KPATKA XAPAKTEPUCTHUKA HA ITPOAYKTA




1. MME HA JIEKAPCTBEHMUS ITPOAYKT Hia Ha npogyxma 1y

A2 11008/ 9
KoKanpecapmxken 8 mg/12,5 mg tabnerku | e O
KoKanpnecapmken 16 mg/12,5 mg tabneTku 7BV T3 7 07 -0 208

CoCandesargen 8 mg/12,5 mg tablets
CoCandesargen 16 mg/12,5 mg tablets

Z; KAYECTBEH U KOJIMYECTBEH CBbCTAB

Besaka KoKanpecapmken 8 mg/12,5 mg tabnerka cbabpka 8 mg KaHaecapTaH LMJIEKCETHI
(candesartan cilexetil) u 12,5 mg xuapoxnopotuasun (hydrochlorothiazide).

[ loMOLIHO BelleCTBO C U3BECTHO JIEUCTBUE:
Beska rabnetka cbabpxka 110,9 mg nakro3a moHoxuapar (lactose monohydrate).

Beaka KoKanpecapoken 16 mg/12,5 mg tabnerka cbabpka 16 mg kaHaecapTaH LIMJIEKCETHI
(candesartan cilexetil) v 12,5 mg xunpoxnopotuasua (hydrochlorothiazide).

[ IoOMOILIIHO BELIECTBO C U3BECTHO JACHCTBHE:
Bceska Tabnerka cvabpka 102,9 mg nakroza moHoxuapar (lactose monohydrate).

3a MBJIHUAT CIIUCHK HA MOMOLIIHUTE BEllleCTBA BHXKTE To4YKa 6.1.

3 JIEKAPCTBEHA ®OPMA

Tabnerka.

KoKanpecapmxen 8 mg/12,5 mg tabneTku ca KpbIJIM, XBATH Ha UBAT, MMbCTPH, JABOHHO
U3NbKHaAIHU TabJIeTKH, ¢ HaanucC “M™ ot eaHaTta ctpaHa 1 “CHI1"™ ot gpyrara cTpaHa.

KoKanpecapmken 16 mg/12,5 mg tabneTku ca KpbIijiM, C UBAT HA MPACKOBA, IbCTPH, JABOHHO

H3MNbKHAIH TabNeTkH, ¢ Haanuc “M” eaHara ctpaHa v ““CH2” ot apyrara cTpaHa.

4. KJIMHUYHHU JAHHHAU
4.1 TepaneBTHYHH NOKA3AHHA
KoKannecapaxkeH e rnokasas 3a:

JleyueHe Ha MbpPBUYHA XWUMEPTOHHMA IPU BB3PACTHHU TMALIUEHTH, KOraToO apTepUajHO UM
HaJiiraHe He ce KOTPOJiMpa J0CTaTbYHO MPU MOHOTEpaIMs ¢ KaHAecapTaH LMJIEKCeTHT MIIH C
XH/IpOXJIOPOTHA3HAL.

4.2 Jo3upoBKa H HAYHH HA NPHJIOKEHHE

o3upoBka

[IpenopbuBanata no3a KoKanaecapmken 8 mg/12,5 mg e 1 tabnerka BeaAHbX 1
[IpenopbuBanara no3a KoKanpecapmxen 16 mg/12,5 mg e 1 tabnerka BeaHb



[IpenopbuBa ce THTpHpaHe HA AO3WTE HA OTAC/NHMTE CbCTABKM (KaHOecapTaH LWIEKCETH W
xuapoxyaopornaszua). Korato € KNMHHYHO HEOOXOAUMO MOXE Aa C€ UMa NMpPEABUA JAUPEKTHO
MpeMHHABaHe OT MOHOTEPANMA KbM TEpANUsA C KaHAECAPTaH LIHWJIEKCETH/ XMAPOXIOPOTHAZHA.
[IpenopbuBa ce TUTpUpaHe HA J03aTa HA KaHAECApTaH LWIEKCETWI NpPH NpeMHHAaBaHE OT
MOHOTepanua ¢ xugpoxnoporuasua. KoKangecapioken moxe 1a ce npunara npH nalHeHTs,
KOraTO apTepHasHO MM HAlfAraHe He ce KOTPONMpa AOCTATBYHO TNPH MOHOTEpanus ¢
KaHAecapTaH LWIEKCETHA HIW C XWAPOXJIOPOTHA3WA, WIM ¢ KaHjaecapTaH UWIEKceTHn/
XHAPOXJIOPOTHA3HUI B HUCKM JO3H.

MakCHMaNnHUAT aHTUXUNIEPTEeH3UBEH edeKT OOMKHOBEHO C€ NOCTUra B paMKHTE Ha 4 ceiMMLH
OT HAYaJIOTO Ha ACUECHHUETO.

CneuuanHy rpymnu rnaiueHTH

Ilayuenmu 6 cmapuecka ev3pacm
He e HeoOxoauMo KOpMrupaHe Ha A03aTa MPY NaLHEHTH B CTapYecKa Bb3pacT.

Ilayuenmu c namanen evmpecv0oos obem

[IpenopbuBa ce f03aTa Ha KaHAecapTaH L{MIEKCEeTHN a ce TUTPUpPa HPpY NALMEHTH ¢ PHCK OT
XUIIOTOHUSA, KaKTO H MpH MAUUEHTH C BEPOATHOCT 3a HamajieH ofeM (NnpH Te3u NauHeHTH
MOXKe Ja ce oOCchaAM BB3MOXKHOCTTA 3a I[PUICKEHWE Ha HauvallHa J[03a KaHaecapraH

LANICKCETHN OT 4 mg).

bvbpeuno yapesicoane
[Ipn nauueHTH C JIEKO OO0 yMepeHO OLOpeyHO yBpexaaHe (KpeaTMHHHOB KiupbHC 30-80
ml/min/1,73 m? TenecHa nosbpxnoct (TII)) ce npenopbuBa THTPHUpPAHE HA A03aTA.

KoKanpecap/uker € [POTHBOMOKA3aH [PH HaLMEHTH ¢ TEXKo OnbpeuHo yBpexaaHe
(kpeaTHHHHOB KIHpBHE < 30 ml/min/1,73 m* TII) (Bx. Touxka 4.3).

Heproopobro yepexcoane
[IperiopbuBa ce TUTPHUpPAHE HA A03aTa HA KaHAECApTaH UMJIEKCETH MPH MaLHeHTH ¢ JieKa A0

yMepeHa XpOHHYHA 4epHoaApoOHa Oonect.

KoKanaecapkeH e mpoTUBONMOKAa3aH NPU NALUMEHTH ¢ TEXKKO YepHOAPOOHO yBpexaaHe W/ unu
xoJsectasza (Bx. Touxa 4.3).

[eduampuuna nonynayus
be3onacHOCTTa ¥ e(hUKACHOCTTA HA KaHAeCApTAH LWMEKCETWI/XHUIPOXJOPOTHA3H MPH Aeua
Ha BB3PACT OT pakaaHe R0 18 roaMHu) He ca ycTAHOBEHH. Hama HanM4YHU JaHHM.

HauuH Ha NpHIOXKEHUE

3a nepopajiHO NPUIOKEHHE,
KoKangecapokeH MOKe Ja ce npueMa ¢ uiu 6e3 xpaHa.

buoHanMUYHOCTTA Ha KaHACCapTaH HE CE [TIOBJIHABA OT [IPUEMA Ha XpaHa.

Hsama xNMHHYHO 3HAuEHHE B3AHMMOICHCTBHETO MEXAY XMAPOXJIOpOTHA3WI M NpHeMa Ha
XpaHa. -

4.3 IIpoTHBONMOKA3AHHA




¢ CBpPbXHYBCTBUTEJIHOCT KbM aKTHBHUTE BELUECTBA, KbM HIKOH OT NOMOLIHUTE BELIECTRA,
H30poeHn B Touka 6.1 WIM KbM aKTHBHM BELIECTBA, NPOU3BOAHM Ha cyndoHammuaa.
XHUAPOXJIOPOTHA3H], € aKTHBHO BELLECTBO, MPOU3BOAHO Ha cynadoHamMuaa.

bpeMeHHOCT BEB BTOPH H TPETH TPUMECTBD (BXK. Touku 4.4 1 4.6).

Texxo 6u6peuHo yBpexaaHe (KpeaTHHUHOB KIHpBHE < 30 ml/min/1,73 m? TII)

Texko yeprogpoOHO yBpekKAaHE WK X0JlecTasa.

PedpakTrepHa XUNOKAIUEMHUA W XUTepKaTLIUEMHUA.

[Toaarpa.

EaHospemenHaTa ynorpeba Ha KoKangecapakeH ¢ nexapCcTBeHH NMPOOYKTH, ChIbpKallM

allMCKUPEH € NPOTHRONOKAa3aHa NpH MAaUMEHTH CBC 3axapeH guaber wnu 6uOpeuHo
yapexcaaHe (GFR < 60 ml/min/1,73 m?) (px. Touku 4.5 u 5.1).

e & & » » &

4.4 CnenHalHu IpeaynpexxaeHHs H IpeanasHy MepKH NpH ynorpeda

Ocmpa pecnupamopra moKCUYHOCM

Cnen npveM Ha XHAPOXJOPOTHA3UA ce ¢bOOLIABAT MHOMO pPeAKH TEXKH Cliyvyad Ha ocTpa
pecmUpaToOpHa TOKCUYHOCT, BKIIOHHUTENHO OCTBP pecnuparopeH auctpec cuHapom (OPLAC).
Cnen nmpueM Ha XHAPOXJIOpOoTHA3HI OOHKHOBEHO ce pa3BuBa OenoapoOeH OTOK B paMKHTe Ha
MUHYTH A0 4acoBe. B HayanoTo CHMNTOMHUTE BKJIIOUBAT AUCIHESA, NMOBHUIEHA TEMNEpaTypa,
BinowmaBaHe Ha OenoapobHata QpyHkuus v xunoroHus. llpu cbmHeHue 3a ARDS Tpabsa na
Obae CNpsH MPUEMBT HA KAHAECAPTAH LWICKCETHI/XMAPOXJIOPOTHA3HA M Ja C€ NPHIOKH
MOAXORALLO JIeueHne, XHUApPOXJopoTHa3na He Tpabea Aa ce npwiara npd NAuHeHTH, KOUTO
npeayu Toea ca nonydasanu OPIC cnen npreM Ha XUAPOXJIOPOTHAIUL.

Hemenanomen pax na xodxcama

B nBe enuMIeMHOJOrHYHM NPOYYBAHHMA, OCHOBAaBalllh C€ HAa JATCKMA HALUKMOHAJCH pPAaKOB
perMcThp, € HaOMIONaBaH MOBHLIEH PUCK OT HeMENnaHOMeH pak Ha koxara (HMPK)
[6asanuoxnerbyeH kapuuHom (BKK) u ckBaMosHokneThuen kapuuHomM (CKK)] npum
HapacTBalla €KCMO3ULMA HAa  KyMmMylaTWBHa fJo3a  xuapoxnoporuaznn (XXT3).
QoToceHcHOUMU3MpaluuTe epektd Ha XXT3 mMorar na nefdcTBaT KaTo BEpPOSATEH MEXaHHUIbLM
3a pazsurue Ha HMPK.

[Taupenture, npuemamn XXT3, tpsbsa aa Ovaar uHpopmupaHu 3a pucka or HMPK wu
CbBETBaHH PEOOBHO /la MPOBEPABAT KOXATa CH 3a HOBM Jie3ud U He3abaBHO na ¢boOiuapart
Ipy MOSBA Ha NOAO3PUTENIHM KOXHH ne3nd. Ha nmaumeHTute TpaAbBa Aa ce npenopnyar
Bb3MOXXHH NPEBAHTHBHH MEPKH, KaTo OrpaHWHEHO H3INnaraHe Ha CJAbHYEBA CBET/IIHHA #
YJITPaBHONETOBH NIbYM, a4 B C/Iydal Ha eKCNoO3uLMsA, NOAXOAslla 3allMTa, 32 J1a c€ CBEAE 10
MHHHMYM PHCKBT OT paKk Ha Koxxara. [lono3pHTENHMTE KOXHHU ne3uu Tpabea ga Onaar
NojIoKEeHW Ha He3abaBHO M3caenBaHe, [OTEHUHAMHO BKIKOUBAUO XHCTONIOTHYHH
n3cneapaHus Ha GuoncuyHu marepuanu. [Ipepasrnexnake Ha ynorpebara Ha XXT3 moxe na
C€ HAJIOXKHU M MPH NalHEeHTH, KOUTO ¢a uManu npeaxoaeH HMPK (Bx. csu10 Touka 4.8).

Leouno broxupane na penun-anzuomensun-anoocmepornosama cucmema (PAAC)

MMa pnpaHHM, 4ve enHoBpeMenHaTa ynorpeda Ha ACE wuxuburtopH, aHruorensun II-
peuenTopHu ONOKepU WM AJIMCKHPEH [TOBHILABA PUCKA OT XUNOTOHUA, XHMIIEpKaJMEMHA U
HamanaBaHe (QyHKuuATa Ha OBOpenute (BIIKOYHTENHO OcTpa OBOpeuHa HEMOCTATBUHOCT).
[Tlopanu ToBa He ce npenopvuBa ABOHHO OnoxupaHe Ha PAAC uypez komOuHumpaHnaTa
ynorpeba Ha ACE uHxuburopu, anruoreHsu lI-peuentopHu Onokepu wnu anuckupeH (Bx.
TOYKH 4.5 1 5.1).

AKO ce MIPELEHH, HEC TCPAIIAATA C NBOWHO ﬁnoxupane e abCcoJIIOTHO HEGGXDI{HM&,
da €TaBa CaMO 1101 HﬂﬁHIOII.EHHETO Ha CNICUHAMHUCT H IPH YCCTO BHUMATC/IHO
Ha Cb)fHKl_[HﬂTEl Ha 6']:6p'EI.IHTE, CICKTPOJHUTHTC H KPbBHOTO HAJIATAHC.




ACE wunxuburopnm u aHruoteHsuu ll-peuentopHu Onokepu He TpaOBa na ce W3MNOA3BAT
eJHOBPEMEHHO MpH NalLreHTH ¢ AHabeTHa He@ponaTHs.

bvbpeuno yspeoscoane

Kakro W npu Apyrd JeKapcTBa, KOWTO IOTHUCKAT PEHWH-@HMHOTEH3UH-aIA0CTEPOHOBATA
CHCTEMA, MOXKE 1a C€ O4aKBAT NNpoMeHH B ObOpeuHaTa QyHKLMA NpH YYBCTBHUTEIHH MALHEHTH,
JIEKYBAHH ¢ KaHAECApTaH BUITEKCETUA/XUAPOXIOpOoTHa3uA (BK. TouKa 4.3).

Tpancnaanmayua na 6v6pex
HUma orpaHWyeHd KIMHHYHM JAHHW MO OTHOUICHHME HA TMPUIOKEHHETO HA KaHaecapraH
LAAEKCETHSY XUAPOXIIOPOTHA3HA IPH NALUEHTH, npeTbpneny 6u6petna TpaHCIaHTauus.

Cmenoza na 6vbpeunama apmepus

JlekapcTBeHU MPOAYKTH, KOMTO MOBJMABAT PEHUH-aHMHOTEH3WH-ANA0CTEPOHOBATA CUCTEMA,
BKJIIQUHTETHO aHTArOHUCTHTE HAa aHrHOTeH3UH ll-peuentopure (AIIRAS), Moxe na nmoeuLuar
ypesaTa B KpbBTa U KpeaTHHHHA B CEpyMa NPH MaUHEHTH ¢ ABYCTpaHHa CTeHo3a Ha OLOpeyvHata
apTepHs WIH CTEHO3a Ha apTepuAaTa nNpH eauH OBOpek.

Hamanen svmpecvoos obem

[lpy nauveHTH ¢ HaMalleH BBTPECHA0B 00eM W/WAM HaMalleHO HUBO HA HATPHMH, € BB3MOXKHO
Ja C€ MOABH XHKIOTOHMA, TaKa KAaKTO € OMMCaHO MNpH ynorpeda Ha APYTH JICKAPCTBEHM
NPOAYKTH, KOUTO TMNOBIUABAT PEHUH-AHIMOTEH3UH-ANA0CTEPOHOBATA CHCTEMa. ETo 3alno
NPUICKEHHETO HA KAHJECAPTAH LWNEKCEeTU/XHAPOXIIOPOTHA3U HE CE MPEnopBhYBa NPH TE3H
CbCTOAHHA, NPEAH Te aa 6bAaT KOPUTrHPaHH.

Anecme3usn u onepamugHo 1eyeHue

[Io BpeMe Ha aHECTE3UA M ONEPATHBHO NEYEHUE MPH NMALMUESHTH, JEKYBAHHU C AHTATOHUCTH Ha
aHrnoTeHsuH [I-peuenTopute, MOXKE fa BB3HHKHE XMIIOTOHMA, nopaau O10kaga Ha cUCTeMaTa
PEHHH-ZHTHOTEH3UH. MHOro paako, XUNOTOHUATA MOXe Aa Obae Texka, Taka 4e Ja ce

HAI0KH HHTPABEHO3HO MPWIOKEHHE Ha pa3TBOPH W/HUJIH Ba3ONpeCcOpH.

Heproopobuo yepesicoane
Tuasuau Tpabea na ce M3NON3BAT BHUMATENHO MPH NalUEeHTH ¢ yBpeAeHa uepHoaApobHa
(YHKUMA WIH NPOrpecHMBHO 3abonABaHe HA 4YepHUA OpoO, TbA KAaTo MU Hali-mankuTe

OTKIOHEHHA BbB BOAHHSA U €JIEKTPOIUTHHA DallaHC MOXE Aa JoBelaT A0 HepHoapobHa Koma.
Hama knuHH4YeH ONUT ¢ KaHAecapTaH LUMIEKCETUN/XUOAPOXIOPOTHA3HA MPH MALUEHTH C

4epHOApOOHO yBpexKIaHe.

Cmenosza wna aopmua u mumpaina Kaana  (obcmpykmusnHa  xunepmpoduuna
Kapouomuonamus)

KakTo npy Apyrute BasoAWIATATOPH, CNELUATHO BHHUMAHHE € HeOO0XOAUMO NpH NalHeHTH,
CTpajalli OT XEeMOJAMHAMUUHO 3HAUMMAa CTEHO3a HA aOpTHA HWAM MUTpanHa Kjiana WM
0OCTpYKTHBHA XHUIIEPTPpOhUUHA KAPANOMUONATHA.

[Tvpsuuen xunepanoocmepoHuzbM

[lateHTH ¢ MBPBUUEH XHMIEPATAOCTEPOHUIBM O0OHYAHHO HE CE€ NOBIUABAT OT JEYEHHE C
AHTHUXUNEPTEH3UBHHU JIEKAPCTBEHU IMPOAYKTH, AEHCTBAILM 4Ype3 HHXUOWpaHe Ha pPEHUH-
aHMMOTEH3UH-ANIAOCTEPOHOBAaTa cUcTeMa. [lopagu TORa NpPUIOKEHMETO HA KaHaecapTaH
LWIEKCETHI/XUAPOXJIOPOTHAZHU NPHU Ta3U IPyna NauueHTH HE Ce NPpenophuBa.

Enexmponumen oucbananc
[TeppoauuyHo, npe3 oOnpeaesieHH HHTEPBANU OT BpeMe, TpaAbGBa na ce
CTOHHOCTHTE H& €JIEKTPOJIUTUTE B CEPYMa.




JleueHHETO ¢ THA3WAHH AXYPETHLIH, BKIIOUMTENHO XWAPOXJIOPOTHA3HA, MOXE [a MPUYMHMU
BOACH WIH €JIeKTPORMTEH AucOanaHc (XUnepKalLHeMHUs, XHIMOKAIHEMHSA, XHIIOHATPHEMHA,
XHITOMArHe3ueMHsa B XMMOXIOpPEMHUYHA anKanosa).

TuasuaHuTe AUYPECTHIIM MOXKC Aa HaMaJAT OTACIAHETO Ha Kaaluui B YPHHATA H MOXKE Ja
[IPUYHUHAT BPEMCHHO H HE3HAYHUTEIIHO MMOBHIUCHUE HA KOHIICHTPALLHHTE Ha KaslLHH B CEpyMa.

3HauYMTENHA XHMepKaauueMus moxe na O6bae Oener 3a CKPHT XHNEPNapaTUPEOHOIHU3BM.
TuasuauTe TpadBa Aa OBAAT CHPEHH NpEAX Aa Ce HaMpaBH H3CJICABAaHE HA MapaTHpOXAHATa
GyHKUMATA.

XHAPOXNOpPOTHA3H NOBHULLIABA 10303aBHCUMO OTIEJIAHETO Ha Kanuid B YpUHATa, KOETO MOXKe
Aa [oBeAe 00 XMNoxanueMmusa. To3u edeKT Ha XHAPOXAOPOTHA3KA BEPOATHO C€ MPOABABA MNO-
PRIAKO, KOraTo ce npunara B koMOMHaLUMs ¢ KaHaecapTaH LunexceTun. PUCKbT OT nossa Ha
XUNOKANMEMHA MOXE Ja Obae yBENH4YEH MPU MALUEHTH ¢ LUUpo3a HA uvepHUA Apob, npu
NMalMeHTH CbC CHIHA AWYype3a, NPM MaLUWEHTM C HEROCTaThUEeH nepopajeH MpPHEeM Ha
€JEKTPOJIMTH M MNPH MALMUEHTH HAa €JHOBPEMEHHO JIeY€HHE C KOPTHKOCTEPOHUAH HAH
anpeHokopTHKoTporeH xopmoH (ACTH).

JleueHHeTO ¢ KaHOecapTaH LIWIEKCETHS MOXe Aa MPUUHUHH XHUMEPKATHEMHA, 0cOOEHO mnpH
HAJIMUMETO HA CbP/CUHA HEAOCTATBYHOCT W/HIH OBOpeuHo yBpexaaHe. EnHoBpeMeHHara
yrorpeba Ha KaHaecapraH uunexkcetun/xuapoxyopornazna U ACE HHXOMTOpPH, alMCKHMpEH,
KaTMH-CbXPaHABAIIM JUYPETHLIM, KAIHEBH A00ABKH MIIM 3aMeCTHUTE/IM Ha COATA WK APYrH
JIEKapCTBEHH MPOJAYKTH, KOMTO MOratr Ja MOBHLUAT HUBATa Ha KaJlMd B cepyMa (Hamp.
XenapuH, KO-TPUMOKCA30/1, U3BECTEH ChLIO KATO TPUMETONPUM/CynhamMeToKcason), MoXxe 1a
AOBene 0 nOBMINABaHE Ha Kanus B cepyma. MoHuTOpHpaHe Ha kanusa TpsabBa na ce
OCBUIECTBABA, KOTAaTO e CYHTa 3a HeoOX0aAuMO.

HN3secTHO €, ye THA3WINUTE MNOBULLIABAT OTACJAHETO HA MarHesHH ¢ YPHHAaTa, KOCTO MOXKC Aa
NPHUYUHH XHITOMArHC3inemMms.

Memabonumuu u eHOOKpUHHU ehexmu

JleueHHeTO ¢ THA3NOHU AUYPETHLU MOXE 12 MOBIMAE [VIIOKO3HHMA TojepaHc. Moxe na ce
HaloXKH TMpOMAHA HAa JO3HpPOBKAaTa Ha aHTHAHAOETHWTE JIEKapCTBEHM NPOAYKTH,
BKJIFOMUTENIHO WMHCYAHMH. [lo BpeMe Ha neueHMe ¢ THA3WOH MOXKE Ja ce MPOABH JIaTeHTeH
3axapeH audader. JIeueHUeTO ¢ THA3UAHH ANYPETHLHU € CBBP3aHO C MNOBULIABAHE Ha HUBATA Ha
XONecTeposn ¥ Tpuravuepuau. Ilpu no3ute, KOHTO ce ChABLPKAT B KaHASCAPTaH LUAEKCETHN/
XUAPOXNOPOTHA3UA, ca HabnroaaBaH caMO MUHMMAJTHHU €(EeKTH.

TH&BH,IIHHTB AAYPETHLIH NTOBUNIABAT HHWBATA Ha NHKOYHA KHCCJIMHA B CE€pyMa H [IpH
YYBCTBHTC/THH NallMCHTH MOXKC Ja TIPUYUHAT rioaarpa.

DomouyscmeumenHocm

CpollueHHM ca cnyuau Ha peaxUuMM Ha (OTOYYBCTBHUTEIHOCT MPH ynorpeba Ha THA3ZHAHH
AMypeTHLH (BX. TouKa 4.8). AKO ¢e NOABAT peaklLMU Ha POTOMYBCTBUTENHOCT, NPENOpbHUBa
ce MnpeKpaTiBaHe Ha jJe4deHueTo. B ciyuaid, ye NMOAHOBABaHE Ha NEYEHHETO CE€ CUMTA 34
HeoOX0AUMO, B TO3U CAy4ail ce npenopbuBa Ja ObAAT 3aIMTEHH OHE3H YaCTHUTE OT TAJIOTO,
KOMTO Ca HW3NOKEHW Ha ACHCTBHETO Ha CIbHYEBA CBETAMHA HAM Ha M3KycTBeHO UVA
JTBYCHHE.




Humecmunanen anzuoeoem

3a MHTECTHHANEH aHrHoeleM c¢€ CcboOmaBa npH MNAaUWEHTH, JIEKYBaHM C aHrUoTeH3uH Il
peLIENTOPHA AHTATOHUCTH [BKJIFOMMTENTHO KaHAESCapTaH LMIEKCETUI/ XMOPOXAOpOTHA3KA] (BXK.
Touka 4.8). Teau nauueHTH HMAT KopemHa OONKa, raaeHe, TNOBPBIUAHE W AUAPHA.
CuMITTOMMTEe OTIIYMABAT Cle€l TpeycTaHOBABAHE Ha aHruoteHsuH Il peuentopHuTe
AHTAMOHUCTH. AKO CE AMArHOCTHLMpA HHTECTHHAJIEH AHCHOEAEM, JIEHeHHeTO C KaHAeCcapTaH
UWIEKCETHI/ XUAPOXNOpoTHA3na TpsbBa aa ce npeycraHOBH M ja Ce 3arnouHe MOAXOOALLO
HabnrO1eHNe A0 MBAHOTO OTLUYMABAHE HA CHMITTOMMUTE.

Obuyu

[Ipy rraumeHTH, MPH KOUTO CHAOCBHUAT TOHYC U PYHKLMATA Ha OBOpeLUTE 3aBUCST NPEAUMHO OT
aKTUBHOCTTA HA CHMCTEMaTa pPeHHH-aHMHOTEH3UH-aIAOCTEpOH (HAMp. NaUMEeHTH ¢ TEeXKa
3aCTOMHA CbpAeYHA HEeZOCTATBYHOCT MKW CBOBTCTBAIO ObOpeuHo 3abonspaxe,
BKTIOYHTEIHO CTEHO3a Ha OnOpevHaTa apTepHs), NTEUEHUHETO C APYTH JeKApCTBEHH NPOAYKTH,
KOMTO MOBJAUABAT Ta3H CUCTEMA, BKITKOUNTENHO AIIRAS € 0110 CBBbpP3aHO ¢ OCTpa XHUIMOTOHMA,
a30TeMHA, QJIMTYPHS MJIH PAJKO ¢ ocTpa ObOpeuHa HemocTaTbuHOCT. KakTo npH BCekH Apyr
AHTHXMNEPTEH3IUBEH JIEKAPCTBEH NPOAYKT, [IPEKOMEPHOTO HAMalleHHWE Ha apTepHaTHOTO
HalAraHe NMpH NaLUMEeHTH C UCXeMHYHa 00J1ecT Ha ChPLETO MWIH aTEPOCKIEPOTHYHA MO3BUHO-

CbI0Ba 60JIECT MOXKE fa AOBEdE 1O MHOKApAeH HH(APKT WIIH HHCYJIT.

Peakuyy Ha CBPBXUYBCTBHTENMHOCT KbM XHIPOXJIOPOTHA3uA MoXe Aa ce HaOmwopasar mpH
MmaLMeHTy ¢ Wid 6e3 aHamHe3a 3a aneprus Wik OpoHXUalHa acTMa, HO ¢a 0-BEPOATHH TpPH
MalLMeHTH C TaKaBa aHaMHeE3a.

CoobuiaBa ce 3a 0DOCTPAHE UM AKTUBHpPAHE HA CHUCTEMEH JIYIIYC €pPUTEMATO3YyC IpH
yrnotpeba Ha THA3UAHH JHYPETHIIM.

AHTHXHNEPTEH3UBHUAT eeKT Ha KaHAecapTaH UMAeKCETHI/XHAPOXJIOPOTHAZHA MOXKE Aa Ce
3aCHJIH OT APYrd aHTHXUINEPTEH3UBHH JIEKapCTBa.

bpemennocm

Jleuenune ¢ AIIRAs He Tpabra na 6bae 3anousaHo no BpeMe Ha OpeMeHHOCT. B cnyuait, ye
npoab/bKaBaHe Ha sedeHueTo ¢ AIIRAs e ocobeHo HeoDxo0auMO, NTEYEHHETO HA MALIMEHTH,
KOUTOQ [UIaHUpaT OpeMeHHOCT TpAOBa Ja ce CMEHM ¢ aNTepHATHBHH AHTHXHINEPTEH3UBHM

TEpankid, KOHTO MMAaT Roxa3aH npogun Ha 6e30MNacHOCT MpU NPWIOKEHHE IO BpeMe Ha
OpemenHocT. [Ipy noreepaena OpemeHHocT, nedeHueTo ¢ AIIRAs tpabpa HezabaBHO pa ce
NPEKpaTH ¥ aKo € NOAXOAAILO, TpAORA Aa Ce 3aMOYHE aANTEPHATHBHO JieHeHHe (BXK. TOUKHU 4.3 U

4.6).

Xopouoanen usaug, ocmpa Muonua U 6MOPUYHA 3aKPUMObB2bAHA 2AAYKOMA

CyndpoHaMHAWTE WM JIEKAapCTBa, MPOHU3BOAHH HA CyJ(OHAMMAUTE, MOraT Aa NpPEeAW3BUKAT
MAMOCHHKPATUUYHA peaKiiMg, BOAELIA A0 XOPHUOUAANICH UINMB ¢ JedeKkT Ha 3PUTEIHOTO MOJE,
NpexoJHa MMOMHKA H OCTpa 3aKPHTOBIB/IHA rilaykoMa. CUMNTOMHTE BKJIKOUYBAT OCTPO HA4daso
Ha HaMalleHa 3PHTEIHA OCTPOTa UM odHa 6onka U OOMKHOBEHO ce MpOABABAT B pAMKHTE HA
4YacOBE OO CEAMMUM Cle]] 3arouBaHe Ha neuyeHuero., HenexkyBaHata ocTpa 3aKpHUTOBIBJIHA
rnayxoMa MoOXe [a foseae OO TpaitHa 3aryba Ha 3peHmeto. IIbpBOHAa4amHOTO JieYyEHHE e
NpeyCTaHOBSABAHE HA MpHEMa Ha JIEKapCTBOTO Bb3MOXKHO Hail-Obp30. Moxe Aa ce HamoxH na
ce oOMHCIHM He3aDaBHO MEAMLIMHCKO WIM XHPYPrH4YHO JIeY€HHe, aKO BbTPEOUYHOTO HanAraHe
OCTaHe HEKOHTPOMHpaHO. PHckoBHUTE d¢akTopu 3a pa3BUTHE Ha OCTPa 3aKPHUTOBIbIHA
[JIAYKOMa MOTAT Aa BKJIIOUBAT aHAMHE3a 34 alleprusa KbM CyJI(pOHAMHA WIH MEHHULIMIHH.

Homownu sewyecmea

To3u nexapcTBeH NpOAYKT ChAbpkA NakTo3a. [lauueHTH ¢ pelkyd HacCneOCTBS
KaTO ranakTro3Ha HEMOHOCHMOCT, I1bJ1HA JIAKTO3HA HEAOCTATBYHOCT UMM I e
manabcopbuus He TpaOBa n1a npHeMaT TO3M NIEKAPCTBEH MPOAYKT.
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4.5 BiaumozeiicTBUsE ¢ ApPYrH JdeKaApCTBEeHH MNPOAYKTH H JApPYrH ¢OpMH HA
B3auMoJeHcTBHNE

BeuectBa, 3a KOMTO ¢a NpOBE&XOaHU KIKHHYHU (PapMaKOKHHETHYHHM NPOYUBAHWS BKJIOYBAT
papdapuH, JUCOKSUH, IepOpaNHyd KOHTPALECNTHBH (T.€. €THHWIECTPaAMON/IEBOHOprecTpen),
raubenknaMu v HugeaunuH, Ilpu Te3u npoyyBaHHUA HE Ca YCTAHOBEHH KIMHMYHO 3HAYUMH

¢apMaKOKHHETHYHH B3aUMOJIEHCTBHI.

[[pHuHHEHHAT OT XUAPOXJIOPOTHA3HA €(EeKT Ha M3YCPIBAHE HA Kalnuii € Bb3MOXHO 13 Obae
3ACHJIEH OT APYIH JIEKAPCTBEHW NPOAYKTH, CBbP3aHH ChC 3aryba kKanuid M XHMoKanueMHs
(Hanp. Opyrd Kajluh-ypeTHYHH AWYPETHLHM, JIaKCATHBM, aMQOTepHIIMH, KapOeHOKCOJIOH,
MeHUUWIHH G HATPHA, TPOU3BOAHM Ha CATULIWIOBATA KMcenyHa, creporan, ACTH).

EAHOBPEMEHHOTO TNPHIOKEHHE HA KaHOECapTaH LMIEKCETW/XMAPOXMOPOTHA3UA M KaIHiA-
ChbXpaHABaLM AHYPETHUH, KanueBu A00aBKM M 3aMECTHTENM HA COATA WAH JApPYrH
JeKapcTBEHH MPOAYKTH, KOUTO MOraT IOBMILIAT HUBATA HA KalHii B cepyM (Hanp. xenapuH
HaTpH#, KO-TPUMOKCA30J, H3BECTEH KbIUO KaTO TPHUMETONpUM/CyidaMeToKca3ol), MoXe Ja
AOBEAEC RO NOBMINABAHE HA Kanus B cepyMa. MoHuTopupane Ha xanua TpabBa ga ce
OCBIIIECTBABA, KOraTo ¢€ cyMTa 3a Heobxoaumo (BxK. Touka 4.4).

[IpyunHEeHa OT AUYPETHK XMMOKATMEMHA Y XUTIOMAarHe3ueMns Mpeapa3nosiarar 3a 3aCUIBaHe
Ha MOTEHUMAJIHUTE KApAUOTOKCHYHH e(EeKTH Ha JWFHTAIMCOBH IJIOKO3HIH M
aHTHapuTMUTHLM. [lpenopbuBa ce nepHOAHYHO Aa c€ MOHHUTOpHpA KajKd B CEPYM, KOraro
KaHAEeCcapTaH LUACKCETHI/XUAPOXIOPOTHA3KHI C€ NpWara ¢ TAKHBA JIEKAPCTBEHH NPOAYKTH K
¢ u30poeHHTe M0-40J1Y JIeKapCcTBa, KOUTO MOTAT Aa NPUYHHAT torsades de pointes:

. Knac [a aHTHApUTMUTHLM (HAMp. XHHUANH, XUAPOXUHUAHH, AUIONUPAMHU])
. Knac III antnapyurMuTuLg (Hanp., aMHOOApOH, COTaNoN, A0PEeTUIHI, HOYTHINA)
¢ Hsaxon AaHTHNCHXOTHLM (HAamp. THOPHAA3MH, XIOPNpPOMa3uvH, JIEBOMENpPOMa3HH,

TpU(Ayonepasny, LHAMEMA3WH, Cynnupua, cyndonpuja, aMUHCyInpui, THANPHA,
MUMO3HUA, XaNonepuao., JpornepHao.1)

. Hpyrn (Hanp. Oenpuaun, uuMsanpuia, AudgemMaHW/, UHTPABEHO3CH €PUTPOMHLIMH,
XanoaHTpUH, KETAHCEPUH, MM30JIACTHH, T[IEHTAMHUAHH, cnapgoKcalMH,
TepdheHa M, HHTPABEHO3€H BUHKAMUH )

HMMa chobiuenusa 3a obparumo nopuUIeHHe HA KOHUGHTPAUMUTE HA JIMTHH B cepyma H
TOKCHYHOCTTA MYy [IpM €AHOBPEMEHHO npunoxeHue Ha JUTHH ¢ ACE uHxubutopn unm
xuppoxnopoTtHasua. Ilonoben edekT e chobuwiaBaH c¢blio nmpv npuwiokeHue Ha AIIRAs.
YnorpebaTta Ha KaHAecapraH H XHAPOXJOPOTHA3UA C JIMTHII HEe ce [penopbyBa. AKO
kKOMOHHaLUATA € MOKAa3aHO HeoOXOoOuMa, MpenopbYRA C€ BHUMATEAHO NpOCHeAsBaHe Ha
HUBATAa Ha JIUTHH B CEpYM.

[lpn eaHoBpemeHHo mnpungxkeHne Ha AIIRAs ¢ HecTepoMAHW TIPOTHBOBB3MAJIUTETHH
nekapctea (HCIIBC) (1.e. cenexkrusHu COX-2 UHXUMOHUTOpH, aLETHICANHLIMIIOBA KHCEIHHA
(>3 g/nuesHo) u HecenextuBHu HCIIBC), Moxe npa wHacTbnM HamangBaHe Ha
AHTHXHUITEPTEH3UBHHA eeKT.

Kakro npu ACE unxuburopure, eaHoepeMeHHara ynorpeda Ha anrmoteHsuH 1l peuentopHu
avtaroHucTd H HCIIBC moxe pa poseae o noBHlIaBaHE HA pUCKA OT BJOLUABAHE HA

6vOpeuHaTa (YHKUMA, BIJIIOYHTENHO BB3IMOXKHA OCTpa ObOpeuHa HemocTaTbUHeE

NoKa4yBaHe Ha Kanug B cepyMa, ocoOEHO NMpU MauMeHTH C aHaMHe3a 3a BIOLUE T ik T
¢ynkuus. KomOnuauuara tpadbsa na ce npunara BHUMaTenHo, ocobeHo npy/Deluedn B Gﬁg‘
X v LY 3
crapuyecka Bu3pacT. [lauuenTture TpaGBa na 6baaT gocTaTh4HO XHApaTHpaHHU i FFORAIMREIR C‘é?
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MMa TIpeaBU] npocaenspaHe Ha OvOpeuHaTa GyHKUMA Clel 3allOUBAHE HA €AHOBPEMEHHOTO
JIeYeHHUE U MEPHUOJHUHO ClIE] TOBA.

JUypeTHYHHUAT, HATPUI-YPETUYHHAT H aHTHXHINEPTEH3UBHUAT edeKT Ha XHAPOXJIOPOTHAZM
ce HaManaea or HCIIBC.

JlaHHH OT KIHHUYHH U3NWUTBAHMUA T[I0Ka3BaT, 4e ABOHHOTO OJOKMpaHe Ha peHHH-
aHrHoTeH3uH-anaocrepoHopara cucreMa (PAAC) upez xomOunupanara ynotpeba Ha ACE
MHXHOUTOPH, aHrHOTEH3HH [I-peuentopHu OA0KEPH WIH ATMCKMPEH ce CBBp3Ba C NO-BUCOKA
YEeCTOTA Ha HeXKellaHW CLOUTHUSA, KaTO HAMpUMEpP XUIOTOHUA, XUMEPKATHEMHS U HaMallABaHe
Ha 6BOpevnaTa GyHKUMA (BKIFOUMTENHO ocTpa ObOpeUHa HENOCTATBYHOCT), B CPABHEHME C
ynotpebara caMO Ha enuH aexapcTteeH npoaykt, nosnuasauwl PAAC (Bx. Ttouku 4.3, 4.4 n
5.1).

AbcopbuusaTa Ha XHAPOXIOPOTHAIK/ C€ HAMAIABA OT KOJIECTUION UK XONEeCTHPAMHH.

XHIpOoXJIOPOTHA3UA MOXE Ja 3acHIM €(PEeKTa Ha HEeAENONAPH3HPALUM CKEAETHO-MYCKYJIHH
penakcaHTu (Hanp. TYOOKypapHH).

TuazuauuTe AMYPETHLH MOXKE Aa MOBHMILAT HMBATa Ha KAJlLUMH B CEpyM, MOpaan HamalsBaHe
Ha OTAeNgHeTO MY. AKO TpaOBa a ce npeAnyiIIaT Kanuuesd 4o0aBky Win BuTaMuH D, HuBaTa
Ha KaJILIMH B cepyM TpsAOBa na OvaaT npocneAsBaHH, a A03aTa Ja Ce aaanTHpa CbOTBETHO.

Tuazumure Moxe na YCHIAT XHINCPTIIMTHREMHKHHHNA eq;ewr Hd Ge’ra-ﬁnaxepu H AHa30KCH.

bHOHAIMYHOCTTA HA THA3WAHWMTE JAHYPETHULIM MOXKE Aa C€ MOBHLIA OT AHTHUXOJIHHEPTHYHMU
neKapcTBa (Hanp. aTponuH, SHNEepHUAHH), Upe3 HaMaNsBaHe Ha MOTHIIMTETA HA CTOMAIUHO-
ypeBHH TPAKT U YAbKABaHE HAa BPEMETO 3a U3Mpa3BaHe Ha CTOMAaxa.

THasuouTe MOXKe aa YBCIIHYAT pHUCKA OT HCOXKCJ/IAHH pCaKUuuH, NMPHIHHEHH OT aMaHTadHH.

Tuwasugnre Moxe aAa HamanaT ObOpeuHaTa eKCKpeuus HAa LMTOTOKCHYHM JE€KApPCTBEHH
npoAyKTH (Hanp. uMKinogochaMua ¥ METOTPEKCAT) H J1a 32aCHNAT MHUENOCYNPECUBHHTE UM
edeKTH.

OpTocTaTHYHATA XHMIIOTEH3UA MOXE Oa C€ BACIIM TpH €OHOBPEMEHHOTO TNpPHEMAHE HA
ankoxoi, 0apOuTypaTy HIM aHECTETELH.

JleyeHneTo ¢ THA3UAHU AUYPETHUM MOXE Oa MOBJIMAC NMIOKO3HMA TonepaHc. Moxe na ce
HAJIOXKH TMPOMAHA HA A03aTa Ha aHTHAMAOETHHUTE JIEKAPCTBEHU NPOAYKTH, BKIIOUMTENHO
HHCYJHH. MetdopMuH TpabBa ga ce rnpunara BHAMATEJIHO, NMOpaJM PHCK OT JIAKTaTHa
alnuao03a, CIeACTBHE Ha Bb3MOXKHA (PYHKUMOHalHa OBbOpevyHa HeAOCTATBhYHOCT, CBhp3aHa ¢

XHAPOXJIOPOTHAIHLL.

XuApoxJIOPOTHAZKA MOXKE [1a NPUUMHK HaMallABaHe HA apTePHAAHHA OTTOBOP KbM MPECOPHH
aMWHH (Harp. aApeHaJIMH), HO HE U HAMMBLAHO 11a H3KITIOUH NPEeCOPHMUA eEKT.

XHUAPOXJIOPOTHA3UI MOXKE Ja MOBHINH PHCKA OT ocTpa 6bO6peyHa HEQOCTATBHYHOCT, OCOOEHO
IpH BUCOKH A03M OT HOAUPAHU KOHTPACTHH BeLSCTRA.

YCNOXKHCHHA OT 11oAarpoicH BHA.

EaHoBpeMeHHOTO neyeHue ¢ OaknodeH, aMU(POCTHH, TPULIMKIIMYHH AHTH
HEBPOJIENTHIIM MOXKE [1a YCHIU aHTHUXHUIIEPTEH3UBHHUSA €(PEKT U MOXXE A NpHY
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4.6 OepTHANTET, 0PEMEHHOCT H KbpPMeEHe

bpemeHHOCT

Anzuomensun Il-peyenmopnu anmazonucmu (AIIRAs)

He ce npenopvusa ynotpebata Ha AIIRAs npes Bpeme Ha NBPBHA TPUMECTHP OT
OpemeHHOCcTTa (BXK. Touka 4.4). Ynorpebara Ha AIIRAS e npoTUBONOKA3aHO fIpe3 BpeMe Ha
BTOPHs H TPETH TPUMECTHD OT HpeMeHHOCTTa (BXK. TOHKH 4.3 1 4.4).

Hama ybequTenHH enuASMHOJIOTHYHM AOKA3aTeNCTBA 3a PUCK OT TEPATOrCHHOCT IpH
npunarade Ha ACE vHxuburopu npes muepBUs TPUMECTHP HAa OpEMEHHOCTTA; NMPH BCE TOBA
He MO)Ke Ja C€ M3KII0YW ManKo MOBULIEHWe HA pucka. ThH KaTo HAMA KOHTPOJIMpaHH
eTUIEMHONOTMYHH JaHHH 3a pucka npu ynorpeba Ha aHruoreHaud Il-peuentopHu
aHtaroHUcTH (AlIRAs), mogobeH puck Moxke Ja ChLUIECTBYBA U 33 TO3M Kiac JIEKAPCTBEHHM
npoaykTH. [lpu naumeHTH, nNnaHupalid OpeMeHHOCT, Ne4YeHHEeTO TpAOBAa Ja ce CMEHH ¢
AITEPHATHBHY AHTUXWUIEPTCH3WBHU Tepandu ¢ AokazaH npodun Ha O€30MacHOCT npH
ynorpeba no BpeMe Ha OPEMEHHOCT, OCBEH KOraro npoas/kaBaHe Ha edeHHeTo ¢ AIIRAs ce
cuura 3a ocobeHO HeoOXoauMMO. AKO ce yCTaHOBH OpeMeHHocT, neveHuero ¢ AlIRAs
TpabBa He3abaBHO Ja ce NpeyCTAHOBH M aKO € MOAXOAALIO, Ja C€ 3aMO4HE AATEPHAaTHBHO

JICUCHHC,

HzBecTHO e, ue ynorpebarta Ha AIIRAS ripes BTOpHUS W TPEeTHS TpuMectep Ha OpeMEeHHOCT
MpUYMHHABA (DETOTOKCHYHOCT TmpH Xopa (HamansBane Ha ObOpeuHarta QyHKUMA,
OJIMrOXHUApPaMHHO3a, 3abaBsHe B OCH(PUKALMATA HA ueperia) U HEOHAaTaTHAa TOKCHMYHOCT
(6vOpeuHa HEAOCTATBYHOCT, XUITOTOHHUA, XUIEPKANHMEeMHA) (BxK. TouKa 5.3).

B cayuaii Ha excniosuuus Ha AIIRAS npes BTOpHsS TpUMECTHP Ha OPEMEHHOCTTA, NPENopbYBa
Ce yATpa3ByYKOBO H3ciieBaHe Ha ObOpeyHaTa PyHKLUA U Ha yepena.

KbpmaueTa, unuTo Maiiku ca npueManu AIIRAs Tpabea na ce HabGnromaBaT BHMMATENHO 3a
posiBa Ha XUNOTOHUA (BXK. TOMKH 4.3 U 4.4).

Xudpoxropomuasuo.

HMMa orpaHHueH ONMUT MPH NPHIOKEHHETO Ha XHUAPOXJIOPOTHA3KA MO BpeMe Ha OpeMEHHOCT,
ocobeHo npe3 MbpBUA TpUMECTHP. IIpoyuBaHHATA C JKMBOTHM €& HEJOCTATHUYHH.

XuapoxnoporHasug npeMuHaBa Tripe3 miaueHrata. Ha ocHoOBa Ha (apMaKONOTHYHHSA
MEXaHH3BM Ha NeHcTBME Ha xuapoxyopornasuzl ynorpebara My mnpe3 BTOPHA M TpeTHA
TPHUMECTHP HAa OpEeMEHHOCTTa MOXKE Za yBpeaH (eTOo-NnaucHTapHaTa nepdys3ua ¥ Moxe Ja
NPUMHHU QETATHM U HEOHATANHH €(EeKTH, KATO XBJITEHHLUA, HapylLIeHHe B €NEeKTPONHTHUA
OanaHc ¥ TpOMOOLIMTONEHHA.

XuapoxJiopoTHasHa He Tpabpa da ce W3Non3Ba NPW TeCTallMOHEH OTOK, recTalMOHHA
XHNEPTOHUA WAM MNpeexaMncus nopajay pPUCK OT HamangBaHe Ha [uiazMeHus obeM M
rialieHTapHa xunonepgysus, Oe3 na HMa MoJIOXKHUTENEH €(PEKT BBPXY X04a Ha 3ab0/IABaHeTo.

Xuapoxyiopotsasua He TpabBa Oa ce u3non3sa npu OpeMEeHHH 3a JICUEHHE Ha eCOYHIT:
XHIIEPTOHHA, ¢ M3KIKOYEHHE HAa DPEAKH C/y4ad, KOraTo [Opyro Ji€4eHHe He .;. EEI

NPHIOKHU. | §
s [ak

KbpmeHe rI-,B
£\
s
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Anzuomensun [I-peyenmoprnu anmazonucmu (AIIRAs)

TvA kaTOo HaMa HanuM4Ha MHDOpPMALKMA OTHOCHO ynoTpebaTa Ha KaHAecapTaH UWUIEKCeTHV
XHAPOXJIOpOTHA3UA NpH KbpMeHe, KoKaHnecapakeH He ce npenopnyBa U 3a NMpeANoOYHTaAHE
ca aJTepHaTHBHH TepanvH ¢ no-nobpe ycrtaHoBeH npodun Ha He3onacHOCT Mo BpeMe Ha
KbpMeHe, 0CODEHO MPU KbPMEHE HA HOBOPOAEHHU HITH HEIOHOCEHH Jela.

Xuopoxnopomuasuo.

XHAPOXJOPOTHAZHA C€ OTLENA B KbPMATa B MAAKH KOJIMYMECTBA. THA3HUAH BbB BHCOKH A03M
NPUYHHABALIMY YCHWIEHA OUYpe3a MOXKE Ha MOTHUCHAT OTHAENAHETO Ha KbpMma. Ynotpebara Ha
KaHAecapTaH LIHJIEKCETHI/ XHAPOXJIOPOTHA3H 110 BpEME Ha KbPMEHE HE CE NpenopbUBa.

4.7 EdekTu BbpXy cnocobHocTTa 3a modupane u padora ¢ MAUIHHH

Hsama npoyuBaHuA 3a edekTa BbPXy cnocoOHOCTTA 3a wodHpaHe U padora ¢ MaliuHH. [IpH
wo¢pupade ¥ pabora ¢ MawMHH, TpAOBa Ja ce MMa NpEABUA, 4€ IO BPEME Ha JieueHHe ¢
KaHOecapTaH LIeKCeTHI/ XMAPOXIIOPOTHA3KU MOXKE Aa Ce MOABH 3aMaiiBaHe WM yMopa.

4.8 HexenaHH JIeKapCTBEHH PeaKIHHU

Ilo BpEME HA KOHTPOJIHpaHH KJIWHHYHH MNPOYYBaHHA C KaHaecapTaH LUIEKCeTH/
XHAPOXJIOPOTHA3H O, HEXKCIIAHNUTE JICKAPCTBCHH PCAKIIHHA CA GUnH nekH U IMPpCXCAHH.

Yecrorata Ha MpEeKpCBaHE Ha JICUEHUETO Nopadd HexenaHW cudutua € Ounma cxoaHa ¢
KAHAECAPTAH LIWJIEKCETHIV XUApoXJIopoTHa3ua (2,3 - 3,3%) u nnauebdo (2,7 — 4,3%).

an KIHHHYHH H3IIHTBAHHUA C KaHAOCCApTaH LIHJIE:KCETHH/XHJIPDXHOPOTH&SHI[ HCXKCHAAHHUTC
JICKApPCTBCHH PCAKLIMH Ca OI'paHHUYMCHH 10 T€3H, KOHUTO Ca Ounu crobluaBaHu IpH yno'rpeﬁa'ra
Ha KaHA€capTaH HUICKCCTUI H/MITH XHAPOXJIOPOTHA3HUA.

[IpencraBennte B TabnMuara Mo-A0NY HEXENaHW JIEKAPCTBEHH pPEaKUMKW C KaHAecapTaH
LHJIEKCETH ¢4 CHhOOLIEHH OT K/IMHHYHH W3NMTBAHHUA H OT NMOCTMAPKETHHroBUA onur. [lpu
0bobuieH aHaMM3 Ha JAaHHM OT KIMHHYHH M3MUTBAHMA 0OpPH MNalHEHTH ¢ XHUNEPTOHMS,
HEXENITAHUTE JICKAPCTBEHHN peaKLMH ¢ KaHAecapTaH uniexceTun ca Ouinu onpeaeneHl Ha Gasza
4eCTOTa Ha HEXeNaHure ¢bOUTHA ¢ KaHaecapTaH uuiekceTnn Ha-manko 1% no-Bucoka ot
HabOMogaBaHaTa nMpy nauedo.

HecroTure M3Moa3BaHu B Tabnuuure B Touka 4.8 ca: MHoro udectu (>1/10), yvect (21/100 no
<1/10), nHewectu (=1/1 000 po <1/100), peakn (=1/10000 mo <1/1 000), MHOro peaku
(<1/10 000) 1 c HeusBecTHa uecTOTa (OT HAMTWYHUTE AAHHM HEe MOXKe Aa Obae HanpaeeHa
OLIEHKA):
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CHcTemMo-0pranHi Kjiacose

YecTOoTa

Hexenana jexaperBena peakuus

NHdexiiuy 1 UHPecTaLUU

YecTU

HMudekuus Ha nuxaTenHuTe MBTHILA

Hapywenus Ha kpeBTa U nHMQHaTa
cHCcTEMA

MRoro peaku

JleskoneHus, HEYTPOTICHHS U
arpaHy/oLHTO3a

Hapyuienus Ha MeTabosin3Ma 4 XpaHEeHeTo

MHoro peaku

XHI’IBPKMHGMHH, XHIIOHATPHUEMHA

HHPYIHE:HHH Ha HCPBHaTa CHUCTEMa

YecTH

[3amaiisaHe/BepTHIO, rasoboHe

PecriipaTopHH, TPBAHHA U MEAUACTHHATHH
HApYLIEHHS

MHoro penku

Kalnnuia

(CTOMaLUHO-YPEBHYU HAPYLICHUA

MHoro peaxku

["aneHe, HHTECTHHAJIEH aHrHOENeM

IC HeM3BeCTHA
4ecToTa

|Huapus

XenatoOWIHaApHH HapylLUEeHUA

MHoro peaxu

[1oBuineHH YepHOAPOOHU €H3NMH,

HapyLIeHa PYHKLHKSA Ha YepHUA Opob HaU
XENaTHUT

HapymeHml Ha KOXaTa U NOAKO)XHATA TbKaH

MHOro peaku

AHrvoenem, 0OpHuB, ypTHKapus, cbpbex

HapywieHus Ha MYCKYJTHO-CKENETHATA
ICHCTEMA M CHEIWHHTETHATA ThKaH

MHOro peaku

bonka B repba, apTpanrua, Muanrus

Hapyinenus Ha 660peuyme H MHKOYHKUTE
ITbTHLLA

MHoro peaku

b1OpeuHo yBpexnaHe, BKIIOYHTENHO
ObOpeyHa HefOCTATBEUYHOCT TIPH
JYBCTBHTEJIHH MALUHUEHTH (BXK. ToUka 4.4)

B Ttabaunuara no-aony ca npeactaBeHU HeXEJIaHH JIEKApPCTBEHU peaklMH NpU MOHOTepanusa ¢
XUAPOXJIOPOTHAIUA, OOMKHOBEHO ¢ 103U 25 mg UK NO-BHCOKM:
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CHcTeMO0-OPraHHH K12aCcOBe YecToTa Hexenana peakuus

HeonnazMu — n106poKkauecTBEHHU, IC HensBecTHa [HemenaHOMeEH pak Ha KoxKaTa
RIOKA4YECTBEHU K HEeonpeacneHH (BKI. KUCTH H HeCTOTa (bazanHOKNETbYEH KAPLIMHOM H
[TOJIHITH) CKBAMO3HOK/IETHYEH KAPLMHOM)
HapyuieHus Ha KpbBTa Y IHM$HaTa cucTeMa [Peaku JleBKONEeHUs, HEYTpOMEHU S/

arpaHynouurosa, TpoOMOOLUTOTIEHHA,
arylacTUYHa aHeMHMA, NMOTHCKAHE HA
KOCTHHA MO3BK, XEMOJIUTHYHA AHEMMA

HapyiieHus Ha HMyHHATa CUCTEMA Penku AHa(pUNAKTUYHH peaKIUH
HapyiueHus Ha MeTabonn3Ma U XpaHEHETO YectH XUneprimkeMus, XUnepypuKkemus,

ENEKTPONIUTEH AuchanaHc (BKII.
XUIMOHATPHEMHS U XUNOKAJIMEMHUA)

TICHXHMYHH HApYLLEHHA Peaku HapyweHus Ha cbHa, aenpecus,
I6e3nNOKOUCTRO
HapylueHusa Ha HEpBHATA CUCTEMA YecTH [3amMafHOCT, BEPTHIO
Peaku [TapecTesns
HapyiieHus Ha OUUTE | Penxu [TpexoaHO 3aMBrI€HO BUAKIAHE

IC nenssecTHa (XOpOoWAaeH HU3JIMB, OCTpa MUOTIKA,

yecToTa I0CTpa 3aKPHTOBIB/IHA [NIAYKOMA
ICbpAeHHH HAPYLUEHHUA Penku lC'BpI[eqHH APUTMHU
CpA0BH HapyLUEHHUA HeuecTH OpTtocTaTH4yHa XHNOTOHMA
Penxu HexpoTnaupalll aHruuT (BacKyIMT,
KOXKEH BACKYJIHT)
PecnupaTopHH, rpbAHH U MEAHACTHHAIHH Penxn PecnnpartopeH auctpec (BKJI1. MHEBMOHHUT
HapyLIEHU H OTOK Ha beaus apobd)

Muoro peaku [OcTbp pecnUpPaTOpeH AHCTPEC CUHAPOM
(ARDS) (Bx. Touka 4.4)

I(CTOMAaLIHO-4YpEBHH HApPYLIEHHA HeuecTn AHoOpekcHa, 3aryda Ha aneTHT, CTOMALLTHO
npa3HeHe, AMapus, 3anek

Penku [lankpeaTut
XenatobunuapHU HapyLUEHUA Penku J(bpnTeHnua (MHTpaxenaranHa
X0JIeCTATUHHA XBITEHHLIA)
HapylureHus Ha KOXaTa W NMOAKOXKHATA ThKaH Heuectu (O6puB, ypTHKapHUs, peakiiMy Ha
$OTOUYBCTBUTEITHOCT
Peakwu ToxkCHYHa enmMacpMaliHa HEeKpOIn3a,

KOCHH peakuuy noaodHu Ha jynyc
EpUTEMATO3YC, PEAKTUBUPAHE HA KOXEH
TYITYC EPUTEMATO3YC

C "enssecTHa |CUCTEMEH IYNYC €PHTEMATO3YC

| YECTOTa
HapyluieHns Ha MyCKyJIHO-CKeJIETHATa Penku MyCKYIHH Cria3MH
HCTEMA H ChEIHHHUTENHATA THKaH

Hapywenna Ha 6s6perpire n nukoyHyTe mbTHILa |HecTH [ MoKo3ypHs

Penku bbbpeuna nucdy
MHTePCTHLIHS !
OO6111M HapyllIeHHA U €(EeKTH Ha MACTOTO Ha Yectu ICnabocTt
MPUIOKEHHETO

13 [Peakn [Tpecka




MscneaaHus YecTu [loguiaBaHe Ha XOJECTEPON M
TPUTTTHLEPUIU

Peaku [ToBuillaBaHe Ha ypesTa B KpbBTa U
KpeaTHHHHA B cepyMa

Onucanue Ha u3BPAHU HEHCEAAHU PEaKYUY

HemenanoMeH pak Ha KokaTa: Bb3 OCHOBAa HA HAJIMYHMTE JAHHH OT €MHAEMHOJIOTHYHH
npoy4uBaHus ¢ HabnoaaBpaHa 3aBUCHMa OT KYMYJaTHBHATa no3a Bpbaka Mexay XXT3 u HMPK
(BaK. CBIO TOUYKH 4.4 M 5.1).

Crofuiapane Ha 1101031PAHH HEXKEIAHH PEAKLIUH
CpofmasaHeTo Ha MORO3MPAHM HEXENAHW pPeakUHMW crea pa3spewaBaHe 3a ynorpeba Ha

JEKAPCTBEHHA TMPOAYKT € BaxkHO. ToBa mno3Bo/isiBa Aa NPOAB/DKH HaOMOIEHHETO Ha
CHOTHOLIEHHETO TOA3a/PUCK 32 JIEKapCTBEHHS fipoaYKT. OT MEANMLMHCKHTE CIIELMAITUCTH Ce
M3UCKBA Aa chOO1UABAT BCAKa NOA03UpaHA HEXEeaHa peaKurs dpes:

H3nbaHUTEIHATA areHiMs No JIeKapcTBarTa

yi. ,,Jlamau ['pyes” Ne 8

1303 Codus

Ten.: +359 2 8903417
yebcaiit: www.bda.bg.

4.9 IIpepo3upane

CuMnTomMu

Bb3 ocHoBa Ha (apMakOnOrHYHH HalNnKOAEHMA, Ce€ CUMTa, Y€ HAH-BEPOATHO OCHOBHATA
MpoABa IIpH NPEAO3HpaHe HA KaHAeCapTaH LMIEKCETHN € CHMNTOMaTHYHa XHIIOTOHUS W
3aMaiiBaHe. [Ipy oTaenHuTe choOOWICHHA 3a mpeao3upaHe (¢ Oo3M A0 672 mg KaHaecapTal
LIMJIEKCETUIT) MMALIMEHTUTE Ca ce Bb3CTaHOBUIIU 0e3 npobnemu.

OcHoBHaTa npossa IMpy NpeAO3UpaHe ¢ XHAPOXJIOPOTHA3UA € OCTpaTa 3aryda Ha TEYHOCTH U
eNeKTpoJIUTH. CUMIITOMH KaTO 3aMaiiBaHE€ M XWUMNOTOHHUA, XaXOa, TaXWKapAuf, KaMepHH
aPHTMHH, celupaHe/HapylleHHe HAa CBH3HAHHETO W MYCKY/JIHH KpaMIId MOXE ChUIO jJa ce
HabnoaaBar.

JleueHue
HaMa HanuyHa uHpOpMauMsa 3a ClieLM(PHYHO JeYeHWE TpH npefo3HpaHe ¢ KaHAecapTaH
LHJIEKCETHI/ XMAPOXIIOpoTHa3Ha. Benpeku ToBa, B ciy4ald Ha Npeao3dHpaHe ce€ npenopbuBar

CICAHHUTE MEPKH.

Koraro € nokazaHo, Tpabea ga ce oOMHCIHU NpeIU3BUKBAHE HA NOBpbLLAHE WM IPOMHBKA Ha
CTOMaxa. AKO c€ NOABU CUMITTOMATUYHA XMIIOTOHHUA, TpAOBaA A4 Ce 3aNOUHE CHUMIITOMATHYHO
NeYEeHUe U Ja ce NpocieAsBaT BUTAIHUTe npusHaud. IlanueHTsT TpabBa Aa ce noaoXuU B
nerHano nolo)XKeHWe ¢ NMOBAKUMHATYA KpaKa. AKO TOBa He € J0oCTaTh4YHO, TpAGBa [a ¢e YBEnUuH
naasMeHuAT obeM upe3 HHQY3Ha Ha M30TOHHYEH CONEBH pa3TBOP. AKO € Heobxoaumo, TpadBa
71a C€ ONpelensaT H KOPUTUpaT €NEKTPOJINTHTE H KUCE/IHHHMUSA OanaHc B cepyMa. Moxe na ce
NPWIOKAT CHMIIATOMMMETUYHU JIEKapCTBEHM NPOAYKTH, aKO CTIOMEHATUTE MEpKH He ca
JOCTATHYHH.

Kangecaptan He ce oTcTpaHsBa upe3 Xemoauanuia. He e wm3BecTtHO B K
XUAPOXJOPOTHA3HA CE OTCTPAHABA HpPE3 XeMOaHaIU3a.

5. OAPMAKOJOIHYHHA CBOUCTBA
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5.1 PapMaKOAHHAMH4YHH CBOHCTBA

dapMakoTepaneBTUUHa rpyna: AHTAroHMCTH Ha aHruoteHsuHd II + auyperuk, ATC koxn
CO9DAO6.

MexaHH3BM Ha NeHCTBHE
AHrnotensvH Il € oCHOBEH Ba30aKTHMBEH XOPMOH OT PEHHH-aHrHOTEH3IMH-AIIOCTEPOHORATA

CHCTEMA M Urpae pois B NAaTOPH3IHOJIOTUATA HA XUTIEPTOHHATA H APYrM CHPAEUHO-CHAOBH
HapywieHusa. Tol Wrpae poas ¥ B TaToreHesara Ha OpraHHara Xuneprpodus U KpalHOTO
OopraHHo yepexaaHe. (OCHOBHHUTE (QH3IHONOrMYHKM €(PEKTH Ha aHruoteHauH II, kaTo
Ba3OKOHCTPHKLIMA, CTHUMY/IHpaHe Ha ala0CTepOHa, peryjupaHe Ha coJieBaTa M BOJHATA

XOMCOCTa3a H CTHMYNHpAHE Ha KICTHUYHUA pPACTCXK, C€ MCAUMPAT 4Ype3d PEUCNTOp OT THI ]
(AT)).

dapMakoaHHaAMUYHH edexTH

KanaecapraH UMWIEKCETHIT € MPEKYPCOp, KOHUTO 4Ype3 ecTepHa XWApOJiH3a [0 BpeMe Ha
abcopburaTa B CTOMALIHO-4YPEBHUA TPaKT, ObP30 ce MpeBpbila B aKTHBHOTO JIEKAPCTBO
kaHgecaptaH. Kannecapran ¢ AIIRA, cenekruseH 3a AT1 peuenropure, KOHTO ce CBBLP3BA
3/IpaBO C PELENITOpa U ce JucoLurpa 6asHo. Toi HAMA AaTOHHUCTHYHO ACHCTBHE.

KanHuyHa epHUKACHOCT U H€30NacHOCT

Kangecapran He mnoeauaBa ACE unu ApyrM eH3MMHH CHCTEMH, KOETO OOHKHOBEHO €
xapaktepHo 3a ACE wHxuburopure. ThH KaTO He NOBIMABAT pPa3srPaXIAHETO HAa KHHHHMTE
Wy MeTabonu3Ma Ha Opyru cyOCTaHUuH, KaTo Hanpumep cybcranuus P, AIIRAs e manko
BEPOATHO [a nNpean3BuKaT Kauuuia. [Ipy  KOHTpOAMpPaHM KIMHMUHM  HW3NHATBAHHS,
cpaBHABalUM kaHaecapTaH uunekcetun ¢ ACE unxuburopu, yecrorara Ha kaurnyuarta € 6una
NO-HWCKA NpPH NAUWCHTHTE, NOAYYABAIM KaHAecapTaH uUwiekceTwn. KaHaecapraH He ce
CBbp3Ba WIH He OJIOKHpa ApYTrH XOPMOHANHH PELENTOPH WM HOHHHM KaHalli, 3a KOHUTO ce
3Hae, 4e UMAaT 3HAYCHHE 33 peryJHpaHeTO Ha ChbpACUYHO-ChAOBATA AEHHOCT. AHTArOHH3MET Ha
ATl peuenropute BOOAH A0 AO303aBUCUMO MOBHILIEHHME HA HUBATA HA PEHMH B [I1a3Mara,
HHWBaTa Ha aHruoTteHsuH I W anruoreHsuH II M OO0 NOHMWXeHHE HA KOHLUEHTPALMHTE HA
ANIOCTEPOHA B M1a3Mara.

EdexktuTe Ha KaHAecaptaH LiMiekcetHn 8-16 mg (cpeaHa no3a 12 mg), BeAHBK [IHEBHO,
BBPXY CBpAEYHO-ChAOBATA 3a00/iEBAEMOCT M CMBPTHOCT ca OWIM OLEHABAHM TNPH €JHO
PaHIOMU3MPAHO KIHHUYHO H3MHTBaHe BbpXy 4 937 mauueHTH B cTapyecKa Bb3pacT (Bb3pacT
70-89 roguHu; 21% Ha pb3pacT 80 roaMHH WAM NO-BB3paCTHHU) € JieKAa A0 YMEpeHa
XHIIEepTOHHUA, npocieassann cpeaHo 3,7 roguau (Study on COgnition and Prognosis in the
Elderly). Ilaunenture ca nonydasanu KaugecapraH Wid mauedbo ¢ nodaesHe Ha Opyro
AaHTUXUNEPTEHIUBHO JIeUEHHE COpel HYKAuTe. APTEPHANTHOTO HajAraHe Oelle HaMaleHo OT
166/90 Ha 145/80 mmHg B rpynara c kanaecapraH U ot 167/90 Ha 149/82 mmHg B
KOHTpOAHATa rpyna. HiMa cTaTUCTHHECKM 3HAUMMA pa3nMKa B MbPBUYHATA KpaiHa TOUKa,
FOJIEMHTE CHPAECYHO-CHIOBH CHOMTHUA (CBPACHHO-CBLAOBA CMBPTHOCT, HEATAIEH HHCYAT H
HedaTaneH MUOKapacH UHpapkT). Habnioaapanu ca 6unu 26,7 cuvburua Ha 1 000 naumnenro-
rOOAMHW B rpynara ¢ kKaHugecaptaH cnpamo 30,0 cvOutHa Ha 1 000 nmaumeHTo-roaAMHH B
KOHTpoJiHaTa rpyna (otHocuTeneH puck 0,89, 95% CI1 0,75 no 1,06, p=0,19).

XUIpOXJIOpOTHA3KH MOTHCKA aKTHUBHaTa peadcopOuMUA Ha HATPHH, OCHOBHO B H3BHTHTE
kaHajiyera B 00peka M NoBHILIaBa EKCKpELUATA HA HaTPU#, XJIOpHAM KU Boaa. bxbpeuHara
EeKCKpeUMss Ha KallMHd H MAarHe3ud ce MnoKayBa [O303aBHCHMO, AOKATO KaJlLdg—t4
peabcopbupa B NO-BMCOKA CTENEH. XUIPOXAOPOTHA3WI HamasdBa [Ula3MeH / 4710 2
CKCTpauenyyapHara TEHHOCT W HaMmansdBa NPEHATOBAPBAHETO HA CHPLETO W KpLafigh @‘fg

Hanarade. [Ipy 0poabJDKUTENHO NIeYeHHE HaMaleHaTa nepudepHa pe3HCTEHTHO,
HaMmaJsisaBaHe Ha KPbBHOTO HaJIATaHe.
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PEB}’J’!TRTH OT Oﬁll]HpHH KIHHHYHH TMPOYUBRAHHA MOKAa3axa, 4€ TNpPOAB/IKHTEITHOTO JCUYCHHE C
XHAPOXA0pOTHA3IHA HaManABa pHUCKa OT CHpACHHO-CHA0BATA 3a00/1€eBaEMOCT U CMBPTHOCT.

HeMenaHoMeH pak Ha Koxara: Bp3 ocHOBa Ha HaNWYHHUTE JaHHH OT €NHAEMHOJOTHYHH
nNpoyuBaHHA € HaOnmogaBaHa 3aBUCMMa OT KyMYJIaTMBHaTa ao3a Bpb3ka Mexay XXT3 u
HMPK. Eano npoyuysaHe BkitouBa nonynauus, cbetosma ce ot 71 533 cnyuan Ha BKK u
8 629 cnywau Ha CKK, u momynaums ot cwbotBetHOo 1430833 u 172 462 nopxomswu
KOHTpoAH. Bucokata ynorpeba Ha XXT3 (kymynatupHo =50 000 mg) e cBBp3aHa ¢
kopurupad OR 1,29 (95% IOU: 1,23-1,35) 3a BKK u 3,98 (95% AU: 3,68-4,31) za CKK.
Habmrogasaua € scHa Bpb3Ka KyMynaTHBHa 103a-0TroBop KakTo 3a BKK, Taka u 3a CKK.
Hpyro mnpoyuBaHe TmoOKa3Ba BB3MOXHA Bpb3ka Mexay paka Ha ycTtHure (CKK) wu
excnioszdumaTa Ha XXT3: 32 633 cnyyan Ha pak Ha YCTHHTe € noadOpaHa nonynailus oT
63 067 noaxoAfAllH KOHTPONMW, KATO C€ H3MO0A3BAa CTpaTerus 3a B3EeMaHE Ha mnpobwu,
onpeaeneHa ot pucka. JIeMOHCTpUpaHa € Bpb3ka KyMYJIaTHBHA 403a-OTFOBOP ¢ KOPUTHPaH
OR 2,1 (95% AH: 1,7-2,6), HapacTBaw no OR 3,9 (3,0-4,9) 3a Bucoka ynorpeba (~ 25 000
mg) ¥ OR 7,7 (5,7-10,5) 3a maii-Bucokara kymynatiBHa go3za (~ 100 000 mg) (Bx. chuio
Touka 4.4).

KﬂHﬂEC&pT&H H XHApOXJA0pOTHA3na UMAT alUTHBHH aHTHXHUIICPTEH3HBHH Eq}EI{TH.

[Ipy nauMeHTH C XUNEPTOHUA, JICUCHMETO ¢ KaHAecapTaH LWIEKCETHII/XUIAPOXIOPOTHA3HU
BOOAU J0303aBUCUMO H MNPOALDKUTENHO HAMANCHKE Ha AapTEPUATHOTO HansraHe, Oes
peNEeKTOPHO YUECTABAHE HA CBbpAEYHaTa AcHHOCT. HAMa npu3Hamu 3a Cepuo3Ha WM
NpeKOMEpHa XMIIOTOHMA CJIe MbpeaTa Ao3a Wi pedayHO edeKT cinel NpeycTaHOBABAHE Ha
NeyeHwero. (Cnel npunaraHe Ha €OHOKpaTHa J03a Ha KaHAecapTraH LWICKCETHIV
XMAPOXJIOPOTHAZU, HAMATTHHUAT AHTUXHIIEPTEH3UBEH edeKkT OOMKHOBEHO HACTbIIBa 10 2 4aca.
IIpy OpoAB/DKMTENAHO JieYeéHHe, MaKCHMAallHO HaMaJieHHWe Ha apTepHaiHOTO HaJlfrase ce
NOCTUra RO YEeTHUPH CeIMMLM K Ce NMOAABPXKE MO BpeMe Ha MPOALIKHMTENHO JICUYEHHUE,
KanpecapraH UMIEKCETHI/XHAPOXJIOPOTHA3HI BE€IHbLXK JIHEBHO OCHrypiBa €(EKTHBHO H
IUIAaBHO HAMANEHHE Ha ApTEPHAIHOTO 3a Nepuon OT 24 yaca, ¢ MajKa pa3fiuka Mexay
MaKCUMAaJIHUA WU MHHMManHuA edeKT Mo BpeMe Ha A030BHA uHTepBaia. Ilpn eaHo aBoiHO-
CNANoO, PAHIOMM3UPAHO KIMHUYHO MPOYy4BAHE KAHAECAPTAH UMJICKCETHN/ XHUIAPOXJIOPOTHAIHA
16 mg/12,5 mg BeAHBX OHEBHO HAMa/IiBa KPBBHOTO HAJIAraHe CTATHUCTHUECKH 3HAYMMO
MOBEYE M KOHTPONHpA NALMEHTHTE CTATHCTHYECKH 3HA4YUMO Mo-100pe, OTKOJAKOTO
xoMOMHaLHATA JocapTan/ xuapoxaoporuazua SO0 mg/12,5 mg BeaHbK AHEBHO.

[Ipy apoiHO-cnienu, paHOOMM3UPAHW KIMHHUHM NPOYYBAHHA YECTOTATA HAa HEXENaHUTE
crbuTHA, ocofeHo KawunuuaTa, € buna no-HUCKa MpU JI€YeHHEe ¢ KaHAecapTaH LWIeKceTun/
XMAPOXJOPOTHA3UA OTKOJKOTO Npu NedeHue ¢ KoMOuHauusa ot ACE uHxuburopu

XHAPOXITOPOTHAZHA.

[Ipu aBe KIMRWYHH NMPOYYBaHHUA (PaHIOMMU3UPAHHU, ABOWHO-CJIENY, IL1aLEe00 KOHTPOMMPAHH,
napajenHo rpyrnoBmn), BKAousamu 275 u 1524 panaoMu3HpaHM NalLUeHTH, CbOTBETHO,
KOMOMHALIMUTE KaHAECApTaH LUIeKceTU/Xuapoxioporuasua 32 mg/12,5 mg u 32 mg/25 mg
ca JOBend A0 MOHIDKEHHE Ha KpbBHOTO HangraHe or 22/15 mmHg u 21/14 mmHg,
ChOTBETHO, H ca OHIM 3HauYMTENHO [0-6(peKTUBHK, OTKONKOTO TMPHIOKEHHETO Ha
ChOTBETHUTE MOHOKOMIIOHEHTH.

[lpy egHO paHOOMHU3MpPAHO, ABOMHO-CIIANO, MNApPANENHO TIpYNOBO KIHHWUYHO MpoyBaHe,
BKITIOUBaIo 1 975 paHaoMu3HpaHH NMaLMEHTH, KOHTO HE Ca OWJIM ONTUMANHO KOHTpPO |
C KaHAecapTaH LMIEKCeTHWI 32 mg BeAHBK AHEBHO, N0OABAHETO HA XHUAPOXJIOPOT
mg Wwid 25 mg € A0BeJO OO0 AONBIAHMTENHO MOHHXKEHWE Ha KPBBHOTO
KoMOuHauuATa KaHecapTaH LIMICKCETWA/Xxuapoxiaoporuasua 32 mg/25
CTATHCTHYECKH 3HAYUMO MNo-¢(PEeKTHBHA, OTKOIKOTO KOMOMHauusra 32 m
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o01IOTO CpeaHO MOHIKeHHe Ha KpbBHOTO Hansrahe € 6uno 16/10 mmHg n 13/9 mmHg,
CbOTBETHO.

Kaunecap'raﬂ HHHEKCE’THH/KHIIPGXJ]OPDTH&SH,H HMa CXO4dHa ecbercmanoc*r INnpH TAUHUCHTH,
HC3aBHCHMO CT BB3pacTTa H MoJid HM.

Hsma HanW4YHHA AQHHM NpH YNoTpedaTa Ha KaHAECCAPTaH UWICKCETHVXHAPOXIIOPOTHAa3HA NPH
nauMdeHTH ¢ 0pOpeuHo 3abonssaHe/HedponaTvs, HaMaNeHa JieBOKaMepHa (PYHKIIMA/3aCTORHA
ChpAE€YHA HEJOCTATBYHOCT U CNIeA MHOKapAeH HHPAPKT.

Hpe roneMud paHAOMM3WpaHH, KOHTPOJIMPAHH KIMHWYHHW W3MWUTBaHMA, ,,[exyuwo rnobanHo
Mpoy4BaHe 3a KpaiiHM TOUKH HA TEIMUCAPTAH, CAMOCTOATENIHO U B KOMOYHaLUa ¢ paMunpun™
(“ONgoing Telmisartan Alone and in combination with Ramipnil Global Endpoint Trial”,
ONTARGET) u ,,KnuHuuHo npoyduBaHe CBBP3aHO ¢ pa3BUTHE Ha HedponaTusa npu anader,
npoBegeHo oT MunHucTepcTBo no Bvnpocure Ha Berepanute” (“The Veterans Affairs
Nephropathy in Diabetes” VA NEPHRON-D), npoyusar ynorpebata Ha xoMOuHaUHUATA OT
ACE nuxuburop u anruoreHzus II-peuentopen 6iokep.

ONTARGET e npoyuBaHe, npoBeA¢HO NpH NALMEHTH C AHAMHE3A 34 CBPACYHO-CHAOBA WIH
MO3BYHOCBHAOBA DonecT, UM 3axapeH AuabeT THN 2, NPHAPYKEHU ¢ JAHHU 3a YBpeXKIaHe Ha
edextopHu opraHd. VA NEPHRON-D e npoyuBaKe np# nauuMeHTH ¢bC 3axapeR quaber tun
2 1 puabeTHa HedponaTHs.

Tesu npoyuBaHMs He nOKa3BaT 3Ha4UM OnaronpusaTeH edeKT BbpXY OBOpeuHuTe W/Hnu
CBPIACYHO-CH/IOBUTE MOCASAMLUH M CMBPTHOCT, KaTO ChUIEBpeMEHHO ca HalmojaBaHu
MOBHILEH PHUCK OT XHMEepKalIMeMHA, OCTPO YBpexaaHe Ha OnOpeuuTe W/HIH XHIOTOHMA,
CpaBHEHO ¢ MoHoTepanuara. Kato ce vMaT MpeABHI CXOOAHMTE MM (apMakoAHHAMHYHU
CBOMHCTBA, T€3M PE3YNTATH ca NMPUIOKUMHU U 3a Apyrd ACE uwnxubutopu u anruoteHsun II-
peuenropud  Onoxkepu. ACE uuHxuOutopM W aHruoreHsuH Il-peuientopHu Onokepu
CieNOBATENIHO He TpAOBa Ja ce H3MNOJI3BAT C€AHOBPEMEHHO MNPH MNAUMEHTH ¢ AxabeTHa
HedponaTHs.

,, KJIHHHYHO MpOy4YBaHE MPOBEACHO C AIUCKHUPEH NpHU TMaLMEeHTH CbC 3axapeH auadet Tvn 2 ¢
H3MOJ3BaHEe Ha ChpASUYHO-CHIOBH H OB0peunu 3abonapanus kato kpaHu Touku® (“Aliskiren
Trial in Type 2 Diabetes Using Cardiovascular and Renal Disease Endpoints”, ALTITUDE) e
Mpoy4yBaHe, MpeAHa3HA4YeHO Oa YCTAHOBU NoN3aTta OT A00aBAHETO HAa AJUCKHUPEH KBM
crangaptHa Tepanus ¢ ACE uHxubutop wnu adrunorensdH ll-peuentopen Onokep npmu
NMalMEeHTH ¢be 3axaped Auaber tun 2 u xpouudHo 6BOpeuHo 3abonasane, CbLpPAEHHO-CHAOBO
3abonaeade wiH H Aserte. [IpoyuBaHeTO € NMpEKpaTeHO NPEeKIEBPEMEHHO MOpagd MOBHILEH
pPHCK OT HebOsarornpuATHY nocneguuu. ChpaeyHO-ChbAOBATa CMBPT U MHCYATHLT ca Ounu no-
YEeCTH B IpyrnaTa Ha AMMUCKMPEH, OTKOJIKOTO B rpynara Ha mnauedo, a npeacraBnsaBaliUTe
MHTEpEC HeXXEeNaHW ChOUTHA H CEpHO3HU HeXeNnaHu CrOUTHA (XHNepKaIHeMus, XHITOTOHHUA H
Ob0peyHa AUCPYHKLHUA) Ce€ ChOOWIABAT MO-YECTO B IPYNaTra Ha aJHCKMPEH, OTKOJKOTO B
rpynaTta Ha nnauebo.

5.2 PapMaAKOKHHETHUYHYH CBOHCTBA

EﬂHDBPeMCHHOTO [IPHJIOKCHHE Ha KaHjaf€capTaH LHWICKCETHII H XHAPOXNOPOTHaA3rua HAMa
KNAHHHYHO 3HAYHUM etbem‘ BLpPXY (bapMaKDl{HHeTHKﬁTa H Ha JeaTa JCKApCTBCHH NIPOAYKTA.

AbcopObLusa U pasnpeacneHue

Kanodecapman yunexcemun
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Cnen nepopalHO NPWIOKEHHE, KAHAECAPTaH LWIEKCETUN Ce TMpeBpblla B AKTHBHOTO
BELleCTBO KaHaecapraH. AbcontoTHata OMOHAMHMYHOCT Ha KaHaecapTaH € NpUONU3INTENHO
40% cnea NpUIOKEHHUE Ha Pa3TBOP 3a NEPOPATHO NPHICKEHHE Ha KAHAECAPTAH LIMIIEKCETH.
OtHocuTe/iHaTa 6uMOHanMuHOCT Ha TabinerHata ¢opma, CpaBHEHHE CbhC CBLUMA pa3TBOp 3a
MepopaniHo MpUaoKeHHe € npubausutenHo 34% ¢ MHoro Manka eapuabunHoct. CpeaHara
MaKCHMaJiHa koHLUeHTpanus B cepyma (Cmax) ce goctura 3-4 vaca ciien npuema Ha tabierkara.
KoHueHTpauuiTe Ha KaHaecapTaH B cepyMa HapacTBaT JIMHEHHO ¢ yBelH4YaBaHe Ha JO3MTE B
TEPANEeBTHYHMTE [030BM rpaHdud. He ca HnabnogaBan¥ noOAOBM  pPa3NMKH  BbB
gapMaKOKHHETHKATa Ha KaHmecaprad. Iliowra noa KpuMBara KOHUCHTpaUMsA B CEpyMa Ha
kanpaecapran/Bpeme (AUC) He ce moenuaBa 3Ha4¥MO OT NMPHEMA HA XpaHa.

KanpecapTraH ce CBbP3Ba ¢ IIA3MEHUTE NPOTCHHH BBbB BUCOKA cTeneH (Han 99%). Bunumusar
ofeM Ha pasnpeaeneHue Ha kanaecaprtad ¢ 0,1 kg,

Xudpoxnropomuaszuo

Xugpoxsopotnazua ce abcopbupa Obp30 OT cTOMAalHO-YpeBHMS TpakT ¢ abconmroTHaTa
OuoHanuuHOCT OT nNpudbnuzutenHo 70%. EQHOBpEMEHHOTO MpHEMaHe ¢ XpaHa MOBMIIARA
abcopbuusra ¢ npubnmsurenHo 15%. Ilpu nmauueHTH CBC ChpACYHA HEAOCTATHYHOCT MU
H3pa3eH OTOK OMOHATMYHOCTTa MOXKE 114 €€ TTIOHHXKH.

XHApOXJIOPOTHA3H Ce CRbP3Ba ¢ IUlasMeHUTE npoTerHH B npubnusutenHo 60%. O6embT Ha
pasnpecieHHe B PABHOBECHO ChCTOsTHUE € npubnuauTento 0,8 lkg.

BHG:! QHHCQDDPMEHHH H CJTIHMHHHPAaHC

Kanodecapman yunexcemun

KanaecapraH ce eTMMHUHHApPA NIPESUMHO B HENMPOMEHEHa opMa ¢ YpUHATA M HUThYKATA W CaMoO
B Majka CTeleH ¢€ eNMMHHHUpa upe3 4vepHoApobeH merabonuzpm (CYP2C9). Hannunure
IpOyUYBaHMA 3a BlauMoJeicTeuaTa He nokaieaT edekT Bbpxy CYP2C9 u CYP3A4. Ha 6a3a
Ha in vitro peayntatute He O caeasano ga ce Habmopasa in vivo B3aUMOOEHCTBHE C
NEKAPCTBEHU NPOAYKTH, YUUTO MeTaboIM3bM 3aBUCH OT Apyrure UMTOXpoM P450 H3oeH3MMHM

CYP1A2, CYP2A6, CYP2C9, CYP2CI19, CYP2D6, CYP2EI nnu CYP3A4. TepMUHANHUAT

EMUMMUHALMOHEH MONYXHUBOT (t12) HA KanaecapraH e npubnusudrenHo 9 uyaca. Hsama
KYMYJIHpaHe clieq MHOrokpaTHH Ao3H. [lony)xueoThT Ha KaHAecapTaH OCTaga HENPOMEHEH
(npubnuzurenHo 9 uvaca) crnen npufiaraHe HA KaHAECApTaH LMJIEKCETHN B KOMOHMHauug ¢
xuapoxnopotHasua. Hama AoMbAHUTENHO KyMyAaupaHe Ha KaHOecapTaH cjiei MHOTOKpPAaTHH
J034 OT KOMOHMHALIMATA, B CPABHEHME C MOHOTEpPATIUA.

OfwmAT nnasMeH KIMPLHC Ha kaHfecaptan e okono 0,37 ml/min/kg, karo OBOpeuRHAT
KiupbHCe € oxono 0,19 ml/min/kg. EnuMuHnpanero Ha kaHzmecaptaH npe3 OnOperLiure ce
OCBLUECTBABA YPE3 INIOMEPYJIHA UNTpalMa U akTuBHA TyOynHa cekpeuusa. Cnen nepopanHo
npuioxenue Ha *C-Gendszan kanaecapTaH LMIEKCETHN, NpHOIu3UTeNHO 26% OT f03aTa ce
eKCKpeTHpa B YpHHaTa Karo KaHgecapraH U 7 % non ¢opmara Ha HeaKTHBeH meTabonwmr, a
npubnuaurenHo 56% OT go3aTta ce OTKpHBa BLB (PekanmuTe Karo KaHaecaptaH U 10% non
¢opMaTa Ha HEAaKTHBEH MeTaboNuT.

Xuopoxaopomuasuo

XHAPOXJIOPOTHA3UA HE ce MeTabOIM3MPa K CE€ OTAENA U3LAIO HEMPOMEHEH YpE3 INIOME
¢uaTpaura H axkTHMBHa TyOynHa cexkpeuda. TepMHUHaJHMAT MOJYXHBOT
XUAPOXJIOPOTUASHU € pUOnH3uTenHo 8 yaca. Cnell nepopaliHO NPHIOKEHHE NPH
70% or po3ara ce eKCKperMpa B ypuHaTta B paMKure Ha 48 yvaca. Ilon
XHAPOXJIOPOTHA3U OCTaBa HenpoMeHew (npubavsurenHo 8 waca) cien mnp
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XUAPOXJIOpOTHA3MA B KOMOHMHaUMs C KaHaecapTaH UWiekceTHa. HAMma AONBAHKUTENHO
KYMYJIMpaHE Ha XUZAPOXNOPOTHA3HJ CNeA MOBTApALlO ce AO3IWpaHe Ha KoMOWHauMaTa, B
CpaBHCHHUE C MOHOTEpaANHA.

DapMaKOKHHETHKA NIPH creLyaaiHyd Nonynauy

Kanoecapman yunexcemun

[Tpu nuua B crapuecka Bb3apacT (Hag 65 roaMun) Cnax 1 AUC Ha kaHOecapTaH ce yBENHUYaraT
npubaunzutento ¢ 50% u 80% cvoTBETHO, B CpaBHEHUE ¢ MNlaad HHAWBUAH. OTroBOpbLT Ha
apTepHaNHOTO HAIATAHE M YECTOTATa Ha HeXeNaHuTe ¢bOMTUR 00ave ca OUNIM NOAOOHHU cren
pyMeMa Ha 1033 KaHAecapTaH LWISKCeTHII/XHMAPOXIOPOTHA3U MPU MNAAM NALWEeHTH U MpH
NalMeHTH B CTapHecka Bb3pacT (BXK. TOUKA 4.2).

[Tpu noeTapsalio ce OO3WpaHe HA KaHAecapTaH NpU NAUMEHTH ¢ YBpexkgaHe Ha 6nOpeuure B
neka no yMmepeHa creneH, Cmax U AUC Ha kaHgecapTan ce nosuiasaT ¢ 50% u 70%,
CBOTBETHO, HO TEPMHUHANHOTO t/2 HE Ce MOBHILABA, B CPABHEHHUE C MALUCHTUTE ¢ HOpManHa
¢byHKIMA Ha OpOpeunTe. CLOTBETHHTE IPOMEHU NIPH NALUEHTH ¢ YBpexxaaHe Ha OnOpeuute B
Texkka creneH ca O6unu npubnuzurenio 50% u 110%, cvoreerHo. TepMmuHanHoto t'2 Ha
KaHaecapTaH € Oun NpuONM3IUTENHO YAROEH MpH MAaLMEHTH € YBpexaaHe Ha OnOpeuute B
TeXkKa cTeneHd. (PapmakoKMHeTHKATa NPH MaLUEHTH Ha XEMOJuUanu3a € 6una noaodHa Ha Tazu
NPH NAUKEHTH ¢ TeXKOo 0B0peuHo yBpexxaaHe.

B ape npoyuBaHMs, BKJIIOYBALIM MAlIHEHTH ¢ yBpPEX1aHe HA YepHHUA Apod B seka A0 yMepeHa
cTeneH, € HablogaBaHO YBeNMYCHHE Ha cpelHaTa CTOHHOCT HA AUC Ha kaHzgecapTaH OT
npubnausurentHo 20% B nxpsoto U 80% B npyroto npoyusane (Bx. Touxa 4.2). Hama onut npu
HALIMEHTH C TEKKO YEPHOOPOOHO yBPEXKAAHE.

Xudpoxropomuazuo
TepMuHANHOTO t/2 Ha XHAPOXNIOPOTHA3UI € YAB/DKEH IMPH NauUeHTH ¢ 6b06pedno yppexaaHe.
5.3 HpeaxHHHYHN JaHHHU 32 0e30NMacHOCT

Hama kauecTBeHO HOBM JaHHH 3a TOKCHYHOCT HAa KOMOHHalMATa B CpaBHEHUE ¢ Te3M
HabniogaBaHM 3a BCEKM OTAeneH KoMmnoHeHT. [Ipy npeaknMHUYHM H3CNEABaHHA 3a
Oe30nacHOCT KaHaecapTad € uMan edekT BbpXy ObpOpeuuTe M MOKa3aTe/IMTe HAa YEePBEHUTE
KPbBHH KIETKH CIE€A FPUIOKEHHE Ha BUCOKH AO3H BBPXY MHUIUKH, [UTBXOBE, KydeTa H
matiMmyHd. KanpecapraH npeau3BMKBa HaMajlleHHME HA NMOKAa3aTEe/IMTE HAa UEPBEHUTE KPbBHHU
KAETKM (epUTPOLIMTH, XeMornobuH, xemarokpurt). Edexture pppXy OnOpeumre (karo
pereHepanus, TyOynHa qUcTeH3ud U TyOy/Ha 6a30¢unHA; MOBUILICHK KOHLICHTpallM! Ha ypes
M KpE€aTHHUH B IU1a3Mara) ca Ouau NpUUMHEHH OT KaHdecapTaH, KOeTO MOXKe Aa Ce AbJKH Ha
XMIIOTEH3UBHHA €EeKT, BoAelly N0 HapylieHusa B Ot6peunara nepdysus. HedpoTokcHyHOCTTA
Ha KaHaecapTaH AOMBIHMTENHO ¢& NoTeHuHpa or AobaBaHeTo Ha xuapoxaoporuasuna, OceeH
TOBa, KaHOECapTaH [IPeAHU3BUKBA XMUIEePIUIasua/XunepTpodus Ha HOKCTArIOMEpPYHHUTE
kieTkd. Cunra ce, Ye T€3M NPOMEHH ca NPUUYHHEHH OT (apMaKOJOrMYHOTO JeiCTBHE Ha
KaHJEeCAPTaH H HMAT MAJIKO KIIMHHYHO 3HAUCHHE.

HabmonapaHa € (EeTOTOKCHUYHOCT NpH KbcHA OpeMeHHocT ¢ kKaHnpecaprad. JlobaBanero Ha

XMAPOXJIOPOTHA3HI HE [OBNMABA 3HAMUMO PE3YJTATUTE OT NpOoyuBaHHATa 33 ¢
pa3BHUTHE BLPXY MHLUKH, IUTHbXOBE H 3aiLU (BXK. TouKa 4.6).

Kangecaprah #¥ XHAPOXIOPOTHAZHWA TMOKA3BAT TE€HOTOKCUYHOCT TMpPUH MH
KOHUEHTPAUMH/ A03H. [JaHHM OT MpOyuBAHUATA HA T'€HOTOKCHYHOCT in Vitr
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MOKAa3BaT, Y€ € MalKo BEepOATHO KaHAecapTaH K XUAPOXJIOPOTHAa3MA Aa MMAT KJIAacTOreHHa M
MYTareHHa aKTHBHOCT B YCJIOBHATA HAa KIIMHHUYHA ynorpela.

Hsama naHHM 3a KAHLIEPOreHHOCT M 3a ABETE BEILUECTBA.

6. G®APMAIIEBTHYHM JAHHHA

6.1 CnuchK HA NOMOIIHHUTE BElIeCTBA
KoKanpecapmxkeH 8 mg/12,5 mg TabneTku cbabpIKart:

JlakT03a MOHOXHpAT
Kapmenoza xanuun

[ nuuepon MOHOCTEpaT
XHAPOKCHIPONKA Lienyno3a
AKwat xeneseH okuc (E 172)
IlapeBHuHO HULLIECTE
MarxHesues creapar

KoKanaecapmxen 16 mg/12,5 mg tabneTkn cuabpxar:

JlakTo3a MOHOXHMApPAT
Kapmenosa kanuuu

["nanepon MoHOCTEpPAT
XHIAPOKCUINPOTIUA LIETY/103a
Kbt xeneszeH okuc (E 172)
YepreH xeneseH okuc (E 172)
L{lapeBrYHO HULIECTE
Marse3ueB cTeapar

6.2 He¢bBMECTHMOCTH

Henpunoxumo.

6.3 CpoR HA roaHOCT

2 TOOUHH

Cpok 3a M3non3saHe cnea mbpBoTo oTBapsHe Ha OyTunkara ot HDPE: 90 auu

6.4 CnenHanHn yCJ10BHA HA CbXPAHEHHE

Ha ce cbxpaHaBa npH TemMneparypa nog 25°C.

Ha ce cbxpaHABa B OpHMrHHaHaTa OMAKOBKA, 3a Aa C€ NpeArna3y oT CBET/IMHA H Bara.
Ha He ce u3BaXKIa U U3XBLPIA CYLIUTENS, ChbabpiKalll ce BbTpe B OyTHnKaTa.

6.5 Bra H ¢bAbLpkaHME HA ONAKOBKATA

bauctep or OPA-Al-PVC/Al wnu or PVC/Al B kapTOHEHa OMAaKOBKa ChABpHKA
15, 28, 30, 50, 56, 60, 84, 90, 98, 100 TabnerxH.
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bytunka ot Oan, HenpospadeH HDPE, ¢ 0sana HenmpospauHa 3aBUMHTBALLA C€ Kanadka, ¢
aGcopOupalua BaTa ¥ CylIMTEN B KaPTOHEHA ONAakoBKa, chabpxawa 30 u 90 tabnerxu.

He Bcuuku BHAORE ONakoBKU MoraT Aa ObaaT nycHaTH B npoaaxoa.

6.6 Craennanns npeanasHn MEPKH MPH HIXBLP/IAHE

HeunsnonssaHUAT JICKApPCTBECH IMPOAYKT HJIH OTINIAABYHHTE MAaTE€pPHAIH OT HEro TpﬂﬁBa Ada CC
H3XBBHPIAAT B CHOTBCTCTBHUE C MECTHHTC H3UCKBAHHAL.

7. I[IPUTEXATEJ HA PASPEIIEHUETO 3A YIIOTPEBA

Viatris Limited
Damastown Industrial Park,
Mulhuddart, Dublin 15,

DUBLIN,
Hpnanaus

8. HOMEPA HA PAZPEIHIEHHUETO 3A YIIOTPEBA

KoKannecapmxeHn 8 mg/12,5 mg Tabnerkn: 20110018
KoKanaecapmxen 16 mg/12,5 mg Tabnerxu: 20110019

9. HATA HA IIbPBO PASPEIIABAHE/IIOJHOBSBAHE HA
PAZPEHIEHHMETO 3A YIIOTPEBA

Hata Ha mepBo paspewnaBade: 10 auyapu 2011 r.
HaTa Ha mocneaHo nogHoBsBaHe: 22 despyapu 2018 r.

10, JATA HA AKTYA/TU3UPAHE HA TEKCTA

01/2025
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