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1. HUME HA JIEKAPCTBEHMUSA ITPOAYKT

KanTab 8 mg tabnerku
Cantab 8 mg tablets

2. KAYECTBEH H KOJIMYECTBEH CbCTAB

Bcesika Tabnerka ceabpka 8 mg kaHaecapTaH uwiekceTun (candesartan cilexetil).
[loMolIHH BelllecTBa ¢ U3BECTHO JieHCcTBHE: BCsika TabsieTka cpabpka 100,025 mg nakro3a MOHOXHIpAT
(lactose monohydrate).

3a MbJHMS CITUCHK HA MOMOLIHUTE BelllecTBa, Bx. Touka 6.1.

3. JJEKAPCTBEHA ©®OPMA
Tabnerka.

TeMHOpO30BH KpBIUIM TaOJIETKH C JEJHTENHA YepTa OT eaHaTa cTpaHa M joroto Ha HobGen ®apma ot

Jpyrara.
Tabnerkara Moxe na 6bae pazaesieHa Ha JBe paBHH MOJIOBHHH.

4. KJIMHUYHU JAHHHU

4.1 TepaneBTHYHH NOKA3AHHSA

KaHTab e mokazaH 3a:
e JleyeHue Ha eCeHUMANIHA XMUITEPTOHUS NPH Bb3PACTHH.
e JleueHue Ha apTepHanHa XUINIEPTOHUS MPH JeLla H IOHOLLHU Ha Bb3pacT OT 6 10 <18 roauHH.

¢ JleueHue Ha Bb3PACTHHU MALMEHTH CbC ChP/I€YHA HEIOCTATLYHOCT U HapyllleHa JIeBOKaMepHa
cuctosiHa pyHkuus (ppakuusa Ha U3TIacKBaHe Ha JisBa kamepa < 40%) KaTo JONnbJHEHHE KbM
JICYEHHUETO C HHXHOUTOPH Ha aHTMOTEH3UH-KOHBepTHpallus eH3UM (ACE uHXuOuTOpH) UK npH
HenmoHOCUMOCT KbM ACE uHxubutopure (Bxk. Touka 5.1).

4.2 Jlo3MpOBKA H HAYHH HA NPHJIOMKEHHE

Jlo3upoBKa IpY apTepUaiHa XUIIEPTOHHUS

[IpenopbuBaHaTa HayajHa n03a M oOUyaiiHaTa nojabpikaiua A03a Ha KaHTtab € 8 mg eaqHOKpaTHO
JHEBHO.

O6uyaliHO aHTHUXHUIEPTEH3UBHUS €(PEKT Ce MMOCTUra B pPAMKHUTE Ha 4 CeIMHUILIH.

B 3aBUCHMOCT OT MOBJIMSIBAHETO HAa APTEPUATHOTO HAJISIraHe, TepanusTa € Bb3MOXHO J1a Obe
KOpUIrdpaHa, KaTo o3aTa Moxe aa Objae noBruieHa oT 16 mg 10 32 mg eAHOKpaTHO JAHEBHO.

Ilayuenmu 6 cmapuecka év3pacm
[Ipu maureHTH B CTapuecKa Bb3pacT HE € HEOOXO0AUMa KOPEKLIMS HAa HayaJlHaTa J03a.

Ilayuenmu ¢ Hamanen ebmpecvoo8 obem
Hayanna no3a or 4 mg MOXe /1a ce uMa npeaBHA NPU PUCKOBH 3a pa3BUTHE HA XHUITOTOHHUS l‘;ﬂuHeHTH
KaTo HarpuMep TaKkuBa C eBEHTYaJIHO 00eMHO u34yeprnBaHe (Bxk. Touka 4.4). -




Ilayuenmu ¢ 6vbpeuno yepeacoane

[Ipu naueHTH ¢ 6HOpeUHO yBpeXKaaHe WM Ha XeMOIMaHu3a, Ha4yanHata no3a € 4 mg. Jlosara Tpsabsa
Ja ce TUTPHpPA B 3aBHCHMOCT OT TEpPaNeBTHIHHSA OTTOBOP.

ONHMTHT NPH NALKMEHTH ¢ MHOTO TeXKa WIH TepMUHANHA 6b0pedHa HelocTaThYHOCT (Cl < 15 mi/min) e
orpaHMvcH (BX. Touxa 4.4).

Iayuenmu ¢ weprodpobro yepexcoane
[Tpu naLMeHTH ¢ 1Ko J0 YMEPEHO YepHOAPOoOHO YBpeXKIaHe NpenopEYBaHATa HavallHa 103a € 4 mg
eJHOKPaTHO AHeBHO. Jo3ara Moxe a Ob/Jie KOPUIHpaHa B 3aBUCHMOCT OT TE€PANeBTUYHHA OTTOBOP.

[Ipn NALMEHTH C TEXKO YepHOApoOHO yBpexaaHe W/HWIH xonecTasa Kaurab € npornBonokasaH (BX.
TO4KH 4.3 1 5.2).

Yeproxooicu nayuenmu

[Tpy 4EpHOKOXKK MALlHEHTH aHTHXKIEPTEH3UBHUA eeKT Ha KaHAecapTaH € 110-cnabo n3paseH, OTKONKOTO
MpH He-9epHOKOKH nanueHTH. Cne0BaTeNHO NMPH YePHOKOXKH NALMEHTH, B CPABHEHHE C He-1EPHOKOXKH
flallUEHTH, 33 NOCTHIaHe Ha KOHTPOJI Ha apTEPMAIROTO HAlsraHe MOXe Nno-4e€cTo Aa Ce Hajara

BB3XOAALIO THTPHpaHe Ha fo3aTa Ha KaHTab » eAHOBPEMEHHO NPWIAraHUTE NEKApPCTBEHH NMPOAYKTH (BXK.
Touka 5.1).

[leouampuuna nonyaayus

Heya u onowu na evzpacm om 6 0o <18 zoounu.
[TpeniopbunTEnHaTa Ha4anHa 103a € 4 mg BEAHBK JHEBHO.

o [TaumeHTH ¢ TenecHo Tersao < 50 kg: Ilpn nanueHTn, 9MeTo apTepUaTHO HANATaHe € 101 ajleKBaTeH
KOHTpOJN, J03aTa MoXxe Aa Oble MOBUIIEHA 0 MAKCHMYM 8 mg BEAHBXK AHEBHO.

e [TauueHnTn ¢ TenecHo terno = 50 kg: [py nauneHTH, YHETO apTEpHANHO HAIATAHE € NOA aleKBaTEH
KOHTPOJ1, J03ara MOKE 2a Obje MoBUILIEHA 10 MaKCUMYM 8 mg BEAHBXK JHEBHO, CNE/l KOETO, aKo
TOBA € HeoOX0AuMO — o 16 mg BeAHBK AHEBHO (BXK. To4YKa 5.1).

Jlo3upoBKH Ha 32 mg He ca MpOY4YBaHH NMpU NEANATPHYHH NALHEHTH.
OcCHOBHATA 4acCT OT aHTUXHIEPTEH3HBHUA €(eKT Ce pasrpbilia A0 4 CeAMHLH.

ITpy Aena ¢ Bb3IMOXKHO BETPECHIOBO OOEMHO H3UEPNBaHE (HANP. NALMEHTH IEKYBAHH C AMYPETHLM,
ocobeno Takupa ¢ HapyuieHa OLOpeuHa yHkuma), neyeHuero ¢ Kanrab tpabea ce npopexaa noa cTporo

MENMIMHCKO HaBMoaeHHe U cleiBa a ce oOChAH Mo-HICKA HavallHa fgo3a OoT oOH4adiHaTa (BXK. TOYka
4.4).

KaHTab He e npoyyBaH NpH J€Ha ¢hC CKOPOCT Ha IyMepyaHa ¢untpauus nmog 30 ml/min/1,73 m? (Bx.
Touka 4.4).

UepHoxoacu neduampuunu nayuenmiu

I[Tpy 4epHOKOXH MEANATPUYHYU MALHEHTH aHTUXHIICPTEH3HBHHA edeKT Ha KaHRecapTaH € no-cnado
M3pa3eH, OTKOJIKOTO NMPH HE-4ePHOKOXM MALMEHTH (BXK. TouKa 5.1).

Heya na ev3zpacm om 1 0o < 6 200unu
¢ BesonacHOCTTa M eeKTHBHOCTTA NMPH I€11a Ha BB3pacT OT | A0 < 6 roAMHH HE Ca YCTaHOBEHH.
HanuaHuTe 10 MOMEHTA JJaHHM Ca ONMHCAHHU B TO4Ka 3.1, HO IMpenopbKH

MoOrar aa Opaar aaaeHH.




¢ KanTab e MpoTHBOMOKA3aH NPH Aella Ha Bh3pacT noA | roamHa (BxX. Touka 4.3).

E{EHEQBKH. NnpH ChpAcYHa HENOCTATEYHOCT

ObuyaliHaTa npenopbYNTEIHA Ha4aTHA 1032 Ha KanTab € 4 mg eqHokpaTHO HEBHO. Br3xonamoro
THTpHpaHe 10 TapreTHarta A03a oT 32 mg eAHOKpaTHO JHEBHO (MaKCHMANHa J103a) UK I0 MaKCHMaTHaTa
NOHOCHMA JI03a C€ OCBIIECTBABA Upe3 YABOABAHE HA A03aTa Npe3 MEPHOAH OT IOHE 2 ceaMHULIM (BXK. TOYKa
4.4). OnieHKaTa Ha NalMEHTH CbC ChPACYHA HEAOCTATHYHOCT BHHATH TPAOBA Ja BKJITIOYBA OLICHKa Ha
O6nOpeuHaTa GyHKIMSA, BKTIOUMTENTHO MOHHTOPHPAHE HA KpeaTHHA H kanus B cepyma. KaHTab Moxe Ja ce
MpHiIara ¢ ApyTH CpeACTRa 3a JIEYEHHE Ha ChpAeYHa HeAOCTAaTEYHOCT, BKMOUHTETHO ACE mHxuburopu,
OeTa-OnokepH, IHYPETHLH KM ChPACYHH [THKO3WAH, KAKTO U ¢ KOMOHHALIHY OT Te3H JCKAPCTBCHH
NMPOAYKTH.

KomOuHauuaTa ot ACE nHxubuTOp, Kanui-chbXpaHABalll AHYPETHK (HAIp.CIHPOHONAKTOH) H KaHTab He
ce nMpenopbYBa M CleBa a C€ MMa NpEeABHA CaMo cliel BHHMAaTe/THa OLICHKa Ha NMOTECHIHATHHTE MONA3H H
pUCKORe (BIDK ToukHU 4.4, 4.8 u 5.1).

Cneyuannu nonyrayuu nayueHmu

[IpH naluMeHTH B CTapuecka BH3pacT WIH NPH NallMeHTH ¢ HaMalleH BETPeChA0B obeM, ¢ 6u6peyHo
YBpEKAAHE HNY C NeKO 0 YMEPEHO TEXKO 4EPHOJIPOOHO yBpekaHe, He € HeoOXoAuMa KOPEKLMs Ha
HayaTHaTa J103a.

ITeduampuuna nonyaayus

BesonmacHocTTa ¥ erkacHocTTa Ha KanTab 3a neueHHe Ha Chp/ieHA HEAOCTATHYHOCT HE €a YCTAaHOBEHH
TIpM Jeua Ha Bb3pacT Ao 18 roguHu. HsiMa HanmuyHu AaHHH.

HauuH_Ha OpUNoKEHUE

I[lepopanHo.
Kantab Tpabpa na ce npHemMa ¢AHOKPaTHO JHEBHO ¢ WiIH 6e3 XpaHa.
bnoHanM4yHocTTa Ha KaHTad He ce moBnMABa OT MPHEMa HA XpaHa.

4.3 IlpoTuBOnOKa3aHHA

CBpBXYYBCTBHTENHOCT KBM KaHAECAPTaH LHISKCETH WIH KbM HAKOE OT [TIOMOIIHUTE BEILIECTBA,
H30poeHH B Touka 6.1.

Bropu ¥ TpeTH TpUMECTEP Ha OpeMEHHOCTTA (BX. TOYKH 4.4 U 4.6).

Texxo yepHOAPOOHO yBpeXAaHe /WK XOJecTasa.

Jena Ha Bb3pacT nof 1 roguHa (BXx. Touka 3.3).

4.4 ChneusaJHn npeaynpexacHHA U NpeAnasHR MEpPKH NpH ynoTpeba

bvbpeuro yepexcoane

KaxTo np jeueHHe ¢ Apyru CpeacTBa, KOUTO HHXUOUpAT pEHHH-aHTHOTEH3IMH-AJIIOCTEPOHOBATA
cHCTEMa, M NpH JiedeHHe ¢ KaxnTad Morar aa ce o4yakBaT nmpoMeHH B ObOpeunara ¢gyHKLMA NPH
YYBCTBHTECITHH NALMEHTH.

Koraro Kanrtab ce H3non3Ba npH NauyeHTH ¢ apTepHanHa XHICpTOHUA H 6B0peuHy yB
0C00EeHO BaXXHO Aa C€ W3BBPIIBA NEPHOAHYHO MOHHUTOPHPAHE HA HHBATA Ha CEP
CEpYMHHA KalnH.




ONMTET IpY NaLUHEHTH ¢ MHOTO TEXKA WK TepMUHanHa 6p6peuna HenoctaThuHOCT (Cl < 15 ml/min) e
orpaHuueH. [Ipn Te3n nauMenTH Ao3ata Ha Kanrab Tpsabsa j1a ce THTpHMpa BHMMATENHO, CBC CTPHKTEH
KOHTPOJI Ha apTEpHATHOTO HaNATaHE.

OLeHKaTa Ha NMalMEHTH ChC ChpJIeYHa HEAOCTAThYHOCT TpaOBa fa BKIIOYBA NEPHOANYHA OLCHKA HA
OnOpeunara QyHKIMA, 0cOOEHO NMPH NALMEHTH B CTapuecka Bh3pacT Haj 75 FOAMHH, KaKTo ¥ NpH
nanueHTH ¢ 0u0peuHo yepexaane. [Ipy TuTpHpaHe Ha Jjo3aTa Ha KaHTab ce npenops4ysa MOHHTOPHpaHe
Ha CEpYMHMA KpeaTHHHH H CEpyMHH% Kanuil. B KTMHHYHATE NpOYYBAHHA Ha MALMEHTH ChC ChpACYHA
HEJI0CTAaTHLYHOCT He Ca BKIIOYBAHH IMALMEHTH ChC CEpyMeEH KpeaTUHHH Haza 265 umol/l (> 3 mg/dl).

Ynompeba npu neduampuyunu nayuesmy, gRIIOYUMENHO U nayuenmu ¢ 6vbpeyrno yepexcoane
KaHTa6 He e mpoy4BaH npH Aeua ChC CKOPOCT Ha rmyMepy.Ha Gurrpanua noa 30 ml/min/1,73 m? (ex.
TouKa 4.2).

Kombunupara mepanusi ¢ ACE unxubumop npu CopoeyHa HegocmamuyHocm
PuCKBT OT pasBHTHE Ha HeXeJTaHH peaklHK, 0co0eHo HapylueHHe Ha 6bOpeuHaTa PyHKUMA H

XHIIEPKATHEMHA, MOXE J]a C€ MOBKILK Npy npunoxeHne Ha Kaurad B komObuHauus ¢ ACE nuxnburop
(Bx. Touka 4.8). ITaupenture Ha NogoOHO NeYeHne TpAGBa Aa c€ MOHHUTOPHPAT [IEPMAHEHTHO U

BHUMATCIIHO.

Xemoouaausa

I1o BpeMe Ha nHanU3a apTEPHATIHOTO HAJATAHE MOXE J1a € 0coOeHOo YyBCTBUTENHO KM AT -
pelienTopHarta 010Kkaa B pe3y/ITaT Ha NOHWKABAHETO Ha TUTa3MEHUA 00EM H aKTHBMPAHETO HA PCHUH-
aHI'MOTEHIUH-ATIOCTEPOHOBATa CHcTeMa. CneaoBaTENHO NPH NaLMEHTH Ha XxeMoauanu3a, Kanrab tpabsa
Aa ¢e THTPHPAa MHOTO BHUMATENMHO, IPH CTPHKTEH KOHTPOJI Ha apTEPHATHOTO HAAraHe.

Cmenoza na bvbpewnama apmepus

JlekapCTBEHHTE NPOAYKTH, KOUTO NMOBIMABAT PEHHUH-aHIHOTCHIUH-AIZIOCTEPOHOBATA CHCTEMA,
BKJIIOYHTENHO U aHTHoTeH3HH Il peuentopruTe anTaroHucTy (AIIPA), MoraT aa npeax3BUKaT
NOBHUILABAHE HA HUBATA HA KPBHBHATA Ypes ¥ CEPYMHHMA XPEATHHHH NPH NalMEHTH ¢ AByCTPaHHa CTEHO3a
Ha 6L0peyHaTa apTepusa WM Che cTeHO3a Ha OBOpeyHa apTepus Ha eAMHCTREH OLOpeEK.

Bvbpeuna mpancnnaumayun
Jiuncea onUT Mo OTHOIIEHHE Ha NpunoxeHneTo Ha KaHTab npy NalMeRTH ¢ HAaCKOpO W3BBpIIEHA

OBnOpedHa TpaHCTUIAHTALINA.

Xunomonus

Ilo Bpeme Ha neyeHreTro ¢ KaHTad Ha MalMeHTH ChC ChPACYHA HEAOCTATHYHOCT € BE3MOXHO Ja ce
pa3BHE XUITOTOHMA. TakaBa MOXeE J1a Ce pa3BHE W NMPH MALMEHTH ¢ XHNEPTOHHA, HO C BRTPECHAOBO
00eMHO H34YepnBaHe — KATO HANMPUMED MALMEHTH Ha JICYCHUE C ANYPETHUH BbB BHCOKH 03H. [1pH
3aMoYBaHEe Ha JieyeHHeTo TpAbBa Oa ce NOaXoXkAa ¢ MOBHILIEHO BHUMAaHKE, KaTo TpAORa /1a ce HanpaBH
OITHAT 33 KOPCKLIUA Ha XUMTOBOACMMATA.

[Tpu peua ¢ BbIMOXKHO BETPECHA0BO 00EMHO M3UEpNBaHe (HaMp. NALMEHTH, IEKYBaHH ¢ JHYpPEeTHLH,
ocobeHo TakuBa ¢ HapymeHa 650peuna ¢pyHkiug), nedennero ¢ Kanrab tpabea na ce uHuIMHUpa Nox
CTPOTO MEANLIMHCKO HaOmIoAcHHE U Aa ce OOMHUCIH MO-HACKA HaYaNHA 034 OT oduyaiiHaTa (BX. TO4YKa

4.2).

Arnecmesun u onepayuu
ITpu mauKeHTH, KOKTO ca IEKYBAHH ¢ aHTKOTEH3HH [I pellemTOpHUATE aHTArOHH
aHeCTe3Ms M olepalliA € Bh3MOXKHA XMITOTOHHA 1nopaau 610kaa Ha peHUH-¢




anaoCcTepoOHOBaTa cucTeMa. MHOro pAako, XMIOTOHMATa MOXE Aa € TeXKKa M 1a H3UCKBA HHTPABEHO3HH
BJIMBAHHA W/IUIH NPHIIOXKEHHE HAa Ba3OMpPECOpH.

Cmenoaa na aopmuama u Mumpanxama krana (cbcmyxkmusHa xunepmpogusna kapouomMuonamus)
KakTo u npy npwioxeHHe Ha APYrd Ba3oAWNaTaTOPH, MPH MAIHEHTH CTPAJAIIH OT XEMOAHHAMHYHO
3Ha4yKMMa aOpTHA WIM MHUTPaJHa CTEHO3a, WIH OT OOCTPYKTHBHA XHNEPTPODHHIHA KAPAHOMHOIIATHSA, Ce
npenopr4Ba Mpy JeyeHueto ¢ Kanrab aa ce noaxoxaa ¢bC CrneuyaitHo BHHMaHHE.

Ilvpeuven xunepaidocmepoHuIbM

Kato uano, nauHeHTHTE ¢ MbPBHYECH XHIIEPANAOCTEPOHH3LM HE CE NOBIKABAT OT AHTHXHIIEPTEHIHBHUTE
NleKapCTBEHH NPOLYKTH AeHCTBAILM Ype3 HHXNOMpaHe Ha pCHHUH-aHTHOTCH3UH-AI0CTEPOHOBATA CHCTEMA.
[Nopaay ToRa ynorpebarara Ha KanTal B Ta3y nomysnaius He ce npenopsysa.

Xunepxanuemun

EnsoBpeMEeHHOTO NpiioKeHne Ha Kantab ¢ kamui-chXpaHaBally AUYPETHIIM, KANHEBH N00aBKH,
3aMECTHTEIIM Ha roTBapCKara CoJl, ChAbPKALY KATHHA, WK ApYTH JICKAPCTBEHH NPOAYKTH, KOUTO MOTaT
[a MOBHILAT CTOHHOCTUTE Ha Kanua (Hamp. XeMapuH), MOXe J1a X0BEAE 1O [NOBULIABAHE HA CEPYMHUA
Kanuif Ha MallHeHTH ¢ apTepyanHa xurnepronys. [Ipu HeobxoaumocT Tpabea ce npeanpuemMe
MOHHMTOpPHpaHE Ha CEpYMHHA KaTui.

I1pn nexyBaHuTe ¢ KanTad naiueHTH ¢bC ChpACYHA HEAOCTATLYHOCT MOXKE Aa CE Ppa3BHUE XHIIEpKalMHeMHs.
IpenopbuBa ce NEPHOAHYHO MOHHTOpHpaHe Ha cepyMHnsA Kanui. KomOunanua or ACE nnxubnrop,
KATHH-ChXpaHABAaLl AHYPETHK (Hanp. cnupoHONakToH) K Kanrald He ce npenopbyBa. Takasa koMOMHaUNA
MOXe Ja c€ UMa MpeABH] CaMO ClIE] BHUMATE/IHA OLICHKA HA NOTEHUMATHHTE NOJI3H U PUCKOBE.

Obwiu
[Mpy NauMeHTH, YHATO CBAOB TOHYC H OBLOpeYHa PYHKUMA 3aBUCAT INABHO OT aKTHBHOCTTA HA PEHMH-

AHTHOTEH3WH-AIR0CTCPOHOBATA CUCTEMa (HATIp. MALIMEHTH ¢ TEXKA 3acTOMHA ChpAECYHA HEAOCTATHYHOCT
WM noanexatio 6u0peuHo 3abondaBaHe, BKITIOYHTEIHO CTeHo3a Ha OLOpeyHaTa aprepus), IEHEHHETO ¢
APYTH NEKapCTBEHM NPOAYKTH, IOBJIHABALLM Ta3H CHCTEMA, CE€ CBBP3Ba C OCTPpa XMITIOTOHHA, a30TEMMHA,
OJIMTYPHA M PAAKO ocTpa 6b0peuHa HenoCTaTbYHOCT. BepoaTHOCTTA OT pa3sBuTHE Ha NOA00EH edeKT npH
npunoxeHue Ha AIIPA He Moxe a ce H3KmouH. KakTo npH NpHnoKeHHe Ha KOETO U 1a €
AHTUXHIIEPTEH3UBHO CPEACTBO, MPEKOMEPHOTO MTOHIDKABAHE HA APTEPHATHOTO HajlAraHe Npy NalMeHTH ¢
HcxeMHYHa O0NEeCT Ha ChPLIETO WIH HCXEMHYHA MO3BYHO-CBI0BA HONECT MOXe Aa IOBE/E /10 pa3BHTHE Ha
WH}pAPKT Ha MHOKApJia WIIH HHCYIT.

AHTHXHNIEPTEH3NBHUAT edeKT Ha KaHaecapTal MOXe J1a ObAe NOTEHLMPAH OT APYI'H NOHKWKABAIIH
apTepHanHOTO HalAraHe JIeKapCcTBEHH NPOAYKTH, €3 3HaueHune Jany ca IpeanHCcaiH KaTo
AaHTHXHIICPTCH3WBHHY WIH 10 APYIH NOKa3aHu4.

KanTa6 cbabppxa J1akTo3a MOHOXHAPAT.
TTaiMeHTH ¢ penxd HaceACTBEHU NpobieMH Ha HEMTOHOCHMOCT KbM ManakTo3Ha HEMOHOCUMOCT, Laap
NAKTO3eH AePHUNT HIH rMoKo30 — ranakro3Ha mManabcopbums, He TpaOBa Xa NMpHEMAT TO3H JIEKAPCTBEH

NPOAYKT.

bpemennocm
[lo BpemMe Ha 6pemeHHOCT He TpAOBa na ce npwiara JeucHue ¢ ANrnoTeH3uH I penenTopHH aHTaroHNCTH
(AIIPA). OcBeH ako npoawTkaBaHeTo Ha JieueHueTo ¢ AIIPA He ce cMATa 3a XXKM3HEHOBAXKHO, NPH
NaLMeHTKHATE, KONTO CMATAT Ja 3abpeMeHeT, TpsaOBa fa ce MpeMUHE KbM JICYEHHE C aNTEPHATHBHO
AHTHXHUIEPTEH3UBHO CPEACTBO, KOETO € ¢ YCTAHOBEH NMpo¢Hn Ha He3onacHoCT 3a Y
bpemerHocT. [Ipy ycranossaBane Ha OpeMeHHOCT, nedeHHeTo ¢ AIIPA Tpsabpa 1
aKo € YMECTHO, J1a C€ 3aoYyHe ANTEPHATUBHO NeueHHE (BXK. Touku 4.3 H 4.6).




[TpH naumeHTKH CNel CieA MEHapXe BEPOATHOCTTA 33 OpeMEHHOCT TpAOBa 1a ¢e NpoBepsABa PEAOBHO.
Tpabsa na ce napa peaosHa HHGOPMALIMA H/HIHK Aa ce NPEANPHEMAT MEPKH 3a IIPENOTBPATABAHE HA PHCKA
33 eKCMO3HLKA [0 BpeMe Ha OpeMeHHOCT (BXK. TOUKH 4.3 H 4.0).

4.5 BianmoaeficTRHE ¢ IPYIH JEKAPCTBeHH NPOAYKTH U ApYrH GOpMH Ha B3IaHMOAeHCTBHE

CrenuHeHMATa, H3CNeABaHH B KIWHHYHH $apMAKOKHHETHYHHM NPOY4BAHMA, BKTHOUBAT
XHAPOXNOPOTHA3UA, BapdapHH, JHTOKCHH, NEPOPATHH KOHTPALIEITTUBY (Hamp.

eTHHUIECTpaZHoIL/ TIeBOHOPrecTpen), rnubeHKnamMu, HueaMnHH | eHananpun. He ca ycraHOBeHH
KAHHHYHO 3HAYHMH ($apMaKOKHMHETHYHH B3aHMOJCHCTBHA € TE3H IEKAPCTBEHH NTPORXYKTH.

[Ipy eAHOBPEMEHHOTO MPHIIOKEHHE ¢ KANMA-ChbXpaHABalLY AMYPETULH, KaTHeBH N00aBKH, 3aMECTHTENH
Ha roTBapCcKaTa Coll, ChAbPXalllM Kanni, WM ZpYry JIEKapCTBEHH NPONYKTH (Hanp. XenapuH) Moxe Aa
OBHIIH CTOMHOCTHTE Ha cepyMHMA Kanui. [Ipyn HeobxoauMOCT TpsadBa ce nmpeanpueMe MOHHTOpHpaHe
Ha CEpYMHHS Kanuii (Bx. To4ka 4.4).

[Ipu enHoBpeMeHHOTO NpunoxeHue Ha nUTHHA ¢ ACE unxuburopy uma cnollicHus 3a oOpaTuMo
NOBHINABAHE HA CEPYMHATA KOHLICHTpALIMA H TOKCUYHOCTTA Ha NHUTHA. CXoeH eeKT MoXe Ja ce pa3BHe
H npu npuiaoxeHue ¢ AIIPA. Ilopanu Topa, NpWIOKEHUETO HA KaHAECapTaH C JIHTHH, HE ce NMpenopbY4Ba.
Ako KOMOHHALMATA Ce OKake HeoOxoanMa, ce NpenoperyBa CTPUKTHO MOHHTOPHpPAHE Ha CepyMHaTa
KOHUEHTPAWMA Ha JIHTHA.

EnHoBpeMEHHOTO NPUN0KEeHHE HA AHTHOTEH3HH 1l peuenTopHH aHTarOHKCTH ¢ HECTCPOHAHH
NpoTHBOBB3NANUTENHH cpercTBa (NSAID) (T1.e.cenekTusHM uHxuOHTOpY Ha COX-2 , aneTuncantuuunosa
kucenuHa (>3 g/aHeBHO) ¥ HecenekTHBHH NSAID)), aHTHXHIIEPTEHIUBHUAT €PEeKT MOXKE 1A HaMasIee.

Kakto v npu npunoxeHue Ha ACE nHxubnuTopH, eAHOBpeMeHHOTO NpunoxeHue Ha AIIPA n NSAID
MOKe J1a IOBele A0 NOBUILIABaHEe HA PHCKa 32 BoilaBaHe Ha 6b0peuHaTa QyHKUKS, BKIIOYUTEIHO H 33
pa3BUTHE Ha ocTpa 6b6peyHa HEJOCTATEUHOCT, U 33 NOBHIIIABAHE HUBATA HA CEPYMHHA Kanuii, ocobeHo
NpH NaLXEHTH B cTapyecka Bh3pacT. [JlauuenTure Tpabpa aa ObaaT XBapaTHpaHH B AOCTAaTHYHA CTENEH H
TpAGBa Ja ¢ OOMHCIH MOHUTOpUpaHe Ha OBOpeuHaTa GyHKIUMA ¢rel 3anoYBaHe Ha CBIThTCTBALLO
JIEYEHNE, KAKTO U MEPHOANYHO CHE]] TOBA.

Ileduampuuna nonynrayus
ITpoyuBaHMs 32 B3AHMORCHCTBUATA Ca [TPOBEXKLAHH CaMO ITPH Bb3PACTHH.

4.6 DepruanTer, bpeMeHHOCT H KbpMeHe

bpemennocm

He ce npenopbyba npyeMa Ha AHFHOTEH3HH ] peuenTopHH aHTaroHHCTH Npe3 MbpPBHA TPHMECTBP OT
6pemenHocTTa (BX. TOUKa 4.4). [To BpeMe Ha BTOpUSA H TPETHA TPUMECTHP Ha OpEMEHHOCTTa NpUEMa Ha
AHIHoTeH3MH Il pellenrTopHH aHTaroHKCTH € MPOTHBONOKAa3aH (BX. TOUKH 4.3 H 4.4).

EnuaeMHONOrMYHATE JaHHH, KACaellld PHCKA OT TepaToreHeH edext cnen npueM Ha ACE unuxuOuTop
pe3 IbPBHUA TPHMECTHP OT OPEMEHHOCTTA He ¢a €AHO3HAYHH; BCE NAK HE MOXE /1a Ce H3KIIHOYH JIEKO
NOBMLIABaHE Ha PUCKA. MaKap Ja HAMa KOHTPONHPAHH ENMHACMHOIOIHYHH JaKHH, KacaellH
npueM Ha AIIPA, npu To3H kiac ekapcTBa MOXE [a ChLIIECTBY BA 110a00eH pHCK 3¢
NpoabKaBaHeTO Ha nedeHuero ¢ AIIPA He ce cMsTa 32 )KH3HEHOBAXHO, NpH
Bb3HAMEpABAT Aa 3a0peMeHesT, TpAOBa Aa ¢ NpeMHHE KbM JICUEHHE C ANTEp




aHTUXHMIIEPTEH3UBHO CPEACTBO, KOETO MMa YCTaHOBER Npodun Ha Ge30nacHOCT 3a YnoTpeda no BpeMe Ha
6pemennocT. [Ipu ycraHopaBaHe Ha OpemMeHHoCT neueHuero ¢ AIIPA tpabBa aa ce cnpe He3abaBHO H, ako
€ YMECTHO, Ja C¢ 3aM0YHE ATTEPHATHBHO JICYCHHE.

U3pecTHO e, 4e excnozuumaTa Ha AIIPA npe3 BTOpHSA ¥ TpeTUA TPUMECTHP Ha OpeMEHHOCTTa HMa
deroroxcHueH edexT (HamaneHa 6p0peyuHara ¢yHKIMA, ONUTOXHIPAMHHOH, 3abaBeHa OCHHKaLMA Ha
yepenHMUTE KOCTH) H HEOHATANHA TOKCHYHOCT (0BOpeuHa HEAOCTATHYHOCT, XHITOTOHHA,
xenepKanueMus ) (Bx.ToukH 4.3 u 4.4).

[lpu excnosznuna Ha AIIPA cnen Ha4wanoTo Ha BTOPHA TPUMECTHP Ha OPEMEHHOCTTA, Ce MPENoph4Ba
exorpagcka oueHka Ha Ob6peuHara GyHKIMA U CBCTOAHHETO HA YEPETTHHTE YEIHCTH,

KspMauera, uuuTo Maiiku ca npuemany AIIPA,Tpa6Ba na ca non HenocpeacTseHo HabmoneHue 3a
pa3BUTHE Ha XUITOTOHUA (BXK. TOUKH 4.3 U 4.4).

Kvpmene

[Monexe nuncea HHGopMaLa, kacaeia ynorpedata Ha KaHtab no BpeMe Ha KbpMEHE, NPIIOKEHHETO Ha
Kantab He ce npenopbusa, H € 3a PEANOYHTaHe JICYEHHE ¢ aAJITEPHATHBHH JIEKAPCTBEHH CPEACTBA, KOHTO
MMAaT YCTaHOBeH nmpodi Ha 6e30MacHOCT NIPU KbPMEHE, 0CODEHO NTPH KbPMEHE Ha HOBOPOACHO NIIH
HEAOHOCEHO KbpMaye.

4.7 EdexkTH BBpXY cnocofHocTTA 3a todHpane K pabora ¢ MALIHNHH
He ca npopexaaqu npoyusaHus 3a e(eKTUTE Ha KaHAeCapTaH BbPXY CNOocoOHOCTTa 3a odHpaHe 1

paboTa ¢ MamuHU. Bee nax TpsadBa fa ce B3eMe 110/1 BHHMAHHUE, Y€ TOHAKOra NO BPEME HA JICUCHHETO ¢
KanTtab e Bp3MOXKHa NMOABAa HA 3aMAgHOCT HJIM OTIIATHATIOCT.

4.8 Hexenanu neKapcTBEeHH PEAKIIHH

Jleuenue Ha apmepuania XunepmoHus

HexenaHuTe peakilii OT KOHTPOJIMPAHHTE KIHHHYHH MPOYUBaHHA c€a JIEKH Y NMPEXOAHM, KaTo obulara
JECTOTA Ha Pa3BHTHC Ha HEXCIIAHH CcHOHNTHSA HEe NOKa3Ba 3aBHCUMOCT OT J03aTa HJIH BB3pacCTTa.
CrHpaHeTo Ha IEYEHHETO TIOPAAN PA3BHTHE Ha HEXKENAHM pPeaKiliy € CXOIHO 33 KaH/leCapTaH LIAIEKCETHIT
(3,1%) n nnauebo (3,2 %).

B cOopHusA aHaNH3 Ha JAHHATE OT KJIMHWYHMTE NPOYUBaHWA NPH NAlLMEHTH ¢ apTepHATHA XHITEPTOHNA,
HEeKeNaHUTE peakIMH MPH KaHaecapTaH LIeKCEeTH ce IePHHHpaT Bb3 OCHOBA Ha YeCcToTaTa Ha
HexXeNnaH ChbOHUTHA NIPH NMpHEM Ha KaHOecapTaH LMACKCETH, No-BUCOKa ¢ NoHe 1% or HabnionaBaHaTa
npH npueM Ha raue6o. Mo Tasu gedpuHUILMA Hall-yecTo CboOIABaHUTE HEXETaHH PeakIHH ¢a
3aMaiiBaHe/BEPTHTO, raBoOOTHE W HHPEKIIMH Ha TUXaTeAHHTE MbTHIIA,

B nanenHata tabnuua no-gony ca MpeACTaBeHH HEXENAHHUTE peakitiHi OT KITHHHYHKATE NPOYYBAHHA H
MOCTMAPKETHHIOBHA OTIMT.




CHCTEeMHO-OPraHeH KJIac

YecT1OoT2

HexenaHa peaKkiUHs

HUudexunn n uadecraimu Yectu JluxarenHy MHQEKUNH
Hapymenns Ha KpbBTa K MHoOro peaku JleBKONEHHUA, HEYTPONICHUA H
| muM¢HAaTa cHCTeMa | | arpaHy/I0LIMTO3a _
Hapymerus Ha MeTabonuiMa H MHOro penkH XunepkanueMus, XHIIOHATPUEMHA
| XpaHeHeTO .
HapymeHnus Ha HepBHaTa YectH 3amaiisane/BepTro, riasobonne
CHCTEMA
PecnupaTopHM, IPLIHH H MHoro peaxu Kamnuua
_MEAMACTHHAIHH HapylueHHS _
CromalHO-4peBHH HapylleHHsa | MHoro penku I'anene
Xenaro — OUNHApHH HapyuleHHa | MHoro peakH [ToBHILIaBaHE Ha YEPHOAPOOHHTE
¢H3UMH, OTKJIOHEHHKA B
yepHoApoOHaTa QYHKIHA WA XeNaTHT
' HapyluieHHs Ha KoXaTa U MHoro peaku AHrHoenem, oOpHB, ypTHKapHA,
NIOAKOXHATa THKaH - NpypHUTYC
Hapyuienusa Ha MyCKYTHO- MHoro peaxu Bonku B repda, apTpanrus, MUANTHSL
CKEJETHATA CHCTEMA U
CheAHHHUTEIHATA ThKaH | _
Hapyuwienus Ha 656penure H Muoro peaxu Br6peuHo yBpexkaaHe, BKIIIOUHUTEIIHO

ITHKOYHHTE IIBTHILA

OpOpeuHa HEAOCTATHLUHOCT NPH
YYBCTBHTEJIHH MIALMEHTH {BXK. TOYKA

4.4)

Jlabopamopnu pesyamamu

Karo nano Kantab HAMa KIIMHHYHO 3HAUHMH edeKTH BhpXY PYTHHHHTE 1adOpaTOpHH NOKA3aTENH.
KonkoTo 1o ApyrH HHXHOUTOPH HA PEHWH—AHTHOTECH3IMH-AIZOCTEPOHOBATA CHCTEMA, HAOMONaBaHH Ca
CTyuyald Ha JIeKO TIOHIKaBaHe Ha XeMornoOuHa. [Ipu naunenTy ¢ 666peyHo yBpexaaHe obaye ce
NpEeNnopbYBa NEPUOANYHO MOHUTOPUpAHE Ha CTOHHOCTHTE Ha KanHii H KpeaTHHHH B CEpyMa.

Ileduampuyna nonyaayua

Be30onacHOCTTa Ha KaHAECAPTAH LIWIECKCETHI € IPOCIEAABaHa B X04a Ha 4-CSIMHYHO KIUHUYHO
MPOYYBaHE 3a OLIEHKA Ha e)MKACHOCTTA H €JHONOUIIHO OTKPUTO MpoyyBaHe NpH 255 neua U I0HOIIN Ha
BB3pacT oT 6 Ao <18 roawHM ¢ aprepHanHa Xunepronus (Bx. Touka 5.1). B MouTH BCHUKM CHCTEMHO-
OpraHHH KJIAaCOBE, YeCTOTATa Ha HeXeJJaHUTE JIEKApCTBEHU PeaKlUH NpH ACLA € B TPAHHLIMTE Ha
YeCTHTE/HEUECTHTE HEXENaHH PeakiMK, Bhnpekn, ve Mo XapakTep H TeXECT HEXXETaHUTE JICKapCTBEHH
peakliMH ca CXOJHH C T€3H MpPH Bb3PACTHH MALUMEHTH, [IPH AEATA H KOHOUIMTE HeXENAHUTE JICKAPCTBCHH

pEaKIIMK ¢a ¢ MO-BUCOKA YECTOTa, 0cOOEHO HIO Ce Kacae 3a:

o ['naBobonuero, 3aMaiiBaHeTO H HHPEKLIMHUTE Ha NOPHUTE AMXATEIHH MBTHILA €a ,,MHOTO YeCTH"
(t.e. =1/10) npn neuara u ,,yectn” (=1/100 po <1/10) npu Br3pacTHHTE.

¢ Kamnunara e ,,MHoro decta* (t.e. >1/10) npu neuara u ,,MHoro paaka* (<1/10 000) npu

Bb3pPaCTHHTE.

e O6puBbT € ,9ect” (1.€. >1/100 no <1/10) npu neuara 1 ,,MHOTO PAABK"

Bb3PaCcTHUTE.




o X UmepKaTHeMHATa, XHMIOHATPHEMHATA U OTKIIOHEHHATA B YepHOApoObHaTa pyHKIMA ca ,,HeuecTH™
(=1/1 000 mo <1/100) npu neuata ¥ ,,MHoro paaxu“ (<1/10 000) npu pr3pacTHUTE.

e [IpH Aena cHHycOBaTA aPUTMHA, HazoGapUHTHTLT H XHNEpIHpEKcHATa ca ,,yectr” (>1/100 po
<1/10), a oprodapuHreanHata bonka - ,,MHOTO uecta“ (T.¢. >1/10), a 11pH BE3pacTHHTE HE Ca
CHODIABAHM HHUTO €HA OT TE€3H HEeXelaHH peakuuy, Te obaye ca BpeMEHHH K LIHPOKO
pasnpocTpaHeHU OCTCKH 3a00/ABaHHA.

LsnoctHuaT npodun Ha 6€301acHOCT HA KAHAECAPTAH LIIEKCETHI NTPH NEAHATPHYHH NALHEHTH HE ce
pasiiyaBa 3SHAYHTENHO OT npoduna Ha Oe30MacHOCT NMPH BE3PACTHHTE.

Jleuenue Ha cvpoeuna HedocmamuvyHocm

[TpodHunsT HA HEeXENAHUTE peakuuu Ha KaHTad rpu pp3pacTHH NMaNKEHTH ChC CHPACYHA HENOCTATBYHOCT

3ABHCH OCHOBHO OT 3PaBOCNIOBHOTO ChCTOAHHME Ha ITALMEHTHTE H € B CLOTBETCTBHE ¢ apMaKoNOrHATa

Ha JIEKApPCTBOTO.

Haii-uecTo ¢chobLMaBaHRTE HEXENAHH peakLiy ¢a XHIepKalueMus, XUIIoTOHUA ¥ Ob0peuHO YBpeXaaHe.

TsaxHaTaTa YeCTOoTa € [I0-BHCOKa MPH MalieHTH Ha Bh3pacT HaA 70 roguMHK, NauHeHTy ¢ guaber win
TAKHBA, KOUTO ca MPHEMANK APYTH JICKAPCTBEHU NPOAYKTH, MOBIHIBALLM PpEHHH-aHIHOTEH3HH-
an0CTEPOHOBATA CHCTEMA, B HacTHOCT ALIE HHXHOHTOPH WHITH CTMPOHONAKTOH.

B Tabnuuara no-nony ca NpeicTABeHN HEXENaHUTE PeakLMU OT KIMHHYHHUTE NTPOYYBAHHA H

NOCTMAPKCTUHIOBHUA OITHT,

CHCTeMHO-0pPTaHeH KJac YecToTa Hexe1aHa peakins
HapymeHnns Ha KpBBTa H Muoro peaku JleBkoneHus, HEYTPONCHUS H
| TumMdHaTa CHCTEMA _| arpaHyJIoLHTO32
Hapymenus Ha metabonusma u Yectu XunepkanueMus
XpaHEeHeTo
| MHoro peaxu | XHNOHATpHEMHA
Hapymenns Ha HepBHata cucteMa | MHoro peliku 3amatiBpane, raasoDonMe
F PecniupaTopHH, IPBHAHU U MHoro peaku Kaununua
MEIHACTHHAIHH HapYIICHHA
ChaoBH HapYIICHHA Yectu _| XHNOTOHHA
CToMallHO-YpEBHHN HapYIIEHUA MHoro peaku I'aneHe
XenaTo — OUHapHH HapyLIECHHA | Muoro peaKu [loBuinaBane Ha YEPHOAPOOHUTE
€H3UMM, OTKIIOHCHHA B
| yepHOApoOHaTa GYHKIUHNA WIN XEMaTHT
HapyieHus Ha KOXKaTa U MHoro peaku AHruoeneM, oOpHB, YPTUKaAPHA,
NMOAKOXHATA ThKaH - . IIPYPHTYC
HapyiieHus Ha MyCKYJIHO- MHoro penku bonku B rbpba, aprpanrus, MHanrus
CKeJIETHATA CHCTEMA H
CheOUHUTEIHATA THKaH A
HapyumeHus na 6n6peunre u MHoro peaku br6peuHo yBpexiaHe, BKTIOUYHTEIHO
MUKOYHHUTE ITBTHILA Ob0OpeyHa HeIOCTATBLYHOCT NPH
YYBCTBHTETHH NMALMEHTH (BX. TOUKA
4.4)




Jlabopamopru pesyamamu

XunepkatyeMnusa B 6s0pedHO YBpeKAaHe ce pa3BHBAT Y€CTO ITPH NMAaLMENTH, NeKyBaHH ¢ Kanrad no
noxKasaHHe ,,ChpAeuHa HepocTaTbyHOCT . [Ipenopruna ce NEpHOAHYHO MOHHTOPHPAaHEe HA KPpEaTUHHHA H
Kanni B cepyMa (Bx. TouKa 4.4).

Crobl1apaHe Ha MOAO3NPAHH HEXENAHU peaKlMH
Cro6maBaHeTo Ha NOAO3UpaHH HEXENaHH PeaklMM Cliel paspellaBaHe 3a ynoTpeda Ha JIEeKapCTBEHNA

NPOAYKT € BaxHo. ToBa Mo3Bo/AABa Aa NPOALIDKH HabMOAEHHETO Ha CHLOTHOLIEHHETO T10J138/PHCK 3
JIEKApCTBEHUA NMPOAYKT. OT MEAULMHCKUTE CIICLIHATHCTH C€ H3UCKBA Ja ChOoOIIaBaT BCAKa N0A03HpaHa
HE)KeNaHa peaKia JUPeKTHO Ha ManpnHuTenHa areHuMs no nekaperpara (MAJD):

yn. HamsH I'pyeB Ne8
1303 Codus
Ten. +359 2 8903417

en. noma: bda@bda.bg
yebGcealit: www.bda.bg

4.9 Ilpeaosnpane
Cumnmomu

OCHOBHMTE NIPOABH Ha MMPEAO3KPpaHe € BepOoATHO Aa 6baT cUMIITOMaTHYHA XMIOTOHHMA UM 3aMaiipane. B
eIHHUYHHU CHLOOLIECHHA 3a Cyyad Ha npeao3npade (1o 672 mg kasaecaTpas LMNEKCETHN)
Bb3CTAHOBABAHETO IIPH BBb3PACTHHTE MALIMEHTH € OUIIO rIajko.

Ioeedenue

B cnyuadi Ha cHMIOTOMAaTHYHA XMNIOTOHHA, TpsAOBa Ja ce 3ano4yHe CHMIITOMATHYHA ¥ MOAABpXKalla
Tepanus H Aa ce CIEAAT XKHIHeHUTe noka3sareny. [TauneHTsT TpAdBa fa ce MoCTaBy B JIETHANO
nonoxeHMe, no rpuo, ¢ NOBANIHATH JOAHM KPaHHULK. 3a NOBULLIABAHE HA MIA3MEHHA 00EM € NMOAXOAALIO
BNMBAHETO HA M30TOHWYEH PAa3TBOP Ha HATPHEB XJIOPHA. AKO H3OpOSHHTE MEPKH HE Ca JOCTaThUHH,
MOTaT fa C€ NPWIOKAT CHMIIATHKOMHUMETHLIH.

KanpecapTaH MIeKCEeTHT He ¢e eITMMHHHMPA OT OpraHU3Ma Ype3 XeMOANaliu3a.

5. ®GAPMAKOJOI'NMYHH CBOHUCTBA

5.1 <dapmakoaHHAMHYHH CBOHCTBRA

dapMakoTepaneBTHYHa Ipyna: AHTHOTeH3HH Il aHTarOHHCTH, CaMOCTOSTETHO
ATC xox: CO9CAD6

MexaHH3BM Ha AelCTBHE

KanpecapraH € aHTaroHUCT Ha aHTHOTEH3HH lI.
AnrvoreH3nH Il € oCHOBHHA Ba30aKTHBEH XOPMOH OT PEHHH-aHT'HOTEH3INH-AIOCTEPOHOBATE CUCTEMA H
HMa pOJIA B NaTOHHUIROIOTHATA Ha apTepHANIHaTa XHNEPTOHHA, ChPAECYHATA HENOCTATHHYHOCT H APYTH
CBHPACYHO-CHAOBH HAPYILIEHNA, KaKTO Y B NMAaTOr¢He3aTa Ha TEpMUHANHATA OpraHHa xuneprpodus.
OCHOBHHTE PHU3IHONOTHYHM edeKTH Ha aHTHOTEeH3MH ], kKaTo Ba30KOHCTPYKLMS, CTUMYJIAlMA Ha
alJIoOCTEpOHOBAaTa CEKpelMA, perylauus Ha BOJHO-COJIEBaTa XOME0OCTa3a U CTUMYJIalHe
pacTexX, ce MeIUUpaT upes peuernrropa ot 1 Tan (AT1).

(dapMakoauHaMUUHY edeKTH



KangecapraH e npo/iekapeTso, MOAXOAALIO 3a NepopanHa ynorpeba. B npoueca Ha pesopbums B
racTPOMHTECTHHATHHIA TPAKT, KaHACCApTaH LIWIEKCETHN C€ XHAPOAH3HPa A0 AKTHBHOTO BEIIECTBO
kanzecaptal. Kanaecaptan e AIIPA, cenextuseH cnpsiMo AT1 peuentopure, KOMTO c¢ CBbP3Ba 3APaBo H
6apHO ce ocBobOXKAaBa OT peuenropa. Tolf HSMa aroHHCTHYHA aKTHBHOCT.

Kannecaprad ve uHxnoupa ACE, koifTo KOHBepTHpa aHrMOTeH3HH | B aHrHoTeH3uH Il u pasrpaxaa
6panukapauna. He okaspa Bu3aeiicteie Bepxy ACE u He noTeHuMpa AeicTBHETO Ha OpaAHKapIvH 1
cy6eranums P. B xOHTponHpaHy KIMHHYHY NpOY4BaHHA, cpaBHaBalM KaHaecapTal ¢ ACE uHxnburopy,
MIPH NOTYYABALLKTE KAHACCAPTAH LWIEKCETH NALMEHTH HYeCTOTaTa Ha Pa3BHTHE Ha KallFIMLA € NMO-HHCKA.
KanpecapTaH He ce CBBP3Ba KbM M He MHXHOMpa ApYrH XOPMOHAITHH PENENTOPK WIH HOHHH KaHAIH, 32
KOMTO € H3BECTHO, Y€ €A OT 3HAYCHHKE 33 ChPACYHO-ChAOBATA perylauns. AHTarOHH3IbBM CIIPAMO
peuentopurte 3a aarnoteHsuH [1 (AT1) soau no A0303aBHCHMO NIOBHIIIABAHE Ha TUTA3MECHUTE HUBA Ha
peHHHA, aHrHoTeH3HH | u anrdorensnd 11 H NoHWKaBaHe Ha MIA3MEHATA KOHLIEHTPALIMA Ha aNOCTEPOHa.

KnuHugHa eheKTHBHOCT H 6€30MacHOCT

XunepmoHus

Ilpn XHNEPTOHKA KaHAEcapTaH OCHIYpABa J0303aBUCHMA NPOIB/DKHTENHA PeXyKLHA Ha apTEPHaNHOTO
HaNAraHe. AHTHXHIICPTEH3UBHUAT €(EKT Ha KAHACCAPTaH Ce NMposABABA YpPe3 CHCTEMHO MOHIKABAHE Ha
nepHdepHOTO CHNPOTHBIIEHHE §€e3 pedIeXTOPHO NOBHIIABAHE HA CHPAEYHATA 4ecTOTa. HiAMa naHHH 3a
CepHO3HA XHUIIOTOHMA Clle] PHEMa HA ITbPBaTa J03a WIH 3a 0OPATHMOCT Cllel CMTHPAHE Ha JICYCHUETO.

HauanoTo Ha aHTHXHNEPTEH3UBHUA eeKT Ha KaHecapTaH LMNEKceTn ce Habnionaga 1o 2 yaca cneq
npreMa Ha eIHOKpaTHa Ao3a. IIpu NpoAB/DKUTENHO JIEYEHHE OCHOBHHUAT AN OT MOHKEHHETO Ha
apTePUATTHOTO HANAraHe [PH NPHEM, Ha KOATO H Aa € 1033, 0OUKHOBEHO C€ IIOCTHUIAa B PAMKHTE Ha 4
(4eTHpH) CEAMMLIM K Ce 3aAbPXKa NPH ABIrOCTOYHO NeyeHue. Ha 6asaTa Ha npoBeeH METa-aHaIU3 e
yCTAHOBEHO, Y€ CPEIHUA JOMBAHHUTENCH epeKT Ha MOBHILIAHE HA eJHOKpaTHATa AHEBHA 032 oT 16 mg Ha
32 mg enHOKPATHO AHEBHO € MaTLK. Karo ce B3eMe NpeABH ¥ HHTEPUHIWBHIYANHATA BEpHabuIHOCT,
NpH HAKOM MALMEHTH MOXeE Ja Ce O4aKBa €eKT, HAXXBBPIIAL CPEAHHS.

I[TpH eIHOKpaTeH JHEBEH IPHEM, KAHAECAPTAH LIIEKCETHA OCHIYPABA €(PEKTUBHO H PABHOMEPHO
[TOHHXXABAHE HA APTEPHANHOTO HAIANaHE B paMKUTE Ha 24 yaca. B paMkHTe Ha JO30BHA HHTEPBan CE
HabogaBa Malka pa3jiuKa Mexay MakcuManHusa eexT U epexTa B Kpasd Ha K030BUA HHTEpRal. B ase
paHAOMU3HPAHH ABOAHO-CIENH IPOYYBAHHA €A H3CNEABAHM AHTHXHIECPTEH3HBHHUA €PEKT H
[IOHOCHMOCTTa Ha KaHJecapTaH H JocapraH npu oo 1 268 nmauueHTH ¢ neka 10 YMEPEHO TekKKa
aprepHanta xunepronns. [Ipu npueM Ha kaHaecapTaH UHNEKCETHN 32 mg eIHOKPAaTHO THEBHO,
pPeNYKLHATA HA apTePHAIHOTO HAJNIAraHe B Kpasl Ha Ro30BHA MHTepBan ¢ ¢ 13,1/10, 5 mmHg
(cucronuo/auacronHo) M ¢ 10,0/8,7 mmHg npu npuem Ha 100 mg nocapraH Kanui eIHOKpPaTHO OHEBHO
(pa3nHKa B peAyKLHMATa Ha apTepuHanHoTo HangraHe 3,1/1,8 mmHg, p<0,0001/p<0,0001).

KoMOHHaumMsTa Ha KaHJlecapTaH IIUIEKCETIWI ¢ XHAPOXJIOPOTHA3HA NPEIH3IBUKBA AINTHBEH €(eKT
OTHOCHO ITOHMKABAHE Ha apTEPHATTHOTO HAIAraHE.

[ToTeHUMpaHe HA AHTHXHKIEpTeH3MBHUA edexT ce HabmoaaBa U NMpH KOMOHHAUMA Ha KaHJecapTaH
[IMIEKCETHT C AMJIOJIMIIKH WIH ¢enoMUIHH.

JlexapcTBEHHTE NPOIYKTH, KOUTO OIOKHPAT peHHH-aHTHOTEH3HH-ANIA0CTEPOHOBATA CUCTEMA (CBIIO TaKa
M KaHIecapTaH) HMaT mo-ciab edexT npH 4€pHOKOXH NALMEHTH, KOUTO 00HualfHO ca HHCKO peHHHOBA
ronyjalua. B oTkpuTo npoy4ysaHe Ha KTUHHYHHA ONHUT IIpH 5 156 MalMeHTH ¢ AMACTONIHA XHIIEPTOHNA,
peAYKUMATA HA apTepHaNHOTO HandraHe € CUrHHgHkaHTHO No-ciabo u3paseHa npu YeprokoxH (14,4/10,3
mmHg), 0OTKONKOTO NpH He-uepHOokoXH nauneHTH (19,0/12,7 mmHg , p<0,0001/p<0,0001).

Kannecapran noeviuaBa 050peyHrs KpbBOTOK WM HAMA €EKT BBPXY CKOPOCTTA HA ITIOMEPYNHaTa

duATpaLHd, WK A MOBHILABA, JOKaTo O6B0peyHaTa ChAORA PEIUCTEHTHOCT M PriTRauHONRa-QipaKIH ce
NOHHKABAT. B TpH MeceMHO KIIMHUYHO MPOYYBaHe NIPH MaUHEHTH ¢ apTepHa A XRUAPTC dupSaxapeH
avaber THI 2 ¢ MUKpOQATOYMHHYPHS, aHTUXUMIICPTEH3UBHOTO JICYCHHE ¢ KajfCeaApTam [IUICRe TS

12




HAMa/IBa eKCKPELIMATA Ha AT6YMMH B ypHHaTa (ChoTHOLIEHHE anOyMHH/KpeaTHHHH, cpeaHo 30%, 95%
CI 15-42%).
HsMa gaHH# 3a edekTa Ha KaHOecapTaH BbPXY NporpecHsTa Ha avaberHara HedponaTus.

EdexTHTe Ha KaHaecapTaH uunekceTwl npH 8-16 mg eanokpaTHa AHEBHA 1033, BLPXY CbpACYHO-
chAOBaTa 3a60/1€BAEMOCT H CMBPTHOCT, €A OLEHEHH IIPH YETHPH MOHIIHO PaHAOMH3AHPAHO KIMHHYHO
npoyusane ¢ 4 937 naumeHTH B crapyecka B3pact (70-89 roauny; 21% na prapact 80 wnu noseue
rOAMHHK) C IeKa A0 YMEPEHO TeXKa XHNEPTOHWA, npocneassaHy cpeano 3,7 roaunu. (IIpoyusane BbpXy
KOTHUTHBHHTE CIIOCOOHOCTTH M POrHo3a IIpH NALMEHTH B cTapiecka Bb3pacT (Study on Cognition and
Prognosis in the Elderly)). [NauueHTHTE Ca npueMany KaHAecapTaH WIIEKCETH WK M1auedo, B
xkoMOuHaLNg (MpHM HEOOXOAHMOCT) ¢ APYro aHTUXHUNEPTEHIUBHO CPENCTBO. APTEPHANHOTO HallATaHe
MOKa3Ba NoHHXKaBaHe oT 167/90 no 149/82 mmHg B KoHTponHata rpyna u ot 166/90 no 145/80 mmHg B
rpymnara Ha KaHAecapTaH.

[To oTHOLLIEHKE HA TEPBHYHATA KpaiiHa TOUKA — 3HAYHMH ChpACHHO-CHAOBH CHONTHA (CHPAEYHO-CHAOBA
CMBPTHOCT, HedaTalleH HHCYNT U HedaTaneH UHQAPKT Ha MHOKAp/a), HAMa CTATHCTHYECKH 3HAMHMA
pasnuka. B rpynara Ha kanaecapraH crbutuaTa ca 26,7 Ha 1000 nauuenTo-roausu cpeuty 30,0 csburin
na 1000 nauMeHTO-roAMHM B KOHTPONHATa rpyna (oTHocureneH puck 0,89,95% CL 0,75 no 1,06, p=0,19)

ITeduampuuna nonynayus — apmepuaniia xunepmonun

AHTHXMNEPTEH3HBHHTE e()eKTH Ha KaHAECAPTAH Ca OLEHCHH NPH JeLia ¢ apTepHanHa XHNepTOHHA Ha
Bb3pacT oT | A0 < 6 roguuu 1 ot 6 7o <17 roaAMHH B ABEe paHAOMH3HMPaHH, ABOHHO-CIIENH,
MHOTI'OLIEHTPOBH, 4-CEAMKYHH [POYUBAHHUA 32 ONpeleNifHE Ha A030BHA 00XBaT.

Ilpu neua Ha BB3pacT oT | o < 6 roauHn, 93 naiuenTn, 74% ot xouTo ca ¢ 61L0peuno 3abossiBase, ca
paHAOMHU3MPAHH [1a [10/1yYaBaT npe3 ycraTa CyclieH3ua kanaecaprad wanekcerwn 0,05; 0,20 unu 0,40
mg/kg BeIHbX AHeBHO. OCHOBHHAT METO/ 3a aHAJIW3 € Bb3 OCHOBA HA HAKJIOHA HA KpHBaTa Ha
3aBHCHMOCTTA Ha CHCTONHOTO aprepranHo HandraHe (CAH) ot no3ara. 3a TpUTE TO3HPOBKH Ha
kaHaecapraH imnekcetw1 CAH n apacronnoro aprepranio Hanarane (JIAH) mokassar noHwkenue ¢
6,0/5,2 no 12,0/0,11 mmHg B cpaBHeHHe ¢ H3XOAHHTE cToMHOCTU. Thil KaTo JIMICBA rpyna Ha nauedo,
AeicTBUTENHATA BEJIHYHHA HA €eKTa BLPXY apTepUallHOTO HANATAHE 0CTABA HECUTYPHA, KOSTO NPaBH
TPYAHO H3BHPUIBAHETO Ha 3aKTIOUHTENHA Oll6HKA Ha ChOTHOLICHUETO N0JI3a/PHUCK B TA3H Bb3PacToBa

rpyma.

ITpy meua Ha BB3pacT oT 6 A0 < 17 roguny, 240 nauHeHTH ca paHAOMH3HPaHH B CboTHowmeHne 1:2:2:2, 3a
7ia moTydasaT nauebo, HHCKa, CpellHa MY BUCOKa 032 KaHaecapTaH uuinexceru. IIpu neua ¢ renecHo
terno <50 kg, NOSHPOBKHTE Ha KaHAECCAPTaH UMAEKCceTWI ca 2, 8 win 16 mg BeAHBXK AHEBHO.

[Tpu aeua ¢ TenecHo Terno >S50 kg, J03UPOBKUTE Ha KaHAecapTaH LMIEKCeTHN ca 4, 16 win 32 mg
BenHmX nHeBHO. Kanpecapran B yepeaHeHa ao3a Hamansaea CAH B noxoit ¢ 10,2 mmHg (P<0,0001) u
JIAH B noxkoii (P=0,0029) ¢ 6,6 mmHg, B cpaBHEHHE ¢ M3XOAHUTE CTORHOCTH. B rpynara Ha ranedo
CBILO Ce ycTaHOBABA penykuus ¢ 3,7 mmHg na CAH B noxo#t (p=0,0074) u ¢ 1,80 mmHg va TAH B
noko#i (p=0,0992), B cpaBHeHNEe C UIXOAHHTE CTONHOCTH. Brinpexn ronemus riauebo epext, BCHUKH
OTJENHH JO3MPOBKH HA KaHJECapTaH [10Ka3BaT 3HAYMMO NPEBb3XOJCTBO B CPaBHEHHE ¢ IL1aledo.
MaxkcuManeH OTTOBOP N0 OTHOLIEHHE Ha NOHMKABAKAHETO HAa aTPEPHANTHOTO HAJIATaHe NPH Jeua ¢
TenecHo Terno H >50 kg ce mocTHra npn A03H ChoTBETHO 8 mg W 16 mg, kaTo cAea TasH CTORHOCT
edexTa € B raro.

OT BKJIIOYEHHTE nauueHTH 47% ca YepHOKOKH M 29% ca OT JKEHCKH Noj; cpefiHaTa Bb3pact +/- SD e 12,9
+/- 2,6 roguuu. [Tpy aeua Ha BB3pacT ot 6 10<17 roguHu ce HabnoJaBa TEHAEHIMA 32 HAMAIABAHE Ha

Cypoeuta Hedocmambvburocm




JleyeHHeTo ¢ kaHIecapTaH LWIEKCEeTIU1 HAMAIABAa CMBPTHOCTTA, HAMAJIABA XOCTIKTANTH3ALMHTE 324
chbpAeYHa HEAOCTATBYHOCT H NOA0OpABa CUMITTOMHTE NpH NALHEHTH C JIABOKaMEPHA CHCTOIHA
nuchyukima. Te3u edekTH Ha KaHAecapTaH LUHIEKCETHI Ca apryMEeHTHPAaHH U OT pe3YNITaTHTE IPH
MpoBexkAaHe Ha IU1aLeGo-KOHTPONIMpaHaTa, ABOHHO-CNANA IpoyyBarenHa nporpama CHARM
(KanpecapraH npH ChpAcyHa HEAOCTATBYHOCT — OLICHKA Ha peAYKUMATAa HA CMBbPTHOCTTA H
3a00EBaEMOCTTa).

Ta3u mwiaue60-kOHTpONMpaHa, ABOAHO-CNANA NPOYYBATENIHA NPOrpaMa NpH NAIHEHTH ¢ XPOHMYHA
cbpae4yHa HepocTaTbuHOCT (XCH) ¢yrkuumonanes xiac I o IV no NYHA ce cbCTOM OT TP OTAETHH
IIPOYUBAHHS:

-CHARM-Alternative (n=2 028) npu naumentn ¢ LVEF (n1aBokamepHa ¢pakuus Ha uiTnacksane) <40%,
KOouTO He ca nexyBaHn ¢ ACE uHxuburopu nopaau HenoHocuMocT (rpu 72% 1a e 6nia u3paseHa ¢
KaLLIMIA)

-CHARM-Added (n=2 548) npu nauuenty ¢ LVEF <40%, xourto ca 6uwim nexysauu ¢ ACE uuxuburopu
-CHARM-Preserved (n=3 023) npu nauueHT ¢ LVEF >40%

[TanueHTHTE Ha OITTHMAJIHA Tepanus 3a XpOHHYHA ChpleyHa HenocTaTh4HOCT (XCH) Ha M3X0QHO HUBO Ca
paHAOMH3MPaHH a MONy4aBat Iuiauefo M KaHaecapTaH LieJeKCeTHN (THTPHpaH oT 4 mg WM 8 mg
eIHOKPAaTHO AHEBHO 10 32 mg eIHOKpPaTHO AHEBHO WIM 110 Hali-BHCOKaTa NOHOCHMA 10334, CpeHa Ao3a 24
mg) 1 ca npocneasBanu cpefno 37,7 mecerta. Cnen 6-MeceyHo NeucHUe 63% OT NalMEHTHTE,
NpoAL/DKABALLY A3 NPHEMAT KaHaecapraH uwiekceTun (89%) ca 6unu Ha TapreTHara ao3a oT 32 mg.

B CHARM- Alternative cberaBHaTa KpafiHa TOMKa OT ChPAECUYHO-CHAOBA CMBPTHOCT HIIH THpBa
XOCNUTANM3AIMA 38 XPOHHYHA ChpAeYHa HEAOCTATBUHOCT NIOKA3Ba 3HaUUMa peayKIMA 3a KaxecapTaH B
cpasHeHue ¢ mwanebo, xoednuneHrt Ha puck (HR) 0,77 (95% C1: 0,67 no 0,89, p<0, 001). Tosa
CHOTBETCTBA Ha PeAYKLMA Ha penaTHBHMA puck 23%. Tasu kpaitHa Touka ce ycradopasa 1ipH 33,0% ot
NalMeHTHTE IPHEMANH KaHAecapTaH nekceTun M rpH 40,0% o1 nauMenTHTe Ha nianebo, Karo
abcomoTHaTa pasnuka e 7,0% (95% CI: 11,2 no 2,8).

3a uAnaTa MPOAWDKHTENIHOCT Ha MPOY4YBaHeTo, 6poAT nauMeHTH, XouTO € TpsibBsano aa OBAAT NeKyBaHH,
33 J1a € MPEAOTBPATH €IHH CMBPTER CTyuail OT ChbPAEHHO-CHA0B HHUMACHT WIH XOCITHTATH3ALIMA 32
JieYeHHE Ha ChPAEYHO-ChI0Ba HEJOCTAaThUHOCT € 14.

CrcTaBHaTa KpailiHa ToUMKa OT CMBPTHOCT, HE3aBHCHMO OT NPHYHHATA, WIN [ThPBA XOCITHTANH3ALMA 32
XPOHHYHA CBPIEYHA HEAOCTATHYHOCT CBHILO ITOKA3Ba 3HAYHMA PEAyKLIMA B rpynara Ha kaHaecaprad, HR
0,80 (95% C1:0,70 no 0,92, p=0,001). Tasmu kpaftHa Touka ce ycTaHOBABa NpH 36,6% OT NauHeHTUTE Ha
xaHaecapTaH (95% Cl1:33,7 no 39,7) u 42,7% ot naumenTuTe Ha rnanebo (95% Cl: 39,6 no 45,8).
AbcomoTHaTa pasnuka e 6,0% (95% Cl: 10,3 oo 1,8). M npu aBaTa KOMIIOHEHTA Ha Ta3H ChCTaBHA KpaliHa
TOYKA — CMBPTHOCT M 3a60neBaeMoCT (XOCITHTATN3ALMA 338 XPOHHYHA ChPAEYHA HEAOCTATHYHOCT)
JNAaHHHTE NNOTBHKAABAT ONaronpHATHUTE ePEeKTH Ha KaHAecapTaH. JIeueHHEeTO ¢ KaHAeCapTaH LIIEKCETHT
BOAM JI0 nmofodpsBaHe mo oTHoleHHe Ha pyHKIMOoHanHus Kinac no NYHA (p=0, 008).

B CHARM-Added crcraBHara kpaiiHa TOYKA OT CHPACYHO-CHA0BA CMBPTHOCT HIH ITBbPBa
XOCTIMTANTH3AUMA 32 XPOHHYHA ChpAeyHa HepocTaThHHOCT (XCH) noka3ra 3HaunMMa peXyKLHA 32
KajecapTaH B cpaBHeHue ¢ mnauebo, xoedpuueHT Ha puck (HR) 0,85 (95% Cl: 0,75 mo 0,96, p=0, 001).
ToBa ¢hOTBETCTBA Ha PEMYKLHMA Ha penaTUBHHA pUcK 15%. Tasu kpaiiHa Touka ce ycraHossBa npu 37,9%
OT MMALIMEHTHTE NIPHEMANTN KaHaecapTan unekcetun (95% Cl:35,2 no 40,6) n 42,3% OT NalWeHTUTE HA
mwianebo (95% Cl1:39,6 no 45,1), xato abcomoTHara paznuka ¢ 4,4% (95% Cl:8,2 no 0,6).

3a 1swiaTa NPOARKIKKUTENHOCT Ha MPOYYBaHeTo, OPOAT NalMeHTH, KOUTO € TpabBano aa 6baaT nexyBaHy,
33 J1a ce MTPeIOTBBPTH €IUH CMBPTEH cllydalf OT ChPASCHHO-CHI0B HHUMASHT WK XOCITHTATH3ALHA 32
NedYeHHe Ha ChpAeYHO-CBhAOBa HEIOCTATHHHOCT, € 23,

CrocraBHaTa KpafiHa TOUKa OT CMBPTHOCT, HE3aBHCHMO OT MpHYMHATA, WIH IThPBa XOCIHTATH3ALIHA 32

0,87 (95% CI1:0,78 mo 0,98, p=0,021). Ta3u kpaiiHa To4Ka ce YCTAHOBABA IIPH
kaHaecaptan (95% Cl1:39,5 no 45,0) u 46,1% ot nauueHTUTe Ha mauedo (9
abcomoTHaTa pa3nuka e 3,9% (95% Cl: 7,8 no 0,1). U npu aABata kOMIoHe



TOYKA — CMBPTHOCT U 3a60/€BaeMOCT (XOCTIMTANMM3ALMA 33 XPOHHYHA ChPACYHA HEAOCTATEYHOCT),
JAHHHTE AOKa3BaT OnaronmpuaTHUTE ePeKTH Ha KaHaecapraH. JleweHHeTo ¢ KaHAecapTaH LIHIEKCEeTHN
BOAM A0 NMoaoOpsaBaHe Mo OTHOMIEHHE HA QpyHKIMoHanHUA Kkiac no NYHA (p=0, 020).

CHARM-Preserved - He ce NOCTHra CTATUCTHHECKH 3HAYUMA PEOYKI{HA 10 OTHOLLIEHHE Ha ChCTaBHATA

KpaiiHa TO4Ka 0T ChPACYHO-CHAOBa CMBPTHOCT WIH ITHPBA XOCITHTANIN3ALINA 32 XPOHHYHA ChPACUHA
HegoctarbuHocT, HR 0,89 (95% Cl: 0,77 no 1,03, p=0,118).

HuBoTO Ha CMBPTHOCT, MOOTIEIHO BB BCAKO OT TpUTe npoyusanus CHARM, 6e3 3Ha4ueHHe Ha
NPUYHHATA, HE NI0KA3Ba CTATHCTHYECKH pasznnuud. CMBPTHOCTTA Oe3 3HaY€HHE Ha NIPHYHHATA, € OLICHEHA
B cGopHu nomynaumy - CHARM- Alternative u CHARM-Added , HR 0,88 (95% Cl: 0,79 no 0,98,
p=0,118), kakTo ¥ BBB BcuukuTe TpH npoyusanus, HR 0,91 (95% Cl: 0,83 ao 1,00, p=0,055).
BnaronpuATHUTE e(eKTH Ha KaHAECApTaH MOKa3BaT CTabWIHOCT Oe3 3HaueHHe OT Bb3PacTTa, nona H
CBITBTCTBALLOTO JICUEHHE.

KanpecapraH e e)eKTUBEH H IIPH NTALMEHTH, pHEeMallH eIRoBpeMeHHo Oeta-0nokepn n ACE
HHXHOUTOPH, KaTo OnaronpuareH edexT ce noctura 6e3 3HayeHue ao3ata Ha ACE uHxuburopa B
NpenopbyYBaHaTa B PbKOBOACTBATA 3a JICUCHHE TapreTHa Ao3a.

[IpH nauMeHTH ¢ XpOHH4YHA ChpAcuHa HepocTaThbuyHOCT (XCH) M orpaHMyeHa IABOKaMepHa CHCTONHA

dynxiua (ppaxuns Ha H3TernaHe ot nasa kamepa, LVEF < 40%), xanecapTaH noHnxkasa CHCTEMHATA
CHIOBA PE3UCTEHTHOCT H 0eNnoApobHOTO KANUNAPHO HANAMAHE Ha BIJIMHABAHE, TTOBHILNABA IUIA3MEHATA
PEHHHOBA AKTHRHOCT H KOHLIEHTpalHATa Ha aHrHoTexssH Il, W noHbkapa HUBaTa Ha ANA0OCTEPOHA.

5.2 @apMakoKHHeTHYHH CBOHCTBa

Abcopbyun u pasnpedenerue
Cnen nepopaieH NpyeM KaHAeCapTaH LWIEKCEeTWI Ce NPEBPDINA B aKTHBHOTO BEILECTBO KaHecapTaH.

AbcomoTHaTa OHOHATHYHOCT HA KaHOeCapTaH, ClIeX IPHEM Ha IepopaneH pasTBOp Ha KaHJAecapTaH
unexceTun € oxono 40%.

B cpaBHeHHE C NIEpOpPaIHHUA Pa3TBOP, OTHOCHTENIHATa OHOHANIWYHOCT Ha TabneTKHTe € NPHOIU3HTENHO
34% ¢ MUHMMaNHA BapHaOWIHOCT.

CnenopatenHo oyakpaHara abconioTHa OHOHaNHYHOCT Ha Tabnerkure € 14%.

CpelHaTa NHKOBa Nna3sMeHa KoHUeHTpaums (Cmax) ce noctura 3-4 gaca cneli MpHEMa Ha TaOJleTKHTe.
[TnaiMeHaTa KOHIIEHTpAlHA Ha KaHIecapTaH HapacTsa JIMHeAHO ¢ MOBHUIABAaHE Ha 103aTa B PAMKHTE Ha
TepaneBTHYHHA HHTEPBAI.

KanaecapTaH ce CBEP3Ba BbB BUCOKA CTENEH € NIa3MEHHUTe NMpoTeuHn (Haj 99%). Ipusuaunar obem Ha
pasnpeaencHue Ha kanpecapras e 0,1 Ukg.

BHOHaNHYHOCTTA Ha KaHAecapTaH He ¢¢ MOBNHABA OT NPHEMa Ha XpaHa.

buompancopmayun u erumuHupane
KannecapraH ¢€¢ eNTMMUHHPA IIPEIMMHO HENPOMEHEH € YPHHaTa M AUTBYHHA COK, KaTO B MaJIKa CTEIEH Ce
eTMMHHHEDPA upe3 yepHoApoOHa TpaHchopManms (CYP2C9). Ot HanMYHHTE NMPOYUBAHHA 33
B3aUMOACHCTBUA HAMA JaHHH 32 edekT Bupxy CYP2(C9 u CYP3A44. B3 0CHOBA Ha in Vilro JaHHUTE HE Ce
OYaKBa in vivo 1a HaCTBITH B3aHMOJEHCTBHE € JICKapCTBa, HHETO MeTabonW3HpaHe 3aBUCH OT
H30EH3UMHTE Ha LMTOXpoM P450 CYP1A2, CYP246, CYP2C9, CYP2C19, CYP2D6, CYP2E], wiu
CYP3A44. TepMUHANTHUAT MONYXKUBOT Ha KaHZiecapTaH € 0kono 9 yaca. Ilpu MHorokpaTeH mpHeM
KaHJecapTaH He ¢eé KyMyfAHpa B OpranusMa.




ToTamHUAT IWIa3MeH KIHPBHC Ha KaHaecapTan e oxono 0,37 ml/min/kg, ipy 0L0peyeH KIHPBHC OKOJIO
0,19 ml/min/kg. BLOpPeYHOTO eNMMMHHMpPaHE HA KaHZECApTaH ¢ OCHIIECTBABA 4Ype3 MIOMEpPYJIHA
dunTpauma 1 dpe3 akTHBHA TYOYJIHa ceKpenu.

Cren nepopalieH NpHeM Ha MapKHpaH KarjecapTaH uuiekcerui ¢ '*C e ycTaHOBEHO, Y€ ¢ ypHHaTa ce
excKpeTHpa nNpubnusuTenHo 26% ot npHeTarTa A03a KaTo KaHAecapTaH B 7% KaTo HEaKTHBEH METaloJIHT,
aokato BB deneca ce oTkpusar npubnusurento 56% ot posara karo KanaecapraH H 10% xaro
HeaKTHBEH MeTabO/IMT.

DapMaKoKUHEMUKa nPY CReYUanHy HORYAAYUY

B cpaBHEHHE C MIAJMTE XOPa, NPH NALMEHTHTE B CTapyecKa Bb3pacT (Han 635 roantH) Cmx 1 AUC ce
IMOBUILIABAT CLOTBETHO ¢ MpuOnu3nTenno 50% u 80%. Obaue cnen npunoxeHara no3a Kanrad
OKTHABAHETO HA APTEPHANHOTO HANATAHE M PA3BHTHETO HA HEXE/TaHH PEAKIMH ¢a CXOQHH MTPH MTAZIHTE
NalMEHTH W MPH TE3H B CTapyecKa Bb3PacT (BX. ToOuka 4.2).

B cpaBHeHNe ¢ nauneHTHTE ¢ RHopManHa 6p6peusa QyHKIMA, NPY MHOTOKPATEH [IPHEM OT MALHEHTH C
NeKo A0 yMepeHo Texko 6u6peuno yspexnane, Cmax 1 AUC Ha KaHaecapTaH c€ NOBHLIABAT
npubnmsuTenHo 50% u 70%, Ho ti2 npubnusurenHo ce yasossa. AUC Ha KaHaecapTaH npH NauMeHTH
Ha XEMO/HAIIN3a € CXOAHA C TasH NpPH MMALMEHTH C TEXKKO ObOpeyHo yBpeKaAaHe.

B nse KIHHHYHK NpOYYBAHMA, KATO U B JABETE €A BKIIIOYEHH NALHEHTH C IEKO 10 YMEPEHO TEXKKO
OBOpedHO yBpeXaHe, e YCTaHOBABA NOBHLIaBaHe Ha cpenHara AUC Ha KaHaecapTaH - ¢
npubaunsurento 20% B egHoTo npoyysane ¥ 80% B Apyroto npoyusaHe (BX. Touka 4.2).

JIuncea OTMMT NMpPH NAIMEHTH ¢ TEXKO YepHOAPOOHO YBpeXXaaHe.

[Teduampuuna nonynayus
JdapMakOKHHETUYHHUTE CBOMCTBA HA KaHAeCapTaH ca OLEHEHH B 8¢ papMaKOKHHETHYHH NpoYyUYBaHHA Ha
MPHICKEHME HA €AHOKPATHH AO3M IPpH Jiella Ha BB3pacT oT 1 Ao <6 roauHH K oT 6 Ao <17 roguHy.

ITpu Aeua Ha BB3pacT oT 1 Ao <6 roauxy, 10 geua c TenecHo terno ot 10 ao <25 kg nonyyasart
enHOKpaTHa a03a ot 0,2 mg/kg nnneeepopanHa cycneHsus. He ce Habmonasa kopenaiua Ha Cmax 1 AUC
C BB3PacTTa ¥ TeJiecHOTO Terno. He ca chbupany JaHHH 32 KIHMPBHC, NOPAAH KOETO HE € H3BECTHO
BB3MOXKHA JIH € KopeJalisa MEXAY KIHPBHCA H TEIECHOTO TETNO/BB3pacTTa, B Ta3M MOMyIalua.

JlenaTa Ha BB3pacT >6 TOHHM Ca ¢ €KCIO3HIMY, CXOIHH C TE3H NPH BB3pacTHHTE, NOMYYHITH ChINATa
RO34a.

dapMaKOKHHETHKATA Ha KaHAecapTaH LIMJIEKCETW He € NMpoyYBaHa MMpH NeAUATPINHH NALHCHTH Ha
BB3PACT <] roauHa.

53 IlpeaxaHBEHYHH AaHHH 33 6€30NaCHOCT

[IpH KINHUYHO MPUIOKHMH J03H HAMA JaHHM 33 CHUCTEMHA TOKCHIHOCT MY TOXCHYHOCT Ha TapreHTHHTE
OpraHu.

B npeaxJIHHHYHUTE NPOyYBaHUA 3a 6e30MacHOCT € YCTAaHOBEHO, Y€ BLB BUCOKH N03H KaHAecapTaH
IUIEKCETHI TOBIIMABA HeraTHBHO PyHKUYATA Ha 6B0peLTe H epUTPOLIMTHHTE NTOKA3ATENHY, NPU MHILKH,
ILTBXO0BE, Ky4yeTa 1 MaHMyHH, 2 UMEHHO:

-uHAYLHpa edexTH BBpXY OBOpeLTe KaTo MHTEpCTHLHANEH HedpuT, TyOynHa nunataius, 6azodwiHo

BEPOATHO €A CNEACTBHE OT XMIIEPTEH3UBHHUA MY €(EKT, BOICIL A0 TPOMAHA Ha
-AHAYLNPA XHNepIUiazua/Xuneprpopus Ha HKCTArJIOMEPYITHHTE KIETKH
-[TOHIDKaBa OpoA Ha EPHUTPOLUTHTE, HUBOTO HA XEMOITIOOHH U X€MaTOKPHT



H3rnexza, e NpH Xopa, Ha TePANeBTHYHH A03H KaH/ieCapTaH, XHIepNasHa/Xuneprpogus Ha
IOKCTArJIOMEPYTHHUTE KIETKH HE € KNTHHUYHO 3Ha4YHMa.
[Ipeanonara ce, ye Te3W MPOMEHH Ce TBIKAT Ha GapMaKoIOrHYHOTO ACHCTBHE HAa KaHJECAPTaH.

B npeaxnMHUYHKTE NMPOYUBAHUA MIPH HOPMOTEH3HUBHA HOBOPOISHH M MJIaJiH ILTBXOBE, KAHAECAPTaH €
NoKa3a1 peayKLHs Ha TENeCHOTO TErNO W Ha TEMIOTO Ha CbpLeTo. KakTo nmpH Bb3pacTHUTE XXHBOTHH, TE3H
eeKTH Ce CMATAT 32 Pe3y/ITaT OT HapMaKoJIOrH4YHOTO AeHcTBME Ha KaHaecapTaH. [1pyu Hali-HiCKaTa fo3a
— 10 mg/kg, eKcrio3HLMATA HAa KaHAecapTaH € Mexay 12 ¥ 78 nbTH Mo-BHCOKA OT HHBATa IIPH LA HA
BB3pacT oT | 10<6 roauHu, NOTy4YaBaTH KaHAecapTaH LutekceTw! B ao3a 0,2 mg/kg, 4 ot 7 1o 54 mbTH
[10-BHCOKA OT HHBATA IPH A€lla Ha BB3pacT oT 6 Ao <17 roanHH, NoxyyaBajii KaHAecapTaH LWICKCETHN B
no3a ot 16 mg. B Te3u npoyuBaHusA He ca HAMEPEHH CTOHHOCTH, NIOA KOHTO HE CE€ YCTaHOBABA e(eKT,
3aTOB4 rPaHMLATa Ha 6€30MacHOCT MO OTHOWICHHE HAa e(PeKTUTE BhpPXY TEINIOTO HA CHPLETO H KNHHHYHATA
3HAYHMOCT HA TE3H PE3YITATH HE € U3BECTHA.

JTaHHHUTE OT in Vitro " in vivo NMPOYYBAHUATA 32 MYTAreHHOCT NOKA3BaT, Y€ B YCIOBHATA HA KIMHUMHOTO
MY NIPWIOKEHHE KaHAECcapTaH HAMA MyTareHHa WIH KIIaCTOr¢HHAa aKTHBHOCT.

B KBCHMTE CPOKOBE Ha GpeMEHHOCTTa ce HabogaBa (eTalHa TOKCHYHOCT (BXK. Touka 4.6).
HaMma 1aHHM 33 KAPLIMHOT€HHCT.

PeHUH-aHIMOTEH3HH-ATIOCTEPOHOBATA CHCTEMA MIpae KpUTH4YHa pONs B pa3sBUTHETO Ha 6uOpenure.
JTokaszaHo e, 4e OJI0KUpaHETO Ha PeHHH-aHIMOTEH3HH-ALIOCTEPOHOBATA CHCTEMA IIPH MHOI'O MJ1alH
MHLIKH BOAH A0 HApYLIEHo pa3BHTHE Ha 6n0penwre. [IpHnokeHHeTo Ha MEIHKAMEHTH, KOUTO AeHCTBAT
IHUPEKTHO BbPXY PEHHH-aHrHOTEH3HH-ANJ0CTEPOHOBATA CHCTEMA MOXE /12 MOBNHAE HOPMAITHOTO
passuTHE Ha OpOpeLnTe. CneaoBarento AenaTa Ha Bb3pacT nox | ronuHa He Tpabsa Ja npuemar Kantab
(Bk. TOHKA 4.3).

6. OAPMAIEBTHYHH JAHHH
6.1 CnHchLK HA NOMOILUITHHTE BelllecTBA
JlakTo3a MOHOXPHAAT

[lapeBHuHO HULIECTE
KapMenosa kanuHi

XHAPOKCHIIPONWILILTY 1032

Makporon
MarHe3uee cTeapart

XKeneszen okcna, depseH (E 172)

6.2 HechBMECTHMOCTH

HenpHIoxXHMO.

6.3 Cpox Ha rogHocT

3 rOAVHH

6.4 ChneuHa,HH YCJIOBHA HA ChXPaHEHHE

Ha ce cpxpaHABpa Ha MACTO, HEAOCTHITHO 32 Je11a.
Ia ce cpxpaHaBa noa 25°C.
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Ila ce chXpaHaBa B OpUIHHATHATA ONAKOBKA.

6.5 BuaH chIbPXKAHHE H3 ONAKOBKATA

PVC/PE/PVDC — Al bnucrep

Exun 6muctep cuabpxka 14 6pos TabneTk.

Buaope onakoBxH: 28, 56 wnu 98 tabnerku.

He BCHUKM BMAOBE OMAKOBKHM MOraT fa ObJaT mycHaTH B npoaaxoa.

6.6 ChneunajJHp NpeanasHH MePKH NMPH HIXBLPJAAHE

Hen3noi3BaHUAT IEKAPCTBEH NPOAYKT HIH OTNAXbYHUTE MaTepHasi oT Hero TpAdBa Aa ¢e M3XBBPIAT B
CHOTBETCTBHE C MECTHHTE H3UCKBaHMA.

7. TIPHTEXATEJA HA PASPEINEHHETO 3A YIIOTPEBA

HOBEJ1 PAPMA EOO/

Oyn. “buarapus™ Ne 109

Codun 1404, brnrapus

8. HOMEP HA PAZPELLIEHHUETO 3A YIIOTPEBA

Per. Ne 20150101
9, JATA HA ITHPBO PA3SPEINABAHE/IIOJHOBABAHE HA PAZPELLEHHETO 3A
YIIOTPEBA

Hara va mepBo paspemanane:; 30.03.2015
Hata Ha nocnenHo nogHoeasane: 27.03.2020

10. JATA HA AKTYAJIU3BUPAHE HA TEKCTA

01.2025
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