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N3NLAHUTEAHA ATEHUIAA 110 NEKAPCTBATA

Kpamica xapakmepucmuxa Ha npogyxma - [ipuroweriye 1

A0 0173

RE/ f2A7 S1f — 170 658

1. HME HA JEKAPCTBEHUSA ITIPOAYKT Paspeusrue Ne s
-0b- 200

AMBankor-Ko 5 mg/160 mg/12,5 mg puaMupann TabneTku | Ogobparue e o '
Amvalcon-Co 5 mg/160 mg/12,5 mg film-coated tablets

2. KAYECTBEH H KOJIMYECTBEH ChCTAB

Ampaikon-Ko 5 mg/160 mg/12.5 mg dunmupany TabreTku

Besxa ¢gunvupana Tabnetka cbabpxka 5 mg amaoqunit (amlodipine) KaTo aMIOIHNHHOB Ge3nnat (as
amlodipine besilate), 160 mg sancapras (valsarton) H 12,5 mg XHAPOXIOPOTHAZHI
(hydrochlorothiazide).

3a MBIHEY CHHMCEK HA NOMONIHHTE BENECTBA BHXKTE TOUKA 6.1,

3. JIEKAPCTBEHA ®OPMA

PuaMHpana TabnetTka.

Benn, npogsnropatH, ABoifHOM3MEKHAIM TabneTkH ¢ BIrEGHATO penedHo o3Havenne ,.LLL" or egHara
CTPaHa 1 'MaAKH OT JpyraTa CTpaHa.

4. KIAHWYHU JAHHHA
4.1 TepaneBTHUHH NOKA3aAHHU

Jleuenyde Ha eceHIHANHA XUNIEPTOHHUS KATO 3AMECTHTENHA TEPaIis IIPH Bb3PAaCTHH NALUMEHTH, IPH KOUTO
€ MOCTHIHAT 3aA0BOJHTEAEH KOHTPOJ BEPXY apTepHANHOTO HaNAraHe ¢ koMOHHAUMATA aMAOAHITHH,
Bafncaprad H xuapoxyuopotHasuy (HCT), mpuiaraHi kaTo TPH OTASIHH A€KAPCTBEHH GOPMH HITH KATO
dHKCHpaHa ABOHHA KOMOHMHALMS H OTIe/Ha JeKapcTBeHa dopMa.

4.2 Jlo3HpOBKa M HAYMH HA MPHIGKEHME
Ho3uposka

TMpenopryBanara no3a AMBankoH-Ko e eqna TafneTka AHEBHO, 33 NPEANIOYHUTAHE CYTPHH.

Ipenu na npeMunar Ha neverne ¢ AMBankoH-Ko nauuentute Tpabsa na 6s1a1 Ha HUKCHPAHW JO3H OT
CBOTBETHHTE MOHOKOMIIOHEHTH, KOMTO NPHEMAT MO CILOTO BpeMme. Jlozara Ha AMBankoH-Ko ce
onpenens Ha 6a3a JO3UTE HA OTAEHHTE KOMIOHEHTH OT KOMOHHAIIMATA B MOMEHTA Ha
MpEMUHABaHETO.

Maxcumannata npertopsisasa ao3a Amsankos-Ko e 10 mg/320 mg/25 mg. ,
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Creyuanny nonyaraqui
Bvbpeuno yapescdane
[TopaxH XuAPOXNOPOTHASHAHATE KOMNOHEHTA AMBaIKOH-KO € IPOTHBONOKA3AH MPH MALMEHTH C
aHypus (BX. TO4Ka 4.3) H IPH NALMEHTH ¢ Texko 66pevHo yBpekaaHe (CKOPOCT HA FIOMEpyIHa

durrpamus (GFR) <30 ml/min/1,73 mz) (8. Touku 4.3, 4.4 n 5.2).

He ce Hanara xopexuus Ha Ha9alHATA J03& NPU NALNMERTH C JIEKO 10 yMepeHo GE0peuno yBpexIaHe
(B, ToukH 4.4 u 5.2).

Yeprodpobro yepesicoane

ITopajiu BancapranoBaTa KOMIIOHeHTa AMBaIKOH-KO e npoTHBonokasau npu NauHenTH ¢ TEXKO
4epHOAPOOHO yBpexkaane (BXK. Touka 4.3). [Ipy NAUHEHTH ¢ IEKO A0 YMEPEHO YEPHOAPOBHO
yBpexaane 6e3 xonecrasa, MaKCHMAalHATA IPeNOpbyBaHa J03a BajcapraH e 80 mg u nopaau Tasu
npuuKHa AMBankoH-Ko He € MOIXOMALT NpH Ta3H rpyna MauHeHTH (Bx. ToukH 4,3, 4.4 1 5.2).
[Ipemopbxy 3a 103aTa HA AMJIOAUIEH MPH NALMEHTH C ICKO A0 YMEPEHO YEPHOAPOOHO YBpexaaHe He
ca ycranoseny. [1pn npeMuHaBare Ha DOAXOMAINH HAallHEHTH ¢ XHNEpToHUS (BXK. Touka 4.1) 1
uepAOAPOGHO yBpeKIaHe KbM eucHHe ¢ AMBaNKOH-Ko, TpsGBa a2 ce n3non3sa Hali-HUCKATA HATTHYHA
J033a aMIOIHITHH.

Copoeuna nedocmammubyunocm u koponapua 6oaecm Ha CopYemo

CriiecTBYBa OrpaHHYEH OIHT ¢ ynorpebata Ha AMBankos-Ko, ocofeno B MAKCHMAJIHH JO3H, [IPH
MalHEHTH CbC CEPACYHA HEROCTATHYHOCT H KopoHapHa GonecT Ha chpuero. [Ipenopbura ce
[TIOBRINCHO BHAMAHHEC IPH NAllHEHTH CBC ChpACYHA HEAOCTATRYHOCT H KOpOHapHa Oonecr Ha CBpLETO,
0co0eHO NPpH APHJIaraHe HA MAKCHMANTHATA A03a aMJIOAHITHH/BANICAPTAH/XHAPOXIOpoTHA3HA 10
mg/320 mg/25 mg.

Hlayuenmu ¢ cmapuecka ev3pacm (na evapacm 65 200unu u noseye)

ITpenopsuBa ce MOBHIICHO BHUMAHKE, BKIFOYHTENHO NO-Y€CTO MOHHTOPHPAHE HA APTePHANHOTO
HaJiAraHe, npH NauHeHTH B CTAPYCCKA BB3PAacT, ocobeHo NPH IIPAJIATaHe HA MAKCHMAaIHATA 1034
Ampankon-Ko 10 mg/320 mg/25 mg, reii kato faHHHTe 32 yTIoTpeba NpH Ta3u NalHeHTCKa
nonyannsA ca orpaHHyeny. [Tpy npemMinaBane Ha NOOXOAAIIHN MALlHEHTH ¢ XHIIEPTOHHS (BXK. TOUKA
4.1) xbM neqenne ¢ AMBaNKoH-Ko, Tpa0Ba fa ce H3MOM3Ba Hall-EHCKATa HAIHYHA 033 aMIOAUNNH.

Heduampuuna nonynayun
Hsma choTBeTHO NpUnokente Ha AMBankoH-Ko B neuaTpuiHaTa nonynauus (MAUHEHTH Ha Bb3pacT
1o 18 rofMHH) 32 MOKA3aHHETO JIEYSHHE HA ECeHIHANHA XHITEPTOHHSL.

Hauin Ha mpHiokeHHe

Tlepopanno npuiokeHHe

AmpankoH-Ko Moxe Jla ce npHema cbe Wil Ge3 XpaHa,

Tabnetkure Tpa6Ba fa ce NOCNBILAT LENH ¢ MANKO KOJIHYECTBO BOAA, IO €HO M ChHILO BPEME BCEKH
JieH, 3a TpeOYHTAHE CYTPHH.

4.3 TpoTHBONOKA3AHHA
- CBpPBX9YBCTBHTE/IHOCT KbM AKTHBHHTE BELIECTEA, APYTH CYNhOHAMHAHH MPOH3BONHH,

AMXHIPONHPHAHHOBH IIPOH3BOAHK MM KbM HAKOE OT NOMOLIHHTE BELLECTBa, H30D
6.1.




- BTOpH 1 TpeTn TpaMecTsp Ha GpemeHHOCTTA (BXK. TOUKH 4.4 U 4.6).
- YeproapoGHo yBpexane, GuiuapHa WHPO3a MITH XONECTa3a.
- Texxo 6v0peuno yepescaane (GFR <30 ml/min/1,73 m?), anypus H TIpH MalMeHTn Ha HanH3a.
- EnHoBpemenHaTa ynotpeGa Ha AMBankoH-Ko ¢ amiCKHpeH-ChAbpokati
MPONYKTH € NPOTHBOMOKA3aHA [IPH MaLMEHTH ChC 3axXapeH aHaber unu

6n6peuno yspesxaane (GFR <60 ml/min/1,73 mz) (Bx. Touxu 4.5 u 5.1},

- PedpakTopHa XHNOKANHEMHSA, XHIIOHATPHEMHS, XMIIEPKATLHEMHS H
CHMITOMATHYHA XHIICDYPHKEMHUS.

- Texka XMNOTOHHS.

- Lok (BKMOYHTENHO KapAHOTEHEH OK),

- Ob6cTpyxuma Ha H3X0Na HA NABa KaMepa (Hanp. xuneprpoduyna 05CTPYKTHBHA
KapAHOMHOTIATHA ¥ BUCOKOCTENEHHA a0pPTHA CTEHO34).

- XeMoaUHAMUIHO HeCTabH/IHA ChPACYHA HEXOCTATHYHOCT CIIE OCTHP MHOKAp/eH HHOApPKT.

44 CreunanHu Npexympe;KACHUs ¥ NPEANAIHA MEPKH NPH ynorpeba

besonacrocTTa ¥ €UKACHOCTTA HA AMNIOAHITHH TIPH XUIIEPTOHHYHA KPH3a HE Ca YCTAHOBEHH.

ITanwueHTH ¢ HATPUER- H/UAH 06eMeH neduuuT

ExcriecHBHa XHIIOTORKS, BKIIQMHTEHO OPTOCTATHYHA XHITIOTOHHS, C& HabmosaBa npu 1,7% ot
MaIHeHTHTE, JIEKYBAHH C MAKCHMAHATA 033 aMJIOJMITHH/BaicapTaH/Xuapoxiopotuasug (10

mg/320 mg/25 mg) cnpamo 1,8% npu nauHeHTHTE HA BaJicapTan/xuapoxnopoTaasuy (320 mg/25
mg), 0,4% 1pu nauvenTyTe Ha aMnonunuE/Bancaptad (10 mg/320 mg) u 0,2% NpH NANHEHTHTE Ha
XHAPOXJIOPOTHA3KA/AMNOAMTIRH (25 mg/10 mg) B XOn2 Ha KOHTPONMPAHO H3NHTBAHE NPH NAIHEHTH

€ YMEpEHa IO TeXKKA, HEYCIOKHEHA XUITEPTORHA.

IIpH NAUMEHTH ¢ HATPHEB /MK ofeMeH Ae(HUHT, NPHEMAILH BHCOKH JIO3H ZMYPETHIH € BE3MOXKHO
[a PE3HHKHE CHMIITTOMAaTHYHA XMIIOTOHHA CIIE] 3all0UBaHe HA ICUSHHETO ¢ AMBANKOH-K0. AMBaJIKOH-
Ko tpabsa na ce npunara caMo cniei KOPHTHpaHe Ha PeALIECTBAL HATPHEB /i oGeMeH JedHIHT.

AKo nIpH NeyeHHe ¢ AMBanKoH-Ko HacThNH eKCUECHBHA XHIIOTOHKS, NAIMEHTDT TpAGBA Ja Obae
NIOCTABEH B JIETHANO NOMOXKEHHE H OPH HEOOXOMMMACT 4a C¢ NPHACKH HHTPaBEHO3HA HHQY3HS C
usuonoruuen pasteop. JleueHHeTo Moxe aa Gbe NPONBMKEHO CAEH KATO ce CTabHIM3Hpa
APTEPHATHOTO HAJIATAHE.

[Tpomenn B cepyMHHTE €REKTDONATH

Amaodunun/earcapman/xudpoxropomuasud

B xona Ha KOHTPOMMPAHOTO KIMHHYHO H3IUTBAHE Ha AMIIOAHITHH/BaJICAPTAH/XHAPOXIOPOTHASH PH
MHOT0 OT NAUHEHTHTE MPOTUBONOIOKHATE edeKTH Ha BancapTad 320 mg H XHAPOXIOPOTHA3HA 25
mg BbpXY HHBaTa Ha CepyMHMA KANHH [IOYTH ce HeyTPaR3HpaT B3aHMHO, TIpH Apyry NAUHEHTH,
CAMHHAT WM APYTHAT edekT Moke fa IoMAAApA. [TepHOXHYHO, Ha NOAXOMSIH HHTEPBAIH OT BPEME,
TpAGBa Ja ce M3CNEBAT HHBATA HA CEPYMHUTE SIEKTPOJIUTH C L{e]] OTKPHBAKE HA BE3MOXKHH
ENEeKTPONMTHH HapyLISHHS.

Hepﬂozm'i}{o H3CNCABAaNe HA HHBATA HA CEPYMHHTE SNEeKTPONHTH, NO-CNELHATHR0 Ha KaJinud, Tpﬂﬁ]!a oa

ce NIPOBEK /A HA ONIPEAE/IEHH HHTEPBATH OT BPEME C LI OTKPHBAHE Ha BR3MOXHH eJIeK HH..
RLEL ‘\.\
HApyleHKs, 0COOEHO IIPH NALMEHTH C PYTH PHCKOBH (AaKTOPH KATO Hapywena Su6pesHa Ak o,
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JICUCHHC C APYTH JEKapCTBCHH NMPOAYKTH HITH NPCAXOMAAINA AaHAMHE3A 32 CEKTPONHTHH HAPYIIICHH.

Bancapman
Ennoepemennara ynotpeba ¢ kanueBH A00aBKH, KanHH-CHXPaHABAINM JHYPETHLIH, 3AMECTHTEH HA

CONITA, CBALPKALIM Kaauh, HITH APYTH JIeKapeTBeH NPORYKTY, KouTo GMXa MOrTH A3 MOBHLIAT HHBATA
Ha KJTHIT (XeTapyH H T.H.), He ce npenopbyea. CTOHHOCTHTE Ha Kands TpabBa ChOTBETHO [1a C&
MOHHTOpPHpAT.

Xudpoxnopomuasud
Jleuenuero ¢ AMBankoH-Ko Tpa0Ba aa ce 3anovHe caMo cliei KOPHTHPaHe Ha XHNOKAMHEMHATA K

CBITBTCTBAINATA XHIIOMATHE3HEMHA. THARHAHNTE AHYPETHIIH MOTAT Ja YCKOPAT HOBA I10SBA Ha
XUNIOKANHEMH:A KK A4 060CTPAT NpeuIecTRAla XHMoKameMus. THasHAHNTE AHYPETHIM TpsGRa Aa
Ce NPUNAraT ¢ MOBHUIEHO BHEMAHHE IIPH NAIMEHTH, YHETO CECTOAHHE € CBBP3aHO C NIOBHIICHA 3aryfa
Ha KaJiMH, KaTo HanpHMep col Tyfelin HeyponaTHH HITH NpepeHalHo (KapIHOTEHHO) YBPEXAAHE Ha
Ob6peyunara GpyHKIHA. AKO IO BpeMe Ha Tepanus ¢ XHAPOXIOPOTHASK] CE PA3BHE XHITOKATHEMHS,
npueMBT Ha AMBaskoH-Ko TpabBa aa ce npeyctaHoBH Ao cTafiiIHO B3CTAHOBABAHE Ha GanaHca Ha
KaHs.

TrasHIHHTE THYPETHIH MOTAT AA YCKOPAT HOBA MOABA HA XHIIOHATPHEMHS H XHNOXJIOPEMHYHA
A7IKan03a MM Ja 0B0CTpAT MpeAIecTBaINa XHIoHaTpHeMus, Habmonapana ¢ XHnoxarpueMus,
CBIIPOBQAEHA OT HEBPOIOrHYHA CHMIITOMATHKA (rajieke, MpOrpecHBHA AE30PHEHTALIHA, aNlaTHA).
JleyenneTo ¢ XHApPOXIOpOTHA3HAH TPAGBA a Ce 3arovBa Cleli KOPUrHpaHe Ha NpeAecTralla
XHIOHATpHEMHS, B ciyyail Ha Texka 1M 66p30 pa3BHBALIA C& XHIOHATPHEMHUS 110 BpeMe Ha
neveHHeTo ¢ AMBANKoOH-Ko, nevenrero TpaGea na Gble CpAHO 10 HOpMAalH3HpaHe HA HHBATa Ha
HaTpHA.

BeHYKH NalMeATH, NPHEMalld THA3HAHM AHYPETHIH TpAGBa nepHOAMYRO A2 OBAAT NpOCieAABaHH 3a
€NIEKTPONHTHH HAPYIIEHHS, OCOOSHO Ha KaIus, HATPHA H MATHE3HAL.

Brlpeqno yppexnaHe

THasHaHHTE AHYPETHIM MOT'AT A3 YCKOPSAT A30TEMUATA MPH NALHEHTH ¢ XpOHHYIHO 656peuHo
3a6onasane. Koraro AMBankon-Ko ce npunara npe nauuesTH ¢ 6e6pevHo yBpexaaHe, ce penopbysa
NEPHOMHYHO NPOCAEAABAHE HA HHBATA HA CEPYMHUTE NeKTPONUTH ( BRITOUYHTE/HO Ha KANUA),
KpeaTHHHHA H IIHKOYHATA KUCENHHA. AMBaNkoH-KO e NpOTHBONOKa3aH NIPH NAIHEHTH C TEXKKO
6n0pedHo yBpexxaaHe, aHYpHA HIH [POBEXIANIH AUANH3a (BX. TOUKa 4.3).

He ce H3HcKkBa KOPHTHpaHe Ha J03aTa Ha AMBaAKoH-Ko IpH MalMeHTH ¢ JeKo 10 yMepeHo Gs0peyno
yBpexaane (GFR >30 mUmin/1,73 m’).

Crenosa Ha GEOpeuna aprepHs

Ameanmkon-Ko 'rpxﬁBa la ce npunara ¢ NOBHIISHO BHHMAaHHE 3a ICYCHHS HA XHIIEPTOHHA IIPH
NALHMEHTH ¢ €J(HOCTPAHHA IAH ABYCTPaHHA CTEHO3a HAa GROpeYHnTE apTEpHl HITH IPY CTEHO3a HA
apTepHs Ha ¢UHCTBEH GR0peK, Thif KAaTO NPH TAKHBA NANMEHTH MOXE Ja Ce NOTYYH NOBHUIABAHE HA
ypesTa B KPhBTA U CEPYMHHS KPSaTHHHH.




Bripeuna TpaHCILIAHTALIHA

Jo To3H MOMEHT HAMA HATPYIAH ONKT MO OTHOWIEHHE Ha Ge3onacHara ynotpeba Ha AMBaikoB-Ko
NpH NAHEHTH ChC CKOpONIHa Gb0peyHa TpaHCTINAHTALIH.

YepHoapoSHo yBpexaaHe

BancapraH OCHOBHG ¢¢ CIHMHHHpa REOPOMEHEH UPE3 KALYKATA. J1oTy:KHBOTHT HA aMIIOLHITHH €
yIbiKkeH, a croliHocTiTe HAa AUC ca no-prcoky NpH NAUHEHTH ¢ HapyLIeHa YepHoApoSHa QyHKIH,
HE Ca YCTAaHOBEHH HPENopHKH 3a xo3ara. [IpH malyenTH ¢ JIEKO 10 YMEPEHO YepHOAPOOHO yBpexiaHe
Ge3 xoJecTaza MaKCHMAaJIHATA MpenopruBaHa fo3a paacapral e 80 mg, cnenosarenHo AMBankoH-Ko e
€ NOAXOAAIY MPH TAa3H rpyma nanuenTty (Bx. Toukd 4.2, 4.3 1 5.2).

AHrHoeReM

Cnob11aBa ce 3a ClydJad Ha aHTHOEAEM, BKITIOYHTEIHO OTOK Ha JIApHHKCA H I0THCA, TPHYHHABALL
o0CTpYKIRA HA JHXATETHUTE MBTHINA W/HIIH OTOK HA MTUIETO, YCTHHUTE, (apiHKCa H/HIIH e3HKA TIPH
DALMEHTH, TEKYBaHH ¢ BacapTaH, Hskou oT Te3H NalHEHTH ¢a HMaJTH H NIpeIH TOBA aHTHOEAEM, NPH
JIEYEHHE ¢ APYTH JEKApCTBEHH NpoAykTH, BrnountenHo ACE uuxuburopu. AMpankon-Ko tpabea na
ce cnpe He3a0aBHO NpPH NAHEHTHTE, KOUTO MOMYYaT AHTHOSNEM H He TpAOBa Jia ce [IpHIIara oTHOBO,

Copieyna HeIOCTATEYHOCT M KOPOHApHA GoJIecT Ha ChpUEeTo/MOCTMHOKApeH BudapkT

Karo nocneauua ot HHXHOMPaHeTo HA peHUH-AHTHOTEH3HH-ANA0CTEpOHOBATA CHCTEMA MPH
TIpeApa3NoNOKEHH TIALUEHTH MOTAT fia ce O4aKkeaT npoMeHd B 660peunata dyHkuMa. [IpH nauMenTH ¢
TeXKa ChpAeUHa HeJOCTaTEHHOCT, yrATO OBOpeyuna (pyHKIHA OH MOrIa 12 3aBHCH OT AKTHBHOCTTA Ha
PeHHH-AHTHOTEH3HH-AAOCTEPOHOBATA CHCTEMR, NeueHHeTo ¢ ACE HHXHOHTOPH M 8HTHOTEH3UH
PEeLENTOpHK GIOKEPH Ce CBHP3BA ¢ OMITYPHS H/HIIM NPOrPECHBHA a30TeMHs H (PAIKO) © 0CTpa
GB0peusa HeIOCTATHYHOCT H/UAH cMBPT. [To700HH pe3ynTaTh ca chobllIeHH 32 BancapTa. Ouenkara
Ha MAUHEHTHTE ChC ChPACYHA HEJOCTATHYHOCT H HIIH IOCTMHOKAapAeH HHGAPKT TpAOBa na BKILOYBA
BHHATH OLleHKa Ha GpOpeunaTta dyHKIHA.

B anarocpouno, mwianeGo-koaTponHpano npoyusane (PRAISE-2) ¢ aMaoAUNMHH NPH NalHEHTH CbC
cepaeuna HeaocrarbunocT Kaac I u IV no NYHA (New York Heart Association Classification), ¢
HEHCXEMHUHA ETHOMOTHS, aMJIOJHITHH Ce CBBDP3Ba ¢ MOBHILIEH Gpoit chobilerna 3a 6enoapolen OToK,
BBIIPEKH JHIICATA HA FHAUMMA Pa3fIMKa B YeCTOTaTa Ha BJIOIIABANIA € ChPACYHA HEAOCTATEYHOCT B
cpaBHeHuE ¢ mianebo.

BokepHaTe Ha KanueBUTe KaHAIH, BKIIOUHTEAHO aMJIOHIHH, TP6Ba Aa ce M3IION3BAT C OBHLIEHO
BHHMAHHE TIPH [AIHEHTH CbC 3aCTOlHa CHP/ACUHA HEROCTATHYHOCT, ThiH KaTO MOTaT Aa OBUINAT
pHCKa 0T OBASLIM CHPASYHO-CBAOBH CHOUTHSA H CMBPTHOCT.

Heofx0oAuMoO € IOBAIIEHO BHUMAHHE IPY NALHEHTH CbC ChPAEYHa HEOCTATBYHOCT ¥ KOPOHApHA
GolecT Ha ChpLETo, 0coGeHo MPH BHCOKATA 1032 AMIIOHIHH/BalcapTas/XupoxnopoTHasug 10
mg/320 mg/25 mg, Thii KaTO ChlllecTBYBALIKTE AAHHUTE MPH Ta3H MALHEHTCKA NONYIAlAA ca
OrpaHHYEHH,




AOpTHA W MHTpANHA KAAllHa ¢TEHO3a

Kaxto nmpu BCUMKH ApYTH Ba3OAHNATATOPH € HEOOXOIHMMO CIIa3BaHe HA CTICUMANHE NIpeIIa3HH MEPKH
NIpA NaUACHTH C MUTPANHA KNallHA CTEHO03a MM 3HA1HMA a0pPTHA CTEHO3a, KOATO HE €
BHCOKOCTENEHHA.

BpeMeHHOCT

AnrnorensuH I penenroprute 6okepu (AIIPE) He Tpa6Ba Aa ce 3ano4Bar Mo BpeMe Ha OPEMEHHOCT.
OcBeH ako MpOABIDKaBaHETO Ha Tepanuara ¢ AIIPE ce cunTa 3a XHU3HECHO BOKHO, Ha NAUMSHTKUTE,
KOHTO HaHHpar jaa 3afpeMeHesT, TpAGRa na Ob/e Ha3HAYEHO ANTEPHATHBHO AaHTHXHIIEPTEH3HBHO
nedyeHre ¢ yeTaHoBeH npodun Ha GezonmacHocT 3a ynorpeba no speme na OpemenHoct. Ilpu
ycTaHOBsABaHe Ha GpemenHoct neuenneto ¢ AP TpsbBa fa ce npeycTaHoBH He3alasHO H, ako €
YMECTHO, JIa CE 3afi0uHe ANTepHATHBHA Tepanns (Bx. To4kH 4.3 u 4.6).

IIepBUYEH XHTEPaNAOCTEPOHHIBM

[aupeHTH ¢ THPBHYEH XHTIEPANAOCTEPOHU3EM He TPAOBA Aa 6b]aT IEKYBaHH C aHTHOTEH3HH 11
peuenTopHua 6AOKep BANCApTaH, Thil KATO TAXHATA PEHHH-AHTHOTEH3HH-AIAOCTEPOHOBA CHCTEMA HE €
axrusupana. [Topanu tasu npuavHa AMBankoH-Ko He ce npernoprusa NpH Tasy NoMyaynus.

Cucremen JIYIIYC epHTEMATONIEC

Crof1uaBa ce, e THa3HHATE AHYPETHIH, BKIIOYHTEIHO XMAPOXIOPOTHAZHA, MOTAT Aa 060CTPAT HiTH
Jla aKTHBHPAT CHCTEMEH AYMYC €PUTEMATOAEC.

Hpyru MeraGoNHTHY HapyIIeHHs

TrasHIHUTE AUYPETHOM, BKIIOMHTENHO XHAPOXIOPOTHA3A, MOTaT 3 HapyIiaT NIIOKO3HHUA TONEPAHC H
Ja MOBHLIAT CEPYMHHTE HUBA Ha XONSCTePOI, TPHIAHLEPHAH ¥ MMKOYHA KHCEHHA. 11pH MaunenTH ¢
auaber Moxke Aa ¢ HeoGXOMIMO KOPHIHpaHe HA A034Ta Ha WHCYAHHA HIH Ha NEPOPANHOTO
XHNOTAUKEMAYHO CPEICTBO.

TMopany XHAPOXJIOPOTHAZHIHATA KOMIIOHEHTa AMBAIIKOH-KO € IpoTHBONOKa3aH IpH
CHMNTOMATHHHA XHNCPYPHKEMHA. Xnnpoxnopomaaun MOKE a [IOBHINH CEDYMHHTE HHBEA HA
MTHKOMHATA KHCENMHHA, HOPaM HAMAJICHHs ITHPBHC Ha NHKOYHATA KMCEMMHA H MOXeE /1 [IPHUUHH
HNH 12 OGOCTPH XMNEPYPHKEMHATA, KaKTO H J1a YCKOPH NOSARATa Ha MOAArpa NMpH IPepasioIoKeHH
MALMEHTH.

THasHANTE HAMAAABAT EKCKPELIMATA Ha KANIHI ¢ YPHHATA K MOTAT Ja NPEAH3BAKAT MPEXOJHO K NEKO
IOKaUBAHE Ha CEPYMHHS KaIIUii MPY JIHIICATA HA H3BECTHU HApPYICHHA B KaJAUHEBAA METa0OIHIBM.
Ampankon-Ko e npoTHBONOKa3eH IPH NaWMeHTH ¢ XHNepKkanuiemMus u TpAGBa 1a ce MpHmara camo
/el KOPUTHpaHe Ha NpefiuecTsaina xunepkanunemus. [TpremsT Ha AMBankon-Ko tpabsa aa 6bae
fIpeKpaTeH MPH PasBHTHE Ha XRIEPKANIHEMHA 1o BpeMe Ha geyenHeTo. CepyMHHTE HHBA Ha KalUus
TpaiBa NEPHOUYHO A2 CE NPOBEPSABAT I10 BpEME Ha JISYEHHETO ¢ THAsHAH. [loayepTanara
XHOEPKAILHEMHs MOXKe Aa GbJie AOKA3aTENCTBO 32 CKPHT XMIEpNapaTHPeonaH3bM. [IpueMbT HA
THa3HAHH JuypeTHun TpsaGea Ja ObAe npekpaTeH NPEAH NPOBEKAAHE HAa H3CTICABAHH Ha, AR
Ha NApaTHPEOMIHHTE X JIe3H.




BOTOIYRCTBHTEIHOCT

Crobumana ce 3a clTyyad Ha peakuHH Ha (JOTOUMYBCTBHTENHOCT MPH NMPHEM Ha THASHIHE THYPETHLH (BK.
Touka 4.8). AKO 110 BpeMe Ha JleUeHHETO ¢ AMBaNKOH-KO Bh3HHKHE peakius Ha HOTOUYBCTBHTEIHOCT,
€€ MPEenopbYBa CIIHPAHE HA JIeYEHHETO. AKO ce CYMTa 332 HeoDXOAMMO MOBTOPHO [IPHIIATaHe Ha
JHUYPETHKA, Ce [IPENophYBa 3ail(uTa Ha obnacTHTe, H3NOXKeHH Ha CIBHIE HIH H3kycTBeHa UVA
CBETIIMHA,

OcTpa 3aKpUTOLIBAHA TAZYKOMA

Xunpoxnopornasuf] e CyndoHaMua ¥ € CBbP3aH ¢ PEakiHA Ha HAHOCHHKPA3HA, BOACILA IO OCTpa
TPaH3UTOPHA MHOMKA ¥ OCTpa 3aKPHTOBI'BIIHA I1ayKOMa. CHMIITOMATE BKIIFOUBAT BHE3AMHO
HaMangsaHe Ha 3PHTEIIHATA OCTPOTA MJIH GONKA B OYHMTE M 00HYaliHO Bb3HUKBAT B PAMKHTE Ha 4acOBe
IO ceIMULA cne 3aMouBaHe Ha JleueHneTo. HenekyBaHata OCTpa 3aKpHTOBIBIIHA ITIayKOMa MOXe Ia
J0BeJie AC MepMAHEHTHA 3aryda Ha 3peHHETO.

praoaaqaﬂm}'ro JICYCHHEE € Aa CC NPeKPaTH NpHeMa Ha XHIpOXJAOPOTHAZHL, KOJIKOTO €€ MOXE M0~
O1p30. AKo HE ¢e NOCTHIHE KOHTPON BBEPXY BhTPEOUYHOTO HansTaHe, TpAOBa Aa ce MMaT MpeABH
CBOEBPEMEHHO MEIMIMHCKO HJIH XHPYPIHIHO NedeHne. PuckoBuTe aKTopy 3a pasBHTHE Ha 0CTpa
3aKPHTOBIBIHA MIAYKOMa MOTAT 1a BKIIOYBAT aHAMHeE3a 3a CyNdOoHAMNAHA WM NEHKBIHIHHOBA
anepruq.

Qomu

Heobxonumo € moBHLIERO BHHMaHHUE NIPH MAUHEHTH ¢ NPELIECTBALIA CBPbXYYBCTBUTENIHOCT KbM
JApyru anrgotensus I penenropru 6nokepH. PeakuMHTe Ha CBPBXUYBCTBHTENHOCT KbM
XMAPOXNOPOTHATHI €2 NO-BEPOLTHH ITPH NAUWEHTH, CTPaalld OT aJICPrii KA aCTMa.

[NanneHTH B cTapyecka Bh3pacT (HA BE3PAcT 05 roAMHH H NOBEYE)

[TpenopryBa ¢e MOBHLICHO BHHMAHHE, BRAKOUYATENHO N0-4eCTO MOHHTOPHPaHe HA apTEPHAIHOTO
HaJAraHe, MpH MAHKEHTH B CTapYecka Bb3pacT, 0co0eHo IpH IpHJaraHe Ha MAKCHMATHATA 1032
aMJIOJHNHE/BaicapTan/xuapoxnopoTHaska 10 mg/320 mg/25 mg, T kaTo fannuTe 32 ynorpeda
IPH Ta3H MALHEeHTCKa MOMyNalHs Ca OrPaHHYEHH.

IsoiiH0 GroKupade HAa PeHHH AHTHOTEH3HH -auocTepoHopaTa cHereMa (PAAC)

Hma jannm, ye eaHoBpeMennara ynotpeba Ha ACE unxubutopn, APb unH anvckupeH NOBUINABa
PHUCKA OT XHIOTOHHS, XHriepKaTHEMHS H HaMaIABaHe Ha GnOpedHaTa GyHKLHS (BKIIOYHTENHO 0CTPa
6n6peuna HeaocrarsuHocT). [Topajn ToRa He ce npenopbuBa ABoiiHO Groxnpane Ha PAAC upes
KoM6uHupanaTa ynorpeGa Ha ACE nnxuGutopn, APB unn amuckupeH (Bx. To4kH 4.5 u 5.1).

AKO ce npelieHH, Ye TepausaTa ¢ ABoiHo GokupaHe e abcomoTHo HeobXoauma, ToBa TpAGBa Aa CTaBa
camo noj HAB/MIC/IEHHETO Ha CIISUHANHCT | IIPH 9€CTO BHHMATENHO MOHHTOpHpaHe Ha 6u0peunara
(yHKUHS, eneKTPONKTHTE H KpEBHOTO Hansrane. ACE nrxubnropy u APE ne Tpsafea aa ce nanonssar
€IHOBPEMEHHO NPH NalluenTH ¢ THabeTHa HedponarTus.
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Hemenanomen paK Ha KOKATa

B 3¢ enHAEMHONOTHYHH NPOYYBaHNs, OCHOBABAIIH C€ HA JATCKHS HAUHOHAIEH PAaKOB PErHCTED, €
Ha6mozaBaH NOBHILIEH PHCK OT HEMETaHOMeH pak Ha koxara (HMPK) [6asanHokneTsueH KapuHHOM
(BKK) u ckBaMosHOKeTb4eH KapuuioM (CKK)] nps HapacTpaia eKCIO3RIMA HA KyMYJJATHBHA 11033
XHAPOXNOpoTHAsZHA. PoTOCCHCHOHIH3HpalHTe ebeKTH Ha XMAPOXIOPOTHAZH MOTAT Ja AedcTBar
KaTo BEpPOATEH MEXaHU3BM 3a pasBuTHe Ha HMPK.

[TanmenTure, MpHeMaly XMAPOXNOPOTHa3H, TPAOBA A3 GbAaT HHpOpMHUpasu 3a packa oT HMPK u
CLBETBAHH PEROBHO Jla IPOBEPABAT KOXaTa CH 33 HOBH JIe3HH K He3abaBHO fa cho01IaBaT NpH NosBa
Ha [TOZIO3PHTENHH KOxHH ne3un. Ha nannenture TpsabBa 1a ce NpenopnyaT Bb3MOKHH IPEBAHTHBHH
MEpPKH, KaTo OrpaHHYeHO H3/laraHe Ha CI'bHYEBa CBETIIHHA K YITPABHOAETOBH JILYH, 4 B Ciydyad Ha
EKCIO3HLIMS, TIOIXOAAIIA 3aI(UTA, 32 Ja Ce CBEeIE /0 MHHHMYM PHCKBT OT PaK Ha KOKaTa.
[Nopo3puTenHuTE KOKHHE Ne3HH TPAGBA A3 6BIAT NOANOKEHH HA He3aDaBHO HACTERAHE, MOTEHIMATHO
BKJIKOYBAILIO XMCTOJOrHYHH H3ClIeBaHHS Ha OHoncHuny Marepuani. Ilpepasraexgade Ra ynotpebara
Ha XHAPOXJIOPOTHA3MA MOXKE A4 CE HAJIOXKU H NPH NIAIHEHTH, KOWTO ca uMany npeaxoaed HMPK (sx.
cbINo TouKa 4.8).

4.5  B3aumojgeiicTBHe ¢ APYTH JeKapcTBEHH NPOAYKTH H Apyrd ¢opmn Ha
B3aHMOeHCTBHE :

He ca nposexcpary ogHIHANHA TPOyYBaHus 3a B3anMoaeiicTeuaTa Ha AMBaKon-Ko ¢ apyru
JeKapCTBeHH NPOAYKTH. CNefoBaTENHO, B TA3H TOYKA € MpeAcTaBeHa HH(OPMAlHA eIMHCTBEHO 34
H3BECTHHTE NPH OTACNHATE aKTHBHH BEIIECTEE B3AHMOICHCTBHA ¢ APYTH NEKAPCTBEHH MPOAYKTH.

BaxHo € na ce uMa npeaBHz, ye AMBalkoH-Ko MOXe 13 3aCHIH XHTOTEH3HBHHTE e(eKTH Ha IpyrH
AHTHXHNEPTEH3HBHH CPeCTBA.

Hece NpEMnophYBa ENHOBPEMEHHO NNPHIOKEHHE

Ampankon-Ko HigecTnn EdexTn Ha B3aaMoacHCTBHETO ¢ APYTH TIEKAPCTBEHH
OTAC/IHH B3AHMOACHCTBHA ChE NpOAYKTH

KOMIOHENTH CJICHHTE CPeACTBa

Bancapras u HCT | Juruii Crobmasa ce 3a 00paTiMO NOBHIIABAHE HA

KOHLEHTPALHATA HA IMTHH B cepyMa H TOKCHYHOCT NPH
¢HOBpeMeHHo npunarane Ha nuthii ¢ ACE neExubHTOpH,
aHrHOTEH3HH 11 pelenTOPHH AHTArOHACTH, BKIIOUHTEIHO
BAJICAPTaH KNH THA3UAHY AuypeTHUH. THH KaTo
OBOpeuHHST KIHPBHC Ha IHTHA ¢ HAManeH OT THa3sHAKTE,
PHCKBT OT JINTHEBA TOKCHYHOCT € BE3MOXKHO
OONBJIHMTENHO Ja € NOBHILH [IPU ITPHEM Ra AMBAaNKOH-
Ko. I[Topagn Ta31 pHYKHa ce Npenopeysa BHUMATENHO
Npocne/fBaHe Ha CEpYMHNUTE HUBATa Ha MUTHH TIpH
¢AHOBpeMeHHa yroTpeha




rpefingpyt

Ameanron-Ko W3pecTHH EdexTn pa B3anMoaeHCTBHETO ¢ APYTH JIeKAPCTBEHH
OTJeIHH B3AHMOJEHCTBMA ChC NpPOAYKTH
KOMNOHCHTH CIeXHHTE CpeacTBa
Bancapran Kanufi-cexpanasamyu AKO ce CMeTHE 33 HeoOXONHMO €IHOBPEMEHHO C
JHYPETHLIH, KATHEBH BaJICApTaH ja ce NpEAITHILE JTeKapCTBEH MPOXYKT, KOHTO
JA0GABKH, 3aMECTHTENIH | MOBJHAABA HHBATA HA KAJHiH, c¢ MpenopbyBa 4eCTo
Ha CONTA ChIABPXKALIH MOHMTODHPAHE Ha IUIA3MEHHTE HHBA Ha KalnuH.
Kanu# u Jpyre
BEWIECTBA, KOUTO MOraT
Ja TIOBHILAT HHBATA HA
Kanui
AMNOTHOHH Ipeiingpyr unu coxk or | He ce mpenoppyBa efHOBpeMeHHaTa ynoTpeda Ha

AMJIOHITHH ¢ rpefndpyT aan cox or rpefingpyT, Tei
KaTO MK HAKOH Nau¥eHT: GHOHANMYHOCTTA HA
aMJIORHIIHE MOKE Jia Ce NOBHILH ¥ A2 J0BEAE N0
3acHJIBaHe HAa AHTHXHMIEPTEHIHBHUTE edexrn

Hsuckea ce nosHIIeHO BHHMaHHE NPH eTHOBPEMEHHO IPHIOKEHHE

Ampankon-Ko

HapecTHH

Edexrn Ha B3aHMoaeiicTBHETO ¢ APYTH JIEKADCTBEHH

OTAeNHH B3aHMOAeHCTEHA CBC NpoayKTH
KOMIOHEHTH CJIeHATE CPEACTBA
AMAOIHITHH CYP3A4 uaxuburopu EnHoBpeMEHHOTO NPHIOXKEHNE HAa AMIIOAUITHH ChC
(Hamp. KeTOKOHA30, cunny Wi ymepeHd CYP3A4 uaxuGuTopH (IpoTeasHH
UTPaKOHA30, HHXHOHTOPH, a30JHH NPOTHBOTLOMYHH CPENCcTBa,
PHTOHABHP) MAaKpOJIHAH, KATO ePHTPOMHIHE HITH KIapHTPOMHLHH,
BEparaMu HaH JHATHA3eM), MOXKE Ja JOBEJE A0
3HAYHMO YBEIIHYBAHE HA eKCMO3ZHIHATA Ha aMJIOHIIHH.
KisnnuHatTa 3HaYHMOCT Ha Te3H (papMakOKMHETHYHH
BapHAlHH MOXE Aa € I0-H3pa3eHa [IPH [TALHEHTHTE B
cTapuecka pB3pacT. ToBa MoxXKe A2 HANOXKY KITHHHYHO
npocieAsBaHe ¥ KOpeKIus Ha J03aTa.
CYP3A4 unnyxrops TIpu eAROBPEMEHHO TIPHIOKEHHE HA H3BECTHH
(aHTHKOHBYTICAHTH anpykropu Ha CYP3A4 nna3zMenara KOHUEHTpalHA Ha
[Hanp. kapbaMaszennn, aMJIOJHITHH MOKe Aa Bapupa. [lopaH TOBa KPBBHOTO
denoGapouTan, HanaraHe TpaOBa Aa ce NpocneAssa 1 fa ce obMHCIH
(ennuTonH, ajanTHpaHe Ha A03aTa KAKTO [0 BPEME, Taka M Clie
docdenurony, €HOEpEMEHEH IIpHeM, ocobeHo cbe cunHd CYP3A4
NPHMHICH], HHIYKTOPH (Ranp. pudaMIHIKH, XKBIT KAHTAPHOH).
pudaMIHIuH,
Hypericum perforatum
[BnT KaHTApHOH])
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Ampanxon-Ko

HipecTHH

Edexrn Ha B3aHMOoefCTBHETO ¢ APYTH JIERADCTBCHH

OTAEIHE B3anEMogelicreus che HOPOAYKTH

KOMNOHEHTH CIeAHHTE CPENCTBA
CuMBacTaTHH MHOPOKpaTHOTO NPUAOKEHHE Ha aMaonunul 10 mg

€AAOBPEMEHHO CRC cHMBacTaTHH 80 mg noBMInaga Che
77% eKCIIO3NIMATA HA CHMBACTATHH .
CIPAMOCAMOCTOATENTHOTO MPUNOKEHHE HA CHMBACTATHH.
Ipenopbyea ce HamMaNfABaHE HA K03aTa HA CHMBACTATHH
Io 20 mg JHEBHO MPU NAIMECHTUTE Ha JIEIEHHE C
AMIIORHITHH.

Hautponed (undyzusa) | Tlpw xuBOTHH ca HaOMOAABaHH NeTaNHa KAMEepPHA
¢ubpHaauHs ¥ ChPASIHO-CBJ0B KOJIANC, CBBP3AHH C
XHMNepKATHEMHS Clie/] IPRICKCHHE HA BEPANaMHI U
HHTpaBeHO3EH nanTponet. [lopana pHek or
XHINEPKAIHEMHS, CE MPENnopLIsa Ja ce H3barea
£XHOBPEMEHHOTO TIPHIIOKSHHE C AHTATOHHCTH Ha
KAINUeBUTE KAHAIM KATO AMJIOJUIIHH NPH MaLHEHTH,
NpezpasnookKeHH KbM MATHIHEHA XUIEPTEPMUS H [IPH
OBNIAJARAHE HAa MAJHTHEHA XHIIEPTEPMHA.

Bancapran 1 HCT | Hectepounau HCIIBC morat na oTcnabAT aHTHXHUIIEPTEH3HBHHS
[POTHBOBB3MAMHTENHH | €(eKT, kaKTo Ha aurnorensuH Il penentopuure baokep,
cpeactea (HCIIBC), TaKa H Ha XHAPOXJIOPOTHAZH, KOTaTo Ce MpHarat
BKJIIOYBAIIH CENeKTHBHH | eJHOBpeMeHHO, OCBEH TOBA eHOBPEMEHHATA ynioTpeda
HUKIIOOKCHTeHA3a-2 Ha AmBankon-Ko u HCIIBC moxe aa noseae no
uHXHbuTOpH (COX-2 BIOMIaBaHe HA §BOpedHarTa QyHKIMA, H NOBHILABAHE HA
HHXHOHTODH), HHBaTa Ha cepymHHus Kayuui. ITopany Tass NpuyHHAa ce
AUETHICATHIHIOBA NpenopsYBa MOHHTOpHpaHe Ha Ou6peunara GyHkImHa
kAcemuHa (>3 g/meH) W | MpH 3aN04YBAHE HA JIEYEHHETO, KAKTO H a1EKBaTHA
HecenektuBrr HCBIIC | xuapaTanHs Ha nauMeHTa.

Bancapran Huxubumopu na Pesynrarnte 0T in vitro npoyyBaHe ¢ TEKaH OT HOBELIKH
vhmeiix mpancnopmepa | depeH 1pob nokazga, Ye BAICAPTaH € CybcTpaT Ha
(pugpamnuyun, yeproapoOHrs wrTelik TpancnopTep OATP1B1 v Ha
YUKNOCROPUS) 1Al yepHoapoOHH edmykcen TpaHcnioprep MRE2.
edayrcrun EnHOBpeMeHHOTO NpUNOXeHHe ¢ HAXMONTOpY Ha BNTEHK
mpaxchopmep TpaHcnopTepa (pudaMNHLUAH, LHKIOCIIOPHH) HAH HA
{(pumaonagup) e(nyKCHHS TPAHCIIOPTEP (PUTOHABHP) MOXE /ia TOBUILK

CHCTEMHATA eKCIIOTHLHA HA BAICAPTaH.
HCT Anxoxon, bapbumypamu | EAHOBPEMEHHOTO NPUNATaHE HA THASHAHHTE JHYPETHIM

Wiy Hapromuyu

C BEWIECTBA, KOHTO CHILO HMAT MOHKWKABALL KPLBHOTO
HayATaHe ediexr (Hanp. Upes HaMalaBaHe Ha
AKTHBHOCTTA Ha UEHTPAHATA HEPBHA CHCTEMA HITH
JQMpeKTHA Ba3OQMIATALHA) MOXE [ia TOTEHIHpa N0ABATa
HA OPTOCTaTHYHA XHIIOTOHHA.

Amanmadun

TuazrgHTe, BRIFOYATETHO XHAPOXIOPOTHASH, MOFAT AA
MOBHIIAT PHCKA OT HEXEIAHA DCAKIHH, NIPHYAHCHH OT
aMaHTaIKH.
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AmBaaron-Ko
OTAEHH
KOMIIOHEHTH

HasecTrH
B3AHMOJCHCTBHA CLC
CREJHATE CPeACTBa

EdexkTH Ha B3aHMOAEHCTBHETO C IPYTH JEKADPCTBEHH
OPOAYKTH

Anmuxonunepzuynu
cpedcmsa u opyau
JEKAPCMBEHN NPOCYRINU,
HOBRUASAULU
COMAULHUA
Momunumen

BHOHATMMHOCTTA HA THAa3HAHKTE AUYPETHIIH MOXKeE Ja Ce
TIOBMILIY OT AaHTHXONIHHEPTHYHUTE CpecTBa (Hamp.
aTpoONHH, GHNEePHIEH), BEPOATHO MOpaAH HEMANABAHE Ha
MOTHJIITETA HA CTOMAIIHO-YPEBHUSA TPaKT H 3a0aBAHE Ha
BPeMETO 3a H3Npa3BaHe Ha cToMaxa. OGparKo, oHakea ce
NPOKMHETHYHHTE BEINECTBA KATO LH3apnuA Ja MOrar Ja
HaMaJAT CHOHANMYHOCTTA HA THASHHHTE AHYPETHIH,
Tua3sHAMTE MOTaT Ja HapyllaT NIICKO3HHA TONepanc

Anmuduabemnu
cpedcmea (Hatp.
HHCYNHH H IEpPOpaHH
anTHAHA0eTHH
cpencTba)

-Memdpopmun

Moske Aa ce HAOXH KOPHTHpaHe Ha aHTHAHaGeTHHTe
NeKapCTBEHH NPOAYKTH

Merdopmun TpaOBa 12 ce NPHEMa ¢ MOBHINEHO
BHMMAaHHE MOPaAH PHCK OT JIAKTATHA aUHg03a,
HHIYLHpaHa OT Bh3MOXHA hYHKUHOHATHA GB0pevHa
HeJOCTATHYHOCT, CRbP3aHa ¢ XHAPOXJIOPOTHAZMA

bema-bnoxepu u
duazorcud

EnHOBpEMEHHOTO MPHIIOKEHHE HA THASHIHN AHYPETHLM,
BKJIIOYHTENHO XHAPOXIOPOTHA3HA, H DeTa-Onokepn
MOXe J1a TIOBHIIM PHCKA OT XHIIEPTIHKEMNS,
THasHAHATE JHYPETHIH, BKIIOYHTEIHO
XHAPOXJIOPOTHAZHA, MOTAT Ja [TOBHILAT
XHIESPrAHKeMHYHHA edeKT Ha AHA30KCHT.

Hunocnopun

EAHOBpEMEHHOTO IpHIaTaHe ¢ MHUKIOCIIOPHH MOXKE Jla
MOBHIUM PHCKa OT XHUIIEPYPHKEMHS H YCIOKHEHHS Ha
noAarpara.

Lfumomoxcuunu
cpedcmaa

THazuARUTE THYPETHIH, BKTHOYHTENIHO
XHIpOXJIOPOTUA3HI, MOTAT Aa HamanaT 6s0peyHara
EKCKpeLHs Ha [HTOTOKCHYHHTE CPEnCTRA (Hanp.
iukinodocdamMui, METOTPEKCAT) U A2 NOTEHIHPAT
TEXHHTE MHENIOCYNIPECHBHH ehekTn.

Hucumanucosu
SRUKOZUOU

Tuazua-HHAYNMpaHa XAMOKANTHEMHS HIIH
XHTTOMATHE3HEMHS MOTAT Ja C€ HIABAT KAaTO HEKEIaHH
peakiH, YIeCHABAAKH HaYal0TO HA AMIHTAJHC-
HHAYLUHPAHH CEPASYHY apUTMHHL.

Hoonu xonmpacmmuu
sewgecmsa

B ciyuall Ha AuypeTHK-MHAYIHPaHa JeXHAPATAIHA HMa
MOBHLIEH PHCK OT ocTpa OLOpedHa HeAOCTATEYHOCT,
0Cco0€EHO IPH BHCOKH AO3H Ha HOJIHWUTE MPOXYKTH.
TManuenTuTe Tpa6Ba Aa Ce PEXHAPATHPAT NpeaH
TIPUJIAraHeTo Ha HOAHH KOHTPAcTHH BEILSCTBA.
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AMBaJikon-Ko
OTAJTHH
KOMIOHEeHTH

H3BecTHH
B3aHMOIeHCTBHA CBbC
CHEIHHTE CPeICTBA

EtdexTH HA BIAHMOAEHCTBHETO € APYTH JIeKAPCTBEHH
NpOSYKTH

Honoobmennu cmont

AGcopbuuaTa Ha THASHAHHTE JHYPETHUH, BIIIOUHTENHO
XUAPOXNOPOTHAIHA, CE HAMANIABA OT XONECTHPAMHH MK
xonectanon. Toea MOXe Ja A0BeAE A0 cYOTepaneBTHUHH
edekTH Ha THARHAHUTE AHYpeTHUH. [IpHnaranero Ha
XHAPOXNOpOTHa3NA ¥ Ha HOHOCOMEHHHTE CMOH
HOOTAENHO, TAKA Y€ XHAPOXIIOPOTHAIH Ja ¢e mpuiara
noHe 4 yaca mpeaH 1K 4-6 yaca cnel NPUIOKeHHETO HA
ifoHooOMeHHaTa cMona, OH HaManHIo
B3aUMOACHCTBHETO.

Hexapcmeenu
npooyKm, NOBIUABALYY
CEPYMHOMO HUBO HA
Kants

XunokanieMHYHHTE e(QeKTH Ha XHAPOXIOpOTHAZRY
moraTt fa 6bJaT noBHIIEHH NIPH CHEMECTHO NPHIIMKEHHE
¢ Kanui-ry0eniy AMypeTHUH, KOPTHKOCTEPOUAH,
JIAKCATHEY, alipeHOKOpTHKOTponeH XopMoH (ACTH),
aMoTepHUHH, KapOeHOKCONOH, HeHHIHIHHE G K
TIPOH3BOIHHM HA CANHIIMOBATA KHCETHHA HITH
AHTHAPUTMHLIM. AKO € HeoOX0AUMO NPEANUCBAHETO Ha
TE3H NIEKapCTBEHH MPOXYKTH eJHOBPEMEHHO ¢
koMOHHALMATA
aMJIOHIHH/BaNcapTaH/ XA IPOXIOPOTHAH], Ce
NpenopLYBa MOHHTOPHPAHE Ha IUTA3MEHHTE HHBA HA
KaTHA.

Jlexapcmeenu
npodyKImu, ROBIUABALULU
CEPYMHOMO HUBO HA
Hampus

XUMOHATPHEMHYHHAT €(EKT Ha AUYPETHIHTE MOXE 13
¢e YCHJIH TIPH CBBMECTHO NPHIOKEHHE C onpe/eeHH
JeKapCTBEHH MPOAYKTH KAaTO aHTHACNIPECAHTH,
AHTHICHXOTHLH, AHTHENTHJICTITHIHHA CPSACTBA | AP.
HeobxoaumMo € NOBHIIEHO BHHMAaHHE TIPH CHBMECTHO
NPHIOKEHHE HA TE3H JIEKAPCTBEHH MPOYKTH.

Jexapcmaenu
HPOGYKMU, KOUMO
Mozam Oa uxdyyupam

Tlopamu pUcKa OT XHITOKATHEMHSA XHIPOXIOPOTHAIH
TpAGBa [a ce IpHMIAra ¢ OBHIIEHO BHHMaHHeE C
HpOIYKTH, KOMTO MOI'aT 1a HHAYUHpAT torsades de

torsades de pointes pointes, o-creuyanHo aHTHapHTMHALHA Knac Ia n Kimac
11}, kxaKkTO H HAKOH AHTHIICHXOTHLH,
Jlexapemeenu BE3MOXKHO € [1a ce HAIOXH KOPUTHPAHE Ha J03aTa Ha

NpOCYKIMY, NPUAGZAHY
30 leHeHue HA RODazpa
{npobeneyuo,
cyngrunnupasom u
anoOnYpPUHOR)

YPHUKO3YPHYHHTE ACKAPCTBEHH NPOAYKTH, ThH KaTo
XHPOXOPOTHA3HA MOKE Aa [IOKAUH HHBATA HA
cepyMHATa NHKoYHa kMcenHHa, Moxke fa e HeoGxonuMo
Jia Ce YBEJHUK A03aTa Ha NpoDeHenA 1
CYIhHHMHPAZO0H.

EnnoppemeHHOTO NpHIarale Ha THAa3WIHH SUYPETHIH,
BKMIOUYHTENHO XHAPOXHOPOTHASH, MOXKE A3 NOBHILH
YeCTOTATA Ha PeakilHHTE Ha CBPbXYYBCTBHTENHOCT
COpAMO AI0MYPHHOIL.
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CKEREMHO-MYCKYTHU
penaxcarmiu (Hamp.

Ameaaxon-Ko H3pecrn EdexTn Ha B3anmMoeCTBHETO ¢ APYTH JCKAPCTEEHH
OTAEHH B3aHMO/I¢HCTEHA ChC NpPOAYKTH
KOMIIOHEHTH CAeANHATE CPENCTRA
Memundona Hma ornennu crofileHns 3a CIydad Ha XeMOJIHTHYHA
aHeMHd, BB3HHKHANA OPH SIHOBPEMEHHO NpPHIIAraHe Ha
METHIINONA U XHAPORIOPOTHAIHI,
Hedenorapusupawyu THaznAHTE, BKIIOYNTENHO XHEPOXNOPOTHASH,

NOTEHLMPAT ACHCTBHETO HA MPOH3BOAHMTE HA Kypape.

TyGOKypapHnH)

Hpyeu TrazHIATE NOTEHUHPAT AHTHXHNEPTEHIHBHOTO

GHIMUXUNEDIMENIUGH Y NEHCTBHE HA APYTUTE aHTHXHNEPTEH3HBHM JIEKAPCTEA

npodyxmu (anp. ryaHeTHIHH, METHILIOIA, OeTa GnokepH,
Ba30AHNATATOPH, GioKepH Ba KanuueBHTe kKaHamH, ACE
nxuburopu, ARB u Hupextn Penunosu UuxuGuropu
[[IPH]).

Ipecopru amunu (Ranp. | XHOPOXIOPOTHA3HA MOXE A3 HAMANK OTTOBOPA KBM

HOpaJpeHaJHH, NPeCcOPHH AMHHM KATO HOpaZpeHANAH. KiiHuYHaTa

ANPEHATIHH) 3HAYHMOCT Ha TO3H e(leKT e HeolpefeicHa U Ke €

NOCTAaThYHA 33 MPEeKpaTaBaHe Ha TAXHaTa ynorpeba,

Bumamun D u wanyuesu
conu

[IpHnaraneTo Ha THa3HAHH JHYPETHLH, BKIIOYHTETHO
XHAPOXJIOPOTHA3K, C BUTaMHH D HIH ¢ KannuesH conu
MOXE A3 MOTEHIMPA HOKAUBAHETO HA CEPYMHHSA Kanuit,
EnHOBpeMEHHOTO NPUJIOXKEHAE ¢ THASHIAHA AHYPETHIH
MOXeE Jia I0BEJIS A0 XMNIEPKANUeMHs P MALHEHTH
NpeApasnonoKkeHHd KM XHNEpKaTuReMus (Harp. npH
XHTIEPNAPATHPEOHAH3EM, 3IOKAYECTBEHH 3a00/ABaH A
HIH BETaMHH D-MemuHpany CLCTOIHHA) Upes
NOBHILIABAHE HA TY0y/IHATA Kajesa peabeopOIims,

Heoiino Groxupane na PAAC ¢ APB_ACE unxubumopu wiy anucrupen

JaHnu OT KIMHUYHY NPOYHBAHHSA NOKA3BAT, Y& ABOHHOTO Gnokupane Ha PAAC upes
koMGBHHpanara ynorpeGa Ha ACE nuxnGuropr, APB wIM aluckpeH ce CBbp3Ba ¢ I0-BHCOKA
9€CTOTA HA HeskeslaHH CHOHTHA, KaTO HANPHMED XHUIOTOHHS, XHIIEPKATHEeMHSA H HAMAIABAHE Ha
Op0peynara pyHkuus (BKIOYHTENHO 0cTpa GEOpeuHa HEAOCTATLUHOCT), B CPABHEHHE C
ynotpefara camMo Ha €HO CPEACTBO, AelicTralio Bepxy PAAC (Bx. Touku 4.3, 4.4 u 5.1).
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4.6  DepraanTeT, GpeMeHHOCT H KbpPMEHE

BpeMenHocT

Amnodunun

be30macHOCTTa Ha aMIIOAMITHH [0 BpeMe Ha GPEMEHHOCT NPH X0pa He € YCTaHOBeHA. B mpoyusanis
OPH XKHBOTHH, IPH BUCOKH A03H € HallioXaBaHa penpolyKTHBHA TOKCHUHOCT (Bx. TO4Ka 5.3).
Ipunoxenue no BpeMe Ha 6peMEHHOCT ce MPeNOPbYBa CaMO KOraTo HAMa no-6e3onacHa
anTepHaTHBa H Korato Gomectra cama no cefe CH HOCH MO-TOJAM PHCK 3a MaifkaTta H I1oza.

Bancapman

¥rotpebara Ha anruotensur 11 penentopun 6noxepu (AIIPE) He ce mpenopbuBa no BpeMe Ha
OBPBUA TPHMECTHP HA OpeMenHoCTTa (BX. TouKa 4.4). Ynorpebara Ha AIIPE e nporuBonokasana
10 BpEME Ha BTOPHS H TPeTHA TPHMECThp oT OpeMeHROCTTa (B, Touku 4.3 H 4.4).

EnuaeMHONOTHYHHTE JaHHK 34 PHCKA OT TEPATOrEHHOCT el excno3uius Ha ACE unxuburopu mo
BpEME Ha MEPBHA TPHMECTEP OT GpeMeHHOCTTa HE BOAAT 1O OKOHYATEMHHE 3axmodeHHa. Bee nak, nexo
TIOBANIEHHAE Ha PHCKA HE MOKE /2 C& H3KIIIOUH. BEIPEKH 4e HAMA JAHHH OT KOHTPOJIHPAHH
ENHAESMHOJIOTHYHH NIPOYYBAHHUS 3a pUcKa rpH aHruotersuH II peuenropuute 6nokepu (AIIPH)
NoRoGEen PUCK MOXKE A CHINECTBYBA 33 TO3H KIIAC JEKAPCTBEHH NPOoAYKTH. OCBEH ako
npoasaKasaHeTo Ha AIIPB TepanusTa ce CMETHE 3a )KH3HEHO BaXKHO, NALHEHTH ¢ NNIAHHpaHa
Opemennoct TpaAGBa Ja NPEMHHAT HA ANTEPHATUBHO AHTHXHIIEPTEHIUBHO NICYEHHE, KOSTO HMA
ycTaHoBeH TpoHIt Ha Ge3omacHOCT NpH GPEMEHHOCT. AKO CE& YCTAHOBH OPEMEHHOCT, JTEUEHHETO C
AIIPB tpaGsa na ce npeycTaHOBH He3a0aBHO H, aKO € YMECTHO, 13 C€ 3al04YHe aTePHATHRHA TEPAIHL

Excriosnyuara Ha AIIPB no BpeMe Ha BTOPHA H TPETHA TPUMECTHP Ha OpeMeHHOCTTa MOXe Aa AOBEAS /10
eroroxcnunoct (HamaneHue Ha GeOpeuHaTa QyHKUHS, ONHTOXHAPAMHHOH, 3a6aseHa ocHdHKALMA HA
uepena) H HeOHaTaIHa TOKCHYHOCT (6b0pedna HeOCTaTHYHOCT, XUNOTOHHS, XHNEPKATHEMHS) (BX.
To4Ka 5.3).

B ciy4aii, 9e ce ycranosu excnosuiusa Ha AIIPB or Bropus TpHMeCTHP Ha GPEMEHHOCTTA, ce
Npenopbyba nposepka Ha OuOpednata QyHKIHA M Yepena Ha IIoja 9pe3 yNTpas3Byk.

Hosoponenn, uniito Malixn ca npuemans AIIPE, Tpa6Ba eHEMaTenHo na 6baar nabmonasany 3a
XMNOTOHHA (B3X. TOUKH 4.3 1 4.4).

Xudpoxropomuazud
HMa orpaHMdeH OIHT OTHOCHO ynoTpebara Ha XHAPOXIOPOTHA3MA 10 BpeMe Ha OpeMeHHOCT, 0co0eH0

npe3 MLPBHA TPHMECTED. [IpoyuBaHHATA NPH XKHBOTHH €A HEAOCTATBYHH.

XupoxiopoTHasH]l [IpeMHHaBa Npe3 ManeHTata. Bs3 ocnosa Ha GapMaKoNOrHYHHA MEXaHH3BM HA
FefiCTBHE HA XHAPOXIOPOTHARM], YIIOTpebaTa My [IPe3 BTOPHS H TPETHA TPHMECTHP MOXKE Ja HAPYILH
teTonnaneHTaprara nepdy3us H Aa qoBele A0 eTanHu H HeoHATANHH eQeKTH KaTo XbATEHHLA,
HapyHIEHHA HA eNEeKTPONHTHHSA Oanauc ¥ TpoMOORHTOICHHS.

Amaodunun/sarcapman/xudpoxiopomuasud
Jlunicea omMr ¢ ynotpebata Ha AMBankoH-Ko npu 6pemennuy. Be3 ocHoBa Ha CBILECTBYBAILHTE, ;Lamm
OT NpOYYBAHHA C OTACIHHTE KOMIIOHEHTH, yoTpebara Ha AMBajkoH-Ko He ce TpenopLUBs 11

(Bik. ToukH 4.3 1 4.4).
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Kepmene

AMIONUIKE C& SKCKPETHPa B KbpMaTa npu xopa. YacTTa oT 503aTa Ha Maiikara, mony4eHa ot
KBPMa4eTo, & H3YHC/IeHa ¢ HHTePKBapTHIIeH AHana3oH 3 — 7%, ¢ MakcuMyM 15%. Edexrst Ha
AMIIOJIMITHH BBPXY KbpMaueTaTa ¢ HenspecTeH. JIUNCBAT JaHHH OTHOCHO YNOTpedara Ha BalcapTaH
1O BpeMe Ha KbpMeHe. XHApOXIIOpPOTHA3H] Ce eKCKpeTHpa B KbpMaTa B MaJIKM KOJTHYECTRa. BEB
BHCOKH J03H THA3WIHTe MPEAH3BHKBAT HHTEH3HBHA JMYDPE3a H MOI'AT J1a NOTHCHAT 00pa3yBaHeTo Ha
KBpMara. AMBankoH-Ko He ce npenopsusa o BpeMe Ha KepMeHe, Ako AMpankoH-Ko ce npunara no
BpeMe Ha KbpMeHe, Ao3nTe TpOBa 1a OpaaT KOMKOTO ce Moxe o-HHckH. IlpennodnTa ce
aJITepHATUBHA TEpalus ¢ YCTaHOBEH NpodHn Ha 5e30macHOCT MO BpeMe Ha KbPMEHE, 0COOEHO NpH
KBpPMEHE Ha HOBOPOZICHY H TIDexkAeBPEMeHHO POAEHH JEHa.

OepTUnaTeT

Hama KITHHAYHYE MPOYUBaHKA OTHOCHO BIHAHHETO Ha AMBankoH-Ko Bepxy deprunnrera.

Bancapman
Bascapran HaMa HexenanH eeKTH BhPXY PenpolyKTHBHATA COCOGHOCT Ha MBXKKH H JKCHCKH

MIEX0BE NIPH TIPHEM Ha epopansy A034 1o 200 mgikg/aen. Tasu nosa e 6 MpTH MakCHManHara
NpEeNnopBYHTENHA 1034 [IPH X0pa, ONpeIencHa Ha 6a3a mg/m? (H34KMCNeHHETO € 3a MepopallHa 1033 OT
320 mg/nen u 60-KuIOrpaMoB MALHEHT).

Amnodunun

ITpH HAKOH MALIMEHTH, JeKyBaHH ¢ OJIOKEpH Ha KaNnueBHTE KaHanu, ca choblieHH 00paTHMH
GUOXHMHYHH NPOMCHH B [IABHYKATA HA cnepMaTozounuTe. KIHHHYHHTE JaHHH ¢4 HEAOCTATHUHY
TI0 QTHOLIEHHE HA MIOTEHNHATHAA e(eKT Ha aMAORUITHH BBPXY depTunuTera, I1ps efHO mpoyyBaHe
TIpH IUTEXOBE Ca YCTAHOBEHH HeKeNaHH eeKTH BBpXy QEepTHIHTETA NPY MBKKUTE (BX.To4Ka 5.3).

4.7 EdexTn Bppxy cnocofrocTTa 32 modupane H pabora ¢ MAIIHHH

IMaunenTHTe, KOHTO MpreMaT AmMsankon-Ko u modupat Wik paboTHT ¢ MalmMHH TpsdBa fa uMat
NIPEABHT, Y€ IOHAKOra € BB3MOXKHO Ja CE NOABAT YMOpa K 3aMaiiBaHe.

AMIOIMNNH MOXE Aa TOBIUAE B MAJIKA A0 YMepeHa CTENeH CniocoGHOCTTa 3a modHpaHe H paboTta
€ MalIRHH. AKO MANHEHTHTE, MpHeManii AMBaIKOH-Ko, mony4ar 3aMaiiBake, rnapobonue, yMmopa
HJIH rafieHe, CI0COGHOCTTa HM Ja pearupar Moxe Ja ObIe HapyLiceHa.

4.8 Hexenann JeKapcTBeHH peakluHH

IMpo¢umsT Ha GezonacHOCT HAa AMBankoH-Ko, npeacTageH no-10ny ¢ OCHOBABA HA KITHHHYHH
NPOYUBaHHES, NpOBeAcH:H ¢ AMBaNkoH-Ko 1 nozHaTHre npoduan Ha 6e30NacHOCT Ha OTACTIHUTE
KOMITOHEHTH aMIIONUITHH, BAJICAPTAH H XHAPOXTOPOTHAZH]L.

O6o01menye Ha npoduna Ha DE30NaCHOCT

BeonacHocTTa Ha AMAOHITHH/BANICAPTAH/XAAPOXIOPOTHA3H] € OLSHEHA NPH HEroBaTa MaKCHManHa
nosa 10 mg/320 mg/25 mg B X0Aa HA eHO KOHTPOIHPAHO KPATKOCPOUHO (8 CEAMHIH) KAUHHYHO

npoy4saHe ¢ 2 271 nauueHTH, 582 OT KOHTO NPHEMAT BAICApTaH B kOMOMHALMA C mn%ﬁ)g‘jm JSEN

XHIpoXTopoTHasny. HexelaHHTe peakiuy KaTo Lo ca GHiiM ek i NPEXOAHN N0 Xapikyep i came B
L 4 :"\.:'V . \\ .

.f) 7 E
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PEAKH CAYYAM Ca HAJAranH IPeyCTaHOBIBaHe HA NeveHHeTo. [1o Bpeme HA TOBA aKTHBHO KOHTPOJHMPAHO
KNHHUYHO H3MTHTBAHE Hall-decTUTe TNIpHYHHH 34 MPeYCTAHOBABAHE HA JIEYCHHETO C
aMIIOXHITHA/BAJICAPTAH/ XHAPOXIOpOTHA3HA ¢a OHIN 3aMadHoCT H XHmoToHKsA (0,7%).

o Bpeme Ha 8-ceNMHYHOTO KOHTPORHPAHO KIHHHYHO IPOYYBAaHE He ¢a HabmoJaBaHy 3HaYHMH HOBH
/I HEOUAKBAHM HEXKEIIAHH JEKAPCTESHH PEGKIIMH B CPABHEHHE ¢ H3BECTHHTE IPH MOHOTEpANHs HIH
KoMOHHHpaHA TepanHti ¢ OTASNHHTE KOMIIOHEHTH.

[To Bpeme Ra 8-CeIMHYHOTO KOHTPONMPAHO KIHHUYHO NpoyyBaHe HalnIOAaBaHUTE TPH KOMOHHALHATA
aMIIOAHIHK/BANCAPTAH/XHAPOXJIOPOTHABHL, IIPOMEHH B abopaTophuTe MokasaTeqd ca O1In MARMMATHH
H B CHOTBETCTBHE ¢ (bapMakoMOrHYHAA MEXaHHIBM Ha ASHCTBUE HAa OTACMHHTE KoMnoHeHTH. Hanknyrero
Ha BAJICRPTaH B TpoiiHaTa KOMGHHALINA OTCNabBa XHNOKaNHeMHYHHA edeKT Ha XHAPOXNOPOTHA3HL.

TabaMueH COHCHK Ha HEXENAHHTE peakKIHH

Crneapalyure HexeNaHy peakuiH, H30POeHH CIOpel CHCTEMO-0prausy knacoee no MedDRA n
YecToTa, G OTHACHT 3a aMyonwnuu/sancaprat/HCT B mooTaeiHO 3a aMIIOARIIHY, BaicapTad 1 HCT.
Muoro gectu: >1/10; gectu: >1/100 po <1/10; Hewects: =1/1 000 g0 <1/100; penxu: >1/10 000 ro
<1/1 000; muoro penxu: <1/10 000, ¢ HeH3BeCTHA YeCTOTa (OT HANKYHUTE JAHHH HE MOXe ja Obae
HanpaBeHa OLICHKA).

MedDRA Hexxenand peakmun YecroTa
CHCTEMO- amaogamun/ Amnoxunue | Baacapran HCT
OpravHH K/I2C0OBe BaaCcApTaH
MCT
Heonnazmy - HeMenanosmeH pax Ha -- - - C
A0OpOKadecTBEHH, | KOWKATA HEeH3BECTHA
3IMOKAYSCTBEHH U {6a3anHOKneTHUEH yegToTa
HEOMpeaencHn K&pIHOM H
(BKJI. KHCTH H CKBAMOZHOKISTRYEH
TIOJHTIH ) KAPLHHOM)
Hapymenus Ha ATpaHynouuTo3a, - - - MHoro
KpBBTa H KOCTHO-MO3BLYHA penKH
nuMbHaTa HEAOCTATHYHOCT
cHcTeMa Tlonwxen - - C -
xeMorno0us H HEeH3BECTHA
XEMATOKPHT 9ecTOTa
XeMONATHYHA AHEMAS -- - - Muoro
penxy
JleBKoneHug - Mnoro -- Mnoro
PelKH DPEIKH
HeyrponeHus - -- C -
HEH3BEeCTHA
YeCTOTa
TpoMbBouuToneHus, - Mmuoro
MOHAKOra ¢ PeAKH
mypnypa
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MedDRA HeskenaHnn peakudu Yecrora
CHCTEMO- aMaonanHH/ Amaonuanun | Bancapran HCT
OpraHHH KIACOBE BAJICAPTAH
MCT
ANAacTHYHA aHEMMS - - - C
HEH3BECTHA
YecToTa
Hapymienns Ha CBpPEXUYBCTBHTEIHOCT -- Muoro C MHoro
HMYHHATA peaKu HEH3BECTHA peaxn
CHCTEMA 4ecTOTa
Hapymenusa na AHOpeKcHA Heuectn - - -
MeraGonmusma u XunepxkaagueMun Hegectn - - Penkn
XPaHCHETO XuneprnHkemns - Muoro - Penxu
pezKu
XunepaHnuaemus Heuectn - -- --
XHnepypukeMHs Heuectn - -- Yectn
XunoxnopeMH4Ha -~ - - M=Horo
anKainosa peaku
XUnoKanueMus Yectn -- - MHuoro
YECTH
Xunomard{esnemus - -- - Yectnt
XHnoHATpHEMHA Hegeetn - - Yectu
Browagane Ha - - - Penku
Auaberta
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MedDRA Hexxenand peaknnu YecToTa
c“ﬂ?:::; amaognmue/ | AMnognnaa | Baacapran HCT
opra KnacoBe BAJICADTAN
MHCT
IMenxaguu Jenpecus -- Heuectn - Penxu
HapylIeHHS
HecoMHAs/HapyIeHUA Heuectn Heuectn - Penxi
Ha ChHA
Hpomenu B -- Heuectn - -
HAaCTPOCHHETO
O6BpKaHoCT - Penxu -- -
HapyiueHHs Ha KoopauHaumosH{ HeuectH - - -
HepBHATA CHCTEM2 | HapyLIeHHA
Jamagnocr Yectn Yeetn - Penku
Hoctypanna Heuectn -- - -
3aMATHOCT, 3aMASHOCT
TIpH YCHIHE
Hucreysus Heuectn Heuectn - -
ExctpanupaMuana - C - -
CHMNTOMATHKa HEH3BECTHA
4ecToTa
I'naBoGonue Yectn Yectn -- Penxu
Xuneprouua - MHoro - -
peaKH
Jleraprus Heuectu - - -
MMapecTtesnn Heuectn Heuectu -- Penxn
Iepndepna Heuectn M=uoro -- --
HEBpONATHA, peaKH
HEBpONATHA
CoMHONeHTHOCT Heuectu Yeern - -
Cuakon Heuecra Heuecru - -
Tpemop - Hevectu - -
Xunoectesnd - Heuectn - -
Hapywenns na Octpa - -- - C
ouuTe 3aKPHTOBI'BJAHA HEH3BECTHA
rnaykoma YeCcToTa
3puTenHn HapyIIeHHA - Heuectn - -
3pHTenHo yBpexAaHe Hevectn Heuectn - Penxu
Hapymenus na ym B yumire - Heuectn
0TO H
x CaeToBBpTER Heuectn -
nabupunTa
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MedDRA Hesxenann peaxuum YecroTa
CHCTEMO- amaonunuy/ | AmaoannuH | Bancapran HCT
OpraHHH KJAcoBe sascapTam
/HCT
Cepaeyny IManmaTaunu - Yectn - -
HAPYIICHHA
Taxuxapmus Hedectn - - -
ApuT™MEH -- Mpuoro - Pepku
{BKIIOYATETTHO peakH
Opanuxapani, KaMepHa
TaXuKapaus H
OpPeACHPIHO MBHKIICHE)
Muokapaen uHpapxT -- Mmuoro -- -
PeaKH
Craoeu TlouepensBane - Yectn - -
HapYLICHHs
XHMOoOTOHHA Yectn Heuectn -- --
OprocraTudna Hesectn - - Yectu
XHIOTOHHSA
Dredut, TpoMGodneduT Heuects -- - -
Backynur - Mmuoro Cc
peaKu HEH3IBECTHA
HECTOTA
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MedDRA HeskeAaHH peaKkHu YecroTa
CHCTEMO- aco amaoaunun/ | AMnoxnnan | Bancapran HCT
OpPraHHH KlACOBe BajicapTan
MCT
Pectmpatopns, Kauumina Heuectn Meuoro Hevectn -
PPEAHH K penKH
MCAHACTHANHH Hucrnnes Heuectn Heuects - -
HapyleHHs
Py Pecnupatropen - - - Mmnoro
JHCTpEC, PeAKH
Genonpoben oToK,
MHEBMOHHT
Punut -- Heuectn -- --
Bw3naneno repno Heuectn - -- -
CromamHo- CroMaltieH fuckoMopT, He4ectn Yecrr Heuectn Peaxn
9pEeBHH GoNKka B ropHara 4acT Ha
HapyIIEeHHs Kopema
Jlom mex Heuects -~ -- -
ITpomeHH B UpeBHATA - Heuectn -- --
NEepPHCTAITHKA
3amek - - - Peaku
IMoHixen aneTuT -- — - Yectn
HapHi Heuecrn Heuectn - Pejtxn
Cyxora B yeTaTta Heuectn Hegectn - -
Jlucnencus YectH Heuectn - -
IacTput - MHoro - -
PEAKH
Xunepnnasus Ha - Mtuoro -- -
BEHUHTE peaKn
Tanene Heuectn YectH - Yectn
INankpearur -- Mmuoro - Muoro
penKu peIxH
Iospbimane Heuectn Heuect -- YecTtH
Xenarobunnapad | OTKJICHEHHS B - Mnroro C --
HapyLIeHHs 4ePHOAPOOHHTE penku** HEH3BECTHA
(OYHKIHOHANMHH "ecToTa
OKA3aTETH,
BKITIOYHTENHO
[IOBHILABAHE HA
cepyMHHs SuupybHH
Xenarut -- Muoro - -
penkn
HntpaxenaranHaa -- Mmuoro
XOJIECTas4, HBJITCHHIA peaKu
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MedDRA Hexenanu peakuan HecroTa
CHCTEMO- AMJIOIHITHA/ Amnoaunun | Bagcaprau HCT
OpraHgd KIacoBc BAaJNCApPTaH
HCT
Hapymienns Ha | Auruoenem - Muoro C -
KOXKATa ¥ peaKy HEH3BECTHA
NOJKOXKHATA 4ecToTa
TBKaH
Bynosen nepmaraT - - C -
HEH3BECTHA
4ecToTa
Peaxium, - - - Muoro
HamoZoOABaI KOXKEH PeAKH
JYOYC EpHTEMAaTONEC,
peaxTHBHPAHE Ha KOXeEH
JYIyc epUTEMATOASC
Eputema myntugopme - Mnoro - C
peaxy HEH3BECTHA
4eCcTOTa
Exsantem - Heuectn - -
Xunepxuapo3ia Heuectn Heuectn - -
Peakupu na - Muoro - Penku
CBPBXUYBCTBHTETHOCT* PERKH
Ipypuryc Heuectu Heuvectn Cc -
HEH3BECTHA
YeCTOTa
ITyprypa - Heuecru - Penxu
QO6pus -- Heuect C Yectu
HEH3BEeCTHA
4eCcToTa
ObesuBeTsBane Ha -- Heuects - -
KoXara
YprHKapHd B -- MHuoro - HectH
IpPYTH BHIOBE peaku
obpuB
HexpoTH3upau - C - Muoro
BACKY/MHT H TOKCHYHA HEH3BECTHA peiku
eNMUAepManHa YeCTOTa
HEKpOJIH3a
Excdomiaturen - Msuoro - -
JepMaTHT peaku
CunrapoM Ha - Mmuoro - -
Stevens- Johnson penxu
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MedDRA Hexenann peaxuuu YecToTa
CHCTEMO-
OpraHEH KJIacoBe amaoaunun/ | Banacapran |Amsoamonn HCT
Bajicapran/
HCT
Enem na Quincke - Maoro -- -
peaxH
Hapyuteus na Aptpanrus - Heuectn -- -
MYCKYIHO-
CKRIIETHATS bonku B repba Heuectn Heuectn -- ~-
CHCTEMA H
CHEAMEHTENHATA
CRHTEN OTOK Ha CTaBHT® Hewuecrn - -- -
TBKaH
MyckynHH cniasMH Heyecrn Heuectn -- C
HEH3BECTHA
4ecToTa
Myckynna cnaboct Hewectn -- - -
Muarrug Heuecrn Heuecrn C -
HEeH3BEeCTHA
4eCTOTA
BonkH B kpaiiHALMTE Heuectu - - -
OToK Ha rieseHuTe - Yectu - -
Hapymenns na Tlopuuen Hevectn - C -
6b6penuTe U KPEaTHHHH B HEH3BECTHA
ITHKOYHHTE KpLBTA qgecTora
IBTULIA
- MuxuHonHH Heuec
HAPYIIEHHA TH
Huxtypua - Heuectn - -
Honakuypns Yecru Heuecrtn
B1Opeyuna auchyAKI s - - - C
HEH3BECTHA
YyecToTa
Ocrpa 6v6peuna Heyectu - - C
HEJIOCTATHYHOCT HEM3BECTHA
9ecToTa
BrOpeuna -- -- C Penxu
HEAOCTATEYHOCT HEH3BECTHA
H YBpExXaaHe qeCcTOTa
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MedDRA Hexenanu peakmud YecToTa
cHeTEMO- aMIoAHMNAH/ | Bancapran JAMIOAHHEHH HCT
OpraHHH KJ1acoBe Bancapran/
HCT
Hapymenus na HMnoTerTHOCT Hevecrn Heuecra - Yectu
BB3IPOH3BO-
JAATEIHATA
CHCTEMA H T'uHexoMacTus Heuectn -- -
repAara
Hapymenns va AfGaznsg, HapyIIeHHA B Heuectu -- -- -
MYCKYJHO- noxoaKara
CKEJIeTHATA
CHCTEMA 1 AcTenus Heuectu Heuecrn - C
CheHHUTENHATA HEM3BECTHA
ThKaH yecrora
Huckompopr, Heuectn Heuecrn - -
HEPA3NON0KEHHE
VYMopa Yeern Yectu Heuectn -
Boika B repauTe, KOATO Heuectr Heuectn -- --
HE € CBBP3aHA CBhC
CBPLETO
QOtoK Yecern Uecrn -- --
Bonka - Hevectu - -
ITupekcus -- - - C
HEeH3BECTHA
4eCcTOTa
Hacnensanusa INopuiaBane Ha - Mpmuoro
TUIHANHTE YeCTH
Ilopuiarane Ha Hevectn - - -
ypesTa B KPBETA
IToBHIDaBaHe Ha Heyvectn - --
TTMKOYHATA
KHCEJHHA B KPbBTa
Iniokosypus Penxu
Ilonnxen xanuii B Heuectn -- - --
KpBBRTa
TloBuLIeH kanui B - - C -
KpPBBTA HEeU3BecTHA
9ecTOTA
Hannaeane Ha Terno Heuectn Heuectn - --
Cnanane Ha Teryo -- Heuectu - --

*Brxte TouKa 4.4 ,,DOTOYYBCTBUTENHOCT®.

**Haii-1ecTo CEBP3aHO C XOJIECTa3a
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Omucanne Ha m36pany HeXETAHH PEaKIHA

HeMenanoMen pak Ha koxara: Bn3 0CcHOB2 HA HANMHYHHTE JaHHH OT SMHAEMHONOIMMYHH NPOYYBaHus €
RabmonaBaHa 3aBUCHMA OT KYMYJIaTHBHATA f03a BPB3ka MEXIy XuApoxioporHasag H HMPK (Bx.
¢hIlo ToukH 4.4 1 5.1).

Cuobuiasane Ha NOAO3MPAHN HEKENaHH DEaKIIEY

CrpolmasaneTo Ha MOZO3HPAHH HEXKENAHH Peaxliy CleR pa3pellaBaHe 3a ynoTpeba Ha NeKapCTBEHHA
NPOIYKT € BaxXHO. TOBa TO3BONILEA Ja MPOALIKY HAlIOIeHHETO HA CHOTHOMEHHETO TI0/13a/PHCK 33
AEKAPCTBEHHS MPORYKT. OT MEAHIHHCKATE CHSIMATHCTH ¢ H3UCKBA Ja CHOOIIABAT BCAKA ORO3HPAHA
HEXKeJIaHa peakuns Ype3 HALMOHAJIHA CHCTeMa 3a ¢bobinasane B H3mbHUTENHA areHIHA 110
nexapcTBara yiL. ., Jaman I'pyes® No 8, 1303 Codwms, Ten.: +359 2 8903417, yebeaiit: www.bda.bg

4.9 Ilpenosupane
CuMirTOMH

Hsama omHT CEC CAyYaH Ha IPeAO3HpaHe ¢ AMAOIHITHH/BANICAPTAH/XHAPOXIOPOTHA3HA. [ IaBHHAT
CHMIITOM Ha MPEAO3HPAHE C BAJICAPTAH BEPOATHO € H3PA3eHa XHNOTOHHUA H 3aMmasHocT. [Ipeaosnpanero
€ aMIIOAHTIHH MOXe Aa AOBEAS N0 eKCTPEMHA nepudepHa Ba3oAMIATALIHA U BEPOATHO peduekcHa
TaxHkapzus. HMa crobiiennd 3a ciy4aH HA H3paseHa H MOTEHLHANHO NPONOHTHpaHa CHCTEMHA
XHIIOTOHMA, BKIIIOYHTEIHO 0K ¢ (haTaicH U3XO[ IIPH (IpefosdpaHe ¢ aMACKHITHE.

Jleuenpe

Amrodunun/sarcapman/xudpox10pomuasuo
KnHAHYHO 3HaYHMATA XMNOTOHRA TOpany IpeosupaHe na AMBaNKOH-KO H3HCKRA aKTHBHA ChPASUHO-

CB/I0BA peaHuMalli4, BKIIOUBAINA YeCTO MOHMTOPHPAHE HA ChPACYHATA H AHXATeNHa (PYHKIHS,
MNOBIUraHe Ha KpaHHHLATE ¥ BHUMAHHE (0 OTHOUWIEHHE Ha UHPKYAATOpHAA 0feM H nuypesaTa.
ITpanoxeHHeTo Ha BA3OKOHCTPHKTOP MOXKe Ja € OT 0NI3a 33 Bh3CTAHOBABAHE Ha CBIOBHA TOHYC H
apTepHaNHOTO HALIrAHe, B CY4alf 4e HJAMA IPOTHBOMOKA3AHHA 33 NpHNoXKeHHeTo My. HHTpaBeHO3HOTO
MpRIOKEHHE Ha KaNUeB TAIOKOHAT MOXKE 13 ¢ OT 1I0II3a 32 IpeojoNiapane Ha edekra oT 6A0KanaTa Ha
KAJIIMEBHTE KAHAH.

Axsrodunin

AKO NpPOLYKTET € MOTbJAHAT HACKOPO MOTaT J1a ¢ce 00CHKAAT CTHMYNHPAHE Ha NOBPBIIAHETO HITH
CTOMAIIHA ITPOMUBKA. [IpHokeHHETO HA AKTHBEH BLIVICH PH 3paBH foGpOBOALE HETIOCPEACTBEHO UK
J10 IRa Yaca ¢JIe/] NOTThIIAHETO Ha aMIOAHNHE 3HATHMO HaManasa abcopbuHaTa Ha MPOAYKTa.
AMIOIUITHH He Moxke aa frblie OTCTpaHeH Ype3 XeMOAHANH3A.

Barcapman
Bancaprad se Moxe na OpAe OTCTpaHeH 4pes XeMOIHATH3A,

Xudpoxaopomuazud
[IpenosnHpaneTo ¢ XUAPOXTIOPOTHASHY € CBLP3aR0 CEC 3ary0a Ha CIICKTPONHTH (XHIOKATHEMHS,

XHIOXJIOPEMEA) H XHIIOBOJEMHESA B Pe3yJITAT Ha eKclecHBHaTa auypesa. Haii-gectute NPH3HAUM M. ..




TITHKO3HIH HIH ONPEASNCHA aHTHAPATMHYHH JICKApPCTBEHH MMPORYKTH.
He e ycTaHOBEHA CTEMEHTA HA OUMCTBAHE HA XHIAPOXJIOPOTHA3M/ [IDH XEMOHAIH3A.

5. ®APMAKOJIOTHYHHA CBOHCTBA
51 apMakoAHHAMHYHM cBOiicTBa

(DapMakoTepaneBTHUHA IPyNa: CpeACTBa, ACHCTBAM BEPXY PeHHH-8HTHOTEH3HHOBATA CHCTEMA,
aHraorensu I peuentopru GnokepH, Apyrd komOnnanuu, ATC kon: CO9DXO01.

MexaHH3BM Ha IelicTHE

AwmpankoH-Ko ¢ koMOHHAIHMA OT TPH aHTHXHNIEPTEHIUBHE ChCTABKM C JOMBJIBAILL C¢ MEXAHH3BM Ha
KOHTPOJI Ha aPTEPHAIHOTO HANAraHe NPH DALMCHTH ¢ €CCHIHAIIHA XHIIEPTOHHUS: @MIOAHITHH
NPUHAATEKH KBM KIIaca Ha KaIHEBHTE AHTATOHHCTH, BAICAPTaH KbM KJ1aca HA aHTHOTCH3HH 11
penenTopuuTe GROKEPH, a XHAPOXJIOPOTHA3H] KBM Kiaca Ha THa3uaAHATe Anypetuun. KomOHHanuaTa
Ha Te3H CBCTABKH HMA aXHTHBEH aHTHXHIIEPTEH3HBEH CeKT.

AMIOIMINH/BANCAPTAH/ XU APOXIOPOTHAZH
Knunwuna edhuracnocm u 6esonacnocm

AMIIOTHITHH/BANCAPTAH/ XU APOXIOPOTHAZKA € H3MHTBAH B JBOHHO-CNANO, AKTHBHO KOHTPOJIHPEHO
Mpoy4vsaHe NMPH MAHEHTH ¢ Xunepronus, Q6o 2 271 nalHeHTH ¢ YMepeHa A0 TEXKKA XHICPTOHUS
(CpeAHOTO H3XOJHO CHCTOIHO/MMACTONHO apTEpHANHO HaaAraRe ¢ 6umo 170/107 mmHg) ca nexysaHu ¢
aMJIORHITHA/BaNcapTan/xuapoxnopotuasia 10 mg/320 mg/25 mg, sancapran/XHAPOXIOPOTHASHA

320 mg/25 mg, amnoaunvs/sancaprad 10 mg/320 mg unn xuapoxnoporaasun/amnoaunud 25 mg/10
mg. B Ha4anoTo Ha Npoy4YBAHETO Ha MALHEHTHTE €4 HA3HAYCHH NO-HHCKM JI03H OT NMPEANHCAHUTE HM
TepaneBRTHYHH KOMOHHALMH W BIIOCASACTBHE, Ha 27 CeIMHUA €& THTPHPAHH A0 MbAHHTE UM
TEPANCBTHYHH JO3H.

Ha 8* cenMyLa CpeAHOTO MOHR¥ABAHE Ha CHCTOIHOTO/IHACTONHOTO apTEPHANTHO HAJIATaHE €
39,7/24,7 mmHg ¢ amnonMnuu/BaNcapTan/xuapoxinoporiasig, 32,0/19,7 mmHg ¢
BafcapTaH/xHapoxaopoTHasnyg 33,5/21,5 mmHg ¢ amnoaunun/ancapran  31,5/19,5 mmHg ¢
aMJTOAITAE/XHAPOXIOopoTHAsH, TpoiiHaTa KOMOHHALNA TIPEBB3XOMKA CTATHCTHYECKH 3HAYHMO BCAKA
eJHa OT TPUTe ABOHHH KOMOHHALMH B NOHIDKABAHETO HA JHACTONHOTO H CHCTOJIHOTO aPTEPUAHO
Hanarane. [TORHAKaBaHETO Ha CHCTONHOTO/ IHACTOIHOTO apTEPHANIHO HANATaHe C
AMIOAMMHE/BANCAPTAH/XHAPOXIOpoTHASH] & ¢ 7,6/5,0 mmHg no-ronamo, oTKOAKOTO ¢
BAJICAPTAH/XHAPOXIOPOTHAIM, ¢ 6,2/3,3 mmHg Ho-roasMo, OTKOIKOTO ¢ AMIOIHIIHE/BAICAPTaH H C
8,2/5,3 mmHg [o-roAsMO, OTKOIIKOTO C AMIOIHITHH/XMAPOXA0poTHasHA. ONTHMATHUAT
AHTHXUTIEPTEH3KUBEH e(EKT ce MOCTUra cneA 2 ceAMMYEH PHEM Ha MAaKCHMAJTHATa 1033
aMJIOFHITAH/BANCAPTAH/ XU APOXIOPOTHA3AA, CTATHCTHYECKH NO-TONIAM [IPOLEHT NALHEHTH NOCTHraT
KOHTPOJ BBPXY ApTEpPHANHOTO cM Hamsraue (<140/90 mmHg) c
AMIIOTHITHH/BANICAPTAH/XHAPOXNOPOTHAH] B CPaBHEHHE C BCAKA €/iHa OT TPHTE ABoiiHM KoMOHHALMKA
{45-54%) (p<0,0001).

B noarpyna ot 283 mauueHTH, aHAJH3 GOKyCHpaH BupXy aMOYNaTOPHOTO MOHHTOPHpPAHE H

APTEPHATHOTO HAMAraHe, TIOKA3BA KIMHHYHO H CTATHCTHYECKH MO-TONAMO IOHIKEHHE Ha-2

CHCTOJIHO H AHACTONIHO APTEPHANHO HAIATAHE, IPH JIeUeHHe C TPOHHATA KOMOHHALHA CIpsniC
S
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BaJICAPTaH/XHAPOXJIOPOTHASHA, BAICAPTAR/AMIOXHNIHH H XHAPOXJIOPOTHAZH I/ AMIOAMITHH,
AMIOIHNHH

Mexanuzem na deticmeue

AMAOIHIHH, KOHTO BNH3a B CBCTaBa Ha AMBaNKOH-Ko HHX16Hpa 1paHcMeMOpaHHOTO HaB/M3aHEe HA
KANIHMEBH HOHYU B CHPIEYHHTE H CHAOBHTE rNMAJKA MYCKYIIH. AHTHXMICPTCH3HBROTO JAcHCTEHE Ha
aMACHHTTHH C€ AB/UKH Ha RHPEKTHHS pelakcHpam (beKT BEPXY ChAQBHTE IMAJKH MYCKYIIH, KOETO BOJH
JI0 HAMAJIAB2HE Ha CHAOBOTO CHIPOTHRACHHE H OTTaM Ha apTepHAHOTO HAIAraHe.

Dapmaxodunamuyny eexmu

ExcniepHMeHTANHH ZaHHH NOKA3BaT, Y& aMAOAMNHH C¢ CEBP3BA H ¢ MUXHAPONHPHAHHOBHUTE H C
HenUXMAPONKPHAMHOBHTE MECTA 3a CBBp3BaHe. [IponeckTe Ha ChbKpameHHe Ha ChPACHHAS MYCKYN H Ha
CBAOBMTE IMANKH MYCKYJIH Ca 3aBUCHMH OT NPHIBHXBAHETO HA H3BBHKIIETHYHHTE KAJLMEBH HOHHE B
KJIETKHTE Ha MYCKYJIHTE pe3 cnennduyny HOHHH KaHAIdeTa.

TIpunokeHUETO HA TEPANIEBTHYHA /1033 AMJIOIHIHH IIPH NAUHCHTH ¢ XHITEPTORHA Ce NOCIeaBa OT
Ba30/IHNIATALINA, KOATO BOAH A0 HaMANABAHE Ha apTePHANHOTO HALTaHe B JIETHANO H B H3NPAaBEeHO
nonoxenue. [IpH XpoHHYHA ynoTpefa TOBA MOHIKABAHE HA APTEPHATHOTO HANATAHE HE CE CHIILTCTBA
OT 3HAYAMH NIPOMEHH B ChPAEYHATA YECTOTA HIIH MI23MEHHTE HHBA HA KATEXONaMUHHTE.

MnasmenuTe KOHIEHTPALHH KOpenupar ¢ edeKkra, KakTo NpH MIaH, Taka H NpH DAUHEHTH B CTapyecka
Bh3PacT.

[Tpu xuneproHULH ¢ RopManHa Gp0peyna QYHKIHNA, TEPANEBTHYHATE NO3H aMJIOHITHH BOAAT 10
HaMaNnABaAe Ha GEOPEYHOTO CHIOBO CHIPOTHBICHUE H YBeNHYaBaHe Ha IIIOMepyiHaTa QHITpaLus,
edexTupnEa GOpeuen KPLBOTOK, He3 aa NPoMeHAT QUATPAUHOHHATA (PPAKIHA HIIH HPOTEHHYPHATA,

KaxTo 1 npu Apyrurte OJIOKEPH HA KANIMEBHTE KaHAIH, XeMOAHHAMHYHHATE H3IMEPBaHUA Ha ChPAEUHATA
dbyHKuHa B mOXOI H IPH HaTOBapBaHe (MM XOAEHE) NPH NALMEHTH ¢ HOpMaNHa (QYHKLKS Ha KaMepuTe,
JICKYBaHH C aMIIOZHITHH, KATO AJIO I0OKA3BAT ACKO [TOKAYBAHE HA ChPACUMHHA HHAEKC fe3 3HaUHMO
nosnuasane Ha dP/dt, 1M Ha NeROKAMEPHOTO H JUACTONHOTO HajNAraHe HIH obeM. B npoyusasud 3a
XeMOIUHAMHKA, AMIIOAHIIHH HE Ce CBhP3BA C HEraTHBEH HHOTPONEH edeKT, KOTAaTO CE FIpHiiara B
TpPAHHIHTE Ha TCPANERTHIHHTE J03H IIPH 3ApaBH KHBOTHH H X0D4a, AOPH KOraTo NMpH Xopa ¢& IIpHara
enHOBpeMeHHO ¢ beTa-bnoKepH.

[Ipu 3apaBy Xopa ¥ XUBOTHH AMJICAUNMH He NPOMEHS CHHOATPHANTHATA HOZATHA QYHKUHA ¥
aTPHOBEHTPHKYJIAPHOTO MPOBEeXIaHe. B KJIHHHYHA NPOYYBAHHA, B KOHTO AMIOJHIIHH € NPUiaran B
KombuHauus ¢ 6eTa-GrokepH Ha MAUMEHTH C XHMSPTOHHA HIH CTEHOKApAHA, He ca HabmoAaBaHy
HexeHNaHH eeKTH CpAMO apaMeTpHTE Ha eleKTPOKapIHOrpaMara.

AMIIOIHITAH € NpOYYBaH IPH NAHEHTH C XPOHUYHA CTACHITHA CTEHOKAP/H, BA30CHACTHYHA
CTEHOKAPXHSA H aHTHOTPadCKH JOKYMEHTHpaHO 3a60/11BaHe HA KOPOHAPHHTE CHIOBE.

Knunwuna edhuxacrocm u bezonacruocm

Ynompeba npu nayuenmu ¢ Xunepmonus

PaHa0oMU3MpaHo ABOHHOCAAIO npoy4saHe 3a 3a6onepaemoct B cMbpTHOCT ALLHAT
(AHTHXHNEPTEHSHBHO M JIAIIHAONOHKXABALIO JISHEHHE 33 IPODHIAKTHKA HA ChPAEUEH NPHCTEI)

( Antihypertensive and Lipid-Lowering treatment to prevent Heart Attack Trial) e nposeziero ¢ uen
CpaBHABAHE HA HOBHTE TEPAMMH: aMIOAKMHH 2,5-10 mg/neH (Kalupes aHTarOHKCT) HITH JIH3HHOIPH
10-40 mg/nes (ACE uuxufuTop) ¢ THA3MAHUS AHYPeTHK Xnopramiaon 12,5-25 mg/neH karo nqqenue
OT ITbpPBa IMHHMA IPH MALHEHTH ¢ JIEKa IO YMEPEHa XUNIEPTOHNA, - !
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O6mo 33 357 nanMeHTH ¢ XHMEPTOHNA HA BB3PacT 53 rOAMHHM H noseyde ca GHIHM paBJOMH3HDAaHH ¥
poCHeneHH 3a cpeato 4,9 ronuny. [TaluenTHTe ¢a UMANH [10He ¢KH AOTTBIHATENEH PHCKOB (akTop 3a
KOpOHapHa GoJecT Ha ChpLEeTO, BIIIOYHTENHO NPEAMECTRAl MHOKApACH HHAPKT HITH HHCYAT

(>0 Mecena pely BRIIOYBAHE B IPOYIBAHETO) MITH J0KA3aHO IPYTO ATEPOCKNEPOTHYHO ChPAEUHO-
cBI0BO 2abonsaBane (Hax 51,5%), 3axapes aHaGet tam 2 (36,1%), THOONPOTEHHH ¢ BHCOKA TUTBTHOCT —
xonectepon <35 mg/dl wim <0,906 mmol/l (11,6%), neBokaMepHa XHNIEPTPO(USA, AHATHOCTHLHPAHA
ype3 eNIeKTPOKapAHOrpaMa HlH exoxapauorpadeku (20,9%), Hactoay nmymadH (21,9%).

ITepBHuHaTa kpaiina Touka ¢ G¥ira CheTaBeH ToKasaTeln Ot daTaneH KOpoHapeH HHIMACHT HIH He-
tharanen Muokapaes uHapkr. He ca HabmoaaBaHy 3HAURMH pa3IHYy¥A [0 OTHOWEHKE HA TEPRHYHATA
KpaiiHa TouKa MeXIy TepaluATa ¢ aMJIOJHITHH H TEPAIIHATA C XJIOPTANHIOH: KoeHIHERT Ha puck 0,98
95% CI (0,90-1,07) p=0,65. [Ipa BTOpHYHHTE KpaiiHH TOYKH, HECTOTATA Hd CHPICYHA HEAOCTATHYHOCT
(KOMIIOHEHT Ha CHCTABHATA KOMOMHHPAHA ChPIEUHO-Ch0BA KpaliHa TO4Ka) € OHNa CHIHHGbUKAHTHO 0=
BHUCOKA B IpyTiaTa Ha aMJIOHIIHH, OTKOJIKOTO B rpynaTa Ha xioptanujcd (10,2% cripamo 7,7%, RR
1,38, 95% CI [1,25-1,52] P <0,001). Benpeku ToBa, He ce HaOMonaBaT 3HAYMMH Pa3IHYHA [0
OTHOLIEHNE HA 001ATA CMBPTHOCT MEXKIY rpyMNaTa HA TEpalHA ¢ AMJIOJMNKH H Ta3H HA TEPAnHus ¢
xnopramugod RR 0,96 95% CI [0,89-1,02] p=0,20.

Bazncapran

Mexanusvm na deiicmaue
BancapTan e nepopanno akTeBeH, MOIEH H crnieunduyen anrnotensuH Il peuentopen 6aokep. Toi
BE3A¢HCTBA CENEKTHEHO BEPXY AT, peuenTopHHA TOATHII, KOHTO € OTTOBOPEH 3a IO3HATHTE

BE3AcHCTBYA Ha aHrHoTen3ny 1.

Kaunuuna eduracnocm u 6esonacnocm

TpunoxeHneTo Ha BAJICAPTAH MPH NAHEHTH ¢ XUIIEPTOHHUS BOJH 0 OHHXKABAHE HA APTEPHATHOTO
Halisrare Ge3 [OBNUsSBAHE HA NYJICOBATA YECTOTA.

Tpu noseuero malueHTH, cNeA eNHOKpaTEH MepopaieH NpHeM, HAYano0TO Ha AaHTHXHIICPTEH3HBHOTO
JAelicTBHE e B paMKHTE Ha 2 4aca, 4 MHKa B FOHIDKABAHETO HA apTEPHATHOTO HAJAraHe Ce A0CTHA B
paMxuTe Ha 4-6 Yaca. AHTHXUNIEPTeH3UBHUAT edekT IIPONbIKaBa Hajl 24 4aca cnea npuema. [pu
pelNoBeH MPHEM MaKCAMYMA B PEAYKIMATA HA apTEPHANKOTO Ha/rate ¢ BCAKA 71034, KATo L0, CE
NOCTHIA B paMKuTe Ha 2-4 celMULH.

XHApoXIOpOTHAIHA

Mexanuzem na deiicmgue
OCHOBHOTO MACTO HA ACHCTBHE HA THAWAHUTS AWYPETHIIH Ca AHCTAIHHTE H3BHTH KaHANYETA B
Gu6pexa. Jlokaszano e, ue B GrOpevHaTa KOpa CHILECTBYBA PeleNTop ¢ BHCOK apMHHUTET, KOHTO
NpEACTABNABA OCHOBHOTO MSCTO Ha CEBbP3BaHe 34 ACHCTBHETO HA THASHAHHTE JUYPETHIH U 3a
uHxuGHpaHe Ha TpaHcnopra Ha NaCl B AHCTaNHATE U3BMTH KaHanyera. THasHAHUTE JUYPETHLH
JeiicTear upes HHxHOupane Ha Na*Cl cHMmopTep, BepOATHO Upe3 KOHKYPHPAHE 33 MACTOTO 33
cebp3sane #a Cl', ¥ M0 TO3H HAYAH NOBHSBAT MEXAHH3MHTE Ha eJIEKTPOJHTHA peabeopbiua: AKPEKTHO
NOBHINABAHKH EKCKPELMATA HA HATPHI H XJIOp B NpHOIM3HTENHO €1HAKBA CTEIICH ¥ HHAHPEKTHO Ypes
OMYPETHYHOTO CH IeicTBYE, HaMaNaBaiiky MiasMenns obeM ¢ nocieaBallo nokauBaHe Ha [IasMeHaTa
PEeHHHOBA aKTHBHOCT, CEKPEUHA Ha AJIOCTEPOH H 3aryba Ha kanui ¢ ypHHara, KakTo H/
HHUBATa Ha CEPYMHHS Kalluii,
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Hemeranomen DPax HQ Kodcama
B13 0cHOBa HAa HATIMYHHATE JAHHY OT eMHACMHONOTHYHY NPOYUBAHHA € HabmonaBaHa 3aBHCHMA OT

KyMynaTHBHATA 032 BPB3Ka Mk xuapoxaopoTdazua H HMPK. Eaxe npoydsane BKIIOYBA
nomynamud, cseroama ce oT 71 533 cmyuan Ha BKK u 8 629 ciyuan #a CKK, u momynanus or
cbotBeTHO 1 430 833 u 172 462 nonxonaanu koHTponH. BHcokaTa ynoTpeba Ha XHAPOXJIOPOTHA3HA
(xymynarusno >50 000 mg) e cBBp3aHa ¢ KOpPHTHpaHO OTHOWeHRAe Ha wancosete (OR) 1,29 (95% JIH:
1,23-1,35) 3a BKK u 3,98 (95% JIH: 3,68-4,31) 3a CKK. Habmonasana ¢ AcHa BpE3Ka KyMyIaTHBHA
ao3a-oTroBop kaxto 3a BKK, Taka i 2a CKK. [dpyro npoy4pane nokazea BE3MOKHA BPE3KA MEKAY paka
Ha ycraHTe (CKK) H excriozniusaTa Ha XHAPOXNOPOTHASHA: 32 633 cily4an HA PaK HA YCTHHTE €
noznbpana nomynaanusd or 63 067 NoAXonAIH KOHTPOIH, KaTO CE A3I0JI3BA CTPATETHA 34 B3EMaHE Ha
npobu, onpeneneHa oT pucka. JleMoHCTpHpaHa e Bpb3Ka KyMYJIATHBHA JI032-0TroBop ¢ kopurupad OR
2,1 (95% HH: 1,7-2,6), napacteam o OR 3,9 (3,0- 4,9) 3a Bucoka ynotpeba (~25 000 mg) u OR 7,7
(5,7-10,5) 3a Ha#i-BHCOKaTa KyMyJaaTHeHa g03a (~100 000 mg) (Bx. cuilo To4ka 4.4).

TlenuarpuyHa nomynamnus
Erponefickata areAund 1o JeKapcTBara ocBO0MKAARA OT 38 TEKEHHETO 33 NPEAOCTABRHE HA

Pe3yATATHTE OT HPOYUBAHHATA ¢ AMBAIKOH-KO BBB BCHUKH MOATPYNH Ha [IeAHATPHYHATA TOTYIalkMsa
HpH eCeHIHATTHA XUNEPTOHHA (BK. ToukKa 4.2 3a sHpOpManua oTHOCHO yrorpeba b negHaTpuaTa).

BOHHO GNOKHpaHE Ha DEHHH AHTHOTEH3MH-aNJ0CTEPOHOBATA cHcTeMa (PAAC

JlBe rolieMH paHAOMH3HpaHH KoHTponupaHy npoyusannda — ONTARGET (ONgoing Telmisartan
Alone and in combination with Ramipril Global Endpoint Tria! - Tekywo rizo6anHo H3THTBAHE 33
KpaifHH TOYKH HA TE/IMHCAPTaH, CAMOCTOATENTHO H B KoMGuHawus ¢ pamunpni) 1 VA NEPHRON-D
(Kounn4HO mpoydsaHe, CBBP3aHO C pa3BHTHE Ha HeppomaTus npH auaber, MPOBEAEHO OT
MHHHBCTEPCTRO NO BENPOCHTE Ha BETEpaHHTE) — MPOyqBaT ynoTpedata Ha kombuHaumara ot ACE
uuxuburop u APB.

ONTARGET e npoy4sane, npoBeJcHO NMpPH MAl[HEHTH ¢ AaHAMHE34 38 ChPIEYHO-CHA0BA KK
MO3BYHOCBA0BA GONECT, HIH 3aXapeH aualeT THI 2, MPHAPYXKEHH ¢ JAHHY 33 YEDexX/JaHe Ha
eexropuu opraiu. VA NEPHRON-D e npoyusaHe NpH MauMeHTH Che 3axapen aualer Tan 2 0
Auabertna Hedponaras,

Tean mpoyusaHHA HE TOKA3BAT 3Ha4YHM GrnaronpusaTeH ebekT BpXy OpOpEeUHHUTE H/HIH CHPAEHHO-
CBJOBHTE NOCACAHIH H CMBPTHOCT, KATO CHIUEBPEMEHHO ¢a HabaroaBaHH MOBHINEH PHCK OT
XHIepKalHeMus, OCTPO YBpexaaHe Ha OnOpeluTe H/MIIH XHIIOTOHHA B CPABHEHHE C MOHOTEPANHAATA.
Karo ce HMaT npeBHA CXOAHHTE HM (apMaKOAHHAMIYHH CBOHCTBA, TE3H pe3y/ITaTH ca [IPHIICKHMH 1
3a apyru ACE umxuGuropn u APB.

ACE unxuGuropu u APB cneniopatenHo He Tpabea fa ce H3NON3BAT €HHOBPEMEHHO NPH NALHEHTH C
AnaberHa Hedponaria (Bx. To49Ka 4.4).

ALTITUDE (KnuHHYHO npoy4BaHe HpOBEASHO C AMHCKUpPEH NPH MANHEHTYH ChC 3aXapeH nuaber THn
2 ¢ U3NON3BAHE HA CHPACYHO-CHAOBH H 6LOpeunn 3a00/9BaHNg KaTo KpaitH# TOYKH) € [IPOYYBaHe,

NpeRHAzHAYEHO A4 M3CTENBA MOM3aTa OT J00aBAHETO HA ANHCKUPEH KbM CTanjapria Tepanua ¢ ACE
HHXAGHTOp HWIH APB TIpH MallHEHTH CEC 3aXapeH auaber T4n 2 B XxpoHH4Ho 666pedHo 3a60.
CHpAEUHO-CBAOBO 3a00nsBane Wik W ABete. [Ipoyusanero e NpekpaTeHo NpeKaeBpeMe
TNIOBHILIEH PHCK OT HebOmaronpusTHy nocneauH. KakTo cbpaeyHo-CB10BaTa CMBT,
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ca MO-YeCTH B rpynara Ha aTHCKUPEH, OTKOJKOTO B FpynaTta Ha Inane6o, a NpeacTaBiaBalHTe
HHTEPEC HEXETAHK ChOATHA H CepHO3HH HEXENaHn CrOHNTHA (XHIIEpKaIHEMHs, XHIOTOHHS H
650peuna aAucyHKIM) ce chOSLIABAT TIO-4eCTO B IPYIIaTa HA MHCKUPEH, OTKOIIKOTO B rpynara Ha
nnanebo.

5.2 ®dapmMakOKHHECTHUHH cBOlCTBA
Jluneiinoct

AMJTOIMIIHH, BANCAPTAH ¥ XHPOXIOPOTHASH HMAT JTHHEHHA (apMakoKHHETHKA.

Amnonurun/sancapral/XHADOXIOPOTHAZHE

Crien mepopaiHO MPHIOKEHHE HAa aMIIOAHITHH/BAICAPTal/ XHAPOXIOPOTHAZH] IPH 3APABH BE3PACTHH
IHKOBY [UIa3MEHH KOHLEHTPALMM Ha AMIOHIINH, BANCAPTAH H XHAPOXJIOPOTHA3UA C& JOCTHIAT
CHOTBETHO 3a 6-8 vaca, 3 Jaca 1 2 yaca.

CxopocTTa ¥ cTenedTa Ha afcopOuusTa Ha aMIIOHITHH, BAJICAPTAH W XHAPOXIIOPOTHA3H] [IPH
AMJTOIMTIMH/BAICAPTAH/XUAPOXIOPOTHAZHA Ca CHIINUTE, KAKTO [IPH NPHJIAraHETO UM CAMOCTOSTENHO,

Amnonunuy

Abcopbyus
Cren mepopaliHo NPHICKEHHUE HA TEPANEBTHYHA 5032 AMIIOXUIHH, TMKOBA NIa3MeHa KOHIEHTPalHs ce

noctyra 3a 6-12 yaca. AGcomoTaara GHOHATHYHOCT € Mexay 64% n 80%. BUOHATHIHOCTTA HA
AMJIOOAHITHH HE €€ NMOBIIHABA OT npHeMa Ha xXpaHa.

Pasnpedenenue
O6emMbT Ha paznpeaencHue € npubnusutento 21 Vkg. fn vitro npoyyBanus ¢ aMIOJMIHH NOKA3BAT,

ue mpHbnusHTenHo 97,5% OT MHPKYNHPamIOTO TEKapCTBO C& CEbP3RA ¢ MIA3MEHHTE NPOTEHHH.

Buompancdopmayun

AMIoaunHH ce MeTabonu3npa ocHOBHO (npubnusuTenso 90%) B yepHns apof A0 HEaKTHBHH
MeTaboNHTH.

Erumunupane
EnHMUHRpaHETO Ha aMNOIMIMH OT IasMaTa € Oudiasio ¢ TepMHHAIEH NONYKHBOT Ha €NEMHHUPAHE

npabnusurento 30 go 50 yaca. CranuoHapHY NAa3MEHH HEBA CE OCTHIAT CIEA IPOAB/LKUTENEH
npueM 3a 7-8 oy, 10% oT opuruHanHrs aMnoaumuH ¥ 60% or Herorute MeTabONMTH CE EKCKPETHPAT
C YpHHATA.

Bancapran

Abcopbyus
Cien nepopaHo IPHIIOKEHHE HA BAICAPTaH THKOBHTE IUTA3MEHH KOHUETPALHH C¢ AOCTHraT 3a 2-4

yaca. CpegHara abcomoTHa GroranmyunocT € 23%. Xpanata HaMangea €KCIIO3HIMATA (onpeaeneHa
upez AUC) Ha Bancapras ¢ okono 40% u nuxoBara nnasmeHa koHueaTpauus (Cp,,) ¢ okono 50%,

BBIPEKH TOBA 0KoM0 8 yaca clef MpHeMa IUIa3MeHHTe KOHIEHTPALMH Ha BAJICAPTaH ¢a NOJAOOHH-B- .. _

TPYNHTE IPHEMAJH JIEKAPCTBOTO Clie]l RaXpaHBaHe Y Ha rnaaHo. Tasy peaykius Ha A‘;l_?},’o’ﬁaﬁ&aﬁ Oé N

CBIGTCTEE OT KIMHUYHO 3HaYHMA PEAYKIHA Ha TepaneBTHUHHA eDeKT U o Ta3H MpH

I3
i

s prcagra
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MOXKE 14 ¢ MpHeMa Ha MagHe HITH clie]] HaxXpaHBaHeE.

Pasnpedenenue
CraunoHapHHAT 00eM Ha pasnpefeNieHre Ha BAJICAPTAH ClIe[ HHTPABEHO3HO NPHIIOKEHHE € okoNo 17

THTPa, KOSTO MOKA3Ba, Y€ BAJICAPTAH He ce pasnmpenens HPOKo B ThKaHHTe. BancapTaH ce CBbp3Ba BbB
BHCOKA CTEMEH ChC CEPYMHHTE NpoTeHHH (94-97%), OCHOBHO CBC CepyMHUA anbyMHH.

Buompancgopmarun

Bancaprad He ce MeTaboIH3Mpa BEB BHCOKA CTEIEH, Thil KaTo camo okono 20% or nosara ce
ycTanoBsBa nos opmara Ha meraGomTy. B masmara € yCTaHOBEH XHAPOKCH MeTaboMUT B HHCKH
KoHmeaTpanuu (no-manko ot 10% or AUC =a Bancapran). TosH MeTaGonuT e papmMakonoryyHo
HEeaKTHBEH.

Enumunupane
Bancapran moxasea MyATHEKCIIOHEHIIHAJIHA KHHETHKA Ha pa3naf (tv2 o <1 yac u tV2 § okomo 9 yaca).

Bancapran ce enHMHHHpa OCHOBHO ¢ (enieca (okono 83% ot no3ata) ¥ yprHata (okono 13% ot aozara)
OCHOBHO KaTO HEMPOMEHEHO CheauHenue. Cnel HHTPaBeHO3HO IPRIOKEHHE TNa3MeHAA KIIHPBHC Ha
pancapran ¢ npubnansurento 2 I/h, a Gupeunns kanpec e 0,62 1/h (oxono 30% ot 061MA KIHPBHC).
ITony)XHBOTHT Ha BajicapTaH € 6 yaca.

XHApOXAOpOTHATA

Abcopbyus

AOcopOupEaTa HA XHAPOXIOPOTHA3HE Clle]] MepopaneH NPHeM € 0bp3a (tmax OKONO 2 Haca).
VpenuvaBaHeTo Ha cpegnara AUC e nuBeliHO ¥ € NPONOPUHOHANIHO Ha 103aT4a B TEPANICBTHYHAS
JHARA30H.

EdextsT Ha XpaHarta BbpXy abCopOIHATa Ha XHAPOXTOPOTHA3H, 8KO HMa TaKbB, HMa Majnka KIHHHYHA
3HAYHUMOCT. AGCOMOTHATA OHORATHYHOCT Ha XHAPOXIOPOTHAZKHA Clie] EPOPANHO Npuiiokerue e 70%.

Pasnpederenue
ITpusranAT 00eM Ha pasnpeneneHue ¢ 4-8 kg, [IapKynupalluaT XMApOXIOPOTHAZHA € CBLP3aH CBC

cepyMuuTe npoTerHH (40-70%), npeauMHo cbe cepyMHuS anGyMuH. XHIPOXIOPOTHASHA CBIIO Taka
KYMYJHpa B epHTPOLMTHTE IPHOAH3HTENHO 3 MBTH MOBEYE, OTKONKOTO B MIa3MATA.

Buomparnchopmarus
XHAPOXIOPOTHASHL C€ SIMMHHHPA NPEAMMHO KATO HENPOMEHEHO BEILECTBO.

Erumunupane
XuapoxnopoTHa3H] ce eTHMHHHPA OT ILIA3MAaTa ¢ BpeMe Ha MOMYXHBOT cpefHo 6 1o 15 gaca B

KpaiiHaTa da3sa Ha enTuMHHHpaHe. HAMa MpoMAHA B KMHETHKATA HA XHIPOXJIOPOTHAZHA NPH
MHOTOKPaTHO NPHJIaraHe, 4 KYMYNMPaHETO € MHHMMANHO TTPH NpHAoKeHHe BeAHbxk AHeBHo. Han 95%
oT abcopfupanaTa 103a e EKCKpeTHPa KaTe HePOMEHEHO BELIECTRBO B ypHHaTa. BrOpeunuar knupouc
€€ CBHCTOH OT NACHBHA (DHIITPALIAA H AKTHBHA ceKpelua B 6uOpeunnTe TYGYIH.

CroenyanHy NoIynaHy

Heduampuunu nayuenmu (Ha evzpacm nod 18 eodunu)
Hswma papMakoKMHETHYHY AaHUH MPH NeAHATPHUHATA NONMy/IAIHA.
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Ilayuenmu e crnapuecka ew3pacm (ha @pspacm 65 200unu u nogeve)

BpeMeto 3a focTHrane Ha NMKOBa IL1a3MEHA KOHLUESHTPALMS HA AMJIOMHUITHH € CXOHO [IPH MIagy
NAlLHeHTH ¥ NPH [MALHEHTH B cTapyecka Be3pact. MiMa TeHAeHLHS NpH MAUHEHTHTE B CTapYecKa
BH3pAcT KIMPhHCA Ha aMIIOAHITHH [a HaMaJIiBa, KOeTo BOIH [0 NOKa4BaHe Ha [UIOINTA O KpHBaTa
(AUC) n monyxunBoTa Ha enuMHHApaHe. Cpennara cucremia AUC 3a BaicapTaH € mo-BHCOKA ChC
70% npH NANMEHTH B CTAPYECKa BB3PAcT B CPABHEHHE C TO-MJIaJH NIAIHEHTH, IOPAAH Ta3H NPHYHHA €
HeobxoZuMO BHUMAHNWE NPH [TOBHILABAHE HA N03aTa.

CucreMHaTa €KCTIO3HIHA HA BANICAPTAH € JICKO IIOBHIIICHA NPH NallHeHTHTE B CTAPYECKA BE3PacT B
CPABHEHHC ¢ MNIAAHTE MAllHEHTH, HO TOBA HAMA HAKAKBO KIIHHHYHO 3HAYCHHC.

OrpanAycHR AaHHH OPeANOATaT, 4¢ CHCTEMHHAT KIHPHHC Ha XHAPOXAOPOTHASHA € HAMAAEH MPH
NManHeHTH B CTapuecKa BE3PACT, 2APABH UK ¢ XHOCPTOHHA, B CPDABHCHHE C MAAAH 3/IpaBH
JA0OpOBOIILH.

Trii xaTo TpHTE BeLIECTBA Ce MTOHACAT eHAKBO JOOpe KaKTO OT NO-MNANTe NALHEHTH, TaKa H OT
MANHEHTHTE B CTAPYECKa BB3PACT CE NPEMOphYBa HOPMaNlHa CXeMa Ha [TpHarane {Bx. Touka 4.2).

Dbvbpeuno yepexcoane
DapMaKkOKHHETHKATA Ha AMIIOAHIIHH He e TTOBJIHABA 3HAYHMO TIPH HapyileHHe HA Ob6peunara

¢yekunsa. Kakro ce ouaksa 3a BemiecTso, YniTo Gu6peueH KIMpBHC € caMo okosio 30% ot obmus
N1a3MeH KIHPEHC, He ce Ha0iiogaBa Kopenanna Mexkny OGp0pednata GyHKIMA A CHCTEMHATA
EKCTIO3HIMSA KbM BAJICapTaH.

Iopany Ta3H NpHYHHA MANHEHTHTE C JICKO A0 yMepeHO GEOpeUHO yBpexXiane MOTAT 14 TPHEMAT
oOuuaiinara HavanHa 1034 (BK. Touka 4.2 i 4.4).

ITpu nany4ke Ha 6BOpeYHO YBpEXKOAHE CPEAHHTE MHKOBH IaasMeHH HHBa H AUC Ha
XHAPOXJIOPOTHA3KA Ca NMOBHINEHH, & CKOPOCTTA HAa eKCKPellHs B YPHHaTa € HaManeHa. [IpH naluHeHTH ¢
JeKo 1o yMepeHo 66pedHo yBpexkaHe ce HabmoAaBa TPHKPaTHO NosunueHne Ha AUC Ha
xuapoxyopotHasdi. IIpu manuenrure ¢ Texko 6p6peuno yepexgane ce nabmonasa 8-xpatHo
nosumenne Ha AUC. AMnoaunun/sancapTan/XuapoXJIopOTHA3H € MPOTHEONOKA3AH MPH MAHEHTH ¢
TexkKO 660peuHo yRpesiaaHe, aHYPHA WM Ha AHanu3a (Bx. Touka 4.3).

Yepuodpobuo yepescdane
HanwaHu ca MHOTO OIpaHHYeHY JAHHH 34 MPHIOKEHHETO HA aMIIOAMIHH NPH NALHEHTH C

yeprOApOOHO yBpexAaHe. [TauneHTHTE ¢ 4epHOAPOOHO YBpeXkaaHe HMAT HaAMANCH KIIHPBHC Ha
aMJIOZHITHH ¢ MocenBalo nokausane Ha AUC ¢ npubmisurento 40-60%. IIpy nalueHTH ¢ JIgko A0
YMEpEeHO XPOHHYHO uYepHoApoOHO 3a00NsABaHe eKCIIO3UIMATA KbM BaJicapTaH (ONpeaeneHa Ypes
croiirocTiTe Ha AUC) ¢ ABa ITETH MO-BHCOKA OT YCTAHOBEHATA NIPH 3/IpaBH JOOPOBOILH {TpYNHpaHK
10 BB3PacT, IO H Terno). [lopany BancapTaHoRaTa KOMIOHEHTA, AMIOAHITHH/BAJICADTAH
/XHAPOXNOPOTHA3HA € MPOTHBOMOKA3aH IPH MAIMEHTHTE ¢ YepHOAPOGHO YBpexkaaHe (Bx. TOUkH 4.2 u
4.3).

5.3 IpeaxIuEHYHH Ja3HHH 33 Ge3omacHoCT

AMIORTHH/BAJICAPTal/ XU IPOXIOPOTHAZHIT

B pepuua npeAKTMEHYHYE NPOYYBAHHA 3a 5€30MAaCHOCT ¢ aMJTOIMITHH, BAJCapTaH, xwxp
BAJICAPTAH/XHIPOXIOPOTHA3MA, AMAOAUIIHH/BAICAPTAH H MO AHIHH/BaNCAPTAH/XH]]
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NPOBEAEHH [P pasAHYHH KWBOTHHCKY BHIOBE, THIICBAT JOKA3ATENCTBA 33 CHCTEMHA HIIH OpraHHA
TOKCHYHOCT, KOMTO Ja OKaXaT HETaTHBHO BIMSHHE BLPXY KIHHHYHATA yrnoTpeba Ha
AMNOARITHA/BATICAPTaH/XHAPOXNOPOTHAZH TIPH XOpa.

ITpeaxnvuu4En NpoydBaHuA 3a 6E30IaCHOCT € MPOABDKUTENHOCT A0 13 CeAMHLM ca NpOBEAEHH ¢
aMIIOANIHH/BaIICApTAH/XHAPOXIOPOTHA3HA NPH MutkXoBe. KoMBUHALMATA BOH JO OMAKBAHO
FOHIKCHHE HA TIOKA3ATE/INTE HA YePBEHATA KPBBHA PEAHLA (EPUTPOLUTH, XEMOITIOOWH, XeMaTOKPHT K
PETHKY/IOUMTH), TOBHILIABAHE HA CEPyMHATA Yped, NOBHIIaBaHe HAa CEPYMHNA KPEATHHHUH, TOBHIIABAHE
Ha cepyMHMS KaJMH, FOKCTarnoMepynapHa xunepmiasus B 6s0pexa H (GOKAIHA €pO3HH B KNE3UCTHS
CTOMax NpPH MIbX0Be. BCHUKH TE3H NMPOMeHH ¢a 00paTHMH cliex 4-ceIMHYEH Bh3CTAHOBHTEIEH [IEPHO]
H C€ CMIITA, Y€ ca BCAE/ICTBHE arpaBHpane Ha hapMakonoruaHuTe edekTH.

Kom6uHalnusaTa aMnoanHE/BancapTan/XupOXIOPOTHAZHA HE € H3CAEABAHA 33 FEHOTOKCHYHOCT H
KaHLEPOreHHOCT, ThH KATO JIMIICBAT JIOKA3ATENCTEA 38 HAKAKBO B3aHMOACHCTBHE MEXAY OTHE/HATE
BEIECTBA, KOHTO ¢a OTAABHA HA N1a3apa. AMIOAUINH, BANCAPTAH H XHAPOXJOPOTHAZH] Ca H3C/IEBAHHA
TOOTAEHO 33 FeHOTOKCHYHOCT H KRHUEPOreHHOCT ¢ HETATHBHH PE3YJITATH.

AMIONHIHH
Penpodykmusna moxcuunocm

PenpopyKTHBHH NpOYHBAHHS NPH FTBXOBE H MHLLIKY NMOKA3BaT 3aKbCHSBAHE Ha JATATA HA POKIAHE,
YABIDKEHA MPONBDKHTENHOCT HA PAXAAHETO H HaMAlleHa XH3HECnocoGHOCT HA MAJIKUTE [pH J03H
MpHOIHIHTENHO 50 IBTH TTO-BACOKH OT MAKCHMAJIHHTE [IPETIOPLUYHTEIHE JO3H MPU XOpa, H3UHCIEHH
na 6aza mp/kg.

Hapvuenun eve thepmunumema

Hsama edext Bppxy depTHmiTeTa Ha IUTBXOBE, TPETHPAHU ¢ aMIOAHIHH (MBXKH — 64 JHH Y KEHCKHA
— 14 pnm npexw ykdrocsane) B o3u 1o 10 mg/kg/nen (8 mpTn* Makcumankara npenopLYHTENHA
n03a 3a Xopa ot 10 mg, uzdncneHa Ha 6aza mg/m?). B apyro npoyusaHe NMpH [IBXOBE, NP KOSTO
MBKKH INTEX0BE ¢a TPETHPAHH ¢ aMIOgUIHHOE fe3nnar 30 oHy, ¢ 103a cpaBHKUMA ¢ J03aTa MpH
x0pa, M34KCleHa Ha 6a3a mg/kg, ca yCTaHOBEHH NOHIDKEHH NJ1a3MeHH HHBa Ha
donuxyOCTHMYIMPAL XOPMOH ¥ TECTOCTEPOH, KAKTO M NOHWKABaHe HA TUTETHOCTTA Ha CTIEpMara
H Opod Ha 3penH cepMATH/IH H CEPTONHEBY KACTKH,

Kanyepoeenesza, mymazenesa

HsMa paHHHM 33 KAHUEPOrEHHOCT TPH TTBXOBE M MALUKE, TPETUPAHY ABE TOXMHN ¢ AMIONMIHH B
XpaHarta B KOHHEHTPALHH, H39HCIEHH Aa OCHIYPAT AHEBHY 1030BH HHBA ot 0,5, 1,25 u 2,5 mg/kg/nen.
Haii- Brcokarta no3a (NpH MHIUKY - 61u3Ka A0, 4 npH [UTBX0BE — Ba NBTH* MO-BUCOKA OT

P
MaKCHMANHATa [PEnoPhUHTENHA KIHHIYHAA A03a oT 10 mg, H34HcieHa 3a mg/m } e Guna 6nuska go
MaKCHMANHO JOTYCTHMATA J032 32 MHLIKK, AO HE H 32 ITHXOBE.

IMpoyuBaHHA 3a MyTareHHOCT He IIOKA3BaT JEKAPCTBEHO-00YCIOBeHH e(beKTH HHTO Ha reHHo,
HHTO Ha XPOMO3OMHO HHBO.

* H3uHCIEHa 32 NAKHEHTH ¢ Terno 50 kg
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Bancapran

HexnvHHYHHTE JaHHH He MOKa3BaT 0co0eH pHCK 3a Xopa Ha 0a3aTa Ha KOHBEHLHOHAIHUTE
(apMaKoIOrHYHK NPOYYBaHHA 3a 6e30MaCHOCT, TOKCHYHOCT [IPH MHOTOKPATHO TIpUJiarase,
reHOTOKCHYHOCT, KaHLIepOreHeH NIOTEeHLHAa, PeNpPOAYKTUBHA TOKCHYHOCT H TOKCHYHOCT 32 Pa3BHTHETO.

ITpu nrpX0Be TOKCHYHHU N03H 3a MaiikaTa (600 mg/kg/neH) no Bpeme Ha MOCNEIHATE JHH OT
OpeMEeHHOCTTA H NepHOo/ia Ha JTAKTALMS ca JOBENH 10 MO-HHCKA CTeNeH Ha MPeXHBIEMOCT, Mo-c1abo
HaJlaBaHe Ha Terno M 3a0aBeHo pa3sBUTHe (OTIENsAHE Ha YIIHATa MHJIa M OTBapsiHE Ha CIIyXOBHA KaHam)
Ha NOKOJIEHHETO (BXK. Touka 4.6). Tezu no3u npu mrsxose (600 mg/kg/nen) npeacrasissar

2
npHOmu3uTeNHO 18 MbTH MakCHMaNHaTa NpenopbYHTENHA 1034 NPH Xopa Ha 6asara Ha mg/m
(M3uMCNIEHHATA CE OTHACAT 3a nepopaiHa no3a 320 mg/aeH u nauneHT ¢ Terno 60 kg).

6. ©®APMAIEBTHYHU JAHHU

6.1 CnuHcbK HA IOMOIHHTE BeleCTBA

AwmpankoH-Ko 5 mg/160 mg/12.5 mg ¢unmupanu tabnerku

Hopo na mabremrkama
Kpocnosuznou

Konounen Ge3BonieH CHITMIMEB THOKCH]
Marnesues cTeapar
MukpokpHcTanHa Lenyno3a

Hoxkpumue

Xwunpomenosza (E464)

Turanos quokcun (E171)

Maxkporon 4000/TIonuerunenrnukon (E1521)
Tank

6.2 HecbBMeCTHMOCTH

Henpunoxumo.

6.3 Cpok Ha rogHoct

2 rofauHH

6.4 CrneunajHH yCJIOBHS HA CbXPaHEHHE

> Mg .w’Alu OaucrepH.
JlekapcTBeHHAT nponylcT He H3HCKBA CTIeLHATHH TeMnepa1ypHH )/CJ]OBHSI Ha cexpaHenue. Jla ce
ChXpaHfABa B OPUrHHAJIHATA OIIAKOBKA, 3a A1a Ce Mpe/na3y OT CBETJIHHA W BJara.
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6.5 Bnau chaLpkanHe HA ONAKOBKATA

7 Tabnerku ca onaxopann 8 PVC/PVDC/Alu, PYC/PCTFE/Alu niu Alw/Alu 6anctepu. 4 6ancTepa ca
NOCTABEHM B KAPTOHEHA KyTH4, ¢ THCTOBKA 33 MAL[HEHTA,

10 TabneTku ca onaxoranu 8 PVC/PVDC/Alu, PVC/PCTFE/Alu anu Alu/Alu Grncrepn. 3 bnrcrepa ca
1IOCTaBEHH B KaPTOHECHA KYTHS, ¢ JTHCTOBKA 33 TAIAEHTA.

He BeiKH BHAOBE ONAKOBKH MOTAT Aa OLAaT nycHATH B npogaxoa.
6.6 CnoennaJHM Npeana3HA MepPKH NPH H3XBBLpJIAHe 1 paGoTa

Hama cieunansuy H3HCKBAHAA.,

7. TPHTEXATEJ HA PAZPEIIEHHETO 3A YIIOTPEBA

QAPMAKOHC AN

Byn. ,Ilefio K. figopos™ Ned4, eT.1
Codusn 1164

Briarapasa

8. HOMEP(A) HA PASPEIIIEHHETO 3A YIIOTPEBA

9. JATA HA ITBbPBO PA3PEINIABAHE/MTIOAHOBSABAHE HA PA3PEINEHUETO
3A YIIOTPEBA

10. JATA HA AKTYAJIM3UPAHE HA TEKCTA

05/2020
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