KPATKA XAPAKTEPUCTHUKA HA ITPOAYKTA

O W P -

USTTBITHUTENHA ATEHLIAA NO NEKAPCTRATA

Banrenzam Komn 5 mg/160 mg/12,5 mg punmupann tabnerku | PaMa xapakmepucmia wa npogyxma - [lpuaowenue |
Valtensam Comp 5 mg/160 mg/12,5 mg film-coated tablets

1. UME HA JJEKAPCTBEHUS MPOJYKT

PaspeweHue Ne

Bantenszam Komn 10 mg/320 mg/25 mg puamupanu tadieTku 07
Valtensam Comp 10 mg/320 mg/25 mg film-coated tablets BG/MA/MP - 695/3{’/&?29“72“25 |

2. KAYECTBEH U KOJIMHUECTBEH ChCTAB

Bantenszam Komn 5 mg/160 mg/12.5 mg duamupanu tabsieTku
Bceska dunvupana tabnerka cbabpka S mg amiuoaunu (amlodipine) (kato aMmnoaMnuHoB Oe3uiar),
160 mg Bancapran (valsartan) u 12,5 mg xuapoxnoporuasul. (hydrochlorothiazide).

Bantenszam Komn 10 mg/320 mg/25 mg duimupanu t1ablieTKH
Beska ¢pmnmupana tabnetka cuaspka 10 mg amnoaunuu (amlodipine) (kato amyiogunuHoB 6e3unar),
320 mg Basncapran (valsartan) u 25 mg xuapoxnoporuasui. (hydrochlorothiazide).

3a MbJIHUA CITMCHK HA MOMOLIIHUTE BEILIIECTBA BUKTE TOouKa 6. 1.

3. JIEKAPCTBEHA ®OPMA

®duamupana tabnerka (rabnerka)

Banrenszam Komn 5 mg/160 mg/12.5 mg dunamupanu tabiieTku
benu, oannu tabserku ¢ pasmepu 7,70 mm x 16 mm mapkupanu ¢ “C127 ot eanara cTpaHa.

Banrenszam Komn 10 mg/320 mg/25 mg duamMupany TabneTku
THMHOXKBITH, OBaJIHK TabneTku ¢ pazmepu 9,70 mm x 20 mm mapkupanu ¢ “C72” oT eaHaTa cTpaHa.

4. KIUMHUYHU JAHHHU

4.1 TepaneBTHYHH NOKA3AHHS

JleyeHune Ha eceHIMaIHA XUIIEPTOHUS KAaTO 3aMECTUTE/IHA Teparus MpH Bb3PacTHH MaLUEHTH, YHETO
apTepUAJIHO HaJIsraHe € 100pe KOHTPOJIMPAaHO ¢ KOMOMHALMATA aMJIOIWTIHH, BaJicapTaH M
xuapoxaoporuasua (HCT), npunaranu Wi KaTo TpH OTAEJIHH JIEKapCTBEHH (POPMH MJTH KaTO
JIBYKOMITOHEHTHA TUTHOC €/IHOKOMITOHEHTHA JieKapcTBeHa (hopmMa.

4.2 Jlo3HpOBKAa H HAYHH HA NPHJIOKEHHE

Jlo3upoBka
[IpenopbunTtennata no3za Banrensam Komn e eaHa TabieTka IHEBHO, 3a MPEANOYMTaHE CYTPHH.

[lpean na npemunHat Ha nedenue ¢ Banrensam Komn nauuenture tpsOsa 1a ObaT KOHTPOIIH

BanTensam Komn TpsabBa aa ce onpezeis Bb3 OCHOBA Ha J103UTE HA OT/IEJIHUTE KOMIIOHE
KOMOMHALMATa B MOMEHTA Ha NPEMHHABAHETO.

MakcuMmasiHaTta npenopbuuTesHa 103a Bantensam Komn e 10 mg/320 mg/25 mg.
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Cneyuannu nonyaayuu
bvbpeurno yepescoane

[Topaau XHAPOXNOpOTHA3KMAHATa KOMNNOHEHTa Banrensam Komn e npotHBonokasaH 3a ynorpeda npu
NALKEHTH ¢ aHYpHA (BXK. Touka 4.3) U Npy NalMEHTH ¢ TeKKO ObOpeuHo yBpexkaate (CKoOpocT Ha
rnomepynHa dunrpauus (GFR) <30 ml/min/1,73 m?) (Bx. Toukn 4.3, 4.4 1 5.2).

He ce Hasiara Kopekuma Ha Ha4YanHaTa J03a NPH NaUMEeHTH ¢ NeKOo o yMepeHo Os0peUuHo yBpexaHe
(Bxk. Touku 4.4 1 5.2).

Heproopobro yepexcoane

ilopaau BancapTaHoBaTa KOMNoHeHTa BanteHsam KoMn e NpoTHBONOKa3aH MpH NMALHEHTH C TEXKO
uepHOAPOOHO yBpexkaaHe (Bx. Touka 4.3). [1pu nauueHTH ¢ NEKO 10 YMEPEHO YEPHOAPOOHO
yBpexaaHe Oe3 xonecrasa, MaKCUMaIHATa PENOPBYATENHA 1032 BaicapTad € 80 mg W nopaau Tasu
npHyrHa Banten3am KoM He e Noaxoasul npy Tasy rpyna natuMeHTH (Bx. ToukH 4.3, 4.4 1 5.2).
HsMa ycTaHOBEHM NPENOPHKH 3a 103aTa Ha aMJIOJIUNHH NPH NALKEHTH € JIEKO A0 YMEPEHO
uepHOApoOHO yBpexaaHe. Koraro nauuveHTd ¢ XurepTonns (Bx. Touka 4.1) n uepsoapobHo
yBpEXaHe, KOUTO OTTOBapAT Ha H3MCKBAHUATA TIPEMHHABAT KbM JiedeHHe ¢ Banrensam Komn tpabea

a C€ M3MOJI3Ba HAH-HHCKATAa HAJIHYHA 033 ¢ aMJIOJHITHH.

Cwvpoeyna nedocmamoyHocm u ucxemMusna borecm na cvpyemo

[Tpu MALMEHTH CbC CHPACHHA HEAOCTATHUHOCT U UCXEMHMYHA GOMNECT Ha CHPLETO ChIIECTBYBA
orpaHHYeH onuT ¢ ynorpebara Ha BanreHizam Komn, ocobero B MakcuManuu no34. [Tpu nanuenty
ChC CHPACYHA HEJOCTATHUYHOCT M HCXEMHYHA DONECT Ha CHPLETO CE NPENopHYBA MOBHINEHO
BHHMaHKe, oco0eHO NpU npuiaraHe Ha MakcumanHata A03a Bantenszam Komn —

10 mg/320 mg/25 mg.

Cmapuecka sv2pacm (Ha 65 uau nogeye co0unHu)

[tpy nauMeHTH B CTApYECKa BL3PACT C€ NPEenopbhyYsa NOBHUICHO BHAMAHHE, BKIIOYHTEIHO M10-4€CTO
MOHHTOPMPAHE Ha apTEPHATHOTO HansraHe, ocobeHo NpH npuiarale Ha MakCMMarnHara no3a
Banrenszam Komn 10 mg/320 mg/25 mg, Tbii KaTo naHHUTE 3a ynoTpeda npy Ta3u nomyiauus
NanUeHTH ca orpaHH4YcHU. Korato nauMeHTH B cTapuecka Bb3pacT ¢ XHMEPTOHHA, OTTOBApAIIH Ha
M3WCKBaHHATA (BXK. TO4KA 4.1) npemMuHaBaT kbM neucHHe ¢ Bantensam Komn, Tpabea aa ce u3nonsea
Hal-HHCKATA HaJIMUHA 034 C aMAQJMIIHH.

Ileouampuyna nonynayus
Hama crhoTBeTHO npunoxeHue Ha Bantenszam Komn B neaHaTpyHuHaTa Mnomynauna (nauueHTH Ha
BB3pAcCT Nox 18 roanHy) 3a NoKa3aHUETO JICYECHHE HA €CCHIIMANHa XMNEPTOHMA.

Haunn Ha NpHNOKEHUE

[lepopanHo npHAOKEHHE.

Bantenszam Komn moxe na ce npuema cbe Wi 6€3 xpaHa.

Tabnerkure TpabBa fa ce NOCIBLIUAT LIEJTH C MAJIKO KOJIMYECTBO BOAA, 110 €IHO ¥ ChLHUO BPEME BCEKH
J€H, 32 MPeANOYHTAHE CYTPHH.

4.3 [IporaBonoKka3zanusA

- CBpBbXYYBCTBHTENHOCT KbM aKTUBHUTE BELLECTBA, KbM JAPYrH CyJIPOHAMHKIAHN NPOU3BOIHH,
KbM IMXHIPOTIHPHIHHOBH NMPOU3BOAHH MK KbM HAKOE OT MOMOLLHHKTE BELUECTRA, H3OPOEHH B
TouKa 6.1. |

- Btopu ¥ TpeTH TPHMECTB) Ha OpeMeHHOCTTA (BXK. TOUKH 4.4 U 4.6).

- HeproapobHO yBpexaaHe, OnnnapHa LHpo3a WiH X0JiecTasa.

- Texxko 6b6peuro yspexxaane (GFR <30 ml/min/1,73 m?), aHypus ¥ natMeHTH, NpoBe
AHanu13a.

- EnnoBpeMenrHaTa ynorpeba Ha BanTeH3am KoMn ¢ anuCKUpeH-CbABPXKALUM NPOaY
NPOTHBONOKA3aHa IPH NaLMEHTH Cbe 3axapeH auadet wian 6uOpeuHo yspexaade
(GFR <60 mV/min/1,73 m?) (Bx. Toukn 4.5 u 5.1).
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- PedpakTepHa XHNOKATHEMHUS, XHITOHATPHEMMA, XUTIEPKATLUHMEMHA K CHMITTOMATUYHA
XHIICPYPHKEMHUA.,

- Texxka XHMOTOHHA.

- Lok (BkaOYHMTENIHO KApAHOI€HEH 1LIOK).

- O6¢TpykuMs Ha H3X0a Ha NisBa KaMepa (Hanp. xuneprpoduyHa 00CTPYKTHBHA
KapJAMOMHOMATHA H BHCOKOCTENEHHA a0pTHA CTEHO3a).

- XeMoaHHaMYYHO HecTabiiHa ChpleyHa HeAOCTATBHHOCT Clell OCThbP MHOKapAeH HHDAPKT.

44 ChnenuHaJHH npeayupex/JcHHS B NPeANA3HH MEPKH Npu ynorpeba

BesonacHOCTTa M eMKACHOCTTa Ha aMJIOAWITAH NPH XHIIEPTOHHYHA KPHM3a HE ¢a YCTAHOBEHH,

[NaupmenTy ¢ HaTpUER W/ wiK obemeH nePruLUT

ExcuecHBHa XHIIOTORHA, BKIIIOYHTETHO OPTOCTATHUHA XUIIOTOHHA € HabmogasaHa nipH 1,7% ot
NAaUUEHTHTE, ICKYBAHK ¢ MakcHManHarta a03a Barrenzam Komn (10 mg/320 mg/25 mg) B cpaBHeHHe ¢
1,8% ot naiyeHTHTE Ha BancaptaH/xuapoxiyioporiasua (320 mg/25 mg), 0,4% ot naueHTHTE Ha
amnoaunun/sancaptaH (10 mg/320 mg) u 0,2% o1 nauHeHTHTEe Ha XHAPOXIOPOTHAZHA/aMJIOAMITHH
(25 mg/10 mg) B Xx0Aa Ha KOHTPOMPAHO M3TIMTBAHE NPY NALMEHTH ¢ YMEpPEHa 10 TeKKa,
HEYCMOXKHEHA XHITEPTOHHUA.

[1py naupenTy ¢ HaTpueB U/ unu obeMeH aedpHUUT, NpUEMALIH BUCOKH A03H AUYPETHLIM € Bb3MOMKHO
[a Bb3HHKHE CUMITTOMATHYHA XHIIOTOHUSA CNeA 3ano4yBaHe Ha NeyeHHeTo ¢ Banrenzam Komn.

Banrenszam Komn Tps6Ba na ce npunara camo cjieJl KOpHrHpaHe Ha NpeAlllecTBall HaTPHEB W/WIH
obemeH aeduumT.

Ako npu neueHre ¢ Banrenzam KoMn HACTBIIH €KCUECHBHA XUTIOTOHHA, NAaLMEHTHT Tpadea na 6nae
MOCTABEH B JIETHANO NONI0OXEHHE W NPH BEOOXOAUMOCT Ja c€ NPHAOKHK KHTPABEHO3HA HHOY3HA ¢
(hu3uonoruueH pasteop. Jleuenneto Moxe aa 6bae NpoABDKEHO Criea KaTo ¢e ctabunusupa
apTEPHANTHOTO HanAraHe.

[IpoMeHn B CEpYMHUTE E€JIEKTPOHTH

Amroounun/eaicapman/Xuopox10pomuasuo

B x04a Ha KOHTPOJMPAHOTO KIMHHYHO H3NKHTBaKe Ha Banren3zam KoMn npy MHOro ot nalMeHTHTE
NpOTHBONONOXKHUTE e(eKTH Ha BancapTaH 320 mg u xuapoxsiopoTHasua 25 mg BbpXy HHBATa Ha
CEPpYMHHUA KaNUWi NOYTH ¢ce HEyTpanu3npar B3aumHuo. [IpH Apyru nauMeHTH, €OUHUAT WIH JpYTUST
edeKT MOXKeE Aa AOMHHHUpA. [lepuoanyHo, Ha NOAXOAAIN HHTEPBAM OT BpeMe, Tpabsa na ce
M3C/IEABAT HUBATa HA CEPYMHMTE €JIEKTPOJIUTH C UEJT OTKPUBAHE Ha BB3MOXKHH €JIeKTPOSIHTHH
HapYLICHHA. |

[TeproayuHO H3caeABaHE HA HHBATa HA CEPYMHHTE €JIEKTPOJIHTH, NO-CNELHATHO Ha Kajind, TpsaOpea aa
ce NPOBEXK/a Ha OMNpeleeH! HHTEPBAIHN OT BPEME C LeJ1 OTKPHBAHE Ha Bb3MOXHH €NEKTPOIHTHH
HapYLIEHHUA, OcOOEHO MpPH MaLUMEHTH C APYTr¥ PUCKOBH (PaKTOPH KaTo HapylieHa Os0pedna pyHKUHS,
JIeYeHHE ¢ APYrH ICKAPCTBEHHU MPOAYKTH WIH aHAMHE3A 32 NPEAXOKAAIH EICKTPOJUTHH HAPYLLIEHHA.

Bancapmar
EanoBpeMeHHaTa ynotpeda ¢ kannepy 1006aBky, KanHi-CbXpaHSBallld AMYPETHLIH, 3aMECTHTENH Ha

CONTA, CHAbLPIKALUM KalHit, WIM APYTH IeKapCTBEHH NPOAYKTH, KOMTO OHXa MOFJIH Ja MOBHILIAT
HHBATa Ha KallHi (XenapuH ¥ T.H.), He ¢¢ npenopbusa. CTOHHOCTHTE Ha KaJiHg TpAOBa CHLOTBETHO A4
ce MOHHTOPHPAT. |

Xuopoxaopomuazuo
Jieuenue ¢ Banrenizam KoMn Tp#bBa n1a 3anouHe caMo ciiell KOpUrupaHe Ha XMHNOKaIHEMHATA K
CBIbTCTBAILATA XUNIOMarHesnemusa. THa3UAHUTE AUYPEeTHLH MOTAaT Aa YCKOPAT HOBa NOSBa Ha
XHUITOKAJTHEMHSA WIM Aa 000CTPAT Bete ChUISCTBYBALA XHNIOKANHeMHA, THa3uAHWTE IHYpeT
TpabBa fa ce npu/arar ¢ MOBHUINEHO BHUMAHME NPH NALMEHTH, YHETO CHCTOAHUE € CBBp3a
nosMIlleHa 3aryba Ha Kanui, KaTo HanpHMep co rydemmn HepponaTHK Win NPEPEHANIHO |
(kapaHOreHHO) yBpexcaaHe Ha ObOpeuHaTa QyHKLUMA. AKO NO BpEME Ha TEpanus ¢ XHIPOX
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Bb3HHKHE XHMOKaTHEeMHA, NpHeMbT Ha Bantensam KoMn TpaOea ga ce npeycTaHOBH 10 CTabHIIHO
KOpUrHpaHe Ha KanueBus OanaHc.

TuasznaHyUTE JUYPETHIIM MOTaT Jia YCKOPAT HOBA NOSBA HA XMNIOHATPHEMHSE H XHINOXJIOpPEMHYHA
aKano3a Wi Ja 00ocTpAT Beue ChILECTBYBalla xunoHarpueMusi. Habnoaasana e xunoHaTpuemus,
ChIAPOBOJIEHA ¢ HEBPOJIOTMYHA CUMITTOMATHKA (rajfieHe, MporpecHBHa A€30pPHEHTALUA, anaTHs).
JleueHuneTo ¢ XHAPOXNOpOTHA3H] TPAOBa Aa 3anouBa caMo cliel KOPUTHpaHe Ha MpejllecTBalla
xunoHaTpvemusn. B cayuait Ha Texxka Wi 6bp30 pa3BUBaILa CE€ XHITOHATPHEMMUA MO BpeMe Ha
neuenHeto ¢ Bantenzam Komn neuenrero Tpabra na ce npeycTaHOBH 40 HOPMaIH3HpaHE Ha HUBATA
HA HAaTPHA.

BCHYKM NauKHeHTH, NpHeMaily THaSHAHH IHYPETHUHK TpAOBa NEPUOANYHO a OBAAT NPOCACANBAHH 32
eJIEKTPOJINTHH HapyLIeHHs, 0COOEHO Ha KaJIMA, HATPHA ¥ MarHe3us.

buOpeuHO YBpEeKIAAHE

TnaznaHuTe AUYPETHLIM MOTaT Aa YCKOPAT NOABATa Ha a30TEMHUs NPU NAUWEHTH C XPOHHYHO
6u6peuno 3abonasane. Korato Bantensam Komn ce npunara npu nauneHTH ¢ 656peuHo yBpexxaaHe
ce NnpenopL4Ba NepHoOANYHO NpPOCICAABaAHE HA HUBATA HA CEPYMHHTE €NEKTPOJIMTH ( BKIIIOYHTETHO Ha
Kasins ), Ha KpeaTHHHHA M IHKOYHATa KucenrHa. Banrenzam Komn e npoTUBONOKa3aH Npy NAaLMEeHTH ©

TexKO OLOpeuHo yBpekaaHe, aHYPHA HIIH MPOBSXKAALLH AHann3a (BikK. Touka 4.3).

He ce n3nckpa KopurkpaHe Ha ao3aTta Ha Bantenzam Komn npu nauMeHTH ¢ J1€KO 10 YMEPEHO
6u6peunc yepexaane (GFR >30 ml/min/1,73 m?).

Creno3a Ha 6b0peuHa aprepus

Bantensam KomMn Tps6Ba na ce nmpunara ¢ NOBUIIEHO BHUMAHME 3a JICHCHHE HA XHIICPTOHHA NPH
NaLMeHTH ¢ €JHOCTPaHHA WK OBYCTpaHHa CTeHO3a Ha O1LOpeuHHTE apTeprd Wik NpU CTEHO3a Ha
apTepua Ha eAHHCTBEH 0BOpeK, THil KaTO NPH TaKMBa NAUHEHTH MOXE J1a CE€ MOJTyYH NMOBHILABAHE HA

ypeaTa B KPbBTa B CEPYMHHUS KPEaTHHUH.

b1Opeuna 1];' aHCILIAHTALHA
o To31 MOMEHT HAMa HaTPyMNaH ONHT NO OTHOLIEHKE Ha Be3onacHaTa ynoTpeba Ha BanteHzaM Komm

PH NAaLHEHTH ¢ HACKOPO NpoBeaeHa OB0peyHa TpaHCILTaHTaLHA.

YepuoapobHo yepexnate
BancaptaH OCHOBHO C€ €/IMMHHHPa HENPOMEHEH Ype3 XIb4KaTa. I1omyKHBOTBT Ha aMJIOAHNIHH €

yABJIKEH, a cToiiHocTHTe HAa AUC ca no-BHCOKH 1Py NIAUHEHTH C HapyllieHa YepHoApoOHa QyHKUMS;
HMa YCTaHOBEHH NPENOPLKH 3a Jo3ara. [Ipy nauueHTH ¢ neko 1o yMepeHo YepHOAPOOHO yBpeKIaaHe
be3 xosectaza MakCUMa/IHaTa NMpenopbYHTENHA A03a BaIcapTaH € 80 mg, cnenosarenno BanreHsam
KoMn He e noaxoadil 1py Ta3y rpyna nauveHTH (Bxk. Touku 4.2, 4.3 u 5.2).

AHruoeaem

Ilpu naimeHTH, IeKyBaHHU ¢ BajicapTaH ce cbo0laBa 3a cay4au Ha aHMMOEAEM, BKITIOYHTENTHO OTOK Ha
NapUHKCa ¥ INIoTHCA, MPUUHHABALL OOCTPYKUMS Ha AWXATEIHUTE ITbTULLA W/ HIM OTOK HA JINLETO,
ycTHUTE, (PapHHKCA W/HAK €3dKa. HAKOM OT Te3n MauMeHTH ¢a UMANTH K Npeau TOBA AaHTHOEAEM, NpH
NICYCHHE C APYTH IEKApCTBeHHU NpoayKTH, BKMOUKTENHO ACE uHxuburopu. Banrensam Komn tpadBa
Ja ce cnpe He3abaBHO NMpH NAUUEHTHTE, KOWTO NMONYYaT aHrHoeaeM K He TpsOBa aa ce npwvnara
OTHOBO,

UuTecTHHANEH aHrHoeneM
3a HHTECTHHAJIEH aHFHOEIEM Ce ChOOLIABa NPH NALKEHTH, NEKYBAHH ¢ aHrHOTeH3uH 11 peuenTophHu

aHTaroHMUCTH BKJIOYHUTEITHO BancapTaH (BxX. Touka 4.8). Te3n nauMeHTH UMaT KopeMHa 0ofka, rajede,
NnoBpbLIaHe ¥ AHapui. CHMNOTOMHTE OTLIYMABAT CEA NPEYCTAHOBABAHE HA AHIrHOTEH3KH |1
PELENTOPHHTE aHTArOHUCTH. AKO C€ IHArHOCTHLKPA HHTECTUHANEH AHMHOEAEM, JICYEHHETO
aMJIOAKINMH/ BANCaApTaH/ XAPOXJIOPOTHA3ZH TPpAOBa na ce NMPEYCTAHOBH H 11a C€ 3aM04HE No
HabnoAeHHue 10 NBIHOTO OTIHYMABAHE HA CUMITTOMMTE,
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CobpiiguHa HEOCTATHYHOCT ¥ HCXeMHYHA 0ONecT Ha ChpLIETO/NOCTMHOKAPAEH HHPAPKT

Karto nocneacTBHe OT HHXUOUPAHETO HA PEHUH-AHTMOTEH3HH-AJI0OCTEPOHOBATA CHCTEMA TIPH
npeApa3noioKeHH NalHeHTH MOTaT JIa ce oYaKBat NMpoMeHH B ObOpeuHara pynkums. I1pu naumenTn
C TEXKKa CHPACYHA HEAOCTATBMHOCT, YnATO OBLOpeyHa PyHKUKMA OH MOrIa Aa 3aBUCH OT aKTUBHOCTTA
Ha PEHHH-aHIMHOTEHIUH-ANA0CTEPOHOBATA CHCTeMa, neueHreTo ¢ ACE nHXnOUTOpH M aHrHOTEH3HH
peLenTopHH OJ0KEPH Ce CBBP3Ba C OIMTYpHS H/WIH NPOrPECUBHA a30TEMHA H {PAAKO) € OCTpa
OLOpeuna HenocTaTHLUHOCT H/WITH cMBPT. [loaobHK pesynTaT ca croOUWABAHM 3a BajicapTaH.
OueHKaTa Ha NaUKEHTHTE ChC ChpICYHA HEAOCTATBYHOCT B WIH MOCTMHOKapAeH uHddapkr Tpabea na
BKJIIOYMBA BHHArH OlleHKa Ha 6b0peuHaTa QyHKUMS.

B awarocpouno, mnaiiebo-kourponupaHo npoyusane (PRAISE-2) ¢ amnoaunuy npy nauMeHTy cue
cupacyHa HeaoctathbuHocT kinac HI v IV no NYHA (New York Heart Association Classification), ¢
HEMCXeMHYHa eTHOJIOTHA, aMJIOAMIHH Ce CBBbP3Ra C NOBHIUECH Opoi cboOLIeHNa 3a BenoapobeH OToK,
BBIPEKH JIMICATa HA 3HAYMMa Pa3/iMKa B YECTOTATA Ha BIOLIABALLA CE€ ChPAECYHA HEAOCTATHYHOCT B

cpaBHeHHe ¢ uianebo.

BnokepuTe Ha KaJlBHEBUTE KAHAIM, BKJIIOYMTENTHO aMJIOAMNHH, TPA0Ba f1a ce U3TION3BAT C MIOBHLLIEHO
BHHMAaHME MPH NAaLMEHTH ChC 3aCTOMHA ChpAeYHa HEJOCTATBYHOCT, T KATO MOraT Aa NoBHIIAT
PHCKa OT ObaeLy ChpAEUHO-ChIOBH CHOUTHA H CMBPTHOCT.

[Ipy naumMeHTH Che ChpaetHa HEAOCTATBYHOCT U HCXEMHUYHA OONECT Ha CHPLETO Ce NpenopbyBa
MOBHUIEHO BHHMaHHe, 0coOeHO Npy MakcumanHara go3a Banrenzam Komn 10 mg/320 mg/25 mg, o
KATO ChINECTBYBALWTE AAHHHUTE NPH Ta3M NIOMyJIalKs NALMEHTH ca OrPaHHYEHH.

AOpTHA ¥ MUTpajHa Knanda cTeHo3a
KakTo npH BCHUKH APYrH Ba30AWIATATOPU € HE0OX0AHMO CNa3BaHe HA CIICLIHATHH MPENa3sHU MEPKH

npHy NalMeHTH ¢ MUTpAaTHa KianHa CTCHO3a WiHW 3Ha4HMa aopTHa CTCHO34a, KOATO HC €
BHCOKOCTCIICHHA.

bpeMeHHOCT

Jleuenne ¢ anrnorensdH 1l peuenrropuu 6nokepu (AlIPb) ne TpsabBa na 2anouBa no BpeMe Ha
OpeMenHocT. Ha nanmenTkuTe, KOUTO TUIAHKPAT Aa 3abpeMeHedT, Tpsabea na Obae Ha3HAYEHO
aJITEPHATUBHO AaHTHMXMIIEPTEH3HBHO JICYEHHE ¢ YCTAHOBEH Npodun Ha Oe3onacHOCT 3a ynotpeda no
BpeMe Ha OpeMEHHOCT, OCBeH ako MpoaAbKaBaHeTO Ha Tepanuata ¢ AIIPb He ce cuuTa 3a )KH3HEHO
Heo6xoaumo. [1pu ycTaHoBsaBaHe Ha 6peMeHHOCT aeyeHneTo ¢ AHPB Tpabsa na ce npeycTaHoBH
He3a0aBHO M aKo € YMECTHO, 1a ¢e 3afovHe aNTepHaTHBHA TepanHs (Bxk. ToUkH 4.3 1 4.6).

[IbpBYYEH XHUNIEpandOCTEPOHHIBM
[TaneHTH ¢ MbPBHYECH XHIICPANAOCTEPOHU3BM He TpAOBa Ja ObaaT CKyBaHH ¢ AaHTHOTEH3HH 1]

pelienTOpHKHA ONOKEp BajiCapTaH, Thil KATO TAXHATA PEHHUH-AHMHOTEH3HH-AJIIOCTEPOHOBA CHCTEMA HE
e akTHBUpaHa. [Topaay Ta3u npuurHa BanteHszaM KoMn He ce npenopbyBa NpH Tas3u nomynauus.

CucTeMeH aynyc epureMaToiec
Cpo0luasa ce, 4e THA3HAHUTE ANYPETULH, BKIIIOYHUTEIHO XHAPOXJIOPOTHA3UA, MOTAT Aa 000CTPAT KK
Ra AKTHBHPAT CUCTEMEH JIYITYC €pUTEMATOEC. ‘

Jpyru MeraboauTHR HapyIIEHHS

TuasngHuTe AMYpeTHLH, BKIIOYHTENHO XHAPOXJAOPOTHA3HI, MOTAT Aa HAPYIHAT IVIFOKO3HHA TONEPAHC
M [1a NMOBUILAT CEPYMHHTE HUB2 Ha XOJIECTEPOA, TPHITHUCPHAWTE U NMHKOYHATA KucenuHa. [1pu
MalKeHTH ¢ aAnabeT Moxe Aa e HeoOXOAMMO KOPHIHpaHe Ha A03aTa Ha HHCYJIMHA WK Ha NepopanHoTO

XUMOTIHKEMHYHO CpCaCTBO.

[Mopaau xuapoxnopoTHasnaHaTa koMnoHeHTa Bantenzam KoMn e npoTHBoONoOkasaH rpH

CHMMATOMAaTHYHA XHNepyPUKEMHA. XHAPOXIIOPOTHA3HI MOXE Aa NOBHIINA CEPYMHHTE HHUBA
NUKOYHATA KHMCEJIHHA, NOopaay HaMalcHHA KIHPBLHC Ha MHKOYMHATAE KMCETHHA U MOXE Ja N

NalUCHTH.
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TuasyanTe HaMangBaT eKCKPELMATA HAa KaJILWH C YPHHATa ¥ MOTaT Ja NPEAN3BUKAT MPEXOJHO H JIEKO
MOKAYBAHE HA CEPYMHHS KaJiL{iii Py IMNcaTa Ha W3BECTHH HAPYLICHHA B KAILIKEBUA METab0IH3BM.
BantexsaM Komn e npoTHBONOKAa3aH NPH NAUKEHTH ¢ XUNIepKATLHEeMH W TpsOBa Ja ce npuiiara camo
cnejl KOpHrupaHe Ha fpeaecTsaia xunepkanuiemus. [IpuemsT Ha Banrensam Komn Tpabea na
OBbAe NPEeKpaTeH NMPH Pa3BUTHE Ha XUMEPKATLHUEMHS MO BpeME Ha neueHHueTo. [lo Bpeme Ha ieueHHeTo
C THA3WAKW CEPYMMHMTE HMBA Ha Kaauus TpabBa nepHOAWYHO Ja ce nposepssar. [loauepraHaTta
XHIIEpKaauMeMusa Moxe 1a Obe A0Ka3aTeNCTRO 338 CKPHT XHNepnapaTupeonansnbM. [IpHeMbT Ha
THA3WHKW AMYpeTHIM TpaOBa na Obae npexpaTeH Npean NpoBekKIaHe Ha U3C/ie/\BaHHsA Ha QYHKLHATA
Ha NapaTUPSOUIHUTE HKIIE3H.

MOTOHYBCTBUTEIHOCT

CbobliaBa ce 3a Cty4ad Ha peaklMH Ha (POTOUYBCTBHTEIHOCT NPH NPHEM HA THA3HIAHH OHYPETHLH
(Bx. TOuka 4.8). AKo no BpeMe Ha neveHdeTo ¢ Bantenzam KoMn Bb3HMKHE peakitus Ha

~ (OTOYYBCTBHTENIHOCT, CE MPENOPHYBA CNUPAHE HA NeUeHHETO. AKO Ce CuMTa 3a HeoOXoAuMO
NOBTOPHO NPHUIAraHe Ha AWYPeTHKA, CE MPENOopbYBa 3allUTa Ha 001acTHTE, HINOKEHH Ha CIIBHLE H/H
n3kycTBeHa UV A cpetivHA.

OcTpa 3aKpUTOBILJIHA [NIAYKOMA

CyndoHaMHUANTE UITH JIEKApCTBATa, NPOM3BOAHHU HA CyNPOHAMUIUTE, MOTAT Na NPEAH3BHKAT
HAMOCHHKPATHYHA peaKLis, BOJella 10 XOPOHIAIeH H3NHB ¢ AedeKT Ha 3PUTENTHOTO MONIE, OCTPA
TpaH3MTOPHA MHOIHS M OCTPa 3aKPHTOBIbHA FiaykoMa, CHMIITOMMTE BKIIOYBAT BHE3AMHO Ha4ano
Ha HAMAJICHHE HA 3PUTEJTHATA OCTPOTa Win OONKa B OKOTO, KOUTO OOMKHOBEHO CE NMOABABAT B PAMKUTE
Ha 4acoBeE J0 CEAMHUM OT 3aNouBaHE Ha JiekapcTBOTO. HenekyBaHaTa oCcTpa 3aKpUTOBIBJIHAE I1ayKoMa

MOXKE Aa J0BCAC NO Tpﬂﬁl—!a 33,['}’63 Ha 3pCHHC.

[TbpBOHAYANHOTO NeYeHHe € Aa ce NPEKPaTH NPUEMBT Ha JIEKaPCTBOTO Bb3IMOXKHO Had-Obp30. Moke
12 C€ HaJOXH J4a ce OOMHC/IH He3a0aBHO MEQHKAMEHTO3HO WiIH XHPYPIrHYHO JieueHHe, aKo
BTPEOYHOTO HANATaHE OCTAHE HEKOHTPOJIMpaHO. PHCKOBKHTE (PAKTOPH 3a Pa3sBUTHE HA OCTpa
3aKPHTOBI'bIIHA TITayKOMa MOTAT Ja BKJIIOUBAT aHaMHe3a 3a ajiepris KbM CyJI(POHAMUAH HITH
MEHHLIUNTHHH.

Qo1
Heo6x0aUMO € NOBHIICHO BHUMAHHE NPH NAUMEHTH C NPEALLECTBALLA CBPbXYYBCTBUTENHOCT KbM

Apyru aHruoten3uH Il peuenropun 6nokepy. PeakiHHUTE Ha CBPBHXUYYBCTBUTETHOCT KbM
XHAPOXIOPOTHA3M/ €A NO-BEPOATHH NPH NaLMEHTH, CTPaAallid OT ajieprus WIH acTMa.

Crapuecka Bb3pacT (Ha 65 WIH NoBeY€e roiHHN)
[Ipy nauMeHTH B CTapyecka Bb3pacT ce NpenopbyBa NOBHIIEHO BHHMaHHE, BKIOYHTENHO NMO-YECTO

MOHHTOPHPaHE Ha apTEPHATIHOTO HaAATaHE, 0cOOEHO NpU. NpWwiaraHe Ha MakKCUMMAanHaTta no3a
Bantenzam Komn 10 mg/320 mg/25 mg, Thi kaTOo AaHHHUTE 3a ynoTpeba Npy Ta3y NaLydeHTCcKa
NOMyJauMs ¢a OrpaHH4YCHM.

JIBotiHo 6i0xkMpaHe HA PEHHH aHr'MOTEH3UH-aLgocTepoHoBaTa cucreMa (PAAC)

HmMa naHuH, ye enHoBpeMeHHaTa ynorpeba Ha ACE nHxubvTopu, APb ninn anuckupen nosuiiasa
PHCKa OT XHMOTOHHA, XHNEPKATHEMHA H HamalsBaHe Ha G0peuHaTa QyHKUmMs (BKIOUMTENHO OCTpA
OuOpeuna HepocTaTbuHOCT). [Topaau ToBa He ce npenopbruBa ABOHHO OnokupaHe Ha PAAC upes
komOuHMpaHarta ynotpeba Ha ACE unxudburopu, APb wnu anuckupen (Bx. Touku 4.5 1 5.1).

AKO ce npelieHH, Y€ TepanunaTa ¢ ABolHO 6noknpane € abcontoTHO Heobxoanma, ToBa TpabBa na
CTaBa caMo NoAa HaOMIOAEHHETO Ha CNIELIMATMCT K NMPH YeCTO BHHMATEIHO MOHHTOpHUpAaHE Ha
OLOpeyYHaTa PYHKLMA, ENEKTPONUTUTE U KpbHOTO Hanarane. ACE muxuburopu v APb He Tpabsa
ce W3MNON3BaT €HOBPEMEHHO NPH MaLHeHTH ¢ AnabeTHa HedponaTus.

HeMenaHOMEH pak Ha KOXarta
B aBe ennMaeMHONOrHYHH NMPOYYBaHHUA, OCHOBABALLM CE HA, JaTCKHA HALIHOHATIEH PaKOB perif
HaOMIOAaBaH MOBHILEH PHCK OT HeMeNaHOMeH pak Ha koxata (HMPK) [GEBHJ]HGI{HETI:‘IEI-I\ ¢
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'(BKK) 1 ckBamosHoxknerbueH kKapunHom (CKK)] npu HapacTBalla €KCrio3MLMA Ha KyMYJIATHBHA 1033
xuapoxnopotuazui. PoroceHcHOMM3IUpaIHTE ¢PeKTH Ha XHAPOXIIOPOTUA3H MOTaT Ja AEeHCTBAT
KaTO BEPOSTEH MEXaHH3bM 3a pa3suTHe Ha HMPK.

[MaymenTHTE, NpHEMAaIilH XHAPOXAOPOTHA3KMA, TpAOBa aa 61baaT undopMmupanu 3a pucka ot HMPK #
ChBETBAHM PEeJOBHO Ja NMPOBEPABAT KOXKATA CH 34 HOBH JIe3UH 4 He3abaBHO Aa cbhoOLaBaT nNpH nosaa
HA NOAO3PHUTENHH KOXHHU ne3un. Ha nauverTHTe TpabRa Aa ce npenopbuaT Bb3MOXKHH NPEBAHTUBHU
MEPKH, KaTO OrPaH{YEHO U3JlaraHe Ha CITbHYEBA CBET/IHHA M YJITPABHOJICTOBH JIbUH, a4 B CAy4ai Ha
eKCMO3KLIMA, MOAXOAALIA 3aIlIMTA, 32 /1a Ce CBele 10 MUHHMYM PHCKBT OT PaK Ha KOXATa.
[Togo3pHTenHUTE KOXKHH Jie3uun TpsdOBa Aa 6baaT noiokeHH Ha He3abaBHO H3cneaBaHe,
MOTEHLIMAJIHO BKJIIOYBALI0 XHCTOMOTHYHH H3CneaBaHHs Ha OHONCHYHY MaTepuany. [lpepasraexnane
Ha ynorpebara Ha XMAPOXJIOPOTHA3HN MOXKE 1a C€ HAJIOXKH M NPH NAUMEHTH, KOUTO Ca UMaNH
npeaxoaed HMPK (Bx. ¢s110 Touka 4.8).

Octpa pecnupaTopHa TOKCHYHOCT
Crnen npyueM Ha XHUAPOXJOPOTHA3UA CE€ CHOOILABAT MHOTO PEKHM TEXKH CJTYYan Ha ocTpa

peCMpPAaTOPHA TOKCHYHOCT, BKTIOUUTENHO OCThP pecnuparoped aucrpec cuHapoM (OPHC). Cnen
MPHEM Ha XHAPOXJIOPOTHA3H OOMKHOBEHO ce pa3BuBa DenoApoOeH OTOK B paMKUTE Ha MHHYTH 0
yacoBe. B Ha4anoTo CUMITTOMUTE BKJIIOYBAT JHCITHEA, MOBHLICHA TEMIIEpaTypa, BNOWIABAHE HA
6enogpobrara pyHkima B xunoroHus. IIpu cemuenue 3a OPJIC Tpsabsa na Owxae cnpsas npaeMbT Ha
Bantenzam KoMn ¥ 21a ce npyaoku nOAXoAA1o0 NeueHHe. XHApOXJIOpOTHa3u He TpaOBa na ce
npujiara NpH NauxdeHTH, KOMTO npeay Tosa ca noxy4asany OPJIC cnen npyueM Ha XHAPOXJI0pOTHA3HA.

[IoMolllHY BelleCTBA

Hampuu

To3u nekapcTBEH NPOAYKT ChAbPAKA MO-MaNKO oT | mmol Hatpui (23 mg) Ha punMupaHa TabneTKa,
T.€. MOXE Z1a C€ KaXe, u¢ MPaKTHUYECKH HE ChbAbPKa HATPHH.

4.5 BianumoaeHcTBHe ¢ APYrH JIEKAPCTBEHH NPOAYKTH H APYrd QOPMH HA B3aHMOJeHCTBHE
He ca nposexganu opHuHaiHH npoyuBaHua 3a B3aMMoaeicTBHATA Ha BanteHsam KoMmn ¢ apyru
NleKapcTBEHH NpoAYKTH. ClieIORATENHO, B Ta3U TOUKA € npelcTaBeHa HHGopMaLMg eIMHCTBEHO 3a

M3BECTHHUTE NMPH OTACIHHTE aKTHRHH BELIECTBA B3AUMOACHCTBISA C APYTH JIEKAPCTBEHH NMPOLYKTH.

BaxxHo e aa ce uma npeasua, vue Bantenzam KoMt Moxe aa 3aCHIIH XMNOTEH3UBHUA €DEKT Ha JpyrH
AHTHXHIIEPTEH3WBHHU CPEACTBA.

He ce ApenopbuhyBss EAHOBPECMEHHO MPHIOCKCHNAE

Oraennn H3BecTHH B3aamMoaelicTeas | EQexT Ha B3aUMOACHCTBRETO ¢ APYIA
KOMIIOHEHTHH Ha CBC CJACAHHTE CpeACTBA JeKAPCTBEHH NPOAYKTH

Baaren3am Komn

Bancapran u HCT JuThii Cro0OLuara ce 3a 00paTUMO NOBKILABAHE HA

KOHLIEHTpalLHATa Ha JIMTUH B cepyMa U
TOKCHYHOCT 1IPH €AHOBPEMEHHO IIpHNAaraHe
Ha autuil ¢ ACE nHxuburops, aHrMOTEH3HH
Il peuenTOpHY AHTATOHHUCTH, BKIIOYHTEIHO
BAJICAPTAH WK THA3UAHK auypeTniy. Toil
KaTo OBLOPEUHUAT KAMPBHC HA NUTHA CE
NOHW)XABa OT THa3HIAMTE, € Bb3MOXKHO

PUCKBT OT JIMTHEBA TOKCHYHOCT
JONBJIHUTENTHO Ja C€ MOBHLLIH NMPH NMPHEM /,.-
Banrenszam Komn. [opaan Tasu npuug egp\ A e ‘ by,
npenopbyBa BHUMATENHO npocaeaspheh N
CepYMHHTE HUBATa HA NUTHUH NpU " »

eHOBpEMEHHa ynoTtpeda..
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Bancapran Kanu#i-chxpanspainn AKO ¢€ CMETHE 3a HeOOXOaHMO
OHYPETHLM, KATHEBH 100aBKH, | €eQHOBPEMEHHO C BAJICAPTaH Aa C€ [IpeaAnuie
3AMECTHTEIIH Ha CONTa JIEKapCTBEH MPOAYKT, KOHTO NOBNMABA
ChABPXKALIM KaJI¥H U IpYyrH HHBAaTa Ha KaJIKH, CE NMPENnopbHYBa YECTO
BELLIECTBA, KOMTO MOrarT Ja MOHHMTOPHpAHE Ha IU1a3MEHUTE HHBA Ha
NOBMLIAT HUBATa HA KaJIHH KaJIuH.

AMIOAUITHH ["'peiindpyT UNH COK OT He ce npenopbupa eqHOBpEMEHHATA
rpefindpyT ynotpeda Ha aMJIONUITHH ¢ rpedndpyT Han

COK OT rpeAndpyT, TbH KaTo NPH HIKOH
NatHeHTH OHOHATMYHOCTTA Ha aMJIOAUITHH
MOXe Ja ce MTOBHUIU U Aa A0BEAE A0
3aCHIBAHE HA AHTHXHMIIEPTEH3HBHHTE
eeKTH.

H3HncKBa c€ MOBHIIEHO BHUMAHHE MNpH €AHOBPEMEHHO TIPDHUIOIKECHHC

OTaeaHn
KOMNOHEHTHH HA .
Baatenzam Komn

H3gecTRr B3anMoaeHcTBHS
Ch¢ CICAHHTE CPeACTBA

EdexT Ha B3aHMOJEHCTBHETO € APYrH
JeKAPCTBEHN NPOAYKTH

AMIOAUNKUH

CYP3A4 uuxubumopu (Hanp.
KE€TOKORA30J1, HTPaKOHa30J1,
PUTOHABHP)

EaHoBpeMEHHOTO NpHIIOKEHUE Ha
aMJIOAUIHH ChC CWIHK WIH YMEPEHH
CYP3 A4 unxuburopu (nporeasHu
HHXUOUTOPH, a30/THH NPOTHBOILOUUHH
CPEACTBA, MaKPOIAHAH, KaTO EPUTPOMHLIMH
HIIK KJIAPUTPOMHLIMH, BepanaMmul WiK
QAWJITHA3EM ), MOXKE 1a JOBEAE A0 3HAYUMO
yBE/IHUBAHE Ha €KCNO3MLIMATE Ha
amaoavnuH. Knuuuubara 3HaYMMOCT Ha
Te3K papMaKOKHHETHYHH BapHaLMH MOXe
Jia € 10-U3pa3eHa Mpy NMauveHTHTE B
CTapHecKa Bb3pacT. ToOBa MOXKE 1a HANTOKH
KJHHUYHO [TPOCNCASBAHE U KOPEKLIMUA Ha
J03aTa.

CYP3A4 unoyxmopu [Tpy enHOBpEeMEHHO NMPUIOKEHHUE HA
(AHTHKOHBYNCAHTH [Hanp. H3BECTHU HHAYKTOPH HA CYP3A4
kapbaMa3zenuH, [UTA3MEHATa KOHLIEHTPaLHs Ha aMJIOOHNTHH
(peHobapbuTan, GeHUTOHUH, MOe aa papupa. [lopanu rosa KpbBHOTO
¢pocheHUTOHH, NPUMHAOH], HangraHe Tpabsa aa ce npocneaspa 4 Aa ce
pypaMnuuuH, Hypericum OOMHCJIN afanTHpaHe Ha 103aTa KakTo 110
perforatum [XbaT BPEME, TaKa H CIICA €IHOBPEMEHEH MPHEM,
KaHTapHOH]) ocobeHo cbe cunHu CYP3A4 unaykropu
(Harp. puQaMITHLIKH, JKBJT KAHTAPUOH).
Cumeacmamun MHuorokpaTHoTo npuioxeHue Ha 10 mg
aMJIOAMIIMH €AHOBpeMeHHO ¢ 80 mg
CHMBACTATHH MOBHLLABA CBC 77%
€KCMO3ULUMATA Ha CHMBACTATHH CNPAMO
CaAMOCTOATETHOTO NPHIOKECHUE HA
cuMBacTaTHH. [IpM nauveHTHTE Ha NeveHHe
¢ AMJIOJMITHH CE NpEnopbYBa MNOHWKaBaHE
Ha Jo3aTa Ha CUMBacTaTuH a0 20 mg
ITHEBHO.
Haumponen (unghyzun) I1pn xxuBOTHH ca HaOnIOIaBaHM NeTanHa

kamepha ¢pubpunaums u C‘bpﬂeqHO-C'bLl
KONIanC, CBLP3AHH C XHIEPKATHEMUS CF G

NPUNOKEHHUE Ha BepanaMwi H AaHTpofedf’
HHTpaBeHo3HO. [lopaau puck ot S
XUNepKalineMus, ce npenopbysa J1a &e
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U364rBa €IHOBPEMEHHOTO NPUIOKEHHE C
AHTarOHUCTH Ha KAILIMEBHTE KaHAIH KaTO
aMJIOXHINTHH NPH NalKEHTH,
[peapasnonoXeHH KbM MaJHTHEHa
XHIIEPTEPMHUA H NIPU OBAAABAHE Ha
MAa/IMTHEHA XHMEPTEPMHA.

Taxpoaumyc [1pn eaHOBpEMEHHO MPUNOKEHHE C
aMJIOJMIMHH CHUIECTBYBA PHCK OT
MOBHUIABAHE HA HHBATA Ha TAKPOJIUMYC B
KpbBTa. 3a 1a ce H3berne nposasa Ha
TOKCHYHOCT OT CTPAHA HA TAKPOJIUMYC,
NPHIOKEHHETO HA aMJIOAKITHE NPH
MaLUEHTH, JIEKYBAHH C TAKPOJUMYC, H3UCKBA
KOHTPOJ1 HA HUBATA Ha TAKPONHMMYC B KPBBTA
U KOPEKUMA Ha 403aTa Ha TaKPOJIHMYC, aKo €
HEODXOAHMO.

Bancaptan u HCT Hecmepouonu HCTIBC morar ga orcnabsr
nPOMUEOBLINANUMENHHU aHTHXMIIEPTECH3HBHHUA e(deKT, KaKTO Ha
cpeocmea (HCTIBC), aHruoreHsuH Il peuentopHure 6nokepu,
BKAIOYUMENHO CENCKMUBHU TAKa ¥ HA XUAPOXJIOPOTHA3KA, KOTAaTO ¢
YUKIoOKCUu2eHa3a-2 IpuaaraT €¢AHOBpeMeHHo. OCBeH TOBa
unxubumopu (COX-2 €HOBpEMEHHaTa yrnoTpeda Ha BanteHsam
uHXUOUMOPU), Komn n HCTIBC moxe na noeeae o
ayemuwicaruyuroea kuceauna | siomapaHe Ha 6bOpeyHara pyHKLUMs U

_ (>3 g/Oen) u HecenexmueHu MOBULLIABAHE HA HUBATa HA CCPYMHHA KaJIHiA.
HCBIIC [Topaam Ta3mu npyyHHaA B HAYAJIOTO HA
JICUEHHETO CE€ NpENnoprYBa MOHHTOpPUpaHe
Ha ObOpedHaTa PyHKLHUA, KAKTO M aNeKBaTHA
XHApaTalMa Ha NalueHTa. |

Bancapran Huxubumopu na vnmetix PesynrtaTure OT in vitro AIpOy4YBaHe ¢ ThKaH
mpancnopmepa (pugamnuyun, | OT HOBEILKH YepeH Apob nokassa, ue
YUKAIOCNOpUK) uAu ehaykcHun | BancapraH e cydcTpar Ha 4YepHOApPOoOHMA
mpancnopmep (pumoxasup) brredk Tpancnoprep OATPIBI1 u Ha

yepHOApOOHHA edyKCEH TpaHCnIOpTEP
MRP2. EaHoBpeMeHHOTO NpHAOKEHHE C
HHXHOWTOpPH Ha BIOTCHK TpaHCcopTepa
(pudaMNHALMH, UHKAOCNIOPHUH) WK Ha
eQUTYKCHHMS TPaHCHOpTep (PUTOHABHP) MOXKE
Ja MOBULIH CHCTEMHATA €KCMO3HLIMA Ha
BaJICAPTaH.

HCT Anxoxon, bapbumypamu uiu EqHOBpEMEHHOTO NpHIaraHe Ha THa3UIHHTE

Hapxomuyu

IAYPETHLIH C BEUIECTBA, KOUTO CHLIO UMAT
NMOHHXXABall KPbBHOTO HaNAraHe eqexr
(Hanp. upe3 HaMansABaHe Ha aKTUBHOCTTA Ha
LIEHTpA/IHATa HEPBHA CHCTEMA HNH AHPEKTHA
Ba30AWNAaTAaLlUA ) MOXKE Aa NOTEHUMPA
[IosiBaTa HA OPTOCTATHYHA XHNOTOHMA.

Amanmaourn

TuazuanTe, BRIIOUYHUTEIHO
XHAPOXJIOPOTHA3HA, MOraT Ja [TOBHILAT
pUCKa OT HEXKENAaHH PEaKLMH, NPHYHHEHH OT
aMaHTagHH. '

Anmuxonunep2uunu cpeocmsa
u Opyau Aexapcmeenu
nPOOYKmMu, NOGAURBAWU
CMOMGUIHUA MOmUIUmem

bHOHANUYHOCTTA HA THA3HUIHUTE AUYPET
MOXE Ja Ce MOBHMILUN OT

AHTHXOJIKHEPrHYHKTE CPEACTBA (H
aTpOMNMuH, OHNepHEH), BCIEACTBH
HaAMaJIABaHE Ha MOTWIIMTETA Ha CTH
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H3npa3BaHe Ha cromaxa. OfpaTHo, oyaksa
ce MPOKUHETHYHHTE BEIUECTBA KATO
LIM3apnya A8 MOTaT Aa HaMansT
OHOHANMUYHOCTTA HAa THa3HIHKTE AHYPETHUY.

Aumuouabemnu cpeocmea
(HaTp. MHCYJIHH K NEPOpaNTHU
aHTHAWAOETHU CpeaCTBA)

TuazuauTe Morar na HapylUaT IIHOKO3HHA
ToNiepaHe. MOXKe na e HANIOXKH KOPUTHPAHE
HA I03UTE Ha AHTHAHAOETHUTE JICKAPCTBEHH

NPOAYKTH.

Mempopmun

MetdopmuH Tpadsa aa ce npuemMa ¢
NOBHILIEHO BHUMAaHHE NOPaAH PHCK OT
NaKTaTHa auuAo03a, HHAYLUPaHa OT
Bb3MOXKHa QyRkUHOHATHa Ob6peuHa
HEAOCTaTLYHOCT, CBbp3aHa ¢
XHAPOXJIOPOTHAZH.

bema-6baoxepu u ouazoxcuo

EAHOBPEMEHHOTO NPHIIOKEHHE HA THA3HAHH
JWYPETHLIH, BKJIFOUHATEIIHO
XHApOXJIOpOTHA3UA ¢ BeTa-610KepU MOXKE
Jia MOBHLIHK PUCKA OT XUMECPTrAMKEMHSA.
TuasuaHMTe AHYpPETHLMK, BKIKOYHTETHO
XHAPOXJIOPOTHA3HU A, MOraT Aa 3aCHiaAT
XHINEPTITHKEMHYHUSA €(eKT Ha AUA3OKCHUSL.

Luxnocnopun

EaHoBpeMEHHOTO NpuiaraHe ¢
UHMKJIOCTIOPHE MOXeE Ja MOBHILHK pHCKa OT
XUNEPYPUKEMUA H YCIIOKHEHHS Ha
nojarpara.

Lumomoxcuunu cpeocmsa

THa3sHAHWUTE AMYPETHLIH, BKIIKOYHTEHO
XHAPOXJIOPOTHA3HA, MOTAT 1a HAMANAT
ObOpeuHaTa eKCKpeLMs Ha LIMTOTOKCHYHUTE
cpeacTBa (Hanp. uuKnodochaMun,
METOTPEKCAT) ¥ Aa NOTEHLHPAT TEXHHTE
MHUEJIOCYNPECUBHH eDeKTH.

Huzumanucosu 2nuxko3uou

Tuasua-uHAYHHpaHa XUNIOKATIHEMHS WK
XKIIOMarHe3ueMus MoraT Aa ce U3ABAT KaTo
HEXKEIAHHW peakLvH, OnaronpyaTcTBaLH
MoABaTa Ha JUTHTAIMC- UHAYLUUPAHH
CLPIACYHH APHTMHH.

Hoo-xonmpacmnu sewecmeq

B cay4yaid Ha AMypeTHK-HHAYIMpaHa
ACXHApAaTallid HMa TIOBHLIEH PUCK OT OCTpa
OBOpeyHa HEQOCTATHYHOCT, OCOOEHO TIPH
BUCOKH 103K Ha HOQHUTE NIPOAYKTH.
[laupenTture TpadBa na ce pexuaparupar
Mpeau fnpinaraHeTo Ha Hoja- KOHTPACTHH
BEILECTBA. |

Honoobmennu cmonu

- CMOJIA NOOTACHHO, TaKa YE

AbcopbumaTa Ha THa3HAHNUTE AHYPETHLH,
BKJTIOUMMTEIHO XHAPOXAOPOTHA3HA, CE
HaMAaNABa OT XONECTPUPAMHH HIIH
KOJIECTUNON. TOBa MOXE Ja A0BEAE 10
cybrepaneBTHynHd eeKTH HA THaA3UOHHTE
auypetuum. Ilpunaranero Ha
XHAPOXJAOPOTHAZHA H HAa HOHOODOMEHHHTE

XUAPOXJIOPOTHA3H] Jia Ce Npuiara noHe 4
yaca npeaum nuiM 4-6 qaca cnen
MPWIOKEHHETO HA HOHOOOMEHHATA & Q_ﬁ,’“‘
OH HaMaJTHUNO B3aUMOACHCTBHETO.

Hexapcmeenu npodyxmu,
ROBAUABAUU CEPYMHOMO HUBO

XUNOKATHEMYUYHHAT ePeKT Ha
XUAPOXJIOPOTHA3HA MOXeE 1a ce N
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Ha KaTw CBBMECTHO NPWIOKEHHE ¢ KATHH-ryOeLy
ANy PETULIH, KOPTUKOCTEPOUNH, JIaKCAaTHBH,
agpeHOKOpTUKOTpONeH XopMOoH (ACTH),
aM(OTEPULIHH, KapOEHOKCONIOH, NEHHLIATHH
(G ¥ NpPOM3BOJIHH Ha CANHLUMWIOBATA
KHCENNHA HIIH aHTHAPUTMHLUK. AKO €
HeO0OXOAMMO MMpEIITUCBAHETO HA TE3H
NEKAPCTBEHH NPOAYKTH €HOBPEMEHHO C
KoMOHHALMATA

aMJIOUITHH/BaICapTaH/ XHIPOXIOPOTHA3KA,
CE€ nNpenopbUBa MOHHTOPHPAHE Ha
I1a3MEHUTE HUBA HA Kalus.

Jexapcmeenu npodykmu, XUNOHATPUEMUYHKAT eEKT Ha
NOBAUABAUU CEPYMHOMO HUBO | NMYPETULIMTE MOXKE Na C€ YCHIIH NpH
HA Hampus : CbBMECTHO NPWIOKEHHUE C onpeaesieHH

JeKapCTBEHH NPOAYKTH KaTo -
AHTHAETIPECAHTH, aHTUNCHXOTHLM,
aHTHenuienTuuy ¥ ap. Heobxonumo €
NOBHILIEHO BHUMAHHE MPU NMPOIABDKHTENHO
NPUNOKEHHE HA Te3U NEKAPCTBEHU

MPOAYKTH.
Jexapcmeenu npooyxmu, [lopanu pucKka OT XHIIOKA/TIHEMHUS,

xoumo buxa Mozau oa XUAPOXJIOPOTHa3KA TpaOBa Ja ce npunara c
unoyyupam torsades de MOBHIIEHO BHUMAHHE, KOTraTO € CBbP3aH C
pointes JIEKapCTBEHW NPOAYKTH, KOMTO Hrxa Moriu

Aa HHAYUMpar torsades de pointes, ocobero
aHTHAPUTMHLM Kiac la » wiac 111 1 Hakou

AHTHUNCUXOTHLK.
Jexapcmeaenu npooykmau, Bs3M0OXKHO € A2 ce HAnOXHU KOPUI'HPaHe Ha
NpURAZanU 33 1eHEeHUe Ha A03aTa Ha YPUKO3YPUUHHTE JICKAPCTBEHU
nooazpa (NnpobeHeuny, NPOAYKTH, ThH KaTO XHAPOXIOPOTHAZHA
CyJ(pPHHNHUPA30H M MOXKE Ja NMOKayH HUBATa Ha CepyMHara
Aoy PUHON ) NHKOYHa KKcenrHa. Moxe na e Heobxoaumo
Aa ¢e NOBUIUM J03aTa Ha npobeHeuma U
CYyN(PUHNKPA3OH.

EAHOBPEMEHHOTO NMpHiaraHe Ha THA3HOHH
JHYPETHLH, BKAIOYNTEITHO
XHAPOXJIOPOTHAIH, MOXKE a MOBHUIH
YECTOTaTa Ha peaKUUHTe Ha
CBPBbXYYBCTBHTEJHOCT CNIPAMO AJIONYPHHOJL.
Memunoona HWma otnennu crobluenns 3a ciyyan Ha
XEMOJHTHYHA AHEMHS, BE3HHKHAIA NPH
eAHOBPEMEHHO NPUIaraHe Ha
XHAPOXJIOPOTHA3KHA H METHIAONA.

Heoenonapuzupawju TuasuauTe, BKIIOMUTENTHO
CKENeMHO-MYCKVIHU XUAPOXJIOPOTHA3ZK], NIOTEHUMpAT
peaaxcanmu | REUCTBUHETO HA NMPOU3BOAHUTE HA Kypape.
(anp.Ty6okypapu)

Hpyeu anmwcunepmen3uenu THazuanTe NOTEHLMPAT

AeKAPCMBEHYU RPOOYKmMu AHTHUXHNEPTEHIHBHOTO ACHCTBUE HA NPYTHUTE

AHTUXMNEPTEH3IHBHH JIEKAPCTBA (Harp.
rBaHETHAMH, METWLI0MA, GeTa Grokepy,
BA30AUIATATOPH, OJIOKEPH Ha KAILUEBH TR
kanand, ACE unxuburopu, APB .@F‘F‘
Jupextau Pennnosu Muxuburopu n‘i'.,':".ihﬁ.
Hpecopru amunu (Hanp. XuapoXJiopoTHa3nA Moxe 1a Hamaffus / “Hig 14

HOpaJApeHaIHH, aJipeHANTHH) OTrOBOpa KbM IpeCOpHH aMHHH Kago=2

11
SE/H/1761/01-05/WS/014 \ Z3



HopaapeHaauH. KnHHrHyHaTa 3HAYUMOCT Ha
TO3U €(EKT € HeonpeaesieHa ¥ He €
NOCTATbYHA 34 MPEKPATABAHE HA TAXHATA
ynotpeba.

Bumamun D u kxanyuesu conu | [lpunarasero Ha THa3HAHH AHYPETHLH,
BIJIFOUHUTEIHO XHAPOXJIOPOTHA3HUA, C
BHTaMHH D WK ¢ KaniuHMeBH COJIH MOXKe 1A
MOTEHUHMPA NOKAYBAHETO HA CEPYMHUA
kanuuid. Ilpy naumeHTH NpeapasnoNokeHH
KbM XHNEPKAIUMEMHA (Hanp. ¢
XHNEPnapaTHPLOHAU3IbM, 3TOKAYECTBEHH
zabonsaBanus wiu ButamMud D-Meaunpann
ChCTOSHUSA ) €AHOBPEMEHHOTO TIPHITOKEHHE C
THa3WAHH AUYPETHLH MOXKE J1a JOBEAE A0
XHNEPKAILIMEMHA TOCPEACTBOM MOBHILABAHE
Ha TyOyaHaTa Kaauuesa peadbcopOLms.

Heotino baoxupane na PAAC ¢ APb, ACE unxubumopu wiu aruckupen

JlaHHM OT KIMHHYHH TIPOYYBaHHA MOKA3BAaT, Y€ ABOKHOTO Onaokupane Ha PAAC upes komOuHHpaHaTa
ynotpe6a Ha ACE unxuburopn, APb Wiy alMCKUPEH Ce CBBP3BA C NO-BHCOKA HECTOTA HA HEXe/laHU
CHOMTHS, KATO HATIPHMED XHIIOTOHHUS, XHNEPKATHEMHA H HaMalaBaHe Ha OBOpeuHaTa QyHKLMA
(BITIOYUTENHO ocTpa 6EOpetHa HeAOCTATBYHOCT), B CpaBHEHHE ¢ ynoTpebaTta caMo Ha €1HO
cpencTBo, AekicTaino 8bpxy PAAC (Bx. Touku 4.3, 4.4 1 5.1).

4.6 @epruanter, )peMeHHOCT H KbpPMeHe

bpeMeHHOCT
Amnoounun

. Be30MmacHOCTTa Ha aMJIOJIMITHH IO BpeMe Ha GpeMEeHHOCT NpH XOpa He € yCTaHOBeHa. B npoyuBanus
BBPXY )KMBOTHH, NPH BUCOKH 03K € Hab0JaBaHa penpogyKTHBHA TOKCHUHOCT (BXK. TOUKa J5.3).
[TpunoxeHue No BpeMe Ha OpeMEHHOCT Ce NMPENOpbLYBA CAMO KOraTo HAMa Mo-0e30nacHa arepHaTHBa
H KOTaTo 3a00aaBaHETO caMo No cebe CH HOCH NO-TOJIAM PUCK 3a MaifkaTa H Iuioaa.

Baiicapman
Ynorpebara Ha aurnorensuH Il peuenropan 6nokepu (AlIPb) He ce npenopbyBa no BpeMe HA MbPBUA

TpHMECTBLP Ha OpeMeHHoCTTa (BXK. Touka 4.4). Ynotpebarta Ha AIIPb e nporuBonokasaHa no BpeMe Ha
BTOpHA H TPETHA TPHMECTBP OT OPEMEHHOCTTA (BXK. TOUKH 4.3 H 4.4).

EnuaeMHONOrHYHHTE aHHU 32 PHCKA OT TepaToreHHocT ciel excnosuuus Ha ACE nHxuburopu no
BpEME Ha MbPBHA TPUMECTHP OT OPEMEHHOCTTA He BOASAT IO OKOHYATeIHH 3aKkmoueHud. Bee nak,
JIEKO NOBHLICHHE HAa PHUCKA HE MOXKE [1a C€ W3KJIIOUU. BBNpeKkH ue HAMa JaHHH OT KOHTPOIHpaHH
enUAECMHOJIOTHYHH NPOYYBAHMS 3a pucka npy anrnotedsuH Il peuenropuure baokepu (AlIPb)
noaobeH pHCK MOKe 1a CBLIECTBYBA 33 TO3H KJIAC JIEKAPCTBEHH NMPOAYKTH. OCBEH ako
npoabmkaBaHeTo Ha AlIPB TepanusTa ce CMETHE 3a KM3HEHO BAXKHO, MALMEHTKH C TUTaHHUpaHa
OpeMeHHOCT TpaAOBa Aa MPEMMHAT HA ANTEPHATHBHO AHTHXHUIIEPTEH3IHUBHO JIEYEHHE, KOETO HMA
ycTaHOBEH npodui Ha Oe3onacHOCT NpH OPEMEHHOCT. AKO C€ YCTAHOBH OPEMEHHOCT, JICYEHHETO C
AlIPB tpabgra na ce npeycTaHOBM He3abaBHO M aKO € YMECTHO, Aa Ce 3aMoYvHe aliTepHaTHBHA TCPAlIHA.,

Excnosunumsara Ha AIIPB no BpeMe Ha BTOpHA U TPETHA TPHMECTHP Ha OPEMEHHOCTTA NPH XOpa MOXKE
Aa goseae a0 PETOTOKCHUYHOCT (HamaneHue Ha 6bOpeuHara pyHKUHMA, OTHIOXHAPAMHHOH, 3abaBeHa
ocHdHKALKMA Ha Yepena) H HeoHaTajiHa TOKCHUYHOCT (6bOpeyHa HEROCTATBYHOCT, XHIIOTOHHA,
XHIIepKaTHEMHKSA) (BX. TO4YKa 5.3).

B cayuaii ye ce ycraHoBm ekcnosuuus Ha AIIPh ot BTopus TpUMecThbp Ha OpEMEHHOCTTA, C¢€
npenopbUBa Npoeepka Ha 6nOpeuHara GyHKIUMA K yepena Ha IUI01a Ype3 Y/ITPa3ByK.
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Hosoponeuu, unnto Matikv ca npuemanu AlIPb, Tpa6sa BHUMaTenHo Aa 6baaT HabonaBaHu 3a
XHNOTOHHA (BXK. TOMKH 4.3 ¥ 4.4).

Xuopoxaopomuazuo
Hma orpanudeH onut OTHOCHO ynoTpedara Ha XMAPOXJIOPOTHA3H NO BpeMe Ha OpeMEHHOCT, 0cobEHOo
npe3 NupBHA TpEMECTBP. [TpoyuBaHNATA MTPH JKHBOTHH Ca HEAOCTATHYHH.

XuapoxnopoTHasua NpeMUHAaBa Npe3 IUtaueHTata. Bn3 ocHOBa Ha papMakoIOrHuHHS MEXaHH3BM Ha
NEACTBUE Ha XUAPOXJIOPOTHAZNA, YNOTpedaTa My Npe3 BTOPHA M TPETHA TPUMECTBP MOXKE J1a HapY1IH
¢eromwnauenTapHara nepdy3usa U Ja 10BeAe 10 (eTaTHH H HEOHATAIHH €()eKTH KaTo XWITCHHLA,
HapyLUIeHHS HA €NEKTPOIKTHHA 6aNaHCc U TPOMOOLIUTONEHHS.

Amaodunun/sarcapman/xuopoxaopomuasuo |

JIvncea onut ot ynorpedara Ha Banten3am KoMn npu OpemeHnn xeHy. Bb3 OCHOBa Ha
CBhLEECTBYBAUIMTE JAHHHU OT NPOYUBAHHA C OTAECNHUTE KOMIIOHEHTH, ynorpebara Ha Banrensam Komn
HE C€ NPEeNnOpPbYBA NMPE3 MbPBHA TPUMECTBP OT OPEMEHHOCTTA U € NPOTHBONOKA3aHa Npe3 BTOPHS H
TPETUA TPUMECTBP OT OpeMeHHOCTTA (BXK. TOUKHM 4.3 H 4.4).

KnpMmene

AMIIOAHMIHH Ce eKCKpPEeTHpa B KbpMaTa NnpH Xopa. YacTra oT no3zata Ha MalkaTa, Moay4eHa oT
KbpPMaYeTo, € H3YHCIICHA C HHTEPKBAPTUJICH AHana3oR 3—7%, ¢ MakcuMyM 15%. EdexToT Ha
aMJIOAKIHH BbPXY KbpMaueTara € HEHW3BECTEH.

JIMnceat AaHHU OTHOCHO yrioTpebara Ha BajicapTaH No BpeMe Ha KEPMEHE.,

XHIOPOXJIOPOTHA3K] CE EKCKPETHPA B KbPMAaTa B MAIKH KOJIHYECTBA. BbB BUCOKH J03H THASHAWTE
[IPEIHU3BHKBAT HHTCH3KWBHA JHYpE3a H MOTaT Jia NOTHCHAT 0Opa3yBaHETO Ha KbpMaTa, Ynorpebara Ha
Bantenzam KomMn He ce npenopbuBa no BpeMe Ha kbpMmere. Axo Banrensam Komn ce npunara no
BpeMe Ha KbpMeEHe, N03uTe TpadBa 1a 6baaT Bb3MOKHO HaH-HUCKH. [IpeanounTa ce anTepHaTHBHA
Tepanus ¢ nNo-aodpe ycraHoBeH Npogua Ha 0e30f1aCHOCT MO BpeMeE Ha KbpMeHe, 0cobeHOo npu
KbPMEHE Ha HOBOPOJCHH U NpPEKIACBPEMEHHO POEHH cLA.

DepTHIHTET
HaMa KIHHHYHH NPOYyYBaHHS OTHOCHO BAMAHUETO HAa Bantexsam Komn pepxy depritiutera.

Bancapman
Bancapran HaMa HexeNnaHH e(peKTH BbPXY PENPOAYKTUBHATA CMOCOOHOCT HA MBXKKH WIH KEHCKH

IUTbXOBE NPH NpUEM Ha nepopaniu ao3u 00 200 mg/kg/aen. Ta3zu no3a e 6 mbTH MakcHManHaTa
MpenopbLYMTEHA 1034 NPH Xopa, onpeaencHa Ha 6a3za mg/m? (M3UMCIEHHETO € 3a nepopaiHa 103a OT
320 mg/neH u 6(0-kUnoOrpamMoB NAaLMEHT).

Amaoounun

[Tpx HAKOHW NauMeHTH, NeKyBaHH ¢ DJOKEPH Ha KATILIMEBHUTE KaHaH, ca Chollueun obpaTHMH
OHOXHMHYHU MPOMEHH B MMABHYKATa Ha cliepMaTo3onauTe. KIMHHUHKTE JAHHHW Ca HEQOCTATHYHH N0
OTHOLICHHUE Ha NOTEHUHAIHHA edEKT Ha aMJIOAHNHUH BLpXy deptunurera. [1pu eaHo npoyupaHe
BBPXY IUIBXOBE Ca YCTAHOBEHHU HexeNaHu eekTH BbpXy GepTINTETa NMPH MBKKHTE HHAUBHIN (BXK.
TOuKa 5.3).

4.7 EdexTn Bhpxy cnocofnocrTa 32 modHpane H paboTa ¢ MAIIHHH

[TaumenTuTe, kouto npuemar Bantensam KoMn U wodupar wnm pabotat ¢ Mauimau TpaGea ga nmar
NpeABHA, Y€ NOHAKOra € Bb3MOXKHO Aa C¢ NOABAT YMOpa H 3aMaiiBaHe.

AMIOAMIIHH MOXeE Aa NMoBJKAE B cnaba A0 yMepeHa CTeneH ¢cnocodHocTTa 3a WwodHpaHe U pa
MaLIMHH. AKO nauueHTuTe, npueMaiuy Bantediam Komn nomyyar 3aMaiiBane, rnasoboamne,
WIH rajieHe, cnocoOHOCTTa MM Na peardpaTr Moxe aa Onae HapyLIeHa.
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4.8 HexenaHH JeKAPCTBEHH peaKkUuH

[TpodunbT Ha He3onacHocT Ha BanTensaM Kowmn, npeacraBeH no-goiy ce 0CHOBaBa Ha KJIMHHYHH
MpOY4YBaHHA, NpoBeAcHH ¢ Banren3zam Komn u no3HatuTe npodunu Ha 6€30MacHOCT HAa OTAE/THHUTE
KOMIMOHEHTH aMJIOMITHH, BAJICAPTaH H XHAPOXIQPOTHA3NL.

O6061uenne Ha npodwia Ha 6e30macHOCT

bezonacHocTTa Ha Bantensam KoMn € oueHeHa npy Heropata MakcuManHa go3a 10 mg/320 mg/25 mg
B X0J1a HAa €AHO KOHTPONUPAHO KPaTKOCPOUHO (8 ceAMMLIM) KAMHUYHO fpoyyBaHe ¢ 2 271 nauueHTH,
582 or kOUTO NpHeMaT BancapTaH B KOMOMHALMA ¢ aMIOAKITHE ¥ XHAPOXNOpOTHA3KA. HexenaHuTte
peakLMH KaTo LAN0 ca OWIH JIeKH ¥ NPEXOAHH 10 XapaKTep U CaMO B PEAKH CTy4au ¢a Hajaraiu
NpeycTaHOBABaHE Ha JieyeHHeTo. [1o BpeMe Ha TOBA aKTUBHO KOHTPOJIWPAHO KIHHHYHO W3NHUTBAHE
Hal-yecTUTE NPUUHUHM 3a MPEYyCTAHOBABaHE Ha JieueHHeTo ¢ Bamrenzam Komn ca Ounu 3amMasHOCT ¢

xuniotouus (0,7%).

1o BpeMe Ha 8-ceAMUUHOTO KOHTPOIKPAHO KIMHUYHO NPOYYBAHE ¢ TPOHHATA KOMOHHALIMA He ca
HabmoAaBaHKM 3HaYHUMH HOBH WK HEOUAKBAHH HEXKE/IAHHM PEAKLHWH B CPaBHEHHE C H3BECTHUTE MpPH
TEparnua ¢ OTAETHHTE KOMIIOHEHTH WM ¢ IBOWHA KOMOHHALINA.

[1o BpeMe Ha 8-ceAMHYHOTO KOHTPOJIMPAHO KNIHHHYHO NpoyyBaHe HabnionasaHuTe NpH
koMOHHaumsra Banrenszam Komn npomeHu B 1aboparopHyTe NoKasaTesin ca OHIM MUHUMAIHU U B
CBOTBETCTBHE ¢ apMaKONOrMYHKA MEXaAHW3BM Ha JACHCTBYE HAa OTACIHUATE KOMNIOHEHTH., Hannunero
Ha BaJiCapTaH B TpoHHaTa KOMOHHaLHs oTcabBa XHNOKATHEMHYHHA €(DEKT Ha XUAPOXIOPOTHAIK]L.

TabnuyeH CNKCHK HA HEXKENAHUTE peaKLiiH

Cneasalyre HeXxeNaHH peakKUMH, K3OPOSHH CIIOpes CHCTEMO-OpralHH Knacose no MedDRA u
4eCTOTa, € OTHacAT 3a Bantenzam Komn (amnoaunun/Bancaprai/HCT) 1 nooTaenHo 3a aMJIOAUITHH,
pancaprad U HCT, Muoro uecru: >1/10; dectn: 21/100 no <1/10; neuectn: >1/1 000 go <1/100;
peakH: >1/10 000 po <1/1 000; mHOro peakn: <1/10 000, ¢ Hen3BecTHA YecTOTA (OT HANMYHHUTE AAHHU
He MOXKe J1a Obie HanpaBeHa OLEHKa).

MedDRA Hexenann peakned | Hecrora
CHCTEMO- -
Baarenizam Amjgoarnun | Bancapran HCT
OpraHHH
Komn
KJIACOBE
Heonnasmy - | HemenanomMeH  pax | - - - C Heu3RecTHa
nobpokauecTse | Ha KOXara 4eCTOoTa
HH, (bazanHoOKNeTHYEH
3JIOKAYECTBEHH | KApLUHOM 2
H CKBAaMO3HOKJIETHYEH

HeoNnpeaeNneHN | KapLUHOM)
(BKJI. KHUCTH H
MOJIMMH)

Hapywenus Ha | ArpaHyjaouuTosa, - - - MHoro peaku
KpbBTa 1 | KOCTHO-MO3BbYHA
nuMpHara HEJOCTATHLYHOCT
cUCTEMR [ToHnxeH - | - C HeusBecTHa | -
XeMOTII00HH H 4yecToTa
XEMATOKPHT _
XeMOJUTHYHA - - - MHoro penkn
aHeMHs
JleBkoneuus - MHoro peaku | -
Heytponenus - - C Heu3BeCTHE

TpombouuTONEHHA, - Muoro peakn | C Hensse
MOHAKOra ¢ myprypa YecToTa A
R 1

AIIacTHYHA aHEMUSA | - - - _ yartbreThii .
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qecToTa

HapyuwieHus Ha
YMYHHAaTa
cHUCTEMa

CBpbLXUYYBCTBHTEN-
HOCT

MHOro peaku

C deusBecTHa
yecToTAa

MHoro peaxku

Hapyuwienus Ha
MeTabou3Ma M
XpaHEeHeTOo

AHopekcHa

HeuyecTH

Xunepkainemus

HeuecTH

Penku

XHNEPrinKeMHA

MHoro peaku

Penku

XHNEPAHNHACMHS

HeuvecTH

XunepyprxeMHs

HeuecTn

YectH

XHUNOXJIOpEMHUYHA
anKkanosa

MHOro peaku

XUNoKaineMus

YeeTH

MHoro 4yecrtu

XUNoMarHe3HeMHA

YectH

XHUIIOHATPHEMHKA

Heuectn

YectH

Bnoiilarase Ha
nHaberta

Penkn

ITcuxuusH
HapylEeHUs

Henpecus

Hedectu

Penkn

HMHcoMHuns/BapyLie-
HMA Ha CbHA

HeuectH

HeuecTH

Penku

ITpomenn B
HAaCTPOEHHETO

HeuecTH

ObnpkaHocT

Peaku

Hapyuienns Ha
HepBHATa
CUCTEMA

KoopauHaluoHHH

HapyuiCHHA

HeuecTH

3aMafsHOCT

YectH

YecTH

Peaku

ITocTtypanna
3aMafAHOCT,
3aMasHOCT

| YCHJIHE

npH

HeuecTu

Jlucreysus

{ HeuectH

HeuectH

ExcTpanupaMHACH
CHH/IPOM

C Heu3zBecTHa

HCCTOTA

[Cnasobonue

YecTH

YectH

Penku

XHIIEPTOHHS

Muoro peaxu

Jleraprus

HeuecTn

IlapecTeans

HeuyecTH

HeuecTH

Penku

[lepndepHa
HEeBpPONAaTHA;
HeBpOMNaTHA

HeuecTHn

MHoro peaxku

COMHONEHTHOCT

HeuecTH

YeceH

Cusxon

_ HeuectH

HeuyecTH

Tpemop

HeyecrtuH

Xunoecre3ud

| HeuecTn

HapyuieHus Ha
OUYHTE

Octpa
3aKPUTOBLIBIIHA
raaykomMa

C HeM3BeCTHA
yecToTa

3pUTESIHH
HapyLUCHHUS

HeuecTH

3pHUTETHO
| YBpEXKIaHe

HeuecTH

HeuecTH

Penku

XopoHnaneH H3nuB

C Heu3secTHA
Woad N LG

Hapyuiends Ha
YXOTO M
naﬁupnm&

THHUTYC

HeuectH

BepTHro

HeuecTH
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CopaednH
HapylIeHUs

[MTannurauuu

YecTH

Taxukapams

HeuecTH

ApHTMHH

( BKIKOYHTETHO
Opanukapaus,
KaMepHa Taxukapaus
H NPEeACHPAHO
MbKIEHE)

MHOro peaxH

Penku

MuokapaeH uHdapkT

MHoro peakH

CouI0BH
HapyICHHUA

3auepBsiBaHe

Yectn

XHUIMOTOHNA |

YectH

Heuectu

OpTrocTaTHyHa
XHIIOTOHUA

Heuectn

Dnebdur,

_Tpombodiedbut

Heuectn

Backynur

MHoOro peaku

C HeusBecTHA

HCCTOTA

PecrinpaTopHH
IpbAHH |
MedHaCTHaTHH
HapylleHus

>

H

KalmnHnua

Heuectu

MHoro peikH

HeuecTH

Hucnnes

HeuyectH

HeuecTn

OcTbp pecnuparopeH
OJUCTPEC  CHHAPOM
(OPC) (BXK.
To4Ka 4.4)

MHoro penxu

PectimpatopeH
AMCTPCEC,
benoapoben
[THEBMOHMT

OTOK,

MHuoro penku

Puaur

HeuecTH

Bb3naneHo repao

HeuecT

CrToMalllHO-
YpEeBHH
HapyUICHHS

CromaueH
aMckombopt, Oonka
B rOpHara 4acT Ha
Kopema

HeuectH

YecTH

HevectH

Penxm

Jiow apx

HeuectTn

-

[IpoMeHu B upeBHaTa
NEPHUCTANITHKA

Heuect

KoncTHnauus

Hamaneu anemur

duapHs

HeuecTH

HeuectHn

CyxoTa B ycTara

HeuecTH

Heuectu

Jucnencus

YecTH

HevecTH

I acTpuT

MHoro peiku

Xunepriazus Ha
BEHLIUTE

MHoro peaku

I"'anene

HeuecTn

Yectu

YecTH

[lankpearur

MHoro pesku

Mmnoro peaxu

[loBphillaHe

Heuectn

HeuecTH

YecTH

HuTecTHHANEH
aHrHoeaeMm

Muoro peaku

Xenatobu-
JIHAPHH
HapyLICHUA

OTKJIIOHEHHS B
YepPHOAPOOHUTE
(bYHKLHOHATHH
M3CJICBaHHA,
BKJIIOUHTETHO
MOBHLLIABAHE Ha
CEePYMHHS

MHoro
peaku**

C HeW3BeCTHa

HCCTOTA

SE/H/1761/01-05/WS/014
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bunupybuH

XenaTur - MHoro peaky | - -
HHTpaxenaranxa - MHoro peaxky | - Peaxu
X0JecTasa,
MBJITEHULA
Hapywenns Ha | Asoneums - HeuecTH - -
KOXKara U | AHTHOEIEM - Muoro peakn | C HeuseecTHa | -
NOAKOXHATA 4eCTOTA
ThKaH bynoseH gepMaTvT - - C HeusBecCTHa | -
YECTOTA
Peaxkuun, - - - MHoro peaku
HanoaooaBay
KOXEH TYMyC
cpUTEMAaTOHEC,
peaKTUBUpaHe Ha
KOXKEH yTycC
_epUTEMaTofieC
EputeMa - MHoro peaku | - C Heu3BecTHa
| MyJTHdOpME HECTOTA
Ex3zaHTeMa - HeuyecTH - -
XHUnepxuaposa HeuecTH HeuecTH - -
Peakuyu Ha | - Muoro peaky | - Penku
(OTOYYBCTBHTEN-
HOCT™
[Tpypuryc Heuectn HeuecTy C HeuseecTHa | -
4YeCTOTa
Ilypmypa - HeuectH - Penxy
O6pus - Heuectu C HeumspecTHa | HecTH
YeCTOTA
[TpomMsHa B uBeTa Ha | - HeuectH - -
KOXKaTa _
YpTuKapua 1 Apyru | - MHoro peakn | - Yectn
BUAOBE Ha OOpPHB
HekpoTusupalil - C HeusBecTHa | - Muoro peaku
BaCKYJIUT i yecToTa
TOKCHYHA
enuacpMaiHa
HEKpOoaHu3a
ExcdonuarupeH - MHoro peaku | - -
AepMaTHT
CHHapOoM Ha | - MHoro peaku | - -
Stevens-Johnson
Orok Ha Quincke - MHOro peakH | - -
HapyiuteHns Ha | Aprpanrus - HeuecTH - -
MYCKYJIHO- bonku B rupba HeuecTH Heuectu - -
CKeneTHara OTOK Ha CTABUTE HeuecTH - - -
CHCTEMA H | MycKyJIHHK cria3MH HeuectH Heuecty - C HeussecTHA
CBHLE¢AHHHUTCI- YJecToTa
HaTa ThKaH MyckynHa cnaboct | Heuecrn - - -
Muanrus HeuvectH Heuectn C HeuspecTHa | -
YeCTOTA
bonku B kpaithvuure | Heuectn - - - h
OTOK Ha rne3eHuTe | - | Hectn
Hapywenus Ha | [ToBhiueHn kpeatuHuH | HeuectH - C HEH3BEC
Ob6peuiTe  H | B KpBBTA YECTOTa A
NHKOYHHTE MUKLMOHHH - HeuectH - IH My %

SE/MHA1761/01-06/WS/014
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NbTHUIA HapyLIeHHS
HukTypHs - Heuectn - -
Honakuypud YecTH HeuecTr - -
brbpeuna - - - C HeusBecTHa
AMCHYHKLIHA 4yecToTa
Octpa 6bOpeuna | HeuectH - - C HeusBecTHa
HEAOCTATBYHOCT | YEeCTOTA
brOpeuna - - C HenssectHa | Peakwu
HEAOCTATBYHOCT H yecToTa

YBPEXAAHE

Hapywmienus Ha [ UMNoOTeHTHOCT HevectH HeuecTu - Hecn
BBb3IMPOH3BO- '
AUTEHATA
CHCTEMA H
rbpAaTa

["'MHeKOMAaCTHS - HeuecTn - -

O | A6a3us, Hapyuwenus | Heuectn - - | -
HapylleHus o | B moxoaKarta
edeKkTH Ha | AcTeHHA HeuectH HeuecTH - C Heu3BeCTHaA
MACTOTO Ha | 4eCTOTA
NPHIOKEHHAE Huckomopr, Heuectn HeuecTH - -
HEepa3NoOJOKEHHE
YMopa | Yectn HecTH HeuyecTH -
bonka B rbpauTe, | Heyectw HeuectH - -
KOATO HE € CBbp3aHa
CbC ChPLETO

OTOK | Yectn YectH - -

bonka - Heuectu - -

[Tupekcus - - - C HeuspecTHa

HECTOTA

Uscnensanusa | [loBHILCHH NHIHAN | - Muoro yecty |
' [loBHINaBaHe Ha | Hevecty - - -
ypesiTa B KpbBTa ' | |
[foBuInaBaHe Ha | HeuectH - -
MUKOYHATA KHUCEIHHA
B KPbBTa
["moxo3ypus Peaky
[Tonnxen kanuit B | HedecTH - - -
KpBBTa
[TopuizeH Kanuii B | - - C HewusBecTHa | -
KpPbBTa | 4ECTOTa
Hannaeade Ha Terno | HeuectH Heuecth - -
CnananHe Ha Terjo - HeuecTH - -

* Bwxre Touka 4.4 “@OTOUYBCTBHTEIIHOCT
**  Hali-uecTo CBBP3aHO C X0/ECTA34

Onucanne Ha U30paHH HEXKENAHN PEAKLIKH
HeMmenaHoMeH paK Ha KOXKarta: Bb3 OCHOBA Ha HAJIWYHUTE JAHHH OT ENHAEMHOIOTHYHN MTPOYYBAHUA €

HabNoAaBaHa 3aBUCHMa OT KyMyAaTHBHaTa J03a Bpb3Ka mexay xuapoxnopotnazna H HMPK (Bxk.
cbio TOYKH 4.4 1 5.1).

Crobilapane Ha NOAOIMPAHU HEXKETAHH peakliMy
Cpo0111aBaHeTo Ha NORO3KPAHH HEXENAHH peaKUHH clie]] pa3peliaBaHe 3a ynoTpeda Ha nekapcTs

MPOAYKT € BaxKHO. ToBa No3BossBa 1a NPOABL/KH HabMOAEHHETO HA CHOTHOLIEHHETO Mon3a/ @,wl
nekapcTeeHua npoaykT. OT MEAMLIMHCKUTE CNELMATMCTH ce H3UCKBA Aa cbobulasar Beaka // #

NOAO3HMPaHa HeXKeNaHa peakuus ypes M3nbaHuTenHa areHumMa no nexaperaara yi. ,./JlaMs
Ne 8, 1303 Codus, Ten.: +359 2 8903417, yebeait: www.bda.bg.
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4.9 Ilpenosmpane

CuMnroMH
Hsama onuT cbe cyuau Ha npeaosvpane ¢ Banrenzam Komn. I naBHMST CUMITTOM Ha npeao3vpaHe ¢

BAJICAPTAH € €BEHTYAHO M3Pa3e€Ha XUITOTOHHUA ChC 3aMasHOCT. [1peo3HpaHeTo ¢ aMIIOJHITHH MOXE
11a IOBEAE A0 €KCLEeCHBHA nepudepHa Ba30AWIATALMA U BL3MOXKHO peduieKcHa Taxukapaus. Vima
ChOOLIEHHA 3a CAy4aH Ha H3pa3eHa H MNOTCHLUMAJIHO MPOJIOHIMPaHa CUCTEMHA XHINIOTOHHA,
BKAIOUMMTENHO 1IOK ¢ (aTaNeH U3X0/ MPU NMpEeRo3upaHe ¢ aMAOIHNHH.

Hekapaunorexen 6enoapobeH oTok ce cboO1IaBa PAAKO KATO NOCASANLIA OT NPEAO3HUPAHE C
aMIIOJHMITHH, KOWTO MOXE Ja Ce NpoABH ChC 3a6aBeHO Havano Ha edekra (24-48 vaca cnen
NorjabiilaHe) ¥ Aa H3IUCKBA M3KYCTBEHA BEHTWIALMS. PAHHKTE peaRMAaLlHOHHH MEPKH ( BKITIOYHTEAHO
HaTOBapBaHE ¢ TEUHOCTH) 32 MOAAbPXKAHE Ha nepdy3nsaTa U CbpAcHHUA neOUT MoraT na ObaaT

yCKOpABailK QakTopH.

JleueHue

Amrodunun/sarcapman/Xuopoxaiopomuasuo

KauHHuHO 3HauMMaTa XHNOTOHUS NOpady npeno3upane ¢ Banrensam KoMn H3KCKBa aKTHBHA
CBPIACYHO-CHI0BA peaHHMAallHA, BKIIOYBAINA YeCTO MOHHTOPHUPAHE HA CHPACYHATA W AKXATENIHA
(bYHKIIMA, MOBHraHe Ha KpalHHUMTE H BHHMAHHE NO OTHOLIIEHHE Ha LIMPKYNaTOpHHA 00eM H
avype3ara. [lpunoxxeHneTo Ha Ba30KOHCTPUKTOP MOXKE Jia € OT M0JI13a 3a Bh3CTAHOBABAHE Ha ChJ0BUA
TOHYC KW apTepHATHOTO HAJIAraHe, B C1yYaid 4Ye HAMa NPOTUBOMNOKA3aHHA 3a IPWIOKEHUETO MY.
HUHTPaBEHO3HOTO NPUIIOKEHHE HA KAILIMEB IMIOKOHAT MOXKE J1a € OT NON3a 3a NPEoAoIABaHE Ha

edexTa OoT 0/10Ka1aTa HA KAJILMEBUTE KaHAJH.

Amroounun

AKO NPOAYKTHT € NOrbJIHAT HACKOPO MOXKE fa ce OOMHCIH NpEeIH3BUKBAHE Ha NOBPBILUAHE WIH
cTOMAaLuHa npoMuBka. [IpunokeHHeTO Ha aKTHBEH BBIJIEH MTPH 3ApaBH JOOPOBOJILK HENOCPEACTBEHO
WIH A0 JBa 4aca cJie] MOrThIIAHETO Ha aMJIOAHIHUH 3HAYUMO Hamanasa abcopOLUMATa Ha AMITOTHITHH.

AMIOJHNHH He MOXKe Ja Obae OTCTPAHCH HPC3 XCMOAHANIA3A.

Baacapman |
BancapTaH HC MOXC Ja 61:,.[1& OTCTPAHCH 4YpE€3 XCMOAHaNHn3a.

XUODOXAOPOMUAIUO

[Tpeno3upaHeTo C XHAPOXJIOPOTHA3HMA € CBBP3AHO CHC 3aryba Ha eNeKTPOSIIUTH (XHITOKaIHEMHA,
XHNOXJIOPEMHSA } U XHITOBOJIEMHUSA B PE3V/ITAT HA €KCLECHBHATA Auype3a. Hall-uecTure npu3Haum m
CHMNOTOMH Ha NpeJo3HpaHe ca raJieHe ¥ ChHIUBOCT. XUMOKATHEMHMATA MOXKE /1A [IPeAN3BHKA
MYCKYJIHHM Cria3MH H/WIH H3pa3eHa CbhpAeiHa apuTMHA, CBbp3aHa ¢ eJHOBpeMeHHaTa ynorpeba Ha
AUTMTATHCOBH [NTUKO3HAM HITH OTNIPEACICHH aHTHAPUTMHYHH JIEKAPCTBEHH NPONYKTH. He ¢
yCTAHOBEHA CTENEHTa Ha OYHCTBAHE HA XMAPOXIIOPOTHA3H NPH XEMOAHANTH3A.

5. ©APMAKOJOI'HYHU CBOUCTBA

5.1 apmMakoaAHHAMHYHH CBOHCTBA

(bapmakorepanepTiyHa rpyna: Cpeacrsata, ACHCTBAllM BbPXY PEHHH-aHTHOTEH3IHHOBAaTa CHCTEMA,
aHruoredsuH Il peuenropau 6nokepu, apyru komOuHauu, ATC koa: CO9DXO01

MexaHH3bM Ha AEHCTBHE
BanrerH3am KoMn e koMOHHALIMA OT TPH GHTUXHMIECPTEH3WBHHY ChCTABKH ¢ AOMTBJIBALL €€ MEXAHU3BM
KOHTPOJI Ha APTEPUATTHOTO HAJIATAHE TMPH NALMEHTH ¢ €CEHUMATHA XHNEPTOHHUS: aMIOUNUH
NPUHAUIEKH KbM Kl1aca Ha KaJlLHEBHTE aHTArOHHUCTH, BAJICAPTaH KbM KJlaca Ha aHTHOTEH3UH
II peuenTopruTe O10KEPH, 8 XHAPOXJTIOPOTHAZH KbM KJ1aCa HA THA3KAHHTE JHYPETHLM.
KomOuHaunsaTa Ha Te3d CbCTABKH HMa AJJUTHBEH AHTHXHIIEPTEH3UBEH €(eKT.

| 19
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AMJIOAMNHH/BANICAPTAH/ XM APOXJIOPOTHAZNA
Knunuuna ehuxacnocm u bezonacuocm

Banrensam KoMmn € H3INKTBAH B ABOHHO-CIANO, aKTUBHO KOHTPOJIKHPAHO NPOYYBAHE NPH NALIKEHTH C
xuneprorus. O6mo 2 271 nallMeHTH ¢ YMepeHa A0 TEXKa XUNEePTOHHS (CPEAHOTO HU3XOHO
CHCTOJIHO/AHAcTONHO apTepuanHo Hansrane € 170/107 mmHg) ca nekypanu ¢
aMnoaunuy/Bancapran/xuapoxnopordazya 10 mg/320 mg/25 mg, sancapran/XxuapoxJIopoTHa3nA
320 mg/25 mg, amnoaunu/pancaprad 10 mg/320 mg unu XuApOXAopoTHa3HA/aMITOAKITHH

25 mg/10 mg. B Ha4anoTo Ha Npoy4BaHETO Ha NALMEHTHTE Ca Ha3HAYEHH MO-HUCKH JO3H OT
npeAnydcaHiTe UM TepaneBTUYHH KOMOHHALMH M BIIOCIEACTBUE HA 2 CeIMHIIA Ca THTPHPAHHK [0
NBJIHATE UM TEPANEBTHYHHU AO3H.

Ha 8 ceaMnua cpeaAHOTO NOHKWKABAHE HA CHCTONTHOTO/AHACTONIHOTO apTEPHATHO HANATAHE €

39,7/24,7 mmHg ¢ Bantenzam Komn, 32,0/19,7 mmHg ¢ Bancapran/xuapoxnopoTHasuj

33,5/21,5 mmHg ¢ amnoaunus/sancapran 1 31,5/19,5 mmHg c AMJIOAMITHH/ XUAPOXJIOPOTHA3HA.
Tpo#inaTta kOMOMHaUMA NPeBB3X0XKIA CTATUCTHYECKH 3HAYHMO BCAKA €AHa OT TPUTE ABOHHH
KOMOHHALIMKM B [TOHKKABAHETO HA NHACTOJHOTO U CUCTOIHOTO apTepuasino HanaraHe. [lonnxkasaHeTo
Ha CUCTOJIHOTO/AMACTONHOTO apTepHaiHo HanaraHe ¢ Banrensam Komn e ¢ 7,6/5,0 mmHg no-ronamo,
OTKOJIKOTO ¢ BaJICAPTAH/XHAPOXNIOPOTHA3MA, ¢ 6,2/3,3 mmHg no-roasMo, oTKOAKOTO ¢
amnoaunuu/Bancapras 4 ¢ 8,2/5,3 mmHg no-ronsaiMo, 0OTKONKOTO ¢ aMIOANITMH/ XHAPOXIIOPOTHABHL.
OnNTHMaNHHAT aHTHXHUNIEPTEH3UBEH €(DEKT Ce MOCTHra clie] 2 ceAMUUEH NPUEM Ha MAaKCHMAJTHATA
no3a BanrenzaM Komn. CTaATHCTHYECKH NMO-TONAM NMPOLEHT NALEHTH NMOCTHIAT KOHTPON BbPXY
aprepHanHoTo cH Hanarale (<140/90 mmHg) ¢ Bantensam Komn (71%) B cpaBHeHue ¢ BcAKa €1HA OT

TpUTE ABOMHH KoMOMHaumm (45-54%) (p<0,0001).

B noarpyna ot 283 nauMeHTH, aHanH3 GOKYCHpaH BbpXy aMOynaToOpHOTO MOHHTOPHUPAHE Ha
apTEPHAIHOTO HaJjiAraHe, MOKa3pa KIMHHYHO H CTATUCTHUYECKH MO-TOAIMO NOHIKEHHE Ha
24-43acOBOTO CHCTONHO M AHACTOJIHO APTEPHAIIHO HANATAHE, NIPH JIeYEHHE ¢ TpOiHaTa KOMOMHALHS
CHPAMO BAJICAPTAH/XHAPOXIOPOTHA3H], BAJICapTaH/aMIOAUIINH U XHAPOXJIOPOTHAIKA/aAMJIOAKITHH,

AMJIOOHNIHH

Mexanuzvm na oeticmeue

AMNOOHUNTHH, KOUTO BIK3a B ¢heTaBa Ha Banrenzam Komn HHXHOHpa TpaHcMeMOpaHHOTO HaBAM3aHE
Ha KaalMeBH HOHHU B CbpPAEYHATA M CHAOBATA IJaJKa MyCKYJ1aTypa. AHTHXHUIIEPTEH3IMBHOTO IEHCTBHE
Ha aMJIOAMIIWH C€ Ab/DKH HA AUPEKTHHS peaakcHpall epekT BbpXY INajikaTa ChA0Ba MYCKYIATYp4,
KOETO BOAMW OO HaMalABaHe Ha NEPHPEPHOTO CHAOBO CHIPOTHRICHHE H OTT&M Ha apTEPHaJTHOTO
HaJisiraHe.

Dapmaxoounamuunu egexmu

EXCriepuMeHTAIHH NaHHH NOKA3BAT, Y€ aMJIOJUIIHH C€ CBBbP3Ba H C AMXUAPONUPUAHHOBUTE U C
HEAMXHAPOTIHPHAWHOBUTE MECTA 3a CBBp3BaHe. [IpouecuTte Ha chkpallieHHe Ha ChbpAEYHHA MYCKYJ H
ChAOBaTa raJKa MyCKY/aTypa ca 3aBHCHMH OT TIPHABWXBAHETO HAa U3BBLHKNECTHYHUTE KATUHEBH HOHH
B TE3M KJIETKH Npe3 cneunPUYHN HOHHHY KaHalIveTa.

HPHHO}I{EHHGTH Ha TCpAaniCBTU4HHa 4034 aMJIOAHIIHH TIPpH NALIHCHTH C XHIICPTOHHA Ce 1noCiEnsa oT
Ba30MIaTantid, KOATO BOAH 0 HAMAJIABAHE HA apTEPHANHOTO HAIAINaHE B ICTHAIO U B H3NMPpaBseHO
MOJIOKCHHE. an XpOHHYHa ynomeﬁa TOBA NOHMKABAHC HA APTCDHANHOTO HAJIAraHE HE C¢ ChITETCTRA
OT 3HQ4YHUMH NMPOMCHH B ChpJAE€YHaTa HeCTOTAa HIIN TUIA3MEHHTC HHBA Ha KATCXOJIAMHHHUTE.

Ilnazmennre KOHUCHTPAUHNH KOPCIHUPAT C E(l)ﬂlﬂ‘a, KaKTO [1pH MNaJlH, Taka ¥ NpH NanuHCHTH B
cTapcCcka Bb3pacT.

[Ip1 naLtHeHTH C XMNEPTOHHUA K ¢ HOpMaHa OBOpeYRa PYyHKUMA, TepaneBTHUHHTE A03H aMJIOL
BOJAT O HaManaBaHe Ha GLOPEUHOTO CBAOBO CHLNPOTHBIIEHHE H YBEJHYAaBaHE Ha CKOPOCTTA
rnomMepysiHara GuiaTpauma U epeKTHBHUA OBbOpeUueH KpbvBOTOK, 6e3 Ja NpOMEHAT QUITpALl
(hpaKLIUA WIH NPOTCHHYPHATA.
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[Ipy naLMEHTH C HOPMAJIHA (PYHKLIHMA HA KAMEPHTE, JIEKYBAHH C aMJIOAHIIKH, XEMOAHHAMHYHHTE
H3MEPBaHKUA Ha ChpAevHaTa PYHKLUHA B MOKOH U NMpPU HATOBapBaHe (WK XOAEHE) KaTO LAJIO NOKAa3BaT
JIEKO NOoKauBaHe Ha ChpJeuHHA HHACKC 6€3 3HauuMo noBnHsABaHe Ha dP/dt, unu Ha neBokaMepHOTO K
DHACTOJIHOTO HaNAraHe Win obeM, KakTo W npu Apyrure 6710KepH Ha KalllineBUTe KaHanu. B
NPOyYBaHHA 33 XeMOJAHHAMHKA, AMJIOAUIIHH HE CE CBBHP3BA C HETaTHBEH HHOTPOIEH e(eKT, KOrarTo ce
NMpUAara B rpaHHLMTE Ha TEPANEBTUYHHUTE A03H NPY 3APABH XKHBOTHH H XOpa, JOPH KOrato ApH Xopa
ce Mpiara enHOBPEMEHHO ¢ HeTa-Giokepn.

[Tpu 3apaBy Xopa W XKMBOTHH aMAOJUITUH HE NPOMEHA CHHOATPHAJIHATA HOLATHA PYHKLMA U
ATPHOBEHTPHKYIAPHOTO NPOBEXAaHE. B KIIMHUYHH [TPOYUBAHHSA, B KOUTO aMJIOLHITHH € MPUIaraH B
koMOuHamms ¢ OeTa-0/I0KepH Ha NAUBEHTH ¢ XUIICPTOHUS WK CTCHOKApAMA, HE ¢a HabMoAaBaHH
HeXenaHu eeKTH CIIPAMO NapaMeTPHTE Ha €IEKTPOKapAHOrpamara.

AMIOAKIMH € NPOoYYBaH MPH NALMEHTU ¢ XPOHHYHA CTAOWIHA CTEHOKAPAHS, Ba30CMACTHYHA
CTEHOKApJAHSA K aHTHOTrpadCcKH JOKYMEHTHPAHA HCXEMUUYHA O0NECT Ha ChPLETO.

Knunuuna egpuxacnocm u bezonacnocm

Ynompeba npu nayuenmu ¢ xunepmoxua

PanaoMu3HpaHo ABOHHO-CNANO NMpoyuBaHe 32 3aboneBaeMocT U cMbpTHOCT ALLHAT
(AHTHXMNEPTEH3UBHO M JIMNUAOMIOHMWKABALLO JIEYEHHE 32 NPOdHIAKTHKA Ha ChPACYEH MPUCTDI)
(Antihypertensive and Lipid-Lowering treatment to prevent Heart Attack Trial) e nporeaeHo c uen
CpaBHSBaHE HA HOBUTE TEpanuu: aMmNoAUNHH 2,5-10 mg/neH (Kanuues aHTarOHHUCT) HITH JIN3HHONPHI
10-40 mg/ned (ACE HHXHOHTOP) ¢ THAZHAHKMA AKYPETHK XJopTannaoH 12,5-25 mg/aen kaTo neyenye
OT NbPBa JIHHUA NPH NALKMEHTH C JE€Ka 10 YMEpeHa XUNEPTOHHA.

O610 33 357 nauneHTH ¢ XUNEPTOHHA Ha BB3PacT 55 rogMHU H nNoBeye ca OHNH paHIOMH3HPaHHU H
MpOCHeAeHH 3a cpeano 4,9 roauHu. ITauyeHTUTE Ca UMAIH NOHE €OWH AOMBJIAHHTENIEH PUCKOB (PaKTOp
33 HCXEMHMYHA HONECT Ha ChPLIETO, BKIKOYHTENTHO MPeIecTBalll MUOKApIAEH HHPAPKT WITH HHCYAT
(>6 MeceLia npeAu BKIIOYBAHE B MPOYYBAHETO) WIH AOKA3AHO APYro aTEPOCKIEPOTHHHO ChPAEYHO-
cbaAoBo 3abonaBane (Haxg 51,5%), 3axaped auabet Tvn 2 (36,1%), TMIIONPOTEHHH ¢ BUCOKA MTBTHOCT
— xonectrepon <35 mg/dl man <0,906 mmol/t (11,6%), reBokamepta XHnepTpodus, AUarHOCTHLHPAHA
ype3 eNeKTpoKapaHorpaMa wik exokapauorpagpcek (20,9%), Hacrosiu nymauu (21,9%).

[ThpBHYHaTa KpaitHa Touka € O1na CbCTAaBEH NOKasaTen OT (aTaleH KOPOHAPEH HHUWACHT WK He-
daranes MHokapaeH HHpapkT. He ca HabnrogaBauy 3HaYMMH paziinvMa N0 OTHOLIEHHE Ha
NMbPBUYHATA KpaiHa TOUKA MEXKAY TEPANMATA C AMJIOAMITMH M TEpanusaTa ¢ XJIOPTATHAOH: KOCPULIMCHT
Ha puck 0,98 95% CI (0,90-1,07) p=0,65. [lpn BTOpHUHHTE KpaHHH TOYKH, YECTOTATA Ha CbpJeyHa
HEeNOCTATBYHOCT (KOMIMOHEHT HAa ChCTaBHATA KOMOHMHHMpaHa ChpAeYHO-CBAOBa KpalHa Touka) € O1na
CHrHH(HKEHTHO MO-BMCOKA B rpyrara Ha aMJIOGMIHH, OTKOJIKOTO B rpynara Ha xnopraauaoH (10,2%
cnpamMo 7,7%, RR 1,38, 95% CI[1,25-1,52] P <0,001). Benpeky ToBa, He ce HabnmoaaBaT 3HAUMMHU
pa3zfiMuMd N0 OTHOLLEHHKEe Ha 0011aTa CMBPTHOCT MEXAY rpynaTa Ha Tepanusi ¢ aMJIOUINHH K Ta3Y Ha
Tepanus ¢ xnopranugod RR 0,96 95% Cl [0,89-1,02] p=0,20.

BajncaprtaH
Mexanuzwm na oeticmeue
BascapTaH e nepopanHo akTHBEH, MOWIEH M cneunduuer anrotedsn Il penenropex 6nokep. Toi

BB3ACHCTRA CeNEeKTHBHO BBpXY AT peucnropHus NOATHN, KOWTO € OTTOBOPEH 32 NMO3HATHTE
Bb3aeHCTBHA Ha aHrHoTeH3HH .

Krunuuna epuxacnocm u bezonacrocm
[IpuitoxkeHHETO HA BANCApTaH NpyY NALKUEHTH ¢ XHNEPTOHKHA BOIH A0 NOHHXABAaHE HA apTePHATHOTO
HansaraHe 0e3 noeiMABaHE Ha MyJicOBaTa 4ECTOTA.

[Ipu noBe4eTO NAUMEHTH, CHEA SAHOKPATEH NEPOPATICH ITPUEM, HAYATOTO HA AHTUXMUIICPTEH3
IEHCTBHUE € B PAMKUTE Ha 2 Yaca, a fIMKa B ITOHKABAHETO HA apTepUATHOTO HaATaHe ¢ 1
paMKHTE Ha 4-6 yaca. AHTHXHIIEPTEH3UBHUAT eEKT NPOARIKABA MOBEYE OT 24 yaca ciel

21
SE/M/1761/01-05/W5/014 .




[1py MHOTOKpaTHO NMPUIOKEHHE MAKCUMAJIHA PEeayKLMA HA apTEPHANTHOTO HAIATaHe ¢ BCAKa 034,
OOMKHOBEHO Ce MOCTHra B pAMKHUTE HA 2-4 ceAMHLIH.

XHUIPOXJIOPOTHA3N
Mexanuzem Ha Oeticmeue

OCHOBHOTO MACTO Ha AEHCTBUE HAa THA3UIHMTE ANYPETHLIM Ca JUCTATHUTE H3BHTH KaHAIYETA B
6n6peka. JokazaHo €, ue B 6bOpeuHaTa kopa ChILECTBYBa PELIETITOP C BUCOK aQUHUTET, KOHTO
MpeACTaBAABa OCHOBHOTO MACTO HA CBbP3BAHE 3a ACHCTBHETO HA THA3HAHHTE AUYPETHIIH H 3a
UHXKHOHpaHe Ha TpaHcnopra Ha NaCl B iMcTanHUTE M3BHTH KaHanyeTa. THasHaIHUTE AHYPETHLIN
aeicTBaT vpe3 MHxUOHpane Ha Na+Cl- cuMnopTtep, BEpOATHO 4pe3 KOHKYPHPAHE 38 MACTOTO 32
cebp3BaHe Ha Cl-, 4 Mo TO3M HauMH NOBJIHABAT MEXAHU3MHUTE Ha €NIEKTPONUTHA peabcopOLyis:
AMPEKTHO MOBHLLIABANKHA EKCKpELMATa HA HATPHH K XJIOP B NPHOJIM3HTENHO €1HAKBA CTENEH H
HHIHPEKTHO 4Ype3 THYPETUYHOTO CH JeHCTBHE, HaMANSBaKH M1a3MEHus 00eM ¢ NMOoCaeABAaLIlO
NOKa4YBaHe Ha IUTa3MEeHAaTa PEHHHOBA aKTUBHOCT, CEKPELIMA Ha aNJOCTEPOH H 3aryba Ha Kanui C
YpHHATA, KAKTO ¥ HAMAJIABAaHE HA HHBATA HA CEPYMHHUSA KaJIUM.

HeMenaHoMeH pak Ha Koxara

B1b3 0CHOBa Ha HAMTWYHHWTE JaHHH OT eNUAEMHOJIOTHYHH NpoyuBaHUs € HabnoaaBaHa 3aBUCHMa OT
KyMy/laTHBHATA A03a Bpb3Ka MeXay xuapoxiopothasna 1 HMPK. Eaxo npoyusane BKIlouBa
nomynauus, ceeroauia ce ot 71 533 cnyuan Ha BKK n 8 629 cnyvau na CKK, 4 nonynauus ot
cpoTBeTHO | 430 833 n 172 462 noaxoasiud KoHTPoAH. Bucokara ynorpeba Ha XHApOXJIOPOTHAZHA
(xymynatuBHo >50 000 mg) e cabp3aHa ¢ KOpUrdpaHo oTHoweHHe Ha wadcosere (OR) 1,29 (95% CI:
1,23-1,35) 3a BKK u 3,98 (95% CI. 3,68-4,31) 3a CKK. Habnionapana € acHa Bpb3Ka KYMyJdaTHBHa
noza-otroeop kakto 3a BKK, taka u 3a CKK. [Ipyro npoyusaHe noxassa Bb3MOXKHa Bpb3Ka MEXY
paka Ha ycraute (CKK) B eKcno3suuMaTa Ha XHAPOXJIOPOTHA3HKA: 33 633 Cydau Ha pak Ha YCTHHTE €
noabpakla normynauns ot 63 067 NoAXOAA1IM KOHTPOH, KaToO C€ W3TI03Ba CTPATEru 3a B3eMaHe Ha
npoOH, onpeaeneHa ot pucka. JleMOHCTpHpaHa e Bpb3ka KyMyJ/IATHBHA 103a-0TroBop ¢ KopurupaH OR
2,1 (95% CI: 1,7-2,6), napactsaiy ao OR 3,9 (3,0- 4,9) 3a sucoxa ynorpeda (~25 000 mg) u OR 7,7
(5,7-10,5) 3a naii-BucokaTta kyMysaatusda ao3a (~100 000 mg) (Bx. cbuio TOUKa 4.4).

[leanaTpHyHa nonyaauus |

Esponeiickara areHuya no JekapceTsara ocBo00kKAaBa OT 3aIB/KEHHETO 3a NMPEAOCTABRHE Ha
pe3yJITATUTE OT NPOYYBARHUATA C pEPEPEHTHHA JCKAPCTBEH NMPOAYKT, ChAbPKALL
aMNIOAUNUH/BaNCapTAR/ XUAPOXNOPOTHA3HI BBB BCHYKH NOATPYITH HA NEAKHaTPU4HATa NONYaanms 1pH
€CEHLUMANIHA XHIEPTOHUA (BXK. TOUKa 4.2 33 HHPOpMaLMa OTHOCHO ynorpeba B neaMaTpusTa).

Hpyru: aroiiHo 610KMpaHe Ha pEHUH aHTHOTEH3UH -anaocreporosara cucrema (PAAC)

JBe rosieMH paHaoMmu3upaiu koHTponupadu npoyuBaina —- ONTARGET (ONgoing Telmisartan
Alone and in combination with Ramiprnl Global Endpoint Trial - Tekyiuno rnobanHo H3nuTeaHe 3a
KpaiiHU TOYKH Ha TEJIMHCAPTaH, CAMOCTOATEIHO U B koMOHHauud ¢ pamunpun) ¥ VA NEPHRON-D
(KnuHKBYHO Npoy4YBaHe CRLP3aHO C pa3sBUTHE Ha HedponaTus NpH AKHadeT, NPOBEAEHO OT
MMHHHCTEPCTBO NO BLAPOCHTE Ha BETEpaHNUTE) — npoy4saTt ynorpebara Ha komOuHaumaTa ot ACE
uHxuouTop u APD. |

ONTARGET e npoyuysaHe, NpoBEACHO NPH MALMEHTH C aHaMHE3a 33 CLPASHHO-CHAOBA WK
MO3BYHOCHAOBA GonecT, WK 3axapeH AMabeT THN 2, IPUAPYKEHH ¢ AAHHH 33 YBPEXK/1aHe Ha
edexropHu oprani. VA NEPHRON-D e npoy4Bane npy naudeHTH cbC 3axapeH avaber tvn 2 u
nvafbeTHa HedponaTus.

Te3u npoyyBaHUA He MOKA3BAT 3HAUMM OnaronpHaTeH ePeKT BLpXy 6LOpeUHHTE H/HAN CHPAECYHO-
CBHAOBHTE NOCAEAHLM H CMBPTHOCT, KaTO CBILECBPEMEHHO ca HaOMIOAaBaHH MOBHILIEH PHCK OT
XHNepKanueMus, oCTPO yBpexkaaHe Ha ObOpelHTe W/WIH XHITOTOHHA B CPaBHEHHE ¢ MOHOTEpariHATa.
Kato ce umart npeaBun cXoaHHTE UM hapMakOAUMHAMHMYHH CBOHCTBA, Te3W PE3yNTaTH ca NPUIOK
4 3a apyru ACE naxuburopu u APb.

ACE nnxu6uropu u APD cnenoBaTenHo He TpabBa aAa ce H3NON3BAT €AHOBPEMEHHO TIPH N1a
nuabeTHa HedponaTus (BXK. ToUka 4.4).
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ALTITUDE (KnuHKi4HO NMpoy4YBaHe NPOBEACHO C ATMCKUPEH MPH NALMEHTH ChC 3axapeH anaber

THI 2 ¢ U3MO3BaHe Ha ChPAECYHO-CBAOBH H OBLOpedyHH 3a00nsBaHHs KAaTO KpaiHHU TOMKH) €
npoy4pane, NpeAHa3HAUEHO a W3CIEABA NON3aTa oT A00aBAHETO HA ATHCKMPEH KbM CTAHAApPTHA
Tepanus ¢ ACE nuxubutop win APb npu naumeHTH Cbe 3axapeH AnabeT THI 2 1 XpOHHYHO
6n6peuHo 3abonaBaHe, CbpAEYHO-CBAOBO 3ab0ABaHE HAH H ABeTe. [IpoyuBaHeTO e npeKpaTeHo
MpEeKAEBPEMEHHO NOPAAH NMOBUIIEH PUCK OT HeOnaronpuaTHH nocneauuy. Kakto cbhpaedyHo-ChI0BaTa
CMBPT, TAKa U HHCYJITHT Ca M10-4€CTH B rpyliaTa Ha aIICKUPEH, OTKONKOTO B rpynaTta Ha ruanebo, a
MpeACTABIABAILNTE UHTEPEC HEXENAaHHU COUTHA U CEPUO3HU HEXKETAHH ChOUTHA (XHIIEPKATHEMHUA,
XMNOTOHKSA U ObOpeyHa AuchyHKUMA) ce ChoOLIABAT NMO-YECTO B IpyIaTa Ha afIHCKHPEH, OTKOJIKOTO B
rpynara Ha rane6o.

5.2 OapMAKOKHHETHYHH CBOHCTBR

JInHeHHOCT
AMNOJHNHH, BAJICAPTAH W XWJIPOXJIOPOTHAZKA UMAT JIMHeHa PapMaKOKHWHETHKA.

Amno0unun/eanrcapman/Xuopoxiopomuasuo

Cnen nepopaiHo npuwioxeHue Ha Bantensam Komn npu 3apasu Br3pacTiy 200poBosLM MAKCHMATHH
nna3sMeHH KOHLEHTPallMY Ha aMJIOAMIMH, BAICAPTaH H XHAPOXJIOPOTHA3H] CE€ JOCTHIaT ChbOTBETHO 3a
6-8 yaca, 3 uaca ¥ 2 4aca. CkopocTTa M CTeneHTa Ha abcopbuuara Ha aMJIOAUITHH, BaJICApTaH H
XHApOXJIopoTHa3ua npy BanreHzam KoMn ca cblinTe, KAKTO NPH CAMOCTOATENHO UM NpPHIAraHe.

AMIOOHNNH

Abcopbyus

Cnea NepopanHo CaMOCTOSTETHO NPHIIOKEHHE Ha TepaneBTHYHA 1032 AMIOAKMHH, MaKCHMa/THa
nJa3MeHa KOHUEHTpaLMA ce JocTHra 3a 6-12 yaca. AGconorHara 6MonanuyHocT € Mexay 64% u
80%. byuoHannyHOCTTAa HA AMNOAKNKMH HE CE MOBIHUABA OT NPHEMa Ha XpaHa.

Pasnpedenenue
O0eMBT Ha pa3npeacicHHE € npubnuzurendo 21 Vkg. In vitro npoyupaHust ¢ aMJIOAUITMH MOKA3BaT, 4ye
npubausurenuo 97,5% oT LMPKYAUPAIIOTO AIEKAPCTBO C€ CBbP3BAa C TU1a3MEHHTE NMPOTEHHH.

Buamgauc@ogﬂagux

AMIOAHNHH ce MeTabonK3upa ekcTeH3UBHO (NpHOnu3uTenHo 90%) B uepHua apod N0 HEaKTUBHH
MeTabonuTH.

Enumunupane
EnnMuHHpaHeTO Ha aMJIOAWNHH OT IUta3MaTta € OH(pa3HO ¢ TEPMUHANIEH MOJY)KHBOT Ha eIMMHHHpaHe

npubanskrento 30 a0 50 yaca. CrauMoHapHU TUIa3MEHU KOHUEHTPALMH C€ AOCTHIAT Cliel
npoabJLKUATEACH NpueM 3a 7-8 aAHu. 10% ot opurunannug amnoaunuyd ¥ 60% ot HerosuTe
MeTabOIUTH CE€ EKCKPETHPAT Ype3 YpHHarTa.

BancapraH
Abcopbuyun

Caea nepopanHo CaMOCTOATETHO MPHIOKEHHE Ha BAICAPTAH MAKCHMAIHH IU1a3MEHH KOHLIETPaLlHH Ce
nocturar Ha 2-4 yaca. Cpeanara abGconorHa OHoHanu4HOCT € 23%. XpaHara HaMa/nABa eKCNO3HLIUATA
(onpeaenena upez AUC) Ha Bancaptan ¢ oko/o 40% 1 MakcuManHata Iura3sMeHa KOHLEHTPaLHA
(Cmax) € 0k0N0 50%, BBNPEKH TOBa OKOO 8 uaca cel NPHEMa IIA3MEHHTE KOHLIEHTpalMy Ha
BaJICapTaH ca nojobHu 8 rpynuTe NPHEMATH JIEKAPCTBOTO CIIE HAXpaHBaHE H Ha rnanHo. Ta3u
penykiusg Ha AUC, obaue He ce CbABTCTBA OT KITHHHUHO 3HAUHMA PelyKLINA Ha TepaneBTHYHHA
e€(DEKT M MO Ta3u MPHUYHHA BaJiCapTaH MOXE J1a CE NPUEMaA Ha IMIAJHO WIH C/IEA HAXpaHBaHE.
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Paznpeodenenue

CTaupoHapHHUAT 00€M Ha pa3npelesiCHHE Ha BAJICAPTaH Clie]l HHTPABEHO3HO MPHIOKEHHE € OKOJIO
17 nuTpa, KOeTO NoKa3Bsa, 4Ye BAACapTaH He Ce pa3npencns eKCTeH3IUBHO B TbKaHKTe. BajicapTaH ce
_ CBBLP3Ba BLB BUCOKA CTEMEH ChC CEPYMHUTE NPOTEHHH (94-97%), OCHOBHO ChC CEpYyMHHSA anOyMHH.

buompancopmayus

BancapraH He ce MeTabonu3Hpa BbB BHCOKA CTENEH, Thi KaTo caMo okono 20% ot nosara ce
ycTaHoBABA oA dopMaTa Ha MeTabosuT. B nasmara € ycTaHOBEH XHAPOKCH MeTabONTUT B HUCKH
koHueHTpauuy (no- Manko ot 10% or AUC Ha Bancapran). To3u MeTabonut € papMaKkonorHyHo
HEaKTHBEH.

Eaumunupane

Bancaprau noka3pa MyJITHEKCITOHEHLIMANIHA KHHETHKA Ha pa3na] (tu. <l yac H tws oxono 9 vaca).
BancapraH ce enMMHHHpPa OCHOBHO 4pe3 deueca (okono 83% or nozara) ¥ ypuHata (okosao 13% ot
A03aTa) OCHOBHO KaTO HEMPOMEHEHO ChelHeHHE. Cliel HHTPABCHO3HO NPHAOKECHHE IIA3MEHUAT
KJIMPBHC Ha BancapTaH € npubnusurento 2 I/h, a 6s0peannar kmapuuc € 0,62 1/h (oxono 30% ot
oOLus kHpbHC). [lonyXHBOTHT Ha BasicapraH e 6 vaca.

XUAPOXJIOPOTHAZHA

Abcopbyus

AbOcopbuuaTa Ha XMAPOXIIOPOTHA3KA ClieA nepopaiieH npueM e 6bp3a (Tmax OKONIO 2 yaca).
Yeennuapanero Ha cpeaHata AUC ¢ nuHeliHO Y € nponopUMoHaIHO Ha A03aTa B TEpaneBTHYHUA

AHAIa30H.

EdexTbT Ha XpaHaTa BbpXy a0copOLUMATa Ha XMIPOXJIOPOTHA3HI, aKO HMa TaKbB, HMa MaJIKa
KJIHHHYHA 3HAYMMOCT. AGCoNoTHaTa OHOHANMYHOCT Ha XUIPOXJIOPOTHA3H Cell NEPOPATHO
npwioxkeHue e 70%.

Paznpedenenue

[TpuBuaHuaT 06emM Ha pasnpeacncHue e 4-8 I/kg. LupkynvpalysaT XUAPOXJIOPOTHA3H € CBBP3aH ChC
cepymHuTe nporerHu (40-70%), npeauMHO cbe cepyMHHS anOyMHH. XHAPOXJIOPOTHA3U CHLLIO TaKa
KYMYJIHpa B €PUTPOLIMTHTE NPUOAUIHUTENHO 3 MHbTH NOBEYE, OTKOAKOTO B Ma3Mara.

buompancopmayus |
XHapoXnopoTHasu ce eNMMHHKPa NPEeHUMHO KATO HENPOMEHEHO BELIECTBO.

Laumunupane

XUAPOXJIOPOTHA3H] CE€ €IKMHHHPA OT Na3MaTa ¢ BpeMe Ha MOJIYXKHBOT cpelHo 6 1o 15 uaca B
KpaiHaTa (a3a Ha elnMuHUpane. Hama npoMsHa B KMHETHKaTa HA XHAPOXJIOPOTHA3HA NIPH
MHOFOKPATHO MPHIArase, a KyMyJMpaHeTO € MHHUMAIIHO IPH NPHWIOKEHHE BEAHBX JHEBHO. Han
95% ot abcopOupaHaTa 003a c€ EKCKPEeTHPA KaTO HENPOMEHEHO BELLECTBO B YpHHaTa. brOpeunusr
KJIMPBHC CE€ CbCTOM OT NACHBHA (PUITpaLMsA U aKTHBHA ceKpellHs B ObOpeuHHTe TYOY K.

CneusanHy nomnyjaaiuu
Ileduampuvunu nayuenmu (na év3pacm noo 18 coounu)

Hama dapMakoOKMHETHYHM JaHHH NpPH NeJUATPHYHATA MONy1aLus.

llayuenmu ¢ cmapuecka ev3pacm (va 65 u nogeve 200unu}
BpemeTo 3a 1OCTHIraHe HA MAaKCHMaJTHa M1a3MEHA KOHLEHTPaUHA Ha aMJIOMIIUH € CXOAHO NpH MIaaH
MAaLMEHTH ¥ NPH NaLUEHTH B CTapyecKa BB3pacT. IIpH nauMeHTHTE B CTapUecKa BB3pacT uMa

TEHACHUMKA KIMPLHCHT HA aMJIOJAMITHH 1a HaAMaJigBa, KOETO BOSH AO MOKAYBAHE HA TUIOWUTA MO
kpuBata (AUC) n enuMHHaALUMOHHUA NONyXHBOT. Cpeanarta cucremua AUC 3a BajcapraH € no-
BHCOKA ¢bC 70% npM NaLMEHTH B CTAPUYECKA BB3PACT B CPAaBHEHHE C M0-MJ1a1H NAUMKEHTH, NO
Ta3d APpMYHHA € HE0OXO0AUMO BHHMAaHHE NPH TTOBHILIABAHE Ha 103aTa.
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CucreMHaTa eKCro3MLma Ha BAJICAPTAH € JCKO ITOBHULICHA T1PH HALIHCHTHUTC B CTAPUYCCKA BB3DACT B
CPABHEHHC C MJIGAHTC MNALUCHTH, HO TOBA HiAMAa KJIHHHYHO 3HaAYECHHE.

OrpaHyyeHd JaHHH NPEANnonaraT, 4¢ CUCTEMHUST KIIMPBHHC Ha XHAPOXJIOPOTHA3K/ € HaMalleH KaKTo
Np# 3APaBH NALUEHTH B CTApPUYECKA Bb3PacT, TaKa H MPH TE3H C XUNEPTOHMNA, B CPABHEHUE C MJIAIH
3ApaBH AOOPOBOJILH.

Twit kaTo TpHTE BELIECTBA ¢€ NOHACAT €AHAKBO A00pe KAKTO OT MO-MiaguTe NalHeHTH, Taka | OT
NMAUUEHTHTE B CTAPYECKA BBL3PACT Ce Npenopb4Ba HOpMaliHa CXeMa Ha npuarade (Bx. Touka 4.2).

bvbpeuno yepexcogue

dapmMakOKMHETMKATA HA aM/IOJMITHH HE C€ MOBJINABA 3HAYMMO NPH HapylerHe Ha ObOpeyHara
¢yHkiHa. Kakro ce ouaxkpa 3a BeLLECTBO, YHHTO OB0peteH KWIHPBHC € caMo okoio 30% ot obinug
[1a3MeH KIHPBHC, He ce Hab/oaaea kopenauus Mexny 656peunarta GyHKINS H CUCTEMHATA
€KCII03HLMA KbM BAJICAPTaH.

[Topaau a3y npuvMHa NALIMEHTHTE € JIeKo A0 yMepeHo 6150peuHo yBpexxaaHe MoraT Jja npueMar
obuyaiiHaTa HayayiHa 103a (BXK. To4Ka 4.2 1 4.4).

[Ipx nanuude Ha 6BLOpEUHO YBpEKAAHE CPEAHUTE MAKCUMANIHH NNAa3MeHH KOHUEHTpaurHd H AUC Ha
XUAPOXJIOPOTHA3U ca TMTOBUIUEHH, a CKOPOCTTA HAa EKCKpELUs B YpUHaTa € HaMancHa. [1pu nauMeHTH
C IeKo 10 yMepeHo 6b0peuHo yBpexaaHe ce Habniogasa TpukpaTHoO nosuweHse Ha AUC Ha

. Xuapoxnopornasua. [lpy naupeHTHTE ¢ TEXKO OLOpeuHo yBpexkaaHe ce Habnmoaara 8-kpaTHo
nosuineHne Ha AUC. Banrewzam KoMn € npoTUBonokazaH NpH NalMeHTy ¢ TeXKo ObOpeuHo
YBPEKIAHE, aHYPHS WIH Ha AHaIM3a (BK. TOUKa 4.3).

Hepuoopobro yepesicoane

HanuyHH ca MHOro OrpaHM4eHH JaHHHM 33 NPUWIOKEHHETO HA AMJTOJMITHH MPU NALMEHTH C
yepHoApobHo yBpexaane. [TauneHTUTE ¢ YepHOAPOOHO YRpEKNAHE UMAT HAMAJIEH KJIHPBHC Ha
aMNIOJIMNIHH, KOHTO Boay Ao nmokauBaue Ha AUC ¢ npubnusurenno 40-60%. [Ipu naumeHTH ¢ ne€ko o
YMEPEHO XpOHHUYHO YepHOApoOHO 3a00naBaHe €KCMO3MUHATA KbM BaJICApTaH (onpeacsieHa 4pes
ctoHocTHTEe HA AUC) cpeaiHO € ABa MBbTH NO-BHCOKA OT YCTAHOBEHATA INMPH 3ApaBUd A00pOBOILM
(rpynupaHy no BuL3pacT, non M Terno). [lopaau pancapranoBata koMnoHeHTa BanreHwsam Komn ¢
MPOTUBOIOKA3aH NPH NAaLMEHTHTE ¢ YepHOAPOOHO yBpexKaaHe (BxK. TOUKH 4.2 u 4.3).

5.3 Hpeaxknuauuuu AaRHH 33 OezonacnocT

AMJIOAUNUH/BAICAPTAH/ XHAPOXJIOPOTHA3HA

B peanua npeJKIHHHYHHA APOYYBaHUA 3a H€30MacHOCT € aMJIOAUIIMH, BANICAPTaH, XHAPOXJI0pPOTHA3H],
BAJICAPTaH/XHAPOXJIOPOTHA3K, aMJIOAKITHH/BAJICAPTAH U aMJIOAHITHH/BaJlCapTaH/XMAPOXAOPOTHAIHA
(Banrenszam Komn), npoBeeHH NpH pa3iMuHH XKUBOTHHCKH BHIOBE, JIMNCBAT J0KA3aTENICTBA 33
CHCTEMHa WK TapreTHa OpraHHa TOKCHMHOCT, KOHTO Ja OKaKaT HETaTHBHO BIWAHHE BbPXY
KNHHUYHaTa ynorpefa Ha Banrrensam Komn npa xopa.

[IpeaAKNMHHUYHM NMpOYyUBaHHS 32 6€30MaCHOCT C NPOABDKUTENHOCT A0 13 ceaMuLiM ca NMPOBEACHH C
AMJIOJIMITHH/BAJICAPTaH/ X HAPOXNOPOTHA3KA NPH MbXose. KoMOMHANMATA BOJIH R0 OUAKBAHO
NOHWKEHHE HA NOKA3ATE/IUTE HA YCPBEHATA KPBBHA peAulla (EPUTPOLIMTH, XeMOTrTIOOHH, XEMaTOKPHT

- U PETHKYJIOLIUTH), MOBHLLABAHE HA CEPYMHATA ypes, MOBULLAaBaHe HA CEPYMHHA KPCAaTHHHH,
MOBULLIEBAHE Ha CEPYMHMHS KaliHH, IOKCTarnoMepylapHa xunepruiasus B 0n6pexa u ¢okanHu epozvu B
AUIC3HCTHA CTOMaX TPH IUTbXOBE. BCHYKH T€34W NpoMeHH ¢a oOpaTHMH ciien 4-ceaMUYEH
Bb3CTAHOBUTEJICH NEPHOR M CE CMATE, HYE C& BCIICACTBHUE 3aCHIBAHE HA (papMaKOJIOTHHYHHTE e()eKTH.

KoMmbuHaumsra RMHO,H,HHHH/BHHCRPTB.PUXHHPOXJIOPUTHEBHH HE € H3CJICABaAHA 34 N’CHOTOKCHYH
KaHLICPOI€HHOCT, ThH KaTo JIMNCBAT A0K&3aTEe/JCTBA 3a HAKAKBRO B3aHMOAeHCTBHE MCHKY OT
BCLUCCTBA, KOHTO Ca OTJ4BHA HA [1a3apa. AMJ'IU,H.HHHH, BaJICApTaHd H XHAPOXNopoTHa3uA Ca
NOOTAC/TIHO 34 'CHOTOKCHYHOCT H KAHUCPOICHHOCT C© HCT@THBHH PC3VYITAaTH.
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AMIOAMIIUH

Penpodykmueua mokcuynocm

PenpoayKTHBHH MpOYy4YBaHHWS MPH IUTHXOBE U MULIKH OKa3BaT 3aKbCHABAHE HA JIaTaTa Ha paxaaHe,
yIB/DKEHA NMPOALIKKHTENHOCT Ha PAXKAAHETO ¥ HAMAJICHA JKU3HECTOCOOHOCT Ha MANTKHTE NPH 1034
npHOAK3IUTENHO 50 ITbTH NO-BUCOKH OT MAKCUMATHUTE NPETNIOPBLUMTENHH N03M NPH XOpa, HIUHCIIEHH

Ha 6asza mg/kg.

. Hapywenua 6ve gpepmunumema

Hsama edekT BbPXY (PepPTWIHTETE Ha TUTHXOBE, TPETUPAHH C AMIOAUMUH (MBXKKHU — 64 THH U KEHCKH —
14 auu npenu yudroceane) 8 1o3u 10 10 mg/kg/aeH (8 nbTH* MakcHManHaTa NpenoOpbYMTENHA 1034
3a xopa oT 10 mg, H3uncieHa Ha 6asa mg/m?). B npyro npoyuBaHe NpH IWIbXoBe, PH KOETO MBbKKH
ITbXOBE Ca TPETHPaHHW ¢ amnoaunuHoB 6e3wnar 30 AHM, ¢ J03a CpaBHHMA C [103aTa [IPH X0pa,
H3uKcaeHa Ha 6aza mg/kg, ca yCTAaHOBEHH MOHMKEHH NUIA3MEHU HHUBA Ha QONUKYIOCTHMYJIMpALl
XOPMOH K TECTOCTEPOH, KAKTO H MOHWXABAHE HA ILTETHOCTTA Ha cnepmarta K Ha Opos Ha 3penuTe
CIIEPMATHAH K CEPTOJIHEBH KNETKH. |

Kanyepozeneza, mymazenesa

Hsama naHHM 3a KaHUEPOT€HHOCT MPH IUTHbXOBE U MHUIKH, TPETHPAHH ABE MOJAHHU C aMJIOAWITHH B
XpaHaTa B KOHLIEHTPALHH, H34YHCIIEHH Aa OCUTYPAT JHEeBHH A030BH HHBa oT 0,5, 1,25 u 2,5 mg/kg/neH.
Haii- Bucokara no3a (nmpu MHIUKH - ONIH3Ka 10, a NPH IUTEXO0BE — 18a MLTH* NO-BUCOKA OT
MaKCHMAJIHATA NPENOPbUYHTENHA KIHHMYHA 1033 oT 10 mg, n3uncnena 3a mg/m?) e 6una 6auska no
MAaKCHMATHO NOMYCTUMATA 1034 32 MULIKH, HO HE U 38 IUTbXOBE,

l'[pquaaﬂm 34 MYTAarC¢HHOCT HC IIOKA3BaT ﬂﬁKﬂpCTBﬁHO-OﬁYGHDBEHH EqJEI{TH HHTO Ha IN'EHHO, HHUTO Ha
XpOMO30MHO HHBO.

* u3yucieHa 3a nauueHTH ¢ Terno S0 kg

Bancapran

HexsiMHHYHHMTE AaHHHM HE NOKa3BaT OCOOEH PHCK 3a Xopa Ha ba3zaTa Ha KOHBEHLIMOHAJIHUTE
¢dapMakoIOrnyHH NpoyYBaHnA 3a 0€30MaCHOCT, TOKCHYHOCT NPH MHOTOKpaTHO NnpuiaraHe,
[eHOTOKCHYHOCT, KAHUEPOr€HEH NMOTEHUHAJ, PENMPOAYKTHBHA TOKCHUHOCT M TOKCHYHOCT 34
Pa3sBUTHETO.

[Tpu nnbxoBe TOKCHUYHH A03M 3a MaiikaTa (600 mg/kg/nen) no BpeMe Ha NOCNEAHUTE AHH OT
OpeMeHHOCTTa K NEPHOAA Ha JIaKTallHA ca AOBEIH A0 NO-HUCKA CTENEH HA NPEXHUBAEMOCT, Mo-ciabo
HaJaBaHE Ha TerNo W 3a0aBeHO pa3BUTHE (OTACNAHE HA YIHHATA MU/A M OTBAPAHE HA CYXOBHA
KaHaJ1) Ha NokoJieHrWeTo (BX. Touka 4.6). Te3zu nosu npu msxose (600 mg/kg/nen) npeacrasnsear
npuba3uTenHo 18 ITbTH MaKCHUMANTHATA NPENOPLUYMTENIHA 1032 NPH Xopa Ha Ha3zaTa Ha mg/m?
(¥34MCIEHHATA ce€ OTHACAT 3a rnepopanHa ao3a 320 mg/nes u naument ¢ Terno 60 kg).

[Ipy HexnMHHUHYU Npoy4BaHHs 3a Oe30nacHOCT BUCOKH A03H BancaptaH (200 no 600 mg/kg Tenecno
TErno) NpeAH3BHKBAT MPH IUTbXOBE HAMANABAHE HA NMAPAMETPYTE HA YEPBEHHTE KPbBHH KIETKH
(EPUTPOLIMTH, XeMOTJIOOHH, XEMATOKPHUT) M NPUUMHABAT NpoMeHH B 6s0peuHaTa xeMoaHHaMHKa
(J1eko NOBHILABAHE HA ypesATa B KpBBTa, OL0OpeyHa TyOynHa xunepnnasua ¥ 6azohuins npu
MBbKKHTE). Tean n1o3u npu mwbxose (200 1o 600 mg/kg/nen) npeacranaBat NpHONUINTENHO 6 H

18 nbTH MakcHUManHaTa NpenopbUMTENIHA 1033 [PH XOpa Ha 6azaTta Ha mg/m? (M3YHCAEHUATA ce
OTHACAT 3a nepopanHa Ao3a 320 mg/aeH v nauueHT ¢ Terjo 60 kg).

[Ipy MapMO3€TKH B CpaBHHMH JO3H NPOMEHHTE ca NoA0OHH, HO MO-TEXKH, ocobeHo B OnOpenmTe,
KBAETO MPOMEHHUTE CE& Pa3BUBAT A0 He(ponaTHA, BKIIOUBALLA NOBHLIEHHE Ha ypesaTa H KpeaTHHHHA B
KPBBTA.

HaGnionaea ce cbuio xuneprpodus Ha ObOpedyHHTE IOKCTATTIOMEPY/IHH KIETKH K [IPH JBaTa
CunTa ce, 4e BCHUYKH [IPOMEHH CE€ JB/DKAT Ha (PapMaKOMOTHYHOTO ACHCTBHE Ha BaJICAPTaH,
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BOJM A0 NPOAL/DKHTENHA XUIIOTOHKA 0co0eHO npH MapMoseTure. Hsrnexana, ye TepaneBruyHara 103a
Ha BAJICAPTaH NPH XOpa He € CBbp3aHa ¢ xunepTpodus Ha 6BOpeUHHTE IOKCTArNOMEPYNHY KACTKH,

6. OAPMAILIEBTHYHHA TAHHH
6.1 ChnHCBK HA NOMOGIHHUTE BEIIECTBA

Banmeunzam Komn 5 mg/160 mg/12.5 mg punmupanu mabremru
Hopo na mabremxama

MuKpokpHcTanHa ueaynosa

HacTHuHO 3aMecTeHa XHAPOKCHNIPONMWILIETY/ 1034

Konounaen, 0e3goneH cCUNMUHEB JUOKCHA

Marne3sues creapar

Tanx

Hoxpumue na mabaremxama
[oausunnios ankoxon (E1203)

Twranos auokena (E171)

Tank (E553b)

Makporon 4000 (E1521)

CononuMmep Ha METaAKpHIOBA KUCeENiHHA U eTunakpunar (1:1)
Harpuer 6ukapbonat (E500(i))

Banrmenzam Komn 10 mg/320 mg/25 mg purmupanu mabremxu
Hopo na mabremxama

MHKpPOKpHCTATHA LieNTy103a

HacTUYHO 3aMeCcTeHa XMAPOKCHITPONTKIILIEAY103d

KonouaeH, 6e3801eH CUWIHLMEB JHOKCHA

Maruesuer cTreapar

Tank

Iloxpumue na mabremxama

[TonwBuuKnoB ankoxon (E1203)

Tank (E553b) |

Kenat xeneszen okcua (E172)

Makporon 4000 (E1521)

Turanos anoxkcua (E171)

CobnonuMep Ha METAKpHWJIOBAa KHCENHHa W eTunakpuaar (1:1)

Harpuer dHukapbonat (E500(i1))
Hepaen xkeneseH okeua (E172)

6.2 HecbBMecTHMOCTH

Henpunoxxumo

6.3 Cpox Ha roanocr

2 rOAUHH

6.4 CoenHaJHH YCJIOBHS HA ChXPAHCHHE

bnuctep: Ha ce cxxpanasa noa 30°C. /la ce cbxpaHsiBa B OpMIrMHajJIHATa ONAKOBKa, 3a 7a ¢
OT BJIara W CBEeT/IYHA,

HDPE 6yrunka: /la ce cbxpaHaBa B OPHIHHAJIHATA OIIAKOBKA, 3a Aa Ce [IpeaAna3H OT Bara.
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6.5 BnancbabpxKanHe HA ONIAKOBKATA

PVC/PVDC/Al 6nucrepn
Bunose onakosku: 14, 28, 30, 56, 90 n 98 dunmupanu tabnerku

HDPE 6yrunku ¢ PP kanauka
Bunoee onakosku: 100 ¢puamupany tabaeTku

He BcHukK BHOOBE ONAKOBKH MOTaT Aa Ob1aT AYCHATH Ha nasapa.
6.6 Chneuna/HH npeana3HA MEPKH NPH A3XBLPaAHE B padora

Hsima cneuasiuy U3NCKBAHUA.

7. IIPATEXATEJI HA PAJPEILIEHHETO 3A YIIOTPEBA

Teva B.V.

Swensweg 5
2031 GA Haarlem

Hunepnanaus
8. HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

Bantensam Komno 5 me/160 me/12.5 meg dhbruiMupaHu tTadneTku
Per. Ne 20200136 -

Banrenzam Komn 10 mg/320 mg/25 mg dunmupany tabnerku
Per. Ne 20200137

9. JATA HA ITbPBO PASPEINNABAHE/MOJHOBSIBAHE HA PASPEH]EHHEF'TO 3A
YIIOTPEBA

JlaTa Ha mbpBO paspewiaBade: 18 asrycr 2020 r.

10. JATA HA AKTYAJIMJUPAHE HA TEKCTA
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