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KPATKA XAPAKTEPMCTHKA HA IIPOAYKTA




1. HUME HA JEKAPCTBEHHA IIPOAYKT

Kap6buc 4 mg rabneTku L e
Kap6uc 8 mg Tabnerxu IR __: | ;_ e '_ 0 '-;’fi:_‘ ﬁi-. el AR A
Kap6uc 16 mg Tabnetku e L e
Kapbuc 32 mg TaGnerku i , a&\-o /@ ,_—7/3 'j!/ '7.:.9 /9,4/9,,2

b B e o e e
Karbis 4 mg tablets - g@. //47 A’//-v S Y ‘7‘/# S
Karbis 8 mg tablets | RRRA T
Karbis 16 mg tablets L 29[” 2[]]9

2. KAYECTBEH U KOIMYECTBEH CbCTAB

Bestika TabneTka chbabpika 4 mg kaHAecapTaH WHIEKCETW! (candesartan cilexetil).
Bceska TabneTka chabpka 8 mg kanaecapraH UMAEKCETHI (candesarian cilexetil).
Beska TabneTka cpabpaka 16 mg KaHOECapTaH BUNEKCeTH (candesarian cilexetil).
Beska Tabnerka cpabpxa 32 mg KaHAecapTaH LneKkceTnn (candesarian cilexetil).

[ToMoInHO BElIECTBO ¢ H3BECTHO ASHCTBUE:

4 mg TabneTkH 8 mg Tabnerkn 16 mg Tabnaerku 32 m g TabJeTkn

JlakTo3a 88,73 mg 84,93 mg 77,33 mg 154,66 mg

3a NbIHUSA CIIHCDHK Ha [IOMOIIHWTE BeleCTRa, BUXKTE TOUKa 6.1.

3. JIEKAPCTBEHA ®OPMA

TaOnerka

4 mg: Kpwrnn, 6enn, teko ABOMHOUIIYBKHANINA, AUAMETHP 7 mm, OT €AHATA CTPaHa ¢ ACAUTENHA YepTa
CHC CKOCEHH pBrOOBE.

8 mg: Kpbrian, cBetio po3oBH, JeKO ABOHHOM3ITBKHAN, AMAMETHD 7 MM, OT €{HATA CTpaHa ¢
ACJIATEJIHA YEPTa CHC CKOCEHH prioBe.

16 mg: Kpbrau, CReTA0 po30BH, N1€KO ABOHHOMINBKHANH, AHAMETBP 7 MM, OT €4HATA CTpaHa C
JEJINTENHA YepTa CbC CKOCEHH pbhOOBE.

32 mg: KpBriH, CBETNIO PO30BHK, JICKO ,HBOHHOHBI‘I’]:KH&]IH nnammp O mm, OT eHaTa CTpaHa ¢
AeJIMTeNHA YepTa CbC CKOCEHH pHOOBE.

TabnetkuTe Morar Aa ce J1eIAT Ha PaBHH AQ3H.

4. K/IMHUYHU JAHHHU
4.1 TepaneBTHYIHH NOKAZAHHUS

Kapbuc e noxasan 3a:

- JleyeHre Ha eceHIIMANHA XUNEPTOHNS NPH Bb3PacTHH.
- JleueHve Ha eceHLMANHA XMNEPTOHNS NIPK Z€lla ¥ IOHOLIH Ha BB3PAcT OT 6 1o
- JleyeHue Ha BBH3PACTHH NALMEHTH CbC ChPAEUHA HEAOCTATHYHOCT H HAPYILUEH
CHCTOHA GYHKIMA (JleBOKaMepHa (pakiua Ha usTnacksare < 40%), koraro
He C€ IOHACAT, WM KaTo AoNbaBalta repantaTta KbM ACE nBxubuTOpH NpH




CUMATOMATHYHA ChPASHHA HEJOCTATHLUHOCT, BBIIPEKH OTITUMANHATA TePallks, KOraro
MHHEPaNKOPTHKOWAHH PELENTOPHH 8HTAPOHHCTH He ce NoHacaT (BXK. ToOUukH 4.2,4.4, 4.5 u 5.1).

4.2 J03HpOBKA H HAMHH HA NPHJIOXKEHHE

[{punoxeHue Npu XUneproHHA

[IpenopbumTennaTa HayalHa A03a M oOHuaiiHaTa noxgbpikaila Ao3a Ka Kapouc e 8 mg pennx
AHeBHO. [lo-ronsMara 4acT OT aHTUXMNEPTEH3UBHHA €(eKT Ce NOCTHra B paMKHTe Ha 4 ceaMuuH. [lpu
HAKOM NMAalLMEHTH, YHETO KPBBHO HANATaHE He ¢ KOHTPONMpa aJeKBaTHO, 103aTa Moxe na 6b1e
yBREeNH4eHa A0 16 mg BeIHbXK AHEBHO M IO MAKCUMYM 32 mg BeAHBLXK AHEBHO. Tepanusara Tpabsa na
CE KOpHIupa criope] MoBJHABAHETO HA KPBLBHOTO HANSNAHE.

Kapbuc Mo>ke na ce npunara ¢ Apyrv aHTHXUNEPTEH3UBHE JICKApcTBa (BK. ToUkH 4.3, 4.4, 4.5 1 5.1).
JokazaHo ¢, ue 1o0aBAHETO HAa XHAPOXJIOPOTHAZMI KMA aJUTHBEH aHTHXHUNEPTEH3UBEH e(eKT 3a
pa3nuuruTre 103u Kapbuc.

Ilayuenmu ¢ cmapuecka gv3pacm
He ¢ Heobx0aumMO HauanHO KOHTPOAMpaHe Ha N034Ta NPH NMALUSHTH B CTaPYECKA BB3PACT.

{layuenmu c namanen 8smpecvr008 0bem
IIpH mauMeHTH ¢ PHCK OT XHIIOTOHHA, KaTO OOJIHU C BEPOATHOCT 3a HaMaJIEH 00eM, MOXKe 12 C¢ MMa
NpeABUA NPHIOKEHHETO Ha 1032 OT 4 mg (Bik Touka 4.4).

Hayuenmu ¢ 6v6peuro yaspexcoane

Hauannara no3a npu nanueHTH ¢ 650peyHo yBpexxaaHe, BKIIOUMTENHO O0MHHA HA XEMOAUANH3A €

4 mg. Mozara TpaOea fa ce yBenHuaBa MOCTENEHHO criopel OTroBopa. ONUTHET ¢ MAHEHTH € MHOTO
TEXKO WM TepMHAHaHO 61b0peuno yepexaane {Cleainine <15 ml/min) e orpanuueH. (Brx Touka 4.4).

Haywenmu ¢ weprodpobue yepexcoane

[Ipyn naumMeHTH ¢ Nexo X0 YMEPEHO YepHOAPOOHO YBpeXKaaHe ¢¢ npenopb4Ba 1032 OoT 4 mg BEAHEXK
AHEeBHO. JlozaTa MOXe Jia ce KOpMrHpa cnopen orroeopa. Kapbuc e npoTHBONOKa3aH Npu NALMEHTH C
TEXKO YePHOAPOOHO YBpekaaHe W/HIN XonecTasa (Bx. Touku 4.3 u 5.2).

Heproroowcu nayuernmu

AHTHXMNEPTEH3HBHAAT eEKT HAa KaHNIeCaPTaH ¢ no-ciabdo H3paseH NpH YEPHOKOKH NMAlHEHTH B
CpaBHEeHHE ¢ HeuepHokoxH rnaumneHTH. [lopagu ToBa, moBMImasaneTo Ha jgo3ara Ha Kapbuc u
KOMOHHHMPaHOTO NeUeHHe MOXKE Ja ¢a HeoOX0AHMH NO-4eCTO 32 KOHTPOJI Ha apTEPHANHOTO HajlaraHe
MIPH YEPHOKOKH MaLHEHTH B CPABHEHHE ¢ HEUEPHOKOXKH NMalWeHTH (BHXK TOYKa 5.1).

lleduampuurna nonyrayusn

Heya u ionowu na evzpacm om 6 0o < 18 zoounu:

IlpenopbunTennara HaYanHa 1033 € 4 mg BeAHBK JHEBHO,

- [TaumenTtn ¢ TenecHo Terno < 50 kg: Ilpy naumenT!H, Y¥eTo apTepHaIHO HANISIraHe He € 1oj
aZieKBaTEH KOHTPO, 103aTa MOXe Ja Obae NOBHUICHA A0 MAaKCHMYM 8 mg BeIHBK AHEBHO.

- [TaupeHTH ¢ TenecHo Terno > 50 kg: [1pn nanneHTH, YHeTO apTepHaNHO HalaraHe He € noj
aZCKBAaTEH KOHTPOJ, A03aTa MOXe Ja O0bAc NOBHIICHA 0 8 mg BEAHBK JHEBHO, CIIE] KOETO,
aKko e Heobxomumo — A0 16 mg BeaHbK AHEeBHO (BXK. ToukKa 5.1).

J1l03upoBKH Hax 32 mg He ca NPOYUCHH NPH NEAHATPUYHH MALMEHTH.

(OCHOBHATa YaCT OT AHTMXHUMNECPTEH3UBHUA €(EKT ce pasrpbllia A0 4 CEIMHIIM.




IIpy peua e BB3MOAHO BETPECHAOBO 00EMHO H3YEpIIBaHe (HAnp. MpH NAUMEHTH, JeKYBaHH C
AUypeTHLn, 0coOeHO TakiBa ¢ HapyleHa O0s0peuna pyHkwmn), neuenuero ¢ Kapbuc tpadea ga ce
HHHLMUAPA TIOJ CTPOTO MEAHLIHHCKO HabIroAeHHe U clleJiBa Aa ce OOCHAH NO-HUCKA HaYanHa 103a OT
oOHuaiiHarta (BX. Touka 4.4).

Kap6uc He € npoyuBaH Ny Jielia ChC CKOPOCT Ha roMepy/Ha duurrapims moa 30 ml/min/1,73m’” (ex.
TOYKA 4.4). .

Yeproxoorcu neduampuyny nayuenmu
ITp1 yepHOKOXXH NALMEHTH AHTUXMNEPTEH3UBHUAT e(eKT Ha KaHaecapTaH ¢ no-cnabo u3paseH,
OTKOJIKOTO NPH HEUEPHOKOXKU TNAaUHEHTH (BK. ToUKa J5.1).

Heya na ev3pacm om 1 0o < 6 200unu

- besonacHocTTa H epMKACHOCTTA NPH Jela Ha Bb3pacT OT 1 10 < 6 rOIMHHU He Ca YCTAHOBEHH.
HanunyHuTte noHacToslleM JaHHH ca OITMCaHM B TOUKA 5.1, HO NMPENnopBKH 32 I03UPOBKA HE
MoOraT 2a ObAaT AaHCHH.

- Kapbuc e npoTHBONOKA3aH NpH Acua Ha BB3pact noa 1 roguHa (Bx. Touka 4.3).

anJ'IOH{EHHG NPpH ChpACUYHA HCAOCTATHYHOCT

ObuuaiiHara IpenopbuBaHa Ha4vanHa ao3a Ha Kapouc ¢ 4 mg Beanbx aHesHo. IloBuinasaHeTo Ha
A03aTa A0 TapreTHaTa fo3a or 32 mg BeJHBXK AHEBHO {(MAaKCHMAaNHA N03a) HAH A0 HAaH-BHCOKATA
MMOHOCHMA J03a C€ H3BBPLIBA Upe3 YABOABAHE HA A03aTa HA UHTEPBAIN HAH-MAJIKO OT 2 CEAMHIIM
(Bik TOUKA 4.4). OLeHKaTa Ha DALMEHTYU ChC ChPASYHA HENOCTATBYHOCT BHHArH TpsAOBa Aa BKIIOUYBA
OLicHKa Ha 6bOpeunaTa (pyHKUHMA, BKIMIOYKUTETHO MOBUTOPUHT HA CEPYMHUS KPEATHHHH U KTHH,
Kapbnc Moxe na ce nmpunara ¢ Apyro Je4eHye 3a ChbpedHa HEAOCTAThYHOCT, BKMoUHTenHO ACE
HHXUOUTOPH, OeTa ONOKEpH, AMYPETHIM H JATHTANTHC HITH KOMOWHALIMA OT TE3H JIEKapCTBEHH
npoaykTH. Kapbuc Moxe aa ce npuiara 3aeaHo ¢ ACE nHXuOUTOp NpU NaLHEHTH CBC
CMMINITOMATHYHA CEpAeYHa HeAOCTATHYHOCT BbNPEKK ONITHMANTHATA CTAaHIAPTHA TEpamnsd 3a ChbpAe4Ha
HEAOCTATHUHOCT, KOTATO MHHEPANKOPTUKOHAHH PELIETITOPHH AHTArOHHCTH HE C& NOHACHT.
Komb6unanuata ot ACE nHxuburop, kanni-cexpansaBaill AnypeTHK B Kapbuc He ce npenoprsusa H
TpsiOBa ga ce oOMHCIIA caMO CER BHUMATENHA OLIEHKA HA BB3MOMKHHTE ITOJI3H B PHCKOBE (BX. TOUKH

44,48 u 5.l

Creyuannu nonyaayuu nayuexmu

He e HeoGxonumo HavaiHO KOpHTHpaHe Ha 03aTa IIpY MALWEHTH B HanpeaHana Bb3pacT WK GONHH ¢
HaMajeH BbTpechAoB 0beM uu 6B0peyuHo YBpexkaaHe, WIH JIEKO A0 YMEPEHO YepHOAPOOHO

YBPEXKIAHE.

TlenuaTpyyHa nonyaalus
besonacHoctTa M edukacnocrTa Ha Kapbuc npu nena Ha Bb3pacT 1o 18 roannu He ca 6w

YCTAHOBCHH IIPH JICUCHHETO HA CHEPACHHA HEAOCTAThbYHOCT. Hama sanuuHM JaHHH.

HauuH Ha HPDHIOXKECHHE

Ilepopanna ynorpeba.
Kapb6uc tpabra aa ce npHema BeIHEX JHEBHO, ¢ HIIH Oe3 XpaHa.
XpaHarta He NOBJIHsIBa OMOHATMYHOCTTA HA KaHaecapTaH.

4.3 IlpornBonoxazanus

CBpBXUYBCTBUTENHOCT KbM aKTHBHOTO BEILIECTBO MJIH KbM HAKOE OT NOMOLLBHTE Bele
130poeHn B Touka 6.1.

BTtopn u TpeTH TpuMecTsp oT SpeMeHHocTTa ( BIK ToukH 4.4 1 4.6).

Texko uepHOAPOOHO YBpexaaHe W/HWIH XOecTasa.




Heua Ha Bb3pact noa 1 roguHa (BK. Touka 5.3).

EnHnoBpeMeHHaTa ynoTpeba Ha Kapbuc ¢ aniucKkupeH-ChabpIKally NPOoAYKTH € NPOTHBONOKAa3aHa Npy
NALUEHTH ChC 3axapeH Auadet unM O10peuno yepexpaade (GFR < 60 ml/min/1,73 m2) (Bxk. Toukm 4.5
u5.1).

4.4 Chnennaanm npeaynpe:KAeHHd N NPeANA3HH MepPKH NPH ynoTpeda

bs6peuno yBpexaaHe

KakTo npy 1pyru nekapcTea, KOUTO HHXHOUPAT PEHUH-aHTHOTeH3HH-A1R0CTEPOHOBATA CHCTEMA,
MO3KE J1a C€ OYaKBaT NPOMEHH B ObOpedHaTa GyHKLKHA Npy YYBCTBUTEIHU NAlHEHTH, JIEKYBaHH ¢
Kapbuc. |

Koraro Kapbuc ce npunara npi XHIepTeH3IWBHU NalueHTU ¢ 6u0peuno yepexaade, ce nNpenopbysa
MEPpUOAHYHO MPOCNEAIBAHE HA CEPYMHUS KANUHA K HABAaTa Ha KpeaTHHUHA. MiMa orpaHHYeH OnuT Ipy
OO0JIHMA ¢ MHOTO TEXKO WIH TEpMHUHANHO Ob0Opeuno yBpexaaHe

(Clereatinine < 15 mi/min). ITpu Te3un nanuenTn pozarta Ha KapGuc TpaGea BHMMATEHO Aa ce NMOBHILABA
TIPH IIATENHO CIACACHE HA APTEPHAIHOTO HaNAraHe. |

OueHkaTta Ha NAUKEHTUTE CbC CHPACYHA HEAOCTATHYHOCT TPAORA 1@ BKIIIOYBA [EPHOIUYHO
H3ceaBaHe Ha Opbpeusara QyHKuus, 0CoOSHO NpH NalKeHTH B CTapueCcKa BB3PAcT, Ha 75 FOAHHHU U
N0-BB3PACTHH, ¥ IpK BONTHU ¢ yBpeaeHa Op0peuna dyHkuug. [Io BpeMe Ha moBMILABaHE HA 103aTa HA
Kapbwuc, ce npenoppruBa MOHMTOPHpAHE HA CYPYMHHS KpeaTHHHUH W Kanug. KnuHUYHHATE W3NMTBaHKA
NpH CbpASYHA HEAOCTATBYHOCT HE €a BIUTIOUBAIH OONHM ChC cepyMen KpeaTHHHH >265 umol/l

(>3 mg/dl).

Ynorpeba npy neayaTpUYHY NAITMEHTH, BRIKYHTETHO 1 NalHeHTH ¢ 6p0pedHo YBpeKaaHe
- 2
Kapb6uc He e npoy4BaH NpH Jella CbC CKOPOCT Ha riioMepyiaHa dunrpaumst nog 30 mi/min/1,73 m” (8.

TO4YKa 4.2).

Kombunupano neueHue ¢ ACE nHXHOMTOp npH chpaevHa HeJOCTATLYHOCT

PHcKBT OT HEXENnaHM IEKAPCTBEHY Peakiin, 0c00eHO XMITOTOHMS, XHIIEPKATUEeMHS ¥ HAMABAHE Ha
610peunara pyHkUNA (BKIIOYHTETHO ocTpa Ob0peyHa BeAOCTaTEYHOCT), MOXKe J1A C€ NIOBULIM, KOTaTo
Kapbuc ce nuznonssa B komOuHauma ¢ ACE uaxudurop. Tpoiina kombunauma ot ACE uaxubuTtop,
MHHEPANKOPTHKOKAEH PEUENTOPEH aAHTArOHKCT U KaHAECcapTaH ChLIO He ce Npenopbusa. Tesu
koMGUHauKH TpabBa Aa ¢€ U3NON3BAT NOA HaGMIOAEHHETO Ha CIICLHANMCT U NIPH YECTO BHHMATENHO
MOHHTOpUpaHe Ha OpOpeuHaTa GYHKIUNA, €NEKTPOJIMTHTE H KPbBHOTO HanAraHe.

ACE unxuburopu v anrnotedsut Il-peuenropum 610kepu He Tpalra 1a ce M3MON3BAT €AHOBPEMEHHO
NP NAUMEHTH ¢ auaberHa HedponaTh.

XeMonuaansa

Ilo BpeMe Ha IuanK3a apTEePHANHOTO HAJIAraHe MOXe Aa 6bae 0cobeHOo YYBCTBUTENHO KBbM On0Kaaa
Ha AT)-peuentopure, NOpaiH HaMaJleH Ia3MeH 00eM ¥ aKTUBMPAHE Ha PEHUH-aHTHOTECH3HH-
anjpocrepoHoBara cucreMa. Ilopaam ToBa, nozara Ha Kapbuc Tpabpa aa ce noBuillaBa BHHMATENHO,
KaTo ce NPOCHEAABa LUATEAHO apTEPRANHOTO HAllAraHe Ha MAaLMeHTHTe Ha XeMOHaN3a.

CreHo3a Ha 6B0peuHaTa aprepus

JlekapCTBEHH NPOAYKTH, KOUTO NOBIHABAT PEHUH-aHTHOTEH3HH-AJIIOCTEPOHOBATA CUCTEMA,
BKJIFOYHTENHO aBrHOTEH3HH Il peuentopHuTe antaronucTn- (AIIPAM) MoXke na mOBHILIAT KPbB

CTEHO3a Ha apTepHATa NP eaHHCTBEH OBOpEK.

b1Opeuna TpacnnanTauus




HsiMa onur no oTHOIEHHe Ha NpWIoKeHHETO Ha KapOuc npu nauueHTH ¢ HaCKopo HanpaseHa
O10peuHa TpaucnanTaLEs,

XUNOTOHUSA

Ilo BpeMe Ha nedeHHe HA MALMEHTH CBC CHPACUHA HEJOCTATLYHOCT ¢ Kapbuc Moxke 1a Bb3HHKHE
XMNOTOHUA. TS MOe Aa ce IOABH CHLIO ¥ IPH XHNEPTEH3UBHU NNALMEHTH C HAMANICH BETPECHAOB
00eM, KaKTo ¥ ripH O0NHY, NONYyYaBallid BUCOKH A03M AHYpeTHLM. TpsabGea Aa ce BHUMAaBa, KOTATO Ce
3a104BAa JICYEHUETO U TPAOBA Jia Cce HATIPABH OTTHT 3a KOPUIHPaHE HA XHUTNIOBOJIEMHATA.

ITpu neua ¢ Bb3MOMKHO BETPECHA0BO 00EMHO H3UEpTIBaHe (HaNpPUMEP NMallMEHTH, JIEKYBAHH C
AuypeTyaiy, ocoO0eHO TakMBa ¢ HapyuieHa 660pedHa ¢pyHKuA), neyeruero ¢ Kapbuc tpabea na
3aMI04HE N0/ CTPOro MeAMLUMHCKO HabMOAEHHE U ClneABa Ja ¢€ 0OMMCIIM NO-HUCKa Ha4yanHa J03a OT
oOuuaiiHara (BiK. Touka 4.2).

AHecTe3ma U ONCPATHBHO JICHCHHC

ITo Bpeme Ha aHeCcTe31d A ONICPaTHBHA HaMeca MPH NMAUHEHTH, ICKYBaHH ¢ aHTarOHUCTH Ha
aHrHOTEH3MH 1I, MOKE 712 BB3HHKHE XMIIOTOHHA nopaau 6J10kaja Ha CHCTEMATA PEHHH-aHTHOTEHMH.
MHoOro paako, XHOTOHHATZ MOXKE Ja b€ TeKKa, KATO MOXKE J]a C€ HaNOXKH MPHIOKEHHETO Ha
WHTPaBEHO3H! TEYHOCTH W/ WM Ba30TPECOPH.

CTeHo3a Ha aopTHATA W MUTpANHATA Kiana (00CTpYKTHBHA XunepTpodHa KapAMOMHUOnaTH )

KaxTo npu apyrure Ba3zoRNaTaTOpH, CNEIHANIHO BHUMAHKE € HeOOX0AUMO TIPH NallHEeHTH, CTPajalH
OT CTEHO3a Ha A0PTHATa ¥ MUTPANTHATA KJIAIa ¢ XeMOAWHAMHWYHO 3HAYeHHE WK OOCTpYKTHEHA
XuneprpodHa KapaAHOMHOTIATHA.

IlnpBrYeH XMNEPanaOCTEPOHHIBM

[TanMeHTH ¢ MHPBUYEH XANEPANJOCTEPOHH3IEM OOHKHOBEHO HAMA A C€ TIOBIHAAT OT JISUEHHE ¢
aHTUXHIIEPTEH3WBHH JIEKAPCTBEHH NPOAYKTH, AeHCTBALIN Ype3 HHXHOMpaHe Ha peHMH-aHT'HOTEH3HH-
annocrepoHosara cuereMa. Ilopaau Tosa, npunoxkenuero Ha Kapbuc He ce npenoprysa npu Ta3u
nonynanus.

XHUnepKanieMus

EnHospeMennoTo npunoxeHHe Ha Kapbuc ¢ kanuii- ChxpaHdaBally AMYpPETHUH, KaTHEBH J00aBKM,
3aMECTHTENH Ha CONTA, CHABPKALIH KalHi KM APYTH NEKAPCTBEHH NMPOAYKTH, KOUTO MOraT ha
NOBJIMAAT HHBATA HA Kanua (HaImp. XenapiH) MOxe Aa AOBEAE A0 NOBUIIABAHE HA CEPYMHMA KaTHIA
TIPH XHNEPTEHINBHHA NAllHEHTH.

Heobxoaumo e moaxongimo MOHHTOpHpaHe Ha HHBATA HA KAJIMA.

[Ipu 6011HK ChC CHpAEYHA HEAOCTATHYHOCT, NeKyBaHH ¢ Kapbuc, Moe la Bb3HHKHE XHIIEpKaTHEMHS.
[Tpenoprusa ce neproanuuHO NpociieasBaHe Ha cepyMHHa kanuii. KomOunaumsara ot ACE-
HHXUOHMTOp, Kanui-cbXpaHaBally JHYPETHK (Hanp. cipoHonakToH) i KapOHc He ce npenopnuBa H
TpAOBA a ce pasriexaa caMo clieli BHHMAaTeNHa OUEHKA HA MOTSHUHAJBHTE MON3H B PHCKOBE.,

bpemennoct

AIIPAwu He TpsiOBa na ce Ha3Ha4apar o BpemMe Ha OpemeHHoCT. OCBeH aKO NPOABL/LKABAHETO Ha
neuexnero ¢ A[IPAn He ce cuMTA 38 XKH3HEHO BaKHO, NAUHEHTKUTE, NNIAHKUPALIH OpeMeHHOCTAPARER;
1a TIPEMHHAT Ha aJTepHATHBHO AHTUXHUIIEPTEH3UBRO JleYeHHe ¢ YCTaHOBeH npodun Ha 6e3s 3OHEQRO!
ynorpeda 1o ppeMe Ha OpeMeHHOCT. [IpH ycraHoBsIBaHe HA OPEMEHHOCT, JIeYEHHETO ¢ A !'
na O0bae npeycTaHoBeHO He3abaBHO M, aKO € HEOOX0AHMO, A CE 3aTl0YHE aJiTEPHATHBHO | ?
=
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[Tpn natMeHTKH Cliel MEHapXe BEPOATHOCTTA 3a OpeMeHHOCT TpAOBa Aa ce MPOBEPIBa PEAOBHO.
Tpabsa ga ce naBa penopHa HHPOpMaLUS W/HIH Ja ce NpeANpUEMAT MEPKH 34 NpeAOTBpaTSBaHe Ha
pPHCKa 3a& €KCIIO3ULIKSA 110 BpeMe Ha 6peMeHHOCT (BXK. Touka 4.3 1 4.6).

Ob1u

I1pu nauyeHTH, YHHTO CHAOB TOHYC M OB0PEeYHa QYHKUNS 3ABHUCAT NMPEIUMMHO OT aKTHBHOCTTA HA
CHUCTEMATa PEHHH-aHTHOTEH3HH-AIA0CTEPOH (HaMp. NALHEHTH C TeXKa 3acTOHHA ChpAcUHa
HEAOCTAaTHYHOCT Mnu 660peuHo 3abongBane, BIUIIOUNTETHO CTEHO3a HA ObOpeuHaTa apTepus),
JIEYEHHETO ¢ APYTH JEKAPCTBEHU ITPOAYKTH, MOBNHUSBAILH TaA3H CHCTEMA, Ca CBLP3aHU ¢ OCTpa
XMIIOTOHHSA, a30TEMUS, OTHTYPHA WX PAAKO ocTpa Ox0pevHa HeaocTaThuHOCT. BE3MOXKHOCTTA 34
noRoOHH e(peKTH HE MOXKe Aa ¢€ W3KIIIOYH NPU aHTHOTeH3MH ] peuenTopure. Kakro npu Bcuuku
AHTHXHNEPTEH3UBHH CPEACTBRA, MPEKOMEPHOTO NOHKEHHE Ha KPbBHOTO HAJLIraHe MpPH NALUEHTH C
MCXEMUYHA KapAHONaTHA I HCXEMHYHO MO3bYHO-CBAOBA BonecT MoXe J1a 0BeAe X0 HH(APKT Ha
MHOKApPAa WIH UHCYIIT,

AHTHXUNEPTEH3UBHUAT €(PEKT Ha KaHAECAPTaH MOXKE JIa C€ 3ACHIIH OT JIPYTH JIEKaPCTBEHH NMPOAYKTH C
NOHWXKABAIIY KPhBHOTO HAJIATaHE CBOMCTBA, HE3aBUCHMO JIAJH Ca IIPERITHCAHN KaTo
AHTUXHMIIEPTEH3IUBHA HJIH Ca NPEAINUCAHU 32 APYTH TIOKa3aHHy.

HBoHHO 610KHpaHe Ha pEHUH-2HTHOTEH3HUH-aaa0ocTepoHoBaTa cueteMa (PAAC)

HMma nannm, ye egHoepemennara ynotpeda Ha ACE uHxubuTOpH, anrnotrersuH ll-peuenropun
ONOXEPH WIIH ATHCKUPEH NOBHILIABA PUCKA OT XHIOTOHMS, XHTIEPKATHEMHA ¥ HaMaJIgBaHe Ha
OB0OpeunaTa dyHkuma (BIIOUUTENHO ocTpa OuOpeuHa HegocTaThuHOCT). [Topaay ToBa He ce

. npenopbyBa AROHHO OnokupaHe na PAAC upes komOuHupaHara ynotpeba na ACE uHxuburopu,
aHruoTeH3uH ll-perenropHy GrokepH UNK aANKUCKHpeH (BX. Touku 4.5 1 5.1).

AKO ce TpeneHH, ue TepanuaTa ¢ AroiHo 6noxupane e abcontoTHo HeobXxonuma, Toa Tpabea a
CTaBa caMmMo Noj HabAIOAEHHUETO Ha CMEHMANMCT U IPU YSCTO BHUMATEIHO MOHUTOPHPAHE Ha
ObOpeyHaTa PyHKIIKS, €NEKTPONUTHTE H KPBBHOTO HAJIATaHE.

ACE nnxuburopu u auruorensaH II-penenropan 6nokepn He TpaOBa aa ce M3NON3BAT €AHOBPEMEHHO
[pH NaifHeHTH ¢ JuabeTHa HedponaTHs.

To34 NeKapcTBEH MPOAYKT ChIBPXKA JIAKT03a MOHOXH/IPAT.
INauuenTH ¢ peaku HacNEACTRBEHH NPobneMH Ha HENOHOCUMOCT KELM TajlakTo3a, [ThJACH JIaKTa3eH
AeGUMLKT MW MIIOKO3HO-TAIAKTO3HA Manabcopbiius He TpAOBa fa IpHeMaT TOBa J€KapCTERoO.

4.5 BzaumopeiicTBHE ¢ APYTH JEKAPCTBEHH NPOAYKTH H APYrH JOpMH HA B3aHMOJeHCTBHE

CheaMHEHUATA, KOHTO ¢4 OWIH H3CNEeBaHH NIPH KITHHUYHHTE apMakOKHHETHYHH NIPOYUYBaHN,
BIJIIOYBAT XHAPOXAOPOTAA3H, BappapHH, AHTOKCHH, EPOPAIHA KOHTPALCIITHBH (T.€.
€TUHUJIECTPAHOJ/ IEeBOHOPrecTpen), IMHOeHkNaMua, HupeaunuH 1 eHananpui. Hama
HIEHTHPHLMPAHH KNHHUYHO 3HAYMMH (papMaKOKHHETHYHH B3aHMOIEHCTBHA € TE3H JIEKAPCTBEHH

NPOAYKTH.

EHOBpEMEHHOTO NPHIIOKEHNE HA KANHH-CHXPaHABALIM THYPETHLIH, KalTueBH J0OaBKH, 3aMECTHTENH
Ha CONTa, ChABPKALIM KaNuH, WIH IPYTH JEKApCTBEHU NPOAYKTH, KOUTO NOBUILAT HHBATA HA KAJINA
(Hanp. xenapun), MOXe & A0BEJe 0 NOBHLIABaHE Ha CepyMHHA kanwii. HeoGxoaumo e noaxonamo
MOHHTOPHpAHE HA HABATA HA Kanus (BXK.TOUKa 4.4).

Hma crobiienns 3a obpaTHMO NOBHILIECHHE HA CEPYMHUTE KOHUEGHTPALIMKA A TOKCHYHOCTTA BEAATH A o
no BpeMe Ha ¢AHOBpeMeHHO npwioxerue Ha nuTuii ¢ ACE unxuburopu. ITonobeH ede w/: KE

BBb3HHMKHE M NpH npunoxkenne Ha AJIPAM. YnoTrpedara Ha kauaecapTan ¢ NTUTHH He ce r#

Ako koMOUKauMATa € HeoOXogKBMa, CE NPENopPHUBa BHHMATETHO MOHHTOPHPAHE Ha Cefj )g

=

<

ak

Ha JINTHAL.



Koraro AIIPAu ce npunarar eJHOBPEMEHHO C HECTEPOMIHN TIPOTHBOBB3NATHTENTHHA CPEACTBA
(HCIIBC) (kato cenextusau COX-2 HHXMOMTOPH, alleTHICATIMIMIOBE KHCceuHa (> 3g/n1H.) U
HecenekTUBHH HIIBC), MOXKe 1a HACThNH HAMAJIABAHE HA AHTHXHNEPTEH3HBHUSA e(eKT.

Kaxro v npu ACE uaxuburtopH, eaHoBpeMenHata ynotpeba Ha AIIPAM u HECTepOHUIHH
[POTHROBRLANAIMTEIIHM CPEACTRBA MOXKE 1a NOBEAE J0 NOBHILEH PUCK OT BloliaBaHe Ha OnOpevunaTa
(PYHKLHNA, BKIIYHTENHO Bb3MOXKHOCTTA 33 Pa3sBUTHE Ha ocTpa 6b0peuHa HeAOCTaTBYHOCT,
MOBUIICHHE HAa CepYMHHA Kajlii, 0COOEHO NPH NALMEHTH C NpeALIecTRalI0 YRpeXKiaHe Ha
obpOpeunara pynkumus. Kombunaumsara TpabBa aa ce npuiara ¢ NOBMILIEHO BHUMaHHE, 0COOEHO B
cTapuyecka pu3pact. [laumenTure TpabBa Aa ObAaT aneKBATHO XMAPATHPAHH M JIa C€ NIpocieasBa
OnOpeuHaTa GyHKUMS ClieX 3anouBaHe Ha KOMOWHHPAHOTO NeYeHHE U NEPHOHYHO CEM TOBA.

JIaHHH OT KIMHHYHHM NPOYUBAHHS NOKA3BAT, Y€ ABOWHOTO OJOKMpaHe H3 peHHH AHTHOTEH3HH
anpocreponosarta cucrema (PAAC) ypes komOunupanara ynorpeda Ha ACE uHxuOHTOpH,
aHryoreHsHH ll-petenropay GIOKEPH WM AlMCKHUPEH CE CBBP3BA ¢ MO-BHCOKA Y6CTOTa Ha HEXKeIaHH
CBLOMTHA, KaTO HANPUMEP XHIIOTOHKA, XHNEPKAIHEMHA W HaMalIgBaHe Ha 6n0peyuHaTa (pyHKIMs
(BKITFOUUTEIHO ocTpa 6b0petHa HeAOCTATBMHOCT), B CPaBHEHHE ¢ YNIOTPebaTa CaMo HA €IHO
cpeacTBo, aeicTBamo BbpXy PAAC (Bxk. Touku 4.3, 4.4 u 5.1).

lleanaTpuyHa nonynanms
IIpoy4BaHnd 32 B3aUMOJACHCTBHATA €A NPOBEXKIAHH CaMO NMPH BE3PAcTHH.
4.6 PepraauTeT, HPEMEHHOCT H KbPMEHe

bpemMeHHOCT

Ynorpebara na AIIPAu He ce npenopbuBa Mo BpemMe Ha MBPBHA TPUMECTED HA OpeMeHHOCTTA (BXK.
Touka 4.4). Ynorpebara Ha AIIPAY € npoTHRONOKa3aHa Mo BpeMe Ha BTOPHA M TPETHA TPHMECTEP Ha
6peMeHHOCTTa (BXK. ToukH 4.3 1 4.4).

EnnaeMuonornuHuTe JaBHH OTHOCHO PHCKA OT TepaToresHocT cnep ekcnosuiua Ha ACE-
HHXHOUTOPH Npe3 NbPBHA TPHMECTEP Ha OpeMeHHOCTTa He ca YOeAHTEHH, HO JIEKO NOBULIEHHE Ha
PHCKA HE MOKE J1a ¢ M3KOUH. Makap, He HAMa KOHTPONHPAHH eNNACMHOJIOrHYHH JaHHY 33 PHCKA C
AJIPAn, nopoben pHCcK MOXe Na CHLIECTBYBA 3a TO3H KJIac JIEKapCTBRa.

OcseH, ako npoasikaBaHero Ha npuema Ha AIIPA-H He ce cuMTa 3a JKH3HEHO HeoOX0aHuMa,
NauUEHTKUTE, TUTAHHpaLlX OPEMEHHOCT, TPA0Ba Aa NPESMUHAT Ha ANTEPHATHBHO AHTUXMNEPTEH3HBHO
JleYeHHe ¢ yCTaHOBeH npopui Ha 6e3omacHoOCT npy ynotpeda no epeme Ha 6peMeHBocT. TIpu
YCTaHOBABaHE Ha OpeMeHHOCT, nedeHneTo ¢ AIIPAM TpaOBa aa 0bae npeycraHOBEHO He3abaBHO H,
aKo € HeoOXOAMMO, Ja 3aN0YHE ANTEPHATHBHO JICUCHHE.

Excnosuuusita ¢ AIIPAM no BpeMe Ha BTOpHS U TPETHA TPUMECTEP € HU3BECTHO, Ye MHAYLIMpa
(eToTOKCHYHOCT (HamaneHa ObpOpeura pyHKUMA, OTMTOXHAPAMHHUOH, 3a0aBeHa OCH(pUKALMA HA
depena) ¥ HEOHATATHA TOKCHUHOCT (616peuHa Hel0CTaTEYHOCT, XMITIOTOHKIS, XUnepkanuemus). (Brk
TO4Ka 5.3).

B cnyuaii Ha ekcnozuums Ha AIIPA#H npes Bropus TpHMeCTHP Ha OpeMEHHOCTTA Ce NMPENnopbLYBa
npoeepka Ha 6p0peunHara GyHKIHA H Yeperna.

bebeta, ynuTo Maiiku ca npuemani AIIPAn TpabGea 1a ce HabnionaBaT BHUMATENHO 38 XUNOTOHUS
(Bx. TOUKH 4.3 1 4.4). |

KbpMmene
TBi1 kaTo HsMa HanuvHa HHGOPMAaLMA OTHOCHO M3MNoN3BaHeTo Ha KapOuc no Bpeme ps
Kapbuc He ce npenoppupa 3a ynorpeda Karto 3a NpeanoyHTaHe € alTepHATHBHO Jieys
npodua 3a 6€30NaCHOCT, YCTAHOBEHH 110 BPEME Ha KEPMEHE, 0cODSHO MO BpeMe HY )
HOBOPOAEHO WM Ha HeaoHOceHo Oede.




4.7 EdexTn Bupxy conoco6HocTTa 32 modnpane B paboTa ¢ MalIHNH

Hsama npoyusanus 3a edexra Ha KaHAecapTaH BbPXY CrIOCODHOCTTA 3a modupare H padoTa ¢
MaliMHK. Beripeky ToBa, TpsOBa Aa ce MMa npenBUa, 4e Mo BpeMe Ha JeveHne ¢ Kapbuc Moke aa
BbL3HHKHAT 3aMaiBaHe Wi YMOpa.

4.8 Hexenanu leKapCTBEHH peAKIHH

JleuenHe Ha XMNEePTOHHS

I1pn KOHTpOIHpaH# KIWHHYHH MPOYYBAHMS HEXXETAHUTE PeaKIIiH ca GHIIM JIeKH U IPEXO/THH.
O61uaTa yecToTa Ha HEXENAHUTE CHOMTHA HE ITOKA3Ba BPh3Ka ¢ A03aTa WIH Bb3pacTTa. YecTtoraTa Ha
NPEeKbLCBAHE Ha JIEYCHHETO NOpaan HeKENaHH chOuTHg ¢ Ouna nonodHa B rpynara ¢ KaHaecapraH
uunexcerun (3,1%) 1 nnauebo (3,2%).

ITpu eauH 060011EeH aHAIH3 HAa JAHHH OT KIWHHYHU U3NMTBAHHA Ha MALMEHTH ¢ XHUIICPTEH3HS
HeXKeNaHH PEaKLUMH ¢ KaHAECapTaH LIMJICKCETHI ca GITH onpeRenery ¢ YecToTa Ha-Manko ¢ 1% mo-
BHCOKa OT HabnmroaaBaHaTa np# mane6o. CeIrilacHO ToBa onpeesieHHe, Hal-4ecTO JOKIaiBAHUTE
HEXKeNaHH peakuMH Ca OUNH 3aMadHOCT/CBETOBLPTEXK, IMaBoOONHe U pecnupaTopHa HHGEKIHA.

B tabnnuara no-goity ca npeacTaBeHn HEXKENAHHTE JICKAPCTBEHH PEaKLHH OT KIMHHYHHTE
NpOYYBAHHASA H NOCTMAPKETHHIOBHSA ONUT.

HecToTaTa ce onpeaens ChriacHO clieIHa KTacHpUKams:

- MHuoro gectH (=1/10)

- Yectn (21/100 oo <1/10)

- Heuectu (>1/1 000 po <1/100)

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

- Mmuoro penxu (<1/10 000),

- C HeusBecTHA YecTOTa {(UECTOTATA HE MOXKE 13 C€ YCTAHOBH OT HAJIMUHHTE IAHHM)

Kiaacapukanua no opranga u | Yecrora HexelaHH peakiHH
CHCTEMH
Hudexumu 1 onapa3suTiBaHe YecTH PecnupaTtopuH HHdexUHH
Hapymenus Ha xpbBTa 1 Muoro peaxid | JleBKONEHHA, HEYTPONEHH U
numdHaTa ciucTeMa arpaHysjaoLHTO32
Hapyuienna na metabonnsmMa | Muoro peaxn | Xunepkanvemus,, XHIIOHaTPHEMHS
XpaHEHETO |
Hapynienus Ha HepBHATA Yecetv 3amaiipaHe/BepTUro, rnaBoboIUe
CHCTEMA
PecnmpaTopHH, rpbIHH H Mmuoro peaxy | Kamnnua
MEAHACTHHAJIHH HapyLlIeHHs
CromamiHo-upeBHM Hapymenns | Muoro penxu | Tazene
C HemsBecTHa | uapusa
4ecToTa
XenaToOHIHApHH HAPYIOEHHA MHoro peaxkyu | [loulieHH CTOHHOCTH Ha YepHOLPOOHH
eH3UMH, HApYIIEHA YepHOpoOHa ¢
WM XENATHT
Hapyuienua na xoxara n Muoro peaxu | Anrnoenem, oOpHB, ypTHKaphs,
NOAKOXKHATA THKAH




HapyineHus Ha MyckynHo- | MHoro peaku | boaku B repba, aprpajirus, MUAITH
CKEJIETHATA CUCTEMA U

ChbeIUHHUTENHATA THKAH

HapymeHus Ha 6s0pensTe 1 MHoro peaksn | bpOpeuHo yBpexaaHe, BKIIOUMTETHO

THKOYHHUTE NBETHINA O0b0peyHa HeAOCTaTEYHOCT NPU
OpeApa3nofioKEeHH NALUHEHTH (BK. TOYKa
4.4)

Jlabopamopnu uscredeanun

[To npuHLIMN, HE € OTKPHTO KIAMHHYSCKH 3HAYHMO NOBJIHSBAHE HA PYTHHHHTE NabopaTopHH
NoKazaTesM OT KaHaecapTaH uunexcetwn. Kakto npu apyrure MEXMOMTOPA Ha PEHAH-aHTHOTEH3HH-
aNAOCTEpOHOBATa CHCTeMA, HabmoaasaHo e ¢nabo NoHukeHHe Ha Xxemornobuna. He ce Hanara
PYTHHHO TIPOCIeAsBaHe Ha TaGOpaTOPHUTE NOKA3ATENH IPH MalMeHTH MoJIy4aBalliy KAHAECcapTaH
uunexcerun. [lpu nanentu ¢ 60peuno yBpexxaane obaue, ce npenopbYBa NEPHOIUYECKO
MOHHUTOpHpaHe Ha HMBATa HAa CEPYMHUS KaJluli M KpeaTMHHHA.

IleanaTpuyHa momyaauus

be3onmacHOCTTa Ha KaHAEcapTaR NHIEKCETMI1 € NpociieasBana B X044 Ha 4-CEIMHUYHO KIMHMYHO

NpOYYBaHE 3a OUCHKA Ha e(PMKACHOCTTA ¥ AHOTNOQUIIHO OTKPUTO NIpOYyUBaHe Npu 2353 aena M 10HOWH

Ha BB3pacT oT 6 1o <18 roguHs ¢ aprepuanna xunepTonus (Bxx. Touka 5.1). B noyTH BCUYKH OTAETIHH

CHCTEMHO-OpTaHHH K/IaCOBE, YECTOTAaTa Ha HEXKCTAHKTE JIEKAPCTBEHH PEaKLIMU NIpY Aelia € B

I'PAHULNATE HA YECTHTE/HEUECTUTE HEXKellaHU peakiiui, Makap no xapakTep H TEKECT HEXENAHUTE

NeKAPCTBEHH pPeaKLMH A3 Ca CXOOHH ¢ TE3M NPH BB3PACTHH NalumMeHTH (BK. Tabnuuara no-rope), pH

JeHaTa ¥ IOHOUIMTE HEXKENAHUTE JIEKAPCTBCHH PeaKLiH ca C I0-BHCOKA YecTOTa, 0COOEHO 1o ¢e Kacae

34:

- I'naBobomnue, 3amMailBaHe H UH(MEKUHMH HA M'OPHHUTE NHXATEIHA NBTHIIA €4 ,,MHOIO YecTH™ (T.€.

- 21/10) npu geuara U ,,uectd” (=1/100 no < 1/10) npu BB3pacTHHTE.

- Kauunua e ,,MHoro uecta® (1.€. >1/10) npu geuara n ,,MuHoro paaxa“ (< 1/10 000) npu
Bb3PACTHHTE.

- Obpus e ,,uect” (.. 21/100 no < 1/10) npu geuara u ,,MHOTO paabk™ (< 1/10 000) npn
BBb3PACTHHTE.

- XunepxkanHeMus, XHIMOHATPHEMHUS H OTIJIOHEHHUA B depHOApoOHaTa (PyHKUMSA ca ,,HeYeCTH™
(=1/1 000 no <1/100) npu Aenara ¥ ,,MHOro peaxu’ (< 1/10 000) npu Bb3pacTHHTE.

- CaHycOoBa apuTMHA, Ha30(papHHIUT W XHIIEpIUpPEKCHA ca ,,uecTH” (T.e. >1/100 1o < 1/10} npwu
neuara, a opograpuHruansara 6onka — ,,MHoro uecra” (T.e. >1/10), nokaTo nNpyU Bb3pacTHATE
HAMa CbhODILeHs 38 HUTO €HA OT Te3U HeXKeTaHH peakiui, Te o0aue ca BpeMEHHH M IHPOKO
pasnpocTpaneHy ASTCKH 3aboaBaHus.

LsnocTHUAT npodit Ha 6e30MaCHOCT Ha KaHAecapTaH LIWIEKCTHI [IPH NEAHATPHYHH NALUEHTH HE ce
pa3m4aBa 3HAYHTEHO OT NPOodHIA Ha 0e30NaCHOCT NPH Bb3PaCTHHUTE.

JleyeHHe Ha ChEpACYHA HEAOCTATHYHOCT

IIpouNbT Ha HexkenaHUTE CHOUTHA HA KAHAECAPTaH LMNEKCETHI EPH Bb3paCTHH NALMEHTH ChC
CBHPAECYHA HEAOCTATHYRBOCT CHOTBETCTBA HA (PapMAKOJIOrHYHHTE CBOHCTBA Ha JIEKApCTBOTO U Ha
3/ipaBHOTO CHCTOSHUE Ha nauueHTHTe. B kimanunaTta nporpama CHARM, cpaBHaBalna kansiecaptan
LUUNEKCETHN B A0o34 A0 32 mg (n=3,803) ¢ mwauebo (m=3,796), 21,0% ot 6oaHUTE B rpy1iaTa ¢
KaHjecapTad uunekceTHa ¥ 16,1% ot rpynara ¢ mmaue6o ca npeycTaHOBMIN JIEYEHHETO NOPAAH
HexenaHy cbOuTHA. Hali-uecTo A0KNaJBAHATE HEXEIAHU PEAKLIHH €& XMITEPKaTHEMHA, XU
6p0pedHa HenocTaTbYHOCT. Te3u CHLOUTHSA ca No-UecTH MK NalMeHTH Han, 70-roguinH
AxabeTHUH, UK TMLaTa, KOMTO Ca IONy4aBail IpYry JeKapCTBEHH NPOIYKTH, KOHTO f
CHUCTEMATa PeHHH-AaHTHOTEH3WH-ANA0CTEPOH, no~-cneuanio ACE-naxubutop wininf




B Tabmuara no-gony ca npexcTaBeHy HexeNlaHH JISKAPCTBEHHU PeaKUHH OT KIIMHHYHH M3NHTBAHHA 1
NOCT-MapKETUHTOB OIMKT

Knacudpnrkanus no oprani 2 | YecroTa Hexelanu peaknusn
CHCTEMH
Hapymenus Ha kpbBTa U MHoro JIeBKONEHHA, HEYTPONICHUSA U
NUM(HATA CHCTEMA pEAKH arpaHyJIOLHTO34
HapyiueHns Ha meTabonmusmMa v | Uectn XunepkanameMus
XPaHEHETO |
Mmoro 3amMaaHoCT, rasodoHe
peaKu
CBI0BH HapyILEHHA YecTi XHIIOTEH3HA
CroMaltHO-YpeBHU HapyllleHHa | MHoro ['anene
peAKH
XenaroOunuapHu HapyuieHHs Maoro TToBHMIneHH CTONHOCTH Ha YepHOAPOOHHUTE
peaKH CH3MMM, HapyllieHa YepHoapobHa GpyHKUHA
. WIIH XeATHT
Hapyienus Ha kookata u MHuoro AHruoeaeMm, 00pHB, YPTHKapHA, Chpbex
NOAKOXHATAa ThKaH peAKM
Hapymenus na MyckynHo- Muoro bonk# B repda,aprpanrus, MEaNCis
CKEJICTHATA CHCTEMA H pPeaKH
CbEAMHUTENIHATA ThKaH
Hapymenns Ha OsOpeundre n - | Yectn bp6peuno yBRpexAane, BIKIIIOUUTENHO
IIMKOUYHMTE ITHTHINA 01p0peuna HerOCTaTHIHOCT NMPU
NpeApasNnoNOKeHH nalweHTH (BxK. Touka 4.4)

Habopamopnu uscredsanun:

XunepkanuemusTa 4 660peuHOTO YBpexkAaHe ca YeCTH IMPH MAaUKEHTHTE, JeKyBanu ¢ Kapbuc 3a
NOKA3aHHETO ChplieuHa HenocTaTbuHoCT. [Ipenopbuea ce NepUOANYHO NMPOCAEHSBaHE Ha CEPYMHHS
KpeaTHHHH M KajJHu# (Bx. TOUKaA 4.4).

Crofuiapae Ha NONOZHPAHH HEKENAHH PEAKIHH
ChobluapaHeTo Ha NOAO3IUPAHNA HEXKEIIAHHA PEAKLIMM CIeA pa3pelaBane 3a ynorpeda Ha ieKkapCTBeHUs

NPOAYKT € BaKHO. T0Ba NMO3BOAABA 12 NPOABLDKHA HaOMOASHHETO HA CHOTHOWMEHHETO MOJI3a/PUCK 32
NeKapcTBeHus NpoAykT. OT MEAHLMHCKHTE CIIELHAJINCTH C€ W3UCKBA Aa chOOLIaBaT Besika
NOAO3MpaHa HeXKElaHa Peakilks upes

HM3nbauuTenHa areHUMA no aexapereara yil. ,,Jlaman I'pyes” Ne 8
1303 Codua

‘Ten.: +35 928903417
yeOcaiit: www.bda.bg

4.9 Ilpenozupane

CUMOTOMH

B13 ocHoBa Ha (apMaKOJIOrHYHH CHOOPAKEHNHS, CE CUMTA, Ue HAH-BEPOATHO OCHOBHATA NIPOABA HA
npexo3upane e Obae CUMITTOMATHYMHA XHITOTOHMA M 3amalirane. IIpM oTaeaHNTE CHOOLIEHNA 3a
npenosupase (¢ 70 672 mg KaHaecapTaH LWANEKCeTH) NALUEHTHTE Ca ¢¢ BB3CTAHOBMIIH O€3
11pobeMH.

JleueHue

AKO ce TIOSIBH CHMNTOMAaTHYHA KHHOTEHSHH, TpﬂﬁB& Aa ce€ 3al104YHE CHMIITOMATHYH
NPOC/ICAABAT BHTATHHUTE [TOKA3ATENH. IManpyeHTsT Tpﬂﬁﬂa A4 Ce CIIOAKH B JICTHAJO 11




NOBAMIHATH KpaKa. AKO TOBA HE € JOCTaTbh4HO, TpAbBa fa ce yBeIWUH IIa3MeHus obeM upes
MH(Y3MA, HaNpHMeEp Ha H30TOHHYEeH QH3HOIorHueH pasTeop. Moxke aa ce npHnoxar
CHUMNAaTOMHMETHYHH JIEKAPCTBA, 4KO MOPECIIOMEHAaTHTE MEPKH He ca JocraTh4iHi. KaHnecapran He ce
OTCTpaHiBa Ype3 XeMOAHAJH3A.

5. ®APMAKOJOI'MYHHU CBOHCTBA
5.1 <PapmaxoJAHHAMHYHH CBOHCTBA
dapMaKoTepaneBTUYHA rpyna; AHTATOHHCTH HA aHrMoTeH3uH I (kanpecapran), ATC koa CO9CAQ6.

Mexanu3bsM Ha DeACTBHE

AHrHoteH3uH Il e npeIMMHO Ba30aKTUBEH XOPMOH OT PEHHH-aHTHOTEH3UH-AJIIOCTEPOHOBATA CUCTEMA
M Mrpae BaXXHa pons B MaTO(PUIHONOTHATA HA XHIIEPTOHHATA, ChpASYHATa HEAOCTATBYHOCT M APYTH
ChPASYHO-CHAOBU HAPYLIEHHA. TOMH Hrpae BakHA posif H B IATON€HE3AaTa Ha OPraHHOTO YBpeXKIaHe.
OcHoBHUTE Gu3HOIOrHYHY eeKTH Ha aHrHOTeH3UH 1l KaTo BAROKOHCTPUKIIMS, CTHMYIUPAHE Ha
aJIOCTEPOHA, PErYIBPaHe Ha COJieBaTa B BOAHATA XOME0OCTa3a H CTUMYIMPAHE HA KIETBYHHUSA pacTeX
ce MEAHHUpAT upes peuentop oT Tuna 1 (AT)).

PapMakoAMHAMHYHH CPEKTH

Kannecaprad nunekceTH € NpeKypcop, NOAXOAIN 3a epopaiHo npmwioxeHue. Ypes ecrepHa
XHMPOJIN3A [0 BpeMe Ha pe3opOLMsiTa B CTOMAIIHO-UPEBHUS TPaKT TOiH OBp20 ¢ NpeBpLIIa B
aKTHBHOTO JIeKapcTBO Kanaecaprad. Kanpecapran e AlIPA, cenextuBeH 3a AT, peuenropure, KOWTO
Ce CBBP3BA 34paBO C PELENTOPA H ¢e Axicouunpa 0asHo. Tol HAMa arOHHCTHYHO AEHCTBHE.

KanpnecapraH He MHHXMOMPa AaHFHOTEH3HH-KOHBEPTUPAIIHSA €H3MM, KOHTO MpeBphlua aHTHOTeH3MH [ B
anrmoreHsus Il u pasrpaxaa 6paguxunnHa. Hama edext sepxy ACE v He ce noreHuMpa
bpanukuanna Win cyoctanms P, [Ipn koHTponMpasu KJIMHHYHHM H3NKHTBAHMY, CPABHIBAIIIH
kanaecaprad ¢ ACE nHXHMOMTOPH, YyecToTaTa Ha Kauyuara € 6iia 1o-HUcKa Mpy NaNHEHTUTE,
NoiyJapajii KaHaecapTad wunekceTwl. Kanaecapran He ce cBbp3Ba M He 610KHpa JPpyry XOPMOHAITHH
PEUENnTOPH HIH HOHHM KaHaJIH, 3a KOHTO Ce 3Hae, Y€ UMAT 3HAYEHHE 3a PETYJIHPAHETO Ha ChPACYHO-
CHAOBATA JEHHOCT. AHTATOHU3MBT Ha aHruoreHsHH 11 (AT)) peLenTOpHTE BOAH A0 CBHP3aHO C IO3aTA
NOBHIIEHHWE HA HUBATA HA TIa3MEHHS PEHHMH, HIBATA Ha aHrHOTeH3uH | M anruoTensuH 11 1 10
NOHIKEHHE HA NIa3MEHUTE KOHLECHTPaUHK Ha alJ0CTEPOHA.

KiavHnyHa eukacHOCT H Oe3onacHoCT

XHUITepPTOHKS

[Tpy XuriepToHMs KaHAECAPTAH NPHYHHARA J030-3aBHCHMO, IIPOABIKUTEIHO HAMATCHHE Ha
apTEPHATHOTO HanAraHe. AHTHXMIIEPTECH3UBHOTO AeiCTBHE ce AbJLKH Ha HAMANIEHOTO CUCTEMHO
nepudepHo CLIPOTHEIEHKE, 0e3 peduIeKTOPHO yuecTaBaHe Ha ChpAevuHaTa Jeiinoct. Hama npuzHanm
33 CEpUO3HA HIIH MPEKOMEPHa XHINOTEeH3HA CJiel TbpBaTa 103a Wik "rebound” edekr cnen
NIPEYCTAHOBABAHE HA JIEYEHHETO.

Cnen npunaraHe Ha eIHOKPAaTHA 4034 HA KaHIeCapTaH LUWJIEKCETHI, HaYaJloToO Ha
AHTHXHINEPTEH3INBHNA €PeKT OOHKHOBEHO HACTBNEBA J10 2 Haca. IIpH npoABIKUTEIIHO JeYeHHE

MaKCHMAaJTHO HaMaJIEHHE Ha aPTEPHATHOTO BCAKA 1032 OOMKHOBEHO C€ MOCTHIa JI0 YETHPH CEmMRIIN.I
! - "\

AONBJIHUTENEH e(EKT Ha YBeAHYaBaHe Ha fo03ata oT 16 mg 1o 32 mg BeAHBK JHEB
C€ MMa NPEABH HHTEPUHAMBHAYANHATA BAPUAOUNHOCT, NP HAKOH NALMEHTHA MO
e(pexT Haa cpeaHud. [IpHIOKEHHeTO HA KaHAECAPTAH LIMJIEKCETHI BEAHbXK AHEBHO

€(EXTHBHO W TUIABHO HAMAJICHUE HAa apPTEPHATHOTO HAJIATAHE M0 BpeMe Ha 24-4acoy

i
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JO3UPAHE, ¢ MAJIKa Pa3NiyuKa MEKIY MAKCHMATHUA U MEHUMATHUA eeKT. AHTHXUIIEPTEH3KBHHAT
€(QEKT U TOHOCUMOCTTA HA KaHAECAPTaH M JIO3aPTaH ca CPABHABAHH TIPH NBE PAHAOMH3HPaHH,
JABOMHO-CJIENH NPOy4YBaHHs BBPXY 0010 1268 nainenTs ¢ yMepeHa XHNepToOHHA. MUHUMATHOTO
HaMaJICHHE Ha apTEPUATHOTO HajATaHe (CUCTONMHYHO/AuacTomMuHo) € 6uno 13,1/10,5 mmHg ¢
KaHZecapTaH uunekceTun 32 mg sennbxk AdesHo U 10,0 /8,7 mmHg ¢ nozapran kanuii 100 mg
BEAHBLXK JHEBHO (paliivka B HAMaJIeHHMETO Ha aprepuaiHoTo Hanarane 3,1/1,8 mmHg,
p<0,0001/p<0,0001). | *

Koraro karaecapTan HMAESKCETHS ce MPUIIAra 3a€IHO ¢ XHAPOXJIOPOTHA3HA, HAMANIEHHETO Ha
aprepuanHoTO HalArane ¢ axuTueHo. [IoBMIIEH aRTUXMNIEPTEH3UBEH edeKT ce HabJoaara, KOraTo
KaHAecapTaH LMIEKCETH ce KOMOMHUPA ¢ AMITIOAUNKMH KM (eNOANIIKH

JlexapcTBeHH NPOAYKTH, KOHTO OJIOKHPAT PEHHH-aHTHOTEH3UH-ANA0CTEPOHOBATa CHCTEMA, UMAT No-
¢1a00 u3paseH aHTUXUNEPTEH3KWBEeH ediekT NPY YSPHOKOKM NauMenT (Tazy nonynanus oOMKHOBEHO
€ C HHCKO HHBO Ha peHHH) B CPaBHEHHNE ¢ HEYEPHOKONHM NaleHTH. ToBa ce OTHacA ChlIo M 33
KaHAecapTaH. B eiHO OTBOpEHO KIMHHYHO H3NUTBAHE NPH S 156 nauMeHTH ¢ AMACTONHYHA
XHUNEPTOHHA HAMAIICHUETO Ha apTEPUATTHOTO HaNAraHe Mo BPEeMe Ha JICUSHHE C KaHaecapTad € O1io
3HAYUMO TIO-MAJIKO NIPHU YEPHOKOXKH B CpaBHEHHE ¢ HeuepHOKOXU (14,4/10,3 mmHg cpenry 19,0/12,7
mmHg, p<0,0001/p<0,0001).

KangecapTal 3acuiea 650peusiia KpbBOTOK H WK HAMA e()eKT, HITH YBeIH4aBa CTEMEeHTa Ha
rmoMepynHa gpunrpanus, xato Orbpeynara CpA0Ba PE3UCTEHTHOCT H QHITPALIOHHATA (hpaKiiud ce
HaManseaT. B eHo 3-MecevHO KIIMHWYHO H3NHTBAaHE NPH XUINIEPTeH3NBHH NALHEHTH CBC 3aXapeH
avaber THI 2 ¥ MHKpoanOyMHHYPHA, AHTHXHIIEPTEH3UBHOTO JICUEHHE ¢ KaHASCApTaH LIMJIEKCETH €
HaAMaJIKIO eKCKpenmaTa Ha andyMHH ¢ ypHHaTa {ChoTHOIEHHE anbyMuH/KpeaTHHiH ¢peaao 30%,
95% CI 15-42%). IloHacrodiieM HAMA AaHHY 32 edeKTa HA KaHIECaApPTaH BbPXY NPOrpecHpPaHeTo Ha
nunaberHaTa HedponaTHs.

Edexrure Ha kaHaecapran uunekcernn 8-16 mg (cpeana ao3a 12 mg), BEAHEK AHEBHO, BHPXY
CHPACYHO-CHA0BATA 3a00JIEBAEMOCT U CMBPTHOCT Ca OLEHSBAHH MPH €IHO PAHJOMH3UPAHO KJIHHHYHO
M3NHTBAHE BLPXY 4937 nallveHT! B HanpeAHana ph3pacTt (Ha su3pact 70-89 ropunw;, 21% Ha sw3pacT
80 unu no-eB3pacTHH) ¢ IeKa 10 yMEpeHa XUIISPTOHHA, IpocheaaBany cpeano 3,7 roxunu (Study on
COgnition and Prognosis in the Elderly). ITaupenTuTe ca nonyvapaiH KaHASCAPTAH LHIEKCETH HITH
nnauedo ¢ RodaBsgHe Ha APYro AHTHXKUIIEPTEH3IUBHO JEYeHHe CIIopes HY)KIUTE. APpTepHaHOTO
HajisraHe € Hamaneno ot 166/90 Ha 145/80 mmHg B rpynata ¢ kanpecaprad M ot 167/90 nHa
149/82mmHg 8 xonTponnara rpyna. Hama crarmeTUuecky 3Ha4MMa pa3jiika B IbPBHYHATA KpafiHa
TOMKa, TOJIEMHUTE CHLPACYHOCHAORH ChOUTHA (CHPAEYHO-CHAOBA CMBPTHOCT, HedaTaleH HHCYAT U
HedaTaneH MHoKapaeH uadapkt). Habmonasanm ca 26,7 ¢uOuTHa va 1000 naluueHTo-roguHn B
rpynara ¢ kagaecaptan cpemty 30,0 cx6urna Ha 1000 nayyeHTO-roAMHA B KOHTPOJIHATA rpyna
(otHOcuTeneH puck 0,89, 95% CI 0,75 no 1,06, p=0,19).

Ieouampiruna nonyrayus — Xunepmonus

AHTHXUNEPTEH3UBHUTE €(PE€KTH Ha KaHAECAPTaH ca OLEHEHHM NIPH JIella ¢ apTepHallHa XHIIEPTOHHA Ha
BB3pacT oT 1 10 < 6 roansy 1 oT 6 A0 < 17 roaMHM B ABe PAHAOMH3APAHH, ABOHHO-CJIENH,
MHOTOLIEHTPOBH, 4-CeAMUYHM RPOYYBAHHA 3a ONpeiefsHe Ha 1030BHA OOXBAT.

IIpu pena Ha Bu3pacT ot 1 Ao < 6 roguHH, 93 nauuenTa, 74% oT kouto ca ¢ ObOpeuno 3abonseane, ca
pPaHIOMU3UPAHH A NOMYYABAT NIPE3 YCTaTa CYCNeH3ua kanaecaprad uunexkcetun 4,05; 0,20 waun

0,40 mg/kg Beanbx AHeRHO. OCHOBHHUAT METO]] 32 AHAJIM3 € Bbh3 OCHOBA HA HAKJIOHA HA KPMBATa Ha
3aBHCHMOCTTa Ha CHCHUTONHOTO aprepuanHo Hansrane (CAH) ot aosara. 3a TpuTe 103UpoBKH Ha
KaHxecapTaH unnekcernn CAH » aractonuunoTto aprepuanno Hansrane {(JIAH) nokass
noHwkagase ¢ 6,0/5,2 no 12,0/11,1 mmHg B cpaBHeHRe ¢ H3X0OAHUTE CTOIHOCTU. B
JHNCBa rpyna Ha rianebo, neHCTBUTENHATA BENMHUYHHA Ha €(PEeKTa BbpXy apTepHall
OCTaBa HECHIYPHa, KOETO NpaBy TPYAHA 3aKIIOMMTENHATZ OLEHKA HA CHOTHOLLEH
Ta3U Bb3pACTOBA IPyTa.




Ilpu nena Ha Bb3pacT ot 6 10 < 17 roausn, 240 nauMeHTH ca paHAOMH3HPaHHU B CHOTHOLUEHME
1:2:2:2, 3a na nony4aear mnauedo, HUCKa, cpeHa UM BACOKa 103a KaHAecapTaH uuiekceThn. Ilpu
Jeua ¢ Terno < 50 kg, n03upoBKHTE HA KARHAECAPTAH LIAISKCETHT ¢a 2, 8 und 16 mg BeAHBK JHERHO.
lIpu neua ¢ rerno > 50 kg n03UPOBKKTE Ha KaHAecapTaH LunekceTr ca 4,16 unn 32 mg BeaHbXK
a”esno. KannecapraH B cpeanara no3a Hamansea CAH B nokoii ¢ 10,2 mmHg (P<0,0001) u TAH B
noko# (P=0,0029) ¢ 6,6 mmHg B cpaBHeHHE ¢ U3XOAHUTE CTOMHOCTH. B rpynara Ha nnane®o cpiio ce
ycTaHOBABa HamasaBane ¢ 3,7 mmHg na CAH 8 nokoii (P=0,0074) u ¢ 1,80 mmHg na JIAH B noxoii
(P=0,0992), B cpaBHeHMe ¢ M3XOIHUTE CTOMHOCTU. Bpupeky ronemus miaiedo edheKkT, BCHIKH
OTAC/IHH JO3UPOBKK Ha KaHAecapTaH (KaKkTo U cpeaHara A03a) NOKa3paT 3Ha4MMO MPERB3IXOACTBO B
cpaBHEHHE ¢ anedo. MakcHManeH oTroBOp NO OTHOLICHHE Ha MORWKABAHETO HAa apTEPHATTHOTO
HaJIAraHe NPy AeLia ¢ TelecHo TEro noa u Hag 50 kg ce nocTura npu 203u choTBeTHO 8 mg u 16 mg,
KATO CJie] Ta3H CTOMHOCT €)eKTHT € B INATO.

Ot pruroueHHTE aLpeHTH 47% ca yepHokoXKH 1 29% 0T )KEHCKH Mo, cpefHaTa ep3pactT +H—SD e
12,9 +/— 2,6 ronunu. Ilpu nera Ha Bb3pact oT 6 ao < 17 roaunu ce HabmoaaBa TeHAEHLUUA 34
HaMallsBaHE Ha eeKTa BEPXY apTEPHANHOTO HANAraHe MPH YEPHOKOKHTE NALMEHTH B CpaBHeHHE ¢
HEUEPHOKOXUTE.

ChpJIe4Ha HEAOCTATBYHOCT

JleuyeHHUETO ¢ KaHAECAPTAH LIMNICKCETH)1 HAMANSBA CMBPTHOCTTA, HAMAJIABA CNYYaHTE Ha
XOCMUTANM3ALMA [TOPajH ChPAECYHA HEAOCTATHYHOCT H NOACOPABA CHMIITOMHATE TNIPH NALMEHTH ¢
NeBOXaMepHa cucToliHa aAucyHKUUA, KaKTo NIoKasBa peayntatsT ot nporpamata CHARM
(Candesartan in Heart failure - Assessment of R< Mortality and morbidity/ Kanaecapran npn
ChpAeUHa HEAOCTATHYHOCT HAMAJIABAHETO HA CMBPTHOCTTA U 3a001€BAEMOCTTA).

Tazu nporpama Ha NaLedO-KOHTPOAUPAHO, ABOHHO-CIIANO KIIMHUYHO H3TTUTBaHe NPH NAaUUEHTH ©
XpoHH4Ha cbhpleuHa HeaoctaTbaHOCT (XCH) ¢ II po IV dynkumonaneH knac no NYHA ce cyeron ot
TPH oTAeIHHU npoyyBaHna: CHARM-Anrepraruea (m=2028) npu nauyeHTH ¢ eBoKaMepHa QpaKLHs
Ha n3Tnackeane (JIKOH) <40%, neaekysann ¢ ACE nuxuburop nopaiH HeNOHOCHMOCT (MpeaXUMHO,
ABJDKAWA ce Ha Kauluua, 72%), CHARM-donwsauurenna (m1=2548) npn naumenty ¢ JIKOU <40% n
nexkysany ¢ ACE nmxanburop, 1 CHARM-3anazena (n=3023) npu naupentu ¢ JIKPH >40%.
IMTaumenTtre ¢ onTuManHa Tepanns Ha XCH Ha W3xoHO HUBO ca paHIOMH3MpaHM B Ipyna ¢ roianebo
HIIM KaHAecapTaH IMiReKceTUn (¢ NOCTENEHHO MOBUILIEHHE Ha Ao3aTta oT 4 mg Wim § mg BeNHBXK
JHEBHO ZI0 32 mg BeAHEXK AHEBHO WU N0 HAl-BUCOKATA TOHOCUME A03a, CpeAHa no3a oT 24 mgluca
NpocjeAsBaHA B NPOAL/DKeHMe Ha cpefno 37,7 Mecena. Cnen 6-MeceuHo nedenue 63% ot
NalMECHTHTE, BCE OLUE NpHeManld KaHaecaprad wunexcetii (89%), ca AoCTHrHaN# TaprerHara ao3a or
32 mg.

B CHARM-AntepHaTHBa, chcTaBHATA KpaHHA TOYKA OT ChPACYHO-CH0BA CMBPTHOCT HIIK IIbPBA
xocnidranusauma nopagd XCH e 61na 3HauMMO HamasieHA TPH KaHAecapTaH B cpaBHeHMe ¢ TLialedo,
puckoB xoeduumnent (PK) 0,77 (95% CI 0,67 ao 0,89, p<0,001). Tosa chOTBETCTBA HA HAMANEHHE Ha
OTHOCHTENHHUSA puckK ¢ 23%. JIpu 33,0% oT naunenTure Ha kannecaptaH (95% Cl: 30,1 no 36,0) v npu
40,0% (95% CI: 37,0 pno 43,1) or naupeHTHTE Ha MNaLebO ca OCTUTHAIY Ta3| Kpaﬂl-la TOUKA,
abcomorha pasznuka 7,0% (95% CI: 11.02-02.08).

YeTupHHaaeceT IALHEHTH e TpAdBano na 6s1aT 1eKkyBaHd B NPOABLILKEHNE Ha 1UTOTO M3NIMTBAHE, 33
Aa ce NPEROTBPATH CMBLPTTA Ha €AWH 00NEH OT ChpAeUHOCHAOBO CHOMTHE MITH A4 Ce XOCMHTAIM3Upa
3a JIEeYCHHE Ha ChpAEYHA HeloCTaTbuHOCT. ChCTaBHATA KpaiiHa TOUKa OT CMBPTHOCT OT BCAKAKRa
TIPAINHA WK NbPBa XocnuTany3anua nopagd XCH e 6una cbillo 3HaUMMO HaMalleHa ¢ KaHZecapTas
(PK 0,80,95% CI 0,70-0,92, p=0,001). [Tpu 36,6% or naneHTnTe Ha KaHaecaptaH {95% CI: 33, 7 hil
39,7) 1 npu 42,7% (95% CI: 39,6 no 45,8) or naiesTHTE HA NNaLebo ca AOCTUTHAMH T ..
TouKa, adcomoTHa paziarka 6,0% (95% CI: 10.03-01.08).

W npara KOMIOHEHTa Ha T€3H CHCTABHM KpaifHHM TOYKH - CMBPTHOCTTA H 3aboneBae
(xocnuranuzauus nopagn XCH) ca qonpuueciy 3a SnaronpuaTHiTe edexTH Ha Kk
JleueHHETO ¢ KaHAECAPTaH UHIEKCETHN € A0BENC A0 noaobpsasaHe Ha GYHKLHOH
NYHA (p=0,008).




B CHARM-JlommenHuTenHa, CRCTABHATA KPakiHa TOUKA OT CHPASYHO-CHAOBA CMBPTHOCT WM NILPBa
xocniutanusanusg Ha XCH e 6una sHaunTeIHO HaManeHa ¢ KaHaecapTaH B cpaBHeHue ¢ mauedo (HR
0,85, 95% C10,75-0,96, p=0,011). Tora cbOTBETCTRa HA HAMAJICHHE HAa OTHOCUTENRNUS pHCK ¢ 15%.
Ot 37,9% (95% CI: 35,2 no 40,6) naumenTH Ha KaHaecapTan | 42,3% (95% CI: 39,6 no 45.1) u
NAalUEHTH Ha Mnauedo ca JOCTHrHANH TazH KpaiiHa Touka, abcontoTha pa3snuka 4,4% (95% CI: 8,2 no
0,6).

JBajicceT ¥ TpU NALMEHTa e TPAGBaNo na ObJar JeKyBasy B NIPOLBLDKEHHE HA LILIOTO M3MHTBAHE, 32
Na ce NpeaoTBpaTH CMBPTTA Ha €AUH HONEH OT CHPACYHO-CBAOBO CHOMTHE WIH Ja Ce XOCITHUTANN3Hpa
33 ISYCHHE HA ChPJICYHA HeAOCTaTh4YHOCT. CheTaBHAaTa KpaiiHa TOYKa OT CMBPTHOCT OT BCAKAKBA
NpYYHHA W [ThPBA XocnuTanuzanus nopaid XCH e 6una cblilo 3HaYMMO HaMasieHa ¢ KAaHAECapTaH
(PK 0,87, 95% CI 0,78-0,98, p=0,021). Ot 42,2% (95% CI: 39,5 no 45,0) nanueHT Ha KaHIecapTaH
46,1% (95% Cl: 43,4 no 48,9) » nmauyenTH Ha nnanedo ca JOCTHIHAMM Ta3H KpaliHa To4Ka,
abcomoTHa pazmika 3,9% (95% CI: 7,8 mo 0,1).

H ngaTa KOMIIOHEHTA HA T€3H CHCTABHM KpalHu TOUKHM - CMBPTHOCTTA 1 3abosiesaemMocTTa
(xocnuranusauud nopaau XCH) ca gonpudecny 3a OnaronpusaTHUTE eQeKTH HA KaHACCAPTaH.
JleyeHueTo ¢ kaHaecapTaH € 20Beo J0 noAoOpaesane Ha pyHKUMOHANHKA Kiac o NYHA (p=0,020).

B CHARM-3anazeHa, He € IIOCTHIHATO CTATHCTHYECKH 3HAYHMMO HAMANeHWE Ha ChCTaBHATA KpaHHA
TOYKa OT ChPASUHO-ChAOBA CMBPTHOCT WM ITbpBa Xxocnuranu3auus nopaid XCH (PK 0,89, 95% CI
0,77 mo 1,03, p=0,118).

CMBpPTHOCTTA NOpaay BCAKAKBH NPHUMHE HE € OMIa CTATUCTHYECKH 3HAaUMMA MPH H3C/IeABAHE
NOOTAENHO HA BCAKO OT TpuTe NpoyuBaHus HA CHARM. CMbpTHOCTTA NOPaaH BCAKAKBH TIPHYHHU
obaue e 6una waciaeaBaHa ¥ npn oboieHure NanHKU oT nonynauuute, CHARM-AntepHatiBHa H
CHARM-[lobapena (PK 0,88, 95% CI 0,79 no 0,98, p=0,018) u npu Bcrukure TpH npoyusanus (PK
0,91, 95% CI 0,83-1,00, p=0,055).

bnaronpusTHHTE e(QEKTH HAa KaHAESCApTaH ca OUIH NOCTOAHHK, HE3ABHCHMO OT Bb3PACTTA, N0Jia H
CBITBETCTBALIOTO MEAHKaMEHTO3HO JieyeHue. Karnaecapran € 6ui eexTHBEH M MPH NALHEHTH,
JIEKYBaHH e¢JHOBpeMeHHO ¢ bera-6mokepy 1 ACE MHxuOuTOpH, 1 € nonyveHa non3a He3aBUCHUMO Janu
nauvienTHTe ca npruemann ACE naxnOuToph B TapreTHara no3a, IpenophdBala B poKOROACTBATA 32
JICYEHHE.

[Tpn nanuent ¢ XCH u otcnabena nepokaMepHa CHCTONHA GyHKUMA (neBOKaMepHa (PpakLms Ha
nw3tnackeane, LVEF < 40%), kaHnecapTasd HaMalnsiBa CHCTEMHOTO ChAOBO CHIIPOTHBIICHHE U
benoapobROTO KANWISPHO HaNsAraHe, YBENUYaBa aKTHBHOCTTA Ha M1a3MEHHS PEHHH U
KOHUEHTpaLMATa Ha aHruoTedsuH Il ¥ HaMangasa HHBAaTA Ha anJOCTEPOH.

JBe rosiemMu paHaoMusdpanH KouTpoarpaHi npoyusaHus — ONTARGET (ONgoing Telmisartan
Alone and in combination with Ramipril Global Endpoint Trial - Tekymo rinobanHo H3nuTBaHe 3a
KpaMHU TOYKH Ha TEJIMHcApTaH, CaMOCTOATENIHO M B KoMOHHaLus ¢ pamunpun) H VA NEPHRON-D
(Knunuuso npoy4BaHe CBBP3aHO C pa3BUTHE Ha HedponaTus npy AHaGbeT, MPOBEAEHO OT
MUHHCTEPCTBO 10 BLIPOCHTE HA BETEPaHHTE ) — MPOY4BaT YNoTpedaTa Ha koMOHHauuaTa oT ACE
WHXHOUTOp ¥ aHrHoTeH3uR ll-peuenTopen 6okep.

ONTARGET e npoyuBaHe, NpOBeAeHO NPH NAUKUEHTH ¢ aHAMHE3a 33 ChPACYHO-CHAOBA WM
MO3BUHOCHA0BA DOASCT, MNH 3aXapeH Auaber THIT 2, IpUAPY>KEHH ¢ AAHHH 33 YBPEXKAAHE Ha
eexropun opravn. VA NEPHRON-D e npoyurane npu naigienTs ¢se 3axapeH quaber THI 2 u
auaberna nedpponaTra.

Tesn npoyusanus He NOKa3BAT 3HAYUM OJ1arONpHATEH edheKT BhpXy ObOpeUHHTE W/ WIH CHPACYHO-
CBAOBHTE MOCJEIULH U CMBPTHOCT, KaTO CHIEBPEMEHHO ca HabIOAaBaHH NOBHIIEH PHCK OT
XUNEPKATUEMHA, OCTPO yBpe:KaaHe Ha ObOpellHTe W/ WK XHITOTOHUA B CPABHEHHE ¢ MOHOTEpaNHATA.

U 3a apyru ACE vHxuburopu 1 aHrnorensvH [I-penenropsu Gnoxkepu.
ACE vHxu6utopH ¥ anrdoted3u [I-penentopHn 610KepH clenoBaTeTHO He TPHIBE
eAHOBPEMEHHO NMPHU NaupeHT! ¢ anabeTHa HedponaThs.
ALTITUDE (KnuauuyHo npoy4BaHe NpOBEAEHO ¢ AJTACKMPEH NPH MALMEHTH CH
2 ¢ U3N0/13BaHE HA ChPAEYHO-CHAOBH H OBOpeuHH 3a00n9BaHKA KaTO KpaiiHK T




NPeAHA3HAYEHO Na W3CIeaBa NoasaTa orT N06aBsHeTO Ha ANMCKUPEH KbM cTaHaapTHa Tepanua ¢ ACE
HHXHOHTOP Wik aHTHOTEH3HH Il-pelieniropeH G10Kep NpH NALMEHTH ChC 3aXapeH anabeT THi 2 B
XpoHA4HO OBOpeuHo 3abonaBane, CEPAECYHO-CHAOBO 3a00naBaHe WM U aBeTe. IlpoyuBanero e
IPEKPATEHO MpeXACBPEMEHHO NOPanH NMOBULISH PUCK OT HeOnaronpuaTHY nocaeamuu. Kakro
ChPASYHO-CHAOBATA CMEPT, TAKA H HHCYATDHT €4 M0-YECTH B IpynaTa Ha aJTUCKMPEH, OTKONKOTO B
rpynara Ha nnane6o, a NpeAcTaBisgBalliATe HHTEpeC HeKeMaHH CROHTHA U CEpHO3HH HEXeNnaHH
cbOUTHA (XUnepkanueMns, XUNoToHus 1 ObOpedHa MUChYHKLMA) ce Cho0LIaBaT NO-U€CTO B IPyIara
HA AJIMCKAPEH, OTKOJIKOTO B rpynara Ha nnauebo.

5.2 @apMakoOKRHETHYHH CBOiCTBa

Abcopbiua 1 pasnpenenenne

Crieql NEpPOPATHO NPHIOKEHHE, KAHASCAPTaH LIATEKCETHI € NPEBPBUIA B IEKAPCTBEHOTO BELIECTRO
kaHzaecapTad. AbcomoTnara OMOHANTHYHOCT Ha KaHaecapTaH € npubansurento 40% cnen
NPHICKEHHE Ha PA3TBOP 3a IEPOPANHO NPHIOKEHHE HA KaHAecapTad HuiekceTHI. OTHOCHTENHATA
OHORaNMYHOCT Ha TabnaeTHaTa GopMa B CPABHEHHE ChC ChIHA PA3TROP 3a NEPOPATHO NPUIOKEHHE ©
npHOaU3NTENHO 34% ¢ MHOTrO Manka Bapuabunuoct, CnexoBaTeNHe U3uncneHaTa abcomoTHa
OroHanuuHocT Ha TabneTkara e 14%. CpeaHara MakcHManHa cepyMHa KoHuerTpaima (Cy.,) ce
aocryra 3-4 yaca ciell npyeMa Ha Tabnerkara. CepyMHHTE KOHLIEHTPALHE HAa KAHAECAPTaH HRPaCcTBAT
NMHEHHO ¢ YBEJIHYABAHE Ha JO3UTE B TepalleBTHYHUTE A030BH IpaHultd. He ca nabmopapaHu nojioBu
pa3HKH BBB (papMaKOKMHETHKATa Ha KaHAecapTaH. Ilnowra non KpuBara cepyMHa KOHLIEHTPaLHSA-
Bpeme (AUC) Ha KanziecapTaH He ce NOBJIHABA 3HAYHMO OT XpaHa.

KaHgecapTan ce cBbp3Ba ¢ IIa3MeHHTe NPOTEUHH BLB BHCOKA cTeneH (Han 99%). Bugumuar obem Ha
pasnpeneaecnune Ha xanaecapran ¢ 0,1-1/kg.

XpaHaTa He NOBAMABA OHOHATTUYHOCTTA HA KaHAECAPTAH.
buoTpaschopMaLKg ¥ eIMMHEBHDAHE

KaHJgecapTaH ce eJTHMHHHpa NPEAMMHO B HEMTPOMEHeHa (opMa ¢ YpHHATA H XKIIBYKATA H CAMO B
MAaJiKa CTENEH ce eMMHUHNPa Yypes Yeproapoden MetabonusbM (CYP2C9). Hannunure npoyusaHns
33 B3aMMOIEHCTBHA HE NoKa3BaT edpexT BupxXy CYP2C9 u CYP3A4. Bb3 0oCHOBA Ha in vilro JaHHH, HE
MOTaT Aa ce OYaKBaT B3aHMOACHCTBHA in ViVo ¢ NeKapcTBa, YMMTO MeTabOTHIBM 3aBHCH OT LIMTOXPOM
P450 m3oensumure CYP1A2, CYP2A6, CYP2C9, CYP2C19, CYP2D6, CYP2E1 nnu CYP3A4.
‘TepMHHAJTHHAT €TMMHHALHOHEH NTONY>XHBOT Ha KaHecapTaH e npudiusurenHo 9 vaca. Hama
KYMYJIHPaHE Chel MHOTOKPATHO NIPHICKEHHE,

Ob6wHAT Nna3sMeH KIMPLHC Ha KaHAecapTaH e okono 0,37 ml/min/kg, kaTo 666peuHMAT KINPBHC €
okono 0,19 ml/min/kg. Ennmuanpanero Ha kaHgecaptal npe3 6s0pelIMTE ce OCHIECTBABA UPE3
raoMepynHa GuiTpanms M akTHBHA TyGyaHa cexpenus. Clea NepopanHo NpuiokeHne Ha 'C-6ensasan
KanzecapTaH HunexceTt, npubausurenno 26% or nosara ce eKCKpeTHpa B YpHHATa KaTo
KaHJecapTaH H 7% KaTO HeaKTHBEH MeTalonuT nokato 56% oT Jo3aTa ce OTKpHBAT BbB (pekanuure
kaTo Kanaecaptad U 10% noz ¢opmara Ha HeaKTHBEH MeTabOMMT.

DapMaKOKHMHETHKA ITPH CHEUHANHH NIONYNALHH

Iipu nvua B Hanpeauana eb3pact (Haa 65 roauun) Cp,, H AUC Ha KaHaecapTaH ca 6Hnn yBeITHYEeHH
npubnuauTtenno ¢ 50% u 80% crLoTBETHO B cparHenHe ¢ Mi1aay UHAHBUAM. OTroBOPHT Ha
apT€pPHAIHOTO HamAraHe H 4€CToTaTa Ha HEXENaHHTe crOuTHA 006aue ca OMIHM NogoOHHU caen
onpejeNcHa A03a KaHAecapTaH HHWICKCETH NP Milagu NalideHTH H GOJTHN B Hanper:
(B3K. TOuKa 4.2). '




TeXKKO ObOpeuHo yBpexkaaHe ca Ounu npubansurento 50% u 110%, crorBeTHO. TepMHHATHOTO t)); -
Ha KaHjecapTaH OWjo NpHOAW3HTENHO YABOEHO IpH NMANMEHTH ¢ TeXKO OBbOperHo yBpexaaHe, AUC
HA KaBAEeCapTaH NPH NALHEHTH, NOAJIOKEHH Ha XeMOIHAIM3a, € Ouna mogoOHa Ha Ta3H Npu OONHH C
TexKo OBOpedHo yBpexIaHe.

ITpu ABe npoyuBaHug, ¥ ABETE BKIIOYBAILH NAUKEHTH € JIEKO A0 YMEPEHO YepHOAPOOHO YBpexKIaHe €
HaOnonasano ysennuenne Ha AUC Ha kanaecapran ¢ oxono 20% npu enHoto npoyusase u 80% npu
ApYroTo NpoyuBaHe {BxK. Touka 4.2). Hama onMT npH naupesTH ¢ TEXKO YepHOAPODHO YBpexaaHe.

IleaMaTprusa nonysaiys

QapMaKOKKHHETHMHHTE CBOHCTBA Ha KaHJecapTaH ca OLIeHEHH B ABE (PapMAKOKMHETHYHYU IMPOY4BaHMA
Ha MPUNOKECHUE HAa €THOKPATHH A03M MPH Aclia Ha Bb3pacT OT | 40 < 6 roauHu H oT 6 no < 17
rOaUHHA.

Ilpu neva Ha BB3pacT ot 1 1o < 6 roanny, 10 gena ¢ TenecHo terno ot 10 no <25 kg nony4aear
elHOKpaTHa Ao3a ot 0,2 mg/kg nepopanna cycnensus. He ce Habmonasa xopenanus Ha Co,x 1 AUC ¢
BB3PACTTa H TeJIeCHOTO Terno. He ca crbHpann aaHHM 32 KIIMPBHC, MOPaAM KOETO HE € H3BECTHO JaNH
B Ta3U NONMYyAaliMg € BE3MOXKHA KOpeaalMa MexXIy KIHPBHCa H TENSCHOTO TerNo/Be3pacTra.

Ilpu neua Ha BB3pacT OT 6 10 < 17 rogunu, 22 geua mojiyuaBaT eAHOKpaTHa 103a oT 16 mg Tabnerka.
Jncea kopenauma Ha C,, 1 AUC ¢ Bu3pactTa. U3rnexaa obaue, ye TeJIECHOTO Terjio HMa
3HAUKTENHA Kopenanua cbC Cpg, (p=0,012) 1 AUC (p=0,011). He ca cxOnpanu paHHM 3a KIUPBHC,
NOpagy KOETO He € U3BECTHO AaJIY B Ta3H MOMYJalus € Bb3IMOXKHa KOpealis MeX Ay KIUpbHca H
TEJIECHOTO TETTI0/BB3PacTTa.

)]eua’ra Ha Bp3pacTt >6cac CKCIIO3UUHHA, CXOOHH C TE3H NpHY BE3PACTHHUTE, NOJYHHIIH CbhlllaTa n03a.

(DapMaKkOKMHETHKATa Ha KAHeCApTaH LIJIEKCETI He e MPOYy4YBRaHa NpY NeAUaTpUUHH NalMeHTH Ha
BB3pacT < 1 roauHa.

5.3 IlpeaxTHHHYHRA JaHHK 32 Oe30MACHOCT

Hsama nannm 3a abBOpMHA cHCTEMHA TOKCHYHOCT HIJIM TOKCHYHOCT HA TAPreTHHTE OPTaHH JpU
KIHHMYHO NPUIOKUMA 1034, [Ipu npeaxnaHnuHy npoy4ysaHns 3a 6e30NacHOCTTa, KaHIecapTaH ¢
oKazan edekt Bbpxy OBpOpeunTe 1 NOKA3ATEIUTE HA YEPBEHUTE KPBBHH KIIETKH ClIe/l NPHIIOKEHUE BBB
BHCOKHM A03M Ha MMILIKH, IUTLXOBE, Ky4eTa B MaiiMyan. KangecapraH npeaH3BUKBa HaMaleHHe Ha
NIOKa3aTeNINTE Ha YEPBEHUTE KPLBHHU KINETKH {€pPHTPOLMTH, XeMOTTI001H, XeMaToKpHT). EQekTuTe
BLPXY ObOperTe (Karo MHTEPCTHLIHANIEH He(hpHT, TYOYNHA QUCTeH3ms, 6a3 TyOynu; nopuiueHa
TUIA3MEHA KOHUEHTPalHA Ha Yped M KPeaTHHHH) ca OT KAHJECAPTAH, KOETO MOXKE Na ce IB/KU Ha
XWNOTEH3UBHHUA e(eKT, KoiiTo BoaH 10 MpoMeHU B OpOpeunara nepdys3ua. OcBeH ToBa, KaHaecapTad
MHAYLApa XANEPIUTA3HA/Xuneprpod s Ha IOKCTarnoMepyiaHuTe kietku. Cunra ce, Y€ Te3H NpOMeHN
ca MPUYMHEHM OT (PApMAKOIOTHYHOTO IEHCTBHE Ha KaHjaecapTaH. [1pH TepaneBTHUHHM 103K Ha
KaHIECapTaH [PH Xopa XuiepinasHaTa/xuneprpodguara Ha 60peynHTE rNOMEpYIHH KIETKH
H3TTIEAKAA HAMA HAKAKBO 3HaYCHHE.

B npeaxinHAYRATE MPOYYBAHHA TIPH HOPMOTEH3HWBHA HOBOPOAEHM M MJIaaH IUTHXOBE, KAHAECAPTaH €
NOKa3aJl peAyKIMA Ba TEJIECHOTO TEMIO H TEIIOTO Ha ChpLETO. KakTo npH Bb3pacTHHTE KHBOTHH,
Te3H €(PEeKTH ce CMATAT 3a pe3ynarart OT papMakonoruyHoTo AcicTBre Ha kasaecaprad. Illpu Haii-
HHCKata no3a — 10 mg/kg, ekcnosuuMaTa Ha kaHaecaprald e Mexay 12 » 78 nbTH rmo-BHCOKA OT
HMBATA NPH 1A Ha BB3PAcT OT 1 10 < 6 FoAuHH, NOMTy4aBaly KAHAECAPTaH LIMICKCCTH B AQ3a.
0,2 mg/kg, v ot 7 10 54 NbTH NO-BHCOKA OT HUBATa NPH ACLA HA B3PAcT 0T 6 A0 < 17 rof
nony4aBajivd KaHAecapTad [AJIEKCEeTHN B 103a oT 16 mg. Tbi KaTo B TE3H NMPOYyUYBAHUS
HaMepeHH CTOHHOCTH, MO KOMTO HE C€ YCTaHOBABA e(DeKT, rpanHuaTa Ha He3onac
Ha e(eKTHTEe BbPXY TETJIOTO Ha CHPUETO H KIIMHMYHATA 3HAYHMOCT Ha T€3H PE3YAT {

HabmopasaHa € eTOTOKCHYHOCT NMpH KbCHa OpeMeHHOCT (BXK. Touka 4.6).




JlaHHM OT NpoyuyBaHMsATA HA MYTAr€eHHOCTTA /N Vifro W in vivo NOKa3Bar, Y€ KaHJaecapTaH HaMa
KJ1aCTOr€HHa U MyTareHHa akTUBHOCT B YCJIOBUSITA HAa KIIMHUYHA yrioTpeda.

HsaMa JaHHM 3@ KaHUEPOreHHOCT.

PeHUH-aHr MOTEH3UH-aNIOCTEPOHOBATA CUCTEMA UIpae KPUTHYHA PoJis B Pa3BUTHETO Ha ObOpeuuTe in
utero. JlokazaHo e, ye 6JI0KHPAHETO HA PEHHH-AaHIMOTEH3WH-aI/I0CTEPOHOBATA CHCTEMA MPH MHOIO
MJIaJIM MMLLKH BOJM A0 HapyulieHo pa3BuTHe Ha ObOpeuuTe. [IpunokeHneTo Ha MEAIMKaMEHTH, KOUTO
NEMCTBAT JUPEKTHO BbPXY PEHHUH-aHMMOTEH3MH-AJII0CTEPOHOBATA CUCTEMA MOXKE J1a MOBJIHsE
HOPMaJIHOTO pa3BUTHE Ha ObOpeunTe. CnenoBaTeNHO AeuaTa Ha Bb3pacT 1oja | roauHa He Tpadsa aa
npuemat Kapouc (Bxk. Touka 4.3).

6. OAPMAINEBTUYHHU JJAHHHA
6.1 CnHcbK HA NOMOIHHTE BellecTsa

JlakTo3a MoHOXMApaT
[lapeBu4HO HULIECTE
Makporon 8000
XUAPOKCHUITPOTNUIILIENYII03a
Kapmenosa kanuui

MarxesueB creapar
!..—; E.-:m-rﬂ'g}l' T I T

6.2 HecbBMECTHMOCTH

Henpunoxumo

6.3 Cpok na rognocr

2 roANHH

6.4 Cpoeuna/iHu npeanasHH MEPKH NPH CbXPaHEHHE

To3u nekapcTBEH NPOAYKT HE U3UCKBA CIELMAIHM YCJIOBUS HA ChbXPaHEHHE.,
6.5 Jlanuu 3a omakoBKaTa

baucrep PVC/PVDC/Anymunnii
['onemuHa Ha onakoBkara: 14, 28, 30, 56, 60, 84, 90, 98 TabneTku B KyTH4.

He BCHuku BH/I0BE ONAaKOBKK Morar aa 0baart nycHaTtu B npoaaxoa.
6.6 ChneuuaJHu nNpeana3Hu MEPKH NMPH H3XBbPJsHe

Hsma cneumaiHu M3UCKBaHUS.

7.  HPUTEXATEJI HA PASPEHIEHHETO 3A YIIOTPEBA
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8. HOMEP(A) HA PASPEIIEHUETO 3A YIIOTPEBA

20100139
20100140
20100141
20100142

9. JATA HA IIBPBO PA3ZPEIIABAHE/IIOXHOBSBAHE HA PASPEIIIEHHUETO 3A
YIIOTPEBA

Hara Ha nupBo paspemasane: 05.03.2010 roa.
Jara Ha nocnenno noaHosgeade: 11.05.2017 rog.

10. JATA HA AKTYAJHM3UPAHE HA TEKCTA




