KPATKA XAPAKTEPUCTHKA HA INPOAYKTA
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. WUME HA JIEKAPCTBEHMS IPOAYKT o prv—

A9 100r8 oo/ 02

KapOuc 4 mg Tad/IeTKH
Kapouc 8 mg tadbneTku 3D6UWBHLE
KapOuc 16 mg tadneTku G/MA/MP 6 ?264- ,9 18 -09- 2075

Kapouc 32 mg tabnerkd e

Karbis 4 mg tablets
Karbis 8 mg tablets
Karbis 16 mg tablets
Karbis 32 mg tablets

2. KAYECTBEH U KOJIMMECTBEH CbCTAB

Bcska Tabnerka cbabpka 4 mg kaHaecapTaH UMAEKCETHA (candesartan cilexetil).
Bceska TabsieTka cbabpka 8 mg KaHaecapTaH UMJIEKCeTHA (candesartan cilexelil).
Beska Tabnerka cbabpka 16 mg kanaecapran UMAEKCETHA (candesartan cilexetil).
Besika Tabnetka cbabpika 32 mg KaHaecapTaH UKHJIEKCeTUN (candesartan cilexetil).

[loMOLIIHO BELLECTBO C U3BECTHO ACHCTBHE:
4 mg TabneTku 8 mg TabaeTKH |6 mg TabsieTkn | 32 mg TabaeTku
JlakTo3a 88,73 mg 84.93 mg 77,33 mg 154,66 mg

3a NbJHUSA CMUCHK HA MOMOILLIHHUTE BELECTBA, BHKTE Touka 6. 1.

3. JIEKAPCTBEHA ®OPMA

Tabdnerka

4 mg: Kpbriu, 6enu, jieko ABOHHOU3NMbKHAIM, AMAMETbP 7 MM, OT €/1HAaTa CTpaHa C Je/IMTe/IHa YepTa
CbC CKOCEHH pbOOBE.

8 mg: Kpbriv, CBETI0 pO30BH, JIEKO ABOHHOU3IMbKHAIM, AMaMeTbp 7 mm, OT €1HaTa CTpaHa ¢
Je/IMTE/IHA YePTa CbC CKOCEHHU pbOOBE.

16 mg: Kpbriu, cBeT/I0 pO30BH, JIEKO IBOWHOM3MBbKHAIN, AHAMETBP 7 MM, OT €JHaTa CTpaHa C

NEJUTE/IHA YePTa CbC CKOCEHHU pbOOBE.
32 mg: Kpbriu, CBET/I0 pO30BH, JE€KO ABOHHOU3MbKHAIMK, AMAMETLP 9 mm, OT eHaTa cTpaHa ¢
[ICJIATE/THA YepTa CbC CKOCEHHU pbOOBE.

TabnerkuTe Morar aa ce AeNsT Ha PaBHH J103H.

4. KIUMHUYHHU JAHHH
4.1 TepaneBTHYHH NOKA3AHHA

KapOuc e nokasas 3a:

- JleyeHune Ha eceHLUMnaIHa XUNEPTOHHUS MPH Bb3PaACTHH.
- JleyeHue Ha eceHLHaIHA XUITEPTOHHUA MPH 1€11a U KOHOLIK HA Bb3pacT OT 6 /10
- JleyeHue Ha Bb3pacTHH NALMEHTH CbC CbP/ACYHA HEAOCTATBYHOCT U HapylLle
CUCTOJIHA PYyHKUMS (JieBoKamepHa (pakiusg Ha u3TiaackBaHe < 40%), korato
HE Ce MOHACAT, WM KaTo aonbiasauia tepanusata KbM ACE HHXHOMTOpPH npH
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CHMIITOMATUYHA CbPACHHA HEAOCTATLHHOCT, BLITPEKH ONMTUMANHATA TEPANUA, KOraTo
MHHEPANKOPTHKOMAHH PELENTOPHH aHTATOHHCTH He Ce NMOHAcAT (BXK. Toukn 4.2, 4.4, 4.5 n 5.1).

4.2 [Jo3upoBKA H HAYMHH HA NPHJIOKEHHE

[pnaoxeHue Npy XUNEPTOHUA

[lpenopbunrTesiHaTa Ha4anHa 103a ¥ obnyaiiHaTa noaabpkawa no3a Ha Kapouc e 8 mg seaHbx
AHEBHO. [lo-ronsmMara 4acT OT AHTHXHNEPTEH3IUBHMA €PEKT Ce nocrura B pamkute Ha 4 ceamuuu. Tpu
HAKOU ALMEHTH, YHETO KPLBHO HAAIAHE HE C€ KOHTPONUPA a/IEKBATHO, 403aTa MOXe na Obae
yBelMyeHa A0 |6 mg BeaHBK AHEBHO U 10 MAKCHMYM 32 mg BeAHBK AHeBHO. TepanusaTa TpsOBa na
Ce KOpHrupa crnopea NoBIMABAHETO HA KPbBHOTO HAIAINAHE.

KapOuc moxe fa ce npunara ¢ Apyru aHTUXHNEPTEH3WBHH JiekapcTsa (Bxk. Touku 4.3, 4.4, 4.5 1 5.1).
Jloka3aHo e, 4e n0OaBsAHETO Ha XUAPOXJIOPOTHA3UA UMA AIUTHBEH AaHTUXUNEPTEH3UBEH eeKT 3a
paluuHuTe 1031 Kapbuc.

HHIIHEH???H 6 cmap4ecKd svipacm
He e HeoOXx0aUMMO HauanHo KOHTPOJINpAHE HA A03aTa [IpH NNallMEHTH B CTaApYCCKa Bb3pacT.

Hayuenmu c navanen ebmpecv006 obem
[Ipy nauMeHTH C PUCK OT XHUIOTOHMS, KaTO DOIHK ¢ BEPOATHOCT 3a HamManeH obem, MOXe [1a ce UMa
MpeaABHA NPUN0KEHHETO Ha 103a OT 4 mg (BHX Touka 4.4).

Hayuenmu ¢ 6vOpeuno yepexcoare
Havanwnara noza npv nauMeHTH ¢ 6b0peyHo yBpexaaHe, BKIHOUMTENHO OO/IHH Ha XeMOAHATH3A €

4 mg. Ho3ara Tpabea na ce yseauyara nocTeneHHo cnope oTroeopa. ONUTHT C NaLHEHTH ¢ MHOTO
TEXKO WIH TEpMHHATHO O0bOpeuHo yBpexaaHe (Cleratinine <15 ml/min) € orpaHnueH. (Bux Touka 4.4).

[ayuenmu ¢ yeprnodpobro yepeoscoane

[lpy mauxeHTH ¢ 1EKO 10 YMEPEHO YEPHOAPOOHO yBpEKAAHE CE NPENopbYBa 403a OT 4 Mg BEAHBXK
AHeBHO. Jlo3aTta MOXe Aa ce kopurupa crnopen orroeopa. Kapbuc e npoTuronokasaH npu naLHeHTH ¢
TEIKKO HEPHOAPOOHO yBpexKaaHe Wuny xonecTasa (Bx. TOUKH 4.3 n 5.2).

Heprnoxoocu nayuenmu

AHTHXHIIEPTEH3IMBHHUAT €(PEKT HA KaHAecapTaH € No-cnado uipaseH NPH YePHOKOKH NALIMEHTH B
CpaBHEHHE C HEYEPHOKOXKHM nauueHTH. [lopaau Tosa, NoBMWAaBaHETO Ha q03aTa Ha KapOuc n
KOMOMHHPAHOTO JIEHEHHE MOXE J1a ¢a HEOOXOAMMH NO-YECTO 32 KOHTPO. Ha apTEPHANTHOTO HaJSraHe
MpPH YEPHOKOXH MALUHEHTH B CPABHEHHE C HEYEPHOKOXH MaLMeHTH (BUXK TOYKa 5.1).

Ileduampuuna nonyaayus

Heya u ronowu na ev3pacm om 6 0o < 18 coounu.

[lpenopbunTenHaTa HayanHa 103a € 4 mg BeAHbK AHEBHO.

- [launeHTu ¢ TenecHo terno < 50 kg: [lpy naumeHTH, YHETO apTEpPUANHO HATATAHE HE € MO
a/leKBATEH KOHTPOJ, A03aTa MOXkeE Aa Obe MOBUILEHA 10 MAKCHMYM 8 mg BeIHBIK JHEBHO.

- [launenTn ¢ TenecHo terno > 50 kg: [lpu naiMeHTH, YHETO apTEPHANTHO HalaraHe He € noj
aCKBATEH KOHTPON, 103aTa MOKe Aa Hbae noBUiLeHa 10 § mg BeAHbX AHEBHO, Clea KOETO,
aKo € Heo0xoauMo — 00 16 mg BeaAHBXK AHEBHO (BXK. TOuka 5.1).

Ho3vpoBky Haa 32 mg He ca NpoyYeHH MPH NEJHATPHYHH NALIUEHTH.

OcHOBHATA YACT OT AHTUXHNEPTEH3UBHUA €PEKT C¢ pa3rpbiia 10 4 CEAMHLM.




[Ipu neua e Bb3MOKHO BbTPECHAOBO OOEMHO H3uepnBaHe (Hanp. Mpy NALUUEHTH, JIEKYBAHH C
AUYPETHLM, OCOOCHO TaKKBa C HapylueHa 6b0peuna dyHkuua), neyennero ¢ Kapouc tpabdea aa ce
HHHLMKpPA Noj CTPOro MEAMLIMHCKO HabAl0AEHHE M ClieABa Aa ce O0ChAM NO-HKCKA HayalHa 1033 OT
obnuaiinaTa (Bx. Touka 4.4).

Kap6uc He e npoyysaH Npyu AeuUa CbE CKOPOCT Ha raomMepynHa ¢untapumsa noa 30 ml/min/1,73m? (Bx.
TOUKa 4.4).

HYeproxoowu neouvampuyunu nayuexmu
[Tpy 4epHOKOXKH NALMEHTH aHTHXHMEPTEHIUBHHUAT C(PEKT HA KaH[ecapTaH € No-cnabo U3paseH,
OTKOJIKOTO MPH HEUYECPHOKOXH NALUMEHTH (BX. TOuka 3.1).

Heya na ev3pacm om I 0o < 6 2o0unu

- be3onacHocTTa M €pUKACHOCTTA MPH A€Ua Ha Bb3PpacT OT | 10 < 6 roOUHHU He Ca YCTAHOBEHH.
HanuuyHuTe NnoHACcTOALLEM JAHHH ¢a ONHCAHK B TOYKA 5.1, HO NPEeNnOpPBKU 3a A03IUPOBKA HE
MOraT aa ObAaT AaJEHH.

- Kapbuc e npotrBonokasaH fnpu gaeua Ha Bb3pacT Noad |1 rogrHa (Bx. Touka 4.3).

[IpunoxkeHHe NpH cbpae4Ha HEAOCTATLYHOCT

Ob6uuaiinaTa npenopb4BaHa HavanHa Ao3a Ha Kapbuc e 4 mg BeaHbk AHe8HO. [IoBHLIABAHETO Ha
A03aTa 10 TAPreTHAaTa 1034 OT 32 mg BEAHDBXK JHEBHO (MAKCMMAJTHA 103a) WM A0 Hal-BHCOKaTa
FIOHOCHMA 103a C€ M3BBPLIBA YUpe3 YABOABAHE HA J03aTA HA HHTEPBAIX HaH-MaNKO OT 2 CeIMHLIH
(Buxk TOUKa 4.4). OLeHKaTa Ha MaLUeHTH CbC ChpAeYHa HEAOCTATBHHOCT BUHArH TpadBa fa BKIKOYBA
oueHka Ha 6b0peqHaTa PYHKLHA, BIUTHOUMHUTETHO MOHHTOPUHT HA CEPYMHHUSA KPEATUHUH M KaJluH.
KapOuc Moxe aa ce npunara ¢ Apyro JIeUueHHe 3a ChpAeHHA HEAOCTATHYHOCT, BKAKHUTENHO ACE
MHXHUOHUTOPH, DeTa ONOKepH, Ay peTULIM ¥ AUTHTATUC WX KOMOMHALMA OT T€3H NEeKAPCTBEHH
npoaykTu. Kapbuc moxe na ce npunara 3aeqHo ¢ ACE uHxuOUTOp NpY NAaLMEHTH ChC
CUMIITOMAaTHUYHA CbPAEYHA HEAOCTATHYHOCT BBIPEKH ONTUMANHATA CTAHAAPTHA TEPAINUA 3a ChpAcUHA
HEAOCTATHYHOCT, KOraTO MHHEPANKOPTUKOHIHH PEUENTOPHU AHTATOHHCTH HE C€ NMOHACAT.
KomOuHaumsata ot ACE nHxubuTOp, Kanuii-cuxpansapall anypetuk 1 Kapbuc He ce npenopnyea u
TpAOBa Ja ce OOMUCIA CaMO el BHUMATEIHA OUEHKA HA Bb3MOXKHHTE NOJI3H H PUCKOBE (BAK. TOHKH

4.4,4.8 u 5.1

Cneyuainu nonyrayuu nayuenmu

He e HeobxoaMMO HaYaTHO KOpUrHpaHE Ha A03aTa NPH NaLMEHTH B HaNpeAHana Bb3pacT WK O0HH ¢
HamaneH BbTpechba0B 00eM UK 6B0peuHO yBpekaaHe, UK NeKO A0 YyMepeHO YepHoApoOHO

yBpeXAaHe.

[MeavaTpuyHa nonyaaluns
besonacHocTTa M epkacHoCTTa Ha Kapbuc npu geua Ha sb3pact A0 18 roauHu He ca OWnu

YCTAHOBCHH IMPH NEUYCHHCTO Ha CHpACUYHA HEOOCTATBYHOCT, Hama Halu4HH JaHHM.

HauuH Ha nmpunoxeHue

[lepopanHa ynorpeda.
Kapbuc TpsabBa na ce npueMa BeAHbX JHEBHO, C WK De3 xpaHa.
XpaHaTa He NoBJHABRa OMOHAIMYHOCTTA Ha KAHAECAPTaH.

4.3 IIpoTHBONMOKA3AHMUSA

CBpBbXUYBCTBUTETHOCT KbM @KTHBHOTO BELLECTBO HJIH KbM HAKOE OT NMOMOLUHHTE
n30poeHn B Touka 6.1.

BTopu u TpeTu TpUMecTbD OT OpeMeHHOCTTA { BIK TOUKH 4.4 H 4.6).

Texkko YepHOAPOOHO YBpekKaaHe W/ WNK XOIecTa3a.




Jeua Ha Bw3pact noa | roavHa (BxkK. Touka 5.3).

EaHospemenHaTa ynotpeda Ha KapOuc ¢ aIMckupeH-CbAbpKaLlKM NPOAYKTH € NMPOTUBONOKA3aHa MpU
NauMeHTH ¢bC 3axapeH avadet wnn 6LOpeyuHo yepexaane (GFR <60 ml/min/1,73 m2) (Bx. Touku 4.5
nal).

4.4 CoenHaaHH NpeaynpexieHHs H NpeanasHH MePKH NpH ynotpeda

brOpeuHo yBpexaaHe

KakTo npu apyru fekapcrea, KOWTO HHXHOHPAT PEHHH-AHMHOTEH3UH-ANA0CTEPOHOBATA CHCTEMA,
MOX€E 11a C€ OUYaKBaT NpoMeHu B 6bOpeuHaTa GyHKUMA [TPH YYBCTBHTETHHU MALMEHTH, N€KYBAHH C
Kapbuc.

KoraTo Kapbuc ce rnpuiiara npy XMnepTeH3nBHU NauMeHTH ¢ Ob0peuHo yBpekaaHe, ce npenophypa
NepUOaAUYHO NpOocC/ieIABaHe HA CEPYMHHUA Kanui W HUBATa Ha KpeaTHHHHA. MMa orpaHuueH onur npu
OONHU ¢ MHOI'O TEXKO WIH TepMHUHANHO OL0peUHO yBpekaaHe

(Clereatinine < 15 ml/min). [pu Te3u naunenTu gozara va Kapbuc Tpabpa BHMMAaTEHO Aa Ce NOBUILABA
NP WATENHO C/e/IeHe HA ApTEPHAITHOTO HAsraHe.

OueHkaTa Ha MALUMEHTHUTE CbC CBPAEYHA HEAOCTATHYHOCT TPaOBA Aa BKIIKOYBA MEPHOAKHYHO
uicneasaHe Ha 6b0OpeyHaTa pyHKUUA, OCOOEHO NPU NAUMEHTH B CTAPHECKA BBH3PACT, HA 75 rOAMHHU M
no-BbL3pacTHH, K NMPH OONHM ¢ yBpeaeHa 6bbpeuHa pyHkuMa. [1o Bpeme Ha noBMILABAHE HA 03aTa Ha
Kapbuc, ce npenopbiBa MOHUTOPHPaHE HA CYPYMHHUS KpeaTHHUH K Kanusa. KnuHWYHUTE H3NUTBAHUA
[MpH ChpAEYHA HEAOCTATLYHOCT HE Ca BKIIIOUBAIH OOTHHM Ch< CEPYMEH KpeaTUHHH >265 umol/|

(>3 mg/d).

Ynorpeba npu neaMaTpH4HH NALMEHTH, BKIKOYUTENHO U nauveHTH ¢ 6b0peuHo yBpexkaaHe
Kap6uc He € MpoyuBaH NpH eita CbC CKOPOCT Ha rioMepyiHa duntpauns noa 30 ml/min/1,73 m? (Bx.

Touka 4.2).

Kom6unupano nevenuve ¢ ACE nuxubutop npu cbpaeyHa HEAOCTATLYHOCT

PUCKDBT OT HEKETAHH NIEKAPCTBEHH peakUHU, OCOOEHO XHITOTOHUA, XHNEPKATHEMHUA U HAMANABAHE HA
61u6peunaTa GyHKUNA (BKITIOYHUTENHO ocTpa ObOpeuHa HEZOCTATHLHHOCT), MOXKE A C€ MOBHLIM, KOTaTo
Kapbuc ce usnonssa 8 koMmbnHauuna ¢ ACE unuxuburop. Tpoiina kombunauma or ACE unxuburop,
MHHEPAIKOPTHMKOHEH PELIENTOPEH AHTArOHUCT M KaHACCAPTAH ChIUO HE Cce npenopbysa. Tesu
KOMOHWHaLMKW TpAOBA 1a Ce U3MO3BAT 104 HAOMOAEHHUETO Ha CIIEUHANUCT H NMPH YECTO BHUMATENHO
MOHHUTOpHpaHe Ha ObOpeuHaTa QyHKUNS, ETEKTPOJHTHTE H KPbBHOTO HAIATAHE.

ACE unxubutopy u anruoreHsunt ll-peuentopHu 6n1okepH He TpAaOBa Aa ce M3NON3BAT € AHOBPEMEHHO
NPy nauueHTH ¢ AnabeTHa HedponaTHs.

XeMoauanusa

[lo Bpeme Ha aWanu3a apTepHaNHOTO HaNAraHe Moxe 1a Obae ocobeHo YUYBCTBUTENHO KbM 0s10Kana
Ha AT-peuenTopuTe, Nopaiu HamalleH rasMeH obemM W aKTHBHpPaHe Ha PEHHH-AHI'MOTEH3UH-
angoctepoHoBaTa cucteMa. [lopaau Toea, go3ara Ha KapOuc tpabea 1a ce noBHLIABA BHHMATENHO,
KaTO CE MpOC/ieadBa WATEIHO APTEPHATHOTO HANATAaHE HA NMALMEHTUTE HA XEMOIMANU3a.

CTeHo3a Ha OLOpeuHaTa aprepus

JlexkapCTBEHH NPOAYKTH, KOUTO NOBAUABAT PEHHH-AHI'HOTEH3HH-AN0CTEPOHOBATA CHCTEMA,
BKJIIOUMTENHO aHrnoTeH3nk 1l peuentopuure antaroumctu- (AlIPAu) moxe na nosvwiar k
ypes H CepyMHHS KPEaTUHHH NPH NaLWEHTH ¢ JBYCTPpaHHa CTEHO3a Ha ObOpeynara a
CTEHO3a Ha apTepuATa MPH €AWHCTBEH ObOpeK.

bnOpeuna TpacnnaHTauus




Hsama onuT No oTHOLLEHHE Ha NMPUACKEHHETO HA KapOuc npy nauMeHTH ¢ HacCKOpO HarpaseHa
ObOpeuHa TpaHCILIaHTaLHA.

X HNOTOHHA

1o Bpeme Ha NeUEHHE HA NALIMEHTH CbC ChpAEYHAa HEAOCTATBYHOCT ¢ KapOHc MOxe na Bb3HMKHE
XUNOTOHHA. T4 MOXKe aa ce AOSBY CBLLUO W MPH XHUMEPTEHIMBHH NALUMEHTH ¢ HAMAJIEH BLTPECHIOB
o0eM, KakTo U Npy OOJTHH, NONyyaBalllKH BUCOKH J03H AWypeTuun. Tpabsa na ce BHumaga, KOraTo ce
3aMnoyBa JICUeHHETO U TPAOBA Aa ce HAMpPaBH OMNMMT 33 KOPUIrMPaHe Ha XMIIOBONEMUATA.

[Ipy geua c Bb3IMOXKHO BLTPECHAOBO 00OEMHO H3UepnBaHe (HanpyUMep MauneHTH, AEKYBAHU C
IWypeTULH, 0coOeHO TaKHMBa ¢ HapylieHa 0b0peuna pyHkums), nevenvero ¢ Kapdbuc tpsabea na
3anoyHe Noj CTporo MeAHUHHCKO HabozeH e U ciieaBa Ja ce oOMHUCAM NO-HUCKaA HayaHa 103a oT
obuyanHara (Bx. Touka 4.2).

AHecTe3Ha U ONEPATUBHO JIEYEHHE

[To BpeMe Ha aHECTE3WA H OnepaTHBHA HAMECa NMPH MALMEHTH, IEKYBAHHW ¢ AHTANOHHUCTH HA
aHruoTeH3HH I, Moke na Bb3HUKHE XMNOTOHUA NOpaau 0JI0Kaja Ha CHCTEMATA PEHHUH-AHTHOTEHIHH.
MHoOro psaakKo, XUIMOTOHUATA MOXKE /2 ObJle TEXKA, KATO MOXKE A4 C€ HAJIOKH NPHUIOKEHUETO Ha
HHTPABEHO3HKW TEHHOCTH H/UIIH Ba3OIPECOPH.

CrteHo3a Ha dOpTHATa ¥ MHTDANHATA KNdlla !060 IDYKTHBHA XHI'IEP’IMJH& KapaAHOMHONATHA )

KakTo npu apyrure Ba3oanaaTaTopH, CNELHATHO BHUMaHWE € HEOOXO0AMMO NPU NAUKEHTH, CTpafaluH
OT CTEHO3a Ha a0pTHATA U MUTPATHATA KJ1ana ¢ XeMOJAHHaAMHUYHO 3Ha4YE€HUE UNH OOCTPYKTHBHA
XHepTpodHa KAPAHOMHOIATHA.

[IbpBYYEH XHIEPAIROCTEPOHHIBM

[TauneHTH ¢ NBPBHYEH XHUTIEPANAOCTEPOHHIBM OOMKHOBEHO HAMA a C€ MOBJIMAAT OT JICYEHHE C
AHTHXUMNEPTSH3INBHU NNIEKAPCTBEHU NPOAYKTH, ACHCTBALLY Ype3 HHXHOMPAHE HA PEHUH-AHTHOTEH3HH-
anaocrepoHorara cucrema. flopaau Tosa, npunoxkeHneto Ha Kapbuc He ce npenopbusa nNpH Ta3u
nonyaaLm.

XHUMNepKaIMeMU

EaHoBpeMeHHOTO npraoxkeHde Ha KapOuc ¢ kanvii- chxpaHsBaliy AMYPETULIM, KANTHEBH A00ABKH,
3AMECTHTEJIH Ha CONTA, ChAbPXKALLK KATWH WK ApYrH IEKAPCTBEHH NMPOAYKTH, KOMTO MOTaT Aa
NOBIHAAT HHBATA HA KasiHa (Hanp. XenapuH, KO-TPUMOKCA301, H3BECTECH OLUE KATO
TPUMETONMPHUM/CY1haMETOKCA30J1) MOXKE 1a JOBEAE A0 NOBHULIABAHE HA CEPYMHHSA KANMH NpH
XMNepTeHIWBHY NauMeHTH. HeobxoauMo € noaxoaso MOHHTOpHpPAHE HA HUBATA HA KAHA.

[Tpu GonHM CBC ChpPACHHA HEAOCTATHHHOCT, eKyBaHH ¢ Kapbuc, Moxke 1a BL3HHMKHE XHNepKaaHeMHus.
[IpenopbuBa ce nepMoaAHYHO NMpoCieaaBaHe Ha cepyMHHA Kaauid. Kombunauuara ot ACE-
HHXUOUTOP, KATHH-CbXpaHABaLKd JHYPETHK (Hanp. ciupoHonakToH) v Kapbuc He ce npenopbuBa u
TpabBa na ce pasryiexxaa camo clie BHUMATENHA OLUEHKA Ha MOTCHUHATHHTE NOA3H H PUCKOBE.

bpeMeHHOCT

AllPAu He Tpabsa na ce HazHavaBat nNo BpeMe Ha DpeMeHHOCT. OCBEH akO NPOABIKABAHETO HE
neveHdero ¢ AIIPAH He ce CHMTA 32 XKHIHEHO BaXKHO, NALMEHTKUTE, MaHWpatin Opeme B
14 NMPEMHHAT Ha ANTePHATHBHO AHTHXUNEPTEH3UBHO JICYEHHE C YCTAHOBEH NMPOPHI He
ynotpeba no speme Ha OpemeHHocT. [IpH ycraHoBABaHe Ha OPEMEHHOCT, NEYEHHUETO
na 6bae npeycraHoBeHO HezabaBHO M, aKO € HEOOXOANMO, [1a Ce 3aMnoYHe alITePHATHR
TOYKH 4.3 1 4.6).




[Tpy nauMeHTKY clie] MEHAapXe BEPOATHOCTTA 3a OpeMeHHOCT TpsaOBa Ja Ce NpoBepABa PENOBHO.
Tpabea aa ce naBa peaosHa MHGOPMALUA W/ WK Aa CE PEANPHEMAT MEPKH 3a MpeaoTBpaTaABaHE Ha
PUCKA 33 €KCNIO3ULIMA MO BpeMe Ha DpeMeHHOCT (BX. Touka 4.3 1 4.6).

Obuum

[1p1 nauueHTH, YHHATO CHAOB TOHYC M ObOpeyHa yHKLHA 3aBUCAT NPEANMHO OT aKTHBHOCTTA Ha
CUCTEMATA PEHUH-AHIMOTEH3HH-ATIOCTEPOH (HAND. NALMEHTH ¢ TeXKKa 3aCTOiHa ChpacUHa
HEeN0CTaTbYHOCT UK OBOpeuHo 3abosgBaHe, BKNIOYKHTENHO CTEHO3a Ha ObOpeyHarTa apTepus ),
JICUEHHUETO C APYrH JEKAPCTBEHH MPOIYKTH, MOBAKHABALLY Ta3¥ CHCTEMA, Ca CBBbP3aHU C OCTpa
XUNOTOHHA, a30TEMHS, OTUIyPHA WK pAOKO ocTpa OBOpeyuHa HeaOCTATBYHOCT. Bu3MoxkHocTTa 32
noaoOHH ePeKTH HE MOXKE Aa ce U3KIKoHK NpH aHrHoTeH3HH 1l peuentopuTe. Kakto npu BcHukH
AHTUXHUNEPTEH3WBHU CPEACTBA, NIPEKOMEPHOTO NOHWKEHHE HA KPBBHOTO HAIAraHe MPH NaLHEHTH C
HCXEMHYHA KapAHONaTUA HIH MCXEMHYHO MO3BYHO-CBAOBA D0AECT MOXKE Aa JA0BeAE A0 MHQAPKT Ha
MHOKApAa WKW HHCYAT.

AHTHXHNEPTEHIUBHHUAT e(PEKT HA KAHAECAPTaH MOXKE Aa C€ 3aCHJIH OT APYIH JIEKAPCTBEHM NPOAYKTH ¢
MOHMIKABALIH KPLBHOTO HAJIATaHE CBOMCTBA, HE3ABUCHUMO 1Ay Ca NPEeANHCaHH KaTo
AHTUXHTIEPTEH3UBHH HITA ca NPEANKWCAHM 3a APYIH NOKA3aAHUS.

J1BoiiHO Or10KMpaHe HA peHHH-AaHTHOTEH3UH-anaocTepoHoBarta cuctema (PAAC)

HUma naHnu, ye eqnoBpeMerHata ynorpeda Ha ACE uuxuburopu, anruorensus ll-peuentopuu
OJIOKEPH HIIH ATMCKUPEH NOBHUILIARA PUCKA OT XUMOTOHHSA, XHIIEPKATHEMHSA U HAMAIABAHE HA
ObOpeunaTa QyHKUMA (BrINOUHTENHO ocTpa ObOpeuHa HegocTaThuHOCT). [lopanu ToBa He ce
npenopbuBa ABOHHO OnokuparHe Ha PAAC ypes komOuHHpanaTa ynorpeda Ha ACE Huxubutops,
aHrHoteHsuH l[-peuenropHu bnokepn unu anUCKUpeH (BX. Toukn 4.5 u 5.1).

AKO Ce npeleHH, Y€ TepanuaTa ¢ ABOHHO BiokupaHe € abCoMIOTHO HE0DX0aUMa, ToBa TpAOBa Na
CTaBa caMo nod HabAOASHHETO HA CHEUHANUCT U NPH YECTO BHUMATETHO MOHUTOPHPAHE Ha
ObOpeuHaTa GyHKLUMA, EACKTPOJMTHTE H KPbBHOTO HalAraHe.

ACE nnxubutopu K1 aHrvoreH3uH ll-peuentopuu Oiiokepu He TpsibBa Aa ce W3NOA3BAT €AHOBPEMEHHO
IpY NauMeHTH ¢ aMabeTHa HedponaTys.

HHTECTUHAIEH AaHIr'HOCIEM
3a HHTECTHHAJIEH AHFHOEAEM ¢e cho0LAaRa Npy NaUUeHTH, JJEKYBaHH C aHFHOTEH3HH 1 peuenTopHH

aHTarOHUCTH, BKITFOUHUTENHO KaHaecapTaH (BxkK. Touka 4.8). Te3n nauneHTn HMaT KopemHa 60Jika,
raacHe, NOBpbLUaHe U AHaprua. CUMNTOMHUTE OTLLYMABAT CJIe] NPEYCTAHOBABAHE HA AHTHOTEH3UH ]
PEUENTOPHUTE AHTAMOHUCTH. AKO C€ AHarHOCTHLIMpa HHTECTHHAICH AaHTMOEOEM, IEUYEHHETO C
KaHaecapTaH TpAOBa Ja ce NPEYCTAHOBM M Aa Ce 3ano4He NOAXOALO HADIIOAEHUE 10 MBJIHOTO
OTLIYMSABAHE HA CHMITTOMMTE.

To3n nexkapcTBeH NPOAYKT ChAbPXKA NAKTO32 MOHOXHMApAT.
[laumeHTH ¢ peaKkH HacIEACTBEHH MTPOOAEMH Ha HEMOHOCHMOCT KbM r1aKTO3a, ITbACH JIaKTa3eH
Ne(ULMT WK TIIOKO3HO-ranakTo3sHa manabcopOuns He TpadBa na npMeMar TOBa JIEKApCTRBO.

4.5 BianmopeiicTBHE ¢ APYTH JIEKAPCTBEHH MPOAYKTH M IPYTH GopMH Ra B3aHMoIeiicTRHE

CheIHHEHMATA, KOUTO ca DUK U3CISABAHH MPH KIHHHYHHTE PapMaKOKWHETHYHH NPOYyYBaHHA,
BKJIIOYBAT XHAPOXJIOpOTHA3U], BapdapHH, AUTOKCUH, NEPOPAIHU KOHTPAaUCNTURH (T.€.

eTUHUJIECTPAaaHOI/ ICBOHOPrecTpeN ), rudeHwiaMna, HupeaunuH v esananpun. Hama
HWASHTHDULUPAHY KTUHUYHO 3HAYMMHY (PAPMAKOKHMHETHYHYU B3aUMOAEHCTBUS € TE3H Jl
NPOAYKTH.

EnHOBpeMEHHOTO NPUIOKEHHE HA KANHH-ChbXPaHABALLW AUYPETHLH, KATMEBU 100
Ha COJITAa, ChABPXKALIK KAMUM, WK APYTd JIEKAPCTBEHHU NPOAYKTH, KOUTO NOBHLIA




(Hanp. XxenapuH), MOXke Aa J0BeAE A0 MOBULIABAHE HA CEpYMHHA kanuH. Heobxoaumo e noaxoaauo
MOHUTOPUPAHE Ha HHUBATA HA Kanug (Bxk.Touka 4.4).

HMma cvoliuenus 3a 0OpaTHMO NOBULLIEHWE HA CEPYMHUTE KOHLUEHTPAUMH H TOKCHUHOCTTA Ha NUTHA
Mo BpeMe Ha eJHOBpeMeHHO npunoxeHue Ha auTul ¢ ACE nHxunbuTopu. [loaoben edexkt moxe na
Bb3HHKHE ¥ npH npuaoxkeHue Ha AIIPAuK. YnorpedaTa Ha kKaHaecapTaH € JIMTHH He Ce NpPenopbLyBa.
AKO KkOMOHHaLKATA € HeoOXoaMMAa, CE MPenoOpbYBa BHUMATETHO MOHHTOPHPAHE HA CEPYMHHUTE HHUBa
Ha IUTHA.

Korato AIIPA# ce npunarar eAHOBPEMEHHO ¢ HECTEPOUIHH MPOTHBOBL3NAIMTENHH CPEACTBA
(HCIIBC) (kato cenektuBHU COX-2 MTHXUOMTOPH, aLIETUICATTMUMIOBA KHCEIHHA (> 3g/aH.) U
HecesekTuBHH HIIBC), MoXxe A3 HacTbNH HaMansiBaHe HA AHTUXHIIEPTEH3IUBHUA eEKT.

Kakto u npu ACE uHxuburopu, eaHoBpemerHaTa ynotpeba nHa AIIPAH ¥ HecTeponaHH
MPOTHBOBB3NANIMTENTHN CPEACTBA MOXKE Aa JOBEAE A0 MOBHLUIEH PUCK OT B/OLLIABAHE Ha ObOpeuHaTa
bYHKUUA, BKNIOUHATETHO Bb3MOXKHOCTTA 33 pa3BUTHE HA ocTpa O6BOpeyHa HeAoCTaTHYHOCT,
MOBHLIEHHE HA CEPYMHHA KanHil, ocOOEHO NpH NALMEHTH C NPEeAWECTRAILO YBPEXKAaHE HA
OnOpeuHaTa ¢pyHkums. KombuHauusTa Tpabea aa ce npuiara ¢ NOBUILEHO BHUMAHHE, 0CODEHO B
crapqecka Bb3pacT. [lauenture TpaOBa Aa ObAAT AAEKBATHO XHAPAaTHPAHH H Aa CE€ Mpocieassa
ObOpeunara pyHKUMUA cieq 3ano4YBaHe HA KOMOUHHUPAHOTO JIeYeHHE H NEPHOAUYHO CJIe] TOBA.

JIaHHH OT KJIHHUYHHW MPOYUBaHHA MOKA3BaT, Y€ ABOHHOTO ONOKMpAHE Ha pEHHH AHMHOTEH3UH
annoctepoHorata cuctema (PAAC) upes kombrHHpaHata ynorpeba Ha ACE HHxHOHTODH,
aHrMOTeH3HH ll-peuenTopHu HIOKEPH UK ATMCKHUPEH CE€ CBBP3BA C NO-BUCOKA YECTOTA HA HEXKENAHH
CLOHTHSA, KATO HANPHMED XMIIOTOHUA, XHUIIEPKATHEMHUS M HaMalaBaHe Ha OvOpeuHaTa PyHKUMSA
(BKAIOYMTENHO OCTpa ObOpeuHa HeAOCTATLUHOCT), B CPaBHEHUE ¢ ynoTpedara caMo Ha €aHO
cpeacTeo, aeiicTeaino Bbpxy PAAC (Bx. Touxu 4.3,4.4 n 5.1).

[leayaTpyuHa NoNynaLMA

[IpoyuBaHua 3a B3aUMOACHCTRHATA Ca NPOBEXKAAHHA CaAMO NMPH Bb3PACTHH.
4.6 @epTHIHTET, OPEeMEHHOCT H KbpMeEHe

bpeMEHHOCT

YnotpebGara Ha AIIPAUK He ce npenopbyBa No BpEME Ha MbPBHA TPUMECTHP Ha OPEMEHHOCTTA (BK.
Touka 4.4). Ynorpebata Ha AIIPAM € npoTHBONOKa3aHa Mo BpeMe Ha BTOPHA H TPETHA TPHMECTBP Ha
OpeMeHHOCTTa (BK. ToukH 4.3 u 4.4).

EnnaeMHONOrMUHHTE AaHHH OTHOCHO PUCKa OT TEPATOrSCHHOCT cnell excno3vuma Ha ACE-
HHXHOHTOPH Npe3 MbPBHA TPHMECTbP HA OpeMEHHOCTTA HE ¢a YOEOUTENHH, HO JIEKO NOBHILUCHHE Ha
PHUCKA HE MOXKe [1a c€ U3KAoUM, Makap, 4e HAMa KOHTPOIMpaHH €MHAEMHONIONMYHY JaHHH 32 PHCKA ©
AlIIPAun, nonobeH pUCK MOXe a CbUECTBYBA 3a TO3H Kiac AeKapcTaa.

OcBeH, ako Npoab/kaBaHeTo Ha npHeMa Ha AlIPA-u He ce cunTa 3a kn3HeHO HeoOxoauMa,
NMaLMEHTKUTE, NNaHHpally OpeMeHHOCT, TpA0Ba 1a NpEeMUHAT HA AITEPHATHBHO AHTHUXHIIEPTEHIHBHO
neyeHHe ¢ ycTaHoBeH npodun Ha 6e3onacHocT npu ynotpeba no Bpeme Ha 6pemeHHOCT. [1pn
yCcTaHOBABaHE Ha OpeMeHHoCT, neueHueTo ¢ AlIPAu Tpabsa aa 6bae npeycTaHoBeHO He3abaBHO M,
aKO € HeODOX0AUMO, Ja 3aMOoYHe aTTEPHATUBHO JEUEHHE.

Exkcno3uuusaTta ¢ AIIPAHY no Bpeme Ha BTOPUA U TPETHA TPUMECTBLP € H3BECTHO, Y€ HIAYY
(deTOTOKCHUHOCT {HamasleHa 6BOpeuHa PpyHKLUHA, OTMrOXHAPaMHHOH, 3a0aBeHa OCHDAKS
yeperna) U HEOHATANHA TOKCHYHOCT (OBbOpeyHa HEAOCTaTbYHOCT, XMNOTOHUA, XHNER
Touka 5.3).




B cnyuait Ha excnozduus Ha AIIPAK npe3 sTopus TpUMecTbp Ha OpEMEHHOCTTA CE€ NPENOpbUBa
nposepka Ha O0bOpeyHara QyHKUWS K uepena.

bBebeta, unnTo Maiiku ca npuemanu AlIPAu tpabea na ce HabAOAABAT BHUMATENMHO 32 XHMOTOHMS
(BX. Touku 4.3 u 4.4).

KbpmeHe

Tbit kaTo HAMa HanKW4HA KHPOpMaLKA OTHOCHO M3noa3BaHeTo Ha Kapbuc no Bpeme Ha KbpMeHe,
KapOuc He ce npenopbuBa 3a ynorpeda kato 3a NpeAnovUTaHe € ANTePHATHBHO JIEHEHHE C MMO-100bp
npodui 3a 6e30MacHOCT, YCTAHOBEHH MO BPEME Ha KbPMEHE, OCODEHO 0 BpeMe Ha KbPMEHE Ha
HOBOPOAEHO WK Ha HeJoHoceHo Hebe.

4,7 EdexTH BLpXY cnocobHocTTA 33 WodHpaHe H padoTa ¢ MAIHHH
Hsama npoyuBaHH4 3a epeKTa Ha KaHaecapTaH BbPXy CnOCOOHOCTTA 3a WwodupaHe H padoTa ¢

MalllvHH. Bbnpeku ToBa, Tpabea na ce uma npeaBua, 4e Mo speMe Ha jgeueHue ¢ Kapbuc Moxke na
Bb3HUKHAT 3aMaiBaHE WK yMOpa.

4.8 HexenanH JeKapCcTBEeHH PeaKnHHi

JleyeHHe Ha XUMEPTOHHUA

[IpH KOHTPOJSIUPAHH KITHHHYHH NPOYYBAHHA HEXKENAHUTE peakLIMK ca OWIH JIEKH U MPEXOIHH.
O61aTa yecToTa Ha HEXKENaHUTE CHOMTUA HE MOKa3Ba Bpb3Ka ¢ A03aTa WIH BL3pacTTa. HecTorara Ha
MPEeKBCBaHE HA JIEUEHUETO Nopaay HexelaHu cbOnTHa € Ouna nogobHa B rpynara ¢ kaHaecapraH
uunexceti (3,1%) 1 nnauedo (3,2%).

[Ip1 eanH 0000LWEH aHATKM3 HA JAHHH OT KITHHUMHH H3NMHTBAHHA HA NALLHEHTH C XHINIEPTEH3UA
HeXXeNaHH peaklUMH ¢ KaHaecapTaH UuieKkceTna ¢a Ounu onpeneneHn ¢ Yectora Hail-manko ¢ 1% no-
BHCOKa oT HabnoxaBanaTa npu nnauebdo. CbrnacHoO TORa onpeteNieHue, Hail-4ecTo R0KNaJBaHNUTE
HEXENaHHW peakLMK ¢a OUNM 3aMasHOCT/CBETOBBPTEXK, rNaBoboIKe U pecrnupaTopHa HHpEKUUS.

B Tabnuuara Nno-goay €a nNpeaCTapCHH HEOXCIAHHATC JICKADCTBCHH PCAKLIHMH OT KIIMHHUYHHUTC
Nnpoy4yBaHHUA U NOCTMAPKCTHHIOBHA OITHUT.

UectoTaTa ce onpeaens CbrnacHo CneaHa KlacuprKauma:

- MHoro dectH (21/10)

- YecTu (21/100 po <1/10)

- Heuecru (21/1 000 go <1/100)

- Peaku (=1/10 000 no <1/1 000)

- Muoro peaku (<i/10 000),

- C HewW3BecTHA 4eCTOTA (UECTOTATA HE MOXKE 1A C€ YCTAHOBH OT HATHYHHTE JaHHU)

Knacudpuxannsa no opraHu YectoTa Hexeann peakunn
CHCTEeMH

HHpekunu 1 onapasHTaBaHe YHecTH PecnvpaTopHy HHPEKLHH
HapyiueHHsA Ha KpbBTa H MHoro peaku JleBKoreHus, HEYTPONECHHS H
NHUMEHaTa CHCTEMA arpaHyJouMTO3a

HapyueHns Ha metabonnima u MHoro peaku XUTepKaTHeMus, XHINOHATPHEMHA
XPAHEHETO

HapyweHns Ha HepsHaTa Yectu 3aMaitBaHe/BepTHro, rnasobo
CHCTEMA

PecnnpaTopHi, rpbaHH K MHoro peaku Kaunuua

MEIWACTUHAJIHW HapYLUIEHHS




CTOMALIHO-YPEBHH HAPYLUEHHS Muoro peaku [[aneHe, UHTECTHHANEH aHTHOEAeM
C Heun3BecTHa Huapus
4ecToTa
XenatoOuanapHy HapylUEeHHS MHOro peakH [ToBHUIEHH CTORHOCTH Ha YEPHOAPOOHHTE
€H3HMH, HapylweHa YyepHoapoOHa QyHKUHUS
WKW XenaTHT
HapyiueHusa Ha Ko)xaTta v MuOro peaku AHrnoenem, odOpus, ypTHKapus, cbpbex
MOJKOXHATA ThbKaH
HapyuieHns Ha MyCK yJ1HO- MHoro peakH bonku B rupba, apTpanrus, Muairus
CKeJIeTHaTa CUCTEMA H
CbEAMHHUTENHATA THKaH
HapyueHus Ha 0u6peuvTe 1 MHoro peak bubpeuno yepexxnate, BKIIHOMHUTENHO
MUKOYHHUTE MbTHLIA 6bOpeyHa HEAOCTATBYHOCT NPH
MpeApa3noJIOKEHH NALMEHTH (BXK. TOUKA
4.4)

JTabopamopru uzcreoeanus

[To NpUHLKN, HE € OTKPUTO KIUHUYECKH 3HAYHUMO MOBIHABAHE HA PYTHHHUTE J1abopaTopHH
MOKa3aTeNH OT KaHaecapTas uuaekceTwn. Kakto npu apyrure HHXHOUTOPH Ha pEHUH-aHTHOTEH3HH-
an0CTEPOHORATA CHcTeMa, HabnaaBaHO ¢ cnabo noHuxkeHHe Ha xemornobuHa. He ce Hanara
PYTHHHO Npoc/ieaiaBaHe Ha NabopaToOpHUTE NOKA3aTeNH NPH MalUeHTH NoJy4YaBallli KaHaecapTaH
unnekcetus. [Ipu naunenTn ¢ 6B6peuHo yBpexaaHe obaye, ce NpenopbYBa NEPUOIHUECKO
MOHHUTOPHPAHE HA HUBATA HA CEPYMHHSA KATMH M KpeaTHHUHA.

[NeanaTpruuna nomynauus

beszonacHOCTTa Ha KaHAECapTaH LWJISKCETH € MpociensiBaHa B X0Aa Ha 4-CEAMHYHO KITHHUYHO

NMPoy4YBaHe 3a OlieHKa Ha €PUKACHOCTTA H €QHOFOAHIUHO OTKPHTO NPOy4BaHE NpH 255 Aeua U IOHOLIH

Ha BB3pacT OT 6 A0 <18 roauHu ¢ aprepraniHa XUnepToH4a (BXK. Touka 5.1). B noYTH BCHUKH OTAENHH

CHCTEMHO-OPraHHMW KacoBe, YeCTOTATA HA HeXeJlaHHTE NIEKAPCTBEHH peakilvM NpH Jeua € B

rpaHULIMTE HA YECTHTE/HEHECTHTE HEXKENIaHH peaklind. MaKap Nno xapakTep H TEXKECT HEXEJaHUTe

NeKapCTBEHH PeakitMH Aa ca CXOAHH ¢ Te3H NPHU Bb3PacTHU NAUMEHTH (Bk. TabauLaTa no-rope), npu

A€LATa ¥ FOHOLIUTE HEXKENAHUTE NIEKAPCTBEHH PEAaKLUMH Ca ¢ MO-BHCOKa YECTOTa, 0CODEHO 110 ce Kacae

3a;

- 'naBobonue, 3amaliBaHe U HH(PEKLIMKA HA TOPHUTE AUXATENHH MBbTHLLA Ca ,,MHOI'O YeCTH™ (T.€.
>1/10) npu aeuara u ,,uectu™ (=1/100 ao < 1/10) npu Bbu3pacTHUTE.

- Kawnnua e ,,MHoro uecra® (t.e. >1/10) npu geuara n ,,MHoro paaka* (< 1/10 000) npu
BBL3PACTHMTE.

- O6pus e ,uect” (T.€. >1/100 no < 1/10) npu neuara u ,,MHoro paaek™ (< 1/10 000) npu
Bb3PaCTHHTE.

- XunepkanueMus, XMNOHATPHEMHA H OTKJIOHEHUS B YepHOAPOOHATA PYHKLMUA €A ,,HEUECTH
(>1/1 000 no <1/100) npn aeuata v ,,MHoro peaku“ (< 1/10 000) npu Bb3pacTHHTE.

- CuHycoBa apuTMHUA, Ha30(apUHTHT U XUNEpNUpeKcus ¢a uectH™ (T.e. >1/100 zo < 1/10) npu
Aeuara, a opodapHHrianHara 6oska — ,,MHOro 4ecta™ (1.€. >1/10), a1oKaTo NpH BL3PACTHUTE
HAMA CHOOLIEHHUS 32 HATO €IHA OT Te3W HeXenaHU peakuuu. Te obade ca BpeMEeHHH H IMPOKO
pPa3npoOCTPaHEeHH ASTCKH 3abonaBaHus.

LisnocTHuaT npodun Ha He30nacHOCT HA KAHAECAPTAH LIMJIEKCTUIT NPH NEeAHATPHUYHH
pa3nMyaBa 3HaYUTEHO OT Nnpoduaa Ha 6€30NaCHOCT NPH Bb3PACTHHUTE,

JleyeHue Ha CbpACHHA HEQOCTATBLYHOLT




[lpodunbT Ha HEKEeNaHUTE CHOUTHA HA KAHAECAPTAH LMNEKCETH NMPHU Bb3PACTHH NAUHEHTH CbC
ChPAEUHA HEAOCTATBbYHOCT CHOTBETCTBA Ha apMaKOJOTHUHUTE CBONCTBA HA JIEKAPCTBOTO U HA
3/]paBHOTO ChCTOAHME HA nauueHTHTe. B kinHu4nata nporpama CHARM, cpasHsBaia kaHaecapraH
umeKkceTun B 1034 a0 32 mg (n=3,803) ¢ nnauedo (n=3,796), 21,0% ot 6onHuTe B rpynara ¢
KaHaecapTaH uunekcetTun U 16,1% ot rpynara ¢ nnauedo ca npeyCTaHOBHAM JICUEHHETO NOpaaH
HeXxenaHy cbOuTHha. Hail-uecTo noknaaBaHWTe HEXKENAHW peakUHUM ca XHNEPKATUEMHSA, XHITOTOHHS K
ObOpeuHa HeaocTaTb4HOCT. Te3n CbOMTHA Ca MO-YECTH NPH NauHeHTH Haa 70-roniuHa Bb3pacT,
NuabeTulln, WK JMLATa, KOMTO Ca NOJTYYaBaNy APYIy JEKaPpCTBEHHU NIPOAYKTH, KOUTO BIHAAT HA
CHCTEMATA PeHHH-aHTHOTEH3UH-AN10CTEPOH, No-cneunanHo ACE-HHXHOUTOp W/UAM CMTMPOHOIAKTOH.

B tabavuara Nno-400y Ca NpCacTaBCHH HEXKC/IAHHN JICKAPCTBCHH PCAKUHH OT KIHHHYHHA U3ITMTBAHHA H
NOCT-MAPKCTHHTOB OIIHT

KaacupuKalHA 110 OpraHd H YecToTa Hexeanu peakuHH
CHCTEMH
Hapyuwenus Ha KpbBTa U MHoro peakun | JIEBKONEHUA, HEYTPONEHHS M arpaHy/JoLUNTO3a
nuMgHaTa cMcTeMa
HapyweHus Ha meTrabonniMa U YecTH XunepkanHemus
XPaHEHETO
MHoro peaky | 3aMasHOCT, ri1agobosme
Cba0BY HapYLUEHHA HecTH XHUNoTeH3us
PecnuparopHy, rpbaHH H Muoro peaku | Kawnnua

MEAHACTUHAJIHU HAPYLIEHUS
CromaluHO-4peBHH HapyuwieHud | Muoro peaku | ['ajfieHe, HHTECTHHAICH aHIHOEIEM
C neuzsectHa | Anapus

4eCcTOoTAa
XenatoOuaMapHu HapyLUEHHUS Muoro peaku | [loBuiueHH CTOWHOCTH HAa YEPHOAPOOHUTE
€H3UMHU, HapyLlueHa YepHoapobHa dyHK1IMA
WJIH XENaTHT
HapyLieHns Ha Ko)KaTa H MHoro penkH | AHruoeaeM, obpus, ypTHkapus, cbpbex
MOJKOMXHATA ThKAH
HapyweHua Ha MyCKyHO- Muoro peakn | bonku B repba,apTpanrus, Muanrus
CKEJIeTHATa CUCTEMA M
CbEAHHHUTEIHATA ThKAH
Hapywenua Ha 6u0peuuTe H YecTh buOpeuHo yBpexkaaHe, BKIKOHUTENHO
NMAKOYHUTE N'BbTULUA OBOpeuHa HeQOCTAaTHUHOCT NpPY

MPEAPa3noI0KEHH NAUHMEHTH (BXK. Touka 4.4)

Jabopamopuu uzcneoeanus.

XunepkanneMuaTa 1 ObOPEeUHOTO yBpeKaaHe ¢a YeCTH NPHU NauveHTHTe, 1eKyBany ¢ Kapbuc 3a
MOKA3aHUETO ChPAECHHa HEJOCTAaTbYHOCT. [IpenopbyBa ce NepUOaIHYHO NPOCAEAABAHE HA CEPYMHUA
KpeaTHHWH H KaJIKUH (BX. TouKa 4.4).

CoolLuyaBaHe Ha MOJO3HPAHU HEXKEIAHW PEAKLIMM
Cho01IaBaHETO HA NOJO3UPAHH HEXKENAHU PEAKLIMM Clie]l pa3pellaBaHe 32 ynoTpeba Ha NeKapcTBeHHA

NpoAYKT € BakHO. ToBa No3BosifABa Aa NPOABLIKH HaOJIOASCHHETO HA CHOTHOLIEHHETO NOJI3a/pUCK 34
JIEKapCTBEHUA NPOAYKT. OT MEAULIMHCKUTE CMEUMANHCTH C€ H3HCKBA Aa cboOLiasat BCaKa
NOAO3HPAHA HEXKENaHa peakLMs 4pes
H3nbaHATeHA areHuyMa No NeKapcTBaTa
ya. ., Jdaman ['pyes” Ne 8

1303 Codua

Ten.: +359 2 890 3417
yebcaiit: www.bda.bg




4.9 [Ilpexoznpane

CumMnromMmu

B13 ocHoBa Ha GpapMakonoOrHuHy ChODpaKEHHS, CE CYHUTA, Y€ Hal-BEpPOSTHO OCHOBHATA NPOABA HA
npeao3npaxe e Obae CHMNTOMAaTHYHA XHIOTOHMA W 3aMaiBaHe. [Ipu oTaenHHTe CHOOWIEHHS 32
npeno3upaue (¢ 10 672 mg kanaecapTaH LUWIEKCETHN) ITALMEHTHTE Ca c€ BbL3CTAHOBHIIH Oe3

npodnemu.

JleueHue

AKO C€ NOABH CUMITTOMATUYHA XHIIOTEH3UA, TPAOBA Aa CE€ 3aNMOYHE CHMIITOMATUHHO JIEYEHHE U A Ce
Npoc/eanBaT BUTATHHTE Nokazarenu. [laudeHTsT TpaOBa a ce CNOKH B NIErHANIO NOJIOKEHHUE C
MOBAHIrHATH KPaKa. AKO TOBa HE € I0CTATb4HO, TPAOBA Aa CC YBENWYH Nna3MeHHUA obem upes
HH]Y3Hs, HANPUMEP HA H30TOHHUYEH GU3MonoruveH pasTeop. Moxe na ce npunoxar
CHMIMATOMHMETHYHH NEKAPCTRA, AKO FOPECIOMEHATHTE MEPKH He ¢a aocTaTbuHH. KaHnecapraH He ce
OTCTPaHABA YPE3 XEMOANAIM3A.

5. ®APMAKOJOINYHU CBOHUCTBA

5.1 dapMakozHHAMHYHH CBOMCTBA

dapmakoTepaneBTHYHA rpyna: AHTaroHMcTH Ha aHrvotensuH Il (kanaecapran), ATC kon CO09CAQ6.

MexaHu3bM Ha JeUCTBUe

AHrroTreusuH Il € npeaAMMHO BA3032KTHBEH XOPMOH OT PEHUH-aHTHOTEH3HH-AII0CTEPOHOBATA CUCTEMA
H Urpae BayKHa poJia B NATO(PH3IHOAOTHATA HA XHIIEPTOHHATA, ChPAECYHATA HEAOCTATBYHOCT H APYTH
CbPAEYHO-CHIAOBH HapylleHus. To# urpae BakHa po/ia U B MATOT€HE3aTa Ha OPraHHOTO YBpEXKAaHe.
OCHOBHHTE PHIHOJIOTHYHH €(PEKTH HA aHrHOTEH3HH II KaTO BA3OKOHCTPUKLHA, CTUMYJIMpAaHE Ha
aNA0CTEPOHA, PEry/IMPAHE HA COJIEBATA M BOAHATA XOMEOCTa3a H CTUMYJ/IMPaHE HA KIETHYHHA pacTex
ce meauupar upes peuentop or tuna 1 (AT)).

PapMaKoAHUHAMHYHH edeKxTu

KaHpecapTaH LHNEKCETHI € MPeKypcop, NOAXOAAL 3a NEPOPANHO NpUIOKeHHE. Upes ecTepHa
XHAPONH3a NO BpeMe Ha pe3opOuuATa B CTOMALIHO-YPEBHHUA TPaKT TOM OBbP30 C€ NpeBpbLLUA B
AKTHBHOTO NeKapcTBo KaHaecaptaH. KanpecapraHd € AlIPA, cenektuseH 3a AT peuentopure, KOUTO
C€ CBbP3Ba 3/IpaBo ¢ peuenTopa U ce aucouununpa 6asHo. TOH HAMA arOHUCTHYHO ACHCTBHE,

Kangecapran He MHXHOMpa aHMMOTEH3MH-KOHBEPTHPALLMS EH3UM, KOHTO NpeBpbLLa AHIMOTEH3MH | B
anruoteHsuH Il u pasrpaxna 6paaukuHuna. Hama edext sbpxy ACE # He ce noTeHumpa
OpaaukuHKuHa WnH cybcTaHuua P. [1pH KOHTpOAKHPaHH KIIWHHYHH U3NUTBAHKWA, CPABHABALLH
kanaecaptad ¢ ACE uHXxuburopu, 4eCTOTATa Ha KALLLTHUATA € OMna no-HUCKa NPH MALMEHTHTE,
NOJIyHaBAIM KaHAECApTaH uuinekceTun. KaHaecapraH He ce CBbP3Ba U He OI0KHpa ApYrH XOPMOHAIHH
peLenNTOPH WK HOHHH KaHAJTH, 33 KOHUTO C€ 3HAE, Y€ UMAT 3HAYCHME 32 PeryIMpPaHeTo Ha ChpAEYUHO-
CbA0OBaTa ACHHOCT. AHTArOHU3MBT Ha aHrHOTeH3HH 1l (AT)) peuenTopurTe BOAH 40 CBBP3aHO ¢ A03aTa
NOBHUIEHHWE HA HXWBATA Ha [U1a3MEeHMUA PEHHWH, HUBATa HA aHTHOTEH3KHH | H aHrHoTeH3uH 1l u 1o
MOHH)KEHHE HA MJIA3MEHUTE KOHLIEHTPALMUY Ha angocTepoHa.

KnnHnuxa eprkacHOCT ¥ Be3zonacHOCT

XHNEPTOHMUS




[Ipy XMNepTOHUA KaHACCAPTAH NPUYKMHABA 1030-3aBHCHMO, NPOABIHKUTENIHO HAMAIEHHE Ha
apTEPHANHOTO HAAraHE. AHTHXHMEPTEH3IUBHOTO AEHCTBHE CE ABLJDKHY HA HAMAIIEHOTO CHCTEMHO
nepudepHo CLNPOTHBAEHHE, O3 pedIEeKTOPHO y4ecTABaHe Ha CbhpAEUYHaTa AeHHOCT. Hama npu3Haum
3a CepHO3HA UK NPEKOMEepHa XHUITOTEH3NA CNE IbpBaTa 103a 1K "rebound” edekT cnen
MpeyCTaHOBABAHE HA JIEHEHHETO.

Cnen npuiaraHe Ha €1HOKpaTHA 1032 HA KAHAECAPTaH UHIEKCETH, HAYAIOTO Ha
aHTHXHMEPTEH3IHBHHA edexT OOMKHOBEHO HACTBLNBA A0 2 vaca. [Tpu NpoabMKUTENHO IeUeHHE
MAKCMMAIHO HAMAJICHHE Ha aPTEPHATHOTO BCAKA 10332 OOMKHOBEHO CE MOCTHra 40 YETHPH CEAMHLM H
ce NOAABbPXKA NO BPEME HA NPOAB/HKUTENHO aeuenHe. Cnopel eAuH MeTa-aHalu3, CPeAHUAT
AOMbAHHTENEH edeKT Ha yBEeTHUaBaHEe Ha A03aTa OT 16 mg A0 32 mg BEAHBXK AHEBHO € MasibK. KaTo
ce UMa MpeaBUA HHTEPUHAKBUAYATHATA BAPHAOUAHOCT, NPpU HAKOU MALIHEHTH MOXE 1a C€ 04aKBa
ecexT Haa cpeaHus. [IpUnoKeHHETO Ha KaHdecapTaH UMAEKCETHIT BEAHDBXK AHEBHO OCHIypABa
e(DEKTHBHO M MJIABHO HAMalleHUE Ha APTEPHATHOTO HANAraHe No BpeMe Ha 24-4acoBHA UHTEPBAN Ha
A03UPAHE, C MAJTKA PA3NHKa MEXIY MAKCHMaNTHUA U MUHUMATHHUA €PEeKT. AHTHXHUINEPTEHIUBHHAT
eekT ¥ NOHOCHMOCTTA Ha KAHAESCAPTAH W N03apTaH Ca CpaBHABaHH NPH ABE paHOIOMH3HPaHH,
NBOIHO-CENH MPOYUBaHHMA BbpXy 0010 268 mauuedTu ¢ yMepeHa XHneproHus. MUHHMaNHOTO
HaMaNeHHe Ha apTePHATIHOTO Hajsrade (CHCTOAMYHO/anacTonuyHo) € 6uno 13,1/10,5 mmHg ¢
KaHgecapTaH uunekceTus 32 mg BeaHwx AHesHO W 10,0 /8,7 mmHg ¢ nosapran kamit 100 mg
BEIHBHXK AHEBHO (pa3/IHKa B HAMAJICHUETO Ha aprepuanHoTo Hansarake 3,1/1,8 mmHg,

p<0,0001/p<0,0001).

Koraro kasecapTaH UHAEKCETH Ce TIPUIAra 3aeAHo ¢ XUApoXA0poTyHa3ul, HAMaNEeHHETO Ha
apTEepPHATHOTO HAIAraHe € aAWTHUBHO. [loBUILECH aHTUXUNEPTEH3UBEH eeKT ce HabmoaaBa, KoraTo
KaHOecapTaH LIWIEKCETH ¢ce KOMOMHYpA C aMJIOAUNHH WK DEIOAUINHH

JlekapcTBEHH NPOAYKTH, KOHTO DJIOKHPAT PpEHUH-AHTHOTEH3HH-A1A0CTEPOHOBATA CUCTEMA, WMAT No-
cnabo U3pazeH aHTUXHNEPTEH3UBEH eeKT NPH YEPHOKOKH NALKEHTH (Ta3u NOMynaLus OOHKHOBEHO
€ C HUCKO HHBO Ha P€HUH) B CpaBHEHHE ¢ HEYEPHOKOXKHM NALMEHTH. ToBa Ce OTHACA CHLIO H 34
KaHaecapraH. B eAHO OTBOPEHO KIHHHMYHO M3NKUTBAHE NpH 5 156 nauueHTH ¢ 1HacTONHYHA
XHMEPTOHHA HAMANIEHHETO HAa aPTEPHATHOTO HAJIATAHE MO BPEME HA JIEHECHUE C KaHAEecapTaH € Ouno
3HAYHMO MO-MAJIKO NPU YEPHOKOKH B CpaBHeHHE ¢ HeuepHOKOXKH (14,4/10,3 mmHg cpeuwry 19,0/12,7

mmHg, p<0,0001/p<0,0001).

KanpgecapraH 3acunBa Ob0pedHnua KpbBOTOK H WK HAMA €dEKT, HNY YBEIH4aBa CTENEHTa HA
rnoMepyJsiHa ¢puarpaums, kato 0b0peyHaTa cba0Ba PE3UCTEHTHOCT H (PUATpPaLMOHHATA (PaKLHs Ce
HamanasaT. B eaHo 3-MeceuHO KJIMHHYHO W3NHTBAHE NPH XHINEPTEHIUBHU MALIMEHTH ChC 3aXapeH
Auader TMn 2 U MUKpOoanbyMUHYPHUA, BHTUXUNEPTEHIUBHOTO JIEYEHHE C KAHAECAPTAH LIMIEKCETH €
HaMaJIHJIO EKCKpeUuraATa Ha anbyMHUH ¢ ypUHaTa (CbOTHOLIEHHE aTOYMHUH/KpeaTUHUH cpeano 30%,
05% CI1 15-42%). [TlonacToawem HAMa JaHHH 32 €PEKTA HA KAHAECAPTAH BbPXY NPOrPeCUPAHETO Ha
avaberHaTta HeQpoOnaTHA.

Edekrure Ha kanaecaprad uunekcetun 8-16 mg (cpeana nosza 12 mg), BEAHBLK JHEBHO, BHPXY
CbpAe4YHO-CHA0BATa 3a00€BAEMOCT H CMBPTHOCT €A OLEHABAHHU NPH €JHO PAHAOMH3UPAHO KIIHHHYHO
H3NUTBaHe BbpXY 4937 nauueHTH B HanpeaHana Bb3pacT (Ha Bw3pact 70-89 roonuu; 21% Ha sb3pacT
80 WnK No-BB3PacTHH) C JIEKAa A0 yMEPEHA XHNEPTOHHUA, npocneasBaHu cpeaHo 3,7 roaunu (Study on
COgnition and Prognosis in the Elderly). [launenTrTe ca nonyuasany KaHaecapTaH LAIEKCETHIT HIH
nnauebo ¢ nodaBsHE HA APYTrO AaHTHXHIEPTEH3IHBHO JICUEHHUE CIIOPEA HYKAHUTE. APTEPHRATHOTO
Hanarase e HamaneHo ot 166/90 na 145/80 mmHg B rpynara ¢ kanaecaptan v ot 167/90 Ha
149/82mmHg B xoHTpONHara rpyna. HaMa cTaTUCTUYECKH 3HAYMMA PA3NHKA B MbPBUYHATA
TOYKA, FTONEMHTE CbPAEHHOCHAOBH CHOMTUA (CHPASHHO-CHAORA CMBPTHOCT, He(baTaJl ‘

HedaTaned MHokapaeH wHpapkr). Habmonasanu ca 26,7 cuontna na 1000 nauvnenTo

rpynara ¢ kanaecapras cpewly 30,0 cubutus Ha 1000 nauveHTo-roqMHn 8 KOHTPOIHE
(oTHocHTeneH puck 0,89, 95% C1 0,75 no 1,06, p=0,19).
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AHTHXHNEPTEH3UBHUTE €(DEKTH HA KAHAESCAPTAH Ca OLEHEHH NpPH JeLa ¢ apTepUAIHA XHITEPTOHHUA Ha
BB3pacT OT | 20 <6 roauHu v ot 6 10 < 17 roaAWHU B ABE PAHAOMMU3IHPAHH, ABOHHO-CNENM,
MHOTOUEHTPOBH, 4-CEAMHYHHN APOYYBAHKUA 33 ONpele/SHE Ha A030BUA 0OXBaT.

[Tpu neua Ha Bwb3pacT o1 1 Ao < 6 roauHu, 93 naunenTa, 74% OT KOHTO ca ¢ OBLOpeuHo 3abonaBaHe, ca
pPaHACMM3HMPaHH 1a NoayyaBaT Ape3 ycTaTa CycneH3ua kaHaecaptan uniaekcetun 0,05; 0,20 nau

0,40 mg/kg BeaHDBXK AHEBHO. OCHOBHHAT METOX 3a @HAJIM3 € Bb3 OCHOBA HA HAKNOHA Ha KpHBsaTa Ha
3aBUCHMOCTTA HAa CUCUTONIHOTO apTepuanio HansraHe (CAH) ot no3ara. 3a TpuTe J03HPOBKH Ha
kaHaecapTtaH uMnekcetin CAH v anacronvynoto aprepuanto Hanarane (JJAH) nokasear
noHwxasane ¢ 6,0/5,2 no 12,0/11,1 mmHg 8 cpaBHeHHE ¢ H3X0AHUTE CTOHHOCTH. BCe nak, noHexe
auncea rpyna Ha naauedo, AeHCTBUTENHATA BETMUMHA HA eEeKTa BbPXY apTEPHANHOTO HAAraHe
0CTaBa HECUIYpHA, KOETO NPaBH TPY/HA 3aKMHOUYMTE/IHATA OUEHKA HA ChOTHOLUEHHUETO MON3a/pHCK B
Ta3u Bb3pPacToBa rpyfa.

[Tpu acua Ha Bb3pacT OT 6 a0 < | 7 roanuHu, 240 naumeHTv ¢a paHAOMU3UPAHU B ChOTHOLUEHHE
1:2:2:2, 3a na nony4aeart rnnauebo, HUCKa, cpeaHa WK BUCOKA A03a KaHgecapTaH uunekceTun. [pu
aeua ¢ Terno < 50 kg, 103MpOBKUTE Ha KaHAECAPTAH UMAEeKCeTHA ca 2, 8 WK 16 mg BeAHBXK JHEBHO.
[1pu aeua ¢ Terno > 50 kg no3MpoBKUTE HA KaHAecapTaH uMaeKkceTHn ca 4,16 wnu 32 mg BeAHBXK
nHesHo. KaHgecapraH B cpeaHaTa no03a HaMansasa CAH B noko# ¢ 10,2 mmHg (P<0,0001) u IAH B
noko# (P=0,0029) c 6,6 mmHg B cpasHeHHe ¢ U3xoaHUTE cTOlHOCTY. B rpynara Ha nnauebo cbllo ce
ycTaHoBfBa HaManaBaHe ¢ 3,7 mmHg Ha CAH s noko# (P=0,0074) u ¢ 1,80 mmHg na IAH B noxoii
(P=0,0992), B cpaBHEHHE C U3XOAHHUTE CTONHOCTH. BBIIpeKky ronemus nnauedo edekT, BCHUKH
OTAECTHU OO3UPOBKY HA KaHAecapTaH (KaKTo M CpeaHaTa [03a) NoKa3BaT 3HAYMMO NPEBb3XOACTBO B
cpaBHEHHe ¢ rnnauedo. MakcumaneH OTroBROp 110 OTHOLLIEHHE Ha NOHUKABAHETO HA APTEPHATHOTO
HaiAraHe npH Aeua ¢ TefaecHo Terno noa v Haa 50 kg ce noctrra npn A03M ¢oTBETHO 8 mg u 16 mg,
KATO ¢Jiea Ta3u CTOMHOCT eheKThT € B MaTo.

Ot BknloueHuTE NauneHTH 47% ¢a yepHOKOXH H 29% OT KeHCKHW Non; cpeaHara BbipacT +/— SD e
12,9 +/- 2,6 roaunu. [Ipu aeua Ha Bb3pacT oT 6 10 < 17 roguHk ce HabnwaaBa TeHaeHUMA 34
HaMa/11BaHE HA e(eKTa BbPXY APTEPHATHOTO HAATAHE MPH YEPHOKOXKHTE NAUHEHTH B CPaBHEHHE C
HEYEPHOKOKHUTE.

ChbpaeydHa HEJOCTATbYHOCT

JleueHueTO C KAHJECAPTAH LKIEKCETHT HAMANABA CMBPTHOCTTA, HAMANIARA CIIYHAHTE Ha
XOCMUTANHU3AUKA MOpaIH ChpAeYHA HEAOCTATLUYHOCT H NOAOOPABA CHMIITOMHTE NPH NALIMEHTH C
NIEBOKAMEPHA CUCTONHA AMCQYHKLIMA, KAKTO NoKa3ea pe3ynratsT oT nporpamMata CHARM
(Candesartan in Heart failure - Assessment of R< Mortality and morbidity/ Kangecapran npu
CbpAEYHA HEAOCTATHYHOCT HAMANIABAHETO HA CMBLPTHOCTTA U 3a001eBaeMOCTTA).

Ta3u nporpama xHa nnauedo-KOHTPOIHPAHO, ABOHHO-CASNIO KIUHHYHO U3NMTBAHE NPY NALHUEHTH C
XpoHHUHA ¢bpaevHa HeaocTtaThuHOCT (XCH) ¢ I po IV dpyukumnonanen knac no NYHA ce cbvetou ot
TpH otaenHu npoyysanua: CHARM-AntepHatura (n=2028) npu naundeHTH ¢ JieBokamepHa dpakLus
Ha n3TnhackBaHe (JIKDPH) <40%, nenexkyranu ¢ ACE uHxubutop nopaay HenOHOCHUMOCT (NPeAUMHO,
Obaxailua ce Ha kawnuua, 72%), CHARM-onwnHurenna (n=2548) npu nauuentu ¢ JIKOH <40% u
nekysaHu ¢ ACE unxudurop, 1 CHARM-3anasena (n=3023) npy naumenty ¢ JIKOH >40%,
[TauuenTuTe ¢ onTUManHa tepanus Ha XCH Ha u3xoaHO HMBO ca paHAOMHW3HPAHH B rpyna ¢ miauebo
WJIH KaHOecapTaH UMICKCETU (C NOCTENEHHO NOBUILEHHE HA A03aTa OT 4 mg WnH 8 mg BeAHBXK
OHEBHO 10 32 mg BEAHLXK AHEBHO HJIH A0 HAH-BMCOKATa NOHOCHMA 1034, cpeAHa 403a OT 24 mg) M ca
NPOCAEeAsBAHU B NPOABIKEHHe Ha cpeaHo 37,7 meceua. Cnell 6-meceuHo neueHue 63% o
NALKHEHTHTE, BCE OLLUE MPUEMAILM KaHAecapTaH LIMNEKCeTHN (89%), ca nocTHrHanu
32 mg.

B CHARM-AnTepHaTHBa, ChCTABHATA KpaliHa TOUKA OT CbhpPACYHO-CBLAORA CM"b

xocnuranusauus nopaad XCH e 6una 3HaunMo HaManeHa npu KaHgecapraH B c
puckos KoeduumeHT (PK) 0,77 (95% C1 0,67 no 0,89, p<0,001). Tosa cboTBETCTA




OTHOCHTeIHUA pUcK ¢ 23%. [Tpu 33,0% o1 naumeHTHTE HA KaHaecapTak (95% Cl: 30,1 no 36,0) u npu
40,0% (95% CI: 37,0 go 43,1) oT nauneHTHUTE Ha nNnauedo ca NOCTHIHAIW Ta3KW KpailHa ToukKa,
abcontotHa pasnuka 7,0% (95% CI: 11.02-02.08).

YeTnpuHanecer nauMeHTH e TpabBano na O6baaT JIEKyBaHH B MPOABAXKEHHE HA LIIOTO U3NKTBAHE, 32
Ja ce MpeaoTBPaTH CMBbPTTA HA elMH DONEH OT CbPACHHOCHAOBO CHOUTHE WM a CE XOCMUTANU3IKpa
34 IeYEHHE Ha ChpJeYHa HeJ0CTaTbUHOCT. CbCTABHATA KpalHA TOYKA OT CMBPTHOCT OT BCAKAKBa
NPUYHHA UNHK NbpBa Xocnuranu3auus nopaam XCH e Ovna cbluo 3HaYMMO HamaleHa ¢ KaHAECapTaH
(PK 0,80,95% Cl1 0,70-0,92, p=0,001). I1pu 36,6% ot nauneHTuTe Ha KaHaecapraH (95% ClI: 33,7 no
39,7) u npu 42,7% (95% CI: 39,6 no 45,8) oT naureHTHTE Ha 1auedo ca JOCTUrHANK Ta3H KpakHa
Touka, abcomoTHa pasiuka 6,0% (93% CI: 10.03-01.08).

Y nBata KOMNOHEHTa Ha Te3H CbCTABHH KpalHW TOYKH - CMBPTHOCTTA M 3a00JieBaeMOCTTa
(xocnutanu3auus nopagn XCH) ca gonpuHecnun 3a bnaronpuatHuTe €eKTH Ha KaHaecapTaH.

JleueHHeTo ¢ KaHAecapTaH UMIIEKCETH € A0Beno A0 nogodpaBaHe HA GYHKUHOHATHHUSA KJ1ac Mo
NYHA (p=0,008).

B CHARM-/IonbJHXATENHA, CbCTABHATA KpalHA TOYKA OT CbPACYHO-CbA0BA CMBbPTHOCT WIH MbPRA
xocnutaausauns Ha XCH e Ouna 3HayuTeTHO HaMancHa ¢ KaHaecapTaH B cpaBHexue ¢ naauedo (HR
0,85, 95% CI 0,75-0,96, p=0,011). Toea ¢cboTBETCTEA HA HAMAIEHHE HA OTHOCHTENHHA pHCK ¢ 15%.
Or 37,9% (95% CI: 35,2 no 40,6) naumerTu Ha kauaecaptad U 42,3% (95% CI: 39,6 10 45,1) u
nauMeHdTH Ha nmiauedo ca J0CTUrHAIMU Ta3u KpaiiHa Touka, abcomoTHa paznunka 4,4% (95% Cl: 8,2 no
0,6).

HpBanecer 1 Tpu nauneHTa e Tpadbsano aa 6bAaT NEKyBaHU B NMPOABDKEHHE Ha LIANOTO H3MUTBAHE, 34
11a c€ NPEeAOTBPATH CMBLPTTA HA eArH DOoneH OT CbPACYHO-CHAOBO CHOMTUE WK Ja ce XOCnUTAnu3upa
3a NEYEHHE Ha CbPACHHA HEAOCTATHYHOCT. CbhCTaBHATA KpaHA TOYKA OT CMBPTHOCT OT BCAKAKBA
NPUYHHA WIH MbpBa Xocnuranu3auus nopaan XCH e 6una ¢bmo 3Ha4UMMO HamManeHa ¢ KaHjecapraH
(PK 0,87, 95% C1 0,78-0,98, p=0,021). Ot 42,2% (95% CI: 39,5 no 45,0) nauveHT Ha KaHaecapTaH
46,1% (95% CI: 43,4 no 48,9) v nauyeHTH Ha MaLedO ca ZOCTHIHANMK Ta3sH KpaKHHa TO4Ka,
abconroTHa paziuka 3,9% (95% CI: 7,8 no 0,1).

U nBaTa KOMMOHEHTA Ha TE€3H ChCTABHHU KPaiHH TOMKH - CMBPTHOCTTA M 3abofieBaeMocTTa
(xocnuranuzauua nopaau XCH) ca nonpuHecau 3a OnraronpuatHuTe edexTH Ha KAHASCAPTAH.
JleyeHHeTO ¢ KaHAecapTaH € NOBENO 10 noaodpaBaHe HA PyHkuHoHaHuUg Kknac no NYHA (p=0,020).

B CHARM-3ana3seHa, He € MOCTUTHATO CTATUCTHYECKHN 3HAYUMO HaMallEHWE Ha CbCTaBHATA KpaitHa
TOYKA OT CbPAEYHO-CbAOBA CMBPTHOCT WK Nbpea xocnutann3auua nopaau XCH (PK 0,89, 95% CI
0,77 no 1,03, p=0,118).

CMBPTHOCTTA MOPAAM BCAKAKBH MPHUHHH He € OWna CTaTUCTHHECKH 3HAYHUMa PH H3CIEABAHE
MOOTAENHO Ha BCAKO OT TpuTe npoyuBaHua ha CHARM. CmbpTHOCTTA nopagu BcRKakBH NMPUYHHH
obaue e Oua W3cneaBaHa U npu oboweHuTe AaHHu ot nonynauuure, CHARM-AnrepHaTrHeHa U
CHARM-/lo6asexa (PK 0,88, 95% CI 0,79 no 0,98, p=0,018) 1 npu BcuukuTe Tpu npoyusaHus (PK
0,91, 95% CI 0,83-1,00, p=0,055).

BraronpuaTHuTe eeKTU Ha kKaHaecapTaH ca OMJIM NOCTOAHHM, HE3aBUCUMO OT Bb3pacTTa, Noja M
CBHITbTCTBALIOTO MEAUKAMEHTO3HO AeueHue. KannecaptaH € Oun epexkTUBEH M NPH NALMEHTH,
NeKyBaHH eqHOBpeMeHHO ¢ Deta-Onokepu U ACE nHXHMOHUTOPH, H € nofyueHa Non3a He3aBHCHUMO JaJlu
nauueHTHTE ca npueManid ACE unxubutopu B TapreTHarta 003a, npenopbyBaHa B pbKOBOACTBATA 3a
NEYEHHE,

[Ipu nauuwenTn ¢ XCH u orcnabena nesokamepHa cuctoiHa QyHKUMA (1epokamepHa ppakuma Ha
uztnackeane, LVEF < 40%), kanaecapradH HaMansisa CHCTEMHOTO CbAOBO CBIPOTHBIEHHE Y
6enoapobHOTO KANUIAPHO HAAraHe, YBEIMUABA AKTUBHOCTTA HA ILTA3MEHUS PEHUH H
KOHLIEHTpALMATA Ha aHrMOTEeH3MH 1] 1 HaMansgBa HHBaTa Ha ATAO0CTEPOH.

JBe roneMH paHaOMH3IHpaHu KOHTpOaupaHH npoyuBaHua — ONTARGET (ONgoing ¥e hi
Alone and in combination with Ramipril Global Endpoint Trial - tekyuio rnobanHo (g
KpaHHH TOUKH Ha TEJIMMCAPTaH, CAMOCTOATENIHO U B KOMOHUHAUHs ¢ pamunpun) v VA BHPREYD
(Kaunnyno npoyuBaHe ¢BLp3aHO ¢ pa3BuTHe Ha HedponaTua npy anaber, npoeeaeHy %‘ A /
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MHHUCTEPCTBO MO BLNIPOCHUTE HA BETEPAHHUTE) — Npoyy4BaT ynotpebara Ha komObuHauusaTa ot ACE
HHXHOMTOP K aHruoreH3uH llI-peuentopen 6rokep.

ONTARGET e npoyusate, NpoBeACHO NPH NALMEHTH ¢ aHAMHE3A 32 CBhPACHHO-CbAOBA HJIH
MO3bYHOCBAOBA DonecT, MK 3axapeH anabeT TN 2, NPHAPYKEHH C JAHHH 33 YBPCHIIAHE Ha
edexTopHH opraiu. VA NEPHRON-D e npoyyBaHe npy nauMEHTH ChC 3axapeH a1Hader Tvn 2 u
nuadeTHa HedponaTus.

Te3n npoy4BaHHs HE NOKA3BaT 3HAYKM OnaronpusaTeH egexTt Bbpxy OnOpeuHuTe W/ UKW chbpaeuHo-
CHAOBUTE NOCNEAHLIA H CMBPTHOCT, KATO ChilieBPEMEHHO ca HabNIOAABAHH MOBHUILEH PUCK OT
XUNepKaTUeMua, OCTPO yBpexaaHe Ha ObOpeunTe W/ HIW XHNOTOHHSA B CPABHEHHE C MOHOTEPANUATA.
Karo ce UMart npeaBua CXOAHUTE UM PapMaKOAMHAMHUYHU CBOICTBA, T€3U PE3YJITATH A NPHITOKUMH
H 3a apyru ACE HHXHOUTOPH M aHrMOTeH3HH Il-peuentopHu GaokepH.

ACE nuxudutopu v anruorensut ll-peuentopun 6nokepu cneaoparento He Tpadbea pa ce U3NOA3BAT
€HOBPEMEHHO MMPH NALUEHTH ¢ aMabeTHa HedponarTus.

ALTITUDE (KnWHHYHO Npoy4BaHE NPOBEACHO C ATUCKHUPEH NPU MaUMUEHTH CHC 3aXapeH AHadeT Tun
2 ¢ W3N003BaHe HAa ChpACYHO-CbAOBHU H ObOpeUHH 3adonaBaHra KaTo KpalHHU TOUKH) € MPOYUBAHE,
peaHa3HAYEHO 2 U3C/IEABa NOJI3aTa OT A002BAHETO HA ATUCKUPEH KbM cTanaapTHa Ttepanus ¢ ACE
HHXHOUTOP UNH aHMMOTEH3UH ll-peuenTopeH O10Kep NpH NALMEHTH ChC 3aXapeH AHadeT THN 2 U
XpOoHUYHO O6BOpevHo 3abonsaBaHe, CbpASUHO-CLAOBO 3abonasaHe HaK U Asete. [IpoyuBaHeTo €
MPEKPATEHO NPEXKASBPEMEHHO NOPAAHN NOBHLIEH PUCK OT HeOnaronpuatHu nocneauuu. Kakro
ChPAEUYHO-CBHAOBATA CMBPT, TaKa H HHCYATHT €a MO-YECTH B rPynaTa Ha alTMCKUPEH, OTKOJIKOTO B
rpynara Ha njauebo, a NpeacTaBIABALUMTE HHTEPEC HEXKENAHU CHOUTHA H CEPHOIHH HEKEIAHH
cBOUTHA (XHNepKanneMus, XHNOTOHWA W OBOpeuHa AncdyHKUHA) ce ¢bhoOLIaBaT NO-4€CTO B rpymnara
Ha aMUCKUPEH, OTKOJIKOTO B Mpynarta Ha rnauebo.

5.2 DapMaKOKHHETHYHH CBOHCTBA

AbcopbLms ¥ paznpeaencHHe

Cnen nepopanHO NPUIOKEHHE, KRHAECAPTAaH LUIEKCEeTH Ce NPEeBPHILA B JIEKAPCTBEHOTO BELLECTBO
KaHgecapTaH. A6comoTHaTa GHOHATHYHOCT Ha KaHaecapTaH € npubnusurenHo 40% cnen
APUAOKEHHE HA Pa3TBOP 3a NEPOPATHO NPUIIOKEHHUE HA KaHAecapTaH uuaekceTw1. OTHOCHTE/IHATa
OvoHanuuHOCT Ha TabneTHaTa hopMa B CpaBHEHHE ChC ChIUUS PA3TBOP 32 NEPOPATHO MPUNOKEHHE €
npubausnrento 34% ¢ MHOro Manka sapuabunroct. CneaoBarenHo H3uuciaeHara abconoTHa
OnoHanuuHocT Ha Tabnerkara e 14%. Cpeanara MakcvManHa cepyMHa KOHUEHTpaUus (Cmax) c€
aoctura 3-4 yaca cnen npuema Ha tabaerkata. CEpyMHUTE KOHUEHTPaLIKH Ha KaHaecapTaH HapacTsar
JHHEHHO C YBE/THYaBaHE Ha NO3UTE B TEPANECBTHUHMUTE A030BH rpaHHuUM. He ca HabnronaBaHd nonoeu
pa3HKH BLB apMakOKHUHETHKATa Ha KaHaecapTaH. [Lioura noa kpuBaTa cepyMHa KOHLEHTpALMA-
speme (AUC) Ha KaHaecapTaH He ¢e MOBJMABA 3HAYKUMO OT XpaHa.

KaHIgecapTaH ¢¢ CBbp3Ba C IUIa3MEHHTE NMPOTEHHYA BB BHCOKA cTeneH (Hag 99%). Buaumusat obem Ha
pasnpejaeneH1e Ha kanaecapraH e 0,1-1/kg.

XpaHaTa He nosivABa DMOHANTHYHOCTTA Ha KaHACCapTaH,

buorpanchopmanug 4 eTUMUHUpAHE

KangecapraH ce enMMHHHpA MPEAUMHO B HENPOMEHEHa HOpMa C YPHHATA U MJTHHKATA U CaMO B
MasKa CTerneH ce eIMMHHKpA Yypes dyepHoapobeH MeTabonusemM (CYP2C9). HanuunuTte npoyusanus
33 B3auMoacicTBUa He nokaseat edext Bbpxy CYP2C9 u CYP3A4. Bb3 0CHOBA Ha in vilro NaHHM, HE
MOTaT [12 C€ O4aKBaT B3aHUMOAEHCTBHUS in VIVO C IEKAPCTBA, YHHTO METADOIH3BbM 3aBUCH OT LIUTOXPOM

P450 n3oenzumure CYPIA2, CYP2A6, CYP2CY, CYP2CI19, CYP2D6, CYP2E| vnu CYP

KYMYJ/IHPAHE CNCA MHOTIOKPDATHO MMPHUIICKCHHAE.

OBwHAT Naa3MeH KNHUPBHC Ha KanaecapraH e okono 0,37 ml/min/kg, xaro 616pe
okosio 0,19 ml/min/kg. EnmMuHHpaHeTO Ha kaHaecapTaHn npe3 00peunTe ce oCh




KanJecapTaH LHJIEKCeTH, Npuban3nTenHo 26% OT 103aTa Ce eKCKPETHpa B YPHHATA KaTo
KaHaecaprad v 7% kato HeakTHBeH meTabonuT aokate 56% oT n03aTa ce OTKPHBAT BLB PEKATHHTE
kato kaHaecaptaH U 10% rnoa ¢popmara Ha HeakTUBEH META0OMUT.

(bﬂpM&KOKHHETHKa MpH CNICLHATHH MONYyJIaLHH

[Ipu n1uua 8 HanpeaHana Bb3pact (Haa 65 roanun) Cmee 1 AUC Ha kaHaecapTaH ca OWIH yBeTHYEHH
npudaunzutenHo ¢ 50% u 80% cpoTBeTHO B CpaBHEHHE ¢ Mnaau HHAHBUANW. OTroBOPELT Ha
aAPTEPUATHOTO HANIAMAHE H YECTOTATA HA HexeJlaHWTe chhuTHA 0Dayve ca Ounu nogobHu caea
orpeae/i€Ha A03a KAHIECApTaH LIKNEKCETHT NPH MTAAH NaLKMeRTH 1 OONHY B HaMpeaHana Bb3pacT
(Bx. TOuKa 4.2).

[Ipy nauuenTH ¢ Jieko 10 ymepeHo 6b0peyno yBpexaane Crnax 4 AUC Ha kaHaecapTaH ca Ounu
NOBHUIEHH NMPH MHOTOKpaTHO npunoxenue ¢ 30% u 70% cboTBETHO, HO t12 HE € MOBHILEHO B
CpaBHeHHe ¢ OOJHUTE ¢ HopManHa ObOpeuHa PyHkuUS. CHLOTBETHHTE NPOMEHH NPH NAUHEHTH C
TEXKO 6bOpeuHo yBpexxaaHe ca 6unu npubnusurento 50% u 110%, cvoreeTHo. TepMuHanHoTo t/2
Ha KaHaecapTaH OWJI0 NPUOMH3IMTENIHO YABOEHO NPH NMaLUEHTH ¢ TexKo ObOpeuHo yepexnane. AUC
Ha KaHIECapTaH NP NALKWEHTH, NOATOKEHH HAa XEMOAHAIH3A, € Oiia noaoOHa Ha Ta3H npu GOJTHH ¢
TEKKO ObOpeUYHO yBpeKaaHe.

[Ipy aBe npoyuBaHHs, U ABETE BIUIIOYBALUM NALHEHTH C IEKO 10 YMEPEHO YEPHOAPOOHO YBpEXKaaHe €
HabmonaeaHo yeennueHune Ha AUC Ha kaHaecapTak ¢ okosio 20% npu eaHoto npoyusaHe v 80% npu
ApPYroTo npoyusaHe (Bx. Touka 4.2). Hama onuT npu nauneHTH ¢ TEXKO YEPHOAPOOHO yBpEXKAaHE.,

[leanaTpu4Ha nonyauus
DapMaKOKHHETHYHHTE CBOWCTBA Ha KaHECapTaH ca OUECHEHH B 1Be (apMaKOKHHETHYHH MPOYyUYBaHHS

Ha NPHUJIOKEHHE HA €AHOKPATHH A03M NPy AcuUa Ha Bb3pacT oT | 10 <6 roauHn Hot 6 1o < 17
FOAUHM.

[Ipn neua Ha Bb3pacT oT 1 00 < 6 roauuu, 10 aeua ¢ TenecHo terno ot 10 no <25 kg nonyyaear
eAHOoKpaTHa no3a oT 0,2 mg/kg nepopanna cycnensus. He ce nabnionasa kopenaumsa Ha Crax 1 AUC ¢
Bb3pacTTa H TeJIeCHOTO Terno. He ca chOMpanu naHHM 3a KIHMpPbHC, NOPaaH KOETO HE € H3BECTHO Ja/IN
B Ta3W MoImyaLus € Bb3MOXKHA KOpEalusa MEeXay KIHPbHCA H TEIECHOTO Terno/Bb3pacTTa.

[lpu neua nHa Bb3pacT oT 6 10 < 17 roauuu, 22 neua nonyyasaTt eAHOKpaTHa ao3a ot 16 mg rabnerka.
Jiuncsa kopenauus Ha Cnax 1 AUC ¢ Bb3pacTra. U3rnexna obaue, ue TeIeCHOTO TErNo HMa
3HaYHTENHA Kopenauna ¢bC Crax (p=0,012) n AUC (p=0,011). He ca cx6upann gannm 3a kivpbHe,
MopajH KOETO HE € H3BECTHO Ja/IH B Ta3H NOMNYyNalua € Bb3MOXKHa KOopenalms MeXIy KIHUPBbHCA H
TEJECHOTO TErN0/Bb3pacTTa.

Heuara Ha BBb3pacT >6 ca ¢ eKCNO3ULUKM, CXOIHH C TE€3M MPH BL3PACTHHTE, MOJYYUIIHM ChLUATA 1034,

DapMaKOKHHETHKATA Ha KaHJECapTaH LIUIIEKCETHII HE € MPoYyUBaHa NpU NEAHaTPUYHH NALMEHTH Ha
BB3pacT < | roauHa.

5.3 Ilpenk/IMEAHYHE JAHHH 32 DE30MACHOCT

Hama ganHu 32 aDHOpMHA CHCTEMHA TOKCHHHOCT WITH TOKCHYHOCT HA TAPreTHHTE OPraHu MnpH
KJIHHWYHO NMPUN0XKKMH 103u. [1py npeaknvHuyHK npoyuBaHHUs 3a 6e30nmacHOCTTa, KaHAeCApTaH €

okazan edekr 8ppXy 6u0peunTe U nokazaresuTe Ha YEpPBEHHTE KPLBHH KIETKH CAel npui Lo AL 0o
BUCOKH JI03H HQ MMIIIKH, MIBXOBE, KyHeTa H MaiiMyHH. KaHaecapTan npean3BUKBa HAM: /ﬂ -
NOKa3aTe/TUTE HA YEPBEHMTE KPbBHH KIIETKH (EPHTPOLIMTH, XeMOrnoOHH, XeMaTOKpUT). ARk TSaiiy ¥

BbpXy 6bOpeunTe (kaTo HHTEPCTHUMANEH HedpHUT, TYOynHa AucTeH3HA, 6a3 TyOyu; nai %’ AN
NNa3MeHa KOHUCHTPAUHA Ha ypes U KpeaTHHHUH) ca OT KaHAaecapTaH, KOETO MOXeE Aa ce \ETpt *‘;'%ﬁgﬁf
XHITOTEH3UBHHA eeKT, KOHTO Boau 10 npomeHH B ObOpeunara nepdysua. OcseH ToBa, ~..,-."f"-'.-'3";"'~"*"*"£‘?'__ ad
HHIYUHpa XHNEPMIasusa/XunepTpodHsa Ha IOKCTArIOoMepyAHHTe KieTkH. CuuTta ce, de TeIRNIBoMe




ca NPUYHUHEHH OT apMaKoJIOrMYHOTO JA€HCTBHE HA KaHaecapTaH. [Ipu TepaneBTHUYHH 1034 Ha
KaH/ecapTaH Mpy Xopa XHUIepruiasusaTa/ Xuneprpopusara Ha ObOPEUYHHUTE IJTIOMEPYTHHU KIETKH
U3rJ1€K/1a HAMA HAKAKBO 3HAYE€HHUE.

B npeakJIMHHYHHUTE MPOYyYBAHHUA NMPH HOPMOTEH3HBHH HOBOPOAEHH U MJIa/IM TNJIbXOBE, KAH/1E€CapTaH €
NoKa3sajl pelyKLHs Ha TEJECHOTO TEer/Ji0o U Terja0To Ha CbpueTo. KakTo npy Bb3pacTHUTE JKUBOTHH,
T€3H €(PEKTH CE CMATAT 3a pe3y/iITar OT (PapMaKkoJOrMYHOTO JAeHCTBUE HA KaHaecapTaH. [1pu Haii-
Huckarta 103a — 10 mg/kg, ekcno3numsaTa Ha kanaecapTaH € Mexay 12 v 78 nmbTH No-BUCOKA OT
HUBATA MPH J€La Ha Bb3pacT OT | 10 < 6 roauHH, nosyyasasiM KaHaecapTaH UMJIEKCETH B /1034

0.2 mg/kg, v oT 7 10 54 NbTH NO-BUCOKA OT HUBATA MPH Jella Ha Bb3pacT oT 6 10 < | 7 roauHH,
MoJy4yaBajii KaHaecapTaH UMJIEKCETH1 B 103a OT 16 mg. I'vk KaTo B T€3M NpoyyBaHUs He ca
HAMEPEHH CTOMHOCTH, MO KOMTO HE C€ YCTaHOBsABA €(eKT, rpaHyLiaTa Ha O€30MacHOCT M0 OTHOLUEHHE
Ha e(PEKTHTE BbPXY TEIIOTO HA ChPLUETO U KJIMHUYHATA 3HAYUMOCT HA TE€3H PE3Y/ITaTH HE € U3BECTHA.

HaOnatonaBaHa € PeTOTOKCHUYHOCT NMpU KbCHA OpeMEHHOCT (BXK. TOUKa 4.6).

JlaHHK OT NpPOyYBAHWATA HA MYTAreHHOCTTA in Vilro W in vivo NoKa3Bar, 4Ye KaHjaecapTaH Hama
KJ1aCTOr€HHA W MyTareHHa akTHBHOCT B YCJIOBMATA HA KJIMHUYHA ynoTpeoda.

Hsama naHHM 32 KAaHUEPOre€HHOCT.

PeHUH-aHIMOTEH3UH-aJ1I0CTEPOHOBATA CUCTEMA UIPAe KPUTHYHA POJIsi B pa3BUTHETO Ha ObOpeuuTe in
utero. JlokazaHo e, ye OJIOKHpPaAHETO HA PEHUH-AHTMOTEH3UH-AJI0CTEPOHOBATA CUCTEMA MPH MHOIO
MJ1aJM MULLUKH BO/IM /10 HApyLIEHO pa3BUTHE HA ObOpeuuTe. [IpunokeHHeTo Ha MeIUKAMEHTH, KOMTO
AECUCTBAT AUPEKTHO BbPXY PEHHUH-AHIMOTEH3UH-A1A0CTEPOHOBATA CUCTEMA MOXKE /1a TOBJIUsIE

HOPMAJIHOTO pa3BUTHE Ha ObOpeuunTe. CaeaoBaTe/IHO Aeuara Ha Bb3pacT noa | roauHa He Tpadsa aa
npuemat KapOuc (Bx. Touka 4.3).

6. OAPMALUEBTHUYHHAU JAHHHA

6.1 ChnHcBK HA NIOMOIIIHHTE BellecTBAa

JlakTo3a MOHOXMUApAT
[lapeBMUYHO HHULLIECTE

MakporoJ 8000

XHAPOKCHIIPOIKUJILENYJ103a

Kapmesio3a kajiuuu

MarsHe3uesB creapar

Xenesen okcua, yepeeH (E172) ((camo B Tabnerkure ot 8 mg, 16 mg u 32 mg)
6.2 HecbBMeCTHMOCTH

Henpuiaoxumo

6.3 Cpok Ha roaHocrt

2 TOAMHH

6.4 CpneuHa/IHH NpeANasHH MEePKH NPH CbXPAHEHHE

To3u nexkapcTBEH NPOAYKT HE U3UCKBA CNELIMAIHH YC/IOBUS HA CbXPaHEHHE.

6.5 JlanHHM 32 0ON1AKOBKATA




bauctep PVC/PVDC/AnyMuHuiA
[‘'onemuHa Ha onakoBkara: 14, 28, 30, 56, 60, 84, 90, 98 tabneTku, B KyTHs.

He BCHUKK BH10BE ONAKOBKH MOrar j1a ObaaT rnycHaTH Ha rnasapa.
6.6 Cpneuna/JHH NpeanasHd MEPKH NPH H3XBbpJIAHE

Hsama cneurasiHU U3HCKBAHHA.

T [IPUTEXATEJI HA PASPELHIEHHUETO 3A YIIOTPEBA

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

8. HOMEP(A) HA PASPELLEHHUETO 3A YIIOTPEBA

Per. Ne 20100139 — KapOuc 4 mg tabaetku
Per. No 20100140 — Kapouc 8 mg rabnerku
Per. Ne 20100141 — KapOuc 16 mg TadneTku
Per. Ne 20100142 — KapObuc 32 mg TabneTku

9. JNATA HA ITbPBO PASPEHIABAHE/INIOAHOBSIBAHE HA PASPEHLIEHHUETO 3A
YIIOTPEBA

Jlata Ha nbpBo pa3spewaBane: 05.03.2010 roa.
Jlata Ha nocaeaHo noaHosaBane: 11.05.2017 roa.

10. JATA HA AKTYAJIUBUPAHE HA TEKCTA
13 Asryct 2025

[loagpobHa nHpopmaLks 3a TO3M JIeKapcTBEH NMPOAYKT € npeaocTaBeHa Ha yeOcaiira Ha U3nmbaHuTenHa
Arenuus no Jlekapcreara (MAJI) http://www.bda.bg.




