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1. HUME HA JIEKAPCTBEHUSI [TIPOAYKT

KanTtab 32 mg Tabnerku
Cantab 32 mg tablets

2. KAYECTBEH U KOJJMYECTBEH CHhCTARB

Bcesika tabnetka chabpixa 32 Mg KaHAecapTaH UHeKceTu (candesartan cilexetil).
[TomowiHK BelecTBa ¢ H3BECTHO nelicTBHE: Beska TabieTka CbAbpxa 184,09 mg nakro3a MoHoxHapat
(lactose monohydrate).

3a MBbJIHUS CIMHCBHK HA MOMOLLIHUTE BELLECTBA, BXK. TO4YKa 6. 1.

3. JIEKAPCTBEHA ®OPMA
Tabnerka.

Po30BH KpbIriii TabneTku ¢ nenurenHa 1€pTa OT €HaTa CTpaHa H soroto Ha HoGen ®apma ot apyrara.
Tabnerkara moxe 1a 6bae paznenena Ha nBe paBHH MOJIOBHHH.

4. KJMHWUYHU JAHHHU

4.1 TepaneBTHYHH MOKa3aAHHS

KaHTab e noka3zan 3a;
e JleueHue Ha eceHUHAIHA XUTIEPTOHHS [IPH Bb3PaCTHH.
e JleyeHue Ha apTepHasiHa XUNEPTOHHUS [pH A€La H IOHOLUHK Ha BB3pacT OT 6 10 <18 roguHu.

e Jle4yeHHe Ha Bb3PACTHH MALKEHTH ChC CbpACYHA HEIOCTaTHYHOCT K HapyLleHa JIeBOKaMepHa
CHCTOJIHA PyHKUMSA (Dpakuus HA U3TIaCKBAHE HA JISBA Kamepa < 40%) kaTto nqombJIHEHHE KbM
JIEYCHHETO C HHXMOHTOPH Ha AHIHOTEH3UH-KOHBEPTHPALLHS €H3UM (ACE uHXu6HTOpH) MM npH
HEMOHOCHMOCT KbM ACE nHXuGuTOpHTE (BXK. TOYKa 5.1).

4.2 Jl03MpPOBKA H HAYHH HA NPHJIOKEHHE

Ll031poBKa Npu aprepraiHa XMNEPTOHHS

[IpenopbuBanaTa HayaiHa n03a ¥ 06HyaiiHaTa noanbpixaila nosa Ha Kanrab e 8 mg eqnokparHo
IOHEBHO.

OO6HYaiiHO aHTHXUNEPTEH3UBHUS eeKT ce NOCTUTra B pPaMKHTE Ha 4 CEIMHULIH.

B 3aBHcHMOCT OT noBiiMsiBaHeTO Ha APTEPHAJIHOTO HaJlAraHe, TepanusATa € Bb3MOXHO J1a Objie
KOpHrHpaHa, KaTo 1o3aTa MOxe a Obae noBuueHa ot 16 mg go 32 Mg €AHOKPATHO JHEBHO.

Ilayuenmu 6 cmapuecka év3pacm
I1pu naunenTn B crapuecka Bb3pacT He e Heo6X0IUMA KOPEKLMs Ha Ha4yaJIHaTa J03a.

Iayuenmu c namanen sbmpecv008 0bem
Hayanna no3a ot 4 mg moxe na ce uma [IPEABU]L TIPH PUCKOBH 33 pa3BUTHE HA XMITOTOHUS MALUEHTH,
KdTO HANPUMEp TakHBa C EBEHTYaJIHO 00EMHO H34eprBaHe (BX. TOYKA 4.4).




[Tayuenwmu ¢ 6vbpeuno yepexncoane

ITpn naumenTt ¢ 6uOpeuHO yBpexkaaHe WHIHM Ha XeMOAMaNM3a, HayalHaTa 103a € 4 mg. Jlo3zara Tpabea
Ia ce THTPHpa B 3aBUCHMOCT OT TE€paneBTHYHHUA OTTOBOD.

OnyThT NPH NaLMEHTH C MHOIO TEXKAa WIK TepMHHanHA 0bp0peqHa HenocTaThYHOCT (Cl o< 15 ml/min) e
orpaHH4€eH (BX. Touka 4.4).

Ilayuenmu c yeprodpobro yapexcoare

[Tpu naLeHTy ¢ NEKo 10 YMEpPEeHO YepHOoAPoOHO YBpexaHe MNpenopryYBaHaTa HayaliHa 103a € 4 mg
eQHOKpaTHO AHeBHO. Jlo3ara Moske Aa Obae kopurupaHa B 3aBUCUMOCT OT T€PArieBTHYHHA OTrOBOP.
[Tpu naumeHTH C TEXKO YepHOAPOOHO yBpexkaaHe W/ wiK xonecrasa Kanrab e nporuBonokasaH (Bx.
TOYKH 4.3 K 3.2).

Heprnoxooicu nayuernmu

IIpu YepHOKOXH NMALMCHTH AHTUXHNEPTECH3UBHUA €QEeKT Ha KaHJecapTaH € no-cnabo u3paseH, OTKONKOTO
Npy HEe-YEPHOKOXKH NanMeHTy, CneaoBaTeIHO NPY YEPHOKOKH MALIMEHTH, B CPABHEHUE C HE-HEPHOKOXKH
MalLMEeHTH, 3a IIOCTHIaAaHE HA KOHTPOJ Ha apTepHaTHOTO HANIAraHe MOXKe I10-4€CTO [a Ce Hanara
Bb3XOAALI0 THTPUpaAHE Ha Ao3aTa Ha KanTad ¥ eAHOBPEMEHHO NIPHIaraHuTe EeKAPCTBEHH MPOAYKTH (BX.
To4Ka 5.1).

[lecuampuuna nonynayus

Lleya u ronowu na evapacm om 6 0o <18 z00unu:
[IpenopbuMTENHATA HauyanHa 703a € 4 mg BEAHBLK AHEBHO.

e [laumeHTH ¢ TenecHo Terno < 50 kg: [IpH nauueHTH, YHETO apTEPHATHO HaNATAHE € MO aJeKBaTeH
KOHTPON, [03aTa MOXe Aa Obae NoBMILIeHa 10 MAaKCHMYM 8 mg BEIHBK JHEBHO.

e [TaumeHTH ¢ TenecHo Terno = S0 kg: [lpy natlHeHTH, YHETO apTEpHATIHO HAIraHe € NnoJl aleKBaTeH
KOHTpPOJ, Ao3aTa Moxe Aa Oble noBHilieHa 10 MAKCUMYM § mg BeiHbX JHEBHO, C/lefl KOETO, ako
TOBA € HeoOX0AMMO — 10 16 mg BeAHDBXK AHEBHO (BX. TOYKa 5.1),

Ho3upoBKkH Haj 32 mg He ca IIpoyMBaHH NPpH NEIHaTPHYHN NALHEHTH.

OcHOBHATa YacT OT AaHTUXHUNEPTEH3INBHUA €EKT ce pa3rpsLua 10 4 ceAMHIIY.

[Ipu neua ¢ Bb3IMOXKHO BLTPECHAOBO 00eMHO H3yeprBaHe (Hamp. NaUKEHTH NIEKYBAHH C ANYPETHLIM,
0co0EHO TakMBa ¢ HapyleHa 6s0pedna dyHkumua), nedenunero ¢ Kanrab tpabsa ce nposexaa nox crporo
MEQHLIMHCKO HabMIOAeHHE 1 cneaBa Aa ce oOchaM No-HUCKA Ha4alHa A03a oT oOuualiHaTa (Bx. TOYKa

4.4).

KanTab He e npoyuBaH npy Aeua ¢b¢ CKOPOCT Ha ryMepyiHa ¢unTpatina noja 30 ml/min/1,73 m? (Bx.
TOouKa 4.4).

Yepnoxoocu necuampuvnu nayuernmu
IIpn 4YepHOKOXH NMEeAHATPHYHH MALMEHTH aHTUXUIIEPTEH3NBHUA €QEKT HAa KaHAecapTaH e no-cnabo
H3pa3eH, OTKONKOTO ITPU HE-UEPHOKOXKM raLpeHTH (BX. Todka 5.1).

Heya na ev3pacm om 1 6o < 6 200unu
¢ be3zonacHocTTa H €PEKTHBHOCTTA IIPH Zielia Ha Bb3pacT OoT 1 Ao < 6 rofHHU He ¢a YCTaHOBEHH.
HanuyHuTe 10 MOMEHTA JaHHHU Ca OMHCAHM B TOUKA 3.1, HO NpenopbKH OTHOCHO A03

Morar Ia OnaaT JafeHH.




e KanTab e npotHBoOnokasaH nNpH Aella Ha Be3pact noA 1 roauHa (Bx. Touxka 4.3).

Jo3npoRKa NMPH ChpAeYHA HEAOCTATHEYHOCT

ObuyatinaTa npenopbpUXTENHA HayanHa go3a Ha KanTab e 4 mg eaqHokpaTHO AHEBHO. BB3X0oAA10TO
THTPHPAHE A0 TapreTHaTa A03a oT 32 mg eAHOKPATHO AHEBHO (MaKCHMaTHa A03a) WIM 10 MAaKCHMAJTHATA
MOHOCHMA /1032 C€ OCBHILECTBABA Upe3 YABOABAHE HA [03aTa Npe3 NePHORM OT NoHe 2 ceaAMHLHM (BXK. TOYKA
4.4). OueHKaTa Ha MALMEHTH CBC ChPACYHA HEAOCTATLIHOCT BUHANN TpAOBa 1a BKMIOYRA OLICHKA HA
OnOpeunaTa QYHKUHA, BITIOUUTENHO MOHHTOPHpPAHEe Ha KPeaTHHA U Kaus B cepyMa. Kantab Moxe na ce
NpHaara ¢ Apyrmn CpeaAcTha 3a JeUeHHe Ha ChpAeyHa HEAOCTAThYHOCT, BKIIOUKMTENHO ACE uHXHubuTOpY,
bera-OnokepH, INYPETHLM WM CBPACYHH IMHKO3HUIN, KAKTO H ¢ KOMOMHAUMY OT T€3H JIEKapCTBEHH
NPOIYKTH.

Kombunauusara ot ACE naxuburop, kanui-crxpaHdaBany AUYpeTHK (Hanp.crmupoHonakToH) H KanTab He
ceé MpenopbyYBa M ClIcABa Aa c¢ MMa IIPSABHA caMo cJiel] BHHMATENHA OLIEHKa Ha NOTEHLHAITHUTE NO3Y K
puckobe (Bixk Toukn 4.4, 4.8 u 5.1).

Cneyuannu nonyrayuu nayuesmu

[Tpy naupeHTH B CTapyecKa BB3pacT WM MPH NMALMEHTH ¢ HaMaJicH BTPEChIA0B 00eM, ¢ OB0peuHo
yBpeXIaHe WIH ¢ JIEKO 0 YMEPEHO TEXKO HepHOAPOOHO YBpeXkaHe, He € He0OXOAUMa KOPEKIIHS Ha
HavyaHaTa Jo3a.

Heduampuuna nonynayus
Be3zonacHocTTa ¥ epukacHocTTa Ha KaHTa 3a eueHne Ha ChpaeyHa HEOCTATEYHOCT He ¢a YCTAHOBEHH
IIpH Jeua Ha Be3pacT Ao 18 roauHu. HaMa HanuyHM JaHHH.

Hauyun Ha IpUWIOKEHUE

[lepopanHo.
KanTab TpabBa 1a ce mpueMa eJHOKpPaTHO ZHEBHO ¢ WM 0e3 xpaHa.
buonannyHocTTa Ha KaHTab He ce NMOBMUABA OT MpHEMa Ha XpaHa.

4.3 IlpoTnBOnOKa3aHNA

CBpBXHyBCTBHTEITHOCT KbM KaHOSCapTaH WIICKCETHI WM KbM HAKOE OT HOMOILHHUTE BEIIECTRA,
Hw30poeHH B To4Ka 6.1.

BTopi u TpeTH TPHMECTBLP Ha OpeMeHHOCTTa (BXK. TOUKHU 4.4 1 4.6).

Texxo ueproapoOHO yBpeKAaHE HW/HIH XONECTA3A.

Heua Ha pp3pact noj 1 roouHa (BX. To4dka 5.3).

44 CnenuaJHu npeaynpexieHds H NpeaAna3HH MepPpKH NpH ynoTpeda

bvbpeuno yspeacoane
KakTo mpH neyeHue C ApyTH CPpeACTRA, KOWTO HHXUOHpAT peHHH-aHMMOTEH3HH-ANACCTEPOHOBATA

CHCTEMA, M Npu jiedycHUe ¢ Kantad Morar aAa ce o4akBaT NMPOMEHH B 6b0pedHaTa QYHKUMA [IpH
YYBCTBHTEHH NALIUEHTH.

Koraro Kanrab ce ¥3nen3sa npy NAaUMEHTH C apTEPHATHA XHNIEPTOHNA N OBOpEeHHN yBpeXKAaHNA €
0COBEHO BaXHO Jla ce U3BLPLUBA NEPHOANYHO MOHHUTOPHPAHE HA HUBATA Ha CEPYMHHUA Kpea
CepYMHHUA KaUH.




OnuTLT NPy NALMEHTH C MHOI'O TeXKa UK TepMuHanHa 6u6peuHa HepocraTb4yHOCT (Cl < 15 ml/min) e
orpannyeH. [1pn Te3u naumeHTH go3ata Ha KanTtad TpabBa Aa ce THTpHpa BHHUMATENHO, ChC CTPHKTEH
KOHTPOJI Ha aPTEPHATTHOTO HANIATAHE.

OueHkara Ha MalMEHRTH ChC ChpAEYHA HEJIOCTATBYHOCT TpAOBa Ja BKNI0YBA NEPHOAUYHA OLIEHKA Ha
6p6peyHaTa pyHKLMA, 0COOEHO MPH NNALMEHTH B CTAP4YECKa BB3pacT Ha/l 75 roJMHHU, KaKTO U NpH
nauMeHTH ¢ 0u0peuno yBpexaane. [Ipn THTpHpane Ha 03aTta Ha KaHTab ce npenopeiyBa MOHATOPHpPAHE
Ha CEpYMHHA KPEaTUHHH U CepyMHHA Kanuil. B KNTHHUWYHMTE NpOyYBaHUA Ha MALMEHTH CbC Chple4Ha
HEJIOCTATHLYHOCT HE €a BKIIOYBAHM MTALIMEHTH CbC CEPYMEH KpeaTUHHH Haa 265 pmol/l (> 3 mg/dl).

Ynompeba npu neduampuuny nayuenmy, exioNumesHo u nayuenmu ¢ bvopeywno yepescoane
Kantab He e mpoyuBaH NpH AeHa CbC CKOPOCT Ha IIIyMepyJiiHa ¢mwrrpauma mog 30 mi/min/1,73 m? (Bxk.
Touka 4.2).

Komburnupana mepanus ¢ ACE unxubumop npu copoeyHa HedocmambyiHocm

PHCKBT OT pa3sBHTHE Ha HEKENTAHH PEeakLiH, 0co0eHo HapylueH#ue Ha OpOpeunaTa GyHKUMA U
XUIMIEPKATHEMHA, MOXKE 12 C€ NMOBHIIU NpU npunoxeHue Ha Kantad B komOuHauua ¢ ACE uHxuburop
(k. Touxa 4.8). IlaupeHTHTE Ha NIOAOOHO NeveHe TpAOBA Ja ce MOHMTOPHUPAT [IEpPMAHEHTHO H

BHHUMATCIIHO.

Xemoduaausa

[Io Bpeme Ha AManu3a apTEPHATTHOTO HaNAraHe MOKeE Aa € 0CO0EHO YYBCTBUTENHO KbM AT -
peuenTopHara 6510Kafa B pe3yJiTaT Ha NOHIKABAHETO HA IUVIa3MEHMA 00eM H aKTMBHPAHETO HA PEHUH-
AHMHOTEH3HH-AAOCTEPOHOBATA cHCTEMA. CnegoBaTeNHO [PH NALMEHTH Ha Xemoauanuia, Kanrab tpabea
Aa C€ TUTPHpPA MHOIO BHUMATEIHO, IIPH CTPUKTER KOHTPO/ HAa ApTEPUATHOTO HAMNATAHE.

Cmenosza na bvbpewnama apmepus

JIeKapCTREHHTE MPOAYKTH, KOMTO MOBNHABAT PeHUH-AaHTHOTCH3NH-ANIAOCTEPOHOBATA CHCTEMA,
BKIIOYNTENHO M aHTUoTeH3HH I penenrropauTe aHTaroHucTH (AIIPA), Morar na npcaou3BUKaT
NOBUILIABAHE Ha HUBATa HA KPbBHATA YpesA H CEpYMHHA KPEaTHHHH MPH NMALIMEHTH ¢ IBYCTPaHHA CTeHO3a
Ha On0OpeyHaTa apTepns WK ChC CTEHO03a Ha 00peyHa apTepua Ha eAHHCTBEH OBOpeEK.

Bvbpeyna mpancnaanmayus
JIuncea ONWT MO OTHOLIEHHE HA MpUNokeHHeTO Ha KanTab nmpu mauueHTH ¢ HaCKOpoO N3BBpLIeHA

6nOpeynHa TpaHcnNaHTaLMA.

XUnomonus

[Io BpeMe HAa JeueHHeTo ¢ KaHTa® Ha NalMeHTH ChC ChPASYHA HEJJOCTATHEYHOCT € BL3IMOXHO Ja ce
pa3Bye XWINIOTOHUA. TakaBa Moxe 1a C€ pa3BHE M IMPH HALMEHTH C XHIEPTOHHUA, HO C BBTPECHIOBO
0bEMHO H3UEpIIBAHE — KATO HATIPUMED NALIMEHTH HA JIeYeHWe ¢ ANYPETULIM BB BHCOKH 103H. [Ipu
3aM0YBaHE Ha IEYECHHETO TpAOBa J1a ce MOoAX0XkKAa C MOBHILIEHO BHUMAHKE, KaTo TPAORA f1a ce HanpaBu
OIUT 33 KOPEKUMA Ha XHUMIOBONEMHATA.

[Ipu meua ¢ BB3IMOXHO BHTPECHIOBO 00EMHO H3UEpIBaHE (HaNp. NALUMEHTH, JEKYBaHH C IHYPETHIH,
0co0EHO TakMBa ¢ HapylueHa 0L0peuna GyHkLuA), neuyeHuero ¢ Kanrad tpabdea ga ce HHHIMHApa Mo
CTPOro MEAUUHMHCKO HabMmoaeHHe H Aa ce 0OMKCIIN MO-HHUCKA HavYalHa 1032 OoT obHuaiiHaTa (BX. ToYka

4.2).

Anecmesus u onepayuu
[Ipn nanMeHTH, KOUTO Ca IeKYBaHH C AaHTHOTEH3MH Il peleMTOpHUTE AaHTArOHHCTH, MO B
AHECTE3HMA ¥ OnepaliMd € Bh3MOXKHA XUIMOTOHHA nopaan 0M0Kaga Ha peHHH-aHrHoTe
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aTIROCTEPOHOBATA CHCTEMA. MHOI0O pRAKO, XMNOTOHHATA MOXE 1A € TEXKa M Aa M3IHCKBA HHTPABCHO3HH
BJIMBaHMA H/WIH NPUIOKEHNE HA BA3ONPECOPH.

Cmenosza nHa dopmHamda u MumpdiHama Kiand [ﬂﬁﬂm YKInueHa IHHEQMEﬂd)H‘!Hﬂ HHE()HOM Hﬂﬂﬂmuﬂz

KaxTo n npu npunoxesue Ha Apyrd Ba3oUNATATOPH, NPH NAlMEHTH CTPAAAIM OT XEMOAUHAMHYHO
3HaYHMa a0PTHA WIH MUTPANHA CTEHO3a, WIIM OT 00CTPYKTHBHA XHNepTpodHYHa KApAHOMHONATHSA, CE
npenopbyBa npu nedeHuero ¢ Kanrab fa ce noaxoxaa cbC CNELHATHO BHUMaHUE.

IIvpeuven xunepandocmepoHuIbM

Kato 110, NAUHEHTUTE ¢ TbPBHYEH XHITEPATAOCTEPOHHUIBM HE €€ NMORBTUABAT OT AHTHXHIESPTEH3UBHHUTE
NIEKapCTBEHM NMPOAYKTH ACHCTBAINM 4Ype3 HHXHOMpaHe Ha peHHH-aHM'HOTeH3HH-aN0CTEPOHOBATA CHCTEMA.
[Topagu ToBa ynorpedarata Ha KaHTad B Ta3y momyjauus He ce€ npenopbyba.

Xunepxanuemus
EnnoBpeMeHHOTO npuwickeHne Ha Kantald ¢ kayiMii-ChbXpaHsaBalliy JUYPETHLM, KanHeBH 100aBkH,

3aMECTHTENH HA rOTBAPCKATA COJ, ChALPXKALIM KATHHA, WU APYrd NEKapCTBEHH MPOLYKTH, KOUTO MOTAT
13 MOBHINAT CTOAHOCTUTE Ha Kanua (Halp. XenapuH), MOXe a aoseae 10 NoBUILaBaHe Ha CepyMHUA
kanuii Ha NalLMEHTH ¢ apTepHanHa xuneprodua. [Ipu HeobxoaumocT TpadBa ce npeAnpueMe
MOHHTOPHpPAHE HA CEPYMHHSA KUIHH.

[Ipu nexyBanure ¢ KaHTab nauueHRTH ChC ChpACYHA HEAOCTATHYHOCT MOXE 1a C€ PA3BHE XHUIMEPKATTHEMHA.
[IpenoppuBa ce NEpUOAUYHO MOHHUTOpHUpAHE Ha cepyMHMA Kanui. KomOunauma ot ACE uaxuburop,
Kanui-CeXpaHasall AMypeTuk (Hanp. cnipoHonaxToH) U Kanrad He ce npenoprysa. TakaBa xoMOnHaIINA
MOJKE a c€ MMa MpeaBUA CaMoO Clel BHUMATENHa OLICHKA Ha MOTEHUHATHUTE O3 ¥ PMCKOBE.

Qbwu
[Tp¥ naLMeHTH, YMATO CHAOB TOHYC H OBOpeyHa (yHKIMA 3aBHCAT INIaBHO OT aKTUBHOCTTA Ha PEHHH-

AHTHOTEH3HH-AIIOCTEPOHOBATA CHCTEMA (HATIp. MALHEHTH ¢ TeXKa 3aCTOHHA ChPIeUHa HENOCTATHYHOCT
WM noyuiexamo Os0peuHo 3aboaBaHe, BKIIOUYHTENHO CTEHO3a Ha 610peyHaTa apTepH), IEUCHHETO C
APYTH NEKapCTBEHHU NMPOAYKTH, IOBIKHABRAIIM Ta3U CUCTEMa, C€ CBBP3Ba € OCTPa XMIOTOHMUA, A30TEMHA,
ONUTrYpua U pAaKo ocTpa ObOpeyHa HeAOCTaThYHOCT. BepoATHOCTTA OT Pa3BUTHUE Ha NOR0OEH edeKT npu
npwioxeHue Ha AIIPA He Moxe aa ce n3kmoun. KakTo npy NpuiokeHNe Ha KOETO U 1a €
AHTHXHUIEPTEHINBHO CPEACTRO, NPEKOMEPHOTO MOHWKABAHE Ha APTEPHATHOTO HANATAHE TPH NMALMEHTH ¢
HCXeMUYHa OoNecT Ha ChpPLETO MM HCXeMUYHAa MO3BYHO-CHAOBA (OJeCT MOXe aa AOBEAe N0 pa3BUTHE Ha
HHPAPKT Ha MHOKApAa HIIH HHCYIIT.

AHTHXHIIEPTEH3HBHIAT €PEKT HA KAHAECAPTAaH MOXe 11a ObJie NOTEHUMPaH OT JAPYTrH NOHMKABALIN
aApTEPHATHOTO HANIATaHE NEKAPCTREHY NPOAYKTH, 623 3HaueHHe JallH ¢a NpeANnUcaHH KaTo
AHTHUXHMIIEPTEH3NBHU WIH 1O APYTH NOKA3aHAA.

KaHTad cpabpxa J1aKT03a MOHOXHApPAT.
[lateHT ¢ peaKH HACAEACTBEHYU NpoOIeMU HA HEMOHOCUMOCT KBbM MaaKTO3HA HEMMOHOCHMOCT, Laap
IAKTO3¢H RePHLIHT HIH IMOKO030 — ranakro3Ha Manabeopbums, He TpadBa 1a npHeMaT TO3M NEKapCTBEH

MPOAYKT.

bpementnocm

[To BpeMe Ha OpeMEHHOCT He TpsaOBa Aa ce npunara JedeHHe ¢ AHMHOTeH3HH [ pellenTTopHY aHTaroHHCTH
(AITPA). OcseH ako npoaskaBaHeTo Ha edeHHeTo ¢ AIIPA He ce cMATa 32 )KU3HEHOBAXKHO, TIPH
MALMEHTKHUTE, KOUTO CMATAT A 3a0peMeHesT, TPAORA f1a ¢¢ NMpeMHHE KBM NieUeHHE ¢ ATepHaTHBHO
aHTUXUIIEPTEH3UBHO CPEACTBO, KOETO € ¢ yCTaHOBeH npogmi Ha 6esonacHocT 3a ynorpeba no BpeMe Ha




[Ipu nauyeHTKHN CNEN CIEA MEHApXE BEPOATHOCTTA 3a OpeMEHHOCT TpadBa Aa ce NpoBepABa peOBHO.
Tpabpa ga ce AaBa pefloBHA HH(pOpPMalA W/UIH Aa Ce NpeanprueMar MEPKH 3a IIpeROTBpaTABAHE Ha pUCKa
33 EKCIIO3HIHA [0 BpeMe Ha OpeMeHHOCT (BXK. TOukH 4.3 ¥ 4.6).

4.5 BiaumopaelicTBue ¢ APYrH JeKAPCTBHH NPOAYKTH H APYrH GopMH Ha B3aHMOAeHCTBHE

CheaHHEHHATA, H3CIEABAHK B KIINHWYHH (papMaKOKHHETHHHH IIPOYYBaHNA, BKIIKOUBAT
XHAPOXJIOPOTHA3KI, BApGaApHH, AUTOKCHH, NEPOPaTHY KOHTPALIEIITUBH (HAIIp.

eTHHIWIECTPAIHOJ/ IEBOHOPrecTpeN), rubeHKnaMuA, HueaunuH ¥ eHananpui. He ca ycraHoBeHM
KIKHHYHO 3Ha4YUMH papMakOKHHETHUHH B3aUMOACHCTBHA C TE3H JIEKapCTBEHH NPOAYKTH.

[Ipn eAHOBPEMEHHOTO NPHWIOKCHHE C KATHA-ChXPaHABALLH AHYPETULIM, KaNnHeBH N00aBKH, 3aMECTHTEIN
Ha rorpapckara cojl, ChAbPXKALIMN KATHH, WIH APYTH JIEKAPCTBEHH NPOAYKTH (Hanp. XenapHH) MoXe Aa
NOBHIIM CTORHOCTHTE Ha cepyMHMA Kanui. [Ipu HeoOxoaumocT Tpabea ce mpeaAnpueMe MOHHTOPUPaHE
Ha CepyMHMA Kanuii (Bx. Touka 4.4).

[Ipu enHOBpeMeHHOTO npwiokeHre HAa NUTHl ¢ ACE exubutopu Hma cpobmieHus 3a obpatnmo
NIOBUIJABAHE HA CEPYMHATa KOHI[EHTPALMA ¥ TOKCHYHOCTTA Ha JUTHA. CX0/ieH eeKT MOMKE Jia C€ pa3BHE
u npu npunoxenue ¢ AIIPA. [Topaau Toea, npunoXeHUETO HA KaHAecapTaH ¢ IMTHH, He Ce ITpenophyBa.
AK0 xOMOMHALIMATA CE& OKaKe HEoOXOAHMMa, CE€ MPENnopPbLYBa CTPHKTHO MOHUTOPUPAHE HA CEpyMHaTa
KOHLICHTPpAMA Ha AUTHA,

EnHOBpEMEHHOTO NPUIIOXKEHNE HA AHTHOTEH3HH I1 perenTopHHY aHTArOHHUCTH € HECTEPOUAHH
npoTHBOBB3NANHTENHY cpeacTBa (NSAID) (T.e.cenekTHBHR HHXxuOuTOpH Ha COX-2 |, aUeTHICANHIUIOBRA
KucenuHa (>3 g/aHeBHO) H HecenleKTHBHU NSAID)), aHTHXHREPTEH3UBHAAT €dEKT MOXKE Aa HaMalee.

KakTto v npu npuwioxenue Ha ACE nnxubuTopH, ¢AHOBpeMEHHOTO npunoxkeHne Ha AIIPA u NSAID
MOXe 1a JOBeAie A0 NTOBHIIIABAHE HA PMCKA 33 BIIOMIaBaHe Ha 0n0peyHaTa QyHKIHMA, BKIIIOYHTEIHO H 32
pasBHTHE Ha ocTpa OBOpetHa HEAOCTATHYHOCT, M 33 NOBHIABAHE HUBATA HA CEPYMHHA Kalnit, 0cobeHo
NpH NayHeHTH B cTapuecka Bu3pacT. [laumenture Tpadsa na ObaaT xuapaTHpaHU B 1OCTATHYHA CTENEH K
TpAOBa fa ce 0OMHUCIH MOHMTOpHpaHe Ha 6b0peyHara GyHKUMA crieq 3amo4BaHe Ha ChITHTCTBAILD
JIEYeHHEe, KAKTO M NEPUOAHYHO Clle] TOBA.

lleduampuuna nonynrayus
[Ipoy4RraHHA 33 B3aUMOLEACTBUATA Ca MPOBEXKAAaHH CAMO ITPH Bh3PACTHH.

4,6 PepruanTer, 5peMeHHOCT ¥ KBPMeEHE

bpemennocm

He ce npenoprypa MpruemMa Ha AHTHOTEH3UH ] peLlenTOpHM AHTATOHHCTH fpe3s IIbPBHA TPHMECTBP OT
OpeMeHHOCTTa (BX. TOoUKa 4.4). [1o BpeMe Ha BTOpHUA M TPETHA TPUMECTHP HAa OpeMEeHHOCTTa NpUEMA Ha
AHrHoTeH3HH 1l peHenToOpHH aHTaroHUCTH € MPOTHBOMOKAa3aH (BX. TOYKH 4.3 # 4.4).

EnuaeMuonormMHuTe JaHHH, Kacaelld PUCKa OT TeparoreHeH edexrt cnen npueM Ha ACE unxuburop

Npe3 MBPBHA TPUMECTLP OT OPEeMEHHOCTTA HE €A HO3HAaYHH; BCE MakK HE MOXE 14 C& U3KITIOMH JIEKO

MOBHUILIABAHE Ha pyMCcKa. Makap Aa HAMa KOHTPONHpPaHH ENMUAECMHONOTHYHN JaHHH, KAacacllld PUCKA NpPH

npueM Ha AIIPA, npH TO3M Kiac neKapcTBa MOKE A ChIIECTBYBa nNoAaodeH puck. OcBeH - - \
Qg 0,

npoasKaBaHeTo Ha neucHuero ¢ AIIPA He ce cMmATa 3a XHU3HEHOBAKHO, NPH NALKE
Bb3HaMepABaT Aa 3a0peMeHEAT, TpAGBa 1a ce NpeMHHEe KbM JICUCHHE ¢ A1TePHATHBH



AHTUXHIEPTEH3UBHO CPEACTRO, KOETO UMA YCTaHOBEH npodun Ha 6e3onacHOCT 3a yriotpeba no BpeMe Ha
6pemennoct. [Ipy ycraHoBsaBaHe Ha OpeMeHHocT ne4eHuero ¢ AIIPA tpabsa na ce cnipe HezabaBHO M, aKo
€ YMECTHO, /12 C€ 3aN0vHe ATTEPHATHRHO JICYEHHE.

H3BecTHO e, ye excniozvisaTa Ha AIIPA npes BTOpHA W TpeTHS TPUMECTBP Ha OPEMEHHOCTTa HMa
berorokcHueH ekt (HaManeHa 6bbpeuHaTa GyHKUMA, OTUTOXHUAPAMHHOH, 3abaBeHa ocHpUKaLMg Ha
YEPenHHTE KOCTH) U HEOHATANNHA TOKCHYHOCT (OROpeyYHa HENOCTATBYHOCT, XUTIOTOHHA,
xenepxanueMus) (BX.Touku 4.3 u 4.4).

ITpu ekcnosumma Ha AlIPA cnej Ha4anoTo Ha BTOPUA TPUMECTBP Ha OPeMEHHOCTTA, Ce NPenophLYsa
exorpadicka oLieHKa Ha 0bOpeuHaTa QyHKUHA H CBCTOAHUETO Ha YEPEIHUTE HENIHOCTH.

Kepmauera, unuTo Mailku ca npuemMany AIIPA,Tpadsa ga ca nox HenocpeacTBeHO HAOIIOACHME 3a
pa3BHTHE Ha XHMOTOHUA (BK. ToukH 4.3 1 4.4).

Kvpmene

[Nonexxe nuncea nHGOpMaLK, kacaema ynorpedbara Ha Kantab mo BpeMe Ha KbpMEHE, MPUIOKEHHETO HA
KanTab He ce npenopnhuBa, H € 3a NPeANO4YHTAHE JICYEHHE C ATTEPHATHBHH JIEKAPCTBEHH CPEACTBA, KOUTO
MMAT YcTaHOBeH npodm Ha 6e30NacHOCT NPH KbpMeHe, 0COOEHO NPU KEPMEHE HA HOBOPOAEHO MITH
HEOHOCEHO KbpMaye.

4.7 EfekTH BLPXY cnocobHOCTTA 38 IodHpaHe H paboTa ¢ MAIIHHH

He ca nposexaaHu Npoy4BaHHA 3a €(EKTHTE Ha KaHAecapTaH BbPXY ¢NocoOHOCTTA 3a odHpane U
paborta ¢ maiuMHHU. Bee nak TpzbBa na ce B3eMe o BHUMAHME, Y€ MTOHIKOra MO BpeMe Ha JIEYEHHETO C
KaHTab ¢ BE3MOXHA NOABA HA 3aMAasHOCT WIH OTIAHAJIOCT.

4.8 HexenaHn JexXapCTBEHH PeaKIIHH

Jevernue na apmepuania xXunepmoHus

Hexenanure PCaKUHH OT KOHTPOJIHUPAHHTC KJIHHHYHA IMTPOYHBAHHA Ca JICKH H IIPCXOAHH, KATO ob1ara
HECTOTa Ha Pa3dBHTHC Ha HOXCIIAHH CrOMTHA HE NTOKAa3Ba 3aBUCHMOCT OT 03aTa WIH Bb3pacCTTa.

CnupaHero Ha IEYEHHETO NMOPaH pa3BHTHE Ha HEXENaHH PeaKLHH € CXO/IHO 32 KAHAECAPTaH HUIEKCEeTH
(3,1%) v inauedo (3,2 %).

B cOopHHs aHATN3 HA JAHHHTE OT KNTHHUUHUTE NIPOYUBAHUA NMPH NALEHTH C ApTEPHAITHA XUIIEPTOHHA,
HEXKENAHUTE PeakLiMM NPH KaHAECapTaH LMUNeKCeTHa ¢ JePHHHPAT BE3 OCHOBA Ha 4eCTOTaTa Ha
HeXKeJlaHY ChOMTHA IIPH MPHEM Ha KaHAecapTaH WWIEKCETHII, NO-BHCOKa ¢ NToHe 1% oT HabmomaBaHaTa
npu npueM Ha mnauebo. [1o Tasu aedrHULMA Hall-4ecTo CHOOMIABAHUTE HEXEMaHH peakLiuy ca
3aMailiBaHe/BEPTHIO, IMaBo0OIHE M HHPEKLIMH HA NUXATETHUTE MhTHIIA.

B naneHara Tabnmuiia no-gomy ca MpeACTABEHU HEXXENTaHWTE peaklUy OT KTUHHUYHHKTE NPOYYBAHHA U
MOCTMaPKETHHIOBUS OITHT.

H3non3eanute B TaONHUNTE B TovKa 4.8 4eCTOTH ca KakTo cieiBa: MHoro 4ecTH (=1/10), vectn (>1/100
no <1/10), veuectu (=1/1000 no <1/100), peakn (=1/10 000 o <1/1000), Mroro peaxu (<1/
HEH3BECTHA YECTOTa (OT HATUUHWTE JaHHM He Moxe 12 Obie HarlpaBeHa OEeHKA).




CHCTEeMHO-OPraHeH KAac | HecToTa HexenaHa peakuus

Undexuyun u vudectauun Hecrn JuxaresHH HHpexuru

Hapymenus Ha kxpbBTa H MHoro peaxu JleBKONIEHHA, HEYTPOTIEHHA H

JUMQHaTa CHCTEMA | arpaHynonMTOo32

Hapymienns Ha Metabonuima u MHuoro peaxu XHIIepKanueMHa, XMIIOHATPHUEMUA
 XPaHEHETO

HapyuieHus Ha HEpBHATA YectH 3amaiiBaHe/BepTHIro, raasobonue

CHCTEMA

PecriupaTopHH, rpbAHH H MHoro peaxku Kanumuna

MeIHACTHHAIHM HapyIUEHHA _

CToMalllHO-YPEBHU HapylieHus | MHOro peiaku | 'aneue

Xenaro — OMnHapHU HapywUeHus | MHoro peaku ITopuiasaHe Ha YepHOAPOOHHUTE

€H3UMH, OTKJIOHEHHUA B
YepHoApoOHaTa QYHKLUHNA UIIH XENMaTHT

HapyumieHns Ha koxara H MHoro penxu AHrnoeneM, 0OpuB, ypTHKApHA,

MOAKOXHATa ThKaH - NIPYPUTYC

HapyumieHns Ha MyCKYJTHO- MHuoro peaku bonku B repba, apTpairua, MHANTHA

CKeJlETHaTa CHCTEMaA K

ChEAMHHUTENHATA ThKaH _ [

Hapymenna Ha 6p0peunTte u MHoro peaxu b1OpedHo yBpexKaaHe, BKIIIOMHTENIHO

NAKOYHHTE ITHTHLIA O0B0peyHa HeOCTATBLYHOCT IpH
YYBCTBUTE/IHH NALMEHTH (BX. TOUYKa
4.4)

Jabopamopru pesysmamu

Karo usno Kantab HaIMa KMTHHHYHO 3HAYHUMH €(QeKTH BBPXY PYTHHHHTE N1adOPaTOPHH MOKA3ATENH.
KonkoTo go Apyru HHXHOMTOPH Ha peHHH—AHTHOTCH3NH-A/II0CTEPpOHOBATa CHCTEMA, HaOMmoAaBaHH ca
Cliy4yaH Ha JiekO ITOHWKaBaHE Ha XeMOoria00uHa. [1pu naumeHTH ¢ 0B0peuHo yspexkaaHe odaue ce
Npenophusa NEPUOAHIHO MOHUTOPHPAHE Ha CTOMHOCTHTE HAa KaJIMH H KPEaTHHHUH B CEpyMa.

Heduampuvuna nonyvaauus
bezonacHoCTTa Ha KAHACCAPTaH LIMIEKCETHN € MpOoCeaiBaHa B X0a Ha 4-CeAMUMHO KIIMHUYHO

[MPOY4YBaHEe 3a OLIeHKA Ha ehHKACHOCTTAa H €IHOTOJHIIHO OTKPHTO NIPOYYBaHe NpH 255 fena H I0HOIIH Ha
BB3pacT oT 6 A0 <18 roAHHM ¢ apTepHaNHa XHNepToHuA (BXK. To4ka 5.1). B moyTn BCHYKHM CHCTEMHO-
OpraHHK KJ1acoB€, YECTOTATa Ha HEXEIAHUTE NEKAPCTBEHH PEAKIIMK MPH AC1a € B PAaHULIMTE Ha
YECTUTE/HEHECTUTE HEXKENAHU peakili. BeIpekH, 4e 1o XapakTep H TEXKECT HEXENAHUTE JIEKapCTRCHH
PeaKkHMH ¢a CXOAHH ¢ Te3U MPH BE3PacTHM MALMEHTH, [TPH AeuaTa U IOHOIINTE HEXKEJIAHHUTE JIEKAPCTBEHH
peakuyH ca ¢ Mo-BUCOKA YeCTOoTa, 0COOEHO IO CE Kacae 3a:

e | naBobonuero, 3aMaliiBaHeTO B HRPSKLMUTE HA TOPHUTE IUXATENIHH THTHILA Ca ,,MHOT'O YeCTH"
(1.e.>1/10) npn neuara u ,,yectu” (=1/100 no <1/10) npu Bu3pacTHUTE.

e Kamnuuara € ,,MHoro decra* (t.e. >1/10) npn penara u ,,MHoro paaka“ (<1/10 000) npn
BBL3PaCTHHTE.

e O0OpuBsT € ,4ecT” (T.€. >1/100 no <1/10) npu aeuara 1 ,,mHoro paaek™ (<1/10 000) n
BL3PACTHMTE.




o XHnepKaTHEMHATA, XHITOHATPHEMHATA U OTKJIOHEHHUATA B YepHOApoOHaTa GyHKIMA ca , HedecTH"
(=1/1 000 mo <1/100) npu neuara 1 , MHoro paaku* (<1/10 000) mpu BHL3pacTHUTE.

o [Ipn gena CHHycOBaTa apUTMHA, Ha30¢apHHTUTHT U XUTIEPITHPEKCHATA ca ,HdecTH  (>1/100 oo
<1/10), a oprodapunreanHara 6onka - ,,MHoro gecra* (1.e. >1/10), a npu BB3pacTHHTE HE Ca
ChOOIIABAaHH HUTO €/1HA OT TE3H HEXENIAHHU peakiuH. Te obave ca BpeMEHHH H LIMPOKO
Pa3NpOCTPaHEHH ASTCKH 3a001sBaHHA.

L{anocTHHAT npogun Ha 6€30MacCHOCT HAa KAaHAeCAPTaH LIWIEKCETI NP NMEAUATPHYHH [TALIMEHTH HE ce
pazNHyaBa 3HAYHTENHO OT Npodrna Ha 6€30MmacHOCT NPH Bb3PACTHHTE.

Jlevenue Ha cbpOeyHa HEQOCMAMBYHOCH

[TpodueT Ha HEXENaHUTE peakuuy HA KaHra® npH BL3pacTHM NALUMEHTH CBC ChpAeyHa HEAOCTATHYHOCT
3aBHCH OCHOBHO OT 3PaBOC/IOBHOTO ChCTOAHHE HA MAUNEHTHTE H € B ChOTBETCTBHE C PapMaKoIorusTa
Ha NeKapcTBOTO.

Hait-uecTo chOOIIABAHMTE HEXKETAHH PEaKLHM ca XUNMepKATHEMMS, XUNIOTORNA K 6b0OpevHO yBpexaaHe.
TsaxHaraTa 4€CTOTa € MO-BHCOKA MPH NaLMEHTH Ha Bb3pacT Haa 70 roauHM, nauMeHTH ¢ AMadeTr win
TAaKWBa, KOUTO Ca NMpHeMaly Ipyry NJeKapCcTBEHH IPOAYKTH, MOBIHABAIIH PeHUH-AHI'HOTCH3IHH-
aNIOCTEPOHOBATA CHCTEMA, B HacTHOCT ALIE MHxubHTOpH W/HIHM CIMPOHONAKTOH.

B Tabnuiara no-aoy ca NpeACTaBeHH HEXKENAHNTE PeakilMi OT KNHHUYHHTE NPOYYBaHHA H
NOCTMAPKETHHIOBHA OIIMT.

CHceTeMHO-OpraHeH Kiac Hecrora Hexenana peakuus
HapyumeHns Ha kpbBTa H MHoro peaku JIeBKOTICHHS, HEYTPOTICHUSA H
nuM@HATa CHCTEMa arpaHyJloLHUTO3a
Hapyiuenuns Ha Metabonu3ma u Yectu XHNepKATHEeMHUA
XPAHEHETO

MHoro peakH XHNoHaTpHeMus
HapyiuieHus Ha HepBHATA cUcTéMa | MHoro peaxu 3amaliBane, rnasobonue
PecnupatopHy, rpbJIHU ¥ MHoro peaxn Kaninuna
MEIHACTHHATHH HApYLICHHA | .
CobJ10BH HapyLUEHHA YectH XNOTOHHS
CToMalIHO-9peBHH HApYILEHHA l Muoro peaku 1 ["ancHe
Xenarto — OMIHAPHHA HAPYILIECHUA Muoro peaku IToBultaBale Ha YEPHOAPOOHHTE

€H3UMH, OTKIOHCHHA B
yepHoaApobHaTa (YHKIHSA WIH XENATHT

HapyimeHus Ha KkoXarta U MHoroe peaku AHruoeneM, oOpHB, YpTHKapHA,
MOJKOMXHATA THKAH - MPYPHTYC

Hapymenus Ha MyCKYNTHO- MHore peaku bonku B repda, apTpairus, Muanrug
CKeNeTHaTa CUCTEMa H

CbEAMHUTEIHATA ThKaH

Hapymiexun Ha On0OpeuyTe u MHoro peaku bnOpeuHo yBpexaaHe, BKIIOYHTENHO
NMUKOYHHUTE MbTHUILA Ob0peyna HenoCTaTLYHOCT IIPH

YYBCTBUTECIHH MALMEHTH (BXK. TOUKA
4.4)




Jdabopamopnu pesyrmamu

XunepkanueMua n 6p06peuHo yBpexaaHe ce pa3sBUBaT YECTO NPH MallHENTH, JeKyBady ¢ KanTad no
NnoKasaHue ,,ChbpaeyHa HeaocTaTeyHOCT . [Ipenopbisa ce NEPpHOANTHO MOHHTOPHPAHE Ha KPEATHHHHA H
KaTHA B CEpyMa (BXK. TO4Ka 4.4).

CrobinaBaHe HA NOAO3UPAHH HEXKENAHM PEAKIIHH

Cpho0laBaHeTO Ha NOAO3NPAHH HEXEJIAHM peakliMM CJIell pa3peilaBaHe 3a ynorpeda Ha JIeKapCTBeHUA
NPOAYKT € BaXHO. ToBa NO3B0JABA Aa NPOABIDKHA HAOMOACHKETO HA CHOTHOLICHHETO NOJ3a/pPUCK 32
NeXapcTBEHHA MPoayKT. OT MEQHLINHCKUTE CMIELIMATUCTH CE€ H3UCKBa Aa ChOOIABAT BCAKA MOKO3HpaHa
HeXeNaHa peaklus AUpeKkTHO Ha U3nbsiaHuTenta areHuus no nekapceraara (MAJ):

yi. Jlaman I'pyeB Ne§
1303 Codna

Ten. +359 2 8903417
en. noia: bda(@bda.bg
yeOcaitT: www.bda.bg

4.9 Ilpeno3upamne
Cumnmomu

OCHOBHHTE NPOABH HA NMPENO3UpaHe € BEPOATHO Ja 0bAAT CUMITTOMATHYHA XMITOTOHKA WK 3amalisaHe. B
eOIMHNYHH cboOleHUs 3a CTydaMd Ha npeaosupade (10 672 mg xkanaecaTpaH LHIEKCeTHN)
BL3CTAHOBABAHETO MNPH BL3PACTHUTE NALMEHTH € OMNO INajko.

IToseoerue

B cny4ait Ha CHMIITOMaTHYHA XHNIOTOHHS, TpA0Ba Ja ce 3aMOYHe CHMNTOMATHYHA M NOJALPXKAILA
TEpanuA M J1a ce CIIEAAT )KU3HEHHTe NnokasaTenu. [TlanveHTsT TpAGBa Aa ce MocTaBy B TErHalo
MOJ0KEeHHE, 110 rPpbO, C MOBIHIHATH JOIHM KpaiHHLH. 3a IOBHIIABAHE HA IUTIA3MEHNA 00eM € NOAXOAAIIO
BJIMBAHETO HA W30TOHMHEH PAa3TBOP HA HATPHEB XJIOPUA. AKO H3OPOEHUTE MEPKM HE CA JOCTATHYHH,
MOTAT [a C€ NPHIOKAT CUMITATHKOMHMETHLIH.

KaHpgecapTaH LMIEKCETHI HE Ce eJIMMUHUPA OT OPraHH3Ma 4Ype3 XeMOaHaIH3a.

5. ®OAPMAKOJIOTHYHH CBOUCTBA
5.1 <dapmMakoIHHAMHYHH cBOHCTB2

PapMakoTEpaNeBTHYHA IpyTla: AHTHOTEH3HH Il aHTaroHUCTH, CAMOCTOATENHO
ATC xon: COSCAQ6

Mexaunnibm Ha fnelficTBae

KaHaecapTaH € aHTaroHMCT HA aHTHOTEH3HH 1.

AnrnoreHsHH Il € 0CHOBHMA Ba30aKTUBEH XOPMOH OT PEHHH-AHTHOTEH3IUH-AIIOCTEPOHOBATA CHCTEMA H
MMa poJis B NaToQU3NOIOTUATA Ha apTepHATHATAa XUACPTOHHUS, ChPACYHATA HEAOCTATBYHOCT U APYTH
CHPAEYHO-CBHIOBH HAPYILCHUA, KAKTO H B [TATOT¢HE3aTa HA TEPMHUHATHATA OpraHHa Xuneprpodus.
OcHoBHUTE (PH3IHONOTNYHH e(peKTH Ha aHTHOTEeH3HH II, KaTO Ba30KOHCTPYKLINA, CTHMYJIALMA Ha
aNaoCTEPOHOBATA CEKPELMA, PEryNaliia Ha BOAHO-CO/IEBATA XOMEOCTa3a ¥ CTHMYNALHNA Ha KNeThTHHS
pacTex, ce MeAHWHpaT 4pes peuenropa ot 1 Tun (AT1). B

dapMakonUHAMHYHH ePEKTH




KanaecapraH € NposieKapcTRO, NOAXOIAIO 32 NepopaHa ynorpeba. B npoleca Ha pezopbuna B
raCTPOHHTECTHHATHMA TPAKT, KaHAECCAPTaH LWICKCETI CE XHAPOIH3UpPa 10 AKTHBHOTO BEIIIECTBO
xkaHaecapraH. KangecapraH € AIIPA, cenektueen cnpaMo AT peuenrropure, KOHTO ce CBBp3Ba 3PaBo U
OaBHO ce 0CBOOOXKAaBa OT perenTopa. 1ol HIMa arOHUCTHYHA AKTHBHOCT.

Kanaecaprad He uaxubupa ACE, koiTo KOHBEpTHUpa aHrHOTEH3UH | B aHrnoreHsuH Il u pasrpaxna
OpanukapauHa. He okaspa Bu3aeficreue sppxy ACE M He noTeHUMpa AeHCTBHETO Ha OpaJHuKapAHH U
cybocTraHums P. B KOHTponHpaHn KIHHHYHNA IPOYYBaHHA, CpaBHABAILM KaHaecaprad ¢ ACE nHxuburopsn,
TIPH NOTy4YaBAIMTE KaHAECAPTaH LMIEKCETHN NMALMEHTH Y€CTOTATA Ha PASBMTHE HAa KALUTHLIA € N0-HHCKE.
KaHgecapraH He ¢e CBbP3Ba KbM H HE MHXHOKpa Apyry XOPpMOHANHY PELENTOPH MIN HOHHM KaHaH, 32
KOUTO € M3BECTHO, Y€ €a OT 3HAYCHHUE 334 ChPACHHO-ChROBATA perynauus. AHTATOHH3IBM CIIPAMO
peuenTopuTe 3a aHruoTeH3uH Il (AT1) Boau 10 00303aBHCHUMO NOBHLIABAHE HA [UIa3MEHUTE HHABA HA
PCHHHE, AHTHOTEH3HH | # aHrnoTeHs3uH 1l ¥ NoHmwKaBaHe HA MTaIMEHaTa KOHUEHTpalMs Ha a/II0CTEPOHa.

KnnHu4Ha epeKTHBHOCT H 6€30macHOCT

AunepnioHus

[Ipu xumeproHns KaHAeCapTaH OCHIypaBa J0303aBUCHMa NPOXBIDKUTEIHA PEAYKLMA HA apTEPUATTHOTO
HaAraHe. AHTHXHNEPTCH3IUBHUAT ¢dEKT Ha KaHAECAPTaH C¢ NPOABABA YPE3 CUCTEMHO [TOHMKABaHE Ha
nepHbepHOTO CHIPOTHRNICHHUE Oe3 pedieKTOPHO NTOBHIIABAHE HA ChpAedHaTa YectoTa. HaMa manHm 3a
CEpHO3HA XMIMOTOHHA ClIEH NIpYeMa Ha ITbpBaTa 1033 WIH 33 00paTUMOCT CJIE/i CIIMPAHE Ha JIEYEHHETO.

Ha4yanoTo Ha aHTMXHMIEPTEH3MBHHA €(heKT Ha KaHecapTaH LWIEKCETHN ce Habmoaasa A0 2 yaca crien
IIpHEMA Ha ¢JHOKpaTHA A03a. [1pH NpOoaBKMTENHO I€4eHHE OCHOBHHMAT AT OT NOHYDKEHUETO Ha
aApTEePHAIHOTO HANIATAHE [IPU NPHEM, Ha KOATO H 12 € 1033, 0OMKHOBEHO C€ NOCTHIa B PaMKHTE Ha 4
(yeTupH) CEAMUIIM M Ce 3aabpXKa NMpH ABArocTOUHO nedenue, Ha 6azara Ha npoBeAeH MeTa-aHanus €
YCTAHOBEHO, Y€ CPeAHMS AOIIBIHUTENEH eekT Ha NOBHILIAHE HA eAHOKpAaTHATa JHEBHa no3a oT 16 mg Ha
32 mg eHOKpATHO AHEBHO € MATbK. Kato ce B3eMe npenBu ¥ MHTEpHHAMBHAYANHATA BEPHAOIWIHOCT,
IIpK HAKOH MALMCHTH MOXE 11 Ce O4aKBa e()eKT, HAAXBBPIALL CPEIHHA.

Ilpu eaHOKpaTeH AHEBCH MPUEM, KAHAECAPTAH LIMIEKCETH!T OCUTYPsBa eeKTHBHO H PABHOMEPHO
NOHKGKABAHE HA APTEPHANHOTO HANAMAHE B PAMKHTE Ha 24 yaca. B paMKkuTe Ha AO30BHA HHTEpBa ce
HaO/mopaBa Manka pa3ivka MeXay MAKCHMATHHA edeKkT H edekTa B Kpad Ha J030BHA HHTepBal. B npe
PaHAOMHU3IHPAHH IBOHHO-CJIENM [IPOYYBAHUA Ca U3CNECABAHU AHTUXHINIEPTEH3UBHUA edeKT U
NOHOCHMOCTTA Ha KaHAecapTas H JocapraH npu obimo 1 268 nameHTH ¢ 1eka 10 YMEPEHO TeXKKa
aprepruasiHa xuneptonHs. [1pu npuem Ha KangecapTaH UIEKCceTHN 32 mg eAHOKPAaTHO JIHEBHO,
PEAYKLHATA HA APTEPHAITHOTO HANNATAHE B Kpasd Ha 1030BHMA MHTEepBan ¢ ¢ 13,1/10, 5 mmHg
(cuctonno/auacronHe) u ¢ 10,0/8,7 mmHg npu npuem Ha 100 mg nocapraH kanmuit e THOKpaTHO THEBHO
(pa3znuka B peIyKLMATA HA apTepHaANHOTO HanaraHe 3,1/1,8 mmHg, p<0,0001/p<0,0001).

KomOuHalmATa Ha KaHAecapTaH IANEKCETHI C XUAPOXJIOPOTHA3H NIPEAN3IBHKBA aIHTHBEH €EKT
OTHOCHO MOHIDKaBaHE HA apTEPHATHOTO HAJIATAHE.

[ToreHLMpaHe Ha aHTHXHIIEPTEH3UBHMA edeKT ce HabmoAaBa M NpH KOMOHHALINA Ha KaHaecapTaH
LUIEKCETII ¢ aMITIOAMITHH WIIH (PO AUITHH.

JlexapcTBEHUTE NPOIYKTH, KOUTO OJIOKMPAT peHHH-aHMMOTEHIUH-ANAOCTEPOHORATA cHCTEMA (CHILO TaKa
4 KaHaecapraH) UMaT No-cnad edekT nNpu YepHOKOXKH MMALMEHTH, KOMTO 00M4aliHO ¢ca HHCKO peHHHOBA
nomynauusa. B oTKpHTO NpOyYBaHE HA KITHHUYHHSA ONUT IIpH 5 156 maluyeHTH ¢ ZHACTONHA XUINEPTOHHA,
pPEAYKLUMATA HA apTEPHANTHOTO HANAMaHe € CHTHH(PUKAHTHO Mo-cnabo u3paseHa npu 4epHoKoxH (14,4/10,3
mmHg), OTKONKOTO NMpH He-uYepHOKOKHU maumeHTH (19,0/12,7 mmHg , p<0,0001/p<0,0001).




HaMaIABa eKCKpeLMATa Ha anOyMHH B ypHHaTa (ChOTHOLUCHHE ANOyMHH/KpeaTHHHH, cpeaHo 30%, 95%
CI 1542%).
Hama naHuM 3a e¢eKTa Ha KaHAECcaApTaH BhPXY NporpecudTa Ha auaberHara Hedponartus.

EdekTiTe Ha KaHAECApTaH LUNEKCETUN Npy 8-16 mg eJHOKPATHA JHEBHA 1033, BBPXY ChPACHHO-
c1LA0BaTa 3ad0NEBACMOCT H CMBPTHOCT, €A OLICHECHH IIPH YETHPH IORHIIHO PaHAOMHU3aUPaHO KIHHHYHO
npoyusaHe ¢ 4 937 naumeHTH B cTapyecka Bu3pact {70-89 ronunu; 21% Ha p3pact 80 unu noseye
rogxHH) ¢ J1eKa J0 YMEPEHO TEXKa XHUIIEPTOHMA, IIpocnesBaHu cpeaHo 3,7 roauu. (IIpoyusane BEPXY
KOTHHTHBHHTE COCOOHOCTTH K MPOrHO3a NPH NAaLMEeHTH B cTapyecka Bb3pacT (Study on Cognition and
Prognosis in the Elderly)). ITaiiuenture ca npueMany KaHAeCapTaH LIEKCETH WIH IW1auedo, B
koMOMHaLMA (ITpH HeO0OXOAMMOCT) C APYr0 AHTHUXHIEPTEHIUBHO CPEACTBO. APTEPHATHOTO HANATAHE
noka3sa noHwxasase ot 167/90 no 149/82 mmHg B kouTponHara rpyna u1 ot 166/90 no 145/80 mmHg B
rpynara Ha KaHJaecapraH.

Ilo oTHOLIEHHE Ha IThpBMYHATA KpaiHA TOUKA — 3HAYMMHU ChPACYHO-CHAOBHY ChOUTUA (ChpACYHO-CBAOBA
CMBPTHOCT, HedaTaieH HHCYIT M HedaTaneH HHPapKT Ha MHOKapAa), HAMA CTATHCTUYECKH 3HAYMMa
pa3nuka. B rpynara Ha kaHaecaprad cpOnTHATA ca 26,7 Ha 1000 naumenTo-roaunu cpenry 30,0 cpOuTHA
Ha 1000 naipeHTO-rOAWHM B KOHTpONHara rpyna {oTtHocuresneH puck 0,89,95% CL 0,75 go 1,06, p=0,19)

[leduampuvna nonyaayus — apmepuaiIHG XunepmoHun

AHTHXHNIEPTEH3UBHUTE ¢(PEKTH HA KaHAECapTaH ¢a OLCHEHH TIpH Jelia ¢ apTepHAIHa XHIIEPTOHHA Ha
BB3pacT OT | A0 < 6 roauHy u o1 6 A0 <17 roAMHH B ABE paHAOMH3HpPaHH, ABOHHO-CNEMNH,
MHOTOLEHTPOBH, 4-C€AMUYHH NPOY4YBaHUA 34 ONpeae/aHe Ha 1030BUA OOXBaT.

[Ipu meua na Bb3pacT oT 1 40 < 6 rogunn, 93 nauueHTy, 74% ot KOUTO ¢a ¢ OBOpeuHo 3adonsBane, ca
paHAOMH3ZHpaHHU a NONYYaBaT Npe3 yCTaTa cycneH3ua kanaecaprad unnekcerun 0,05; 0,20 wnn 0,40
mg/kg Bearbx AHEBHO. OCHOBHHMAT METOA 3a aHANH3 € Bb3 OCHOBA HAa HaKIOHa Ha KpHBATa Ha
3aBUCHMOCTTA Ha CUCTONHOTO apTepHanHo Hanmarane (CAH) ot nosara. 3a TpuTe JO3HPOBKH Ha
kaHaecaptaH nuunexcerwt CAH u nuacronHoro aprepranHo Hansrase (JIAH) noka3sar noHm:keHue ¢
6,0/5,2 no 12,0/0,11 mmHg B cpaBHeHnE ¢ H3XOAHHTE CTORHOCTH. Tbil KaTo NMIICBa Fpyia Ha waunedo,
HOeHACTBHTEHATA BENMMUYMHA Ha €deKTa BbPXY apTepHANIHOTO HAIAraHe oCraBa HECHI'YPHa, KOETO NpaBu
TPYAHO H3IPBPLUBAHETO HA 3aKIIOYHMTENHA OLICHKA HAa CHOTHOLUCHHETO MO3a/PUCK B Ta3H Bb3pacToBa

rpyna.

[Tpn neua Ha pB3pacT OT 6 00 < 17 roguHy, 240 NMalMeHTH ca paHAOMM3IHPAHH B ChOTHOLIEHHE 1:2:2:2, 3a
14 nony4asar ruranedo, HACKa, cpeiHa WIH BUCOKA 11033 KaHaecapTaH mwiekceTwn. Ilpu Aena ¢ tenecHo
rerno <50 kg, O3HPOBKHTE HA KAaHAECAPTAH HHIEKCETHN ca 2, 8 win 16 mg BEAHBX NHEBHO.

I1pn pena ¢ renecHo Terno >50 kg, mO3HPOBKHTE Ha KaHIecapran uunekceTun ca 4, 16 mwnu 32 mg
BeJIHBX AHeBHO. KanaecapraH B ycpeaHeHa no3a Hamanssa CAH B nokoi#t ¢ 10,2 mmHg (P<0,0001) u
IAH B noxoit (P=0,0029) ¢ 6,6 mmHg, B cpaBHeHHe ¢ H3XOAHKTE cTO¥MHOCTH. B rpynara Ha niaiebo
CBILIO ce YcTaHOBABA peaykKuus ¢ 3,7 mmHg Ha CAH B noxo# (p=0,0074) u ¢ 1,80 mmHg na JIAH B
noko# (p=0,0992), B cpaBHEeHNE ¢ H3XOAHUTE CTOMHOCTH. BhIIpexku roneMus mianedo eexrt, BCHIKH
OTAEJIHN OO3HPOBKYU HA KAHAEcapTaH NMOKa3BaT 3HAYTHMO [IPERB3X0JICTBO B CpaBHEHHE ¢ TuiaLecho.
MakcuMaieH OTFOBOP 110 OTHOIEHHE Ha MOHIKABAXKAHETO HA ATPEPHATHOTO HANIATAHE NPH Aclia ¢
TenecHo rerno 1 >30 kg ce mocTura npu Ao3u ¢uoTBeTHO 8 mg 1 16 mg, karo ciel a3y CTOHHOCT
edeKTa € B IUIATO.

OT BTIOYEHUTE NALMEHTH 47% ca 4epHOKOXHU U 29% ¢a OT %eHCKH NoJI; cpenHaTa Bb3pact +/- SD e 12,9
+/- 2,6 ronunn. Ipyu aena Ha Bp3pacT oT 6 40<17 ronuHu ce HabMoOAABa TCHACHLIHA 33 HAM

Copdeyna HedocmamvyHoCm




JleyeHHETO ¢ KaHecapTaH UUIEKCETIT HaMalaBa CMBPTHOCTTA, HAMANIABA XOCTTHTATH3ALMHTE 34
CBhpAcYHA HEAOCTAThYHOCT ¥ NOROOPABA CHMITOMHTE NPH MAUUCHTH ¢ NABOKAMEPHA CHCTONHA
muchyvHKumA. Te3n edexkTi Ha KaHQecapTaH MIEKCETH Ca apryMEHTHPaHH U OT pe3yATaTHTE NPH
NMpoBeXJIaHe Ha NIauebo-KOHTpoNKpaHaTa, IBOMHO-CNAMA NpoyYBaTenHa nporpaMa CHARM
(KangecapTaH npH cbplAcyHa HEAOCTATHYHOCT — OLIEHKA HA PEIYKLHMATA Ha CMBPTHOCTTA U
3a601eBaEMOCTTA).

Ta3n nnauebo-KoHTpONMpaHa, ABOHHO-CNAMNA IPOYYBATEJIHA NMPOTrpaMa [PpH NMaUKEHTH ¢ XPpOHUYHA
chpreuHa HenocrateyHoCcT ( XCH) dyukuuoHaneH knac II po [V no NYHA ce ¢bCTOH OT TPpH OTAENHU
NMPOYMBaHUA:

-CHARM-Alternative (n=2 028) npn nauueHTH ¢ LVEF (nasokamepHa Pppakima Ha usTnackBaHe) <40%,
KOHTO He ¢a exyBaHu ¢ ACE uHxubHTOpH Nnopaay HenoHocUMocT (npn 72% 14 ¢ Ouna u3paseHa ¢
KallUTHLA )

-CHARM-Added (n=2 548) npu naunentu ¢ LVEF <40%, xouro ca Ounn nekysanu ¢ ACE uHxuburopu
-CHARM-Preserved (n=3 023) npn nauuenty ¢ LVEF >40%

[TauMeHTHTE HA ONTUMAIHA TEpANnuA 32 XpOHHYHa ChpAeYHa HenocratbuHOCT (XCH) Ha M3XxoxHO HUBO ca
pPaHAOMH3HPaHH Ja MONy4aBaT wianeto WiK KaHaecapTaH UeNeKCeTun (THTpHpas or 4 mg wiM 8 mg
€JHOKPAaTHO OHEBHO 10 32 mg eAHOKPAaTHO JHEBHO WM IO Hall-BUCOKATa MOHOCHMA 1034, CpeaHa n03a 24
mg) ¥ ca npocneaasaHy cpeaHo 37,7 Meceua. Cnen 6-MeceyHo neyeHue 63% oT naluueHTUTE,
NMpOAB/DKABALIM Ja TPHEMAT KaHAecapTaH uunexcetun (89%) ca 6mwin Ha TaprerHara Kosa ot 32 mg,.

B CHARM- Alternative cpcTaBHaTa KpailHa TO4Ka OT ChPASYHO-CHA0BA CMBPTHOCT WIH IThpBa
XOCTIMTANMH3ALMA 32 XPOHHYHA ChpAeYHa HEAOCTATbYHOCT NOKa3Ba 3HaudMa peayKLIMA 3a KaIeCapTaH B
cpaBHEHHE ¢ wialeto, koepuueHT Ha puck (HR) 0,77 (95% ClL: 0,67 no 0,89, p<0, 001). Tosa
CBOTBETCTBA Ha PeAYKUHMA Ha penaTMBHHA pucK 23%. Ta3u kpaliHa TouKa ce ycraHoBABa npH 33,0% ot
Nau¥eHTUTE NPpUEMATH KaHAecapTad uunekcetun u rpu 40,0% ot nagueHTUTE Ha NIauebo, Karo
abcomoTHara pasznuka € 7,0% (95% CI: 11,2 no 2,8).

3a nanaTta NpoARTKHTEIHOCT HAa TPOYYBAHETO, OPOAT MaLMeHTH, KOMTO ¢ TpAdBano ga ObAAT NeKyYRaHH,
33 JIa ce MMPEAOTBPaTH CAKH CMBPTEH CIydal OT ChPACYHO-CHA0B HHIMACHT WIH XOCTTHTANTH3ALNA 32
NICYECHHE Ha CHPACYHO-CHAOBE HeaocTaThuHOCT € 14,

ConcTaBHATa KpaliHa TOYKa OT CMBLPTHOCT, HE3aBHCHMO OT NPHYMHATA, WIH IThPBa XOCIIMTANIM3AMMA 32
XpPOHHYHA ChpAeYHA HEROCTATRYHOCT ChILQ MTOKAa3Ba 3HAUMMA peayKLMA B rpynara Ha kaHaecaprad, HR
0,80 (95% C1:0,70 no 0,92, p=0,001). Tazu kpaknHa TO4YKa C€ yCTaHOBABA ITpH 36,6% OT NalMEHTHTE Ha
kaHaecapraH (95% C1:33,7 no 39,7) n 42,7% ot nauuenTure Ha nnauebo (95% Cl: 39,6 ao 45,8).
Ab6comoTHara paznuka e 6,0% (95% Cl: 10,3 no 1,8). U npn neara KOMIIOHEHTA Ha Ta3W ChCTAaBHa KpaiiHa
TOYKa — CMBPTHOCT M 3a0051€BaeMOCT (XOCTIMTANIM3AIMA 332 XPOHMYHA Chp/ieYHA HEAOCTATHYHOCT)
AAHHHTE NOTBBLXKAABAT ONaronpuaTHHTE ¢heKTH Ha KanaecapTaH. JIedeHneTo ¢ KaHaecapTaH LIWIEKCETHI
BOIH J10 MOA0OPABAHE MO OTHOIUEHME Ha (hyHKUMHOHaTHUS Kknac no NYHA (p=0, 008).

B CHARM-Added crcTaBHaTa KpalHa TOYKA OT ChPACHHO-CBIOBE CMBPTHOCT WIH IThPBA
XOCIMTANH3AIHA 32 XPOHHYHA ChpAe4dHa HepocTaThaHOCT (XCH) nokxassa 3Ha9YMMa peIyKLMA 3a
KaJlecapTaH B cpaBHeHHE ¢ IUtanebo, xoeduueHT Ha puck (HR) 0,85 (95% Cl1: 0,75 no 0,96, p=0, 001).
ToBa ¢chOTBETCTBA Ha peAYKIMA Ha peylaTHBHHA pHcK 15%. Ta3u kpaiiHa Touka ce YCTaHOBABa NpH 37,9%
OT NALMEHTHTE NMpHeMany kaHaecapran upmekceTust (95% Cl1:35,2 no 40,6) n 42,3% oT nauueHTHTE Ha
nnatedo (95% C1:39,6 no 45,1), karo abcomorHara paznuka e 4,4% (95% C1:8,2 no 0,6).

3a yanaTa NPOALHKUTEHOCT Ha Npoy4BaHETO, OPOAT NAlIMEHTH, KOUTO € TpAOBaNo Aa 6baaT NeKyBaHH,
3a Jla Ce [MPEAOTRBPTH €IUH CMBPTEH CTydail OT ChpICYHO-CHIOB HHUMACHT WK XOCITHTANH3AIHA 33
NedeHre Ha ChpPACYHO-CHAOBA HEAOCTATBYHOCT, € 23,

0,87 (95% C1.0,78 no 0,98, p=0,021). Ta3sn kpaiina To4ka ce yCTaHOBABA NpH 42,2%
kaHgecaptaH (95% C1:39,5 oo 45,0) u 46,1% ot nauuenTuTe Ha rauebo (95% Cl: 4
abcomoTHaTa paznuka € 3,9% (95% Cl: 7,8 no 0,1). U npn asara koMnoHeHTa Ha




TOUKa — CMBPTHOCT K 3a001€BacMOCT (XOCITHTANIMA3ALMA 32 XPOHHYHA CbpAcUHA HEAOCTATHYHOCT),
NaHHHUTE AOKA3BaT OAArompHaTHHTE eEeKTH Ha KanjiecapTaH. JIeueHUeTo ¢ KaHAECapTaH UWICKCETH]
BOJHM Ji0 NMOAOOpABaHE MO OTHOIUEHHUE Ha GyHKUMOHAUTHHA Kiac no NYHA (p=0, 020).

CHARM-Preserved - He ce IOCTHra CTATUCTHYECKH 3HaUMMa PeIyKLMA 110 OTHOLISHHE Ha ChCTABHATA
KpaiiHa TO4Ka OT ChpACYHO-ChA0BA CMBPTHOCT WIH IThPBA XOCHIHTANM3ALNS 38 XPOHHUYHA ChpACYHa

HepocraThuHocT, HR 0,89 (95% Cl: 0,77 no 1,03, p=0,118).

HHBOTO Ha CMBPTHOCT, ITOOTAETHO BBB BCAKO OT TpUTe NpoyuBaHus CHARM, 6e3 3HaueHHue Ha
NpUYHHATA, He MOKa3Ba CTATHCTHYECKHK padiuuns. CMbpTHOCTTA €3 3HaUCHHME Ha NIPUYHHATA, € OLIEHEHa
B cOopuu nomynauuH - CHARM- Alternative w CHARM-Added , HR 0,88 (95% Cl: 0,79 no 0,98,
p=0,118), kakT0 ¥ BLB BcHukuTe TpH npoyusanns, HR 0,91 (95% CI: 0,83 ao 1,00, p=0,035).
BnaronpusrauTe epekTH Ha KaHAECApTaH NoKa3BaT CTadMAHOCT €3 3HaueHHe OT BB3PacTTa, f1ona u
CLITbTCTBALLOTO IEUCHHE.

KaHzecapraH € ¢pEeKTUBEH ¥ NPH NALMEHTH, NpUEMaLLH eaHOBpeMeHHo DeTa-Onokepy u ACE
HHXHOWTOpH, KaTo OnaronpuaTeH edekt ce noctura 6e3 3HaYeHue nosara Ha ACE uHxuburopa B
NpenopbYBaHaTa B PbKOBOACTBATA 34 JICUCHHE TapreTHa J03a.

[Npy naikeHTH ¢ XPOHUYHA Chple4Ha HeaocTaThb4HOCT (XCH) M orpaHyveHa ISBOKAMEPHA CHCTONMHA
byskLA (ppakuma Ha H3TErNIAHe OT NABa KaMepa, LVEF < 40%), kagecapran noHmwkasa CHCTEMHATa
ChAOBA PE3UCTEHTHOCT U fenoapobHOTO KANWIAPHO HANAIAHE HA BKNMHABAHE, NOBUILIABA N1a3MEHaTa
PEHHHOBA AKTHBHOCT 4 KOHUEHTPALUMATA HA GHTHOTCH3HH |1, M oHMXcaBa HUBATA Ha aNJOCTEPOHA.

5.2 PapMakoKHHEeTHYHH CBOHCTBA

Abcopbyua u paznpeoenenue
Cnen nepopaneH NpHEM KaHAECapTaH LJIEKCETHI C€ MPEBPbhilia B aKTMBHOTO BELLIECTBO KaHAECapTaH.

AOcomoTHaTa OMOHANTHYHOCT Ha KaHAECAPTaH, ¢l MPHEM Ha NepopaNeH pasTBop Ha KaHAeCapTaH
unexcernn e okono 40%.

B cpaBHeHHe ¢ NEPOpANHUA PA3TBOP, OTHOCHTENHATA OMOHATMYHOCT Ha TaONETKUTE € NPHOIN3IUTENHO
34% ¢ MHHHMaNHA BapHabUnHOCT.

CnenoBaTeNnHo o4aKkBaHara abcomoTHa OuoHaTHYHOCT Ha Tabnerkure € 14%.

CpeaHara NMKOBa Naa3MeHa KoHIeHTpauus (Cmax) ce nocrura 3-4 gaca cinen npueMa Ha Tadnerkure.,
[TnazMeHaTa KOHLIEHTpalMA Ha KaHJAecapTaH HapacTBa IMHEHHO C MOBMIIABAHE Ha 03aTa B PAMKHTE Ha
TEpaNeBTHYHHA HHTEPBAJT.

KaHaecapTaH c¢e CBbp3Ba BbB BUCOKA CTEIIEH C IUTA3MEHNUTE NPOTEeHHH (Hag 99%). [IpuBHaHUAT 06eM Ha
pasnpeneneHye Ha kaHgecaprau ¢ 0,1 Vkg.

buoranu4ynocTTa HAa KaHACCApTaH HE CC ITOBITHABA OT INpUCMa Ha XpaHa.

EHGHIEHHG@HEMHHHH U ETUMUHUDPANHE

KanpecapraH ce eNMMUHHPA MPeIAMHO HEMTPOMEHEH ¢ YPHHATA U XITBYHUA COK, KaTO B Maslka CTENeH ce
eTMMHHApPaA 4pe3 uepHoapobHa Tpanchopmalnd (CYP2C9).OT HAUTHYHATE NPOYHBaHHUA 3a
B3aHMO/ICHCTBHA HAMA JaHHH 3a edekT Bepxy CYP2C9 u CYP3A4. Bv3 0CHOBA Ha in Vilro JaHHUTE HE Ce
OYaKBa in Vivo Ja HaCTHNK B3aUMOACHCTBUE C JICKAPCTRA, YHETO METAOOTM3HpaHe 3aBUCH OT
M30€H3INMUTE HA LUTOXpOM P450 CYPIA2, CYP2A46, CYP2C9, CYP2C19, CYP2D6, CYP2E], unn
CYP3A4. TepMUHATHHAT NIONYXXHUBOT Ha KaHZAecapTaH € 0Kolo 9 vyaca. IIpn MHOrokpares npuemM
KaHJECapTaH He C€ KyMYJIMpa B OpraHH3Ma.




TOoTaNHUAT IUTa3MeH KNHPBHC Ha Kanaecapran e okono 0,37 ml/min/kg, npu 616peuer KITHPBHC 0K010
0,19 ml/min/kg. beOpeuHoTo enMMMUHKpaHe HAa KAaHAECAPTAH ¢€ OCHLIECTBABA YPE3 ITIOMEpYJIHa
duaTpalHa 1 Upe3 akTHBHA TyOyiHa ceKpeLius.

Cnen nepopaneH NpHeM Ha MapKHpaH kakgecapTaH wunekceTwl ¢ *C e ycTaHOBEHO, Ye ¢ YpHHATA Ce
eKcKkpeTMpa npubnuauTenHo 26% OT NpUETaTa 1032 KaTe KaHAecapTaH U 7% KaTo HEaKTUBEH METadonuT,
JOKaTo BB delieca ce OTKPHBAT NPHONU3UTENHO 56% OT no3ara kato xkaHaecaprad 4 10% xaro
HeaKTHBEH MeTabonuT.

Dapmakoxuremuxa NPy cneyuaiHy ROnyrayuu
B cpaBHeHME ¢ MIaAMTE XOpa, ITPH NALMUEHTHTE B cTapuecka Bh3pacT (Had 65 roauHu) Cmex # AUC ce

TIOBUILABAT CHOTBETHO ¢ npubnusurento 50% u 80%. Obaue cnea npunoxeHara a1o3a Kanrab
NOBJIMABAHETO HA apTECPHANHOTO HANAraHe H Pa3BUTHETO HA HEXKEIIAHW PEaKLMH ¢a CXOOHH NPH MIaauTe
NalMeHTH K NMPH TE3U B CTApUYECKa Bh3pacT (BK. TOUKa 4.2).

B ¢pasHeHHMe ¢ naLMeHTHTE ¢ HopMainHa 050pevyHa GyHKLMA, IPH MHOTOKPATEH NPHEM OT NALMEHTH ¢
JIEKO 0 YMEPEHO TeXKO OBOpeuHo yBpexaaHe, Cmax H AUC Ha kaHaecapTaH ¢c€ NOBUILLIABAT
npubnusarento 50% u 70%, Ho t12 nprbaM3uTENHO ce yaposBa. AUC Ha xkaHAecapTaH NpH MALHEHTH
Ha XeMOJHaNIHN3a € CXOAHA C Ta3sy NPH NALUMEHTH ¢ TexXKO 6nOpeuHo yBpexnaHe.

B ABe KIMHHYHH NPOYYBaHKA, KATO U B IBETE Ca BKIXOMEHH MALMEHTH C IEKO 0 YMEPEHO TEXKO
6p6peuHo yBpexKaaHe, ce YCTaHOBABA NOBHIIABaHE Ha cpeaHata AUC Ha kaHaecapraH - ¢
npubnuzurenko 20% B enHoro npoyysane u 80% B aApyroro npoy4saHne (BX. Touka 4.2).

JIurncea ONUT NpY NALMEHTH ¢ TEXKKO YePHOAPOOHO YBpeXIaaHe.

[leduampuuna nonynayus
(apMakOKHHETHYHHNTE CBOMCTBA Ha KaHIECAPTaH €a OLEHEHH B B¢ (apMaKOKMHETHYHN NPOYyYBAHHA Ha
NPWIOXKEHNE Ha SIHOKPATHH JO3H NPH Ae1ia Ha Bh3pacT OT | A0 <6 roanHH M ot 6 1o <17 roguHs.

[Ipu aeua Ha Bp3pact ot 1 no <6 roauny, 10 geua ¢ TenecHo rerno ot 10 go <25 kg nonyvapar
eZHoKpaTHa ao3a ot 0,2 mg/kg nnneeepopanHa cycneHsus. He ce HaOmogasa kopenauusa Ha Copax 1 AUC
€ Bb3pacTTa U TenecHoTo Teriio. He ca chbupaHu 1aHHK 3a KINMHPBHC, NOPaA#l KOETO HE € H3BECTHO

BE3MOXHA JIH € KOpeTallda MEXIY KIHPBHCA B TENECHOTO TErN10/BB3PacTTa, B TA3H MMOMYJIAlHA.

JlenaTa Ha BB3PACT >6 FOMHH Ca ¢ eKCIO3NUMH, CXOAHH C TE€3H NPH BB3IPACTHUTE, ITONYHUIY ChINATA
103a.

PapMakoKHHeTHKaTa Ha KaHAEeCAPTAH HHISKCETHIT He € MIPOYy4YBaHa NpH NeAHaTPHYHHM IMALMEHTH Ha
8Bh3pacT <1 roauHa.

5.3 TlpeaxMTHHHYHH AaHHH 38 6€30NaCHOCT

[TpH KIHHUYHO MPUACKUMHE JO3H HIMA JAHHHU 33 CAICTEMHA TOKCHYHOCT WIH TOKCHYHOCT Ha TapreHTHHUTE
OpraHu.

B npeaxIMHHYHITE NPOYYBAHAA 32 H€30MacCHOCT € YCTAHOBEHO, Y€ BbB BHCOKH JIO3H KaHJecapTaH
LIJIEKCETHI TTOBJIMABA HEraTHBHO PYHKUMATA HA OBOpeLINTE M EPUTPOLIMTHHATE ITOKA3ATENH, NPH MHIIKH,
IUTBXOBE, Kydera ¥ MaliMyHH, a HMEHHO:

OlIBeTABaHE Ha TYOYJIMTE; NOBUILIABAHE HA INA3MEHUTE KOHIIEHTPALIMH Ha ypes H KpeaT
BEPOATHO Ca CJIEACTBUE OT XMIIEPTEH3IHBHUA My edeKT, BoAeIl 10 TpoMAHa Ha OB0pe
-MHAYLIHPA XHIIEPIUIasHA/ XUnepTpodns Ha IOKCTArIOMEPYTHHUTE KITETKH

-MIOHNkaBa OpoA Ha ePUTPOLIMTHTE, HUBOTO Ha X€MOTJIOOHH H XEMATOKPHT



HUsrnexna, e rpy Xopa, Ha TepaneBTUYHHI 1031 KAHAECApTaH, XUIIepIUTasua/ X uneprpodus Ha
JOKCTArTMIOMEPY/IHHTE KNIEeTKH HE € KIIMHUYHO 3HauHMa.
[Ipeanonara ce, 4e TE3H NMPOMEHH C€ ABIDKAT Ha hapMaKoOJIOTHYHOTO ACHCTBHE Ha KaHAECapTaH.

B npeax/MHUYHUTE MPOYYBaHHMA NIPH HOPMOTEH3UBHH HOBOPOAECHH H MNIAjIH [UThXOBE, KaHAECapTaH €
NnoKasan peAyKLHA Ha TeNeCHOTO TErJ10 M Ha TEr1I0TO Ha cbpuero. KakTo npu pb3pacTHHTE )XMUBOTHH, TE3U
e(heKTH ce CMATAT 3a pe3yaTaT o1 GapMakoNorHyHOTO JeACTBHE Ha KaHaecapTaH. [IpH Hali-HHuCcKaTa 0034
- 10 mg/kg, eKCno3uLMATa Ha KanaecapTad € Mexxy 12 1 78 nbTH no-BHCOKA OT HUBATA NPH JELla HA
BB3pacT OT |1 10<6 roAMHK, NOMy4aBaly KaHAecapTad uunexkcetun B Ao3a 0,2 mg/kg, i or 7 Ao 54 nbTH
NO-BHCOKA OT HUBATA IIPU Aclla Ha BB3pacT oT 6 10 <17 roguHy, monyvyaBaiv KaHAeCapTaH LIHIEKCETHI B
go3a ot 16 mg. B Te3u npoyuBaHHa He ca HAMEPEHH CTOMHOCTH, IO/ KOUTO HE C€ YCTAHOBABa ¢(eKT,
3aTOBA I'PaHHIIATA HA 6e3011aCHOCT N OTHOLIEHHE Ha €EeKTHTE BHPXY TEINOTO Ha ChPLETO U KIMHNYHATA
3HaYHMMOCT Ha Te3H Pe3YIITATH He € M3BECTHA.

JlaHHUTE OT in Vitro | in vivo NPOYMBaHUATA 33 MyTAreHHOCT NOKa3BaT, Y€ B YCIOBHUATA HA KIMHHYHOTO
MY MPUNOKEHHE KaHJecapTaH HAMA MYTarcHHa WIH KIaCTOI¢éHHAa aKTHBHOCT.

B KBnCHHTE CpOKOBE Ha OpeMeHHOCTTa ce HabmoaaBa eTaniHa TOKCHYHOCT (BXK. ToUKa 4.6).

HsiMa JaHHH 32 KapLMHOTEHHCT.

PeHMH-aHIHOTEH3UH-ATAOCTEPOHOBATA CHCTEMA UIrpae KpUTHYHA PO/ig B pa3BUTHETO Ha ObbpeLuTe.
Joka3aHo €, ue 61OKMpaHeTO Ha PEHUH-AaHTHOTEH3HH-AIAOCTEPOHOBATA CUCTEMA IIPH MHOTO MJIAJIH
MHLLKH BOOH [0 HapYHIEHO pa3BUTHE Ha 6nOpenyTe. [IpunoKeHHETO Ha MEAHKAMEHTH, KOUTO JE€HCTRAT
JUPEKTHO BBPXY PeHHH-aHI'HOTEH3HH-ALAOCTEPOHOBATA CHCTEMA MOXKE Ja NOBNAE HOPMATHOTO
pa3BuTHE Ha ObpOpeuuTe. CneaoBaTeiHo Aeuara Ha Bb3pacT noa | roauHa He Tpadea aa npuemar Kanrab
(BX. TOuKa 4.3).

6. DAPMAIEBTHYHH JAHHH

6.1 ChnHcLK HA NOMOUIHKTE BELIECTEA

JlakTO3a MOHOXPHNAT

LlaperuuHO HHLLIECTE
KapMenosa kanuu

XHAPOKCHUITPOITHITLIETYIO3a
Makporon

MarHe3ues creapar

XenezeH oxcup, 9epseH (E 172)
6.2 HechbBMECTHMOCTH
HenpunoxuMmo.

6.3 Cpok Ha roasocrt

3 rogMHH

6.4 ChneuHalHH YCTOBHSA HA ChXpPaHEHHE

Ha ce cpxpaHsBa Ha MACTO, HEIOCTBITHO 33 ACLa,
Ha ce cexpansasa noa 25°C.




Jla ce cbXpaHABa B OPHIHHAJIHATA ONAKOBKA.

6.5 Buau cbabpKaHHe HA ONAKOBKATA

PVC/PE/PVDC — Al 6aucrep
Enve 6mHctep ceabpxa 14 6pos TabneTkm.
Bupore onakoeku: 28, 56 unn 84 rabnerkm.

He BcHYKM BUZOBE ONAKOBKH MOraT Aa ObLAAT IMyCHATH B NMpoaaxoa.
6.6 CneuHaldHH NPeANAIHH MEPKH NPH HIXBLPIAAHE
Hensnon3BaHKAT N€KapCTBEH NPOAYKT WK OTNAAbUYHMTE MAaTEPHANH OT HEro TpAOBa Ja ¢€ U3XBBPAAT B

ChOTBETCTBHE C MCCTHHTC H3NCKBaAHHNA.

7. TIPHTEXATEJ HA PAJPELHIEHHETO 3A YIIOTPEBA

HOBEJI ®APMA EOQO/]

oyn. “buarapus’” Ne 109

Codma 1404, brarapus

8. HOMEP HA PAZPEHIEHHETO 3A YIIOTPEBA
Per. Ne 20150103

9. JATA HA ITBPBO PAZPEMIABAHE/IIOJHOBABAHE HA PASPELIEHHETO 3A
YIIOTPEBA

HaTta Ha nbpBo pazpemiasade: 30.03.2015
Harta na nocnenso nogHoeaBane: 27.03.2020

10. AATA HA AKTYAJIMZHUPAHE HA TEKCTA

01.2025




