANPUMEP COJ ryOeiu HeponaTHy WM NPEPEHATHO (KAPAHOrE€HHO) YBpEXKIaHe Ha OBOpeuHaTa (pyHKLHSL.
AKO N0 BpeMe Ha TEPAIIHA C XHIPOXJOPOTHA3H/ CE Pa3BHE XUITOKATHEMHS, IPHEMET HA

aMJIOAMITHH/BATICAPTAH/ XHAPOXJIOPOTHA3H TPAORA /1a & NIPEYCTAHOBH 0 CTabWHO Bb3CTAHOBABAHE Ha DanaHca
Ha Kasu4.

TrasuaHuTe IHYPETHUHM MOTAT A2 YCKOPAT HOBA MOABA HA XMITOHATPUEMHSA M XUIIOXJIOPEMUYHA AJTKA.103a WIIH 1A
00OCTPAT NpeAllecTBaLla XHNoHaTpemua. HaGnronarana e xMmoHaTpHeMus, ChIPOBOIEHA OT HEBPOJIOrMYHA
CUMNTOMAaTHKA (FaacHe, MporpecHBHA N&30PHEHTALHA, anaTa ). JIeHSHHETO ¢ XUAPOXNOPOTHAZUAH TpAOBa Aa ce
3af104Ba CeJl KOPUrHpaHe Ha NpeILueCcTBalla XUIoHaTpueMus. B ¢imyyail Ha Texka wid Obp30 pa3BuBalLa Ce
XHIIOHATPHEMHA 110 BPEME HA JICUSHHETO C AMIIOTUITHH/ BAICAPTaH/XMAPOXJIOPOTHA3KI, JICHEHHETO TPAOBa na
ObJie COPAHO 10 HOPMANTU3UPAHE HA HIBATA HA HATPHA.

CIEKTPOJIHTHY HAPYIUEHUS, OCOOEHO HA KATWSA, HATPUA H MArHE3HS.

b1opeuHo yrpexknane

TuasuanuTe AMYPETHUM MOraT 1a YCKOPAT a30TEMHATA MPH NALMEHTH ¢ XPOHHUYHO OB
KoraTto amnoaunun/sancapran/XuapoxiopoTHazu ce npuiara npu NalveHTH ¢ Oudpe
NpenopbhyBa NEPHOAHYHO NPOCNEaABaHE HA HUBATA HA CEPYMHUTE €1€KTPOJIMTH (BKAIOY



KpeaTHHHHA U MHKOYHATa KHUCENIMHAa. AMIOAUNYH/ BaIcapTaH/XHAPOXIOPOTHA3H] € NPOTHBOMOKA3aH NPH
MAIEHTH ¢ TeXKO OBOpeUHO YBpekKaaHe, AaHYPHS WIH [TPOBSKIALIN THANH3a (BXK. Touka 4.3).

He ce u3kickBa KOpUryipaHe Ha 103aTa Ha aMIOQHIIHH/ BAICAPTaAH/XHAPOXIAOPOTHAZK/ MPH NALIHEHTH € JIEKO 10
yMepeHo 0rOpeuno yBpexaane (GFR >30 ml/min/1,73 m?).

CreHo3a Ha OBOpeyHa apTepus

AMioaunuH/BancapTaH/XuapoxJiopoTHa3na TpAOBa Aa ce Mpuiara ¢ oBUILIEHO BHUMAHHE 34 JJCUEHUE Ha
XHIMEPTOHHA MPU NAUHEHTH C €AHOCTPAHHA UTH ABYCTPaHHA CTCHO3a HA ObOpEeUHHTE aPTEPHH WM TIDH CTEHO3a
Ha apTepus HA eIMHCTBEH ObOpeK, Thil KaTO MPH TAKMBA NALMEHTH MOXKE A C€ NOTYUYH MOBHLLIABAHE Ha ypeATa B
KPbBTA H CEPYMHUY KPEATHHHUH.,

bnOpeuna TpaHcnaHTanMA

J10 TO31 MOMEHT HAMA HATPYIIAH ONMT MO OTHOWEHHKE HA Ge30nacHata ynorpeda Ha
aMI0AHIMHH/ BANCapTaH/XUAPOXJIOPOTHAZHA NPYU MAUMEHTH ChC CKOPOUIHA OhOpeyHa TpaHCIUIAaHTaLHA.

HepHoapoOHo yBpexaaHe

Bancapran OCHOBHO C€ SJIMMHUHUPA HEIIPOMEHEH YpE3 #KIbukaTa, | [oNy)KHMBOTHT HA AMJIOAHUIIMH € YABJIKCH, a
croriHocTuTe Ha AUC ca no-BHCOKH NpH NALMEHTH ¢ HapylUeHa YepHOApOoOHa GYHKLUA; HE Ca YCTAHOBCHH
NpenopbkH 3a Ao3ata. [IpH naumeHTH ¢ fieko 10 yMepeHo YepHOAPOOHO yBpexaaHe 6e3 xXoecTasa
MaKCUMATHATA NPSHOPLUHTESIHA 1034 BascapTan ¢ 80 mg, cienoBaTento

aMJIOTUTIMH/BancapTaH/X HAPOXJIOPOTHA3HUL HE € TMIOAXOMIIIL IPY TA3H IPYNAa NalueHTH (BXK. Toukn 4.2, 4.3 1

5.2).

AHrvoenem

Cho0w@aea ce 3a CIy4ad Ha AHTHOEIEM, BIUTIOUMTEIHO OTOK HAa JTAPHHKCA W MI0TUCA, MPUYHHABALL OOCTDYKLIMSA
Ha AUXATEMHHTE MTULIA W/ HITH OTOK HA JIMLIETO, YCTHUTE, (PapUHKCA H/UTH €3HKA MPH NALHEHTH, JIEKYBaHH C
Banicaprat. Hsixkoun oT Te3n nauneHTH ca HMau U NIPEJM TOBA AHTHOCAEM, MIPH JICUCHHE C APYTH JCKapCTBEHH
NpoayKTH, BkIounTeTHO ACE HHXMOHTOpH. AMIIOAHMHH/BAICApTaH/XHAPOXJIOPOTHAZHA TPADBa Aa ce crpe
He3a0aBHO MPU NAUMEHTUTE, KOUTO NMOJTY4aT aHIMOEIEM W He TpAOBa J1a ce IIPUi1ara OTHOBO.

ChpaeyHa HeOCTaTLYHOCT H KOpoHapHa GONECT Ha ChPLETO/MOCTMHOKAPAEH HHADKT

Karto nocneauua or HHXHOHpAHETO HA peHUH-AHTHOTEH3UH-A/1I0CTEPOHOBATA CUCTEMA [TPH  NPEIPa3NOIOKEHH
[MALUEHTH MOraT ja ce o4aksar pomMeHy B ObOpeunaTa pyHxkuua. Ilpy nauueHT ¢ TeKKa CbpacuHa
HEAOCTATBYHOCT, YMATO ObOpeyHa GyHKUMS OM MOrIIa Aa 3aBUCH OT AKTHBHOCTTA HA PEHUH-AHTHOTCH3HH-
aJIAOCTEPOHOBATA CHCTEMA, JieueHHeTo ¢ ACE MHXHOWTOPH M aHrHOTEH3UH peLenTopHH DJ0KepH ce CBLp3Ba C
OJIUTYPHA W/WIH TIPOTPECHUBHA a30TeMUS U (PAIKO) ¢ ocTpa OGLOpeyHa HeAOCTATBUHOCT W/ HIH CMBPT. [lon00HH
pe3ynraru ca chOOLICHHM 3a BaicapTaH. OQIeHKaTa HA [TALIHEHTHTE ChC ChbPACYHA HEAOCTATHUHOCT H HITH
IOCTMHOKapAeH HH(apkT TpsadBa Aa BKIKOYBA BHHATH OLIeHKA Ha ObOpeyHaTa PyHKUIHA.

B nuarocpouno, nnanedo-koHrponupano npoyuBaHe (PRAISE-2) ¢ aM101MNKH [TPH NALMEHTH CbC ChpAEYHA
HegocrarbuHocT kiac I u IV no NYHA (New York Heart Association Classification), ¢ HeHCXeMH4Ha
€THOJIOTHA, aM/TOAMIHH CE CBBP3BA ¢ MOBHILEH Opoi CLoOIeH 3a DesioapoOeH 0TOK, BBITPEKH JIHMCcATa Ha
3HA4KMMA pa3iIMKa B YECTOTATa HA BIOLLARAINA C€ CbpAeYHa HEAOCTATRYHOCT B CPABHEHHE C 11a

briokepuTe Ha KALMEBUTE KAHAJIM, BKIIIOYHTEIIHO aMJIOTMITHH, TpADOBa 1a ce H3MOoN3eart ¢
[PH MALHECHTH CbC 3aCTOHHA ChPASHHA HEIOCTATHYHOCT, Thil KATO MOTaT Aa MOBHILAT PH
ChPACHHOCHAOBH CHOUTHA ¥ CMBPTHOCT.

Heodxoanmo € noBHLWEHO BHUMAHKE PH MAUMSHTH ChC ChPASHHA HEOCTATBYHOCT H KO
ChPLETO, OCOOSHO NPH BHCOKATA 1033 aMNIOAMNKH/BaicapTan/xuapoxioporuazua 10 mg/
KaTo CbWECTBYBAIMTE JAHHHUTE NPH Ta3H NAUMEHTCKA MOMYaLHA €& OTPAHHYEHH.



AopTHa U MUTpaAJIHa KJAIMHA CTEHO34

KakTo npy BCHUKH PYTH Ba30JWNATATOPH € HEOOXOAMMO Cra3BaHe Ha CrIEMANIHH NPeAIasHH MEPKH IIPH
NALWEHTH ¢ MHUTpaHA KJIaMHa CTEHO3a WK 3HAYHMa aOpTHA CTEHO3a, KOSITO HE € BUCOKOCTENCHHA.

bpeMeHHOCT

AnrvotensuH [l peuentopuure Gnokepu (AIIPE) He TpsaGea na ce 3anoysat no speme Ha Opemeninoct. OcBen ako
npoawkasaHeTo Ha TepanuaTa ¢ AIIPb ce curTa 3a »ku3HeHO BaKHO, HA NAUHEHTKUTE, KOMTO TUJ1aHMpaT Ja
3abpemMeHenT, TpsaOBa Aa ObIe HA3HAUCHO ANITEPHATHBHO AHTHXUIEPTCH3UBHO JICYEHHE ¢ YCTAHOBEH NPOMH HA
OezonacHocT 3a ynoTpeda no BpemMe Ha OpemeHHOCT. [1pu yecTaHoBsABaHe HA OpeMmeHHOCT neueHHeTo ¢ AlIPb

Tps0OBa Aa ¢ MPeyCTAHOBH He3a0aBHO M, KO € YMECTHO, Ja CE 3allOMHE alTePHATHUBHA TCPANUs {BXK. TOUKH 4.3 #
4.6).

[TbpBHUCH XHTIEPANIOCTEPOHUIHM

[TanueHTH ¢ NbpBHUEH XHNEPATIOCTEPOHU3BM He TPAOBA Ja GbaaT NTeKyBaHHU ¢ aHTMOTEH3HH I peuenTopHus
Onokep BascapTaH, ThH KaTo TAXHATA peHHH-aHMTMOTeH3WH-A/1J0CTEPOHOBA CHUCTEMA He € akTuBupaHa. Ilopanu
Ta3d NPHYHHA AMIIOJHITHH/BANCapTaH/ XHAPOXIOPOTHAZH/ He C¢ fIPSMNOPBUBA MPH Ta3H MOIYJIALHA.

CHCTEMEH AYITYC EPUTEMATONEC

CpoO1aBa ce, ye THa3HAHHUTE Ty PETHLH, BKITIOUHTETHO XHAPOXTOPOTHAZHA, MOraT Aa 000CTpAT Wil Aa
AKTHBHPAT CUCTEMEH JTYIYC EPUTEMATO/IEC.

Hpyru MeTaboIHTHH HApYIIEHHS

THasuanuTe AMYpEeTHUH, BKAKOHUTENTHO XHAPOXJIOPOTHA3K/L, MOTAT 1d HAPYIHAT MTIOKO3HMA TONEPAHC 1 Aa
[TOBHUIAT CEPYMHHUTE HUBA HA XOMECTEPOIT, TPHIIIHLEPUAM U MUKOUYHA KHceauHa. [1pH naLKeHTH ¢ 1Mabet Moke
Ja € HeODXOAMMO KOPHIMpaHe Ha 103aTa Ha HHCYJIHHA UAW Ha NEPOPATHOTO XUMNOMNTHKEMHYHO CPEICTRO.

Hopanu xuapoxs10poTHa3zHaIHATA KOMNOHEHTa AMIOAHNUH/BaNcapTan/XHApOoXJIOpOoTHA3H/ € IPOTHBOIIOKA3aH
MPH CHMMTOMATHYHA XHINEPYPHKEMHUS. X HAPOXTOPOTHAZHA MOXKE Aa NOBHLUM CEPYMHHTE HHBA HA MHMKOYHATA
KHCE/IMHA, NIOpadl HaMalleHMs KIIMPBHC Ha NHKOYHATA KHCeJIMHA H MOYKE 12 MPUYHHH WH [a 000CTpH
XHIEPYPHKEMHUATA, KAKTO H A YCKOPH NOABATA HA N0Jarpa npu npeapasnonoxedy nauHeHTH.

THazuanTe HaMaNABAT EKCKPELUMATA HA KaILMHA C YPHHATA H MOTaT a MpeM3BHKAT MPEXOAHO K JIEKO [0KayBaHe
Ha CePYMHMA KaJIlUXHA NPH JMIcaTa Ha H3IBECTHH HAPYLUEHHA B KalLIUEBUA METADOIU3BM.
AMoavny/BaacapTaH/ XHAPOXJIOPOTHA3HA € NIPOTHBOMOKA3EH [IPH NNALIKUEHTH ¢ XHNEPKAILUHEeMH U TpAdBa aa
C€ MpHIIara ¢amo ciel KOpUrdpaHe Ha npejllectrania xurnepkanuuemus. [puemer Ha

amMIIOTMNUH/ BancapTal/ Xuapoxnoporuasni Tpadsa ga Obae npekpaTeH MpH pa3BHTHE HA XMICPKAILHEMHA MO
BpeMe Ha jieueHHeTo. CEpYMHUTE HMBA Ha KAJIUMA TpAOBa NEPUOAMUHO [a Ce NIPOBEpPHBAaT 10 BPEME Ha
JIGUEHHETO ¢ THa3UaM. [loguepTanara xunepkanuueMus Moxe aa Obae J0KA3aTENCTBO 33 CKPUT
XUreprapaTupconan3eM. [lpuemMsT Ha THA3MAHU IHYpeTHLHM TpadBa 1a ObAE NpeKpaTeH MPEIH NPOBSKIAHE Ha
u3cieaBaHus Ha QyHKLUMATA HA MapaTHPEOUITHHTE XKIE3H.

POTOYYBCTBHTENIHOCT

Cpoduasa ce 3a cnyyad Ha peakiiH Ha GOTOUYBCTBHTEIHOCT MPH IPHEM Ha THA3HAHH XY
4.8). AKO No BpeMe Ha JIEUEHHETO ¢ AMJTIOAMIIHH/ BAJICAPTAH/ XHAPOXTOPOTHA3H] Pb3HHKHE
(OTOUYBCTBHTENIHOCT, C€ MPENOPbUYBA CIHPAHE HA JJeUeHHETO. AKO ce cuMTa 3a HeoOX O

[puiaralne€ Ha nypeTHKa, CC Nnpenopuvysd 3allliTa Ha OﬁﬂaCTHTB, H3JIOMKCHH HA C/ITBHLC U
CBCT/IMHA.

XopowaaneH u3nve, oCTpa MUOMUA M BTOPHUUHAE 3aKPDUTOLIBAHA I/1ayKOoMa




peakuHs, BOAeIAa 10 XOPOUJAIeH 3/IUB ¢ Ae(peKT Ha IPUTETHOTO foNe, MPEXOHA MHOTHS U 0CTpa
3AKPHTOBIBIHA MiaykoMa. CHMIITOMUTE BKJIIOYBAT BHE3ANHO HAMANSIBAHE HA 3pUTE;IHAaTa OCTPOTa MM 60JIKa B
OUYHTE ¥ OOMUYAHHO BL3HMKBAT B PAMKHUTE HA YaCORBE 10 CEAMHLM Ciel 3alouBaHe HANEKApCTROTO. HenekypaHnara
OCTPa 3aKpUTOBIBIIHA rayKoMa MOXKe /1a A0Be/Ie 10 NepMaHeHTHa 3aryda Ha 3perueTo. [IbpBoHa4anHoTo
NeYEHUE € [1a CE MPEKPATH NPHEMA HA XHAPOXJIOPOTHA3M, KONKOTO C& MOXKE N0-0BP30. AKO HE C€ MOCTUIHE
KOHTPOJI BbPXY BBTPEOYHOTO HanAraHe Tpadsa 1a ce UMaT NpeABHI CBOCBPEMEHHO MEAHLIMHCKO HITH
XHPYPru4HO aeueHHe. PUcKkoBUTE (DAKTOPH 3a pa3BUTHE HA OCTPa 3aKPUTOBLIb/IHA TNayKoMa MOraT /a BKIHOYBAT
AHAMHE3Aa 32 CYJHPOHAMMIHA WJIH NEHULIMIHHOBA aNeprus.

001U
HeobxoauMo € NOBHLIEHO BHUMAHHE MPU NALWEHTH ¢ NPEALIECTBALIA CBPbXUYBCTBUTETHOCT KBM APYTH
aHrvoTeHs3uH LI peuenTopHu Ookepu. Peakumure Ha CBPEXUYBCTBUTENHOCT KBM XHAPOXJIOPOTHA3H Ca M10-

BCPOATHH IIPH NALKEHTH, CTPpaaalii OT JICPrdda HJiH actMma.

llauneHTH B cTapuecka Bb3pacT (HA BL3pacT 65 roanHu U MOBeUe)

llpenopsuka ce NOBUIIEHO BHHMAHHWE, BKJIIIOUHTEIHO NO-4ECTO MOHUTOPHPAHE Ha apTCPUATTHOTO HAIAIAHE, MpU
MaLMEHTH B CTAPYECKA Bb3PacT, 0cOOEHO NMpH MPUIAraHe Ha MakKCUMAaTHATa 1032
aMJIOAMIUH/BajicapTal/xuapoxsiopotiasua 10 mg/320 mg/25 mg, Thii KATO JAHHUTE 3a YIIOTpeDa Nnpu Tasy
[MALMEHTCKA MOMYJIALHA ¢a OrpaHHUYEHH.

J1BOiiHO ONOKHpaHe HA pEHUH AaHFMOTEH3HH -anaocTepoHoBaTa cucteMa (PAAC)

Mma naHHu, ye eqHoBpeMeHHaTa ynotpeda Ha ACE uaxuburopu, APD WiIH aIMCKUpEH NOBUILIABA PHCKA OT
XMMOTOHHMSI, XMIIEPKATHEMHA H HAMANABaHE Ha ObOpeyYHaTa PyHKUMA (BKIIOUHTENHO OCcTpa GubpeuHa
HeaocTaThuHOCT). [Topann Toa He ce npenopsUBa ABo#HHO Gaokupane na PAAC upe3 komOKuHMpaHaTa ynoTpeba
Ha ACE unxuburopu, APB vy anuckupeH (Bxk. Toukud 4.5 1 5.1).

AKO ce npeLieHH, Y€ Tepan1aTa ¢ ABOHHO GroKupaHe € abcomoTHO HeoOX0MMa, TOBa TPA0BA [a CTaBa ¢aMo 1101
HaOMIOACHHETO Ha CIIELIMANHCT M [IPH YECTO BHUMATENHO MOHHTOpHpaHe Ha ObOpeuHaTa QyHKLUMA,
ENEKTPONUTHTE H KpbBHOTO Hanarane. ACE nuxuduropu 1 APD He TpsadBa 1a ce u3nonszear ¢AHOBPEMEHHO MIPH
MaluueHTH ¢ AnadeTHa HedponaTus.

HemenaHoMmeH pak Ha Ko)ara

B nBe enmuaeMHonoryiHu npoy4paH|s, OCHOBABAIIH C€ HA IATCKUSA HALIMOHAJIEH PAKOB PETHCTLP, €
HaONMIOAaBaH MOBULLIEH PUCK OT HemMeNaHoMeH pak Ha koxkata (HMPK) [azanHoknerpuen kapuuHoM (BKK) 1
CKBaMO3HOWIeThYEH KapuuHoM (CKK)] npy HapacTBallla €KCIO3HLMA HA KYMYJIaTHBHA 1032
xugpoxioporHasua (XXT3). dotoceHcubuauszupaure epekTd Ha XXT3 Morar ga geidcTsar KaTto BeposTeH
MEXAHW3BM 3a pazBuTHe Ha HMPK.

[Taupenture, npuemaium XXT3, Tpadea na 6baaT nnpopmupanu 3a pucka or HMPK u cbhseTBaHM pegoBHO 1a
MPOBEPABAT KOXKATA CH 32 HOBHW NIE3HH M He3abaBHO Aa cboOLIABAT MPU NOABA HA [TOAO3PUTESTHH KOXKHH JIE3UH.
Ha mauuentute TpabBa qa ce npenopbyaT Bb3MOKHM MPEBAHTHBHU MEPKH, KATO OTPAHHYECHO H3/1araHe Ha
C/IBHYCBA CBETIIMHA H YATPABHOJIETOBH JThUM, a B CIYYAH HA €KCHO3ULIMA, TTOAXOMMLLA 3allMTa, 33 Aa Ce CBeaEe 0
MHHHUMYM DHCKBT OT pak Ha koxata. [logozpurenture xoxHu nezuv TpsOea Aa Obaat NoNNOKeH! Ha
He3a0aBHO M3CeIBAHE, IMOTCHLUMANIHO BKTIOYBAILO XHCTOJOTHYHK H3CEABAHKA Ha OHOMCHYHH MAaTCPHAlIH.
[pepasrnexxnane na ynorpebara na XX T3 Moxke Aa ¢¢ HANOKH W NPH NTALKMEHTH, KOUTO €& HMAJIH [IPEAXOOEH
HMPK (Bx. cbluo Touka 4.8).

OcTpa pecnyparopHa TOKCHYHOCT
Cnen npveM Ha XMAPOXJIOPOTHA3K/ € ChODIIABAT MHOMO PEAKH TEHKKH ClIy4aHd Ha OChpihechiy
TOKCHYHOCT, BmquTenHO OCTHp pecliMpaTOpEH JUCTPEC CHHﬂpDM (OP}]C) Cnenn &1 WA g

CHMOTOMMKTE BKJIIOUBAT AUCNHES, MOBUILEHA TEMNEPATYpPa, B.IOIIABaHe HA DesIopoOHA
xunotoHud. [lpu cemuenue 3a OPJC Tpsbra na Obae cnpsi npuemMbT Ha BanTpHkom M



MOJXOMALLO NieueHue. XUApoXJI0poTHa3u/a He TpsOBa 1a ce npyaara npd NAUHEHTH, KOUTO Npeay ToBa ca
noay4dasanu OPJC cnen npuem Ha XHAPOXIOPOTHA3HIL.

Hatpuii
Toea aexapcteo crabpxka no-manko ot 1 mmol natpuii (23 mg) Ha punMupaHa TabneTka, T.€. MOKe Ja ce

KaxKe, 4€ MPaKTHYECKH He ChAbpaKa HATPHI.

4.5 B3aumopgencTBHe ¢ JPYIrd JeKAPCTBEHH NPOIYKTH H APYrH GoPpMH Ha B3AHMOAEHCTBHE

He ca npoeexaanu opuuKanHu npoyuBaHUs 3a B3aMMOACHCTBUATA Ha

aMJIOJMITHH/BANCAPTAH/ XUIPOXOPOTHAZH C APYTH JIeKAPCTBEHH NPoAyKTH. CAEAOBATEIHO, B TA3K TOUKA €

npeacrabBCcHa HH(I]O[JM&LI,HSI €IHHCTBCHO 3a H3BCCTHUTE NPH  OTAC/IHHTC aKTHBHHU BELIICCTBA B3aHMOJSHCTRHUA ¢
APYTH JICKAPCTBEHH MPOAYKTH.

Baxxkno € na ce uMa npeasui, ye aMIOAUNUH/BAJICApTaH/ XHAPOXIOPOTHAZHA MOXKE 1A 3aCHJIH XHIIOTCH3UBHHTE
epeKTH HA APYrd AHTUXMIEPTEH3UBHH CPEACTRA.

He ce npenopbyBa eTHOBPEMEHHO NPHIOKEHUE

AMaoaunnn/ H3BecTHR EdekT Ha B3anMOaeHCTBHETO C APYIH
BaJIcapTan/ BIAHMOJACHCTBUY CbE | JIEKAPCTBECHH NIPOAYKTH
XHAPOXJIOPOTHAIHA | CASAHHTE CPEeICTBA

OTIACJIHH

KOMIIOHEHTH

Bancapran u HCT Jatuii CpobuiaBa ce 3a 00parviMO MOBUILIABAHE HA

KOHLIEHTPALIHATA Ha JIMTHH B CEPYMa H TOKCHYHOCT
[Py €AHOBpeMeHHO npunarane Ha Jutui ¢ ACE
HHXHOMTOPH, anrioteH3uH Il peuenropHu
AHTATOHHCTH, BKIKYMTENHO BaJicapTaH HiH
THA3HAHH AMYPeTHUH. Thil kaTo GLOpEeYHHAT
KIHPBLHC HA NHTHS € HAMATIEH OT THa3HAHTE, PUCKBT
OT JIMTHERA TOKCHUYHOCT € BE3MOXKHO NOMBJIHUTEIHO
A4 € AOBHLUU NMPU NPHEM Ha

aMNI0JHMHH/ BasicapTan/xuapoxaoporunasu. [lopaau
Ta3H NMPYYHHA CE MPENOPDBUYBA BHHMATETHO
MpocJieAABaHE HA CEpYMHUTE HUBATA HA JIMTHH MpH
e JTHOBpeMeHHA yroTpeda

Bancapran Kanuit-cexpangpaiuy | Kanuii-cexpanssamy JMYPETHLIH, KATHEBH 100aBKH,
OUYPETHLH, KATMEBH 3aMECTUTESIH Ha COITA ChbAbPXKALLM KaTUH U JPYTH
JobaBkM, BELISCTBA, KOMTO MOraT Ja MOBHIIAT HUBATA Ha

3AMECTUTEIH HA CONTAa | KaJikH
ChABPKALLK KaJIUH H
JpYTH BELECTRA,
KOWTO MOrart aa
MOBHLIAT HUBATA HA

KaJIUU
AMIIOHITHH ['peiindgpyT Win cok He ce npenopbuBa egHoBpeMeHHaTa ynoTpebda Ha
oT rpeindpyT aAMJTOJHITHH ¢ rpedndpyT Wik COK OT rpedndpyr,
Thi KATO MPH HAKOH MALKEHTH GHOHEU'IHT-IHDCTT%
aMJIOJIMITHH MOYKE Ja ce ITOBHIIH K Na J1Q N,
3acHUJIBAHE Ha aHTHxnnepTeHmBHme 4’%
S\ 2 |
AL N\ TN,
HM3KcKBa ce MOBULUICHO BHUMAHUE [IPH €IHOBPEMEHHO MPHUAOKEHHE S S ,
: : ’ it L
" a4 famf
AMiaogHouH/Basc | U3BecTHH EdekT Ha B3aUMOAHCTBHETO C [
APTAH/XHAPOXJIOP | B3aHMOJAECHCTBHSA ChC JIeKAPCTBEHH NPOAYKTH N Y2
OTHA3MI OTAEJHH | CIeAHATE CPelcTBA "“‘F”W



KOMOOHCHTH

AMIOAHIIUH

CYP3 A4 yuxubutopu
(Hanp. KETOKOHAa3017,
HTPAKOHA30/,
PUTOHABUD)

EAHOBPEMEHHOTO NPHIIOKEHHE HA aMiIOJUNUH CbC
cuTHH WK ymepend CYP3 A4 unxuduropu
(NpoTea3HH HHXUOUTOPH, a@30JIHH NPOTHBOMLOHYHH
CPEACTBA, MAKPOTHAH, KATO EPHTPOMHLIMH HAH
KJApUTPOMMLIMH, BEPAaNaMMil 1K JUITHA3EM), MOKE
A& AOBEAS 0 3HAYMMO YBEIHUYBAHE Ha
eKCNO3ULMATA Ha aMaoadnuH. KiHHuunara
3HAYMMOCT Ha Te3H PapMAKOKHHETHYHH BAPHALUH
MOXE /14 € MO-H3PA3EHA NPH NAUMCHTUTE B
cTapyecKa BL3pacT. 1 0Ba MOKE 14 HATOXKH
KJIHHUYHO TpOCNeasABaHE ¥ KOPEKIMg Ha no3aTa.

CYP3A4 unayKkropu

le’l CAHOBPCMCHHO NTPHITOKCHHUE Ha U3BCCTHH

(AHTUKOHBYJICAHTH uHayktopy Ha CYP3 A4 nnasMenara KOHLUEHTpalUs
| Harnp. kapbamazenuH, Ha aMJ0dHNKuH MOKe na eapupa. Ilopagu Toea
(heHoOapOuTAn, KPbBHOTO Hansrane Tpa0Ba Aa ce [Ipocieassa 4 ja
(hE€HUTOHH, ce OOMMCIIH aJIalITHPAHE HA J03aTa KaKToO I10 BpEME,
docheHUTOuH, Taka H clell eAHOBPEMEHEH TIpHEM, 0CODEHO Che
MPUMHOOH], cunnu CYP3A4 unaykTopn (Hanp. pugaMnuuiH,
pH(paMITHLKH, JKBAT KAHTApPHOH).

Hypericum perforatum

[5XBAT KaHTapHoOH])

CvMBacTaTHH MHOrOKPaTHOTO MPHAOKEHHE HA aMJIoAUNHH 10 mg
e THOBpPEeMEHHO ¢bC CUMBAcTaTHH 80 mg nosuinasa
¢be 77% €KCcno3HUMATAa HA CUMBACTAaTHH CIIPAMO
CAMOCTOATESIHOTO NPUNOKEHHE HA CHMBACTATHH.
[lpenopbuBa ce HaMasIsABaHe Ha A03aTa Ha
CHMBACTaTHH 10 20 mg JHEBHO MPH NALHCHTUTE HA
JEHECHHE C aMIOIHITHH.

HanTtposieH (MH(pY3HA) [Ipy KUBOTHH ca HADIIOAaBAHHM JI€TAJIHA KaMepHa
hUSpUNaLHs H CbPACYHOCHAOB KOJAIC, CBbP3aHH C
XUTIEPKATTHEMHA Clie] MPHIOKEHHE Ha BEpanaMil H
HHTpaBeHO3€eH JaHTpoicH. [lopaau puck ot
XHITEPKATHEM KA, ¢ TIPENOPBYBA [1a ce W30ArBa
eTHOBPEMEHHOTO MPUI0KEHHE C AHTATOHUCTH Ha
KAJILIMEBHTE KAHAIH KATO aMJIOJHITHH NPH
dalUeHTH, NPEAPa3NONOKEHH KbM MAJIMIHEHA
XMNCPTEPMHS H TIPH OBRJIAAABAHE HA MAJIHTHEHA
XHUITEPTEPMH A,

Bancapran u HCT | Hectepouauu HCIIBC morat ga oTcaa0AT aHTHXHNCPTEH3UBHHA
[POTUBOBBLANAIMTENHH | edekT, KaKTO Ha aHrHoTeHsut 1l peuenropuure
cpeactea (HCIIBC), OJIOKepH, Taka K Ha XHAPOXINOPOTHA3KI, KOraTo Cce
BKAKOYBALL A MpUMiarat eqHoBpeMeHHO. JCBEH TOBA
CEJICKTUBHU ¢AHOBpPEMEHHATA yrnoTpeda Ha

LIMKJIOOKCUNeHa3a-2
HHXHOHTOPH (COX-2
UHXHOUTOPH),
ALECTHIICATTALWITIOBA
KHcenuHa (>3 g/neH) n
HecenekturHY HCBIIC

AMITOMIIMH/ BANCAPTAH/ XHAPOXNOPOTHAZHA, U
HCITBC moxe Aa noBene 10 BJIOLIABAHE Ha
6v0peunaTa PyHKUWA, H MOBHIIABAHE HA HHBATA HA
cepyMHHs kanui. [Topaay Ta3su npHYKHA ce
[penopbyBa MOHHTOPHpaHe Ha OBOpeyHaTa

Bancapran

MHXUOMTOPYU HA BOTEHK
TpaHcnopTepa
(pudamnuuuH,
LIUKJIOCTIOPHH) HITH
enyKCHRA

| TpaHcnopTep

Pe3ynraTuTe OT in vIlro Npoy4BaHe
YOBELLKH YepeH Apod MOKa3Ba, ue B
cyberpar Ha yepHOAPOOHUS BITTEHK
OATPI1B1 u Ha uepHOonpoOHUA edn
TpaHcnoprep mRP2. EanospemeHHo




(pHTOHABHUD)

(praMIULUHH, LIHKIOCTIOPHH) WIH HA €DITYKCHHSA
TpaHenopTep (PUTOHABHP) MOXKE 14 NOBHIIIH
CHCTEMHATa eKCINO3ULUMs Ha BAJICAPTaH.

HCT

Ankoxon, 0apOuTypaTu
WJIH HAPKOTHLMU

EnHOBpeMEHHOTO NpHiaraHe Ha THA3UIHHTE
AWYPETULH € BELLUCCTBA, KOUTO CBIIO HMAT
MOHHKABALI KPBBHOTO HajAraHe edekr (Hanp. ypes
HAMAJIABAHE HA AKTUBHOCTTA HA UCHTpasHaTa
HEPBHA CHCTEMA WIIH JUPEKTHA BA30AHATALIHA)
MOJKE /1a IOTCHUMPA [TOABATA HA OPTOCTATHHHA
XHITOTOHHSL.

AMaHTaauH THazuauTe, BKIKOYHTEIHO XHAPOXJIOPOTHA3H,
MOrar aa NOBUILAT PHCKA OT HEXKENAHU PEaKLIMH,
MPHYHHEHH OT aMaHTAMH.

AHTHUXOIUHEPTUYHHA bHOHAMIMYHOCTTA HA THA3UOHWTE JHYPETHLIH MOKE

CPEACTBA U IPYTH
JIEKAPCTBEHHU MPOAYKTH,
[IOBJIHABALLH
CTOMAILIIHHUA MOTHJIUTET

Ja ¢e MOBHIIH OT aHTHXOJIHHEPIHYHHTE CPEACTRA
(Hanp. aTpornuH, OUNEPHAEH), BEPOATHO NOpagH
HaMa1ABaHE HA MOTHJIUTETA HA CTOMAIUIHO-UYPEBHUS
TPAKT M 3a0aBsiHe HA BPEMETO 3a H3MPa3BaHE HA
cromaxa. O0paTHo, OUaKBa ¢€ NPOKHHETHYHHTE
BEUIECTBA KATO LM3aPHUA /12 MOraT [1a HaMaIaT
OMOHATHYHOCTTA HA THA3HAHHWTE AHYPETHULH.

AHTHIHaOeTHH
cpeacTna (Hanp.
WHCYNHH M NEPOPaIHU
aHTUAMadeTHH
CpPE/ICTRA)

TuaszuauTe MoraT aa HapyuaT FIIOKO3HHUA TOJIepaHC.
Moske ga ce HAJIOKH KOPUrHpaHe Ha JO3HTE Ha
aHTUIHAOECTHHUTE JICKAPCTBEHH MPOAYKTH.

MeTtdopmMmuH

MeThopmuH TpaOBa da ce IpPHEMA ¢ MOBHLIEHO
BHMUMAHHWE 0pagyd pMCK OT NAKTaTHA auKa03a,
MHYLHMpPaHa OT Bb3MOXXHA (PYHKUHOHATHA OBOpeUHa
HEAOCTATBYHOCT, CBbP3aHa ¢ XHAPOXNOPOTHA3HA.

bera-Onokepwn 1
IHA30KCH

EQHOBPEMEHHOTO IIPUIIOKEHHE HA THAZUIHH
JAHYPETHLH, BITIOUHTEIHO XHAPOXJIOPOTHA3HA, H
Oera-0JIOKEpH MOXE Aa IOBHLUH PHCKA OT
XHIIEPrIIHKEMHS. THAZHIHHUTE AUYDPECTHLIM,
BKJTFOUHTEIHO XHAPOXJIOPOTHA3HA, MOrar Ja
[MOBMILIAT XHUITEPTIUKEMHUHUS ePEKT HA THAZOKCHII.

HuknocnopuH

EHOBpEMEHHOTO Npiilarase ¢ UHKIOCTIOPHH MOXKeE
13 NOBHULIH PUCKA OT XHIIEPYPHKEMHA H
YCIOKHEHHUs Ha 1ojarpara.

[L{uToTOKCHUHHA
CpencTBa

THazuoHUTE AHYPETHLIH, BKIHOUHTE/THO
XHAPOXJIOPOTHA3K]], MOTAT Ja HaManAT ObOpeuHaTa
EKCKpELHSA Ha UMTOTOKCHYHHTE CPEACTBa (Hanp.
uHKITodochaMuI, METOTPEKCAT) U Aa MOTEHLHPAT
TEXHUTE MUEJIOCYTIPECHBHH €QEKTH

JIHrHTANHUCORH
IMHKO3HMIU

THazua-nHOYUMpaHa XHNOKaTHEMHS HITH
XMOIOMATHE3WEMHSE MOTAT J1a C& U3ABAT KATO
HCKEIAHH PEAKLIMM, YJIECHABAHKH HAYaI0TO HA
AMMUTATIMC- MHHAYLHPAHH CBPIEYHH ApHTMHUH.

MoaHn koHTpacTHH
BELUECTBA

B ciayuah Ha anypeTUK-UHAYLIHpaHa JeXH
HMAa TMOBHLIIEH PUCK OT ocTpa 6bOpeuHa
HECIOCTATBLYHOCT, 0CODCHO NPU BUCOK
donHute nipoaykTy. [launenture Tpa
pexuapaTHpar npean NMPHAAaraHeTo H
KOHTPACTHH BEIIIECTBA.

HoH00OMEeHHH CMOMH

L D\ gret
AdbcopbuunsaTa Ha THA3HIHKUTE ﬂHypETlr}%lg%. -
BKIIOUHUTE/THO XUAPOXIOPOTHA3N, C€ H %J%}:M@

XOJIECTPHPAMHH HJIM XOJIeCTHno. ToBa MOSRE A ———




AOBEIE N0 CyOTEpAneBTHUYHU e(PEKTH HA THAZHAHHUTE
auypetnuy. [lpunaranero Ha XHAPOXIOPOTHA3HA H
Ha HOHOOOMEHHUTES CMOJIH NOOTAENHO, TaKa Ye
XWIPOXIIOPOTHA3HI [a ce Npuiara noHe 4 yaca
npeau 1K 4-6 yaca cjienl NPHIOKEHHUETO HA
HoHOOOMEHHATa cMo:1a, O1 HAaMaTUIIo
B3AaHMOACHCTBHETO.

JlekapcTBEeHH NMPOAYKTH,
MOBIHABAIIH CEPYMHOTO
HUBO Ha Kaaui

XHNOKATHEMUYHUTE e(PEeKTH HA XHAPOXJIOPOTHA3H
MOrart ga ObJaT MOBHIISHHU [PH CbBMECTHO
NPUIOKEHUE ¢ KATUH-IyOeLIH THYPETHLM,
KOPTHKOCTEPOHIH, TAKCATHBH,
a7ipeHOKOPTHKOTponeH XopMoH (ACTH),
aM(pOTEepHIMH, KAPOEHOKCOAOH, NEHHUWINH G H
MNPOM3BOAHH HA CANMUWIOBATA KHCEIHHA MM
AHTHAPHTMHLHK. AKO € He00XO0IUMO TIPEIITUCBAHETO
Ha T€3M JICKAPCTBEHM NPOAYKTH €THOBPEMEHHO C
KOMOMHaLMATA

aMNOAHIWH/BaNCapTaH/ XHAPOXAOPOTHA3HA, CE
MpenopbuBa MOHUTOPHUpaHe HA MNIa3MEHHTE HHBA Ha
KaTHi.

JlekapCTBEHH MPOAYKTH,
[OB/IHABALLY CEPYMHOTO
HHUBO HA HATPHH

XHUMOHATPUEMHUUHHAT (KT MOXKE 1a C& YCHIIH MpH
CHEMECTHO [IPUIOKEHHE C OTIPEACIIEHH ICKAPCTBCHH
NPOAYKTH KaTO aHTHAEIPECAHTH, AHTHIICHXOTHLH,
AHTUENHJISTITHYHH cpeacTsa u Ap. Heobxoaumo e
MOBHILEHO BHUMAHHE NPH CbBMECTHO MTPHIIOKEHHE
HA TE3H JIEKAPCTBEHH NPOAYKTH

JlekapCTBEHH IPOAYKTH,
KOHMTO MOTraT Jia
unayumpar torsades de
pointe

[lopagu pucka OT XHNOKAJIHEMHSA
XHIPOXJIOPOTHA3K ] TpAOBA Ja ce [puiara ¢
MIOBHINIEHO BHHMAHME ¢ IPOLYKTH, KOHTO MOrar aa
HHAyLHpAaT torsades de pointes, no-cneuraIHo
anTHapuTMuud Knac la v Knac 111, kakTo 1 HakoH
AHTUMCHXOTULIH.

JlekapcTBEHHU NPOAYKTH,
NpHIAraHM 3a ICUSHUE
Ha rmojarpa
(npobeneuun,
CYA(PUHITHPA30H W
a10ITypHHON)

Knac Ia v Knac I, kakT0 H HAKOH aHTHICHXOTHLIH.
BB53MOKHO € Ja ce Hal0XKH KOPUI'HpaHe Ha o3aTa
Ha YPHUKO3YPUUHHUTE JCKAPCTBEHH MPOAYKTH, TbH
KaTO XHIPOXJIOPOTHA3H MOXE 2 NOKayHv HHWBATa Ha
CepYMHATA NHKOYHA KHcenuHa. Moxke 1a e
HeOOXOUMO J1a Ce YBEJIHYH J03aTa HA MPOOEHELH
H CYPUHITHPA3OH.

ENHOBpEMEHHOTO NpUaraHe Ha THa3HIHH
AUYPETHUH, BKIIOUHTE/THO XUAPOXTIOPOTHA3H],
MOJKE Aa NOBHLIX YecTOoTaTa Ha PCakuHuTe HA
CBPBbXYYBCTBHTENHOCT CIPAMO AJTOMYPHHOIL.

Merwnoona

HIMa oTaenHH ChoDLIeHHA 3a CIy4YaH Ha
XEMOJIUTHYHA aHEMHA, Bb3HUKHAIA TIPH
€JHOBPEMCHHO NpHJiaraHe Ha METHIAOMNA U
XHAPOXAOPOTHAZH

Henenonapuzupauwu
CKENETHO-MYCKYJTHH

TrazuauTe, BKIKOHATEIHO XHAPOXJIOPOTHA3H,
MOTCHUHPAT ACHCTBUETO H2 MPOH3BO

penakcaHTH (Hamnp. Kypape.

TYOOKypapHH)

JApyru TuazuauTe NMOTEHIUPAT AHTHXUIIEP
AHTHXHIEPTEH3HBHH nAeicTBUE Ha JPYTUTE AHTHXUIIEPTE

AEKAPCTBEHH NPOAYKTH

JieKkapcTBa (Hamnp. T'yaHSTHIMH, MET
OnoKepu, BazoaunaTaropu, DJ0OKepH
kanaid, ACE unxuburopn, ARB u
PenvHosn MHXuGHTOpM.




[Ipecopuy aMmHHM (Hanp. | XuapoxXJopoTHA3HA MOXKE 1a HAMAJIH OTTOBOPA KbM
HOpaapEeHANIHH, NpecOPHH aMHHH KaTo HopaapeHa/InH. Kiimnuunara
afpeHAIIHH) 3HAUMMOCT Ha TO3H e(PEKT € HeonpeaeeHa H HE €
AOCTaThUHA 3a NPEKpaTABAHE HA TAXHATA yrnorpeda.
Butamun D u kanuuvesu | [lpunaraHero Ha THA3KIHU AWYPETHLH,

CONH BK/IKOMHUTENHO XHAPOXJIOPOTHA3KA, ¢ BHTAMHH D HiTH
C KaJIMeBH COJIH MOXXE Ja NOTEHLUPA NMOKAYBAHETO
Ha cepyMHUS KaJlLMiAd. EJHOBpEMEHHOTO
MPUJIOKEHHE ¢ THA3HAHW JHYPETHLIH MOKe Ja
AOBEJE 10 XHOEPKAILIMEMHS NTPUA NALMEHTH
npepa3noJomKeH KbM XUnepKaaiuueMus (Harp.
NpH XUIIEPapaTUPEOUIU3bM, 3TOKAYECTBEHH
3a00IABAHUA WM BUTaMUH D-Meuupanu
CBbCTOSHMA) Ype3 NOBULLABAHE HA TyOy/IHATa
Kanuuesa peabcopdbums,

Heourno daoxupane na PAAC ¢ APD, ACE unxubumopu wiu aruckupen

HaHHH OT KIIMHHYHH IPOYYBAHHA NOKA3BaT, Ye ABoHHoTO Gnokupate Ha PAAC 4pes komOusMpanara ynorpeda
Ha ACE unxuGnuTopu, APB Miu annckHpeH ce CBbP3Ba ¢ MO-BUCOKA YECTOTA HA HEXKETAaHH CHOUTHA, KaTo
HaNpPUMEP XUITOTOHHUA, XHITEPKAJIHEMHS U HaMaJlgBaHe Ha ObOpeuHaTa GYHKUHA (BKIIOYUTEIHO 0¢Tpa OBOpeyHa
HEAOCTATBYHOCT), B CpaBHEHHE ¢ ynoTpebara camo Ha eHO cpeicTBo, AckcTawlo BbpXy PAAC (8. ToukH 4.3,
44 n5.1).

4.6 PepraIHTET, O peMeHHOCT H KbpMeHRe

bpemenHocT

Amro0unun

bezonacHocTTa Ha aMNIOAUIIUH MO Bpeme Ha OpeMeHHOCT MpH Xopa He € yeTaHoBeHa. B npoy4eanus npu
’KHBOTHH, NPU BUCOKH J03H € Hablo1aBaHa penpoayKTHBHA TOKCHYHOCT (BaK. To4Ka 5.3 ). IlpunoxkeHuHe no
BpeMe Ha OPEeMEHHOCT ce NMpenopbYBa caMo KOraTo HAMa rno-0e3onacHa alTepHaTHBa M koraTto bonecTra cama no
cede ci HOCH MO-TOJISIM PUCK 33 MadKara M Nj1oaa.

Baacapman

Ynorpebara Ha aHrvotensuH Il peuentopyu 6nokepu (AIIPB) He ce npenopbysa 1o BpeMe Ha ITbPBHUA
TpUMECTBLP Ha OpemeHHocTTa (BK. Touka 4.4). Ynorpebara Ha AIIPb e nporuBonokasana rno BpemMe Ha

BTOPHSA H TPETHA TPUMECTHP OT OpeMeHHOCTTa (BK. TOUKH 4.3 ¥ 4.4).

EnuaeMHOTOrHYHHTE JaHHH 33 PHCKA OT TEPATOFreHHOCT ciiel ekerno3ulig Ha ACE HHXHOMTOPH Mo BpeMe Ha
MbPBUA TPUMECTBP OT OPEMEHHOCTTa He BOJAT A0 OKOHYATENHH 3aK1i0o4ueH:A. Bee nak, neko MoBHIIEHHE HA
PHCKa HE MOXKE A2 C€ M3KNIOUK. Bbnpeku ue HAMA JaHHH OT KOHTPONHPAHH €NHAEMHOJOrHYHH MPOYYBaHHUA 32
pucKa rpu aHruoTeHsuH 11 peuenropuure dnokepu (AlIPB) nogobeH pHck MOKe [a CbLUIESCTBYBA 34 TO3H KJlac
NEKApCTBEHHW NPOAYKTH. OCBEH ako npoawikaBaHeTo Ha AIIPB TepanusaTa ce CMETHE 3a XH3HEHO BAXKHO,
[IALMEHTH ¢ TU1aHHpaHa OpeMeHHOCT TpAOBa 1a NPEMHHAT Ha anTepHATHBHO AHTHXUIIEPTEH3UBHO JICUCHUE,
KOETO HMa YCTAHOBEH Npogui Ha Oe30MaCHOCT MpH OpeMEeHHOCT. AKO CE YCTaHOBU OPEMEHHOCT, ICUCHHETO C
AIIPb tpabBa na ce npeycTaHOBH He3abaBHO K, aKO € YMECTHO, [1a CE 3aloYHe ATEPHATHBHA TepanuA.

Exkcnosuumsra Ha AIIPb no BpeMe Ha BTopus U TpeTus TpUMeCTLp Ha OPEMEHHOCTTA MOXKE Aa A0BEAE A0
(PETOTOKCHUHOCT (HamaneHue Ha ObOpeuHarTa (PyHKLMA, OJHIOXHIPAMHHOH, 3a0aBeHa OCH(HKALL na)

B cnyuaii ue ce yctanoBd excrnosnumnsa Ha AIIPB ot sropus TpumMecTsp Ha OpemeHHOCTTA,
npoBepka Ha ObOpeyHaTa yHKLHA K uepena Ha IJioaa upes3 yITpa3ByK.

Hoesopoaenn, unitto matixu ca npuemanu AlIPE, tpsabea BuumaTento na ObaaT Habnronas
(Bx. ToykH 4.3 u4.4).
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Xuopoxiopomuazud
Hma orpaHd4eH ofMT OTHOCHO ynoTpedaTa Ha XUAPOXAOPOTHAZH O BPEME Ha BpeMEHHOCT, 0coDeHO npe3
MbpBUS TPUMECTLD. [IpoyuBaHHATA NPU KUBOTHH €A HEAOCTATHYHH.

XHAPOXJTOPOTHA3H/ IMPEMUHABRA Npes IalieHTaTa. B3 ocHoBa Ha hapMaKONOrHYHUA MEXaHH3bBM Ha REHCTBHE
Ha XUIPOXJIOPOTHA3KA, YNOTpedaTa My Npe3 BTOPHS H TPETHA TPHMECTLP MOXKE 12 HapyLIH (eTol1aleHTapHaTa
nepgry3us U 1a 10BeA€e 10 PETANHH U HEOHATATTHH e(DeKTH KATO )KBATCHHLA, HApYLIECHUS HA ENEKTPOIHTHHA
HanaHc U TPOMOOLIHTOTIEHHA.

Avrodunun/saicapman/xuop oxi0 pomua o

Jluncea onut ¢ ynorpebara Ha amI0MIMH/ BaJICAPTAH/ XHIPOXJIOPOTHA3KA NpH OpeMeHHH. Bp3 ocHOBA Ha
ChILECTBYBALINTE NaHHHU OT MPOy4BaHHA ¢ OTACIHHTE KOMIOHEHTH, yrioTpebaTa Ha aM10/i W MH/BANCaPTaH/ XK AP
OXNOpPOTHA3HA_HE C€ MPENOPbYBA Mpe3 MEPBUHSA TPHMECTHP OT OPEMEHHOCTTA H € MPOTHBOIIOKA3AHA MPE3 BTOPHS
H TPETHA TPUMECTBLP OT OpeMEHHOCTTA (BXK. TOUKH 4.3 1 4.4).

KspmeHe

AMNOIHNMH C& EKCKPETHPA B KbpMaTa NPH X0pa. YacTra or no3aTa HA MalKara, [oJyueHa 0T KEpMayieTo, €
H34MCJIEHA ¢ HHTEPKBAPTHIIEH AuanasoH 3 — 7%, ¢ makcumyM 15%. EPeKThET Ha aMI0IMIHH BbPXY KbPMa4eTarTa
€ HeH3BECTEH. JIMNCBaT JaHHU OTHOCHO YNOTpedaTa Ha BajiCapTaH Ao

BPEME HA KbPMEHE. XHAPOXJIOPOTHAZH/ CE EKCKPETHPA B KbPMAaTa B MAJIKH KOJIHYeCTBA. BbB BUCOKH 103U
THA3WJWTE MPEAU3BUKBAT UHTSH3WBHA AMYPE3a U MOTAT 1a MOTHCHAT 00pa3yBaHeTO Ha KbpMara.
AMIOAMINHH/BASICAPTaH/XHAPOXIIOPOTHA3UA HE CE MPENOpPbUBA 10 BPEME HA KbPMEHE. AKO
aMJIOAMITHH/BATICAPTAH/ X UAPOXIIOPOTHAZH CE NMPHJIAra o BpeMe Ha KbpMEHE, J03HMTe TpsaOea 1a ObaaT KOJIKOTO
ce MOXKE No-HHCKH. [IpeanounTa ce agTepHaTHBHA TEPANMA C YCTAHOBEH NPOQHII HA 0E30MacHOCT MO BPEMe Ha
KhPMEHE, OCOOEHO NPU KbPMEHE HA HOBOPOACHH H TIPEXKAEBPEMEHHO POJAEHH AeLa.

QepTHAUTET

Hsma KNTHHHYHH NPOYYBAHKA OTHOCHO BAMAHUETO HA aMJIQINMUH/BASICAPTAH/ XUAPOXIOPOTHA3H BbPXY
beprrureTa.

Bancapman

BancapraH HaMa HexXeNaHHU ePeKTH BLPXY PENPOAYKTURHATA COCOOHOCT HAa MBXKKH M KEHCKH MUITbXOBE MPH
npHeM Ha nepopaiHy ao3u 10 200 mg/kg/nen. Ta3u no3a € 6 mbTH MaKCHMATHATA NPENOPLUYHTENHA 1034 IPU
Xopa, ofipeaeneHa Ha 0asa mg/m* (H3YUCICHHETO € 3a nepopaiHa noza ot 320 mg/aeH H 60- Kujorpamos
[aLueHT).

Amroounun

[1py HAKOH MALMEHTH, NEKYBAHH C OJIOKEPH HA KaJIUMECBUTE KAHAJIM, ¢4 CHOOLEHU 0OpaTuMy OMOXUMHYHH
[IPOMEHH B FNaBHUKaTa Ha cnepMaTo3ouanTe. KIIHHAYHHTE JaHHH ca HEAOCTATEYHH 0 OTHOLICHUE HA
[MOTEHLHATHUS €EKT HA AMIIOTUTIHH BbPXY depTrnnTeTa. [1pu enno npoyysaHe npy MILX0OBE Ca YCTAHOBEHH
HEXKeNIaHH €PEKTH BbPXY (DEPTHIIHTETA NPH MBAKKUTE (B#.TOYKA 5.3).

4,7 EdexT Bupxy cniocobHocTTa 32 Lo HpaHe H patoTa ¢ MAIIHHH

[TauneHTHTE, KOMTO [IPHEMAT AMJTIOAUITMH/ BATICAPTAH/ XHAPOXIOPOTHAZH W LWOMHPAT HITH paboTAT ¢ MalIHHH
TpAOBA Aa MMAT NMpPE1BU/, Y€ MOHAKOra € Bb3MOKHO J1a CE MOABAT yMOpa H 3aMaiiBaHe.,

AMIOIHITHH MOXKe [a NOBNUAE B ciada 10 yMepeHa CTeNneH CnocoOHOCTTa 32 opUpaHe H p
AKO NallHEHTHUTE, MPUEMALLK AMIOIMNUH/BATICAPTaAH/ XHAPOXN0pOTHA3U I, NOAYYaT 3amai
yMOpa HIId TafeHe, CoCOOHOCTTa UM [a pearupar Moxe na 6bae HapyuieHa.

4.8  Hexenann . rekapcTBeHH peaKiiHH

- M#oro uectu (> 1/10)
Hectu (= 1/100 po < 1/10)



- Heuectn (= 1/1 000 oo < 1/100)

- Peaku (= 1/10 000 oo < 1/1 000)

- Muoro peaku (< 1/10 000)

- C Heu3BecTHA YecTOoTa (OT HAIMYHUTE JAHHH HE MOKE a Obae HarpaBeHa OLCHKA)

[1podunsT Ha Be30NaCHOCT HA aAMJIOAMITHH/ BAJIcapTaH/XHAPOXJIOPOTHAZMA, IPSACTABEH M0-10JTy C& OCHOBAaBa Ha

K/IMHHHYHH NIPOYYBAHHUS, NPOBEAEHH ¢ aMIOAMNKH/BaICAPTAH/ XUAPOXIOPOTHA3HA U MO3HATUTE NIPOQHITH Ha
0€30MacHOCT Ha OTAE/THHTE KOMIIOHEHTH aMJIOIMITHH, BAJICAPTaH H XHAPOX/IOPOTHA3HA,

O6o0wuenue Ha npoduia Ha Be30NacHOCT

besonacHocTTa HA aMAOAUNUH/BAACAPTAH/XHAPOXNOPOTHA3N € OUECHEHA NIPH HErOBaTa MAKCHMAJTHA 1032

10 mg/320 mg/25 mg B xoaa Ha eAHO KOHTPONHPAHO KpaTKOCPOUHO (8 ceqmMuuu) KITHHHYHO NpoyuBaHe ¢ 2 271
[ALHUEHTH, 582 OT KOUTO MpPHUEMAT BAJICAPTaH B KOMOHHALMS ¢ aMJIOIMITHH H XHAPOXI0opoTHa3na,. Hexenanure
PEAKUHH KaTO LUTO ca OWiid JIEKH M NpeXoaHH MO XapakTep H caMo B PEIKH CIIy4ad ¢a Hanarajiu
NpeyCTaHOBABAHE Ha neyeHueTo. [To BpeMe Ha TOBa aKTHBHO KOHTPOJUPAHO KIIMHHYHO U3NUTBaHE HAW-YCCTUTE
[IPHYMHH 33 NPEYCTAHOBABAHE HA JICUEHHETO ¢ AMITOTHIUH/BaNCAPTAH/XHAPOXIOPOTHA3H Cca OW/TH 3aMasHOCT H
xunorouus (0,7%).

[0 Bpeme Ha 8-ceAMHYHOTO KOHTPOIHPAHO KTHHUYHO NPOYyUYBaHE He ca HabnoJaBaHu 3HAYMMH HOBH HITH
HEOYAaKBaHH HEKE/aHK JIEKAPCTBEHH PEAKLIMH B CPABHEHHE C M3BECTHUTE NIPH MOHOTEPAMNKS UM KOMOMHHpaHa
TeEpanus ¢ OTACITHHTE KOMIOHEHTH,

[To BpeMe Ha 8-cenMHUYHOTO KOHTPOJIHPAHO KNMHUYHO NpOoy4BaHe HabI0 aBaAHHTE TP KOMOHHAUMATA
aMJIOIMNUH/BaNCcapTaH/XHAPOX10POTHAZU/L TIPOMEHH B JIaDOPATOPHUTE [IOKA3aTeMH ca OHJIH MHHEMAIHH U B
CbOTBETCTBHE C (PAPMAKOIIOFMYHUA MEXaHU3bM Ha ACHCTBHE HA OTACTHUTE KOMIOHEHTH. HanuuneTo Ha

BAJICAPTAH B TPOMHATA KOMOHHALIMA O0Tc1a0Ba XUNOKATHEMHYHHA €(eKT HAa XHAPOXJIOPOTHA3KA.

TadnuueH CNUCHK Ha HEXKENAHUTE peaKunH

CneanuTe HE>KENaHW peakuHu, M3OPOSHH CIIOpe] CHCTEMO-0praHHy Knacose o medDRA u wecToTa, €€ OTHAcAT
3a amnoaunuy/Bancapran/HCT u nooraenno 3a amnoauiin, sancaprad 1 HCT.

MedDRA crcteMo- Hexenanu peakuuau  [Hectota
IOpTaHHH KJ1aC0oBE Amaogunai/sancapra [AmaogunaaBancapranHCT
H /XHIpPOXJIOPOTHAZHA

Heomnnazmu HemenaHoMmeH pak Ha IC
N00pOKAYECTBEHH, KOKAaTa ' HEH3BECTHA!
310KAYECTBECHH H (bazanHokneThYEH HeCTOTa
HEOMPEICICHH ( BKJI. KapUUHOM H
KHMCTH M [TOJIMIIH ) CKBAMO3HOKNETHUYEH
KApLIMHOM )
Hapylienus Ha KpbeTa 4 |ATpaHyIOUMTO?4, — — — Muoro
nuMd¢HaTa CUCTEMA KOCTHO- MO3BYHA peaKH
HEIOCTATBLYHOCT
[ IoHMXKEH XeMOroOHH - IC —
U XEMATOKPHUT HeH3BeCTHA
}@E X
"
XeMOJIMTHYHA AaHEMUA ‘g‘o
JlepkomnmeHus - '
Heyrponenus -
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Tpombouutonenus, |- Mhuoro C Penxmu
MIOHSIKOra ¢ mypiypa peaKH HeH3BeCTHa
yecToTa
ANIacTduHa aHEMHA — — C
HEH3BECTHA
UeCTOoTA
Hapyuiernus Ha dmyHHaTa [CBpbXUYBCTBHTEMHOCT MHoro IC MHoro
cHeTeMa peaKu HEH3BECTHA [PSAKH
YyeCcToTa
Hapyuienus Ha AHODPEKCHS HeuecTH - - —
META00M3MA ¥ XPaHEHETO X MnepKasHeMHs HeuecTH — — Peaku
XUMepravkeMus — MHoro — Peaku
€KH
XHUNEPITHMHAECMUS Heuecty — — -
XHIIEPYPUKEMHUA HeuecTH — — Hectu
X UIIOXJIOPEMHYHA — - — MHoro
AJIKaAI03a PeAKH
XHIOKATHEMHSA Yectu — — Muoro
YeCTH
XHUNIOMAarHe3ueMHus — — — HecTu
X MMOHATpHEMHS HeuecTu — — Hectu
BriowaBane Ha AMabetal- — — Penku
TICMXMYHM HAPY LIEH WA enpecus — Heuectn |- Peaku
HMHcoMHus/Hapyenus [HeuecTu Heuwectn - Peaku
HA CBHHSA
[Ipomenu B — HeuectH —
HACTPOEHHETO
KOOBPKAHOCT = Penku — ~
Hapyrenus va HepsHara [KoopadHaiuoHHM HeuecTH — — —
cHCTEMA HapyLWEeHUA
I3aMasHOCT YecTH UecTn — Peku
TlocTypanna HedecTH — — —
3aMassiHOCT, 3aMastHOCT
MPH YCHITHE
HCrey3us Heuectn Heuectn ~
ExcTpanupamuiHa — K — ~
ICUMIITOMATHKA HEM3BECTHA
HeCTOTA
[ naBobonue Yectu YecTu - Penku
[loBuiteH MycKyleH |- Muoro — ~—
TOKYC CIKH
JleTaprus HeuecTn — — —
[ lapecTesun HeuecTu HeuecTn - Peaku
[lepudepHa HeuecTu MHoro — —
HEBPOTIATHY, peaKH
HEBpONaTHA e
ICOMHONEHTHOCT HeuecTn UecTH = QIR /g »
ICunkon HeuectH Heuectn - /7 3‘ %@ \,ﬂ
T pemop — HeuecTH —f 5 #',.
X HNOECTEZUS — HeuecTH “ E o ""‘* ;
Hapymexns Ha oudre OcTpa 3aKkpuTObLIbIIHA | — —\ff%/ \ 4 ?j:#” J :§:
rnaykoma &y h_‘lieﬂ_ng_Bec’};;h%
\:\'PRW.
3pUTENHH HApYIIEHHA |- Heuectn | R s
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BpuTeno yepexaane  HevecTn HeuvecTH — Peaku
XOPOHIANEH H3JIUB C
HEU3BECTHA
UCCTOTA
Hapyuiends Ha yxoton  [llym B yiuure — HeuecT — —
[1a0upUHTa BETOBBPTEK HeuecTn — Heuectn +
ICbpacyHM HapyLUCHHS [ lanmuraumu — UecTH — —
Taxuxapaus HedecTH — — -
APUTMHUH — MHuoro — Peaku
K BKTIOUHTEITHO peaKH
Opaaukapaua, kKaMepHa
TAXHKAPAHS U
NPCACHLPAHO MBKIEHE)
MuokapaeH uHpapkT MHoro — —
eIKH
ICeA0BK HApYLIEHUS [loyepeeHspaHe — HecTu — —
XHNOTOHUS YeeTn HeuecTu — —
OprocTatHuHa He4ecTH — — YectH
XUNOTOHUS
IDieduT, HedecTu - — —
rpomMbodieduT
Backyaur - MHoro C —
pEAKM HEH3BECTHA
YecToTa
PecnupatopHy, rppbaHd U [Kanmuna HedecTu MHoro Heuectn -
ME/IHACTHATHU ¢ IKH
HapylIeHns JlucnHes HeuecTu Heuectn - —
PecnuparopeH — - — Muoro
nucTpec, 6enoapodeH pEaKH
IOTOK, NMHEBMOHUT
PUHUT — HeyecTu — —
Bb3najieHo rbpiio HeuectH — — —
[OCTLp pecnupaTtopeH - - MHoro
AMCTPEC CHHAPOM pPeAKH
{OPJIC) (8k. TOUKa
k.4)
I(CTOMalHO- YpEBHH CtomallieH HeuecTn UectH Heuectn |Peaku
HapyLIeHHA Anckompoprt, 60.1Ka B
rOpHATa 4acT Ha
KOpeMa
Jlow abx HeuecTH — — —
[IpoMeHH B upeBHaTa |- Heuectnt |- —
NEPUCTAIITHKA
3anek - — — Peaku
[ loHmKeH aneTHT — - — HecTu
J{mapns HeuecTH HeuecTr oA
XOTa B yCTaTa HeuecTH HeuectH
HCNencHA UecTH HeuecTH /
[‘acTpuT — Muoro ((
eNKH
X MMepriasys Ha — MHoro
BEHLHUTE peaKH
| aneHe HeuecTu HecTn




[lankpeatur — MHoro — Muoro
peaKkH €1KH
IloBpbuiane HeuecTH HeuecTH — YecTH
XenatoduiauapH ¢ IOTKAOHEHHA B - MHoro IC -
HapyLUEHWA yepHOApODHUTE penku™®* HEH3BECTHA
(b YHKLIMOHATHH 4ecTOoTA
roKa3arenm,
BKJIFOUUTETHO
[IOBHILIABAHE HA
CepyMHHA OUNHUpYOUH
X enarut — MHoro - —
PEIKH
HMHTpaxenaranHa — MHoro — Penkwu
X0JIECTa3a, KbATEHULA PEAKH
HapyluieHus Ha koxkara v JAJToneums - HeuecTH —
MOAKOMHATA THKAH AHrHoe1emM - MHoro IC —
pE/IKH HEH3BECTHA
4eCTOTA
byno3ex gepMatTut — = IC —
HEH3BECTHA
YECTOTA
Peakiinu, — — - MHoro
HAMOAOOABALHH KOXEH PEIKH
Ty My C €pUTEMATOIES,
peaKTUBUPAHE HA
KOXEH Nynyc
EepuTEMaTOIEC
Eputema myntudopme - MHoro — IC
PeaKH HEHU3BECTHA
HyecToTa
Fk3aHTEM — Heuectn | —
Xunepxuaposa HeuecTH HeuectHt |- —
Peakunu Ha — Mmuoro - Penku
ICBPBXY4YBCTBUTCITHOCT™ PeAKH
[pypuryc HeuecT Heuectn  (C =
HEeHM3IBECTHA
4eCcToTa
ITypnypa — Heueetd |- Rare
100puB - Heuectn  |C Uectu
HEH3BECTHA
YeCcToTa
(O0e3LBeTIBAHE HA — Hevect |- —
KOXKarta
YpTukapus v apyrua = Mmnoro — HectH
BH1OBE 0OpHUB penKu
HexpoTu3upati — IC
BACKYI/IUT H TOKCHYHA HEH3BECTHA
enuaepmaita YecToTa
HEKPOJIN3a /
ExcdonuarupeH — MHoro ((
nepMaTHT EKH
CuHApoM Ha Stevens- MHoro
Johnson penKH \




B KPBbBTa

[loBuillaBaHE HA ypesaTa

HeuecTH

Enem va Quincke — MHuoro = —
eaKH
Hapytuexus Ha Aprpanrus — HeuecTH —
MYCKYNHO- ckeneTHata  [boaku B ropba HeuvecTu HeyectHn =
[cHcTEMA U I(OTOK Ha CTABUTE HeuecTH — — —
CHCAUHUTENHATA ThKaH  MyckyJTHU crma3MHu HeyecTu Heuect |- iC
HEH3BECTHA
UeCTOTa
MyckynHa ciaboct  [HeuecTH — — -
Muanrus HeuectH HeuecTH C —
HEW3BECTHA
4eCTOTA
bonku B kpaiiuvuure  [HeuecTu — — —
OK Ha M1€3¢HHTE — HecTH — —
HapyLieHus Ha ToeuuieH KpeaTHHKH B [HeuecTH — C —
ObOpeLrTe U MMKOYHUTE |[KPBHBTA HEW3BECTHA
IbTHLLIA yecToTa
MHKIUOHHH HeuecTH
HApYLICHUS
Huktypus — Heuectn - —
Ilonaknypus Hectu HeuvecTH
brOopeuHa fUCHYHKLIMS |- - —
HEeW3BEeCTHA
€CTOTA
[Octpa 616peyna Heuectn — — iC
HEAOCTATHYHOCT HEH3BECTHA
YECTOTA
btOpeuna = — IC Penku
HEAOCTATHHHOCT H HEW3BECTHA
[YBpEKIAaHE YyecToTa
HapylueHnus Ha MMNOTEeHTHOCT HeuecTn Heuectn |- YecTn
BB3MPOH3BOAHTEAHATA  [['MHeKOMacTHA HeuecTH = —
lcicTeMa ! rppaaTa
061K HapyLUEHMS U ADazuA, HapywieHnd B [Heuectw — — —
edekTH Ha MACTOTO Ha MOX0JKaTa
MIPUIOKEHUE AcTeHHA HeuecTu HeuecT — iC
HEH3BECTHA
4eCTOTA
JTuckomdopr, Heuectn Heuectn - —
HEpas3NoJIoKEHHE
YMopa Hectu HecTH Heuvectn
bosika B repaure, Heuectn HeuecTH — -
KOATO HE € CBbP3aHa
CBC CBPLETO
OTok HecTH Hectu — —
bonka - Heuwectn |- —
ITupekcus — —
M3cnensarns [ loBuInaBaHe Ha —
JIMITHINTE




I IopHIlIABAHE HA HeuecTH — —

MHKOYHATA KUCEIIHMHA B
KpbBTa

[ 1oKo3ypus Peakwu

[ToHmxKeH KanHi B HeuecTH - | -
KpBbBTA

IToBUIIIEH KATHH B - — C —
KpbBTa HEH3BECTHA

4cCTOTAa

Hannmarane Haterno  [HeuectH Heuectn - —

I(CnagaHe Ha Terno — Heuwectn — —

* Brokre Touka 4.4 “@oTOUYBCTRUTETHOCT
o Ha#-uecto cBbp3aHO € Xonecrasa

CbobiasaHe Ha OAO3UPAHU HEXKETAHH PEaKUHMH

Cb0o01aBaHEeTC HA NOIO3UPAHU HEXKE/TaHH PEAKLIMH Clie pa3pellaBaHe 3a ynorpeda Ha JEKapCTBEHHA TNPOAYKT €
BXHO. TOBa MO3BOAIABA Aa MPOAB/LKHA HAONKJEHHETO HA CHOTHOLLICHHETO MOMA3a/PUCK 32 NEKAPCTBCHMSA
MPOAYKT. OT MEAHLIMHCKUTE CNELIMATUCTH C€ W3HCKBA J1a ChOoOLIABAT BCAKA MOJ03MpaHa HeXelaHa peakiys ypes
M3mbiiHMTEIHA areHLUMs No ieKapcTBara

vi1. ,,JdaMan I'pyeB” Ne 8

1303 Codus

Ten.: +359 2 890 34 17

yebcaiT: www.bda.bg

4.9 IIpenozupane

CHMNOTOMH

Hama onMT cbe cnyyau Ha npero3upaHe ¢ aMmiI0aHITHH/ BAICAPTAH/XHAPOXJIOPOTHA3HA. [ JTABHUAT CUMIITOM Ha
MTpeI03HPpaHE C BAJICAPTAH BEPOSATHO € U3Pa3cHa XHIMOTOHMA U 3aMasHocT. [Ipe1o3upaHeTo ¢ aMITIOANITHH MOXKe
Aa aoBene A0 ekcTpeMHa nepudepHa BazoaunaTalua 4 BepoaTHO pediekcHa Taxukapaus. MMa cpobuienid 3a
CJIy4YaH Ha H3Pa3eHa U MOTCHMAIIHO MPOJOHIMPAHA CHCTEMHA XMIIOTOHHU, BKIIIOUHTEIHO LOK ¢ (haTaleH H3X0/
Ipd Mpego3UpaHe ¢ AMIOAMIIUH.

Hekapanorenen denoapodeH oTok ce cholbiapa pajako KaTo nocedrla OT Npefao3upaHe ¢ aMIIOINHIIHH, KOHTO
MOKE [1a C€ IPOABHU ChC 3aDaBeHo Havasio Ha edekta (24-48 yaca cnep rorfblLaHe) M /1a H3HCKBA U3KYCTBEHA
BeHTHIauua. PaHHUTE peaHuMaUHOHHH MEPKH ( BKITFOUUTEITHO HATOBAPBAHE C TEYHOCTH) 3a MOAIBbPKAHE HA
nepdy3naTa U cbpaeyHud AeOuT morat aa 0baar yckopsiBalld $hakTopH.

JleueHue

Amroounun/sancapmarn/xuopoxaopomuasuo

KiMHW4HO 3HaUMMaTa XMMOTOHKSA TOPa/Id NPea03UpaHe Ha aMIIOAUINKH/BaICapTaH/ XHAPOX/IOPOTHA3H H3HCKBA
aKTUBHA CbPACYHOCHI0BA PEaHUMALIUA, BIUTIOYRALLA YECTO MOHUTOPUPAHE Ha ChPCYHATA H IMXaTC/THA
(YHKLIMS, NOBJHIaHE Ha KPalHHLMTE H BHHMaHHE MO OTHOLIEHHUE Ha UUPKYJIATOPHHUA 00EM H THype3aTa.
HpHnoKeHHETO HA BA3OKOHCTPUKTOP MOKE [1d € OT 110132 324 Bb3CTAHOBABAHE HA CHAOBHS TOHYC U apTEPHATIHOTO
HAMACAHE, B CJly4yait ue HAMa IIPOTHBONOKA3AHUA 33 MPHIIOKEHHETO My. MHTPAaBEHO3ZHOTO NPUIIOKEHHUE HA

npoMueka. [IpuioxkeHHeTO Ha akTUBEH BbIJIEH MPH 3paBd A0DPOBOITIH HENOCPEACTBEH
MOTJIbIAHETO HA AMIOAWNKH 3HAYUMO HaMaJisiRa abcopOLIMATA HA NPOAYKTA.
AMNOIHNHH HE MOXeE [1a Ob/ie OTCTPaHEH Ype3 XEMOAHAITH3A.



Baacapmarn

Bancaprax He Moske 1a Ob/le OTCTpaHEH Ypes XeMoaHanM3a.

Xuopoxiopomua3zuo

[Ipeno3npaHeTo ¢ XHAPOXIOPOTHA3M/ € CBBP3aHO ChC 3aryDa Ha €NEKTPOTUTH (XHAOKATUEMHS, XHMITOXJIOPEMH)
U XHITOBOJIEMUS B PE3YJITAT HA EKCLIECUBHATA JMype3a. Hail-uecTTe npu3HaUH B CHMIITOMH HA MpeJo3upaHe ca
raIeHe ¥ CbHAHBOCT. XHMMNOKATHEMHUATA MOXKE /1a MPEIM3BUKA MYCKY/IHH CMa3MH W/HITH H3Pa3eHAa Chp/eUHa
APHTMMH, CBBp3aHa ¢ €JHOBPEMEHHATA yioTpeda Ha AUPHTATMCOBH MTHKO3HAK HITH ONPEAC/ICHH
AHTHAPUTMHYHM JICKAPCTBEHK TIPOAYKTH.

He e ycTranoBeHa CTeNeHTa Ha O4YUCTBAHE Ha XHAPOXJIOPOTHA3ZH MPH XEMO/AHAIU3A.

5. OPAPMAKOJIOTHUYHHUCBOUCTBA

5.1 PapMaxoITHHAMHAYHH CBOHCTRA

DapmakorepanceTyyuta rpyna: Cpeacreara, eicTBallK BbpXY PeHUH-aHMHOTEH3HHOBATA CUCTEMA,
anrnoteHsuH Il peuenropuu OnokepH, npyru komOudaunu, ATC koa: CO9DXO01.

MexaHun3wm Ha JcHicTBUHE

BanTprkom e KoMOMHALIMSA OT TPH AHTUXHNEPTEH3HBHY CHCTABKH C JIOITBJIBALIL C€ MEXAHH3BM HA KOHTPOJ Ha
APTEPHAITHOTO HAJIATAHE NPU NAUKEHTH ¢ eCCHUMATHA XHIIEPTOHHUA: aMJIOAKMMNKH NPHHAAIEKH KBM Kilaca Ha
KAIUHEBUTE aHTAFOHUCTH, BaJlcapTaH KbM Knaca Ha auruoteHsuH Il peuenropruTe Hi1okepH, a
XHAPOXJIOPOTHAZM/ KbM KJIaca Ha THa3HAHHUTE auypeTHLH. KomOuHaIMATA Ha TE3U CHCTABKH MMa a/lHTHBCH
AHTHXKMEPTCH3HBEH e(PEeKT.

AMIONHNKH/BANCAPTAH/ XHIPOXNOPOTHASHU]

Krunuyna epuxacrnocm u Hezonacrocm

AMJIO/IMITHH/ BaNCapTaH/ XHAPOXJIOPOTHAZH/ € H3MUTBAH B IBOHHO-CJIANO, AKTUBHO KOHTPOJHUPAHO MpOYUBaHe
NPU MAUMEHTH ¢ XunepToHus. Q0o 2 271 nauMeHTy ¢ yMEpPEHa 10 TeXKa XUNEPTOHHS (CPEAHOTO H3XO/THO
CUCTONTHO/ JUACTONIHO apTeprUaHO Hastarade € ouno 170/107 mmHg) ca nexkysaHu ¢

amIIoAWNKLE/ BancapTan/xuapoxiaopotaasi 10 mg/320 mg/25 mg, pancapran/xuapoxnopotnasus, 320 mg/25 mg,
amoaunuy/Bancaprat 10 mg/320 mg unu xuapoxnoporuazua/amnoaunud 25 mg/10 mg. B Hauanoro Ha
MPOYYBAHETO HA IIALHEHTATE Ca HA3HAYEHH MTO-HUCKH I03H OT NPEANUCAHUTE UM TEPANEBTHUHH KOMOMHALMH 1
BIOCIE/ICTBHE HA 2 CEIMHMLIA Ca TUTPHPAaHH A0 NbJAHUTE UM TEPANEBTHYHH [1O3H.

Ha 8 ceamuua cpeaHOTO NOHIWKABAHE HA CUCTOIHOTO/IMACTOIHOTO apTepHaTHo Hanarase € 39,7/24,7 mmHg ¢
aMJIOAMNKH/BANCAPTAH/XHAPOXIOpOTHA3H], 32,0/19,7 mmHg ¢ Bancapranw/xuapoxaopotvazua 33,5/21,5 mmHg
¢ amuogunuu/sancaptan v 31,5/19,5 mmHg ¢ amnoaunun/xuapoxnoporuaszua. TpoliHaTa KOMOHHaLMS
MPEBb3X0AKAA CTATUCTHYECKH 3HAUUMO BCAKA ¢IHA OT TPUTE ABOHHH KOMOWHALIMH B NOHHKABAHETO Ha
IHACTOTHOTO M CUCTONHOTO ApTePHAITHO Hangrade, [[oHM»XaBaHeTO Ha CHCTOTHOTO/JHACTOIHOTO  apTePHAITHO
HAJIATAHE ¢ aMJI0IMNUH/ BasIcapTal/ xuapoxnopoTriasua e ¢ 7,6/5,0 mmHg no-rossMo, OTKOJIKOTO ¢
BAICAPTAH/XHAPOXJIOPOTHAIM, ¢ 6,2/3,3 mmHg no-rossamMo, OTKOIKOTO ¢ aMIOJUITAH/BANCAPTaH U ¢

8,2/5,3 mmHg no-ronsamo, 0TKOAKOTO ¢ aMIOAUNMHHE/ XMAPOXA0POTHAZHA. ONTHMANHUAT aHTHX

g
K GAHAORI

(<140/90 mmHg) ¢ amnoaunun/Bancapran/xuapoxnoporydasua (71%) B cpaBHeHHe ¢ B
ABOHHH KoMOHMHaLHH (45-54%) (p<0,0001).
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B noarpyna ot 283 naunenTy, aHanus gokycupaH BbpXy amOy1aTOPHOTO MOHHTOPHPA
HA/SICAHE, [TOKA3BA KIMHHUYHO W CTATHCTUUYECKK NO-TOMSMO NOHWKEHKWe Ha 24-4aCcOBOTO



apTepUanHO HANATAHE, NPH JIEHEHHE ¢ TPOHHATa KOMOMHALMA CAPAMO BaNCapTaH/XnaApoXnopoTHa3Ua,
Ba1CapPTaH/aMIIOAUITHH U XHAPOXJIOPOTUAZUA/AMITOMTIHH.

AMICOHITHH

Mexanuzvat na oeticmeve

AMJIOAWITHH, KONTO BIY3a B ChCTARA HAa aMITOIUITMH/BAICAPTAH/ XHAPOXIIOPOTHAZHA HHXMOHUPA
TPaHCMEMOPAaHHOTO HABIIH3aHE HA KAIIHEBU HOHU B CbPASUHHTE U CHIOBUTE IMAJKH MYCKYJIH.
AHTUXUTIEPTEH3UBHOTO AEHCTBUE HA AMJIOJMIIHH C& ABJIAH HA JHPEKTHHS peiakcupall eeKT BbpXY ChAOBHTE
FJaJKH MYCKYJIH, KOETO BOJIM 10 HAMAJIABAHE HA CbAOBOTO CHIIPOTHB/IEHHE H OTTAM HA aPTECPHATHOTO HANATaHE,

Papmarodunavuuny egexmu

ExkcnepumenTaniHy JaHHM NOKa3BaT, Y€ aMJIOIHITHH Ce€ CBbP3Ba H C AMXHAPONMUPHIHHOBUTE U C
HEIUXHAPONHPUHAHMHOBHTE MECTA 32 CcBBbP3BaHe. [Ipoliecute Ha ChkpalleHHE Ha ChpASYHHA MYCKYJ/T H Ha
ChAOBHTE MAAKH MYCKYH €A 3aBUCHUMH OT NMPHBIKBAHETO HA U3BBLHKICTHUHUTE KATUHMEBH HOHH B KIIETKHTE Ha
MYCKYJIUTE Mpe3 credupHYHy HOHHH KaHATvYeTa.

[1punoxkeHUETO HA TEPANEBTUYHA 103a aMIOUITHH MPH NMALMEHTH C XMIIEPTOHMS C€ MOCEABA OT

Ba30AUNATALIHA, KOATO BOIM 10 HAMAIABAHE HA APTEPHATTHOTO HANKTAHE B JIETHATIO M B M3IIPABCHO  TOJIOYKEHHE.
IIpx xpoHuyHa yrnotpeda ToBa NMOHKABAHE HA APTEPUATTHOTO HANATAHE HE CE CHITHTCTBA OT 3HAYMMHU [IPOMEHH B
CBPASYHATA HECTOTA MITH MJIA3MEHWUTE HUBA Ha KATEXOJIAMHHUTE.

[LnazMeHnTe KOHUEHTPALIMK KOpenupar ¢ eeKTa, KaKTO NP MJIaay, Taka U [IpH NALMEHTH B CTapYeCcKa Bb3pacT.

[Tpu xunepToHuLH ¢ HOpManiHa ObOpeuHa GyHKIHA, TepaneBTHUHKHTE 103H aMIIOAHIMH BOJAT A0 HaMAISBaHE HA
OBOpPEUHOTO CHAOBO CHIPOTHBIIEHHE M YBEJIMHABAHE Ha [JIOMEPY.THATa puaTpaums, W edeKTHBHHA OLOpeucH
KPBBOTOK, 0€3 1a npoMeHsT GpuiTpauroHHarTa dbpaKkiida UK NPOTEHHYPUATA.

Kakro u npu npyrure 6soxepu Ha KalUMEBUTE KAHAJTH, XEMOAMHAMHYHHUTE U3MEPBAHHUA HA CHPACHHATA (YHKLHS
B MOKOM W IIPH HATOBapRaHe ( MJIM XOAEHE) MPH NaUHEHTH ¢ HOpMaiHa QYHKLHMA Ha KaMEPUTE, NEKYBAHU C
aMJIOJIMITHH, KaTO LIAM0 OKA3BaT AEKO MOKAYBAHE HA ChPACYHUA UHASKC Oe3 3HauWMo noenuvsasaHe Ha dP/dt, vnu
Ha JICBOKAMEPHOTO ¥ IHACTOJHOTO HansraHe Win odem. B mpoyupaHus 3a X€MOAHHAMHKA, aMJIOJHITHH HE Ce
CBBP3BA C HETAaTUBEH HHOTPONEH eeKT, KOraTo ¢¢ npuijiara B rpaHMLMTE HA TEPAICBTHYHHTE J03H NPH 31paBH
JKHBOTHH H X0pa, OPH KOraTto Mpy Xopa ce npunara eAHoBpeMenHo ¢ Gera-0nokepu.

Ilpn 3apasu X0pa H XHBOTHY aMJIOJTHITHH He NPOMEHS CHHOATPHANHATA HOJAIHE QYHKUMS H
aTPHOBEHTPHKYJIAPHOTO NPOBEKAaHE. B KIIHHUYHM NPOYYBAHHUS, B KOUTO aMJIOAHMINH € npuiaraH B
KOMOMHaLMA ¢ DeTa-ONoKepH Ha MAUMEHTH ¢ XMIICPTOHHA WIH CTEHOKAPHUA, HE ¢a HaOMI0JaBaHH HEXENaHU
¢(PEKTH CAPAMO MapaMEeTPHUTE Ha eNIeKTPOKAPIHOrpamara.

AMJIOIMITHH € NPOYYBAH IPH NMALHEHTH ¢ XPOHUYHA CTAa0WIHA CTEHOKAp/AMA, Ba30CNacTHYHA CTCHOKApAWA ¥
aHruorpad)cku 0OKYMEHTHpaHO 3a00714BaHe HA KOPOHAPHHTE Cb/I0BE.

Knunuuna epuxachocm u Gezonacrocm

Ynompeba npu nayuenmu c xunepmonus

001110 33 357 NnauMEHTH C XHMEPTOHHA Ha BB3PACT 55 roAXHH M NoBeYe ca OHUITH PaHao %p@ﬁﬁ ﬁﬁ‘rp(}cneaehﬂ
3a cpeaHo 4,9 rogunu. IlauMenTnTe ¢a MMANK NOHE €IMH JOTLJIHHTESEH PHCKOB (PAKTOP'RQ “£0POHApHA o




HA CHPLETO, BKJIKOYHTENHO NPEALLICCTRALL MUOKAPASH HH(MAPKT WA WHEYAT (>6 Meceua npeaH BKIIOYBAHE B
MPOYUBAHETO) MM A0KAZAHO APYTo ATEPOCKISPOTHYHO ChPAESYHOCHA0BO 3abonseane (Han 51.5%), 3axapeH
auabet tvn 2 (36,1%), THNONPOTENHH ¢ BUCOKA TUIBTHOCT - XostecTepon <35 mg/dl wm <0,906 mmol/l (11,6%),
JIeBOKaMepHa xunepTpodus, AMarHOCTHLIMPAHA Ypes eeKTpoKapaHoTpaMa WM exokapanorpadekH (20,9%),
HacTofM nywauu (21,9%).

[TbpBryHaTa KpailHa ToUka € OMna CbCTABEH NOKazaTe OT (paTaneH KOPOHAPEH HHLIMACHT UK He-(paTaleH
muokapaeH HHdapkT. He ca HabmomaBanu 3HAUMMY Pa3iMUiKs 110 OTHOLLIEHHE HA TbPBUYHATA KPAHHA TOUYKA
MEXAY TEPATTHATA C AMIOIUIIMH M TEPANUATA ¢ XJOPTAIUAOH: KoeduuueHT Ha pHck 0,98 95% C1 (0,90-1,07)
p=0,635. [1pu BTOPpUUHUTE KpaliHH TOYKH, 4SCTOTATA HA ChPACYHA HEAOCTATHLYHOCT (KOMMOHEHT HA ChCTaBHATA
KOMOMHHpAaHa ChPACHHOCHI0BA KpaiiHa TouKa ) € 6HAa curHMHKaHTHO TO-BUCOKA B TPYIATA HA AMJIOJMITHH,
OTKORKOTO B rpynara Ha xjgopranuaou (10,2% cnpsamo 7,7%, RR 1,38, 95% CI [1,25-1,52] P <0,001). Benpexs
TOBA, HE € HAOMI0AABAT 3HAYMMH Pa3IHYMA N0 OTHOLUICHHE HA O01iaTa CMBLPTHOCT MEXAY I'pynaTa Ha Tepanus ¢
aMJIOAMNMH W Ta3d Ha Tepanus ¢ xinoptanuaocH RR 0,96 95% CI [0,89-1,02] p=0,20.

BajicapraH

Mexauuzvsm na oelicmsue

BancapraH e nepopaiHO akTUBEH, MOLIEH U ¢crnetuduyeH anruoteH3uH I peuernrropen 6nokep. To# Bb3acHCTRA
ceJIeKTUBHO BbpXy AT1 peuenTtopHUs MOATHI, KOHTO € OTTOBOPEH 3a NO3HATHTE BB3ACHCTBHA HAa AaHTMOTEH3UH

1.

Kaunwuna egpuracnocm u bezonacuocm

[IpunoxeHneTo Ha BancapTaH MPpH NAUHEHTH ¢ XUTIEPTOHHA BOIM 10 MOHWKABAHE Ha aPTEPHAJIHOTO HAIAraHe
0e3 NoBNMABAHE Ha ITYJICOBATA YECTOTA.

[Ipu moBeyeTo NALKUEHTH, ClIe/ €AHOKPATEH NepopaieH MPHEM, HAYATIOTO HA AHTUXHIIEPTEH3UBHOTO ACHCTBHE €
B pamMkuTe Ha 2 4aca, a IMKa B IOHMKABAHETO HA apTEPHATTHOTO HansraHe ce JOCTHIa B paMKHTe Ha 4-6 vaca.
AHTHXUIIEPTEH3UBHHAT e(heKT NpoAbIKABA HAH 24 vaca ciea npuema. [IpH peIoBeH npHeM MakCUMyMa B
PEAYKLHATA HA apTEPHANHOTO HATAMaHE C BCAKA 1034, KATO UAJIO, CE NOCTUTa B PAMKHMTE HA 2-4 CEAMULH.

XHIPOXTOPOTHAZH/L

Mexaniizvm vHa deiicmaue

OCHOBHOTO MACTO HA IEHCTBHE HA THA3UAHHTE JHYPETHIM €4 JUCTATHUTE U3BHTH KaHanyeTa B 61n0peka.
JlokazaHo e, ue B ObOpeyHaTa Kopa ChbLIECTRYBA PEUENTOP C BUCOK aHHUTET, KOWTO NpeACTAB/IsIBA OCHOBHOTO
MSACTO Ha CBLP3BaHE 3a ASHCTBHETO HA THABHAHHUTE AHYPETHIIH K 338 UHXUOHpaHE Ha TpaHcnopTa Ha NaCle
JHMCTAJIHUTE U3BHTH KaHanyeTa. THazuAHUTE QHypETHIIM ICHCTRAT upe3 MHXHOUpaHe Ha Na CI CUMIIOpTEP,
BEPOATHO Ype3 KOHKYPHpaHe 3a MACTOTO 3a ¢ebp3BaHe Ha Cl', H no TO3H HAYWH MOB/IHABAT MEXaHHU3MHUTE Ha
eNeKTPOAUTHA peabcopOius: NMPEKTHO MOBUILIABANKH €KCKPELMATAa HA HATPUH M XJIOp B MPHOIH3UTENHO
€THAKBA CTENCH U MHANPEKTHO Ype3 ANYPETHYHOTO CH JefiCTBYE, HAaMANSIBalKH [U1a3MeHHs 00EM € MOC/IEABALIO
MOKAYBAHE HA MJIA3MEHATA PEHUHOBA AKTUBHOCT, CEKpEeLHA HAa AMAOCTEPOH W 3ary0a Ha KanHH C ypuHaTa, KakTo
H HaMaJIsBaHE HA HHBATA HA CEPYMHHA KanHi.

IlenuaTtputina nonynatins

EeponefickaTta areHUHA o AekapeTaTta 0cBODOXKAABA OT 3aABJDKEHHETO 33 NPEAOCTaBAHE HA PE3
DPOYUYBAHUATA C AMAOAHITUH/BANICAPTAH/ XHAPOXIOPOTHA3UI BB BCUUKH NOATPYMNH HA Ne
MOy Iaius Py ECEHUNANHA XUMePTOHMA (BK. Touka 4.2 3a HHhopMaLus OTHOCHO yNoT

Jpyru: ABoHHO DJIOKMPAHE HA pEHHWH AHTHOTEH3HH -a0CcTepoHoBaTa cucTteMa (PAA

J{ge roneMu paHaoMusupanud konTpoaupanu npoyusanus — ONTARGET (ONgoing T
combination with Ramipril Global Endpoint Trial - Tekywo riiodanHo n3nureaHe 3a kpa



TEJIMUCAPTAaH, CAMOCTOATEIHO M B KoMOuHanus ¢ pamMunpui) 1 VA NEPHRON-D (KiiHHn4HO MpoyysaHe
CBLP3aHO ¢ pa3BMTHE HA HedponaTua npu AHadeT, NpoBeAcHO 0T MHUHHCTEPCTRO M0 BBIPOCHTE HA BETEPAHUTE)
— npoyuear ynotpedara Ha komOnHaumaTa ot ACE nnxudurop v APbB.

ONTARGET e npoy4Bane, ipoBeaeHo Npy NauKMEeHTH ¢ aHAMHE3a 34 CbPAEYHOCHI0BA HIIH MO3BUHOCHA0BA
OosecT, WK 3axapeH AHA0ET TUI 2, IPHAPYKEHH € AAHHH 33 YBpEXKAAHE Ha epeKTOpHH opraHu. VA
NEPHRON-D ¢ npoyupaHe npu nalueHTi ¢h¢ 3axapeH auabet Tin 2 1 nuaberHa HedponaTus.

Te3u mpoyuBaHuUs He MOKA3BAT 3HAUUM OnarofpusTeH eexT BbpXY OBOpeUHHTE WHITH CHPACHHOCHIOBHTE
[OCIEAUUYM M CMBPTHOCT, KaTO ChLLUEBPEMEHHO ¢a HabMO1aBaHy NOBUILEH PUCK OT XHIICPKATHEMHA, OCTPO
yBpeKIaHe Ha ObOpeLuTe W/ HITK XUITIOTOHUS B CpaBHEHUE ¢ MOHOTepanuaTa. Karo ce HMaT NpeaBH I CXOAHHTE
UM (papMakoIHHAMUYHH CBOHCTRA, T€3H pe3yiTaTy ¢a npunoskumu u 3a apyra ACE unxubutopu u APb.

ACE nuxuburopu u APb cnenosareinno He TpsbBa aa ce W3MOI3BAT € JHOBPEMEHHO IPH MNALHUEHTH ¢ nnaberHa
HehponaTus (Bk. Touka 4.4).

ALTITUDE (KnuHu4HO npoy4BaHe NPOBEICHO ¢ &THCKHPEH IPY NALMEHTH CbC 3aXapeH AHadeT Tum 2 ¢
M3M0/I3BAHE HA CHPACYHOCBHAOBH U OBOpeyHH 3a00NIIBaHUs KATO KPAiHHA TOYKH) € IPOYUBaHe, MPEAHa3HA4EHO
2 W3ciesa noi3ara ot 4odaBAHETO Ha anMCKHpeH KbM cTanaapTHa tepanus ¢ ACE HHxuOutop vam APb npu
MauMEeHTH ChC 3axapeH auabeT TMN 2 1 XpoHUUHO 6b0peuHo 3abongBane, ChpAeHHOCHA0BO 3a00MABAHE HIIH H
ngete. [1poyuBaHeTo e npekpareHo npexaespeMeHHO Mopaau NOBHIIEH PUCK OT HEDIAronpusATHH NOCIICAULM.
KakTo cbpaeuHOCHA0BATA CMBPT, TAKA M HHCYATHT Ca AO-YECTH B IPynaTa Ha AJIHCKHUPEH, OTKOJIKOTO B rpynaTa
Ha 11auedo, a NPeACTAB/ABAIUMTE HHTEPEC HEXENaHH ChOUTHA K CEPHOIHHM HEHKETAHH ChOHTHA
(XHIEpKATUEMHs, XMITOTOHHA U O0b0peyuHa ancdyHkLMA) ce chodulasaTepUTeMa [O-4eCTO B rpyrara Ha
aJIMCKUPEH, OTKONIKOTO B IPyIara Ha niaedo.

HemenaHoMeH pak Ha Koxkara

B13 0CHOBa Ha HAJTMUHHUTE AAHHH OT €NHAEMHOIONMYHH IPOYYBAHHMA € HaON0JaBaHa 3aBUCHMA OT
KyMyflaTHBHATa A03a Bpb3ka mexay XX T3 u HMPK. Enno npoyuBaHe BkAO4Ba NONYJALMSA, ChCTOAIIA CC OT
71 533 cnyuan Ha BKK 1 8 629 cnyyan wa CKK, u nomynauus ot chotBetHo 1 430 833 n 172 462 nogxonsuiu
KOHTpOo./IH. Bucokara ynotpeba na XXT3 (kymyaarueHo >50 000 mg) e ceppsana ¢ koparupad OR 1,29 (95%
JIN: 1,23-1,35}) 3a BKK u 3,98 (95% J3H: 3,68-4,31) 3a CKK. Habmoaagaua e aCHA BPb3Ka KYMYJIaTUBHA 103a-
otroBop kakto 3a BKK, Taka u 3a CKK, J[pyro npoyupaHe noka3sa Bb3MOHa BPb3Ka MEXKIY paka HA YCTHUTE
(CKK) ¥ ekcnosuumaTa Ha XX T3: 3a 633 cnyuad Ha pak Ha YCTHHTE e noadpaHa nomynanus ot 63 067
OAXOOALIM KOHTPOMH, KaTO C€ W3I0N2BA CTPATETHS 3@ B3eMaHE HA npoOu, ONpEAEieHa OT PHCKA.
JleMOHCTpUpaHa € Bpb3ka KyMyJ/aThBHa A03a-0TroBop ¢ kopurupad OR 2,1 (95% AH: 1,7-2,6), napacTBauy 10
OR 3,9 (3,0-4,9) za Bucoka ynorpeba (~ 25 000 mg) v OR 7,7 (5,7-10,5) 3a Haii-BHcokaTa KyMyJJaTHBHA 1033 (~
100 000 mg) (k. cbio TOUKA 4.4).

3.2 DapMaAKOKHHETHYHH CBOHCTBA

JInHelHHoceT

AMIIOIMNKH, BAICAPTAH U XHAPOXIIOPOTHAIH MMAT JIHHEHHA (JapMAKOKHHETHKA.

AMIOAWNUH/BAICAPTAH/XHAPOXIOPOTHA3U]

Cnen nepopanio NpHIOKEHUE Ha aMIIOIUITHMH/ BAJICAPTAaH/ XUIPOXJIOPOTHA3H/L NPY 3PABY BH3PACTHH NHKOBH

yaca M 2 yaca.
CkopocTra M cTeneHTa Ha abcopOuusaTa Ha aMNOAMIHH, BATICAPTAH H XHAPOXIOPOTHA3H
aMAOIKITHH/ BaACapTan/Xuapoxi0poTHa3| ¢a ChUINTE, KAKTO NPH NPHIAraHETO HM ¢a

AMNOAMIIHH
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Crnea nepopaiHo MPHIOXKEHHUE Ha TEPaneBTHYHA 1033 AMTOIMITMH, TMKOBA IU1a3MEHa KOHLIEHTPALHA ce A0CTHra 3a
6-12 yaca. AbcomoTHaTa OnoHannuHocT € Mexay 64% u 80%. bHoHanMuHOCTTAa H2 AMJTO/TUIIHH HE €€ TIOBHABR OT
MPUEMAa Ha XpaHa.

Pasnpedenenue

ObembT Ha pastipeacnerue e npubnusutento 21 Vkg. In vitro npoy4BaHua ¢ aMA0JHITHH NOKA3BAT, U
NPHOMHIUTENHO 97,5% OT UMPKYIHMPALLOTO JIEKAPCTBO C€ CBBP3BA C IIa3MEHHTE [IPOTEHHH.

buompancopuayus
AMIJIONHINIHH ce MeTabonu3upa ocHOBHO (NpHOnu3uTenHo 90%0) B uepHus 1pod 10 HEAKTHBHH METADOJIHTH.

Eauvunupane

EnuMHHHpaHeTO Ha aMITOAMITMH OT Nia3mara € DudasHo ¢ TepMHUHANEH MOYKHBOT Ha eIMMHHHPaHE

npudauzuteaHo 30 no 50 yaca. CranoHapHK MW1a3MeHH HHBA C€ AOCTHIAT CIICA NPOAWDKHMTENIEH NpyueM 33 7-8 IHHU.
10% ot opurvHanHug aMma0aumvH U 60% OT HEroByTE METabDONUTH CE EKCKPETHPAT ¢ YPHHATA.

Baacapran

Abcopoyus

Cnen nepopayHoO NMPHIIMKEHHE HAa BAJICAPTaH MUKOBHTE MIA3MEHH KOHUETPALMH C€ JOCTUraT 3a 2-4 yaca.
CpeaHara abcomoTHa SuoHanuuHocT € 23%. Xpanara HamaaBa ekcno3uuusta (onpeaenena upes AUC) Ha
pasicaptaH ¢ oxoso 40% u nukosaTa riasmeHa koHuenTpanysd (Cmax) ¢ okono 50%, BLIIPEKH TOBA OKOJIO 8 Yaca
CJIC IIpUEMA [UTa3MEHUTE KOHUCHTPALMY Ha BaJICAPTaH ¢a NoJA0OHHU B MPYIIMTE NIPHEMAIIH JIEKAPCTBOTO CAE
HaxpaHsaHe W Ha rnagHo. Tazu peaykimsa Ha AUC, obate He ce ChbIIBTCTBA OT KIMHKYHO 3HA4YHMa peIyKLUs Ha
TEpaneBTHUHHUSA PEKT M [10 TA3H [IPHUKHHA BAICAPTAH MOKE /14 C¢ TIPHEMA HA M1aAHO WM Clel HAXpaHBaHe.

Pasnpedeneuue

CraunoHapHUAT 00EM Ha pa3npeesieHHe Ha BAICapTaH clied MHTPABEHOBZHO [IPHIOXKEHHE € OKOJIO |7 TWTDa,
KOETO MOKAa3Ba, Ye BA/ICAPTAH He ¢¢ pa3npe/ens MUPOKO B TbKaHWTEe. BancapraH ¢e CBbp3Ba BB BUCOKA CTENEH
CBC CEPYMHHTE NPOTEUHH (94-97%), OCHOBHO CHC CEPYMHHA aNOyMHUH.

Buompanchopmayus

BancapraH He ce MeTabonu3Mpa BLB BUCOKA CTEMEH, Thil KaTo camo okouto 20% oT ao3ara c¢ yCTaHOBsBa 104
(popmMaTta Ha MeTabonuTH, B nnasMara € yCTaHOBEH XHAPOKCH METAOOIUT B HUCKH KOHLIEHTPAUHH (ITO- MaKO OT
10% or AUC Ha sancapran). Tozu MeTabout € papMakoOrHUHO HEAKTHBEH.

Eaumunupane

Bancapran noka3spa MyNTHEKCNOHEHUHAIHA KMHETHKA Ha pa3mnaf ((t2a <1 yac u tY2B oxkono 9 uaca). Bancapran
Ce eJIMMHHHpPA OCHOBHO ¢ (peueca (okono 83% ot nosara) u ypunara (okono 13% ot 1034a1a) OCHOBHO KaTO
HENPOMEHEHO CheArHEeHre. (e UHTPABEHO3HO NIPHI0KEHHE MIJIA3MEHHS KNHPBHC Ha BaNCapTaH €
npudnusutenHo 2 I’h, a 6u6peunns knupbHe € 0,62 1/h (okono 30% oT odLuMs KIMPBHC).

[omy>xMBOTHT Ha BancapTaH € 6 yaca.

XHIPOXJIOPOTHA3ZM], !

Abcopbuus A
o B o S

AbcopluuaTa Ha XMAPOXIOPOTHA3KA ClIE IEPOPaiIeH MPUEM € ObP3a (tmax OKOJIO 2 yaca), YBCHUUABAHETO HA -
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EdexTbT Ha XxpaHaTta BbopXy abcopbuuaTa Ha XMAPOXJIOPOTHA3HK, AKO HMA TAKBE, HMa MAJIKA KIIMHHYHA
3HAYUUMOCT. AGCcoNOTHATA DHOHAIMYHOCT HA XHAPOXJOPOTHAZHI ClIE] NEPOPATHO npHaokeHHe e 70%.

Pasnpedenenue

[TpuBHaHUAT 00eM Ha paznpenencHue € 4-8 I/kg. [lupkyTupalumMsaT XUApOXJIOpOTHAZH/ € CBBP3aH CbC
CCpYMHHTE NpoTerHH (40-70%), NpeAUMHO ¢be cepyMHUA andyMHH. XHAPOXIOPOTHA3H ] CHLO TAKa KyMYyJlHpa
B €PUTPOLIUTUTE NPUOIU3UTENHO 3 [TBTH MOBEYE, OTKOJKOTO B IL1a3MaTa.

Buompancohopymayus

XHHPUXHOPOTH&SH,E[ CC CIIMMUHHPA NPEAHMHO KATO HENMPOMEHEHO BCLICCTBO.

Erumunupane

XHIpOXIIOPOTHA3HA CE EMMHHHPA OT IU1A3MAaTa ¢ BPEME HA TOJYKHBOT CpeiHO 6 1o 15 yaca e kpaiinara aza
Ha eJIMMHHUpaHe. HAma npoMsAHa B KWHETUKATA HA XUAPOXIOPOTHAZK [IPH MHOTOKPATHO NpUilarale, a
KYMYJIMPAHETO € MHHHUMAJIIHO [IPH NPHIoKeHHE BeAHbk AHeBHO. Haa 95% ot abcopbupanara fosa ce
EKCKPETUPA KATO HEMPOMEHEHO BELIECTBO B YPHHATA. BbBpeuHHST KIMPBHHC CE ChCTOM OT NacHBHa (uiTpaums 1
aKTUBHA CEKpeLus B ObOpeuHuTe TyOy U,

CrneuMaJHu nonyaalyx

Heouampuunu nayuenmu (ua sv3pacm neo_ I8 200umu)

Hsama (hapMaKOKMHETUYHYA JaHHW NPH NeTHATPUYHATA [IOMYTALMSL.

Hayuenmu 6 cmapuecka eb3pacm (Ha 8b3pacnt 65 200UHU U RO8EYE)

BpemeTo 3a noCTHraHe Ha NMUKOBA MAA3MEHA KOHUEHTPALYS HA AMITOUNKH € CXOQHO IIPH MJ1aJdH MAUHCHTH U
MpH MALHEHTH B CTapyecka Bb3pacT. MMa TeHAeHLHA IPH NAUUEHTHTE B CTAPUECKA Bb3PacT KIIHPBHCA Ha
AMJIOAMITHH 1A HAMAJISBA, KOETO BOOH J0 nokaypaHe Ha rointa noa kpusaTa (AUC) 1 nosryKHMBoTa Ha
enuMuHHpaHe. CpeaHarta cucteMHa AUC 3a BancapraH e no sucoka ¢sC 70% npH nauMeHTH B cTapuecka
Bb3PACT B CPABHCHHME C NO-MJIAJH MIALMEHTH, TIOPAIH Ta3u NpUHMHUHA € HCOOXOAHMO BHUMAHHUE NPY MOBHILABAHE
Ha n03ara.

CucreMHaTa eKCno3uuUa Ha BA/ICAPTAH € JICKO MOBHLICHA fIPH NATMEHTUTC B CTapucCKa BBE3PAaCcT B CPaBHCHHE C
MJAIUTC MTAUHCHTH, HO TOBA HAMA HAKAKBO KIIHHHYHO 3HAUYCHHUC,

Ol"paHI’l‘-{EJHH JAHHH TIpearnoaarar, 4€ CHCTECMHHAT KIIHPBHC HA XHUAPOXNOpOTHa3H]l € HAMAJICH T1PDH IMIaLHMCHTH B
CTap4ECKa BB3PACT, 3JpaBH HJIH C XHNEPTOHHWSA, B CpaBHEHHE € MJ1ATH 31paBH ﬂ.OﬁpOBOHLlH.

TBbH KaTO TPHTE BEILECTBA CE MTOHACAT €JHAKBO JOOpe KAaKTO OT MO-MJIaJANTE fatlHEHTH, TAKa H OT NMAUMUEHTHTE B
CTApUecKa Bb3pacT ¢€ NpenopbyuBa HOPMAIHa CXeMa Ha rnpunarate (Bx. Touka 4.2).

bvbpeyio yepesicoane

DapMaKkOKHHETHKATA Ha AMIIOJIHITHH He Ce MOBIHABA 3HAYMMO NpH HapylleHue Ha ObOpeuHara @ydxumns. Kakro
CE O4aKBa 3a BELISCTRO, YMiiTO OBOPeUeH KIMPBHC € camo okono 30% oT 0duIMs na3MeH KIHPbHC, HE Ce

[Topaau Ta3u npyU4HHa NALKWEHTUTE ¢ IEKO JI0 YMepeHO OBOPEUHO YBpEXKAAHE MOTaT 1a
Ha4aHa 103a (Bx. Touka 4.2 u 4.4).



yBpeskaaHe ce Habnonasa TpukpaTHo nosuiiteHde Ha AUC Ha xuapoxiaopornasua. [Ipy mauveHTHTe ¢ TeKKO
6s6peuro yBpeskaaHe ce Habmonaea 8-kpardo nosuenye Ha AUC. aMnoaunuH/BajicapTaH/XuapoxJiopoTHa3Ha
€ NPOTHBONOKA3aH NpPH NALKUEHTH ¢ TEXKKO OBLOPEUHO YBPEsKAAHEe, aHy Py WK Ha JHanK3a (BXK. Touka 4.3).

Yeprodpobuo vepescoane

Hannuny ca MHOrO OrpaHHYEHH JaHHH 332 NPUAOKEHUETO Ha aMJIOMIIMH PH MAUMEHTH C YEPHOAPOOHO
yBpexknane. [lalueHTiTe ¢ yepHOAPOOHO YBpeX/IaHE UMAT HAMAJIEH KJIMPBHC HA aMJIOIMIIHH C NOC/IEABALLQ
nokausane Ha AUC ¢ npubnusutento 40-60%. [Ipy NaLMeHTH € EKO 40 YMEPEHO XPOHHUYHO YEPHOAPOOHO
3300/1BaHe EKCHO3HLIMATA KbM BasncapTaH (onpesaeneHa ypes croiHocture Ha AUC) € Ba mbTH NO-BHCOKA OT
YCTaHOBEHATA I1PH 34paBH 100poBONLM (TPYyIHpaHu NO Bb3pacT, no v Terio). [lopagy sancapranosata
KOMIIOHEHTA aMJI0IHNKH/BAICAPTAH/XUPOXJIOPOTHAZU/L € BPOTHROIOKA3AH MPH MalHEHTHTE € YepHOAPOGHO
yBpeKaaHe (BK. TOUKH 4.2 1 4.3).

3.3 IpenkIHHUYHH JaHHH 3a Oe3omacHocCT

AMIOIMNUH/BANCAPTAH/XHPOXAOPOTHAZH]]

B peauvua npeakIMHUYHE NpoyuBaHua 3a He30MacHOCT ¢ aMITOJHNKH, BaJICAPTaH, XUAPOXI0POTHA3HA,
BAICAPTAH/XHAPOXAOPOTHA3 K/, AMNQIHITHH/ BAJICADTAH M aMJIOAXTHH/ BaJICAPTAH/ XUAPOXJIOPOTHAZH/T, NPOBCACHH
NpPH Pa3JIUYHH XHBOTHHCKH BHI0BE, IMTICBAT I0KA3aTE/ICTBA 34 CUCTEMHA HITH  OpraHHa TOKCHYHOCT, KOWTO 4a
OK2)KAT HETATUBHO BIIMSHHUE BbPXY KIMHHYHATA YIIOTPeDa HA aMIIO 1M MUK/ BATICAPTaH/ XHAPOXTOPOTHAZH TTPH
xopa.

[IpeAKTHHAYHA NPOYYBaHUA 32 O€30MACHOCT ¢ NMPOABIKHTENIHOCT 10 13 ceAMMIM Ca NMPOBEASCHH C
aMIIOAMIHH/ BAICAPTAH/XHAPOXIOPOTUASHA NPH UTbXOBEe. KOMOHHALMATA BOAH 1O OYAKBAHO MOHIKEHHE Ha
MOKA3aTeIuTe Ha YSPBEHATa KPbBHA PEAHLA (EPHTPOLIMTH, XeMOITTOOHH, XEMATOKPUT H PETHKYIOLHTH),
MOBUIIIABAHE HA CEPYMHATA ypes, NOBUIIABAHE Ha CEPYMHMS KpEaTHHHH, IOBMIABAHE HA CEPYMHHS KATUH,
IOKCTarnoMepyiapHa xumnepiuiazus B 6b0peka u hoKanHu €po3HH B AUIE3UCTHA CTOMAX MPH ILTBX0BE. BCHtKM
TEe34 MPOMEHH ca 00paTUMH clief 4-CeAMMYEH Bh3CTAHOBHTENEH NEPHO/] M CE CMSTA, Y& €a BCIIC/ICTBHE
arpaBipaHe Ha GapMakoIOrHuHHTE ePeKTH.

KoMOxHauusaTa aMI0aMMMH/BaicapTad/ XHIpOXJIOPOTHA3H/L HE € U3CIIEIBAHA 33 FEHOTOKCUYHOCT U
KaHUECPOreHHOCT, T KaTO JIMIICBAT JI0KA3aTE/ICTBA 3a HAKAKBO B3aUMOACUCTBUE MEXKY OTAE/IHHTE BELUCCTRA,
KOUTO Ca OTAAaBHA Ha nazapa. AMJIOMIIHH H BajicapTaH ca U3CIEABAHH OOTAEIHO 32 FEHOTOKCHYHOCT Y
KAHLEPOTE€HHOCT ¢ HEraTUBHH Pe3yJITaTH.

AMIOOHUNHWH

Penpodyxmugna moxcuunocm

PenpoayKTHBHH NIPOYYBAHUA NPU MJIbXOBE M MUILIKH MOKA3BAT 3aKbCHABAHE HA AATATA HA PAXKIAHE, YABJIKEHA
[POABKUTEIHOCT Ha PAdKAAHETO H HAMANEHA XKHIHECMOCOOHOCT HA MAJTKUTE OpH A03H Npubnu3uTento 50 nbTy
[M0-BUCOKH OT MAKCHMAJIHUTE [IPECHOPbYHTETHH J03H IIPH XOPa, 3uMcieHd Ha 0aza mg/kg.

Hapvuwienus v hepmurumema

Hsama edexT BbpXy depTHIHTETA HA NITBLXOBE, TPETHPAHH ¢ AMIOIKITHH (MBXKH — 64 THH ¥ »eHCKH — 14 anu
npean yudTocsate) B gosu 10 10 mg/kg/neH (8 nbTu* MakcHMaHaTa MpenopbUMTENHA 1034 3a xopa oT 10 mg,
W3vuKucicHa Ha 6a3a mg/m?’). B apyro npoyusaHe npH ribXoBe, IIPpY KOETO MbAKKH TUThX0BE ¢a TREEMPAHH C
amnoaMNUHOB Oe3unar 30 auK, ¢ 1033 cpaBHMMA ¢ 103aTa NPH Xopa, W3uKcieHa Ha basa -

[INBTHOCTTA Ha CliepMarTa H 6[)051 Ha 3pE€lid CnepmMaTju H CCPTONHEBH KIICTKH.

Kanyepozenesza, mymazenesa




KOHUEHTPALUHH, H3UMCIIEHH [a OCHIYPAT AHEBHHU 103084 HUBa oT 0,5, 1,25 1 2,5 mg/kg/nen. Hail-Bucokara no3a
(npy MUIIKH - O1H3KA J10, & TIPU TJTBXOBE — IBA ITETU ¥ T10-BUCOKA OT MAKCHMATTHATA MPENOPBUMTEIHA KITMHHYHA
A03a oT 10 mg, u3uncnena 3a mg/m?) € 6uia 61H3Ka 10 MAKCHMAITHO OMYCTUMATA 1033 32 MHUUIKY, HO HE W 32
MIbXOBE.

[TpoyuBaHKA 3d MyTAreHHOCT HE NMOKA3BaT JEKapCTBEH-00YCNOBEHH €(peKTH HUTO Ha T€HHO, HUTO Ha
XPOMO30OMHO HUBO.

* W34mcneHa 3a nanyeHTH ¢ terio S0 kg

Bancaprad

HekTHMHRUHKTE JaHHHU He NOKa3BaT 0cO0eH PHCK 32 Xopa Ha 6a3aTa Ha KOHBCHIMOHANHHTE (apMaKonOrHUHH
Mpoy4BaHHg 3a 6€30NacHOCT, TOKCHYHOCT NMPH MHOTOKPATHO TPUarale, reHOTOKCHYHOCT, KAHLCPOreHeH
NOTEHUHATL, PENPOAYKTHBHA TOKCHYHOCT M TOKCHYHOCT 38 PA3BHTHETO.

IMpy niTbXOBE TOKCHUHK 1034 32 MaiikaTa (600 mg/kg/neH) Mo BpeMe Ha fIOCIe/IHHTE JHH OT OpeMEHHOCTTa U
NEpHO/IA HA JIAKTALUMS ¢4 JOBENH 10 NI0-HUCKA CTENEH Ha IIPEXHBIAEMOCT, NI0-C/1ad0 HALaBaHE HA TEMIO H
3a6aBpeHOo pazBUTHe (OTAENAHE HA YIIHATA MIAA K OTBAPAHE Ha CYXOBHS KaHa1) Ha MOKOJEHHETO (BXK. TOYKA
4,6). Tezn po3u npu nirbxoee (600 mg/kg/nen) npeacragnssar npubnuzurenHo 18 nbT MakcHManHaTta
[perIopbUMTENHA 1034 NPH Xopa Ha 6a3aTa Ha mg/m’ (M34KC/IEHUSTA ce OTHACAT 3a repopanta no3a 320 mg/nex
M mauMeHT ¢ Terao 60 kg).

[Mp# NpeAKNHHAYHE NIPOYUBaHUs 3a 6€30MaCHOCT BHCOKH 103H Baicaptan (200 no 600 mg/kg TenecHo Terno)
NIPeJU3BHKBAT [IPH TbXOBE HAMATISIBAHE HA NAPAMETPUTE HA YEPBEHHTE KPBBHH KIETKH (EPHTPOLIMTH,
XeMOr100MH, XEMaTOKPHT) ¥ TIPHUMHABAT IIPOMEHH B Ob0peuHaTa xeMoAMHaMHKa (JICKO MOBHILIABAHE HA ypeaTa
B KpbBTa, Ou0peyHa TyGynHa xunepnaasus 1 6azodumus npd MbexKuTe). Tezn 1o3u npu nisxose (200 go

600 mg/kg/nen) npeacrasnasaT npuoau3vTeHo 6 M 18 nbTH MakcHManHaTa NpenopbYMTE/IHA 1034 IPU XOpa Ha
6a3aTa Ha mg/m’ (M34MCNICHHATA Ce OTHACHT 3a nepopanna ao3a 320 mg/aeH u nauueHt ¢ Terno 60 kg).

[Tpn MapMO3ETKH B CPABHMMH J03H IPOMEHHMTE ¢a NTOJ0GHH, HO NO-TeXkKH, ocobeHo B Opdpenute, KbaeTo
[IPOMEHUTE C€ Pa3BHBAT N0 He(hPOMATHS, BKIIIOUBALIA TOBUIIEHHE HA ypesaTa U KpeaTHHHHA B KPBBTA.

Hab6monapa ce ¢biio xuneprpodus Ha ObOpeUHHTE KOKCTATTIOMEPY/IHH KJIEeTKH M NpH ABaTa Buja. CuuTa ce, 4e
BCHYKH MPOMEHH C€ Ab/DKAT Ha (hapMaKONOTrHYHOTO AeHCTBUE HA BAJICAPTAH, KOETO BOJIH A0 IPOABLKHTCIHA
XHUIIOTOHHSA 0COOSHO nMpu MapMoszeTuTe. Mariexaa, ue TepaneBTHYHATA 4034 Ha BAJCapTaH MIPH XOpa HE €
CBBp3aHa ¢ Xxuneprpodrd Ha OLOPEUHHTE IOKCTArIOMEPYJIHH KIETKH.

6. ®APMAINEBTHYHHA JIAHHH

6.1 CHHCBHK HA NOMOIHHTE BelIeCTBA

Hopo na mabaemrxama

llenynosa, MUKpOKpHCTATHa

[ToBumoH K25

KpockapMmenosa HaTpui

Hatpues naypuicyadar

ManHuTon

CHIMLMYER JHOKCH/, KOJOWAEH Oe3BOnEH
Marnezuer creapat (E470b)

DuUIM0B0 ROKpUMLE
[Tonu(BHHWAOB aNKOX0N)
Maxporon 3350

Turanos anokeun (E171)
Tank




Kenesen okcua, yepseH (E172) — camo 3a 10 mg/160 mg/12,5 mg u 10 mg/320 mg/25 mg
Kenesen okeunna, xwuat (E172) — cavo 3a 5 mg/160 mg/25 mg ul0 mg/160 mg/25 mg

6.2 HecbBMecTHMOCTH

Henpunoxumo

6.3 Cpoxk Ha roanocrt

3 rOAUHH

6.4 Cnenna/iHi yCJI0BHA HA CbXPaHEeHHe

To3u 1exkapCTBEH NPOAYKT HE H3MCKBA CMELMAIHU YCJIOBHS HA ChXPAHEHHE.

6.5 Bua H cbaABpKAHHE HA ONIAKOBKATA

bauctep (OPA/AI/PVC//Al dponuo): 7, 10, 14, 28, 30, 56, 60, 84,90,98,100, 7x 1,10x 1, 14 x 1,28 x 1,
30x1,56x1,60x1,84x1,90x1,98x 1w 100 x | punmupanu TaONETKH, B KYTHA.

bauctep (OPA/AI/PVC//Al donno), ¢ otOenszanu aHu ot ceamuuara: 7, 14, 28, 56, 84,98, 7x 1, 14 x 1,
28x1,56x 1,84 x 1198 x| duamupanu Tabnerku, B KyTHA.

He BcHMUKHM BH1I0BE OMAaKOBKHM Morat aa ObJiaT myCHATH Ha nasapa.

6.6 ConennajiHu npeanasHH MepKH NPH H3XBbp./IsiHe H padoTa

HsamMa cnenmaiHM U3MCKBaAHHS.

75 INNPUTEXATEJI HA PASPEHLIEHUETO 3A YIIOTPEBA

KRKA, d.d., Novo mesto, Smarjeska cesta 6 , 8501 Novo mesto, CroBeHus

8. HOMEP(A) HA PABPELIEHHETO 3A YIIOTPEBA
BanTpukom 5 mg/160 mg/12,5 mg — Per. Ne: 20190064
Bantpukom 5 mg/160 mg/25 mg — Per. Ne: 20190065

Bantpukom 10 mg/160 mg/12,5 mg — Per. Ne: 20190066

Banrpukom 10 mg/160 mg/25 mg — Per. Ne: 20190067
Bantpukom 10 mg/320 mg/25 mg — Per. Ne: 20190068

9. JATA HA IIbPBO PA3SPEINIABAHE/MIOJAHOBSABAHE HA PASPEIIEHUETO 3A YIIOTPEBA

Hata Ha nmbpBO pa3pewuasaHe: 28.03.2019
JlaTa Ha nocieaHO MNOHOBSBAHE:

10. JATA HA AKTYAJIMUBUPAHE HA TEKCTA

17 ABrycT 2023

IHoapobxa uHdopmanma 3a TO3M JIEKapCTBEH NMPOAYKT € NpeocTaBeHa Ha yebcaiira
no Jlexapcreara (MAJI) http://www.bda.bg.




