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Ko-Tupoton 10 mg/12,5 mg Tabnerku of cerenascsuessnnssrnsiveassneas

Ko-JlupotoH 20 mg /12,5 mg Tabnerku 6 -09- 201

1. HME HA JIEKAPCTBEHHA ITPOAYKT

Co-Diroton 10 mg/12,5 mg tablets
Co-Diroton 20 mg/12,5 mg tablets

2. KAYECTBEH H KOJIMYECTBEH CBCTAB

Ko-Zlupoton 10 mg/12.5 mg tabnerku:
Beska Tabnetka cvabspka 10 mg nusunonpun (lisinopril) (karo 10,88 mg nuanHonpun auxuapar) u
12,5 mg xunpoxnoporuasua (hydrochlorothiazide).

Ko-Jlupoton 20 mg/12.5 mg TaGueTku:
Besika Tabnerka ceappika 20 mg nusuHonpun (lisinopril) (kato 21,76 mg NU3HHONPWI AWXUAPAT) U
12,5 mg xuapoxnopotuasun (hydrochlorothiazide).

3a MBJIHMS CITHCBK Ha TIOMOILIHHUTE BELIECCTBA, BHXKTE TOYKa 6.1

3. JIEKAPCTBEHA ®OPMA

Tabnerka

Ko-/lupoton 10 mg/12.5 mg TabneTku:
Kpbriu, niocku, CBETJIO CHHH € OCKB/IHH OLBETABAHWA OT MO-TBMEH LBAT Tab/lIEeTKH, ¢ AHAMETHP OKONO 8
mm ¥ ckoceHH ppbose, ¢ rpaBupan Haanuc "C43" ot enHara cTpaHa.

Ko-luporon 20 mg/12.5 mg TabneTkh:
Kpbriu, MmIOCKH, CBETIO 3€J€HH C OCKB/HH OLIBETABAHUA OT MO-THbMEH LBAT TaONETKH, C JHAMETHP
okono 8 mm M ckocenH puboBe, ¢ rpaeupad Haanuc "C44" ot eqHara crpaHa.

4. KJIMHUWYHH JTAHHHA
4.1 TepaneBTHYHH MOKA3ZAHHS

Jleyenue Ha neka 1o YMEpeHa XHNEPTOHHSA MPH NMalUHEHTH, KOUTO Ca c'raﬁmuaupauu C OTACJHHTE aKTHBHH
BEIIECTBA, MTPpHJIaraHd B CBLIHATE NO3H.

4.2 J0o3HpoBKA H HAYHH HA MPHJIOKEHHE

£03HQOBK3

Ecenyuanna xunepmonus
KombunaumsaTa ¢ GHKCHpaHa 103a He € MoaXo/Asiua 3a HayaiHa Tepanus. PUKcHpaHaTa 103a
3amMeHH koMOHHauuaTa ot 10 mg unu 20 mg nu3nHONpHA | 12,5 Mg XHAPOXIOPOTHA3H]
TIPH KOHUTO € MOCTHIrHATO CTaOUIM3HpaHe C OTAENHHTE aKTHBHHU BELIECTBA, JABAHH B C
OT/IE/IHH JIEKAPCTBEHH MPOAYKTH.

O6uuaiinaTa n03a e eqHa Tabnerka, MpUeMaHa BeAHBXK JHeBHO. Kato BCHYKM npon
aneBHo, Ko-JlupoToH Tpa6ea na ce npueMa npubIIH3HTENTHO 10 €HO | CHILO BpEME B



Io IPHHLKIL, aKO XKETAHHAT TePANEBTHHEH e(heKT He Ce JOCTHTHE B MepHOZ OT 2 10 4 CEIMHUM TIPH ToBa
HHBO Ha [103aTa, A03aTa MOxe aa ObAe MOBMIIEHA Ha ABe TaONeTKH, NPHEMaRH BEHEXK THCBHO.

Bwlipeuro yepescoane

THaznauTe MOXKE [a HE ca MOAXONALIH AHYPETHLH 3a YoTpeda npH MalHeHTH ¢ OBOpeyHH YBpPeKAaHHA H
ca Hee(peKTHBHH MPH CTOMHOCTH HA KPEATHHHHOBUA KNHPBHC 30 ml/min Wi no-HKCKkE (T.e. yMepena Wik
Texka OBOpeuHa HeIOCTATHUHOCT).

Ko-JiupoTon ke Tpabpa Aa ce ynoTpe0sra KaTo Hadajlia Tepanua Tipu naupeHTH ¢ 66peuna HeAOCTaTEHHOCT.

TIpy nauyenTy ¢ KpeaTHHHHOB KiHpbHE >30 u <80 mL/min), Ko-fHpoToH Moxe Na ce H3noi3sa, HO CamMo
CJIE7 TATPHpaHe Ha OTAE/THATE KOMIIOHeHTH. [Ipenopsyuranata 1033 NM3MHONPIIL, KOraTo C& U3MION3RA
CAMOCTOSTE/IHO IPH Jeka 6s6peuna HenoCTaTbYHOCT, € 5 Ao 10 mg.

Ipedxoocdamya mepanus ¢ Ouypemuyu

Cren npunaradeTo Ha HavanHaTa osa Ko-[JupoTon Moske 1a HACTENH CHMNTOMATHYHA XHIIOTOHHA; TOBA €
T10-XAPAKTEPHO 3a IAUMEHTH, MPH KOHTO KM HAMANEHUE HA BOJHO-E/ICKTPOIMTHEA GaNlaHC KaTo pesynrar
OT NPEAMILHO Nlederye ¢ AnypeTuii. JIsueHueTo ¢ IMypeTHUK Tpbsa fa ce npexpaty 2-3 Any Npenu
HayanoTo Ha eveHueTo ¢ Ko-J[upoTod. AKO ToBa HE € BBEIMOXKHO, JIEUEHHeTO TpAOBa Aa ce 3ano4He caMo ¢
JU3HHOTIPHI - § mg n03a.

Cmapuecxa ev3pacm
He ce Hajlara KOpeKusA Ha 103aT1a TPH MaLHEHTH B CTAPYECKa Bb3pacT.

TIpH KIHHUYHY H3NHTBAHEA SPHKACHOCTTA H TOHOCHMOCTTA Ha JIM3HHOMPHII H XHAPOXIOPOTHASHA,
npuIaraiy eJHOBPEMEHHO, ca Mofo0HH W NPH NO-BB3PACTHH, U [TPH NO-MIIaIH MAUHCHTH ¢ XHICPTOHHA.

B rpauuumTe Ha Jo3zara 20-80 mg nH3uHONPHN ¢ ePEKTHBEH B €AHAKBA CTeneH NPH NALMEeHTH B CTapYecKa
BB3pacT (Ha 65 roJMHN WIH NOBEYE) U NPH NO-MIAAH NALMSHTH ¢ XHITIEPTOHHA, MOHOTEPANHATA ¢
JIM3HHOIPHII & TONKOBA e(beKTHBHa IpH HAMATABAHS HA JTHACTOJIHYHOTO KPBBHO HAJNATAHE, KOJIKOTO H
MOHOTEPANHATA ¢ XHAPOXJIOPOTHA3H HITH C aTeHONON. B KITHHHYHH H3TTHTBAHHA € YCTAHOBEHO, 1e
Bb3pacTTa He OKa3Ba BJIMSAHHE BLPXY NOHOCHMOCTTA Ha JIW3HHOIDH.

lleduampuyuna nonyaayua
Be30onacHOCTTa H ehUKaCHOCTTA MPH JELA HE & YCTAHOBEHA.

Hayuy Ha npHioKedne
3a nepopanHo NpHAOKEHHE,

4.3 TlpoTHBONOKA3AHHA

- CBpBXYYBCTBHTENHOCT KbM AKTHBHUTE BELIECTBA MM KBM HAKOE OT AOMOILHHTE BELIECTRA,
m0poeHH B Touka 6.1.

- CBpPBXHMYBCTBUTETHOCT KBM APy MHEXHOMTOP HA 8HIHOTEH3MH-KOHBEPTHpalus eH3uM (ACE).

- CBpEXMYBCTBUTEIHOCT KbM HAKAKBH CY/IQPOHAMHUA-TIPOH3BOIHH.

- ARaMHeza 33 auTHOSAeM, CBbP3aH ¢ npeaxoxaaiia tepanus ¢ ACE uaxuburop.

- HacnencTeeH BK HAMONATHYEH AHTHOSAEM.

- BropH H Tperu TPHMECTEPH Ha OpeMeHHOCTTA (BK. TOYKH 4.4 1 4.6).

- Texka GrOpeUHa HEZOCTATHYHOCT (KPEATHHHHOB KNupbHe <30 mL/min).

- AnypHs.

- Texxko HepHOAPOGHO yBpeXIaHe.

- EnHorpemennaTa ynotpeba Ha Ko-JIMpoToH ¢ anHCKHpeH-ChABPIKALLE
NPOTHBONIOKA3aHA MPH NALMEHTH Che 3axapeH auaber unu GOpeuro y
mL/min/1,73 m?) (Bx. Toukn 4.5 4 5.1)




- CobereTBaa ynoTpefa np Tepanud ¢be cakyOurprn/sancaprad. Llunasanpin He Tpabea na ce

3ano4sa No-paHo oT 36 4aca Cliel nocaeHATa 1034 CaKyOUTpHA/BasicapTal (BK. Cbo TOUKH 4.4
4.5).

4.4 Creuna/THH TIPeAYNpe:kAeHHA H NPEARaIHA MepKH npH ynorpeda

CuMnmoMamuiHa XUnoOmonus

CHMITOMATHYHA XHMIIOTOHHA Ce HabIioaaea PAIKO MPH NAUMEHTH ¢ HEYC/IOXKHEHA XHIIEPTOHHS, HO € N0-
BEPOATHO f1a ce HaB/II01aBa aKo MALMEHTUTE Ca ChC 3ary5a Ha TeYHOCTH, HAMp. BCISACTBHE HA AMYPETUYHA
Tepanus, (HeTa ¢ OrpaHHYEeHUE HA CONTA, IHANK3E, TUAPHA WIH NOBPBLIAHE HIIM TEXHKKA PEHHH-3aBHCHMA
xunepToHHa (k. Toukw 4.5 u 4.8). Ipn TakiBa nauHeHTH CEPYMHHTE eJIEKTPONHTH TpabBa na ce
ORpeseNaT PeAOBHO, Ha MOAXOAAWH WHTepsand. [IpU MalMEeHTH ¢ OBUIISH PHCK OT Pa3BUTHE Ha
CHMITOMATHYHA XWMOTOHHS, HAYAIOTO Ha TEPANHATA W KOPHTHPAHETO Ha J03aTa, TpabBa na ce
H3BBLPLIBAT BHHMATENHO MO MeHUHMHCKO HabmozeHHe. OcobeHo BHUMAHHE C¢ M3MCKBA MPH TIALUEHTH C
HCXeMu4Ha BOIecT Ha CHPLETO WAH MO3BYHO-CLIORA OONECT, THil KaTO PAZKOTO ¢IaaaHe HA KPBBHOTO
HANATAHE MOKE Ja N0Befe A0 UH(APKT HA MHOKApJa WIH MOIBYHO-CBAOB HHLMACHT.

AKO ce MOSBH XHIOTOHUA, MALHEHTHT TpAOBA na ObJIE NOCTABEH B JIETHANIO MTOJNOXKEHHE H, 8KO €
HeoBX0IMMO, /1 Ce HAMPABH MHTPABEHO3HO BIMBAHE HA HOpManeH (pu3HonorsyueHu pastsop. IlpexoaHa
XMIOTOHHYHA PEAKLMA HE € TIPOTHBONOKAZaHHE 38 [0-HATATBLLIHO TIPHIOKeHHe. CNe KaTo ¢e Bb3CTaAHOBAT
eeKTHBHUAT KPBBEeH 00eM H HANATaHE € BE3MOJKHO TIOBTOPHO 3aM04BaHe HA TEPAITHATA C HAMANEHA 1034,
CBUIO € Bb3MOXKHO HAKOH OT KOMIIOHEHTHTE 2 C€ H3MO0N3BA CaMOCTOATENHO.

[Tpu HAKOM NALIMEHTH CbC CBPASYHA HEAOCTATEYHOCT, KOUTO HMAT HOPMAJTHO HIIH HUCKO apTePHATHO HajlAraHe
MOXe 1a ce HabmonaBa AOITBAHHTENHO TOHHKaBaHe HA CHCTEMHOTO aPTEPHA/IHO HANATAHE ¢ TH3HHOMPHL.
Tosu edext e oUaKBaH # OGHKHOBEHO HE € IPHHMHA 32 MPEKPATABAHE HA NEYEHHETO. AKO XMIIOTOHHATA CTaHe
CHMITTOMATHYHA MOXE J1a C¢ HAJIOXKH IOHIKaBaHe Ha I03aTd WIH NIPEKPATABAHE Ha IEYEHHETO € JIH3MHONIPHA-
XHPOXJIOPOTHA3HI.

Cmeno3za Ha aopmuama ¥ MUMPAaRAMa KIana/Xunepmpogusna KapouoMuonamus

Kaxro u apyrute ACE HHxHOUTOPH, MH3HHOINPH TpA6Ba Aa C€ MPUAAra ¢ NOBHLIEHO BHHMAaHye MPH NalMeHTH
ChC CTEHO3a HA MUTpPAIHATA KJIana K OOCTPYKLMA Ha H3XOJALLMA KPBBEH MOTOK OT NABaTa KAMepa, KaTo aDpTHa
CTEHO3a WIH XUMepTpOGHIHA KAPAHOMHOTIATHA.

Hsoiina 6rokada na penun-aHzuomen3un-aadocmeponosama cucmema (PAAC)

Hma paunu, ye ennoppemennara ynorpeba Ha ACE unxuGurop, aHrHoTensuH Il-peuentophu 6nokepu wiu
AHCKHpeH NOBHLIARA PHCKA OT XHNOTOHMs, XHIepKaTHeMHA H HamanaBaHe Ha Ob0peyHaTa dyHKUMA
(BxmrounTenHo octpa 6B0peuda HeaocTaThuHoCT), [Topanu ToBa He ce npenopnyBa ABoHHO OIOKHpaHe Ha
PAAC upes komGuuupanara ynorpefa Ha ACE uaxnburopu, aHruoteHsuH Il-petentopHu GnokepH Hin
anucKkmped (B, Touku 4.5 ¥ 5.1).

AKO ce NPeLICHH, Ye TepanuaTa ¢ JpoiHo 61okupane e abconioTHo HeoOxoaHMa, ToBa TPAOBA 1a CTaBa caMo
1o HaBJIFOACHHETO HA CRELHAIHCT H [TpH YeCTO BHHMATEIHO MOHHTOpHpate Ha O6b0pednara dyHKkIug,
€7IeKTPOJIHTHTE M KPBBHOTO HAJlAraHe.

ACE uuxuGHropu ¢ aHrHorensHu [I-peuentopay 6nokepy He TpsGea aa ce H3MOM3BaT ¢JHOBPEMEHHO NPH
nauuenTy ¢ auabertha sedponaTs.

Buvbpeuno yapesicoane
TuasuouTe Moxe 1a HE Ca NOAXOAAM 32 YI10Tpeba AUy PETHIIH NpU NaupeHTH ¢ 6u0peyHo YBpeKaane U ca
HeedeKTHBHE IIPH CTOHHOCTH Ha KPeaTUHMHOBHA kHpeHe 30 mL/min Wiy no-mManxo B

yMepeHa Wiy Texka 6popeuna HefoCTaATEHHOCT).




JIM3MHONPUA/XAOPOXAOPOTHASHA He TpaOsa Ja ce TpHIara npy nauideHTH ¢ 6s0peuHa HenoCTaTEHHOCT
(KpEaTHHHHOB KTHPBHE MO-MANKO MK PaBHO Ha <§0 mL/min), 10KaTO THTPHPAHETO HA OTACNHHTE
KOMIIOHEHTH He MOKAKe HYX/A OT J03HTE, HANM4HH B koMOUHHpaHaTa Tabnerxa.

Tpy nayMeHTH CBC CHPASYHA HEOCTATBYHOCT, XUMOTOHHA, Habioaapala ce ¢/1e/l 3a0YBaHe Ha JIEUCHHETO
¢ ACE-uHxubuTopu MoXe [1a J0BeAe A0 MO-HATATHIMHOTO BIoIIapaHe Ha OpOpeyHaTa QyHkuma. B takuea
cyqan UMa chobLieHus 32 ocTpa GpdpeyHa HeloCTATHYHOCT, OOHKHOBEHO o0paTHMa.

TlpH HAKOH NAaUMeHTH ¢ JABYCTPaHHa CTeHO3a Ha OhOpeyHaTa apTepus MIH Che CTEHO3a Ha apTepHaTa KbM
eanHcTBeH GOpeK, KOUTO ca OWITH JICKYBaHN ¢ HHXHOHTODH Ha aHTHOTEH3MH-KOHBEPTHPALLMA SH3HM, ca
HabMoNABaHH IOBMIIEHHE HA KPBBHATA YpesA H CepyMHHS KpeaTHHHH, 00MKHOBEHO 06paTHMu MpH
peKbcBaHe Ha TepanuiTa. Tosa e 0co0EHO BEPOATHO NpPH NauHeHTH ¢ 610peyHa HeA0CTATEYHOCT. AKO
ChIIO TaKd € HaJIULE H 6’56[)6‘11—100'5,&013& XHOEPTOHWA, CHILECTRYBA NOBHIICH PHCK OT TEWKKA XHNOTOHUE K
6uGpeyHa HegocTaTh4HOCT. [IpH TakKMBa NAlUEHTH, TeyenreTo TPAOBA Ja ce NpoBexaa Noa
HETIOCPEACTBEHO MEAUMLIMHCKO HaGIIIOIEHHE ¢ HHCKH 1034 ¥ BHHMATENHO THTPHPaHe Ha Ao3ata. Thi
KATO JleHeHHETo C IHYPETHIIA Moxke Aa e GakTop, KOHTo JoNpHHACA 3a ropecnomeHaToTo, H16peynara
¢yHkuns Tpabea Na ce HabarONABa MO BpeMe HA TTBPBHTE HAKOJIKO CEIMHIUH Ha IEUSHHETO ©
JTH3HHOTIPHII/XMAPOXIOPOTHASH,.

IIpu HAKOM MaLWeHTH ¢ XMrepToHHs, Gez usfABeHo npeau ToBa OpGpedno 3abongpane, ce pa3BuBa
0BHKHOBEHO HE3HAYMTENHO H MPEXOAHO MOBHIIABAHE HA KPBBHATA YPes H CePYMHHA KPEATHHHH, KOraTo
AM3HHOMPHIT Ce NPHUIIAra 3aeqHO € JHYPETHK.

ToBa € IO-BEPOSTHO A3 CE TIOABH NPH AaUKEHTH ¢ nipeawecTsamo 6x6peuHo yepexxane. Heobxonumo ¢
[OHIKABAHE HA J03aTa H/HIH NPEKpaTABAHE HA JICUSHHETO © AMYPETHKA W/ UK TH3HHOMpPHMIL.

Hpeou revenue c dwypermux

TepanusaTa ¢ AMYPETHLH TpAOBa Ja GbAe NpeyCTAHOBEHA 2-3 /HH NPEH 3aM04BAHe HA NIEHSHHUETO ¢
MH3MHONIPHI/XHAPOXJIOPOTHAZKA. AKO TOBA HE € BE3MOXKHO, IEYEHHETO TpabBa fa 3anouHe camo ¢ TH3HHONPHA
B 11033 OT 5 mg.

Bvbpeuna mpanchaarmaytil
He TpsGBa ia ce HINON3Ba, Thil KATO HAMA OMUT ¢ MALHEHTH, IPX KOWTO HACKOPO € TpaucnnanTHpan Guopex.

Anadunaxmoudnu peaxyuu npu nayueHny Ra XemMoouanusa

Yrnotpebara Ha TM3HHONPHI/XHAPOXIOPOTHA3HA HE € [IOKA3aHA MPH NTALHEHTH, KOHTO C€ HYKAAAT OT
aHaauza nopagk OEOpedHa HEAOCTATEUHOCT.

AHabHNAKTOWAHH peaklHK ca HaGmoaaBaHH NpU NALMEHTH, IPOBEXKAAUH XEMOAHAN3a (Hanp. ¢
BMCOKO nponyckinBu MemOpaHi AN 69) 1 no BpeMe Ha IMNIONPOTEHHOBA aepesa ¢ HHCKA ITHTHOCT
(LDL) ¢ nexctpaH cyndar u nekyeanu enrospemeHHO ¢ ACE-unxudurop. ITpy Takusa nannenTn Tpabea na
ce 00CchIH H3MOM3BAHETO HA APYT BUA AHATH3HH MeMOpaHd WITH HA JPYT KJIaC aHTHXHIEPTSH3HBHH
CPEACTBA.

Anagunarxmoudrnu peaxyuu, cavbp3anu ¢ nunonpomeunosa agepesa ¢ vucka navmuocm (LDL)

B penxu ¢yuaH nauueHTH, ekyBadd ¢ ACE HHXHGHTOPH, OTyYaBaT XUBOTO3aCTPAIUABAIIH AHAQHAAKTHYHH
pEaxIu Mo BpeMe Ha JIMITONIPOTEeHHOBA adepesa ¢ Hutcka rwisTHoeT (LDL) ¢ nekctpau cyndar. Tesu peaxuun
MOraT fa ¢¢ u30eruar 4pe3 BpeMeHHo NpexbeBane Ha Tepanuata ¢ ACE unxuOuTopH nipeau seaka adepesa.

Yeproopobro 3aboraeane
TuaznguurTe guypeTHUH Tpadsa Ja ce TIPHNAraT ¢ MOBHLIEHO BHUMAHHE NIPH NALHEHTK
yepHoapobHa GyHKUMA WiH nporpecHpaiio YepHoapobHo 3abossBane, ThH KaTo M /4
BOAHO-EMEKTPOMTHHA SaNance MOTaT 1a IOBEeAaT A0 XETaTaiHa koMma (BXK. Touka 4
MHXHOHTOPHTE C& CBEP3BAT CHC CHHAPOM, KOHTO 3aMnouBa ¢ XONECTaTHYHA K BITEH
TIporpecHpa 1o BHe3anHo M Opp3opasBHBaLIA C& HEKPO3a W (noHaAkora) cMbpT. Mexg
CHHIPOM He € W3ACHEH. [IpH naLHeHTHTe, KOMTO NpHEMaT JIM3HHONPH/L/ XHAPOXIOp




Pa3BHBAT JKBITEHHLIA HIH H3Pa3eHO MOBMLIABAHE HA YEPHOAPOGHHTE EHIHMH,
NH3HHOTIPHI/XHAPOXJIOPOTHA3UA TPAOBA 14 ce CTipe H 1a C& MPOBeAe NOAXOAALIO0 MeIMIIHHCKO
npocnensBaHe.

Xupypzus/anecme3us

ITo BpeMe Ha roleMH XHPYPrHYHH HHTEPBCHUMH HITH IO BPEME Ha aHeCTe3Ksd C JICKapCTBa, KOKTO
NpeAM3BUKBAT XMIIOTOHHS, IM3UHONIPI Moxe Aa G10KUpa BTOPHYHOTO 00pasyBaHe Ha aHruoTeH3HH 11 B
OTTOBOP Ha KOMIIEHCATOPHOTO 0cB0GOKAaBAHE Ha PEHHH. XHIIOTOHHS, 32 KOATO C& CUHTa, Ye €
HACTBIIH/IA IO TO3H MEXAHHIBM, MOXKeE Ja C& KOPUTHpa ¢ yBean4apane Ha obeMa,

Memaboaumnu u eHOOKPUHHY PeaKyuy

Tepanuara ¢ ACE-WHXHOHTOPH W THAMIM MOsKe 12 HAPYLIH INIIOKO3HMS TojepaHe. Moxke na e veobxoauma
KCPEKIHA Ha 03aTa Ha aHTHJlHaGETHHTe JICKapCTBRa, BKNIYHTCOITHO H Ha HHCYJIHHA. l'IpH NauxueHTH C
nuaber, IEKYBAHH ¢ NTEPOpaTHH aHOUAWAOETHH CPECTBA HIH HHCYJIHH, HHBATA HA KPBBHATA 3aXap No EpeMe
Ha TbpBHA Mecen oT nederueTo ¢ ACE-uaxuburop Tpa6ba Ja 6bIaT MOHHTOPHPAaHH BHHMATEIHO.

Ilo BpemMe Ha TEpANuATa ¢ THA3HIHN MOXKE A C€ NIPOABH JIATCHTEH 3aXapeH nuaber.

[loBMIIaBaHETO HA HHBATA HA XOJIECTEPONA H TPUTITHLEPHIHNTE MOXKE A e CBbPKe C IHYPSTHUHATA TEParHs
C THA3HIOH.

TepanuATa ¢ THA3MAM MOXKE 12 3aCHITH XHIIEPYPHKEMUATA /MK TTOJarpara IpH HAKOW NALMEHTH. BBIIpekH
TOBA, TH3HHOMPHIT MOXKE J2 YBEJIHUM NHKOYHATA KHCENUHA B YPUHATA H 110 TO3H HaYHH MOXE JIa HaMaH
XUnepypHKkeMHUuHAs edeKT Ha XHIPOXJIOPOTHASHA.

Enexmponumen ducbananc

KakTo npu BCHYKK MALMEHTH MOTYYaBaLH AHyPeTHUHA Tepanis, Taka U Tyk TpaOsa 1a ce nposexia
[EPHOAHYEH KOHTPOJ HA CEPYMHHTE €NIEKTPOJIMTH Ha MOIXO/AIIH HHTEPBAITH.

THasuaKTe, BRIIFOUUTENHO XHAPOXIOPOTHA3KI, MOTAT Ad NPEM3BHKAT BOISH HIH eNEKTPOIMTEH auchananc
(xunokanueMus, XHNOHATPHEMHAS H XHII0XI0peMHYHA ankanosa), Ilpeaynpexnasainy NpU3HaLM Ha BOAHHA
WIH eeKTPONIMTeH AHclanaHc ca CyXoTa B yCTaTa, XKaxaa, ciabocT, eTaprud, ChHIHBOCT, MYCKYTTHH 50IKkH
HIIH KpaMIl¥, MYCKYTIHA YMOpa, XHIIOTEH3 U, OJTMTYPUs, TAXMKAPAHA H racTpO-HHTECTHHAIHH HAPYLUISHHA, KATO
rafeHe wnu noepriuade. [Ipu ropemo ppeme mMoxe 1a ce HaOMOOaBa JIUTYLIHOHHA XUITOHATPHEMHSA MTPH
[AUHEHTH ¢ OTOLH. XJIOPHHUAT Ae(HLMT KaTo LIANO € YMEpeH M He € HeoOXxoaumo Jiedenue. JloxkasaHo e, ue
THa3MUTE IOBHILABAT MarHEe3HEBATA eKCKpeLys npes 6p0penure, KoeTo MOXKE 1a IOBEAE 10
XHITOMATHE3HEMHMS.

Thasnauure JHYPETHHLM MOTAT [a MOHKAT YPHHHATA KAaJILHMEBa EKCKPELMA H a MPEU3BHKAT NEPHOHYHO H
cn1aGo NOBMINABAHE HA CEPYMHHSA KANMMHA. 3HAYHTEHATA XMNEPKAILMEMHA MOKE 1A € JOKA3ATENICTBO 34 CKPHT

XunepnapaTHpeonanssM. IIpenn v3cnenpate Ha GyHKUHMATA Ha TAPATHPEOUHUTE JJIIE3H, MPHEMBT Ha THA3WAH
Tpabsa fa 6wae NpeycTaHOBEH.

Xunepranuemusn
ACE nAxHOHTOpHTE MOTaT 3 NPCOM3BUKAT XHACPKAMMEMHA, ThH KaTo HRXUOHPAT 0cBo0OXKIaBaHETO Ha
anpoctepoH. EdexrsT 0OMKHOBEHO HE € 3HaYMTeNEeH PH Nal{eHTH ¢ HopManHa Ox6peuna gyHkuma. OGave
I1IpH NaUHEHTH ¢ HapylneHa On0peuHa QyHKLHA, 3aXapeH qHa0eT WHITH NpH MalUeHTH, MPHEMaill XpaHHTeHH
NHOBABKH, CHIBPAKATIN KaTHii (BKTIOUHMTENHO 38MECTHTE/H HA CONTA), KANMHH-CBXpaHABALLH JHYPETHLY, , HWTH
TAKUBA MALMEHTH, KOUTO ynoTpefaBaT Apyry AeKapCTBa, CBEP3aHU ¢ NOBUINABAHE HA CEPYMHHA Kanuii (Hanp.
XEMapHH, TPMMETONPHM WIIH KOMOMHALIMSTa TPHMETONPHM/CYI(PaMETOKCA30 H3BECTHA CBLIO KATO KO-
TPUMOKCE20M} H 0CO0EHO AHTArCHMCTH HA ANA0CTEPOHA MK AHMMOTEH3HH-PELIENTOPHU )

OporerH oKe

Huabemuyu



Tlpu nuabeTyiy, KOUTO MPOBEXAAT JISYEHHE C NEPOPANHH aHTHAHabeTHH cpeacTBa WITH HHCYNHH, TpA0Ba aa ce
OCBLUECTBABA PEIOBEH MNMKEMHYEH KOHTPO 10 BpeME Ha BPBHA Mecell oT jedeHueTo ¢ ACE-unxuGurop (8.
TouKa 4.5),

Capuxuyscmsumeniocny/anzuoedem

- ACE-uaxHGuTopH
Tipu nauueHTH, NeKyBaHn ¢ MHXHOUTOPH HA AaHTHOTEH3HH-KOHBEPTHPAILHS H3HM, B TOBA YHCIIO K
JH3MHONpPUA ca chOOLIABAHY AHTHOENEM HA AMLETO, KpaHHULMTE, YCTHHTE, €3HKa, [JIOTHCA H/HIH
NapHHKCA, KOMTO He ca 4ecTH. ToBa MOJKe /14 Ce CIy4M MO BCAKO BpeMe Ha nevueHHeTo. B Taknea
CJEY4aH, JIEYSHUETO C JIM3HHOTIPHA C& IPeyCTan0BABA BEQHAra U CE TpEINpHeMa NOIXoNAII0 NeYeHHE
¥ HabmoeHHe, 3a Ja ce OCHTYPH MBJTHO OT3BYYaBAHE HA CHMATOMHTE, TIPEM [a Ce M3IHIIe
panueHTET. JJopH H B CAyYaK Ha OrpaHHYeH OTOK CaMo Ha e3HKa, Ge3 pecrnipaTopeH AHCTPEC, MOXE
i@ e HeoOXoAMMO NIPOABIDKHATENHO HabnoaeHHe Ha NAUMeHTHTE, TbH KaTo JIeYEHNETO &
AHTHXMCTAMHHH H KOPTHKOCTEPOHIH MOXKE Ja HE € J0CTaThHHO.

Muoro paako ¢e cpoliiasa 3a GaTaneH UKo, NOPasK AHTHOSASM, CBBP3aH C OTOK Ha JIaPHHKCA WK
e3HKa. [IalMeHTH, IPH KOHTO Ca 3a3CETHATH €3HKA, ITOTHCA MM TaPHHKCA,€ Bb3MOXKHO J1a BB3HUKHE
oGCTpyKIHA Ha AHXATETHUTE MBTHINA, OCOGEHO NPH TE3H ¢ aHAMHE3a 3a OTIepallis Ha IUXATE/THHTE
nbTHA. [Tpy Takara cnyuan Tpabsa fa ce nposede HezabarHo cneliiHa Tepamua. Tora BKMOYBA
OpHNAaraHe Ha aJpeHanvH W/UTH TOAAbpXKaHe Ha MPOXOAMMOCTTA Ha AHXATEIHHTE IMETHINE Ha
nauuenTa. [laiweHThT TpabBa na Oble noa BHUMATETHO MEOHLIMHCKO HabIIOJEHKE N0 MBIIHO K
TpaifHO HIUC3BAHE HA CUMITTOMUTE,

HExHOHTOpHTE Ha AHTHOTEHAHH-KOHBEPTHPAILIHS €H3HH [PEeIH3BUKBAT aHTHOEAEM C NI0-BHCOKA
YeCTOTAa NPH YSePHOKOKH MALMEHTH, OTKONKOTO MPH NALHEHTH, KOUTO HC Ca YEPDHOKOWIH.

Tpu nauweHTH ¢ aHAMHEe3a 32 aHTHOedeM, HecBbp3aH ¢ Tepanua ¢ ACE-uHXHOHTOpPH, MOXKe 12 HMa
YBEJIHYEH PHCK OT aHTHOeleM, AokaTo npueMar ACE-uuxubrTOp (BaK. Touka 4.3).

Cenprersamara ynorpefa Ha ACE nHxWOWTOpH cbe cakyOUTPHN/BaTcapTaH € MPOTHBOIOKA3AHA,
Thi KaTo TOBa NOBHILNABA PHCKA OT aHrHoeneM. Jleuenue cbe CakyOHTpHI/BacapTaH He TpAGBa Aa ce
3aro4Ba ro-paHo oT 36 yaca cien noclteaHaTa Joza TH3MHONPHI. JleueHHe ¢ NH3HHOMpPHUN He Tpabea
Jia ce 3aTo4uBa Nno-paHo oT 36 yaca cleq mocaenHaTa Ao3a cakyOuTpun/Bancapran (Bx. TOUkH 4.3 H
4.5).

ConorerBamara ynorpeba Ha ACE uExuGutopu ¢ patlexanorpwi, mTOR unxuOutopn (Hamp.
CHPOJTHMYC, €BEPONIAMYC, TEM3HPOIHMYC) H BUITIALHIITHH MOXKE Ja JOBEIE /IO MOBHIOEH PHCK OT
aHrHoeaem (Hamp. OTOK Ha HMXATEJHHTE IIBTHILA HiIH €3WKa, ¢b¢ Wi Oe3 HapyllleHHe Ha JHIIAHETO)
(8K, TouKa 4.5).

HeobxoauMo ¢ ga e MOAXOIH ¢ TOBHLIEHO BHHMAHHE, KOTaTO CE 3aIQ4Ba JIEUSHHE C PaLEeKaaCTPHIL,
mTOR uHxuOGMTOPH H BUIJArIMITHH NPH NauMeHT, KOHTO Beye npuema ACE vHxubuTop.

- Tuazpan
TIpu naumedTH, KOUTO MIPHEMAT THA3UIH, MOTAT Aa C€ MOABST PEAKLIHH Ha CBPBXUYYBCTEHTEIHOCT CHC
unn Oe3 aHaMHe3a 3a aneprus ¥ 6poHxuanna actMa. [Ipu ymoTpeQa Ha THasuaM ce crobLiaea 3a
o0ocTpsiHEe WITH aKTHBHPAHE Ha CHCTEMEH JIYITYC EpHTEMAaTo3yYC.

Hecensubunuzayun
[ManuerTy, monyyasawn ACE uuxuOuTopH no peMe Ha geceH3uOMMM3KMpaina Tepanua (Hanp. hymenoptera
VENOom} MOTaT Ja Moiy4aT aHaduIaKTORAHH peakiuu. [Ipy chiiHTe NalHeHTH TE3H peaKi]

HenpeaJHaMepeHO MOAHOBABAHE HA NEYCHHETO.

Hemenanomen PAK HA Kooweama



H cKBaMo3HOKIeTb4eH kapuusHoM (CKK)] npu HapacTBalua eKCrO3HLMA Ha KyMyJIaTHBHA 1032
xuapoxsopoTHazua (XXT3). GoroceHcubunusnpamute ebekru Ha XXT3 Morar aa meiicTear kato
BEpOATEH MEXaHH3IBM 3a pa3siTHe Ha HMPK.

MatmeHTHTe, MpHeMany XX T3, Tpabea Ja 6vaaT HHPOpMHpaHH 32 pucka oTr HMPK u chBeTBaHH peaoBHO
Ja NpoBEPABAT KOXKATA CH 33 HOBM J1€3HMH W He3abaBHo aa cb001uaBaT MpH MoABa Ha NOAO3PUTENHN KOXKHH
ne3vd. Ha natpenTHTe TpsabBa Oa ce Npenopbyuar Bh3MOMKHK MPEBAHTHBHM MEPKH, KATO OrpaRuueHo
M3N4raHe Ha CTbHYEBA CBETIHHA H YATPABHOIETOBH JTBYH, & B CJY4AH Ha eKCIIO3HLIMA, NOAXOAALIA 3AIUHTa,
3a /1a ce CBeJe 10 MHHHMYM PHCKBT OT paKk Ha KoxaTa. I10/03pHTeIHUTE KOXKHHE N¢3HH Tpabea na 6paar
NOANOXKEHH Ha He3a0aBHO H3CNENBAHE, TOTSHIWANHO BKITOUMBALILO XMCTONOTHMHM H3CAEIBAHNA Ha
GuoncyHunn Matepuans. [Ipepasrnexnane va ynotpebara na XX T3 MOKe Ja ce HaJIOXKH H NIPH TIALMEHTH,
KouTO ca uManH npenxogeH HMPK (Bxk. cnino Touka 4.8).

Heymponenus/Aepauynoyumosa

HeyTponenus/arpaHyOUHMTO3d, TPOMOOLMTONEHNA M AaHEMHS €A NOK1aABAHH TPH NALIHEHTH, JICKYBaHH ¢
ACE naxubuTopu. ITpy mauHeHTH ¢ HopManHa Ob0pedHa QyHKOHA H JIMIca Ha APYTH YTEKHABALLK
(dakropu, HeyTponeHuUs ce Habmonasa pagko. HeyTponennara 1 arpaHyouMTosara ca 06paTuMH cien
npekparasaHe npueMa Ha ACE unxuOuropa. Jlu3nHonpun Tpabea fa ce 3AO0A38a ¢ MHOTO FONAMO
BHMMAHME [IPH NALKHEHTH ChC CHIOBH KOMAreHO3H, HMYHOCYNPECHBHA Teparlks, IeYeHHe ¢ ATOIYPHHON K
NPOKAHHAMMI HIH KOMOHHAUNA OT TE3H YTeKHABaLIM (akTOpH, 0cODEHO NPH HATHYHE HA HapyLIeHA
Grlpeuna GyHknpua. HAkon oT Te3u NauKeHTy pazBMBaT CepHO3HY HHPEKIINH, KOWTO He Ce TIOAaBaT Ha
WHTEH3HBHA aHTHOHOTHYHA Tepanui. AKO JIM3HHONPH Ce pHIara Py TAKMBE [IALIHEHTH, PENOPLIHTENSH
€ MIEPHOAMYEH KOHTPOJ HA EBKOUMTHTE, KATO MALMEHTHTE Ce HHCTPYKTHPAT Ja chOOLIABAT 32 NpH3HALH Ha
undexHi.

Paca
UepHOKOXKHTE ITALIMEHTH Ca ¢ MIOBHILIEH PHCK OT pa3BUTHE Ha aHruoeaeM npH neyene ¢ ACE-HExubHTOpH B
CpaBHEHHE ¢ HEUEPHOKOKHTE NTaLHEHTH.

Kakto u apyrutre ACE-uHxuOHTOpH, NTH3MHOTIPHI MOKE & € NO-MalKO eeKTHBEH MpPH MIOHHXKaBaHe Ha
KPBBHOTO HANIATAHE MPH YepHOKOXH NALIHEHTH, OTKOJIKOTO NPH HEYEPHOKOMH MALHEHTH, KOETO BEPOATHO C&
ABIDKK HA MO-TOAMATE HECTOTA Ha PasfpoCTPaHeHHe Ha HUCKO PEHHHOBO HUBO NPH USPHOKOKHTE
XMIEPTOHHIH.

Kaunuya

HMa chofeHns 3a KallTkua, Cebp3ana ¢ nedeHneto ¢ ACE-nnxuburopu, XapakTepHo 33 KaWnyuara e, ue
TA € HEMPOAYKTHBHA, MPOIB/DKUTENHA H H3YE3Ba C/1e] NpeyCTaHOBABaHe Ha JedueHHeTo. Munyuypanata ot
ACE-uuxubutop kauniHia, Tpadea Ia ¢ce ©Ma B IpedBHA NP AubepeHInanHaTa AHATHO3A HA KallHMIATa.

Jumuii
OGukHoBeHo KoMOHHAaUMATA Ha ACE-HRxu0uTOpY W NUTHI He € NpenoppInTe/Ha (BX. TOYKa 4.5).

Aumu-Oonunz mecm

XuapoxsopoTHa3HL, KOHTO ce ChABPIKA B TOBA IEKAPCTBO MOXKE Ja JAaJI€ MO3UTHBEH PE3YNITAT NPH
NpOBEXIaHE HA aHTH-IOMUHT TECT.

bpemennocm
He rpabea na ce 3anousa ynorpeGaTta na ACE-uaxubuTOopH No Bpeme Ha 6peMeHHOCT. OcBeH ako
HempexbeHaTaTa Tepanus ¢ ACE-nHXHOHTOPH He c& CUMTa 33 M3KTIOYHTENHO BXKHA, TIALHEHTKHTE,
IUTaHHpalld OpeMeHHOCT, TPAGBA Aa PeMHHAT Ha aNTepHATHBHA AHTHXHNEPTOHHYHA TEparnus C YCTAHOBEH
npodH Ha He3onacHoCT 3a ynorpeda no ppeMe Ha OpeMerHocT, [IpH IHArHOCTHIMP

nevenunero ¢ ACE-unxubGuropu tpabsa HezabasHo na Gbae CIPSHO U, AKO € YMECTHE, He%
anTepHaTHEHA Tepanua (Bx. Touku 4.3 u 4.6). &
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Anmuxunepmensusnu cpedcmsa

Koraro ce komGuHHpa ¢ ApYrH aHTHXMISPTEH3UBHH CpeACTBa MOXE Na ¢ HabmoaaBa NOMBIHHTEREH ClIal
B KPBBHOTO HallArane. EMHOBPEMEHHOTO NPHIIOXKEHHE HA MNTHLEPHITPHHHTPAT U APYTY HHTPATH HIIH JpPYTH
Ba30aWuNaTaTOpH MOKE JOITBJTHHTE/IHO Ja HAMAH KPBEEHOTO HAJIAraHe.

KoMOUHHpaHeTO Ha TM3HHOMNPI ¢ TeKapeTBa, ChAbPXKALIH ANMMCKHPeH TPA0Ba Ja ce uabarea (BkK. TOUKH 4.3
n4.4).

JIaHHH OT KITHHHYHH MPOYYBAHKA [IOKA2BAT, Ye JROHHOTO GMOKHpaHe Ha peHHH-aHTHOTEH3HH-
anaocteponosata cucteMa (PAAC) upes komGunupanaTa ynorpeba Ha ACE unxuburopu, aHrrnorensuH I1-
peUenTopHH ONOKEPH MK aNHCKHPEH Ce CBBP3BA C N0-BUCOKA YECTOTA Ha HEXKENAHH CHOMTHS, KaTO
HaTpEMEp XHIOTOHH, XUNIEpKATHeMUs H HamansBaHe Ha GpOpevHaTa QyHKUMA (BKIOYMTETHO OCTPa
GBOpeUHa HEJOCTATEYHOCT), B CPABHEHHE C YIIOTpedaTa caMo Ha €/IHO CPEICTBO, AckcThawo Bupxy PAAC
(exk. ToukH 4.3, 4.4 u 5.1).

Hexapcmgenu BpoOYKmMy, KOUmo Mozam 0a ROSUWGIN PUCKd OM GHzZUoe0eM

CprpeTBamara ynorpeba na ACE wHxuburopu cbe cakybuTpHn/sancapTal € NpOTHBONOKA3aHA, THH KaTo
TOBA [IOBHLIABA PMCKA OT aHTHOSOeM (BK. TouKa 4.3 H 4.4).

CrnsreTramara ynotpeba Ha ACE unxubutop ¢ HHxubutopd Ha mTOR (Hanp. TemcHponumyc,
CHPOIMMYC, EBEPONTUMYC) MM HHXHOMTOPH Ha HeyTpanHaTa eHonentuaasa (NEP uaxuburopn) (Hanp.
paLeKaZOTPIIL), KK ThKAHHH AKTHBATOPH HA IJIA3MKHOTEH, WM BWIAATIHIITHH MOXKe J1a IoBeae 10
[OBHLIEH PACKA OT AHTHOSIEM.

JTumuii

Ipu ennospemenno mpunoskenne Ha nutuil ¢ ACE waxuGuropn uma cpoblienus 3a o6paTHMO MOBHILABAHE
Ha CEPYMHHTE KOHLUEHTpaLMy Ha MUTHI ¥ TokcudHocT, Juyperuuure B ACE uHxuOHTOpHUTE HaMaaBar
Gbp6pevHMa KNHPLHC Ha JIMTHH W ¢a MPeANOCTABKA 32 BUCOK PHCK OT JIMTHEBA TOKCH4HOCT. [lopaau TOBA He
ce TperophuBa KOMOHHALHATA OT AMZHHONPUI H XMAPOXJIOPOTHA3UA C JIUTHH, HO aKO NPHITOKEHHETO Ha
a3y KoMOMHALMA € HEOGXOMMMO Ce MPOBeXKaa BHIMATEHO MPOC/IEAABAHE HA CEPYMHHTE KOHIEHTpallHH Ha
auTHi (B, TOuKa 4.4).

Kanueeu 0obasru, K@uii-Coxpanasaiyu Ouypemuytt Uit Kanui-Co0bDHCaul 3aMecmumeni Ha coama u
Opy2u Rexapcmaa, KOUmo Guxa Mo2ayu Oa NOSUWIANT HUBAMA KA KATull

Boopekn, 4e CepyMHHMAT Kaluid 0OHKHOBEHO OCTABA B PAMKHTE HA HOPMANHHTE TPAHULH, [IPH HAKOU
MALHEEHTH, JIEKYBaHH C TM3HHOMPHII, MOKE [fd BE3HUKHE XHNepkanueMus. Ynorpebara Ha Kanuid-
CHXPaHABALIM HYPETHLY (Harlp. CIIUPOHONAKTOH, TPHAMTEPEH WM aMHIOPH), XPaHHTETHU NOGABKH WITH
ChABPKAILH KATHH WIH KaTHH-ChABPKALLM 32MECTHTE/NH Ha CONITA MOXKE 8 JOBEAE A0 3HAUHTENHO
MOBHIICHHE HA CEPYMHHS Kamui, 0COGEHO npu nauMenTH ¢ Hapyliexa 6x6pedna GyHkums win aHaber.
Tpabsa cbilIO Na ce BHHMaBa, KOraTo JTH3HHOTIPHIT C& NPKHIAra €IHOBPEMEHHO ¢ APYTH CPelCTBa, KOHTO
MOBHLIABAT CEPYMHMA KaNHH, KATO HATIP. TPHMETONPHM W KO-TPHMOKCA30JT
(TpHMeTONPUM/Cya(haMETOKCA30IT), ThH KAaTO © M3IBECTHO, Ue TPUMETONPHM AEHCTRA KATO Kanwii-
CBXPaHABAll IHypeTHK noaoGHo Ha amunopu. [Topamu Toea He ce npenopbusa KOMOHHHUPAHETO Ha
JIM3MHONPHI ¢ rOpecNOMEHATHTE JIEKapeTBa. AKO € M0Ka3aHa ChIIBTCTBalLa ynoTpeba, Te Tpabea a ce
M3MI0JI3BAT C MOBHIUECHO BHAMAHHE H [IPH YECTO NMPOCNEASBaHe Ha CepyMHHA kanuil (Bxk. Touka 4.4).

Xenapun
IMp cenprereaia yrnotpeba Ha ACE uHXHOHTOPH ¢ XeNapyH MOKe JIa Bb3HHKHE XHITEPKATUEMHUA.
ITpenoprusa ce npociespate Ha CEPyMHHA Kauid.

Jexapcmsenu npodyxmu, npedusgureéauju torsades de pointes
IMopaau pHcK OT XHOOKAIMEMHUA C€ U3HCKBA MOBHIIEHO BHUMAHKE NPU H3IIOI3BAHETO HA XHIPOXNOPOTHASH]L
eHOBPEMEHHO ¢ JICKAPCTBEHH [POAYKTH, KOHTO TIpeH3BHKBAT torsades de pointes u qH,
acouuupa ¢ torsades de pointes , KaT0 HAKOW aHTUAPHTMHIIH, AHTHICHXOTHUM H AP,

Tpuyuxauynu GHMUOENPECAHMU/ AHMUNCUXOMUYL AHECTNEMULY



EnnospeMennara ynorpeba Ha HAKOW aHECTETHIIM, TPHUMKIMYHH AHTHACIPECAHTH H AHTHIICHXOTHIH
saenno ¢ ACE HHxuGuTOpH MOXKe a oBele A0 JOILAHHTENHO NOHIKARAHE HA APTePHATHOTO HALAraHe
{B3. TouKa 4.4).

Hecmepouonu npomusosvananumennu cpedcmea (HCIIBC), axmovumento ayemuncanuyuroaa Kuceaund
Penosnata ynotpefa na HCTIBC (BkmoudTenHo HA CONeKTUBHY WHXHOMTODM Ha UHKIIOOKCHIeHasa-2,
AUETHICATHUMIIOBA KHCENTHHA >3 g/aeH u HecenekTHBHE HCIIBC) Moske Oa HaManu aHTHXHIEPTEH3UBHHA
eekT Ha ACE nHxuGutopute u THasunuu nuyperdun. HCIIBC # ACE uHXuGHTOpUH MOTaT [ja OKayKar
aauTHBEH edekT 3a BiomasaHe Ha ObOpedHaTta dyHkuma. Tean edexrr oGukHoBeHO ca obpatuma. Pagxo
MO3KE 2 HacThIH ocTpa 6p0peyna HenoCTaTEYHOCT, 0cOGEHO NPH NALIHEHTH ¢ HapylueHa OrOpeuHa
$yHKIHA, KaTO HANPEMEP NMALHEHTH B CTAPYECKA BB3PacT WIM ASXHAPATHPAHHU MalHEeHTH.

3namo

Hurpuronauy peakiuy (CHMOTOMH Ha Ba30AKIATALINS, BKIFOUYHTEIHO 3a9SpBABAHE, raJeHe, 3aMasHOCT U
XHIOOTOHHE, KOWUTO MOTAT A4 6’5}13.'1' MHOT'O TC)KKH) CHEH HHAKCKUHOHHO TIPUAAraHe Ha 3nato (Hanp. HaTpHcB
aypoTHOMANAT) ca JOKJIAABaHH MO-4YecTo NpH nauseHTH npueMay ACE nuxnBurop.

Cumnamurommemuyu

CuMIAaTHKOMHMETHIIWTE MOTAT 3 HaManar antuxuneprensueing eext Ha ACE nuxnburopure.
TrhazuauTe MOTAT 12 NOHMMKAT OTIOBOPA HA APTEPHAIHOTO HANATaHE KHM HOpPaJpPEHAIHH, HO He JOCTaTBYHO,
3a J1a Ce H3KIIOUH epeKTHBHOCTTa Ha MOHDKARALIOTO CPEACTRO 32 TEpaNeBTHYHA ynoTpeda.

Aumuduabemuyunu rexapecmea

JleueHKETO C THAZUAHH JHYPETHLIH MOXeE J1a HapyILUH TIIOKO3HUA Tonepauc. [1o-seposatHo e To3u edexr na
ce HabMFOIaBa Mpe3 ILPBUTE CEIMHUUM Ha KOMOHHHPAHO JIeYeHHE M NTPH NMALHEHTH ¢ YBpeieHa GrOpeyna
¢yuxums. Heo6xonnmara no3a Ha Apyru aHTHAMaGETHH JTeKapCTBeHH CPENCTBA, BIVIIOYHTEIHO WHCYJIHH,
MNpH NalHeHTH ¢ quaber, MOXKe [1a ce MOBHIIH, MTOHIKH HIH Ja HE ce NIPOMEeHH.

XMITOTVTHKEMHYHHAT e(EKT Ha AHA3OKCHI MOKE Aa CE TIOBHILH BCeACTBHE HA THA3HAM.

Amdpomepuyun B (napenmepanno), xapbenokconon, kopmuxocmepouo, kopmuxomponur (ACTH) wmu
CIHUMYIUDOUY RAKCATHUBY

Moske Aa ce ouaxsa, ue ePeKTHT Ha NOHWKABAHE HA CHIbPMKAHHETO HA KAIMHA HA XMAPOXIOPOTHA3HL MOKE
Ja ¢e YCHIM OT JIEKapCTRa, CBbP3aHH Cbe 3aryfa Ha Kanui v XHnokanHeMHs (Halp. KandiypeTHYHH
JAMYDETHLH, TAKCATHBH, aM(DOTEPHLIMH, KAPOEHOKCOJIOH, IPOHBOIHH HA CANIMLIHTOBATA KHCEIUHA).
XUnokanHeMua MOME A CE Pa3IBHe TI0 BpeMe Ha efHOBpeMeHHa ynoTpela ¢ue CTeponan wiu
anpeHokopTHKOTponeH xopMoH (ACTH).

Kanyuesu conu

TuasuaHiTe IUYpeTHLH MOXE A MOBMLIAT HHBAT HA CepyMHHS KAl Nopady NOHKWKEeHA eKCKperta.
Axo TpadBa 1a ce HA3HAYM NPHEM Ha KaNLHeBH 70OaRKH WM BUTaMHH D, e HeobxoaMMO npocnensBaHe
HMBATa Ha CepYMHHA Kanlui 1 no3ara MM TpAGea 1a ce KOpHTHpa ChOTBETHO.

Copleunu 2Aur03UU
XunokandemusATa Mosike 12 NOBHILUH HYBCTBHTE/THOCTTA HITH 33CHJIH OTIOBOPA OT CTPaHa Ha CHPLETO KbM
IUIHTAIHCOBATA TOKCHYHOCT (Hanp. BEHTpHKYNapHa PasipasHHTENHOCT).

XonecmupaMmut u xonecmunon
AbcopbuMaTa Ha XHAPOXNOPOTHAZKA C& HAMANABA BCIENCTRHE Ha KONCCTHIION K XOASCTHPaMMH,

CnenosarenHo cyndoHAMHIHATE JUYPETHUH TpiIOBa fa ce B3eMar moHe | uac npeau uinu 4-6 uaca cneq
NIpHeM Ha Te3H CPeiCTEa.

Heoenonapusupaiyu MycKyanu penakcanmu
TrasuauTe MoXKe Na MOBHINAT OTTOBOPa KBM HEQENIONAPH3HPAILH MYCKYTHH pena
TyOOKYpapht).




Comanon
Huayuupanara oT THa3HJA XMIOKANHEMHA MOXKe 4 YREMHYH PHCKA OT COTANOS MHAYLMpaHa ApUTMHEIL.

Anonypunon
Ennospemennata ynorpefa Ha ACE nnxubutopu n amonypHHON MOBHILABA pHcKa oT 6u6peuHo
YBPEXKAAHE H MOXKE Aa JOBEJIE 10 HAPACTBAHE HA PHCKA OT JIEBKONEHHA.

Llurnocnopun

EnvospemenHara ynorpe6a Ha ACE uHXuOHTOPH W LIHKIOCIOPHH NOBHIIABA pHcka oT 6b0peuHo
yBpexxaaHe u xunepkanuemua. [Ipenopbuea ce npocnenspaHe Ha CepyMHHA KaiauH.

ExnoBpeMeHHOTO NIeYeHHE ¢ UHKIIOCIOPHH MOKE [1a NIOBHIUH PHCKA OT XKIEPYPHUKEMUS H YCI0KHEHAS
OT MoJarpa.

Jlosacmamux
EnnoepeMerHata ynotpeba Ha ACE MHXHOHTOPH H JI0BacTATHH MOBHIIABA PHCKA OT XUMEPKATHEMHA.

Humocmamuyu, umyrnocynpecanmu u npoxauHamuo
THasHAUTe MOKe 12 NOHHKAT OBOpeyHaTa eKCKPeLHd Ha IMTOTOKCHYHH JIEKAPCTBEHH NPORYKTH
(nanp. uuknodochamMua, METOTpeKCaT) H 1a yCHITAT TeXHHA MHenocynpecHieH edekr (BxK. Touka 4.4).

Eonospemenno nevenue ¢ Opyau nexapcmea

Tuasuaute MOXe Na TIOBHILAT PHCKA OT HEKENaHY IEKAPCTBEHH PeaklMH, NPHUMHEHH OT AMAHTAAMH,
IMocTypanHata (OPTOCTATHYHA) XHIIOTOHHA MOSKe 1A C€ 3aCH/IH OT 6JHOBPEMEHEH IIPHEM Ha AKOXO,
BapbuTypaTH WK AHECTETHLH.

Crocobrocm 3a wogupane u paboma ¢ MawiuHu

Komb6uHHpaHH NpOAYKTH, ChABPHKALIY NTH3HHOMPUI/XHAPOXIOPOTHAZNA, MOKE JIa OBJIUAAT B MaIKa 10
yMepeHa cTeneH cnocoOHocTTa 3a modHpane 1 pabota ¢ MalllHHK (BK. TouKa 4.7).

4.6 MepTUaAnTET, GPEMEHHOCT H KhpMEHE

BpemennocT

ACE unxubumopu

Vnotpebara Ha ACE HHXHOHTOPH He ¢¢ Nperops4sa o BpeMe Ha MEPBHA TPHMECTEP Ha OPEMEHHOCTTA
(k. Touka 4.4). Ynorpebara Ha ACE uHXuOUTOPH € IPOTHRONOKA3AHA NP3 BTOPUS W TPETHA TPUMECTED Ha
OpemeHHOCTTA (BXK. TouKa 4.3 U 4.4).

Hsma sarmodeHne 33 eNHIEMHOIOTHYHH J0KA3aTEICTBA OTHOCHO PHCKA OT TEPATOTCHHOCT CNE]
excno3vuka Ha ACE-HHXMOHTOPH Mo BpeMe Ha IIbPBHA TPHMMECTBP Ha OpPEMEHHOCTTA; BROPEKH TOBA, HE
MO2KE 14 Ce HIKJIIOUH clabo yBesHUeHHe Ha pucka. OCBeH ako HenpexwcHaTtara Tepanus ¢ ACE-
MHXUOGUTOPH HE Ce CHMTA 3a MIKTIOUHTEIHO BAXKHA, NIALMEHTKHTE, TiaHMpalud OpeMeHHOCT, Tpabea na
NPEeMHHAT Ha ATTEPHATHBHA AHTHXUIIEPTEH3HBHA TEpanus ¢ yeraHoseH npodui Ha GezonacHOCT 3a
ynotpeba o Bpeme Ha GpemenHoct, [Ipy AMarHoCTHUMpaHe Ha GpeMeHHOCT, TeueHneto ¢ ACE-

HHXHOUTOPH TpaGBa BeaHara Aa ObAe CIPAHO H, 4KO € YMECTHO, TpsOBa /1a ce 3anoyHe aNTepHaTHBHA
TEparus.

HsBectHo e, 4e ekcnosHuusaTa Ha Tepanus ¢ ACE HHXHOHTOPH Mpes BTOPHA H TPETHS TPHMECTBP HHI[yLIHpa
cbeToml-:cuqucr npu xopaTa (Hamanena Ou0peuHa GyHKuMA, OIMIOXHAPAMHHOH, 3a0aea
OCHUQUKALMATA HA Yepena) # HEOHATaIHA TOKCHYHOCT (660peuHa HeIoCTaTbYHOCT, XHI
XuTIepKaniheMus) (B. Cplno To4Ka 5.3). Ako excnosnuusara Ha ACE-naxubutop e 32

Heuara, ynuto Maike ca npHemand ACE-HHXHOUTOPH TpaGra BHUMATENTHO /14 Ce H
XUNOTOHHA (BXK. CBIIO Touka 4.3 1 4.4),



Xuopuxnopomuazud
Hma orpaHuyeH OITMT ¢ XMAPOXJIOPOTHAZH] TI0 BpeMe Ha BpeMeHHOCT, 0co0eHO npes MbPBHA TPHMECTHP.
EKCIEPHMEHTANHHTE MPOYYBAHUA [PU JKHBOTHH €A HEAOCTATHYHH.

XunpoxnopotHasuz NpeMHHaBa Nipes IuialeHTaTa. Bb3 ocHosa Ha GapMaKoNOrHYHHA MEXaHH3BM Ha
neiicTBHE HA XAOPOXI0pTHA3H] yroTpefara My MO BpeMe Ha BTODHS M TPETHA TPHMECThD MOXe Ja
KOMIpOMeTHpa (JeTo-[TaLeHTapHATA NePhY3H ¥ MOXKE Ja [IPHHHHH Ha TUT0JIa # HOBOPOASHOTO E(PEeKTH
KaToO JKBJITCHHLA, HAPYWIEHHE HA eJIEKTPONHTHUA 6ananc U TPOMOOUMTONEHHA.

Xuapoxyioporuazu He TpAOBa Ja ce H3NOM3Ba MPH OTOUH NpH GpeMeHHH, recTallHOHHA XUIIEPTORHS HiH
MpesKIaMIICHs, TOpagH PHCK OT HamallsBaHe Ha nnasMeHud ofeM H mnauexTata xunonepdysus, 6e3 na uma
Gnarorsoped edeKT BbPXY X0Aa Ha 3ab0/s1BaHeTo.

Xunpoxaoporuasuz He TpAOBa [a ce H3MON3Ba 33 ECEHUNAIHA XHIIEPTOHHA NPH OPEMEHHH HEeHH, OCBEH B
peJKHTe Cily4aM, KOraTo HE MOKe JIa c€ TpHaara Apyro JTeYeHHe.

Ktpmene

ACE unxubumopu

Hama 1ocTaThuHO HHGOPMALIMS N0 OTHOLIGHHE HA H3IOA3BAHETO Ha JIHIHHONIPHI/XHPOXIIOpPOTHA3H], 10
BpeMe Ha KbpMeHe, 3aToBa JTH3HHONPWI/ XHAPOXIIOPOTHA3H/L HE C& MPENopbUBa K 3a MPEANOUNTAHE €
anTepHaTHBHO JledeHue ¢ no-A005p npodun Ha Ge30nacHOCT, YCTAHOBEH 10 BpeMe Ha KbpMEHE, 0CO0EHO
npH KBPMEHE Ha HOBOPOJEHO MM HejoHoceHo Oebe.

Xuopoxnopomuazud

XuapoXnopoTHAsHI ¢ eKCKPETHPA B KbpMaTa B MAJIKH KOMHHECTBA. THA3HAMTE, IPUEMAHM BBR BUCOKU
JIO3H, TIPHYMHABALLN HHTEH3IUBHA ANYPe3a, MOTaT Ja NOTHCHAT JIAKTauMaTa. YrnoTpebaTa Ha
NUIMHONPHIT/XAZPOXAOPOTHAIU], He CE TIPETNIOPHLYBA NPe3 [1epHoAa Ha KbpPMEHe, AKo
MM3VHONPWI/XMAPOXNOPOTHASHA C& MPUIAara Npe3 NepHoIa Ha KbpMene, ynotpebarta My Tpabea za ce
H3BbPLIBAa B MHHHMATHHTE BB3MOMKHE A03H.

4.7. EdexkTH BpXy ciocoOHOCTTA 32 modupaHe H padoTa ¢ MAIIKHH

KakTo U npH ApyrH aHTUXHITEPTEH3UBHY JISKAPCTEEHH NPONYKTH, KOMOHHUPaHUAT NPOIYKT

NH3MHONIPHI/ XHAPOXITOPOTHA3H/ MOXKE IA MMa JIEKO 10 YMEPEHO BIIHSHHE 110 OTHOIIEHHE Ha cnocoOHOCTTa 38
wodupate ¥ pabora ¢ MAtIHHK, 0cO0EHO B HAYAIOTO HA JTEUESHHETO WU NPY IPOMSHA Ha J033Ta H ChLLIO
KOraTo ce ynorpelasa ¢ AKOXO0N, HO Te3H eheKTH 38BUCAT OT HHAMBUIYANHATA UyBCTRUTENHOCT.

Ipu modupare umH pabora ¢ MamuHE TPAOBA 1a ¢ MMa MIPEABHI, Ye TIOHAKOra Morat Ja ce Habmoaasat
zamaliBaHe WK yMopa.

4.8 HexenaHn JeKapcTBeHH peaKlHH

CrneaHuTe HEXENTAHA PeaKH ca HaGmonaBaHH u cHOOIIARAHH IO BPEME Ha JIEUSHHE ¢ TH3HHONPH H/HAK
XHAPOXIOPOTHAZM ¢BC CHOTBETHATA HECTOTA: MHOIC YecTH (>1/10), vect (=1/100 no < 1/10), HeuectH
(>1/1000 no <1/100), peaxs (=1/10 000 mo < 1/1000), muoro peaxH (<1/10 000), c Hen3BecTHa uecToTa (He
MOZKE A Ce OLeHH OT HAMHYHHTE JaHHK).

Halfi-uecto crobuaBannTe HEXENAHH JIEKAPCTBEHH PEaKLIHH Ca KaUUTHLA, 3aMalBaHe, XHITOTeH3HA H
rnasofonue, KOHTO MoraT fia ce Habnroaagar npu 1 ao 10% ot nekyBaHuTe nauyeHTH. B KITHHAYHH
H3IUTBAHNA, HAOIOABAHUTE HEXENaHU edekTr, OOHKHOBEHO ca ¢1abo H3PA3eHH H IPEXOIHH, KaTa.B [I0BCUETO

CITy4aH He C¢ Halara npeKparaBaHe Ha JIEYeHHeTO. ’,;%;Q_H\MH "70,7 .
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XEeMATOKPHTA.

MHoro penxH IToTHCeKAHE HA KOCTHHA MO3bK, AHEMHA,
TpOMOOLMTONEHHA, IEBKOTIEHHA, HEYTPOIICHHA,
arpaHynouuTosa (Bx. Touka 4.4), XeMONHUTHYHA
aHeMus, TIMPaneHONaTHA, ABTOHMYHHO

3aonsABaHe.
HapymieHnst Ha AMYHHATA CHCTeMA
C Heu3BeCTHa YECToTa | Anadunaktuann/anadunakTOHIHY pEAKIIAH.
Hapyloenns Ha eHIOKPHHHATA CHCTEMA
Pemxu CHHApOM Ha HeafleKBAaTHA CEKPeUMA Ha

aHTHAHYpeTHYHUI XopMOH (SIADH).

Hapywenns Aa meTaGoJiH3Ma H XPAHEHETO

MHoro penxu | Xunornukemus.

IlcHXHMYMHY HAPYIIEHHSA

HeuectH [IpoMeHH B HACTPOEHHETO, AENPECHBHH
CHMIITOMH.

Penxu VuMcTReHo 0ObpKBaHE.

C HeH3BECTHA 4eCTOTa XanouHHALMH.

Hapywenns na HepBHATA cHCTEMA

Hecty 3amaiisane, rnaso0OO0IHe, CHHKOML.

Heuectu TlapecTe3us, BepTHIo, HAPYIISHHA Ha BKYCa,
HAPYLLEHHs Ha CHHA.

Penxu Hapywenus na 0B0HIHHETO.

Cnpaedns napylieHHsa

Heuectn MuoxapZieH HHPAPKT WIH MO3BYHO-CHAOBH

HHIIHACHTH, BEPOATHO BTOPHYHO HAa €CLECHBHA
XMIIOTOHOA [IPK BHCOKO PUCKOBH NALMEHTH
(BK. TOUKa 4.4), mannHTalHH, TAXHKApAKA.

Cra0BH HApYIIEHHA

YectH OpTocTaTHuHH ePekTH (BIUTIOUHTENHO
OpPTOCTATHYHA XMIIOTOHHS).

Heuectn Cwuppom Ha Raynaud.

C HeH3BecTHa 4ecToTa 3auepBaBaHe.

PecnupaTopel, rPbIHHA H MEAHACTHHAJHH BAPYIICHKA

Yectut Kamnyna (sx. Touka 4.4).

Hexecrn Punur.

MHoro peaxe BpOHXOCTIA3BM, CHHY3HT, alIeprUucH

ANBEOIHT/€03HHOpHUITHA NHEBMOHHS.

CTOMAIIHO-YPEBHH HAPYWEHHS

YectH Jluapus, NoBpbIlaHe.

Heuectu Iaaene, kopeMua Goska U HAPYIIEHO
XpaHOCMMIAHe.

Penkn {CyxoTa B ycTaTa.

Mnoro penxi TTaHKpeaTHT, UHTECTHHAIEH aHIMOeEM.

XenaToORIVAPHH HAPYINEHHA

Heuecty [MoeuineHd ueprOAPOOHH EH3UMU H
GHnHpyOHH.

MHoro penxu XenaTuT-XenaToueayapeH HIH Xoa

JCBITEHULA, YepHOIPOoOHa HEAOCT:
(Bk. Touka 4.4)*.

HapynieHHns HA KOXKATA H NOAKOKHATA THKaH

Heuectn Ob6pus, NpypuTyc.

Penku CBpLXUYBCTBHTETHOCT/aHTHOHEB




Ha JMLIETO, KpalHHUIIHTe, YCTHHTE, €3HKA,
rIOTHCA W/HITH TapHHEca (B3K. Touka 4.4),
YPTHKAPHS, AIONSIHA, MCOPHA3HC.

MHoro penxs Huadopesa, neMdHryc, ToKCH4Ha
eMuAepPMaliHa HEKPOIU3a, CHHIOpM Ha Stevens-
Johnson, eputema MynTHdOpMeE, KOXKHA
ncespoauMpoma.**

Hapywenns na 6n0pennre # NHKOYHHTE NLTHINA

Yectu EnOpeuna qucyYHKIHS.

Penxu Vpemus, octpa 6p0peuta HEIOCTATBUHOCT.

MHoro peaxm OnvrypHa/anypHi.

Hapyuwenusi Ha BB3NPON3BOIHTETHATA CHCTEMA H I'bpAATA

HeuectH HIMIOTEHTHOCT.

Pema I'HHeKOMAacTHS.

O0mn HApymIeHHA H edeKTH HA MACTOTO HA NPHJIOKEHHE

Heuectd | Acrenus, ymopa.

Hicneppannna

Heuectn [loBuuIapaHe Ha ypesTa B KpbBTa, IOBHIIABAHE
Ha CePYMHHA KPEaTHHHH, XHICPKATHEMHSL,

Pemku XHIOOHATPHEMHA.

* MHOro paIko ce cro01iaBa, He Mpy HAKOM MALMEHTH HEXKENTaHATa MOSBa Ha XeNaTHT NPOrpecHpa Ao
yepuoapobua uepoctarounoct. [anmenTyre, NPUEMaNy KOMOUHALMATA TM3VHONDWI/ XMAPOXAOPOTHA3HA, TP
KOMTO € € NOABHIIA JCBJITEHALIA HIH H3Pa3eHO MOBHLIABAHE Ha YePHOAPOOHHTE €H3UMH, TPAOBA 14 MpeKpaTAT
NIEYEHHETO C KOMOMHALMATA JTH3HHONPHIL XMAPOXIOPOTHA3H H Aa OBbJAT NOA MEAHLIWHCKO HabIoAeHHE.

** [imMa CHOGLIEHHA 38 CHMIITOMOKOMIINEKE, KOHTO MOXKE Ja BKJIFOUBA €HH WK NOBEYUE OT CICAHHTE
CHMIITOMH: NMOBHIIIEHA TeMIIEPATYPa, BACKYTHT, MHANT'Hi, apraﬂFHﬂ/aprHT, NMO3UTHBHH AHTHHYKNCAPHH
tena (ANA), yokopeHa cKOPOCT Ha yTaiika Ha eputpount (CVE), eosuHoduaus v neskounTosa, o0pus,
doToceHCHOHNH3ALHS UMY APYTH JePMATONOrHYHH MPOSBH.

XnapoxiopoTHa3HI (¢ HEH3BECTHA YECTOTA)

Hadexkunn u uudecTanHy CuanoaeHHT

Heonsasmn — pobpokavecTsenn, snokadectsenn | Hemenanomen pax Ha koxara (BazanHoknernyeH
H Heonpee/ieHH (BKA, KHCTH H NO/IMIH) KAPLUMHOM H CKBAMO3HOKIIETEYEH KAPIHHOM).
Hapymenns Ha KpLBTa H JnMbnara cucrema JleBKOMIEHUA, HEYTPONICHHA/AT PaHYIOLIMTO34,

TpOMGOLlHTOHGHHH, arnnacTHYHa aHCMHA,
XeMOJMNTHYHA aHeMU A, [TOTHCKAHS HA KOCTHHA
MO3EK.

Hapymenus Ha MeTaG0/IH3IMa H XPAHEHETO AHOpPEKCHS, XUIEPTIHKeMHS, [JIIOKO3YPHA,
XHIIepYPUKeMHsl, eNEeKTPONHTEH auchanaHc
(BKIOMHTEITHO XHITOHATPHEMHA K XHIIOKATHEMHA,
XUNOXIOPEMHUHA AAKANO3E W XUTIOMaTHE3HeMHA ),
MOBHLICHHE HA XOIECTEPOIIA U TPHITHLEPHIHTE,

nojarpa.

Ilcnxy4HHu HADYIICHARA be3nokoHcTBO, NenpecHs, HAPYLIEHHS HA CHHA.

HapymeHnust Ha HEPBHATA CHCTeMa 3ary6a Ha aneTuT, mapecTesHi, cnab CBBTOBT:pTe}K

Hapymenns Ha ounTte Kcanroncusi, npexoaHo 3aMBIe Tpa
MHOTHSA H OCTPA 3AKPHTOBIB/IHA [ 0/&\,_ o

Hapymlenusi Ha yXoTo H JadHpuHTA Bepruro. & A \

Copaeuln HAPYIIEHHA OprocTarnusa Xunotonua. || 5 /. :

CbaoBH HADYIIEHHA HexpoTH3upall aHrHUT (Baé{tgpd( - o:-er.,
BACKYJIHT). o N ¥

PecniupaTopHH, rpbAHH H METHACTHHAJIHH PecupaTopeH JHCTpeC (Blcmégmrénuo TTHEBHL

e
AN = 13



HAPYIICHMS

1 6enoapobeH eaem).

CTroMamuo-1YpeBHH HAPYIIeHNs

TacTpHT, IHAPU, 3AMEeK, NaHKPEATHT.

XenaToOH/IHADHH HADYILEHHA

JKBnTeHHua (MHTpaxenaTanHa XolecTaTH4Ha
IKBITSHHLA).

Hapyliienns HA KOXKATA H NOAKOKHATA THKAH

Peakiiiy Ha POTOUYBCTBHTENHOCT, OOPHB,
CUCTEMEH NTYITYC €PHTEMATO1eC, KOXKEH TyITyC
SPUTEeMATO30-TI0AO0HH peakiiiy, 00oCTpsaHe Ha
KO3KeH JYIMYC epUTeMaToaec, ypTHKapHA,
aHaMIaKTHUHW pEaKLHH, TOKCHYHA eHAepMaTHa
HeKpO/H3a.

HapymeHss Ma MYCKYJTHO-CKeJIETHATA CHCTEMA H
CLEAHHHMTEIHATA ThKAH

MyckyneH cnazbM, MycKyHa cinaboct.

Hapymenus #a Gb0pennte ¥ NHKOYHATE MbTHLIA

BbOpevHa JUCHYHKLUMA,HHTEPCTULIHANEH HEPHT.

Odmu Rapymeans H epeKTH HA MACTOTO HA
OPMIGKCHHE

Tpecka, cnabocT.

Onucanve Ha u3OPaHU HEHCEAGHU PEaKYUU

Hemenanomen pakK Ha KOXKaTa: B13 ocHOBa Ha HAJTHUHHTE JaHHHK OT ENHASMHONOrA4YHH NMPOYUBaHHA ©
Ha0moaasala 3asHcKMa OT KyMyNaTHBHATA A03a BpE3ka Mexay XXT3 u HMPK (ex. cpimo Touxn 4.4 n

5.1).

CrobimabaHe Ha MOAO3IWPAHH HEXeNAHH pEaKnay

CrpofiaBaHeTo Ha NOAO3HPAHH HEXENIAHH PeakiWH CJIEN paspellaBaHe 3a yrnoTpe0a Ha IEKapCTBeHHA
NPOOYKT € BaXKHO. ToBa MOZBONIABA A2 MPOABIKH HAONIOAEHHETO HA CHOTHOLEHHETO N0133/PHCK 33
JIeKapcTBEHH MPOAYKT. OT MEHUMHCKHTE CIISUMANTHCTH ¢€ M3HCKBa Ja croOMaRaT BeAKa NMOAO3HpaHa
HexeNlaHa peakuus upe3 H3amenHuTeIHa areHuus no aekapcTeara yi. ,,Jamsan I'pyes” Ne 8, 1303 Codms,

Tes.: +35 928903417, yeGeaiiT: www.bda.bg.
4.9 IIpenosupane

Cumnmomu

Chinecrsysa orpaHuueHa HHPOPMALHUs 110 OTHOLIEHHE HA TIpeAo3npane npH Xxopa. CUMNTOMHTE CEBP3aHU C
npenosupare Ha ACE-HHXHOHTOPH MOraT A3 BKIIOUBAT XHIIOTOHHA, LMPKYNATOPEH LIOK, €NI€KTPOIHTHH
HapywmeHnd, ObOpedHa HeJOCTATRUHOCT, XHIEPBEHTHUNALMSA, TAXHKAPIHI, NaNKTAURH, OpaadHKapIHA,

3aMaiiBane, TPEBOXKHOCT W KALILTHIA.

JOITBHHTENHR CUMIITOMM TIPH NMPeJO3HpaHe Ha XHAPOXITOPOTHARMA ca MOBHUILEHA JHYPe3a, HAMAIEHO HHBO
Ha CB3HaHMe (BKA. KOMa), KOHBYJICHH, I1ape3u, CHPACYHH apUTMHH M OBL0pEYHa HEJOCTATHUHOCT.

AKO CBIIIO € OPUAOHKEH A AUTHTAJIHC, XANIOKANTHEMHATA MOXKE a 0600'1']3}{ CEPACYHHTS ApHTMHH,

Jevenye

Ilpu npenozHpaHe ce MpenoppyBa JieHeHHe ¢ HHTPABEHO3Ha MH(Y31A Ha (H3HONOTHYEH pasTBOp. AKO CE
HabniozaBa XMIOTOHHA NIALMEHTET TPAOBa i ce MOCTABM B JIETHANO nofokeHHe. Moxe Ja ce mpopeje JedeHHe
¢ HHGy3Ma HA aHrHoTeH3WH 11 W/HH fa ce NpUNOKAT MHTPaBEHO3HO KaTeXONaMHHH, aKO ¢a HUIHYHH. AKO ca
HATHNE FacTPOHHTECTHHATHH HAPYILEHHA CE MPHIaraT MEPKH 33 eTUMHHMpaHe Ha TH3HHOMPHI (Halp.

MosKe a2 Oblie OTCTpaHeH OT CHCTEMHATA LIMPKYJIaLus NOCPEICTBOM XeMORHATH3A (B3K.
pe3HCTCHTHA Ha Tepanus OpaguxapaHi € MOKa3aHo JedeHue ¢ neficMeliksp. Hecto
[POCNeAABAT AHMSHEHY [IOKAIATENM, CEPYMHUTE CICKTPOIUTH U CEPYMHKA KPeaTHH)

Bpanukapaya HIH CHNHH BarycOBH peakunH TpabBa na 6baaT NeKyBaHH upes Ip




5. ®APMAKOJIOTHYHHA CBOMCTBA
5.1 PapmakoauHAMHYMHN cBolicTBA

OapmakorepaneeTHyHa rpyna: CpencTsa, JeHCTBALIM BHPXY PEHHH-aHIHOTeH3HHOBATa cucTema, ACE
uaxubuTopd 1 auypetHiH. ATC xon: CO9B A03.

Ko-ZIupoToH e KoMGHHALKA ¢ (PUKCHpaHa X033, ChABPKAILA IM3MHOMPH, HHXHOHTOP HAa AaHrMOTeH3MH-
xoHeepTupaiuus ensum (ACE) u xuapoxnoporuasu, THazuaeH auypertdx. M npaTa KOMMOHEHTa HMaT
JOMBARAI C¢ HAYMH HA JeifCTBHE H yNPaXKHABAT ANWTHEEH aHTHXMITEPTEHIHBEH e(eKT.

JH3InEONpHA

MexaHH3BM Ha JefcTHBHE

JIH3HHOMPUT & HHXHOUTOP HA METITHAKN JunenTtiaa3ata. Toit HHxHOHpa aHMMOTEH3WH-KOHBEPTHPALLIHA
erzuM (ACE), kolTO KaTanu3Kpa NpeBphILAHETO HA AHFMOTEH3HH | BbB BA30KOHCTPUKTHPALIHS IEIITH
anruorensuH II. Agruotensus Il cblIo cTHMYTHpa CEKPELIMATA HA AIOCTEPCH OT AAPEHANHHA KOPTEKC.
Huxnubupanero na ACE npenu3BHKEa HaMaABaHe Ha KOHUEGHTPALHATa Ha aHruotensus II, koeto Bou 1o
HaMalleHa Ba3zHIIPecCOPHA aKTHBHOCT M HaMaNleHa cekpelMs Ha anaoctepoH. Hamanssanero na nocneaHara
MOKe Ja NOoBele N0 YBeIHYAaRaHe Ha CepyYMHATa KOHUSHTPALHA Ha Kaluii,

@apM&KOQHHaMH'iHH egbelcm

B'I:TIPBKPI He CE CMATA, Y€ MEXAHHIMET, HpE3 KOHTO JTU3HHOIPHI [MOHHXKABA KPBBHOTO HAAATAHE € NPCAHMHO
Ype3 CYNpPecHs Ha CHCTEMATA PEHUH-AHIMOTEHIHH-ANI0CTEPOH, TH3HHONPHI MMA aHTHXHIEPTEH3HBEH
eeKT JoPH H NMPH TIALUEHTH ¢ XMNEPTOHUS C HACKO Tna3MeHo HuBO Ha peHnH. ACE e ugentnyen ¢
KrHHHA3a [1, eH3uM, KOHTO pasrpakaa OpagukuHuHA. JanH MOBHIIEHHTE HHBA HA OpaJHKMHMH, MOUIECH
Baz0AHIATOPEH NENTHI, HIPAAT pOJIA B TEpAaCBTHYHHA C(t)eKT Ha NH3HHOIPHI MNPEOCTOH A4 C& H3ACHH.

Knunnvna eduracHoct ¥ Ge3zonacHoCT
Penun-anzuomenzunosama cucmema (RAS) — axmuenu eewgecmea
Jpe roneMH paHToMH3HpaHH KOHTponHpaHH npoyusaHua — ONTARGET (Ongoing Telmisartan Alone and
in combination with Ramipril Global Endpoint Trial — Tekymo raofantio u3nuTBane 3a KpailHd TOYKH Ha
TEeIMHCAPTAH, CAMOCTOATENHO H B kKomOMHauus ¢ pamunpun) n VA NEPHRON-D (Knunnuno npoyusane
CBBP3AHO ¢ Pa3sBHTHE HA HedponaTHa npH gHadeT, npoBeneHo 0T MHUHUCTEPCTBO NO BBAPOCHTE HA
BETEpaHKTe) ~ Npoy4saT ynorpebara Ha komGHHauusaTa ot ACE nHxnOuTOp M anrHorexsuH ll-peuentopen
Gstoxep.

ONTARGET e npoyuBaHe, npoBeaeHo NpK MALHEHTH C aHaMHEe3a 33 ChPASIHO-ChA0BAa HIH MO3BYHOCHA0BA
Gonect, Wi 3axaped aualber TMN 2, NPHAPYKEHH C JaHHU 33 YBpeJaHe Ha eeKTOpHH oprady. VA
NEPHRON-D e npoyusaHe IpH MALHEHTH CBC 3axapeH nHaldet Tun 2 u apaberHa HegponaTaa.

Tesu npoy4BaHHA He MOKA3BAT 3HAYHM O1aronpHATeH edekT BbpXy OBOpPeYHHTE H/MIH ChPISYHO-CHIOBHTE
NoCAeAHEH H CMBPTHOCT, KaTO CBIIEBPEMEHHO ca HaO/IOIaBaHK TIOBHILICH PUCK OT XHMIEPKATHEMHS, OCTPO
yBpexnaHe Ha ObOpeLHTe W/HIH XHIIOTOHHA B CPARHEHHE ¢ MOHOTepamuaTa. KaTo ce HMaT mpenBun
cXonHHTe UM apMaKoAMHAMHHHH CBOHCTBA, TE3H PE3yNTATH ca NPUIoxKIMH U 3a apyru ACE unxuburopu
H aHruoteHsHH [I-penenropuu GaokepH cneaoBaTenHo He TpAOBA Aa Ce W3MON3BAT EAHOBPEMEHHO MU
TalHeHTH ¢ JHaberHa HedponaTus.

ALTITUDE (Kn#aH4HO Mpoy4BaHe NPOBEASHO ¢ aTHMCKHPEH TIPH NAUHMeHTH Che 3axXaped nuaber Tun 2 ¢
H3M03BAHE HA CBPACYHO-CHAOBH U OGbpOpeunn 3abonnBanua KATO KpailHK TOYKH) e Mpoy4BaHe,
NPeAHA3HAYEHO Ja H3CIEABA M0N3aTa OT J00aBAHETO Ha anUCKHPEH KbM cTaHaapTHa tepanus ¢ ACE
HHXHOHUTOP WK anrHoreHauH ll-peuentopen 6nokep NpH NMalHEHTH CBC 3aXapeH JHAOCT. T2 M XPOHHYHO
61OpeyHo 3abonsaBaHe, ChPAEUHO-CHA0BO 3abonsaBaHe Uik 1 aere. [Ipoyusanero e of
NpeXeBPEMEHHO TIOPaZiH MIOBULIEH PUCK OT HeGnaronpraTHi nocaeauun. K
CMBPT, TaKa U HHCY/ITHT ¢4 NO-YECTH B IPYNATa HA AJIMCKMPEH, OTKOJIKOTO B IPY
NpeNCTaBABALIMTE HHTEPEC HEXKENIAHH CBOHTHA H CEPHO3HH HEXeNaHH CHOUTHS

XMNOTOHKMA B OBOpeyHa AMcYHKIHA) ce CHOOILABAT [O-YECTO B IPYATA HA ANk
rpynara Ha nnaneto.




XuapoxnopoTHazHi

MexaHu3pM Ha JeHCTHBHE

XHAPOXIIOPOTHAZHA € NUYPETHK W AHTHXHIISPTEH3KHBHO CpeAcTrO. Bnuse Ha auctantus peHanex TySynapes
MeXaHU3bM Ha eeKTPONNTHA peaGeopOLua W yBeMyaBa eKCKPETHPAHETO HA HATPpHil H X10PHIH B
nNpuGIH3UTENHO PaBHH KoaudecTea. HaTpuypesarta Moxke aa € cbnpoBoAeHa OT 3aryba Ha KaTui u
BukapOOHAT. Mexauu3MbT HA AHTUXHNIEPTEH3HBHUA ePEKT Ha THAZUNKTE HE € HIBECTEH.

Q®apMakOTHHAMHYHE e(eKTH

TuasuauTte 0OHKHOBEHO He BIMAAT HA HOPMATHOTO KPLBHO HAJTATAHE,

HemenanoMeH pak Ha KOXATa

B13 OCHOBS HA HAJTMYHHUTE A2HHH OT €[IHASMHOMOrHYHHA NPOYHBaHKEA ¢ HalI0aBaHa 3aBUCHMA OT
KyMyJlaTHBHATA 032 Bpb3ka Mexay XX T3 1 HMPK. Enxo npoydsaHe BKIIOUBA TIOMTYIaLMA, CHCTOALIA C&
ot 71 533 cnyyan na BKK u 8 629 cnyyan na CKK, n nonynauus ot ceoteeTho 1 430 833 1 172 462
MOAXOAALM KOHTPOJH. Bucokara yrorpe6a Ha XX T3 (kymymaTusro 250 000 mg) € cepp3ada ¢ KOPHTHPAH
OR 1,29 (95% IH: 1,23-1,35) 3a BKK u 3,98 (95% JIH: 3,68-4,31) 3a CKK. HaGironapana e facua Bpb3ka
KyMyJIaTHBHA J03a-0Troeop kakto 3a BKK, Taka u 3a CKK. [Ipyro npoyupaHe nokasea Bb3MOKHa Bpb3Ka
mexay paxa Ha yeTHHTe (CKK) 1 excrosuuasta Ha XXT3: 3a 633 ciyuaw Ha pak Ha yCTHUTE € noAfpana
nonynaiws ot 63 067 MoaXOAIIKR KOHTPOITH, KaTO Ce H3M0/I3Ba CTPATETHA 34 B3eMaHe Ha Mpodu,
onpefie/ieHa OT pucka. JJeMOHCTPHpAHA € BPb3Ka KYMYIaTHBHA 1033-0TroBOp ¢ kopurapad OR 2,1 (95%
JH: 1,7-2,6), napactsaw go OR 3,9 (3,0-4,9) 3a Bucoka ynotpeba (~25 000 mg) u OR 7,7 (5,7-10,5) 3a naii-
BUCOKATA KyMynaTtusHa foda (~100 000 mg) (Bx. crino Tovka 4.4).

52 DapMaAKOKHHETHYHH CBOHCTBA

EnHOBpeMEeHHOTO NPHIOKEHHE Ha JIH3HHONMPHIT H XHIPOXIOPOTHA3N BAMAE ¢1abo HITH HE BJHAE BLPXY
GHOHANIMYEOCTTA Ha BCAKO OT ABETE JIEKApCTBa. Y CTAHOBEHA € OHMOSKBUBANEHTHOCT C/ie MPHIOKEHHE Ha
koMOHHHpaHaTa TabneTHa hOpPMa U HA CEOTBETHHTE KOJIMHECTBA OT ABETE CHCTABKH, TIPHJIOKEHH N0
OTOENHO.

JInaanonpua

Abcopbuna

Cnen nepopaliio NpUIOKEHHE THKOBUTE MI1a3MEHH KOHUEHTPALMK Ce JOCTHraT cled npubamusurendo 7
yaca, BBIPEKH ¢ TIPH NAIHEGHTH © OCThP HHGAPKT Ha MHOKapAa ce Habmolaba 3a0aBiaHe BB BPEMETO 3a
AOCTHraHe Ha MAKCHMMAJIHH TUIA3MEHH KOHLCHTpaurH. By3 0cHOBaA Ha Bp3CTAHOBABAHETO B YPUHATE,
cpeaHOTO aGcopOHpaHo KOJHEECTEBO Ha TM3HHOMPHI € NPUOIH3UTENHO 25% ¢ PasnMKK MEXAY OTAC/HHTE
HHAUBUAM 6-60% NpH BCHYMKH H3NMHTBAHH 103MpoBKH {5-80 mg). AGcomoTHaTa GMOHATHYHOCT HAMATISBA
npubnauinTenHo ¢ 16% npu MauUeHTH ChC ChPASHHA HEOCTATHUHOCT,

ABcopbLHATa Ha NTU3MHOTIPUN HE ce BNUE OT eIHOBPEMEHHOTO NPHEMAHE HA XPaHa.

Pasnipenenenue
JInanHONpUA H3INIEKAA HE C& CBbP3Ba ¢ JPYTH IL1a3MEHHTE NPOTeHHH, PAXTHYHHA OT UHPKYIHPaIIM
AHTHOTEH3HH-KOoHBepTHpaw, enzum (ACE).

H3nuTBaHHATA BBPXY IUIBXOBE ca II0KA3any, Ye JIM3HHONDPHI MPEeMHHaBa KPBBHO-MO3BYHATA OapHepa B
MaIKa CTEMeH.

EnuMuHUpans

HaIBITHO B YPHHATA.




TTpu MHOroKpaTHO JA03MpaHe THIHHOMPH HMa e(eKTHBEH TJIA3MEH TTONYKHBOT Ha KyMynauud 12,6 yaca.
KAHpBHCHT HA AM3HHONPHII NIPH 37paBy HEAHBMAY € nprbnu3nTento 50 mL/min. HamanasaHeTo Ha
CepYMHMTE KOHLEHTPaLMK NOKa3Ba yAb/rKeHa TepMHHanana hasa, ne BOAM 10 KyMy/alus Ha NeKapcTBOTO.
Tasu TepmuHaiHa daza BEpOSTHO NMPeACTABs HacHiuaemo cebp3bane kbM ACE u He e nponopiHoHaHa Ha
no3ara.

Uepnodpobro yepescoane

Hapyuiesara yepHoapoOHa GyHKUMs IpH IIAIMEHTH ¢ LIMPO3a BOAK AC HaManABaHe Ha abcopbumsaTa Ha
TH3HHOTIPHA (0Kono 30%, ycTaHOBEHO NpH H3C/IeABaHE HA YPHHATA) M 10 YBe/IMYEHHE Ha OKCTIO3HIHUATA
(npubmuzuTenHo 50%) B cpaBHeHHe ChC 3APABH HHAMBHIM, NOPaAH HAMATCHNAA KIIMPBHC.

Bvbpeuno yspeowdane

Hapyenara 6p6peuna QyYHKUMA HaMaNiBa eNTUMHHMPaHEeTO HA H3KHONPUA, KOHTO ¢¢ OTAENA npe3
OB6penMTe, HO TOBA HAMAIEHHE CTaRa KITHHHYHO 3HAYHMO CaMO KOTATO CKOPOCTTA Ha [IOMepy/THa
dantpauus e nox 30 mL/min.

TaGanna 1, PapMaKOKHHeTHYHH NAPAMETPH HA JIH3HHONPHII HAa Pa3/IA4HH IPYynH HAHEHTH ¢
Gn0peunn HapylleHns /el MHOTOKPATHO NPHJIATAHE HA 1034 OT 5 mg
r T Ay

‘Bnbpeuna n Cnax Toax AUC tin
dyrkuus (ng/ml) (1) (0-24 u) (1)
H3MepeHa upes (ng/a/ml)

KpeaTHHHHOB

KJIHPBHC

> 80 ml/min 6 40,3 6 492+/-172 6,0+/-1,1
30-80 ml/min 6 36,6 8 555+/-364 11,8+/-1,9
5-30 ml/min 6 106,7 8 2228+/-938 19,5+/-5,2

C kpearuunnoB k1apsHE 30-80 mL/min, cpeano AUC ce ysenuuasa camo ¢ 13%, 4,5-KpaTHO yBenn4eHHe
na cpeanata AUC e HabnmonagaHo ¢ KpeaTHHHHOB KIHpbHC 5-30 mL/min.

JInsuHONpWI Moske aa 6B¢ OTCTpaHeH upes auanu3a. [lo BpeMe Ha 4 Yaca XeMOAHANIH34, UTa3MEHHTE
KOHLIEHTPALMH Ha TH3MHONPHI HAMANABT cpeaHo ¢ 60%, ¢ nuanuzeH KMMpBHC Meskay 40 u 55 mL/min.

Covpdewna nedocmamvynocm

TlaumenTiTe ¢bC CHPASHHA HEAOCTATEYHOCT MMAT NO-TONAMAa EKCIOIHLMS Ha JIM3HHOMPHA B CPABHEHKE CbC
3apaBH HHOMBHOH (yBennuenne B AUC cpenHo 125%), HO BB3 OCHOBA HA BE3CTAHOBABAHETO HA JIM3HHONPUIT
B YpHHATa, MMa HaManasaHe Ha abcopbuwniara npubIusKHTenHo ¢ 16% B CpaBHEHHE ChC 3APaBH HHIUBHIH.

Cmapuecka sp3pacm
TaupenTuTte B CTAPYECKA BL3PACT HMAT NO-BHCOKA CEPYMHA KORUEHTPALMA 1 [10-BHCOKH CTOHHOCTH Ha
TJIOMITE I10/1 KPHBATA M/1a3MEHA KOHLIEHTpaLus - BpeMe (yBenuiena npubnusurento ¢ 60%) otkonkoro no-

MIaJH TTALHEHTH.
XHapoxJIopoTHA3ZHA
Cnea npocnenseaHe Ha TUTA3MEHHMTE KOHIIEHTPALHH HE NO-MATKO OT 24 4aca € YCTAHOBCHO, Y€ IVTa3MEHUAT
MOTY’KHBOT Ha XMAPOXIOPOTHA3KA BapHpa Mexxay 5,6 H 14,8 yaca.

Tloue 61% 0T A03aTta ce EMUMWHHPA HEMPOMEHeHa B paMKkuTe Ha 24 daca. Cnel nepopajieH

12 yaca.

XuapoxnopoTHazua NpeMHEHAEA NPE3 [ALEHTATa, HO He H NPe3 KPEBHO-MO3bYH

5.3 Tpesxkanuuuanu AAnnH 34 HejonacHocr
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JIH3UHONPHA H XMAPOXIOPOTHA3HE, CA [BE JIEKAPCTRA, 32 KOHTO € nonyyen 6oraT KIIHHHYEH ONHT, KaKTo
CAMOCTOATENHO, TaKa H B koMOHHauus. I{anata HeobxoanMa HH(pOpMALKA 3a JieKyBaILH NeKap e
TIpEACTABEHA B APYTH TOMKY OT KPATKATA XAPAKTEPHCTHKA Ha NPOAYKTa.

6. CAPMAINEBTHYHW JAHHM
6.1 CnHCBLK HA IOMOIIHNATE BEUIECTBA

Ko-Muporou 10 mg/12.5 mg Tabnerkn

Manuron (E 421)

Hunurotud (E 132)

[lapeBHYHO HHILIECTE

[pexenaTHENPAHO HAPSBUYHO HUIIECTE

Kamirer xuaporendocdat AMXHAPAT

[IpexenaTHHH3HPAHO UAPEBHYHO HHLISCTE (JACTHYHO MPEXKENaTHHH3NPAHO)
Marsesnes cTeapar

Ko-Iuporon 20 mg/12.5 mg TabneTky
Manuton (E 421)

Hupurorus (E 132)

X par xenesed okeun (E172)

IlapeBHyHO HHIIECTS

[TpexeaaTHHHPAHO LAPEBHMHO HHLIECTe
Kanuuer xugporendocdar AnXHapaT
TIpexenaTHHH3HPAHO LAPEBHYHO HUIIECTE (YACTHYHO MPEXKEeNaTHHHIHPAHO)
Marnesues creapat

6.2 HecbBMeCcTHMOCTH

Henpunoxumo.

6.3 Cpor na roanoct

2 roIHHH.

6.4 Cuennany yc/j10BAA HA ChXpaHEHHE
Ha He ce cpXpanasa Han 25°C.

6.5 lauHH 33 0NAKOBKATA

Tabnerkute ca onakoBaHH B 6aucrepu ot PV C/anymunuit, kouto ceaepkar 10 rabnerkd. Mma no tpu
BaucTepa B KyTHA.

6.6 Cremnajmu NpeanA3HH MEPKH NPH H3XBLPJAnHE # pabora

Hsiva coeuvianim ¥3HCKBaHNA.

7. MPHUTEXATEJ HA PASPEINEHHETO 3A YIIOTPEBA

Gedeon Richter Plc.
H-1103 Budapest,
GyOmréi ot 19-21,




Yurapug

8. HOMEP (A) HA PASPEIHIEHHUETO 3A YIIOTPEBA

Ko-Jlupoton 10 mg/12,5 mg tabnetku: 20090490

Ko-Iuporon 20 mg/12,5 mg rabnetkn: 20090491

9. JIATA HA IIBPBO PA3ZPEHIABAHE/IIO/{HOBABAHE HA PASPEIIEHUETO 3A
YOOTPEBA

Jara sa mepBo paspemasane: 12.11.2009
Jata Ha rocheaHo nopHoBaAsane: 22.11.2013

10. JATA HA AKTYAJIHU3HUPAHE HA TEKCTA

03.03.2019




