1. UIME HA JIEKAPCTBEHUS [IPOAYKT

Kapaecapr 32 mg tabnerku

13MLITHATENHA ATEHUWSA NO NEKAPCTBATA

Kpamka xapakmepucmuka Ha npogyxma - punoxenue 1
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Cardesart 32 mg tablets

2. KAYECTBEH U KOJIMYMECTBEH CbCTAB

Besika Tabnerka chabpka 32 mg KaHaecapTaH LMIEKCETHIL.

[Tomouno BewecTBo: Besika TabieTka o1 32 mg Chbpka NakTo3a MOHOXKApaT 219.2 mg
3a MbJIHKS CIMCHK HA MOMOLLHUTE BELLECTBA, BMXK T.6.1.

3. JIEKAPCTBEHA ®OPMA

Tabnerka
4. KJIMHUYHU JAHHU
4.1 TepaneBTHYHH NOKA3AHUSA

Kapaecapr e noka3sax 3a:

. Jleuenue Ha eceHlMaIHA XUTIEPTOHUS [IPH BH3PACTHH.
. Jlevyenue Ha BB3PACTHH MALMEHTH CbC ChPAEYHA HEOCTATBYHOCT U HAPYLLIEHA JIEBOKAMEPHA
cucroiHa pyHkums (ppakuus Ha u3TIackBaHe Ha JisBa kamepa < 40%) KaTo J0MbIHEHHE KbM
JICYEHHETO C MHXMOMTOPH Ha aHIHOTEH3HH-KOHBepTHPaLus eH3uM (ACE unxuburopu) nim 1npu
HenoHocumMocT kbM ACE unxuburopure (Bxk. Touka 5.1).

4.2 Jlo3MpOBKA H HAYHH HA NPHJIOKEHHE

Jlo3uMpoBKa Npy apTepyaiHa XUIepToOHUs

[TpenopbunTesiHaTa HavyanHa 103a U oOuuaiiHaTa nourbpxkaiia no3a va Kapaecapr e 8 mg
€IHOKPATHO AHEBHO. [lo-ronsima 4acT o aHTUXHIIEPTEH3UBHUS eeKT ce nocTura B pamkure Ha 4
ceaMULM. [Ipy HAKOM NaLMEHTH, YHETO APTEPHUAIIHO HAJISTAHE HE Ce KOHTPOJIMpA aJeKBaTHO, /103aTa
MOXKE J1a C€ NOBMILM /10 |6 Mg €IHOKPATHO JIHEBHO M J1I0 MAKCHMAJIHA /1034 32 Mg eAHOKPATHO
nueBHo. Tepanusra TpabBa 1a ce KOPUrMpa B 3aBUCUMOCT OT MOBJIMSBAHETO HA APTEPHATTHOTO
Hanarane. Kapiecapr moxe /1a ce npujara b0 U ¢ APYI'H AHTUXUIIEPTEH3UBHH cpeacTBa. Mma
NaHHK, Y€ 100aBSHETO HA XMAPOXJIOPOTHA3K/L 1aBa A/IMTHBEH aHTUXMIIEPTEH3UBEH e(eKT npu

pasnuunn n03n Kapaecapr.

Hauueumu 6 cmap4eckd eb3pacm
an MalMEHTH B CTAapYeCKa Bb3pacT HE € HCOGXOLIHMB KOpEKLHUA HAa Ha4vaJiHara 103a.

Ilayuenmu ¢ namanen 6bmpecv0o6 obem

Hauanna 103a or 4 mg Moxe /1a ce UMa NPeBUJL [P PUCKOBH 3a PAa3BUTHE HA XUIIOTOHMS MALIMEHTH,

KaTO HAIpPUMEP TAKMBA C EBEHTYAJIHO 00EMHO H3ueprBane (BXk. Touka 4.4).

Hayuenmu ¢ 6vOpeuno yspesicoare

[Npu nawmenTy ¢ GuOpeuHO yBpexkaaHe, BKIIOYMTEIHO M TAKMBA HA XEMOIMAIN3a, HAYAJIHATA 4034
4 mg. /lozara Tpsa0Ba 1a ce THTPUpA B 3aBUCHMOCT OT 0TroBopa. OnuTbT Npy MnalueHT M { MHOI) N
Te}cKa M TepMuHania 6us0peuna negocrarbunoct (Cler<lS ml/min) e orpanuuen /(/ ! ﬁﬁgm 44).
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Iayuenmu ¢ uepnoopodHo yspesxcoane
[Ipn naumMeHTH ¢ JIEKO /10 YMEPEHO HEPHOAPOOHO YBPEXKIAAaHE Ce MPernopbyuBa Hay




€/IHOKPATHO JHeBHO. Jlo3aTa MOXKe /1a Ce KOpUIupa B 3aBUCHMMOCT OT 0TroBopa. [ Ipu nauuenTy ¢
TEXKKO 4epHOAPOOHO yBpexaane n/nim xonecraza Kapuecapr e nporusonokasan (Bxk. Touku 4.3 n
5.2):

Yeproxooicu nayuenmu

[Ipn 4epHOKOXKH MMALUMEHTH AHTUXMIIEPTEH3UBHUAT e(EeKT HA KaHecapTaH e no-cnabo upaseH,
OTKOJIKOTO MPH HEYEPHOKOXKH nauneHTH. ClIe10BaTENHO NPH YEPHOKOXKH NALMEHTH, B CPABHEHHE C
HEYEPHOKOKH MALMEHTH, 33 II0CTHUIAHE HA KOHTPOJI HA APTEPHAIIHOTO HAISTAHE MOXKE M0-YECTO /14 Ce
Hajlara Bb3XOALIO0 THTPUpaHe Ha Jl03ata Ha KapaecapT M €/1HOBPEMEHHO NPHIIAraHUTE JIEKAPCTBEHH
NPOAYKTH (Bx. TOuka 5.1).

J103upoOBKa 1pu Chp/iedHa HEAOCTATLYHOCT

Ob6uuaiinara npenopbuMTe/iHa HavaaHa 103a Ha Kapaecapr e 4 mg elHOKpaTHO IHEBHO.
Bb3x0as1110TO THTPUpaKe 10 TapreTHaTa /103a 0T 32 mg eIHOKPAaTHO JAHEBHO (MAaKCUMAJIHA 103a) KK
10 MAKCHMAJIHO MOHOCMMATa /103a Ce OCBLUECTBABA YPe3 YABOABAHE HA J103aTa MPe3 UHTEPBAIM OT
noxe 2 cemuuM (Bxk. Touka 4.4). OueHkaTa Ha NaUUEHTHTE CbC ChPAEYHA HEJOCTATBYHOCT BUHATH
TpsiOBa /1a BKJIIOYBA OLeHKa Ha ObOpeuHaTa QyHKLMS, BKIIOYNTEIHO MOHHTOPHPAHE HA KPEaTHHHUHA U
Kanus B cepyma. Kapaecapr moxe J1a ce npuiara ¢ ipyry Cpe/cTBa 3a JIeYEHHE HA Chp/IeYHA
HEA0CTaTbYHOCT, BKIOUMTENIHO ACE HHXHOMTOPH, GeTa-0110KepH, 1My PeTHLIM WIIH ChPAEYHH
[JIMKO3MIM, KAKTO M ¢ KOMOMHALIMK OT Te3M JiekapeTBeHH npoaykTi. KomOunaumsta or ACE
MHXHOMTOP, KAMii-ChXPaHsBalll AMyPETHK (Hanp. cnupoHonakToH) n Kapaecapr He ce npenopbusa u
CJIe/1BA /1a Ce MMa NPE/IBU/L CAMO CJie/l BHUMATE/IHA OLEHKA HA MOTEHLHATHUTE MOJI3H U PUCKOBE (BK.
Touku 4.4,4.8u5.1).

Cneyuannu nonyiayuu nayuenmu

[Ipn naumenTyn B cTapyecka Bb3pacT WK PH NALUKMEHTH C HAMAJIEH BBTPECH0B 00em, ¢ 6b6peuHo
YBPEXKIAHE HIIH C JIEKO HIIH YMEPEHO TEKKO HePHOAPOOHO yBpexk/1aHe He € HeoOXOaMMa KOPEKLIMS Ha
HavajiHaTa /103a.

IleauaTpuyHa noryJianus

bezonacHoctTa M eukacHocTTa Ha Kapaecapr 3a jiedeHHe Ha apTepHaliHa XUIIEPTOHHUS 1
Cbhp/IeYHa HEOCTATHYHOCT HE Ca YCTAHOBEHM NPH Jeua Ha Bb3pact 10 |18 roauuu. Hama
HAJIMYHU JIaHHU.

HauuH Ha NIpUJIOKEHHE

[lepopanHo npuino) eHue
Kapaecapr tpsbBa na ce npuema eiHOKpaTHO HEBHO ¢ Win Oe3 xpaHa.
BuonanuyHocTTa Ha Kapzecapr He ce Biausie OT npueMa Ha XpaHa.

4.3 IIporuBonokazanus
CBpBbXUYBCTBHTEJIHOCT KbM KaHIAECAPTAH LIMJIEKCETHII HIIM KbM HAKOE OT MOMOLIHUTE BELIECTBA.
BTopu v Tpetn TpuMecTbp Ha OpemMeHHOCTTa (BXK. TOUKH 4.4 1 4.6).

Texko yepHOAPOOHO yBpex1aHe W/nilu Xosecrasa.

4.4 Conenua/jiHu npeaynpesxieHus H NpeinasHH MEPKH npu ynorpeda

bvbpeuno yBpexaaHe .
KakTo npu jiedeHue ¢ JApyru cpeiacTBa, KOMTO MHXHOMPAT PeHHH-aHIHOTEH3HH-AJII0CTEPOH pa"ra
cucTema, v rnpu jedenue ¢ Kapaecapt npu 4yBCTBUTE/IHM NTALMEHTH MOI'aT J1a ce ouaksat |[[ =




npomenu B ObOpeunaTa GyHKums.

Koraro Kapaecapr ce u3ron3sa npu naumeHTH ¢ aprepuaina Xunepronus u 6u6peuto yspesxate, ce
MPEernopbyBa NepHOANYHO MOHHTOPHPAHE HA HUBATA HA CEPYMHHSI KAJIMIT M CEPYMHMSA KPEaTHHMH.
OnMThT ¢ NAUKMEHTH ¢ MHOIO TeXKKA WiIK TepMuHaina 6b0peuna nenocrarbunoct (Cla< 15 ml/min) e
orpanuyet. [Ipu Te3n naunenTn nosara Ha Kapaecapr tpsbsa 1a ce TuTpupa BHUMATENHO, ChC
CTPUKTEH KOHTPOJI HA apTEPUAITHOTO HaJIsIraHe.

OueHkara Ha NAUHEHTUTE ChC ChP/EYHA HEAOCTATHYHOCT TPAOBA 1a BKJIFOYBA NEPHOIMYHA OLIEHKA HA
ObOpeunara hyHKIMS, OCOOEHO NPH NALMEHTH B CTAPYECKA Bb3PACT HA M HAJL 75 IOAMHHM, KAKTO U NpH
nauueHTH ¢ 6b0peuno yspexaane. [1o Bpeme na TuTpupanero Ha nosara Ha Kapaecapr ce
MperopbYBa MOHHTOPUPAHE HA CEPYMHHS KPEATHHUH M CEPYMHUS Kauii. B kinnuunute npoyusanus
MPH NALKEHTH CbC ChP/EYHA HEAOCTATBYHOCT HE Ca BKIIOYBAHW MALIMEHTH ChC CEPYMEH KPEaTHHUH

Haza 265 pmol/l (> 3 mg/dl).

Kombunupana repanus ¢ ACE unxubumop npu copoeyna nedocmamuvynocm

PUCKBT OT pasBUTHE HA HEXKENIAHW peakiMu, ocobeHo HapylueHue Ha ObOpeunata GyHkUMs 1
XMIEPKAIMEMHUS], MOXKE /14 CE MOBULLK 11pu npunomkenne Ha Kapaecapr B komGunauus ¢ ACE
MHXHOMTOP (BK. Touka 4.8). [TaunenTure Ha No1o6HO Nevenue TPsAOGBA /1a ce MOHUTOPUPAT PELOBHO M
BHUMATEIHO.

Xemoouanusa

[To Bpeme Ha qnanu3a apTepuasiHOTO HaJIAraHe MOXKE 11a € 0OCOOEHO YYBCTBUTENHO KbM AT -
peuenTopHa 010Kkaja B pe3y/iTaT Ha OHWKABAHETO Ha IU1a3MeHUs 00eM M aKTUBUPAHETO HA PEHMH-
aHIMOTEH3MH-aJ110cTepoHoBaTa cucteMa. ClieloBaTeNHO MPH NaLUKMEHTH Ha XeMO/IHaJiu3a
Kapaecapr TpsbBa na ce THTpMpa MHOIO BHUMATEJIHO, MPU CTPMKTHO MOHMTOPUPAHE Ha
apTePUATHOTO HaJISITaHe.

Cmenosa na 6vopeunama apmepusi

JlexkapcTBEHUTE NPOAYKTH, KOMTO MOBJIMABAT PEHHH-AHIHOTEH3HH-AJ1I0CTEPOHOBATA CHCTEMA,
BIJIIOUMTENIHO W aHrMoTensuH ll-peuenropuure anraronuctu (AIIPA), morar na npeaussukar
MOBULIABAHE HA KPbBHATA Ypesi M CEPYMHHs KPEaTHHHH NPH MALMEHTH C JIByCTPAHHA CTEHO3a Ha
ObOpeuHara aprepus WM CbC CTEHO3a HA apTepusiTa Ha eauHcTBeH ObOpek.

bvbpeuna mpancnaanmayus
JIncea onMT 1o OTHOLIEHHE Ha NpuiIokeHueTo Ha Kapaecapt npu naumMeHTH ¢ Hackopo
nposejieHa ObOpeuHa TpaHCIUIaHTaLMS.

Xunomonus

ITo Bpeme Ha JIeYEHHETO Ha NALMEHTH CbC Chp/evHa HeaocTaTbuHocT ¢ Kapaecapr moske na ce passue
XHUNOTOHMS. TakaBa MOXKe /1a C€ pa3BUE M NPH MNALMEHTH C XHIIEPTOHHS, HO C BBTPECHA0BO 00EMHO
M3YEepIIBAHE — KATO HANIPUMED MALMEHTUTE HA JIEYEHHE C IMYPETHLIM BbB BUCOKH 103H. [Tpu
3ar04YBaHE Ha JIEYEeHHETO TPAOBa /1a Ce MO/IX0%/1a C MOBHLIEHO BHUMaHUE, KaTo TpsOBa /1a ce Hanpasu
ONMT 3a KOPEKLMs HA XWUIIOBOJIEMHUSITA.

Anecmesus u onepayuu
Ilpu neKyBaHK C aHTArOHMCTH HA AHrMOTEH3MH |1 nauMenTH 1o Bpeme Ha aHecTe3us W onepaums
MOKe J1a Ce pa3BUE XUIOTOHUS nopaau 0J10Kana Ha PpeHUH-AHIMOTEH3MH-AIIZI0CTEPOHOBATA CHCTEMA.
MHOro psaKo, XMIOTOHMATA MOKE /1a € TEXKKA M /1a HAJI0KH MHTPABEHO3HH BIIMBAHUS M/WIIH
MPUII0JKEHHE HA Ba30IIPECOPH.
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Cmenoza na aopmuama u MumpaiHama kiand (i 0OCMPYKMUGHA X unepmpod)uuua KapouoMugn
/]
Kakro v npu npuiokeHue Ha Apyrd Ba3oAMIATaTOPH, MPH MALKUEHTH, CTPAJALLUM OT XeM




3Ha4uMa aopTHa WK MUTpaJiHa CTEHO3a WJIK OT 06C'l‘pyK‘FHBHa XHllep'l‘pOd)H‘IHﬂ KapaHoOMHornarus, ce
MpenopbmyBa Ja ce noAaxokaa ¢bC CreaIHO BHUMaHHUe.

[Ivpsuuen xunepandocmeponuzvm

Karto usio, naumeHTUTe C MbpBUYEH XUIEPAIIOCTEPOHU3BM HE CE MOBIMIBAT OT
AHTUXMIEPTEH3UBHHUTE JIEKAPCTBEHH NPOYKTH, IEHCTBALIM Ype3 MHXUOUpaHE Ha peHUH-
AHrMOTEH3UH-an10cTepoHoBaTa cucrtema. [lopaaun Tosa He ce npenopbusa ynorpebara Ha
Kapaecapr B tazu nonynauus.

Xuneprkanuemus

EnxoBpemeHHOTO npuiioxkenne Ha Kapiecapr ¢ kajimii-cbXpaHsBaly A1y pETHLM, KaJIHEBH
2100aBKH, 3aMECTHTEIIH HA NOTBAPCKATA COJI, ChAbPIKALLM KAJIHii, WK IPYTH JIeKapCTBEHH
MPOYKTH, KOUTO MOraT /1a MOBHLIAT CTOWHOCTUTE HA Kaiusl (Harp. XenapuH), MOXe /1a JI0Be/e /10
[IOBHLLIABAHE HA CEPYMHUS KAJIMH HA NALMEHTUTE C aprepuasina Xuneprouus. [pu Heobxoaumoct
TpabBa 1a ce npeanpuemMe MOHMTOPHPAHE HA CEPYMHHS KaJIMii.

[1pu nexyBanute ¢ Kapaecapt nauneHTH Che Chp/ieyHa HEOCTATBYHOCT MOJKE /14 CE pasBHe
xunepkaiuemus. [Ipenopbusa ce nepHoAHYHO MOHUTOPHPAHE Ha cepyMHMs Kanwii. KomOGuuaumsita or
ACE nnxuburop, Kanni-chbXpanssall AnypeTuk (Hanp. cnupononakton) u Kapnecapr we ce
NPENOPbYBA U MOXKE /1a CE UMa MPEJIBH/L CaMO CJIE/| BHUMATE/IHA OLIEHKA HA MOTEHLMAIIHUTE TOJI3H U
pHCKOBE.

Obwu
[1pu naumenTH, YMATO CHAOB TOHYC M OBLOpeuHa GyHKUMS 3aBUCAT IABHO OT AKTUBHOCTTA HA PEHMH-

AHIMOTEH3HH-AILOCTEPOHOBATA CHCTEMA (HANP. NALMEHTH C TEXKA 3aCTOIHA ChpaeYHa
HEIOCTATBYHOCT WK Noiexallo 6x0peuHo 3abonsBane, BIIIIOYHTEIHO CTeHO3a Ha ObOpeunara
aprepus), JICYEHHETO C IPYTH JIEKAPCTBEHH MPO/AYKTH, MNOBJIMABALILM TA3M CHCTEMA, CE CBLP3Ba C OCTpa
XHIOTOHMS, a30TEMHS, OJIMTYPHS M, PAJIKO, ocTpa ObOpeuHa HepocTaTbuHOCT. BepostHocTTa 3a
paszsuTHe Ha 10100eH edext npu npuioxenue Ha AIIPA ne moxe na ce uskmoun. Kakro npu
NPHUIOKEHHE, HA KOETO W 1a € AHTUXMIIEPTEH3UBHO CPECTBO, MPEKOMEPHOTO NOHMKABAHE HA
apTepHAIHOTO HAJISAraHe NPH MAUMEHTUTE C MCXeMHUYHA D0JIECT HA CHPLIETO MM UCXEMHUYHA MO3bUYHO-
cha0Ba HonecT MOXKe /1a 10Be/1e /10 pa3BUTHE HAa HHAPKT HA MHOKAp/1a WIIK HHCYJIT.

AHTHXHINEPTEH3UBHUAT eEKT Ha KanaecapTan MOXe /1a Ob/ie NOTeHUMpPaH OT ApyrH
MOHWKABALIM aPTEPHAHOTO HAJISraHE JIEKAPCTBEHH MPOAYKTH, O3 3HaueHue 1aiu ca
MPEeANUCaHu KaTo aHTUXUIIEPTEH3MBHU MIIH 110 APYTH MOKA3aHHSI.

Kapuecapr cbabpika nakrosa. [laumenTu ¢ peikn HacneacTeenu 3a60isBaHus KATO HENOHOCHMOCT
KbM rasakto3a, Lapp-nakrasen a1euuUMT WK rIOKO30-rajlakTo3Ha Manabeopbuus He TpsaOBa 1a
NpUeMarT TO3M JIEKAPCTBEH NPOYKT.

bpemennocm
[1o Bpeme Ha OpemenHocT He TpsaOBa a ce 3anousa seuerue ¢ AIIPA. OcBeH ako npoab/kaBaHeTo Ha

neuenueTo ¢ AIIPA He ce cmaTa 3a JKM3HEHOBAXKHO, 11PH MALIMEHTKUTE, KOMTO Bb3HAMEpsBAT 1a
3abpemenenT, TpAOBa /1a ce NPEMUHE KbM JICYEHHE C AITEPHATHBHO AHTHXHIIEPTEH3UBHO CPEACTBO,
KOETO MMa ycraHoBeH npodui Ha GezonacHoct 3a ynorpeda 1o Bpeme Ha 6pemennoct. [lpu
ycraHossiBaHe Ha OpemenHocT sieuennero ¢ AIIPA TpsGsa na ce cnipe He3abaBHO M, aKO € yMeCTHO, /1a
ce 3arovyHe aNTEPHATUBHO JieueHue (BXK. Touku 4.3 u 4.6).

4.5 B3aumoaeicTBue ¢ APYry JIeKAPCTBEHH NPOAYKTH H APYrH GopMu HA B3aumoje
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ChbeIMHeHUATa, W3CIe/IBAHN B KIMHUYHH (JAPMAKOKMHETHYHH MPOYUBaHUS, BKIIOYBAT //
XHPOXJIOPOTHA3H, BaphapuH, IUIOKCHH, MEPOPATHH KOHTPALICTITHBH (HAIIp. [ S ot
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€THHWJIECTPALHOII/IEBOHOPrecTpen), riubenknamun, Hudeannun u enananpui. He ca

YCTAaHOBEHH KJIMHHYHO 3HAYUMH (PapMAKOKHHETHYHH B3aUMOJIEHCTBUS C TE3M JIEKAPCTBEHH
npenapar.

EQHOBpEMEHHOTO NMpPHIIOKEHHE C KAJIMH-ChbXPaHABALLK JIMYPETHLIM, KaIMEBU 100aBKH, 3aMECTUTENH
Ha roTBapCcKaTa CoJl, ChAbPXKALLK KAJIMI, WK APYIH JIEKAPCTBEHN NPOLYKTH (Harp. XenapuH) Moxe
J1a MOBMILIM CTOHHOCTUTE HA cepyMHus Kamii. [1pu neobxoaumoct TpsbBa aa ce npeanpueme
MOHMTOPHUPAHE HA CEPYMHHS KaJlui (BK. Touka 4.4).

[1pu eanospemenHo npunoxenue Ha anThid ¢ ACE unxuburopn uma cbobiuenus 3a o6patumo
MOBHILABAHE HA CEPYMHATA KOHLEHTPALMA HA JIMTHS M TOKCHMuHOCcTTa My. CXoeH edekt Modke 1a ce
passue 1 npu npuiokexue ¢ AIIPA. [lpuinoxennero Ha kanaecapTan ¢ JIMTHIA He ce NpenopbyBa.
Axo koMOuHaUmMsTa ce OKaXKe HeoOX0MMa, Ce NPENOpPbYBA CTPUKTHO MOHMTOPUPAHE HA CEPyMHATA
KOHLIEHTPALMS HA JINTHA.

[1pu exHoBpemeHHO npuiokenue Ha AIIPA ¢ HecTepoMIHM IPOTHBOBL3NAIMTENIHN CPEACTBA
(NSAID) (r.e. cenektuBHM HHXHOUTOPH Ha COX-2, aueTHicannimniIoBa KuceinnHa (> 3 g/1HeBHo) u
HecenekTuBHU NSAID) anTuxunepren3suBHusT edekr Moxke 1a Hamaslee.

Kakro 1 npu npuioxenne Ha ACE uuxuburopu, eqHoBpeMeHHOTO npuiiokerue Ha AIIPA u NSAID
MOJKe /1a JIOBEJI€ JIO NOBHILIABAHE HA PUCKA 3a BilolaBaHe Ha ObOpeuHaTa QyHKUMS, BKJIIIOYMTENHO U
3a pa3BuTHE Ha ocTpa ObOpeuHa HEeOCTAThYHOCT, M 32 NOBMLIABAHE HA CEPYMHUS KaIHii, 0cobeHo
[Py NALKMEHTH ¢ npeawecTsaa aowa 6u0peuna pynkums. KomGunauusra tpsabsa na ce npunara ¢
BHMMaHUE, 0OCOOEHO NpPH NALMEHTH B cTapyecka Bb3pact. [lauuenture Tpsbea na Gbaar xuaparupanm
B JI0CTaTh4Ha CTENeH 1 TpsabBa 1a ce 0OMUCIM MOHUTOpHpaHe Ha GbOpeuHara GpyHkums cien
3aro04YBaHe Ha ChITbTCTBALLOTO JICYEHHE, KAKTO M NMEPUOMUHO ClIe/] TOBA.

4.6 BpemenHocT H Kbpmene

bpemennocm

He ce npenopsusa npuembT Ha AIIPA npe3 nbpsus TpumecTbp Ha GpemeHHocTTa (BXK. Touka 4.4). [1o
BpEME Ha BTOPHS M TPETUS TPUMECTBP Ha OpemenHocTTa npuembT Ha AIIPA e nporuBonokasan (Bix.
Touku 4.3 n 4.4).

EnuaeM1onornuHuTe 1aHHM, Kacaeluu pucka ot teparorener eekr caen npuem va ACE nuxuburop
npe3 MbPBUS TPUMECTHP HA OPEMEHHOCTTA, HE Ca €/IHO3HAYHM; BCE MAK HE MOXKE /1a CE M3KIIKOUHM JIEKO
noBMIIaBaHe Ha pucka. Makap /1a HIMa KOHTPOJIMPAHK €MHEMHOJIONHYHH JIaHHH, Kacaelu pucka
npu npuem Ha AIIPA, npu T03m Kiac JiekapcTBa MOXKe /1a ChillecTByBa 11006eH puck. OcBeH ako
npo/binkaBaHeTo Ha jeueHneto ¢ AIIPA e ce cmsiTa 3a )U3HEHOBAXKHO, MPH MALIMEHTKHTE, KOUTO
Bb3HamepsBar /1a 3abpemeHesT, TpAOBa /1a ce NPEeMUHE KbM JIEYEHHE C AJITEPHATUBHO
AHTUXHMIIEPTEH3MBHO CPE/CTBO, KOETO MMa yCTaHOBeH 1npodun na GesonacHoct 3a ynorpeda 1o Bpeme
Ha 6pemenHoct. [lpu ycranossaBane Ha OpemenHocT seyennero ¢ AIIPA tpsbga na ce cnipe nezabaBHo
M, KO € YMECTHO, [1a C€ 3aII04HE AJITEPHATUBHO JIEYEHHE,

H3eecTHO e, 4e excniosuuusaTa Ha AIIPA nipes Bropust u tpeTusi TpuMecTbp Ha OpemeHHocTTa MmMa
(perorokcuuen edexr (Hamanena 6b0peyna GyHKUMS, OIMIOXHAPAMHHOH, 3a6aBeHa ocudukaums Ha
YyepernHuTe KOCTH) U HEOHATaIHA TOKCHYHOCT (ObOpeuHa HeloCTaThYHOCT, XMITOTOHMS,
xenepkanuemus) (Bk. Touka 5.3). [1pu excrnosuuus na AIIPA cien Hayanoro Ha BTOpUsi TPUMECTBP
Ha OpemMeHHOCTTa, ce npenopbuBa exorpadcka oueHka Ha OGbOpeuHaTa GyHKIHSA U CHCTOAHHETO Ha
yepenuute koctH. Kbpmauera, unnro maiika ca npuemanun AIIPA, tpsbsa na ca nox Henocpeucme’uo
HabJIl0IeHHUE 3a Pa3BUTHE HA XUITOTOHUS (BXK. TOUKH 4.3 u 4.4). v




Kvpmene
[Tonexe nuncea undopmaums, kacaewa ynorpedara na Kapnecapr no Bpeme Ha kbpmene,
npuiiokeHueTo Ha Kapaecapr He ce npenopbysa v € 3a NpeAroyruTaHe JieueHue ¢

AJITEPHATHUBHH CPEACTBA, KOUTO UMAT YCTAHOBEH l'lpO(l)HJl Ha 6e3onacHocT no BpeMeE Ha
KbpMEHE, ocobeHo ITPH KbpMEHE Ha HOBOPOJIEHO HJIK HEJIOHOCEHO Kbpmaue.

4.7 EdexTn Bbpxy cnocodnocrra 3a modupane u pabora ¢ mamuuu

He ca npoBexuaann npoyusanus 3a edekrure Ha KanaecapTaH BbpXy criocobHocTTa 3a wodupate u
pabora ¢ mawmtu. Bee nak tpsabsa 1a ce B3eme 10/l BHUMaHKe, e MOHSKOra, 110 BPEMe Ha JIeYEHHETO
¢ Kapaecapt, e Bb3MOJKHa 11051Ba HA 3aMastHOCT MJIH OTIAJHAJIOCT.

4.8 Hexenann JiekapcTBeHH peakuun

Jlewenue na apmepuaina xunepmonust

HexenaHuTe peakuun 0T KOHTPOJIMPAHWTE KIIMHUYHM TIPOYUBAHUS Ca JIeKH W npexoanu. Obiara
HECTOTA HAa Pa3BUTHE HA HEXKEIAHM CHOMTHSA HE NMOKa3Ba 3aBUCHMMOCT OT /103aTa WIIM Bb3PAcTTa.
CriMpaHeTo Ha JIeYeHUETO 1OPa/IM Pa3BUTHE HA HEXKEIAHHW PEaKIMKM € CXOHO 3a KaH/ecapTaH
uunekcetun (3,1%) u nnauebo (3,2%).

B c60opHus aHaN3 HA 1aAHHUTE OT KIIMHUYHUTE NPOYYBAHMS MPH MALMEHTH C apTepHaIHa
XHIEPTOHUS HEXKEIAHNTE PEAKLIMK NPH KaHAeCapTaH LMJIEKCeTH ce Ae(MHUPAT Bb3 OCHOBA Ha
4eCTOTa HAa HEXKEJIaHW ChbOUTHS NPU NPUEM HA KaHecapTaH LMIEKCETHII, MO-BUCOKa ¢ noHe 1% ot
HaburosaBanara npu npuem Ha mauebo. o rasu nedunuuus Haii-uecto cboblIaBaHNTE HEKETAHH
peakiuu ca 3amaiiBaHe/BepTuro, rinaBoboiaue U MHHEKLMKH Ha AMXATETHUTE MbTHLIA.

B nanenara 1o-10.J1y TabjiMua ca MPEACTABCHH HEIKCJIAHUTE PEAKLIHK OT KIIMHUYHUTE MPOYUYBaAHUSA U
NMOCTMAPKETHHIOBHSA OIHT.

M3nonspanure B Tabnmumre B Touka 4.8 4ecToTH ca KakTo cieisa: MHOro yectu (> 1/10), yectu (>
1/100 no < 1/10), newectu (= 1/1 000 no <1/100), peaxwu (= 1/10 000 xo < 1/1 000) u MHOroO peakm (<
1/10 000).

Cucremo-opranen Kjiac Yecrora Hexenana peakuus

Mudexumuu u uadecrauuu Yectu Jluxareanu nupexumun
Hapyiuenus Ha KpbBTa U MHoro penku | JleBkonenus, HeyTporneHus u
auMpHara cucrema arpaHyJiolMTO3a

Hapyiuenus na merabonusma u Muoro peakn | XunepkaaimeMus, XUIIOHATPUEMHSI
XPAHEHETO

Hapywenus Ha HepBHata Yecru 3amaiiBane/BepTuro, rinasobosne
cucrema

CTOMaLIHO-4YPEBHH HAPYLUEHHs Muoro peaku | I'anene

Xenaro-OwinapHu HapyleHus Muoro peakn | [loBuinaBane Ha yepHoapoOHuTE

€H3UMH, OTKJIOHEHHS B YepHOApoOHaTa
(hyHKLMS WK XenaTuT

HapyuieHus Ha koxkara u Muoro penku | AHrunoenem, oOpuB, yprukapusi,
NOJKOKHATA ThKaH npypuTyc y
Hapyiuenusi Ha MyCKyJIHO- Meuoro penku | boiku B rbp0a, aprpairus, MUairus /f' 5

CKeJieTHaTa CuCTeMa U &
ChEeJAMHHUTEIHATA ThKaH

A

\\m gt ot



Hapyuwienus na 6u0peunre u
MUKOYHHUTE ITbTHLLA

Muoro penkn | bpOpeuHo yBpexaane, BKIKOUHTEIHO
ObOpeuna HenoCTaTLYHOCT NpH
4YBCTBHMTE/IHH NALMEHTH (BXK. TOUKA

4.4)

Jlabopamopru pesyimamu

Karo usino Kapaecapr Hama KJIHHHYHO 3HAYHMMU eeKTH BbPXY Py THHHHTE 1a00pPaTOPHM N0OKa3aTeu.
KonkoTo 10 1pyru MHXHOMTOPH HA PEHUH-AHTHOTEH3MH-AJII0CTEPOHOBATA CHCTEMa, HabIl01aBaHu ca
CllyqaM Ha JIeKO NnoHwkasaHe Ha xemornobuna. [Tpu naumenTn Ha nevenue ¢ Kapaecapr o6ukHoseno
He € HeoOXO0MMO PYTHHHO MOHMTOPHpaHe Ha sabopatopuure nokasaresnu. [pu naumenTu ¢
ObOpeuHo yBpexaaHe, obaye, ce npernopbyBa NEPHOMHHO MOHUTOPUPAHE HA CTOMHOCTHTE HA KaIMii
M KpEaTHHUH B cepyma.

Jlevenue na cvpoeyHa HedoCmamvyHocm

[IpodmrbT HAa HeXenanuTe peakumu Ha Kapaecapr npu nauMeHTH cbe ChpieuHa HeJIOCTaTbYHOCT € B
ChOTBETCTBHE ¢ (PAPMAKOJIOTHATA HA JIEKAPCTBOTO W 3/1PABOCIIOBHOTO ChCTOSIHUE HA NauueHTure. B
kauHuyHata nporpama CHARM, cpasussawa Kapaecapr B 103u 10 32 mg (n=3 803) ¢ nunauebo (n=3
796), jIEUEHHETO € MPEKBCHATO Nopaan Hexenanu cbonTus npu 21,0% oT nauueHTUTe B rpynara Ha
KaHecapTad uuiekcetwi v npu 16,1% or naumenture B rpynara na niauebo. Hait-uecro
cbOOLIABAHMTE HEKEAHNUTE PEAKLIMK Ca XUIIePKAJIMEMUS, XUIIOTOHUs U ObOpeuHo yBpexaare. Teszn
chOMTHSA ca NO-4eCTH NPH NMALMEHTH Ha Bb3pacT Haja 70 roaMHu, naumeHTy ¢ auader uin Takusa,
KOMTO Ca NPUEMAJIH APYT'H JIEKAPCTBEHH NPO/LYKTH, NOBJINABALIUH PEHHH-AHIHOTEH3HH-
anjloctepoHoBara cucrema, B 4acTHOCT ACE MHXHOHTOP M/WITH CIIMPOHOJIAKTOH.

B nanenara no-A0J1y tabnuua ca NPEeACTABEHHU HEXKEIIAHUTE PEAKLIHKU OT KIIMHHYHHUTE IIPOYHYBAHHUA H
MOCTMAPKETUHIOBUS OIIHT.

CHCTeMO-Oprafes Kjiac

Yecrora

Hexenana peakuus

Hapyuienusi Ha KpbBTa U
aumdHara cucrema

MHoro peaku

JleBKONEHUs, HEYTPOTIEHUS U
arpaHyJioLMTOo3a

Hapywenus Ha metaGoinima u
XPaHeHeTo

Yectu

Xunepkajinemus

Muoro peaku

XunoHatpuemus

Hapyuienus Ha HepsHaTa
cucTema

Muoro peaku

3amaiiBane, rnasobosnue

Cb10BH HApYLIEHUS

Yecru

XHIIOTOHUSA

CTOMaLUHO-'-lpeBHH HApyLICHHA

Muoro peaku

['anene

Xenato-OuanapHu HapyLIEHUs

Muoro penku

[loBuinaBane Ha yepHoapobHUTE
€H3MMH, OTKJIOHEHHUS B YepHoApoOHaTa
(hyHKUMS WK XenaTuT

HapyiieHus Ha koxara u
MOAKOKHATA ThKaH

Muoro peaku

Anruoenem, oOpuB, ypTukapus,
1pypuTyc

HapyueHus Ha MyCKyJIHO-
CKeJIeTHATa CUCTEMA U
CbEIMHUTE/IHATA ThKaH

MHuoro pejiku

bonku B repba, aprpairus, Muajirus

Hapyuwenus na 6u0peumre u
NUKOYHUTE IMTHLLA

YectH

bbOpeuno yBpesiaHe, BKIIOYHTETHO
ObOpeuHa HeICTATBLYHOCT MPH

4yBCTBHTE/IHM [ALMEHTH (BXK. TOUKA
4.4)

Jlabopamopnu pesyimamu

XMllepKaJlMCMHﬂ U 6'56pequo YBpEKAAHE C€ pasBuBaT 4ECTO HPH NALKMEHTHTE, JICKYBAH




110 NOKA3aHKE ,,Chp/EYHA HEAOCTATLYHOCT . [IpenopbuBa ce NeproAMYHO MOHUTOPHpaHe Ha
KpeaTHHWHA W KaJiug B cepyma (Bx. Touka 4.4).

4.9 ITpeno3unpane

Cumnmomu

Ha Ga3sara Ha (papmakonoruunm cho0paxkeHHs, OCHOBHATA MPOSBA Ha NPeI03UpPaHe e BEPOSITHO /1a
Ob/e CUMITOMATHYHA XUITOTOHUS WM 3aMaiiBane. B ennnnuHuTe choGLIEHMs 3a Clyuan Ha
npenosupane (10 672 mg KanjecapraH UWIEKCETH1) Bb3CTAHOBIBAHETO HA NALMEHTHTE € OMJII0
rNaaKo.

lloseoenue

AKo ce pasBHE CUMIITOMATHYHA XHUITOTOHMSA, Tpu63a J1a CE 3aro4YHe CUMITTOMATHYHO JIEYEHHE U J1a ce
clieasT Ku3HeHuTe nokasaresu. [laumentsr 1p)163a Ja Ce 1noOCTaBH B IMOJIOXKEHHUE 110 Fp'b6 C
MNOBAMI'HATH JOJIHH Kpal‘inuuu. AKO TOBa He € JOCTAThYHO, MJIa3MEHUAT 0Oem TpﬂﬁBa Ja C€ NOBHUILH
H4pe3 BJIMBAHUWA — HATIPUMEP HA U30TOHHYEH PasTBOP HATPHEB XJIOPHII. Ako |436p0eHm'e MEPKH HE ca
AOCTATBYHH, MOIaT JAa Ce NnpujioxKatT CUMIIATUKOMUMETHLIH. KauuecapTaH HE C€ OTCTpaHsABa upes
XEMO/1Hajiu3a.

5. ®APMAKOJIOTMYHU CBOMCTBA
5.1 ®apmMaKoAHHAMHYHH CBOIHCTBA

(dapmakoTepaneBTHYHa Ipyna: AHTaroHUCTH Ha aHruotensuH 11, camocrosarenno, ATC kox:
CO09CA06

AHruoteHsut 1l € OCHOBHMAT Ba30aKTHBEH XOPMOH OT PEHHH-aHIMHOTEH3MH-AJ110CTEPOHOBATA
CHCTEMA M MIpae posisi B NaTOU3HOIOrUATA HA APTEPUAIIHATA XUIIEPTOHUS, ChpAeUHATA
HENOCTATLYHOCT M IPYI'H CbP/IE4HO-CHA0BH HapylueHus. Tol cbllo Taka urpae poss U B
aToreHe3ara Ha TePMHHAJIHATA OpraHHa XunepTpodus v yspeaa. OcHoBuute Guznonornynu edexrm
Ha aHruoTeH3uH 1, KaTo Ba30KOHCTPHKLMSA, CTUMYJIALIMA HA AJIJIOCTEPOHOBATA CEKPELIUS, Peryialus
Ha BOJHO-COJIEBATA XOMEOCTA3a W CTUMYJIALMs HA KIIEThYHUS PACTEX, C& MEAMMPAT Ype3 pelenTopa
or | Tun (ATI).

Kanzjecapran uniekceTn e npeaiekapeTso, noAXouo 3a nepopaina ynorpeba. Toii ce npepbina
OBP30 B aKTUBHOTO BELIECTBO KaH/IECAPTaH, YPE3 ECTEPHA XH/IPOJIH3A 110 BPEME Ha pe3opOuusTa B
ractpouHTecTuHalnus TpakT. Kannecapran e AIIPA, cenexrusen cnpsmo AT peuenrtopure, KoiTo
ce cBbp3Ba 3/1paBo U 6aBHO ce ocBOOOM/1aBa OT peuentopa. Toil HAMa aroHUCTHYHA AKTHBHOCT.

Kanzecapran ne unxubupa ACE, koiito konsepTupa anruotensus | B anrnorensun Il u pasrpasknia
Opaaukunmnna. He okassa b3zeiicteue Bbpxy ACE u He notenumpa aeiictsuero Ha GpajiMKMHUH 1
cyberanums P. B KOHTPOIMpaHUTE KIMHUYHK NIPOYUBaHMs, CpaBHABaLLKM Kanaecapran ¢ ACE
MHXMOMTOPH, NPH 10J1yHaBaLUKMTE KAHAECAPTAH LIMIEKCETHII NALIMEHTH YEeCTOTATA HA Pa3BUTHE Ha
KauuMua € no-uucka. Kanaecapran He ce cBbp3Ba KbM M He MHXUOMPA APYIrH XOPMOHAIIHW

PeLEenTOpH MM HOHHM KaHAJIH, 38 KOMTO € U3BECTHO, Y€ Ca OT 3HA4YEHHE 3a CbPHAEYHO-Ch0BATA
peryjauus. AHTaArOHM3MBT CIPSIMO peuenTopure 3a aurnotensut I (AT1) Boau 10 10303aBUCUMO
MOBHLIABAHE HA NUIA3MEHHTE HUBA HA PEHHHA, AHTHOTEH3WH | v anruoTensun Il M noHwkapane Ha_——
Mla3mMeHaTa KOHLUEHTpaLMs Ha aJlJIoCTEPOHa. o\




Xunepmonus

an XHIEPTOHUA KAHACCAPTAH NPEAN3BHKBA J10303aBHCHMA IMPOABJ/DKHTEIHA PeAYKLIMS Ha
APTEPHAIIHOTO HAJISIrAHE. AHTHXM"CPTCH'}HBHHSIT Cd)el(l' C€ AbJDKH HA NNOHWIKEHOTO CUCTEMHO
nepu(bepuo CbIPOTHUBJIEHHE 6e3 peq)nem‘opno [NOBULUABAHE HA CbpACYHATA YeCcToTa. Hsima navnu 3a
CEPHO3HA WJIH NPEKOMEPHA XHITIOTOHHKA CJIC NpHUEMA Ha Nn'bpBaTa J103a WM 3a rebound Cq)el('l" ciaen
CIHUpaHEe Ha JICYHEHHETO.

Crnen npuiioXkKeHHe Ha eIHOKPATHA /1033 KAHAEeCapTaH LMJIEKCEeTHII HAYAJI0TO HA AHTHXHIIEPTEH3HBHUS
eekt HacTbIIBA OOMKHOBEHO B pamKkuTe Ha 2 yaca. [IpH npoab/KHTENIHO JIeYeHHE OCHOBHUAT JIsiJl OT
MOHMKEHHETO HA APTEPHAITHOTO HaJISIraHE NP NPUEM HA KOSTO M J1a € /1033, 0OMKHOBEHO Ce 10CTHra
B PAMKHMTE Ha YETHPH CEAMHLIM M C€ 3a/IbpXKa NPH JILJArocpoyHo nevenue. Criopen nposeieH mera-
AHAJIM3 CPE/IHUAT JI0MbJIHUTENEH e(eKT Ha NOBUIIABAHETO Ha 103aTa OT 16 mg Ha 32 mg eAHOKpaTHO
JIHEBHO € MabK. Kato ce B3eme npeasui U MHTEPHHMBHyAlHATa BAPHAOHITHOCT, 11PH HAKOM
NalMeHTH MOXKe /1a ce ovaksa edexT, Hanxsbpasiuy cpeanus. Kanaecapran uniekcerni, npuer
€/IHOKPATHO JIHEBHO, OCHIYpsiBa €(PeKTHBHO M PABHOMEPHO MOHWKABAHE HA APTEPHAIIHOTO HAISIAHE B
NpoAb/KEHHE Ha 24 yaca, ¢ MaJiKa pa3/iMKa, B PAMKHTE Ha J1030BUS HHTEPBAJL, MEXK/Y MAKCHMATHUS
edekt v edpexra B Kpas Ha 1030BMs MHTEpBall. B 1B€ panioMu3Mpanu, 1BOIHO-CIIENH NPOy4BaHus ca
M3CJIE/IBAHH AHTUXMIIEPTEH3UBHUAT €EKT M MOHOCHMOCTTA HA KAH/IECAPTaH W JlocapTaH npu obuwo |
268 nauMeHTH ¢ JIeKa 10 yMEPEHO TeXKKa apTepHaliHa XUnepronus. Pejykuusra Ha aprepuaaHoTo
HaJIAraHe B Kpas Ha 1030BUs MHTEpBaJl (cucTosino/anactonno) e ¢ 13,1/10,5 mmHg npu npuem na
KaHjaecapTaH uuiekcetun 32 mg eaHokpaTHo aHesHo 1 ¢ 10,0/8,7 mmHg npu npuem Ha nocaprau
kajinii 100 mg eHOKpaTHO JIHEBHO (pa3/inKa B peAYKUMATA HA apTepualiHOTO Halsirane 3,1/1.8
mmHg, p<0,0001/p<0,0001).

Koraro kaHjecapTaH LMJIEKCETHII C€ M3I0/13Ba 3a€/IHO C XHAPOXJIOPOTHA3HIL, e(PEKTHT BbPXY
MOHMKABAHETO HA APTEPUAIIHOTO HalsraHe e aauTused. [loTenuupane Ha aHTUXMNEPTEH3UBHUSA
edexr ce nabioaaBa U NP KOMOMHMpaHE HA KaH/1ECAPTAH LIMJIEKCETHII C AMJIOJIMITUH WKW
henoannuH.

JlekapcTBeHUTE MPOJLYKTH, KOUTO GJIOKMPAT PEHHH-AHIHOTEH3WH-AJIZIOCTEPOHOBATA CHCTEMA, UMAT
no-ciab edext npu YePHOKOXKHM NALMEHTH (KOUTO 0OMYAIHO Ca HUCKO PEHWHOBA TOTyJIALMs ),
OTKOJIKOTO [PH HeYepHOKOXH naumeHTH. ChbiloTo BaXu U 3a kanaecaprad. B orkpuro npoyusane na
KJIMHWYHUS ONUT 11pH 5 156 naumeHTH ¢ 1MacTo/iHa XHIIEPTOHUS, PelyKLHATa Ha APTEPHAIIHOTO
HaIsraHe Npy JiedeHHe ¢ KaHaecapTaH € CUrHM(UKaHTHO n0-ci1abo u3paseHa 1pH YePHOKOKH,
OTKOJIKOTO [PH HeuepHOKOKH naunenty (14,4/10,3 mmHg cpewy 19,0/12,7 mmHg,
p<0,0001/p<0,0001).

Kanznecapran nosuiasa 660peunus KPbBOTOK H/WIIK HAMA e(eKT BbPXY CKOPOCTTa HA IJIOMEpyJ/IHa
duarpaums wim 8 noBMiIaBa, 10kato ObOpeynara cba0Ba PE3UCTEHTHOCT M PUATPALIMOHHATA
dpaxums ce nonwkasar. B 3-meceuHO KIMHUYHO NPOYYBaHE NPH NALMEHTH C apTepHaliHa
XHUIIEPTOHUS U 3aXapeH auaber TMn 2 ¢ MUKpOoanbyMHHYPUsl, AHTUXHIIEPTEH3UBHOTO JIEYEHHE C
KaHAeCapTaH LIWIEKCEeTH)I HAMAJIABA EKCKPeUMATa Ha al0yMHUH B ypuHaTa (CbOTHOLIEHHE
andymun/kpeatniut, cpeaHo 30%, 95% C1 15-42%). Kbm MomeHTa Hama 1aHHuM 3a edexTa Ha
KaHaecapTaH BbpXy 1porpecusta Kbm anaberHa nedponarus.

Edexrure Ha kanaecapran uwiekcetwi 8-16 mg (cpeana no3a 12 mg) eAHOKPaTHO IHEBHO, BbPXY
ChpJEYHO-CH10BaTa 3a60/1EBAEMOCT U CMBPTHOCT, Ca OLIEHEHH B PAHAOMH3HUPAHO KIIMHWYHO

npoyusase npu 4 937 nauuentu B crapuecka sb3pact (70-89 roaunn; 21% na su3pact 80 wiaun noseye
rO/IMHMK) C JIEeKa JI0 YMEPEHO TeXKKa apTepraiHa XHIIEPTOHUS, NPOCAEAABAHN CPEaHO 3,7 rOAMHK - —=
(IpoyuBane BbpXy KOFHHTHBHHTE CIOCOOHOCTH M MPOrHO3a NPH NALMEHTH B CTapyecka Bmpac:r"“ g
(Study on COgnition and Prognosis in the Elderly)). Ilausenture ca npuemanu kanaeca au
LMIIEKCETH WK rU1aleGo ¢ 106aBsHe, Py HYKA, Ha IPYTO AHTHXHIIEPTEH3UBHO CPEAEHED./ (




ApTEpHaIHOTO HajlsiraHe rnokassa nonwxkasane or 166/90 10 145/80 mmHg B rpynara na
kanaecapran v ot 167/90 no 149/82 mmHg B kontposnnara rpyna. [lo oTHOweHHe Ha IbpBUUHaTA
KpaiHa TOUKa — 3HAYUMH CbPAEYHO-CbAOBH CbONTHS (CHPAEUHO-CHIOBA CMBPTHOCT, HedaTaeH
MHCYJIT M HedaTaneH MH(apKT Ha MMOKap/1a), HAMA CTATHCTUYECKM 3HaYMMa pasivka. B rpynara na
kanaecapran ceOuTusTaca 26,7 na 1000 naumenroroauuu cpeuty 30,0 cuburus va 1000
NalMEeHTOrOJIMHU B KOHTpOsIHATa rpyna (otHocureneH puck 0,89, 95% C1 0,75 no 1,06, p=0,19).

Cupoeuna HedocmamvyHocm

JleueHHeTO ¢ KaHAecapTaH LMJIEKCETHII HaMasiBa CMbPTHOCTTA, HAMAJIABA XOCIIMTAIIM3ALIMUTE 32
Chp/ievHa HEJA0CTATBYHOCT H N0A00PSABa CUMIITOMMUTE [1PH NALIMEHTH C JIEBOKAMEPHA CUCTOJIHA
auchyHkums, koeto ce gemoncTpupa ot nporpamata CHARM (Kannecapraun npu chpaeuna
HE0CTATbYHOCT — OLIEHKA HA PEyKLMATa HA CMbPTHOCTTA M 3a00aeBaemoctTa (Candesartan in Heart
failure — Assessment of Reduction in Mortality and morbidity)).

Tazu nnaue6o-KOHTpoIMpaHa, BOHHO-C/IANA NPOYYBaTE/IHA NPOIPaMa MpPH NALMEHTH C XPOHUYHA
cbpaeyna vepocrarbuHocT (XCH) dynkuuonanen knac I1 10 IV no NYHA ce chetou ot TpH oT1e/1HH
npoyusanus: CHARM-Alternative (n=2 028) npu naumentu ¢ LVEF (neBokamepha (pakuus Ha
uztnacksane) < 40%, kouto He ca nexkyBaHu ¢ ACE uuxuburop nopaau HenoHocumoct (rjiaBHo
nopajau kauvtmua, 72%), CHARM-Added (n=2 548) npu naumentu ¢ LVEF < 40%, kouto ca
nexkyBanu ¢ ACE nuxuburop, 1 CHARM-Preserved (n=3 023) npu nauuentn ¢ LVEF > 40%.
[NaumenTure Ha ontumanna tepanus 3a XCH Ha n3X01HO HMBO ca paHAOMH3MPaHHM /1A 110J1y4aBaT
m1auebo WM KaHaecapTaH UMJIEKCETHI1 (THTPpUpaH o1 4 Wik 8 mg eHOKPaTHO JIHEBHO 110 32 mg
€/IHOKPATHO JIHEBHO MJIM JI0 HAH-BUCOKATA NOHOCHMA /1034, Cpe/iHa /103a 24 mg) U ca npoc/ie/isBaHu
cpenno 37,7 meceua. Cinen 6-meceuHo jevenne 63% 0T nauMeHTHTE, NPOAb/DKABALUM /1 [IPHEMAT
kaHzaecapran uuiexkcerui (89%), ca Guian Ha raprersara 103a or 32 mg.

B CHARM-Alternative chcraBHaTa KpaiHa TOUYKa OT ChpAEYHO-CHI0BA CMBbPTHOCT HJIH IThpBa
xocnutanmsaums 3a XCH nokaspa 3HauMma pejlyKuus 3a KaHJecapTaH B CpaBHeHHUe ¢ ruiauedo,
koeuument Ha puck (HR) 0,77 (95% CI: 0,67 no 0,89, p< 0,001). ToBa cboTBeTcTBa Ha peayKuMs Ha
penatuBHus puck 23%. Ta3u kpaiina Touka ce ycraHoBssa npu 33,0% or nauMeHTHTe Ha KaHaecapraH
(95% CI: 30,1 10 36,0) u npu 40,0% ot naumenture Ha niauedo (95% CI: 37,0 no 43,1), karo
abcomornara pasnuka e 7,0% (95% CI: 11,2 1o 2,8). 3a usnara npoab/DKUTEIHOCT HA NPOYUYBAHETO
OposAT nauneHTH, KOMTOo € TpAdBasIo 1a ObaaT JieKyBaHK, 3a /1a Ce NPEIOTBPATH €WH CMbPTEH Cyuai
OT CbPAEUHO-CHIA0B MHUMIEHT WM XOCIUTAIM3aLMs 32 JIEYEHHE HA ChP/IeYHAa HE0CTATLYHOCT, e 14,
CberaBHara KpaiiHa TOYKa OT CMBPTHOCT, €3 3HaYeHHE HA NPUYHUHATA, WK [TbPBA XOCIIUTAIN3ALIUS
3a XCH cbL1o nokaspa 3HauMma peyKuus B rpynara Ha kanaecaprad, HR 0,80 (95% CI: 0,70 no
0,92, p=0,001). Ta3u kpaiina Touka ce ycraHoBsBa 1npu 36,6% ot naumeHTure Ha kanaecaprat (95%

Cl: 33,7 n0 39.7) u 42,7% ot naumenrure Ha niauebo (95% CI: 39,6 no 45,8), kato
abcomotHara pasnuka e 6,0% (95% CI: 10,3 no 1,8). M npu 1Bata KOMIOHEHTa Ha Ta3u CbCTaBHA
KpaiHa Touka — CMbPTHOCT M 3a00neBaemocT (xocnuranusauus 3a XCH), nauuure rosopsr 3a
OnaronpustHuTe eeKTH Ha KanaecapTaH. JIedeHHeTo ¢ KaH/iecapTat LHIEKCETHII BOJIM 10
nopodpenue 1o orHouenue Ha Gynkunonanuus kiac no NYHA (p=0,008).

B CHARM-Added chcraBHara KpaiiHa TOUKa OT ChbpPEYHO-CbI0BA CMBPTHOCT WIIK [ThpPBA
xocnuranuzauus 3a XCH noka3ssa 3HauMma peyKuus 3a KkanjecapraH B cpaBHeHue ¢ rauebo, HR
0,85 (95% CI: 0,75 no 0,96, p=0,011). ToBa choTBeTCTBA HAa pejlaTUBHA peyKUMs HA pUcKa oT 15%.
Ta3u kpaiina Touka e yctaHoBeHa npu 37,9% ot naumenture Ha kaunecapran (95% CI: 35,2 no 40.6)
1 42.3% or naunenTure Ha ruauebo (95% Cl: 39,6 10 45,1), karo abconorHara pasnuka e 4,4% (95%

I.CI: 8.2 no 0,6). 3a usanara npoAbIDKMTENIHOCT HA NPOYYBAHETO OPOAT NaLMeHTH, KOMTO TpsOBa na
Obaar JleKyBaHH 3a /1a Ce NPeoTBPATH EHH CM]:pTCH cnyqaﬁ oT cxpnequo csaos MHLMICHT WK

um,pmocr 0e3 3HauyeHne Ha NPUYMHATA WK [ThPBA XOCIH' I‘dJ]PI3duM}| 3a XCH, cbi1o nokassa
3HAYMMa peyKuua B rpynara Ha kanaecaprad, HR 0,87 (95% CI: 0,78 no 0,98, p=0,021). Tazu - ‘
KpaiiHa Touka e ycraHoseHa npu 42,2% ot nauneHTure Ha kanaecapran (95% CI: 39,5 no 45 0) A A5 >
46,1% ot nauuenrure Ha niauebo (95% CI: 43,4 no 48.9), karo aGcostoTHara pasiuka e 9/q (95%
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.CL: 7,8 10 0.1). M aBaTa KOMIIOHEHTa HA T€3H CHCTABHM KPAHHH TOUKH — CMBPTHOCT H
3abonesaemoct (xocnuranusaunn 3a XCH), nonpunacsr 3a 6naronpustuure edexru Ha kanjecapran.
JleueHneTo ¢ KanaecapTaH LHIICKCETHII BOJAM 10 N0A00OpEHHE 10 OTHOIIEHHE Ha (DYHKIIMOHAIHUS KJ1ac
no NYHA (p=0.020).

B CHARM-Preserved He ce noCTHra CTaTHCTHYECKH 3HAYMMA PELYKLIMA 110 OTHOLIEHHE Ha
ChCTaBHATA KpaiiHa TOUKA OT ChbPAEYHO-ChI0BA CMBPTHOCT WM ITbpBa Xocnuraausaums 3a XCH, HR
0,89 (95% CI: 0,77 no 1,03, p=0,118).

CmbprHOCTTa, GE3 3Ha4eHne Ha MPUYMHATA, HE NMOKA3BA CTATHCTHUYECKH 3HAYMMM PA3THYMs, KOTaTo ce
M3CJIe/1Ba NOOT/IEIIHO BbB BCAKO OT TpUTe npoyusanus CHARM. OGaue, cvbprHocTTa 6€3 3Hauenue
Ha NPUYMHATA, € OLeHeHa Cbilo B cOopuu nonynauun — CHARM-Alternative » CHARM-Added. HR
0.88 (95% CI: 0,79 10 0,98, p=0,018, kakto u BbB BeHukuTe TpH npoyusanus, HR 0,91 (95% CI: 0.83
1o 1,00, p=0,055).

braronpusthuTe eekt Ha KaHecapTaH nokaspat cTabuIHOCT Ge3 3HaYeHHe OT Bb3pacTTa, 1oia 1
CBHIBTCTBALLOTO sievenue. Kanaecapran e epexTuBen M NpH NaunenTH, pUeMall eIHOBPEMEHHO
Gera-6i10kepu 1 ACE uHXMOMTOPH, KaTO GnaronpustHusT edekt ce noctura 6e3 3nauenue nanu
nauuerTure npuemar ACE uuxuburopa B npenopbuanata B phbKOBOACTBATA 3a JIEYEHHE TapreTHa
n03a.

[1pu naunentn ¢ XCH 1 orpanuuena iesokamepha cuctosna yHkums (Gppakumus Ha M3Tiacksase ot
nsasa kamepa, LVEF < 40%) kanjgecapran noHH»Kasa CUCTEMHATA Ch10BA PE3UCTEHTHOCT M
6e104po6HOTO KaNWISAPHO HaNAraHe HA BKIMHABAHE, OBUILIABA MJ1A3MEHATA PEHHHOBA AKTUBHOCT W
KOHLEHTPaUMsATa Ha aHrHoTeH3uH 1l 1 noHnxkasa HUBATa HA AI10CTEPOHA.

5.2 PapMaKOKHHETHYHH CBOMCTBA

Pezopbyusi u pasnpeoenenue

Ciiea nepopasieH npuem KauiecapTaH LHIEKCETHII CE NPEBPbILA B AKTHBHOTO BELLECTBO KaH/JecapTaH.
Cnien npuem Ha nepopalieH pa3sTBOp Ha KaHJecapTaH wiiekceTHs abcomoTHaTa GHOHATIMYHOCT Ha
Kanaecaprat e npubiusurento 40%. B cpaBHeHHe Che ChIMs NEpopasieH pa3TBOp, OTHOCHTENHATA
OuoHann4HocT Ha Tabnetkure e npubansuTenHo 34% ¢ MUHMMasIHA BapHaGHIHOCT. Cnenosaresnno,
ouaksanara abcomorna Gnonannunoct Ha tabnerkure e 14%. Cpenata MMKOBa ru1asmMeHa
KOHUeHTpauus (Cmax) ce noctura 3-4 yaca cien npuema Ha tabnerkara. [ Liasmenara KOHLIEHTpaLUs
Ha KaHaecapTaH HapacTBa JIMHEHHO C MOBHILIABAHE HA /103aTa B PAMKHTE HA TEPAaneBTHYHUS MHTEPBAJI.
He ca nabimoaasanu pazinuus BbB HapMakOKMHETHKATA HA KAHAECAPTAH B 3aBUCHMOCT OT 11014,
[Lrowra noa kpusara nuasmena konuenTpaums — speme (AUC) Ha kanzecapraH He ce noBiusiBa
3HAYMMO OT IPUEMA HA XpaHa.

Kanzecapran ce cBbp3Ba BbB BUCOKA CTENEH C Ma3MeHnTe nporennn (Han 99%). [pusnanust oGem
Ha pasnpe/iesieHie Ha Kanaecapras e 0,1 1/kg.

buoHasiMuHoCTTa Ha KaH/E€CapTaH HE CE NOBJIMABA OT [IPUEMA HA XpaHa.

buompanchopmayus u enumunupane

Kannecaprau ce elMMUHHPa NPEIMMHO HEIPOMEHEH C YPHHATA M #UTBUHUS COK, KATO CAMO B MAJIKa
CTEIEH Ce eIMMHHMPa upe3 YepHoApoOHa Tpancdopmauus (CYP2C9). Or nanuunuTe npoyusanms

3a B3aMMOJIEHCTBUA HAMA JaHHH 3a edekT Bbpxy CYP2C9 u CYP3A4. Bb3 ocHoBa Ha in vitro .
JaHHHUTE HE CE 04AKBA /N VIVO J1a HACTBIIN B3AHMO/EHCTBHE C JIEKAPCTBA, YHETO MeTabOIM3MPaHE
3aBMCH OT H30eH3MMUTE Ha uMTOXpoM P450 CYP1A2, CYP2A6, CYP2C9, CYP2C19, CYP2D6,.
CYP2E1 nan CYP3A4. TepMUHAIHUAT 110J1y/KHBOT Ha KaHaecapTad e npubausurento 9 £
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MHOI'OKpPAaTEH NpHEM HE KyMYyJinpa.

TorannusT niasmen KIMpbHC Ha Kanaecaprat e okono 0,37 ml/min/kg, npu 6u6peuen KiupbHe

ok0:10 0,19 ml/min/kg. bbOpeuHOTO eIMMHHMpPaHE HA KaHIECAPTaH Ce OChLUECTBABA KAKTO Ype3

rjomMepyiHa GUATpaLMs, Taka W upe3 akTuBHa TyOyiHa cekpeuns. Clies nepopaien npuem Ha
14

mapkupad ¢ C KaHjecapTaH LMJIEKCETHII C ypUHATA ce eKCKpeTHpa npubansurento 26% or
MpHeTaTa 1033 KaTo KaHaecapTaH 1 7% KaTto HeakTuBeH MeTabosIuT, 10KaTo BbB (eleca ce OTKpUBaT
npubausuTenHo 56% or no3zara karo kanaecaprad u 10% kato HeakTMBeH MeTaboIINT.

DapmakoKuHemuka 6 CneUHaIHY NonyJaalnuu

B cpaBHenue ¢ Miasn Xopa, Npy NauMeHTH B crapyecka Bb3pact (Haa 65 roaman) Cmaxu AUC ce
MOBULIABAT CHOTBETHO ¢ npubmnsnrento 50% u 80%. Obaue, cien npunoxena no3a Kapaecapr
MOBJIHABAHETO HA APTEPHAIIHOTO HAISTAHE W PA3BUTHETO HA HEXKEJIAHH PEAKIIMK Ca CXO/IHH NpH
MJIa/IM MALMEHTH U TAKUBA B CTapyecka Bb3pacT (BXK. Touka 4.2).

B cpaBHeHue ¢ naumMeHTH ¢ HopmasiHa 6b0peyuHa (GyHKUMS, TPH MHOTOKPATEH NPUEM OT NALMEHTH C
JIEKO J10 yMEpPEHO TexkKo 6bOpeuno yBpexiane, Cmax v AUC Ha KaHecapraH ce noBuiIaBat
CbOTBETHO C npubau3utento 50% u 70%, Ho t: He ce nosausasa. CbOTBETHHTE NPOMEHM MPH
NaMEeHTH C TeXKO ObOpeuHo yBpexkaane ca cboTBeTHO npubausurento 50% u 110%. [pu
NAaLUMEHTH ¢ TEXKKO OBOPEUHO yBpekK/1aHe TEPMHHAIHUAT t: pubin3uTento ce yasossa. AUC ua
KaHAeCcapTaH MpH MauMeHTH Ha XeMO/IMaJIM3a € CXO/IHA C Ta3H MPH NaLMEeHTH ¢ TeXKo ObOpeuno
yBpEX/IaHe.

B nBe KIMHUYHM NPOYYBAHMSA, KATO M B /IBETE Ca BKJIKOYEHM MALIMEHTH C JIEKO /10 YMEPEHO TEXKKO
4epHOAPOOHO yBpeXKIaHe, ce yCTaHoBsABA noBuinasane Ha cpeanata AUC Ha kanaecapraH — ¢
npubnmzurenyo 20% B eanoto npoyusate u 80% B apyroro npoyusane(sx. Touka 4.2). Jluncsa onur
IPH NALMEHTH C TEXKO HYEPHOAPOOHO yBpexKIaHe.

5.3 Ipeakaunnynu JanHH 32 0e3onacHoct

[lpy KIMHUYHO NPUIOKHMH 103 HAMA JaHHU 33 a0HOPMHA CHCTEMHA TOKCHYHOCT MJIM TOKCHYHOCT
Ha TapreTHUTE Opraiy. B npeakaMHuyHUTE NpoyuBanus 3a 6€3011aCHOCT KaH1ecapTaH BbB BUCOKH
11034 OKa3Ba BIIMSIHUE BbPXY ObOpeLmnTe U BbpXy €pUTPOLIMTHUTE [10KA3ATENH [IPH MULLKH, [LUIbXOBE,
Kyuera ¥ Maiimynu. Kanaecapra npeaussuksa noHWKaBaHe Ha EPUTPOLIMTHHUTE rokasatenu (6poii Ha
EpUTPOLIMTHTE, XeMOIJI00MH, XeMaToKpuT). Kannecapran unayuupa edexru Bbpxy 6bu6peuunre (kato
uHTepcTHLMalieH HedpuT, TyOysiHa aunatauus, 6a3oduiaHo ouseTsBaHe Ha TyOy/IMTe; NOBUIIABAHE HA
IJIa3MEHUTE KOHLIEHTPALIMK HA YPes U KPeaTHMHUH), KOUTO MOXKE /1a Ca B CJIE/ICTBHE HA
XMIIOTEH3UBHUS MYy eeKT, Boel 10 npomsaHa Ha ObOpeunara nepdysus. B njonbinenue,
KaHecapTaH MHIyLMpa Xunepruiasus/xuneprpodus Ha lokcrarioMepyinure kierkd. Cmsra ce, ye
TE3W NPOMEHH Ce b/DKAT Ha (PapMaKOIOrHYHOTO AeHCTBYE Ha Kanaecapran. M3rnexna, ye npu xopa,
MpH TEPANEBTHYHHN 1031 KaH/1eCapTaH, XMNepIuiazusata/Xuneprpodusara Ha IOKCTarIoMepy IHUTE
KJIETKHU HE € KIMHUYHO 3HaYuMma.

B kbcHuTE cpokoBe Ha OpemeHHocTTa € Habuo1aBaHa (herajina TOKCHUHOCT (BXK. Touka 4.6).

JlaHHuTE OT in Vifro v in vivo nNpoy4BaHUsATa 3a MyTareHHOCT MOKa3BaT, Y€ B yCJIOBHUSTA HA
KJIMHUYMHOTO NPUJIOKEHHE KaHECapTaH HAMa MyTareHHa WK KJ1IaCTOreHHa aKTHBHOCT.

Hsima nanuu 3a KapUHHOI€HHOCT.
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6. DAPMANEBTHYHHU JIAHHHU
6.1 CHucbK HA HOMONIHHTC BEIECTBA

XHWJIPOCKUITPOITHIILE/Y103a
Jlakro3a MoHOXM/IpAT

[lapeBruno Huiecre
Jlnernnenrankonos MoHoeTueTep
Maruesues creapar

Kenesen okeu/l vepsen

6.2 HecnBmecrumocTn

He e npunoxkumo.

6.3 Cpoxk na roauocr

2 FOJIMHH

6.4 Cnennajinu YCIOBHH HA CbXpaHeHue

Jla ce cuxpansisa npu temieparypa noj 30 'C.

6.5 Jlannwm 3a onakoBKara
Beekn PVC/Al Ginetep ewviibpika 10 Tabnerku.

Besika kytust enabpika 30 tabieTiu.

6.6 Wnerpykuns 3a npuiokenne u chxpanenne

Heusnonssanusr MPOLYKT WK OTHAAbYHIHTE Marepuain oT Hero TPHGBH Jla CC M3XBLPIISIT B
CBOTBCTCTBHUEC C MCCTHHUTC U3UCKBAHMA.

Ts HPHATEXATEJI HA PASPEINIEHUETO 3AYIIOTPEBA

~Yaiikaapma Bucokokauectsenure Jlekapersa™ AJ|
Oyn.” I'"M.Jlumurpos™Ne|

rp. Cocust 1172, buarapus

Tes.: +359 2 962 54 54

(hake: +359 2 9603 703

e-mail: tchaika@tchaikapharma.com

8. HOMEP HA PASPEIHIEHHUETO 3A YIIOTPEBA

9. JAATA HA PEI'MCTPAIIASI/ TIPEPHT UCPATIMSI

10. JAATA HA AKTYAJIUBUPAHE HA TEKCTA
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