KPATKA XAPAKTEPUCTHUKA HA ITPOAYKTA ﬁ_? J O 5 026 j

1. HME HA JEKAPCTBEHMA MPOAYKT 6 ¥IVS 1 -0k 0

Kanngexkapn 16 mg tabnerku
Candecard 16 mg tablets

7 KAYECTBEH U KOJIMYECTBEH CHCTAB

Bcesika TabneTka chabpka 16 mg kanaecapTaH uunekcetun (candesartan cilexetil)

[ToMOIIIHH BELIIECTBA ¢ M3BECTHO JEHCTBHE

Bcsika Tabnerka chabpxka 132,18 mg nakrosa (katro MoHoxuzapar) u 10 0,006 mg (0,0003 mmol)
HaTpHH.

34 MBJIHUS CIIMCBHK HA MTOMOILIHUTE BELLECTBA, BUXKTE To4Yka 6. 1.

3. JEKAPCTBEHA ®OPMA
Tabnerka
16 mg TabneTKH:

PozoBa, mbcTpa Kpbria, ABOHHOM3ITbKHAIA TabneTKa, ¢ rpaBMpaH Ha/llMC ,,16” OT e1HaTa CTpaHa U
NEJIMTEJIHA YepTa OT Apyrara CTpaHa.

TaGnerkara Moxke aa Ob/1e pa3jesieHa Ha IB€ paBHH JI03H.

4. KJIMHHUYHUA JAHHU
4.1 TepaneBTHYHH NOKA3ZAHHSA

Kanpekap e rnokasaH 3a:

e JleueHMe Ha eceHLMAJIHA XUIIEPTOHHA MPH Bb3PacTHU

e JleueHue Ha XMUIEPTOHMS MPH Jielia U FOHOLIM Ha Bb3pacT oT 6 10 noA 18 roauHm.

¢ JleueHHe HA BB3PACTHH NMALIMEHTH CbC ChpJEYHA HEAOCTATHYHOCT H YBpEICHa CUCTOJIHA
dbyHKLMS Ha BaTa Kamepa (JleBokamMepHa dpakuus Ha usTiackBate < 40%) npu
HENMOHOCUMOCT KbM MHXHMOMTOPH Ha aHTHOTEH3WH KoHBepTupawus eH3uMm (ACE) nnm karto
nombiHeHue KbM jieyeHHeTo ¢ ACE HHXHOUTOPH NPH NMalMEHTH CbC CUMIITOMATUYHA
Chp/IeYHA HEIOCTATHYHOCT, BHIIPEKH ONTUMAJIHATA TEparius, KOraro iMa HeMOHOCHMOCT KbM
AHTArOHWCTH Ha MUHEPAIKOPTHUKOM/IHUTE peLienTopH (BuwkTe Touka 4.2, 4.4, 4.5 u 5.1).

4.2 Jlo3MpoBKA H HAYHH HA NPHJIOKEHHE

Jo3upoBKa MpU XUIIEPTOHHUSA
[IpenopbuuTenHATa HAYaIHA 1033 ¥ oOMYaliHaTa noaIbpxaila 103a ot Kanzjekapa e 8 mg BeHbXK
nHeBHO. OCHOBHUAT aHTHXHMIIEPTEH3HBEH e(DEKT ce MocTUra B paMkure Ha 4 ceaMuii. [1pu Hakown
MalMeHTH, YHETO KPbBHO HAJIraHe HE Ce KOHTPOJIMpa a/IeKBaTHO, J103aTa MOXe J1a 0b
10 16 mg BeiHBXK AHEBHO U 10 He MoBeye OT 32 mg BeAHBXK AHEBHO. JleueHneTo
KOpUIHpaHO Ccriope MOBJAUABAHETO Ha KPBBHOTO HaJIATaHe.
Kanaekap/ MOXe J1a ce npuiiara ¢ Apyrd aHTHXUIIEPTEH3UBHH JICKApCTBA (BHXKT
1 5.1). JlokasaHo e, 4e 106aBSHETO Ha XMAPOXJIOPOTHA3Ul HMA aIMTUBEH eek
Ha KaHnaekapa.




Cmapuecka gv3pacm
He e HeoOxoauMO Ha4alHO KOPUIHpaHe Ha A03aTa NpH NalueHTH B CTapUuecKa Bb3pacT.

Iayuenmu ¢ namanen sompecs»008 obem
Moe 1a ce 0OMHCIH NPHIoKEHHE Ha Ha4YaJTHa 033 OT 4 mg NpH NallHeHTH C PUCK OT XUIIOTOHHUS,
HAMpPUMEp MAlMEHTH, NIPH KOMTO MMa BEPOSTHOCT 0OEMET /1a € HaMaJIeH (BXK. TO4YKa 4.4),

bvbpeuno yspescoane
HauanHaTa g03a NpM MauMeHTH ¢ 650peqHo yBpekKaaHe, BKITHOUHTEHO NALMEHTH Ha XEMOIHATH3a, €

4 mg. Jlosata TpaGBa Ja ce THTpHpa Criope/] CTENEHTa Ha NMoBHABaHe. ONUTBT NMPH NALHEHTH C
MHOTO TEXKO Wik 6BOpedHO YBpeXJaHe B TEPMHHAJIEH CTaaui (KpeaTUHHHOB KIHPBHC 15 ml/min) e
orpaHu4eH. (BX. Touka 4.4)

Yeproopobro yspesicoare

[Tpu manMeHTH ¢ JeKO O0 YMEpeHO 4YepHOAPOGHO yBpeKAaHe ce NpenopbyBa IThpBOHAYATHA 1034 OT
4 mg BenaHBX AHesHO. Jlo3aTa TpaOBa Ja ce KOPUrHpa CTIOPEA CTENEHTa Ha noBmuiBaHe. Kanaekapn e
IPOTHBOINOKA3aH TPH NALMEHTH C TEXKO YEPHOAPOOHO YBpEXIAHe H/HIIH XoNecTasa (BX. TOUKH 4.3 U

5.2).

Yeproxooicu nayuenmu

AHTHXUNEPTEH3UBHUAT eeKT Ha KaHaecapTaH € no-cjad npH YEepHOKOKHM MALMEHTH B CPaBHEHHE C
HEUEPHOKOXH NauxeHT. Ilopagu ToBa, MPH YEPHOKOKH B CPABHEHME C HEYCPHOKOXH NAlHEHTH
MOXKE TO-4eCTO A& € HeoOXoauMO mNOBHINABaHe Ha JAo3ata Ha KaHaekapay M Ja ce npunara
KOMOMHHPAaHa TeparHs C el KOHTPOJIHpaHe Ha KPbBHOTO HanAraHe (BXK. TO4Ka 35.1).

IIeouampuvuna nonysayus
Jleua W 10HOIIH Ha BB3pacT oT 6 o nmoa 18 roaunmu:
[IpenopruuTenHara HayanHa [o3a € 4 mg BeIHbX JHEBHO.

e TTaumentH c Terno noa 50 kg: Ilpu nauueHTHTe 6€3 a1€KBaTEH KOHTPOI HA apTEPHATHOTO
HanAraHe n03ata Moxe Ja 6be NoBULICHA A0 He NIOBeY€e OT 8 mg BEAHBX AHEBHO.

e Tlaumenty ¢ Terio > 50 kg: Ilpu manuerTuTe Oe3 afeKBaTEH KOHTPOJI HAa apTEPHANHOTO
Ha/siraHe [03aTa MoXe Aa 6bJie MOoBHILEHA 10 8§ mg BeIHEBXK AHEBHO, CIIEA KOETO A0 16 mg
BeHBXK JHEBHO, MPH Heo6xoaUMOCT (BXK. TOUKa J.1).

JTo3u Haa 32 mg He ce TIPOYYBAHU MPH NEAHATPHYHH NALIMCHTH.
[lo-ronaMara 4acT OT AaHTHXHNEPTEH3UBHUA eeKT ce MoTyyaBa B paMKHTE Ha 4 CeIMHLIH.

[pyu pena ¢ BB3MOXKEH HaMaJIEH BHTPECHAOB 00€M (Hanp. el ICUCHue ¢ ANYPETHLH, 110-
CNELMaTHO, IPH NaleHTH ¢ HapylieHa 6s0peuHa GyHkumA) neyenuero ¢ Kannexapn tpabea aa
3aMoYyHe NoJj CTPHKTHO JIEKapcKo HabmoieH e M ¢lie1Ba 1a C€ HMa Npe/IBU/] MO-HICKa HayajlHa 1034
oT obl111aTa Havya/IHa J03a (BK. TouKa 4.4).

He ca npoBe)kKAaHH MPOYYBAHUS HA KAHAESCAPTAH MpPH JCHA ChC CKOPOCT Ha FIOMEPY/IHa GUITpauu
noa 30 mi/min/1,73 m? (8x. Touka 4.4).

YepHOKOICU neOUGMPUYHY nayuermu
AHTHXHIICPTEH3UBHUAT ePEKT HA KaHAECApTaH € No-Cnabo HIABEH NMPH YEPHOKO

OTKOJIKOTO NPH APYTUTE NallueHTH (BXK. TOuka 5.1).

Jenia Ha BB3pacT noa 1 roauHa U 10 6 roaHHH




 He ca ycraHoBeHM De30nacHOCTTa M eHKACHOCTTA MPH Jielia Ha Bb3pacT ot 1 10 nox 6
rogiHu. HATHUHHATE JaHHM ca ONIMCAHM B TOYKA 5.1, HO HE MOTraT Ja € HANPaBAT NPENOPBKH

OTHOCHO AO3HPOBKATA.
e VYrnorpebara Ha Kannexapa e npoTHBonoka3aHa npH AeLia Ha BB3pacT oA 1 roauHa (Bx.
Touka 4.3).

EOBHQOBK& npy CbpcHHA HENOCTATHbYHOCT

O6uualiHaTa npenopbrYHTENHa HadanHa ao3a Kannekapa € 4 mg seannx AHesHO. [loBuiiaBaHeTo Ha
103aTa A0 [PHIIEAHATa 032 OT 32 mg BeHBX JHEBHO (MAKCHMAaJTHA 103a) WIH 10 Hai-BMCOKAaTa
[OHOCHMa 032 CE€ H3BBLPIIBA Ype3 yIBOABAHE Ha J03aTa HA HHTEPBAJH OT Hal-MaIKO 2 CEAMHLH (BXK.
Touka 4.4). OLieHKaTa Ha Nal[MeHTHTE ChC ChpAevHa HeOOCTaThbYHOCT BUHArH TpA0Ba Aa BKIIOYBA
olieHKa Ha 6uOpeuHaTa PYHKUHA, BITIOYHTENHO H MPOCTICAABAHETO Ha CEPYMHMA KPEATHHHH H KATHH,
Kanaexapa MoXe Aa ce Mpiiara 3a¢IHO ¢ ApPYTH BHAOBE IEYEHHE 3a ChpAeYHa HEJOCTaTbYHOCT,
pmiounteiHo ACE-uHxubuTopH, 6eTa-00KepH, IMYPEeTHIIM M JHTHTANTUC HJIH KOMOHHALMS OT TE3H
nekapcTBEeHH NpoayKTH. Kanaekapn Moxe aa 6bfe mpuiaran cheMecTHO ¢ ACE-HHXHOHTOpH NpU
NMALMEHTH CHC CHMITTOMATHYHA ChpJi€4Ha HEROCTATHYHOCT, BBIIPEKH ONITHMANHATA CTaHAapTHA
Tepanus, KOraTo € HAJTHLE HEMOHOCHMOCT KBM aHTarOHHCTUTE Ha MUHEPAIKOPTHUKOHAHUTE
petierrropd. KomGunauuara o1 ACE-uHXubuTopH, KaqMi-chbXpaHaBallld 1HypeTHid U Kannekapn He
ce rpenopruBa H TpabBa a ce 06chkaa caMo clel BHMMAaTeHA OLIEHKA Ha MTOTCHLIMATTHHTE [T0JI13H U
puckoBe (BXx. Touku 4.4, 4.8 u 5.1).

Cneyuannu 2pynu nayuenmu
He e HeoOx0auMMo Ha4aTHO KOPHIHPaHe Ha 103aTa IIpH MalMeHTH B CTapyecKa Bh3pacT WIH MalHCHTH

¢ HAMaJIEH BhTPECHAOB 00eM, OBOpeuHO YBpeKAaHE WIH JIEKO A0 YMEPEHO YEPHOAPOOHO YBpeKaaHe.

[leaMaTpuyHa nomynalns
BesonacHocTTa M eduxacHocTTa Ha KaHaeKkaph npH Aeua Ha BB3pacT MEXAY pakaaHeTo H 18 roannn

He ¢a YCTaHOBEHHM IMPH JIEYEHHUETO Ha XHMEPTOHHUA H ChpACUHA HEAOCTATEYHOCT. HamMa HanuyHU
JAaHHH.

HauwH Ha NpuUioKeHHE

[lepopasiHO NPHIOKEHHE.

Kannekapa TpsaOea fa ce mpUeMa BeAHDBK JHEBHO ¢ HIM De3 XpaHa.
BroHanHyHOCTTAa HAa KaHecapTaH He ce MOBJIHABA OT XpaHa.

4.3 IlpoTEBONOKA3IAHHA

e CBpPLXYYBCTBUTENHOCT KbM KaHAECAPTaH LIWIEKCETHI WIH KbM HAKOE OT MOMOLIHUTE BEILECTBA
H36poeHH B TOuka 6.1.

e Bropu u TpeTH TpuMecTEp Ha GpeMeHHOCTTA (BXK. TOUkH 4.4 H 4.6).

¢ Texxo uepHoapobGHO yBpeKIaHe H/HIM X0NecTasa.

e EnHOoBpeMeHHOTO NMpWIoKeHHe Ha KaHaekapa ¢ ATHCKHPEeH-ChABPXKAIIH MPOAYKTH €
NMPOTHBOIOKA3&HO MPH NAUMEHTH Che 3axapeH auaber wnu 6p6peuno yppexaane (GFR <60
ml/min/1,73 m?) (BrxTre TO4ukH 4.5 1 5.1).

¢ Jleua Ha BB3pacT nox 1 rondHa (BaK. TOHKa 3.3).

44 Coennajing npeaynpexkieHHS H NIpeANA3ZHE MEPKH HPH ynorpebda

bvbpeuno yspeoicoane
Kaxro npH Apyru JeKapcTBa, KOWTO HHXHOHPAT peHUH-aHTHOTEH3HH-AII0OCTEPOHO /,
MO€E Ja C€ OYaKBaT IPOMEHH B ObOpeuHaTa QYHKIIMA MPH YYBCTBUTCIIHH NaLlHECHFA, X

Kanpgekapa. Ny

Korato Kanaekapa ce npwiara npy NalyeHTH ¢ XMNEPTOHHA, KOKTO HMaT OB0] :ﬁ WEDeK s
Mpenopb4Ba NEPHOANYHO MPOCISAABAHE HA CTOMHOCTHTE HA CEPYMHHS KM %ar\[ el



OrpaHHYEH OIUT [IPH NALMEHTH ¢ MHOTO TexKo 60peuHo yBpexxaaHe Wiy 6p0peuHo yBpexKaaHe B
TEPMHMHAJIEH CTaaui (KpeaTHHHHOB KIHpBHE <15 ml/min). [Ipu Te31 naumenT fo3ara Ha Kanaexapn
TpaOBa BHUMATEJHO 12 C€ TUTPUPA, KATO CTPHKTHO CE C/IeAU KPLBHOTO HaNATaHe.

OueHkKaTa Ha NALUEHTHTE ChC ChpACYHA HEIOCTaTHYHOCT TPAOBa Ja BKIIKOYBA NEPUOAUYHO
H3caeaBaHe Ha OpbpeuHaTa GyHKIMA, 0COOCHO MPH HALMEHTH B CTAPYECKA BB3PacT -75 FOAWHH HITH
Nno-BhL3PacTHU, U TIPH NaLMEHTH ¢ YBpeacHa 6b0peuna QyHKIMA.

[To BpeMe Ha TUTpHpaHe Ha Ao3aTa Ha KaHaekapa, ce npenoprusa NpocaeaaBaHe HA CepyMHHUS
KpeaTHHHH M Kajus. KITHHWMYHUTE H3MUTBaHUA NPH ChpACYHA HENOCTATHYHOCT HE Ca BKITIOUYBAIH
NALMEHTH ChC CepyMeH KpeaTHHuH >265 umol/l (>3 mg/dl).

Kombunupana mepanus ¢ ACE-unxubumop npu cCbpOeyHa HedocmamvyHocm

PHCKBT OT HEXeNaHH JIEKAPCTBEHH PEeakiMH, 0CODEHO XMIIOTOHM, XHIIEPKATHEMHA WIH IOHIDKEHA
O6p0peuna pyHKIHA (BKITIOYUTETHO OcTpa Ob0peuHa HEAOCTATBYHOCT) MOXKE [1a C€ MOBHIIIM, KOraTo
Kanaekapna ce npwiara 8 komOuHauua ¢ ACE-unxuburop (Bx. Touka 4.8). Tpoiina koMGuHauus ot
ACE yHxuGyTOop, aHTAarOHHCT Ha MHHEPATTKOPTUKOHIHHTE PELICITTOPH H KaHlecapTaH CBIIIO He €
npenopeukTenHa. HyxxHo e HabmoaeHHe oT cneurantcT npu ynotpeda Ha TaknBa KOMOHHALIHH H
4eCTO, HEMOCPEACTBEHO MOHUTOpHpaHe Ha OB0peunaTa PyHKUMA, CIEKTPOJIHTHTE U KPBBHOTO
HaJIATaHe.

ACE uuxu6uropu u auruoreHsu Il peuentopau 6n10kepu He TpsabBa Aa ce H3MOA3BAT €IHOBPEMEHHO
NpH NalHEeHTH ¢ AnabeTHa HedponaTHs.

Heoiina 6roxada na peHun-arzuomenzur-aroocmeporosama cucmema (RAAS)

Hma panuy, ye eaHoBpeMeHHaTa ynoTpeba Ha ACE unxuburopy, anrnoreHsuH 11 peuentopHu
G10KepH WIHM ATMCKMPEH MOBHILIABA PHCKA OT XHIIOTOHHUS, XHIEpKaTHEMHS H HaMalsiBaHe Ha
6n0peuHara pyHKUMA (BKTIOMMTENHO ocTpa OBOpeuna HenocTaThuHOCT). [lopanu ToBa He ce
npernopbuBa ABoitHO 6nokupane Ha PAAC upes komOuHHMpaHara ynotpeba Ha ACE nHxubHTOpH,
auruotensuH Il penenropHu 6aA0KepH WM AMUCKUPEH (BIOKTE TOUKH 4.5 H 5.1).

AKO ce IIpelieHH, Y€ TepanusTa ¢ ABoHHo Onokupane € abcomorHo Heobxoauma, ToBa TpaOBa 1a
CTaBa caMo Mo HaboAeHHETO Ha CTIELIHAIHCT M IIPHU HEeCTO, HEMOCPEACTBEHO MOHUTOPHPAHE Ha
6n0peunaTa GYHKLMA, CAEKTPONMTUTE U KPHBHOTO HAJIATAHE.

ACE unxututopu u APb He Tps6Ba f1a ce U3NoON3BaT €AHOBPEMEHHO NPH NaLHEHTH ¢ AHabeTHa
HedponaTus.

Xemoouanusa

[To BpeMe Ha Apanu3a KPbBHOTO HanaraHe Moxe ja 6pae ocobeHo HyyBCTBHTENHO KbM 6iiokana Ha
ATl1-penentopure, ropajaid HaMajeH IUIa3MEH 00eM 1 aKTHBHUpaHe Ha PEHWH-aHrHOTEH3HH-
alpocTepoHoBaTa cucreMa. CnegoBaTenHo, nAo3ara Ha Kanaekapa Tpabsa na ce THTpHpa
BHHMATEIHO, KaTO CTPUKTHO C€ NpOcaeadaBa KPbBHOTO HANAraHe Ha MalMeHTHTE Ha XeMOIHAJIH3a.

Cmenosza va 6vopeunama apmepus

JlekapcTBEHH TIPOAYKTH, KOUTO BIIUAAT HA PCHUH-aHTHOTCH3IHH-ANIA0CTEPOHOBATa CHCTEMA,
BKJIIOUHTETHO aHruoreH3uH 1l penenropuu antaronucty (AIIRA) , Moke a moBMIaT KpbBHATA Yped
H CEpPYMHHA KPEATHHHUH TPH NALMEHTH ¢ ABYCTPaHHA CTeHO3a Ha ObOpeyHaTa apTepHsa WIM CTEHO3a Ha
aprepusTa KM eanHcTBeH 0b6pek. [lonoben edext Moxke na ce ovakBa NMPH aHTArOHKCTHUTE Ha
aHruoreHsuH Il peuenropHre.

bvbpeuna mpancnianmanyus
HmMa orpaHryeH KIIMHHYEH ONMUT N0 OTHOLUEHHE Ha NMPHIOKEeHHeTO Ha Kanaekap

NpeMHHAIN HaCKOPO HalpaBeHa OBOpeyHa TpaHCINAHTALHA.

Xunomonus
Ilo speme Ha ieueHHeTo ¢ KaHaekapa npu NalMeHTH CbC ChpAEeUHa HEAOCTATHY
BB3HHKHE XUIOTOHHA. TOBa MOXKE Aa CE€ CIYYM ChLIO U MPHU MAUMEHTH C XHNIEPTO
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HaMaJIEHHE Ha BLTPECHAOBHA 00€M, KaTO HaTIpUMep MALHEHTH, NPHEMAILH BHCOKH ZIO3HM Iy PETHLH.
[Ipu 3anousane Ha JiedueHHeTO TPAGBA fa ce BHUMaBa U TpAOBa 1a ce HAMpPaBH OIIHT 33 KOPHIUpPAHE Ha
XMIIOBOJIEMUATA.

Anecme3us u onepamueHo leverue

[To BpeMe Ha aHECTE3HA H OMepaTHBHA HaMeca Ha MALMEHTH, JIEKYBaHH ¢ aHTaArOHHCTH Ha aKTHOTEH3HH
I1, MO>ke Ja Bb3HMKHE XHIIOTOHHA Nopaax 610Kaga Ha peHHH-aHTHOTEH3HH CHCTeMaTa. MHOro paako
XHNOTOHHATA MOKe 1a Oble TeXKa, TaKa 4e Ja ¢¢ HAIOXH NMPUWIOKEeHHETO Ha HHTPABEHO3HH

TEYHOCTH W/WIIH Ba3OMPECOPH.

Cmeno3zda Ha aopmuama U MumpanHama xaana (0bcmpykmusua xunepmpouuna

Kapouomuonamus)

KakTo H npM ApyruTe Ba3oanaaTaTopH, HeOOX0IHMO € CTeLHaiHO BHHMAHHE NIpH
MalMeHTH, CTPaJallld OT XeMOAUHAMMYHO 3HaUYMMa CTEHO3a Ha a0PTHATa U MHUTpAJTHATA Kilana Win
OOCTPYKTHBHA XHNEPTPOPHUHA KApAHUOMUONATH,

IIvpeuyuen xuneparooCcmeporu3IvMm

[TaleHTH ¢ MLPBUYMEH XUIIEPATAOCTEPOHH3IBM OOMKHOBEHO HE C€ MOBIHABAT OT JICHEHHE C
AHTHXHNEPTEH3UBHH NIEKAPCTBEHH MPOIYKTH, ACHCTBALIM YPe3 HHXUOHpaHe Ha PeHHH-aHTHOTEeH3HH-
angocrepodHopata cucteMa. ITopaau ToBa npuio)keHneTo Ha Kanaekapa He ce NpenopbuBa Npy Tasu

MOmyJIalys.

Xunepxanuemus
EAHOBPEMEHHOTO MPHIOKEHHE HA Kanaekapa ¢ KATHHA-ChXpaHABallld JHYPECTHLM, KATHEBH nobaBKH,

3aMeCTHTEH Ha COJITa, ChABPKALIH KAJIMii, MJIM APYrd NeKapCTBEHH NPOSYKTH, KOWUTO MOTaT Aa
MOBHIIAT CTOMHOCTHTE HA Kanua (HaIlp. XENapuH, KO-TPHMOKCA30J1 H3BECTEH OLIE KATO
TpUMETONpHM/CyihaMeToKca3om), MOXKeE J1a IoBeIe 0 NMOBHILABaHe Ha CEPyMHHS KalHi NpH
MALMEHTH ¢ XHIEePTOHUA. MOHHTOPHHT Ha Kanus TpAOBa oa ce npeanprueMe npy HeoOXO0AUMOCT.

[Tpu naLMeHTH ChC ChpAEYHA HEOOCTATHYHOCT, JIeKyBaHH ¢ KaHaekapn, Moxe Aa Bb3HHKHE
xunepkaaueMus. [Ipenopsyea ce NepHOAHMHO MPOCIeAABAHE Ha CepyMHHA Kanui. KoMOuHHpaHeTo
Ha ACE-uHxu6HTOp, KaIHii-ChXxpaHsBaln JHypeTHk H Kanaekapa He ce npenopbysa u Tpabsa na ce
o6chau caMo cJiel BHUMATeIHA OLIEHKA Ha MOTEeHLIMATHUTE MOJI3H K PHCKOBE.

Humecmunanex anzuoeoem
3a HHTECTUHAJIEH aHI'HOENEM ce CHLoOIara NpH NalMEHTH, JIEKYBaHH ¢ aHrHOTEH3HH I peuenTopHu

AHTArOHHCTH [BKIIOYMTENHO KaHaecapraH] (Bx. Touka 4.8). Te3n nauueHTH HMAT KOpeMHa HoKa,
rajieHe, NoBpbilaHe H AMapusa. CUMIITOMHTE OTUIYMSABAT CJIE/ NPeyCTaHOBABAHE HA aHTHOTeH3MH 1l
PELIENITOPHUTE AHTArOHHUCTH. AKO C€ AHArHOCTHLMPA HHTECTHHAIIEH aHTHOCAEM, JICUCHHETO ¢
KaH/ecapTaH TpsAOBa fia ce TIPeYCTaHOBY H J1a C€ 3all04He MOAXOAALIO HalIoaeHHEe 0 ITHITHOTO
OTUIYMABAHE HA CHMITTOMHTE.

Obwu
[Tpu nauMeHTH, YHIATO CHAOB TOHYC U 6b0peuHa QyHKIMA 3aBHCAT NPEAHMHO OT aKTHBHOCTTA Ha

PEHHH-aHHOTEH3MH-AIOCTEPOHOBATA CHCTEMA (Hanp. NAlMEHTH ¢ TEXKKa 3aCTOHHA ChpJeYHa
HEeJOCTAaTHYHOCT WK nomiexaino 6s6peuHo 3abonaBaHe, BIIHOYHTEIHO CTEHO3a Ha OBOpeuHaTa
apTepHA), IEUeHHETO C APYTH JIEKAPCTBEHH MMPOAYKTH, KOUTO BJIMAAT Ha Ta3H CHCTeMa, Ce CBbp3Ba C
OCTpa XMIIOTOHHA, a30TEMHUSL, OJIMTYPHUS WIH, PAIKO, C ocTpa OBOpeyYHa HEAOCTATHYHOCT.
BeposTHOCTTa 3a Bb3HHUKBaHe Ha MoaoOHHM edexTi He MOXKE [a Ce H3KIIIOUH NpH nedeHne ¢ AIIRA.

MOJKE a JOBENE A0 MHOKAPAEH HHPAPKT WIH HHCYIIT.

AHTHXHNEPTEH3UBHAAT e(eKT Ha KaHJecapTaH Moxe Ja ObAe YCHIEH OT APYTH
MPOAYKTH, NPUTEKABALIY CBOWCTBA 3a MIOHWKABAHE HA aPTEPHATHOTO Ha/IATaHe,
IpeONMMCaHH 38 aHTUXHNEPTEHIUBHO JICYEHHE KITH 1O APYTH IIOKA3aHMA.




bpemennocm

He Tpa6Ba aa ce 3anousa ynorpebara Ha aHrHoteH3HH Il antaronucti (AIIRA) o speme Ha
6pemeHHOCT. OCBEH aKO MPOAB/DKABAHETO HA TEPAIHATA C AHTMOTEH3HH 11 aHTATOHKCTH He ce cMATa
1a 0cO6EHO BaKHA, IPH MALMEHTKHUTE, KOUTO [UIaHUpaT Ja 3a0peMeHeaT TpsOBa ia ce HanpaBH
pOMSHA B TepanusaITa, KaToO CE HA3HAUH AITEPHATHBHO AHTHXHMMEPTEH3UBHO JIEUCHHE, KOETO HMa
ycTaHOBeH npodu Ha GesomacHocT 3a ynotpeba no BpeMe Ha GpeMeHHOCT. [1pn quarHocTuumMpane
Ha GPEMEHHOCT, IEYEHHETO C AHrHOTEeH3MH I aHTarOHHCTH Tpabea He3abaBHO Aa Ce CIIPE H, KO €
yMECTHO, TpA0Ba 1a Ce 3aNovHe aTTepHaTHBHA Tepanus (BXK. TOUYKH 4.3 U 4.6).

[Tpu naLMeHTKH ¢ MEHCTpYalus Tpa6Ba peoBHO Ja C€ OLIEHABA Bb3MOXKHOCTTA 32 3abpeMeHsIBaHeE.
Tpabpa na ce MpeAOCTaBH CHOTBETHATa HHGOPMAaLHs WK a CE MPEANPUEMAT CBOTBETHHTE
NeHCTBHA, 3a [1a ce HEYTPATH3Hpa PHCKBT OT EKCMO3HIMA Ha AEHCTBHETO Ha JICKapCTBOTO MO BPEME
Ha OpemeHHOCT (BXK. ToukH 4.3 U 4.6).

Ynompeba npu neduampuyxy nayuesmy, KoYumenro ¢ 6vopeuno yspeicoare
He ca npoBexaaHy Npoy4BaHHA HAa KaHJ€CapTaH NpH Aella ChC CKOPOCT Ha rIoMepyJtHa dpunTpaum
noa 30 ml/min/1,73 m? (Bx. Touxa 4.2).

IMpu nena ¢ BE3MOXKEH HAMAJICH BBTPECHA0B 00eM (Hamp. CIeX NeueHue ¢ IHypETULIH, 110~
CTELIMATHO, [IPM NIALMEHTH ¢ HapylueHa 6b0peyna GyHkuus) neyenrero ¢ Kannexkapa Tpabpa 1a
3aNoyYHe 1oJ CTPUKTHO Jiekapcko HabnioieHHe U ClieiBa 1a C€ HMa MpEeBHA HavajlHa 1033, 1o-HHCKa
ot ob1maTa HayaIHa A03a (BK. Touka 4.2).

Cneyuannu npedynpexicoesus, OmHuoCHO NOMOWHUME 8eujecmsa

To3u AekapcTBeH NPOAYKT ChABPXKa jakTo3a. [laleHTH ¢ peAKH HACAEACTBCHH HapY LICHHA, KaTo
HEMOHOCHMMOCT KbM T'aJIaKTo3a, 001la JIaKTa3Ha HeJOCTATHhYHOCT WIH TUIIOKQO30-TajlakKTO3Ha
manabcopbuua He TpAGBa 2 NpHeMaT TO3H JICKaPCTBEH MPOAYKT.

Toea IEKapcTBO ChAbpxka no-Manko ot 1 mmol Hatpuii (23 mg) Ha TabneTka, T.6. MOXE a Ce Kaxe,
ye MPAKTHYECKH HE ChIAbpPXKa HATPHH.

4.5 BiammoaelicTBHE ¢ APYrH JEKAPCTBa B ApYrH popMH HA BIAHMOJeHCTBHE

CheqUHEHHSA, KOUTO ca OHIH H3C/eBaHH B KITHHHYHY GapMaKOKHHETHYHH NPOy4YBaHHA BKIIIOYBAT
XUAPOXJIOPOTHA3M ], Bap(papuH, AUTOKCHH, IEPOPATHY KOHTPALICTTTHBH (T.€. STHHIISCTPALHON /
NeBOHOprecTpen), MubeHKIaMuA, HudeaumHH U eHananpun. He ca HaOmoaaBaHH KITMHAYHO
3HAYMMH (apMaKOKHHETHYHH B3aUMOACHCTBHS ¢ T34 JIEKAPCTBEHH NMPOAYKTH.

EaxospeMeHHaTa ynorpefa Ha Kaiuii-ChbXpaHABAIIM AHYPETHLIM, KATHEBH H00aBKH, 3aMECTUTENH Ha
CONTA, CHABPHKAILM KT, WM JPYTH JIEKapCTBEHH MPOAYKTH (Hamnp. XemapHH) MOTaT Aa MOBHINAT

HMBATa Ha Ka1Hit. MOHHTOPHHT Ha Kayius TpaGBa Aa ce NpeANpHeEME IpH HeOOXOAUMOCT (BX. TOUKA
4.4).

Neotina 6aoxada na RAAS ¢ AIIRA, ACE-unxubumopu wiu arucKkupex
JlaHHH OT KIMHHYHM NPOYYBaHHA MOKA3BaT, ue ABOHHOTO Gnokupade Ha PAAC ypes xoMOuHUpaHaTa
ynorpe6a Ha ACE unxuburops, AP win alMCKHpeH ce CBBpP3Ba C N0-BHCOKA HECTOTA Ha HEXKENaHH
CHOUTHA, KATO HAPHMEP XHIOTOHHSA, XMIIEPKATHEMHUs W HamanapaHe Ha 6b0peyHaTa QyHKImA
(BKJTIOYMTENHO ocTpa 61Opeuta HEAOCTaTHYHOCT), B CPaBHEHHE C ynoTpebaTa caMo Ha €IHO
cpencTso, neiictaamo BppXy PAAC (Bixre Toukn 4.3, 4.4 1 5.1).

Hma chobienus 3a o6paTHMO MOBKILABAHE CEPYMHHTE KOHLIEHTPALIMH Ha JIMTHH
e HOBPEMERHO npuioxeHue Ha muThii ¢ ACE naxuburopu. [lofgobeH epexr Mo
NPWIOKEHHE HA AHTAroHKCTH Ha aHrHoTeHsuH Il peuentopure (AIIRA). Hanon au¢
KaHJecapTaH ¢ IMTHR He ce npenopbuBa. AKO Ta3u koMOHHALIMA € HeOOXOAHMA,\ be-
BHUMATE/THO Ha0/110jaBaHe Ha CEPYMHHUTE HHBA HA JIHTHIA.




Korato auruorensuH Il aHtaronuctr (AIIRA) ce npuwnaraT €JHOBPEMEHHO ¢ HECTEPOHAHH
NPOTHBOBBL3MANHTENHH cpeAcTBa (Hanp. ceneKTHBHH COX-2 HHXNOHTOPH, aLETHICAIMIUIOBA
KHCENMHA > 3g/1eH) M HECEIEKTMBHA HECTEPOUIHM NPOTHBOBB3NAIMTEIH) CPEACTBA), MOKE 11 €€
MOMy4H OTcabBaHe HA AaHTUXHIIEPTEH3HBHHA €(EKT.

Kaxrto npu ACE unxuburopure, eAHOBpeMEeHHaTa ynorpeba Ha aHrHoTeH3uH Il aHTaroHuCTH
(AIIRA) 4 HECTEPOHAHH NPOTHBOBB3MANUTEHH CPEACTBA MOXKE /1a JOBSE AC YBEINHCH PHCK OT
BIIOIIABAHE Ha 6BOpeuHaTa QYHKUMS, BKIIOYUTENHO € Bh3MOXHA ocTpa ObOpeyHa HeNOCTaTHHHOCT
Y YBEJIHYABAHEe HA CEpYMHHS KaJHi, 0COOEHO NPH NALMEHTH C BJOIICHA OT MpeAn TOBa 616peuHa
byHkims. Kom6unaumsTa tpaGea fa ce npiiara BHHMATeIHO, 0COOEHO NMpPH MALMEHTH B CTap4ecka
pp3pacT. [TauuenTHTe TpaA6Ba Ja Ce XMAPATHPAT JOCTATHYHO ¥ TpAGBa #a ce OOMMCIN POCIENABAHE
Ha 6B6peuHaTa dyHKUMA Cle/l 3aTI0YBAHETO HA €JHOBPEMEHHA TEPANTUA H NEPHOIUYHO CIIC] TOBA.

Ileouampuyuna nonyrayus
[TpoyuBanus Ha B3aUMOACHCTBHATA Ca NPOBEXKIAHH CAMO NPH BB3PACTHH.

4.6 PeprannTeT, OpeMeHHOCT H KbpMeHe

Ynompeba no épeme xa bpeMenHocm

Vnorpe6ara Ha aHruoTeHsuH I peienropru aHTaronueTH (AIIRA) He ce mpenopbiBa npes MbPBHA
TpUMecTbp Ha GpeMeHHoCTTa (BX. Touka 4.4). Ynotpebara Ha aHrHOTeH3HH 11 aHTarOHMCTH (AIIRA)
¢ MPOTHBOMOKA3HA NPE3 BTOPHA U TPETHA TPUMECTBD Ha GpemenHocTTa (BXK. ToMKH 4.3 W 4.4)

EnnieMHOIOrHYHKTE JAHHH 33 PHCKa OT TEPATOreHHOCT cnell ekcrosiuua Ha ACE uHxuburops npes
ITbPBHS TPUMECTHP Ha 6PEMEHHOCTTA He ca JOBEIH 40 3aKIOYCHHE; BBIIPEKH TOBA, HE MOXE /1a Ce
H3KJTIOYH JIEKO YBETHUEHHE Ha pucka. Makap ye HAMa KOHTPOJMPaHH €NTHAEMHOIOTHYHY JaHHH 32
pHcKa npH aarHotensu 1 penerrropumute uHxuOuTopH (AIIRA), mpH To3n Kiac JieKapcTBeHU
MPORYKTH MOXe Ja ChLIECTBYBA NoJodeH puck. OCBEH ako NPOAB/DKABAHECTO HA TEPANUATA C
aHruoTeH3uH peuentopHu 6iaokepu (AIIRA) ce cmaTa 3a 0ocobeHO BaKHA, IIPH NALHEHTKHTE, KOUTO
[UIAHMpAT Na 3a0peMeHesT, TpAOBa Aa ce HAlIpaBH NPOMSHA B TEPAITMATA, KATO CC HA3HAYH
aIITEPHATMBHO aHTMXKNEPTEH3UBHO JICUEHHE, KOETO HMa YCTAHOBEH Npodun Ha 6e30MmacHoCT 3a
ynotpe6a no speme Ha GpemeHHocT. [Ipu AMarHocTULMpaHe Ha OPEMEHHOCT, JIEHEHHETO ¢
anruotensut I anraronuctu (AIIRA) Tpa6sa He3abaBHO fa ce CIpe H, aKO € YMECTHO, TpaOBa na ce
3aMOYHE ATTEpHATHBHA TEpanui.

H3BecTHO e, 4e eKCno3HLMATA Ha aurnoTeH3uH Il anraronucTH (AIIRA) npes BTOpHA U TPETHA
TpMMeCTbp Ha GpeMEHHOCTTa NpeAU3BHKBA HETOTOKCHYHOCT TpY XxopaTa (HamaieHa ObOpeuHa
GyHKUMA, OIMrOXHAPAMHHOH, 3a0aBaHe Ha ocH(UKaLMITa Ha Yeperna) H HEOHATATHA TOKCHIHOCT
(6p6pedHa HEZOCTATHYHOCT, XHIIOTOHUA, XUIIEPKATHeMH: ) (BXK. TOYKA 5.3).

AKO eKCTIO3KLIMATA HA AHTHOTeH3HH 1] aHTArOHUCTH € 3anovHala OT BTOPUS TPHMECTHD Ha
6peMEHHOCTTa, C€ MPENopbYBa YATPa3ByKOBO H3cieaBaHe Ha OBOpedHaTa QYHKLHA H Yepena.
Jleua, Y4UMTO MAFKH ca IpHeMany asrHoTensuH I aHtaronucTH, Tpabsa na 6baaT HabMoAaBaHK
BHHMMATEJTHO 334 XHIIOTOHHA (BXK. TO4KH 4.3 u 4.4).

Kvpmene
Toii KaTo HAMa HHGOpMalHA 3a yrnoTpebarta Ha Kannekapn no Bpeme Ha kppMeHe, KaHpekapa He ce
[pEnopBYBa, a ¢ TPEANOUYNTAT ATTCPHATHBHH JI€YeHHA ¢ NMO-106pe yCTaHOBeHH NIPOGUIH Ha

He30macHOCT, 0COOEHO MPH KbPMEHE Ha HOBOPOAEHO HIH HEAOHOCCHO JETE.

4.7 EdexTn BbpXy cnocoGHoCTTa 32 modHpaHe H padoTa ¢ MAIIMHH

Hsama npoBeieHH Npoy4BaHuA 3a BIMAHHETO HA KAHIECAPTaH BbPXY cnocobHoc
pabora ¢ MamnH4. He3aBrucHMO OT TOBa, TpAOBa f1a ce MMa NpeIBHJ, Y€ N0 BPEM
Kanaekaps noHAKora MOraT Jda Bb3HHKHAT 3aMalBaHe WM yMOpa.




4.8 Hexenans JeKAPCTBECHH PeAKIHHA

Jlevernue na xunepmonus

[TpH KOHTPOAMPAHH KIUHHYHH H3IMTBAHUA HEXKEIAHHUTE JIEKAPCTBEHH PEaKLMH ca OHITN JIeKH |
npexoaHd. O6mara 4ecToTa Ha HEXKETAHHUTE JIEKAPCTBEHH PEakiH He NOKa3Ba BPb3KAa C 103aTa HIH
BB3pacTTa. BpoAT Ha ClTyYauTe Ha MPEKbCBAHE HA JIEUEHHETO MOPaJU HEXEIIAHH JICKAPCTBEHH peaKlIuu
e nonoGeH npy KaHaecapraH wanexceTn (3,1%) u nnauebo (3,2%).

Ipu 06001eH aHATTH3 HA JAHHUTE OT KJIHHMUYHH H3[IHTBAHUSA NPH XUIIEPTEH3UBHH MALMEHTH
He>KEMaHWTe JIEKAPCTBEHH PEAKLIMH C KaHAeCapTaH LIMICKCEeTH ¢a AepHHHPaHH Bb3 OCHOBA Ha
YECTOTa Ha HEKEJTaHHTE JIEKAPCTBEHH PEaKIMH NPH KAHASCAPTaH LIHJIEKCETHN Hali-Manko ¢ 1% no-
BMCOKA OT YyecToTara, HabmoaapaHa npH manebo.

B tabnuiiara no-goay ca MpeacTaBeHH HEXKETAHWTE Peakiii OT KIMHHYHK NPOYYBaHHA K Npe3
NOCTMAPKETHHIroBHA nepuoA. Criopen 9eCTOTaTa HEKETAHUTE PEaKLMH B TOYKa 4.8 ce pasAeNdT Ha:
mHoro uectH (=1/10); yectu (21/100 mo <1/10); neuectu (21/1 000 go <1/100); peaxu (=1/10 000 no
<1/1 000) u Muoro peak (<1/10 000).

CHCTeMO-0prasaH KJIACoBe YecToTa Hexeiann 1eKaApCTBEHH PEAKIHH
Hudexumn H HHPECTALMHA YecTH PecriMpaTopHa MH(EK1Ks
Hapyienus Ha KpbBTa ¥ JIMM(QHaTa Mmuoro peakud | JleBkoneHus, HEYTPOIICHHA H
CHCTEMA arpa”HyJIoLHUTO34
Hapyinenus Ha MeTaboiiM3Ma H MHoro penkn | XunepkanueMHs, XUIIOHATPHEMHS
 XpaHEHETO
HapyiueHns Ha HepBHaTa CHCTEMa YectH 3amaliBaHe/BepTUIo, rnaBobomnue
PecnupaTOpHHU, IPBAHH H Meoro peaku | Kanunmna
MEAHACTHHAJIHY HAPYLLICHHA
CToMallHO-YpEBHH HapyLICHHA Muoro peaxu | I'anene, MHTeCTHHANIEH aHIHOEAEM
C vemsBectHa | Jnapus
4yecToTa
XenaToOWIHapHU HapyLWIEHHA Muoro peaku | IToBuineHH yepHOAPOOHH €H3HMH,
yBpeAcHa YepHoAPoOHa PYHKIHA WK
XCNATHT
HapyureHus Ha KOXKaTa ¥ nofkoxHata | MHoro peaky | AHrHOHEBPOTHUEH OTOK, oOpus,
THKaH YPTHKapHs, IPYPHTYC
HapyuwieHHa Ha MyCKyJIHO-CKeNneTHata | MHoro peaks | bonku B repba, apTpanrus, MHanrus
CHCTEMA M ChEJUHHUTEIHATA THKAH
Hapyinerdus Ha 6bp0penyTe U MHoro peaxu | beOpeyHo yBpexxaaHe, BKIHYHTEIHO
MHKOYHHTE MbTHILA O1nOpeuHa HeOCTATLYHOCT IPH
4yBCTBHTEHH TALIHEHTH (BX. TOUKA 4.4)

Jabopamopru uzcreo8anun

[To NpHHLMIT HE € YCTAHOBEHO KIIMHUYHO 3HAYMMO MOBIHABAHE Ha PYTHHHHUTE 1a00paTOpHH
MOKAa3aTesy OT KaHAeCaApTaH LunekceTwn. Kakro npr Apyrure HHXMOHTOPH Ha peHUH-aHTHOTeH3HH-
anJ0CTEPOHOBATA CHCTEMa, HabmoaaBaHo e c1abo MOoHKwkKeHHe Ha XeMornobuHa. OOUKHOBEHO He €
HeoOX0AMMO PYTHHHO MPOCAEAABAHE HA Na0OPaTOPHUTE NOKA3ATENH NPH NALMEHTH, KOUTO NpUeMAaT
Kannekapa. ITpu naumentu ¢ 6s0pedHo yBpekaaHe, obaue, ce npenoppusa NePHOAHYHO
npocieasaBaHe HA CTOMHOCTHTE HA CEPYMHHS KAJIMH H KpeaTUHHHA.

IHeguampuuna nonyrayus
BesonacHOCTTa Ha KaHIECapTaH LIWIEKCETH) € HabmogaBaHa npy 255 aela M IoH

Ha BB3pacT oT 6 no mox 18 roaunu, mo Bpeme Ha 4-CeAMHYHH KITMHUYHO M3IIHTB
H 1-roayIIHO OTBOPEHO Npoy4BaHe (BX. Touka 5.1). Ilpy nouTn BCHYKH CHCTEM
YeCTOTATa HAa HEeXXEJIAHHTE peaKUMH NP Aelia Ca B pAMKHTE Ha KATErOPHHTE ,,4




JIoKaToO €CTECTBOTO M CTENCHTA Ha TEXKECT Ha HEXEJlaHUTE PCakiMH Ca CXOAHH C TE3H ITPH
BB3pacTHHTE (BXK. TabNHlaTa NO-rope), 4eCTOTaTa Ha BCHYKH HEXKEIaHH PEAKLMH Ca MO-BUCOKH MPH
JIEUATa M IOHOLIUTE, NMO-KOHKPETHO:
e [I'napoSonue, 3aMagHOCT H HH(PEKLHUH HAa TOPHHTE AMXATENHHU ITHTHILA €A ,,MHOI0 yecTH’
peakumu (T.6.>1/10) npu aeuata u ,uectu” (=1/100 no <1/10) npu Bb3pacTHHTE
e Kamnuna e ,,MHOTO uecTa” peakuus (1.€.>1/10) npu aeuara u ,,MHoro paaxa” ( < 1/10 000)
pu BB3PaCTHHUTE
e O6pHB ¢ ,,uecta” peakuns (T.€.>1/100 no <1/10) npu aenara H ,,MHOrO paaka” (< 1/10 000)
NPH BB3PACTHUATE
¢ XunepkalHeMus, XHIIOHATPHEMUA H OTKJIOHEHHS B Y4ePHOAPOOHUTE MOKA3ATEH Ca ,,HEUeCTH
peakuud (>1/1 000 no < 1/100) npu nenara u ,MHoro peaxu” (<1/10 000) npu BE3paCTHHUTE
e CHHYCOBa apHTMHA, HA30(APHHIUT, TMPEKCHA ca ,,ueCTH” peakimH (T.e.21/100 no 1/10), a
opodapunreansara Gonka e ,,MHOTO 4yecTa” peakuus (T.e.21/10) mpu nenata, HO HUKOA OT TAX
He e ChOOLIABaHA ITPH BBE3PACTHHTE naLyeHTH. Te3u 3abonapaHus 0baue ca BpeMEHHH H

LLIMPOKO Pa3MpOCTPaHEHH Cpef JeliaTa.

Karto wsuto npodwrsT Ha 6€30MacHOCT Ha KaHecapTaH LWICKCeTH IIPH NEAHATPHYHHTE MALIUEHTH HE
ce pa3NMuyaBa 3HAYUTETHO OT TO3H NPU Bh3PAaCTHUTE NALHEHTH.

Jleuenue Ha copoeuna HeOOCMambYHOC

[MpodwIbT Ha HEXENaHUTE JIEKAPCTBEHH PeaKLiMM Ha KaHAecapTaH HWIEKCETIWI NPH NALHCHTH ChbC
ChpAeYHA HEJOCTATHYHOCT CHOTBETCTEA Ha apMakoIOrMUHHTE CBOHCTBA HA IEKAPCTBCHKS NPOXYKT K
Ha 3APaBOCIIOBHOTO CHCTOAHME Ha malMeHTHTe. B xiuHk4HaTa nporpama CHARM, cpaBHsiBaila
KaHaecapTaH LwieKceTH B ao3u a0 32 mg (n = 3 803) ¢ nnauebo (n = 3 796), 21,0% oT mauueHTUuTE B
rpynaTa ¢ KaHecapTaH WwalekceTrn u 16,1% ot rpynara ¢ rauebo ca npeyCTaHOBHIIH JICYEHHETO
fopagy HekeJIaHH JIeKapcTBeHH peakuuu. Hali-uecTo HaGnlonaBaHMTe HEXElaHH PEAKLIHH Ca
XHTIepKaTHeMus, XMIIOTOHUS U O1BOpeuHo yBpexxaane., Tesn cOUTHA ca NO-4eCTH NMPH MALUHEHTH Hajl
70-roAMIIHA Bb3PacT, AMabeTHiy WK ALHEeHTH, NOTy4YaBally IPYTH JCKapCTBCHH NPOXYKTH, KOUTO
3aCATaT PEHUH-AHTHOTEHIHH-AIOCTEPOHOBATA CHCTEMA, M NO-KOHKPeTHO, ACE nHxubuTop W/ WA
CITHPOHOJIAKTOH.

B ta6nuuaTa no-Aoy ¢a IpeACTABEHH HEXKEJIAHHTE PEaKiivy OT KIHHWYHH MPOYUYBaHHsA M Npe3
NOCTMAPKETHHIOBHSA NMEPHO.

CHcTeMO-OprasHE KJIACORE YecToTa HexenaHu JeKapCTBeHH PeAKNBHA
HapyilieHHa Ha KpbLBTa H JTUM(pHaTa MHoro peokn | JIepkonieHHs, HEYTPONEHHA K
CUCTEMA arpaHyJIOLIMTO3a
HapyiueHus Ha MeTabonusMa H YectH XunepkajiveMus
XPaHEeHeTO MHoro peakd | XHIIOHaTpHEMHA
HapyineHus Ha HEpBHaTa CHCTEMA Muoro peaku | 3amaiiBaHe, rnasofosme
CBI0BH HapyLIeHHs | YecTH XUMOTOHUA
PecriupaTOpHH, IPBAHU H MHoro peaxu | Kamnuua
MEJHACTHHAMHH HapyUICHHA
CToMallHO-YpeBHH HApYLIECHHA MHoro peaku | 'aneHe, HHTECTHHATIEH aHTHOeeM
C HeuzBecTHa | Juapus
4eCTOTa
XenatoOWIHapHH HapyllIeHus Muoro peaxku | [ToBuinesn yepHOOPOOHH EH3HMM,
HapyllIeHa YepHoApoOHa QyHKIMA HIH
XenaTHT _
HapyieHus Ha koXaTa H NOJKOKHATA MHoro peakn | AHFHOHEBPOTHYEH OTOK, A%
ThKaH YPTHKApHi, NPYPHTYY/ 6&
HapyiieHus Ha MyCKy/THO-CKeleTHata | MHoro peaxu | Bonku B rep6a, af /ﬁ 5.\l
CHCTEMA M CheJHHUTEIHATA THKAH AW e N
Hapyulenus Ha 6n0peunre H MUKowHHTE | HecTH Br6peuHo yBpeXKAAHE BRIOUMTERHO & ' =
ITETHILA 6'56PE‘IH3 HCOOCTA ‘ l%&c.rﬂ N I_: .
. !
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YyBCTBUTEHH NALHMECHTH (BX. TOUKa 4.4).

Jabopamopnu uscieoeanus.

XunepxanveMus H 6L6peyHO yBpeKaaHe ca 4eCTH NpH NAlHEHTH, NeKyBaHH ¢ Kanaekapn no
NOKA3aHHETO ChpeYHA HEAOCTaTBYHOCT. [Ipenoprusa ce MEpHOAHUHO IIPOC/ICAABAHE HA CEPYMHHA
KpEaTHHHH ¥ KK (Bx.TOuKa 4.4).

Cro0liaBaHe Ha MMOAO3HPAHH HEXKEIaHH PEeaKIMH
Crob1aBaHeTo Ha NOJIO3HPaHH HEXKEJIaHH PeakLMH clie]] pa3peiasase 3a ynorpeba Ha 1exapCTBEHHA

MPOAYKT € BaxkHO. TOBa NO3BOMIABA Aa MPOABIDKH HAGMIOAEHHETO Ha CHOTHOLUCHHETO 1OJ3a/PHCK 34
nexapcTBeHus1 NPOAYKT. OT MEAULMHCKHTE CIEUHATHMCTH C€ H3HCKBA 1a ChoOLIaBaT BCAKA
NOAO3MpaHa HeXeJIaHa peakliud upe3 HallHOHATHA CHCTeMa 3a chofltaBaHe KbM M3NbHHTETHATA
areHLMs Mo JeKkapcTsaTa, ya. ,.Jamsax I'pyes” Ne 8, 1303 Codmus, Ten.: +35928903417, yebcaiir:
www.bda.bg.

4.9 IIpexo3mpane

Cumnmomu

B3 ocHOBa Ha (papMaKOJIOTHYHH CHOOPAXKEHHS CE CUUTA, Ue Hal-BEpOATHO OCHOBHATA MpOABa Ha
Npeao3HpaHe e Obae CHMITOMATHYHa XMITOTOHKA W 3aMaiipade. [Ipu oTaenHuTe CHOOLICHHS 32
npeaosupane (¢ 1o 672 mg xaHaecapTaH LUUIEKCETHT ) MALMEHTHUTE ¢a e Bb3CTaHOBWIH Oe3
npobyeMH.

Jlevenue
AKO ce NMOsSBU CHMITTOMATHYHA XHIIOTOHHA, TpAOBA Z1a c€ 3all04YHE CHMITTOMATHYHO JICUEHHE H J1a ce

NpocAeNABaT KH3HEHHUTE noka3aTelnu. [TlaimeHTsT TpA6Ba a C€ NOCTABH B JIETHANIO MOJIOKEHHE C
MOBAKWIHATH KpaKa. AKO TOBa HE € JOCTAaTh4HO, TpAOBa J1a ce YBeHUH ILTa3MeHMAT obeM upes
MHDY3HS, HANPUMEP Ha H30TOHUYECH PUIMOJIOTHYEH pa3TBOp. Moike fa ce MpHIoXkKaT
CHMIIATOMHMMETHYHH JIEKAPCTBEHK NPOAYKTH, aKO FOPECTIOMEHATHTE MEPKH HE €3 AOCTaThbYHH.
Kanaecaprad LWIEKCeTH HE C€ OTCTpaHABa Upe3 XeMOAHalIH3a.

5. GAPMAKOJIOTHMHHA CBOHUCTBA

5.1 PapMaKOAHHAMHAYHH CBOHCTBA

dapMakoTepaneBTHYHA IPyTa:
JlekapcTBEHM TIPOLYKTH, MOBIHABALUK CHCTEMATA PEHHH-aHTHOTCHUH, AHTArOHUCTH HA AHTMOTeH3HH

II, caMoCcTOATENTHO
ATC xonq CO9CAQ6.

MexaHH3bM Ha JeHCTBHE
AurvorensuH Il € T1aBHHAT Ba30AKTHBEH XOPMOH OT peHHH-aHI HOTCH3UH-AJI0OCTEPOHOBATA CHCTEMA

M Mrpae BayKHa pojif B MaTOQU3MONOTHATA HA XUTICPTOHHATE, CHPACUHATA HEAOCTATHYHOCT H JPYTH
ChPACYHO-CBAOBH HapylleHus. TolH urpae BakHa poJiid U B IATOreHe3ara Ha OpraHHara XunepTpodus
U yBpexaaHe, OCHOBHHTE QU3HONOrH4YHU edeKTH Ha aHrHOTEH3HH II, kaTo Ba3OKOHCTPHKLMA,
CTHMYJIMpaHe Ha allZIoCTEPOHA, peryjvpaHe Ha CONeBaTa H BOJHATa XOME0CTa3a H CTHMYJIHPaHe Ha
KJIETBYHHKS PacTeX ce MeauupaT upes peuentop ot tun 1 (AT1).

KangecapTaH LIWJIEKCETH € TIPEKYPCOp, MOAXOAALL 3a NepOpPaTHO NpuiokeHHe. Upes ecrepHa
XMZAPOJIN3a IO BpeMe Ha abcopOumaTa 0T CTOMAILHO-YPEBHHA TPAKT Tol GBp3o ce npe TH
aKTHBHOTO BeLUCCTBO KaHAECapTaH.
KannecaptaHn € aHTaroHHCT Ha aHruoTeH3HH Il peuenropure (AIIRA), celekTHB
peLienTopHTe, KOMTO ce CBLP3Ba 3PaBo C peLientopa H ce aucouumpa 6asHo. T
AEHCTBHE.

MapMakOIHHAMHYHH eghem




Kannecaprad He muxuGupa ACE (aHrHOTEH3MH-KOHBEPTHPALIKA €H3UM), KOHTO NpeBpbINa
aHruoreHsun | B anrnorensuH II u pasrpaxaa Opaaukutuia. Hama edext sppxy ACE U He
noTreHuupa SpaaMkHMHHHA WIH cybcTaHuma P. IIpn KOHTPONHpaHH KIHHHYHH H3NHTBAHHA,
cpaBHABAINM KaHaecapTaH uunekceTiw ¢ ACE HHXMOHTOpPH, 4eCTOTaTa Ha KalUTHUA € Oina no-HHUCKa
MpH NALMEHTHTE, IPHEMAIIH KaHaecapTad uwiexceTwn. KaHziecapran He ce CBbp3Ba M He OJIOKHpa
AIPYTH XOPMOHATHH PELIEITTOPH MIIH OHHH KaHAIH, 33 KOMTO Ce 3Hae, Y€ HMAT BaXKHO 3Ha4YCHHE 3a
PETYJIMPAHETO Ha ChPAEYHOCHAOBATA AeHHOCT. AHTArOHM3MBT Ha aHrHoTeH3uH 11 (ATI)
peLIeNITOPHTE BOAH A0 CBBP3aHO ¢ J03aTa NOBHILEHHE Ha CTOMHOCTHUTE Ha IJIa3MEHMA PEHHH,
CTOHHOCTHTE Ha aHTHOTeH3MH I ¥ anrdoTeH3uH Il ¥ 10 MOHIDKeHHe Ha IUTa3MEHHTE KOHLICHTPaUMM Ha

ANTOCTEPOH.

KauHu4yHa edHKacHOCT H He30MacHoCT

XunepmoHus

TIpyu XHMepTOHMA KaHAECApPTaH NPHYHHABA A0303aBUCHMO, MPOABIKUTEIHO HAMAIICHHE Ha
APTEPHATTHOTO HaNATaHe. AHTHXHIIEPTCH3UBHOTO ACHCTBHE C€ Tb/DKH Ha HAMAJIEHOTO CHCTEMHO
nepudepHo CHNPOTHBIIEHHE, 6e3 pedIeKTOpHO yBenuuaBaHe Ha chpieuHara yecTora. HaMa npusHaum
3a CepHO3HA WIH TIPEKOMEPHA XMIIOTOHHA C/eA MbpBaTa 1032 WIH CHHAPOM Ha oTHemaHe (rebound
edeKT) ce NPeyCTAaHOBABAHE HA JICUEHHETO.

Cnen nmpriaraHe Ha eJHOKpaTHa 1033 Ha KaHAeCapTaH LM/IeKCeTH, HaYanoTo Ha aHTHXHIEPTEH3HBHHA
edexT OOMKHOBEHO HACTHIBA B PAMKHTE Ha 2 yaca. |IpH NpoJB/DKUTEHO NTEYCHHE, MAKCHMAITHO
HAMANABAHE HA KPHBHOTO HajlsraHe NMpH KaKBaTo H Ja € 1033 OOHKHOBEHO Ce NMOCTHI'a B PAMKHTE Ha
YETHPH CEIMHLIH M C€ TTOAABbPKA NO BpEME Ha NMPOAB/DKMTE/IHO JieueHHe. Cnopea MeTa-aHaus,
CPEOHHUAT AOMBIIHMTENEH eDeKT OT yBeIHYaBaHe Ha 103aTa OT 16 mg Ha 32 mg BeIHbXK AHCBHO ©
mansk. Kato ce MMa npeapu BapuabuinHocTTa MOXIY OTACAHHTE HHAMBHIH, NPH HAKOH NMALHCHTH
MOXE Ja ce ouakna edekT Haa cpeaumi. IIpunoxkeHneTo Ha KaHAeCApTaH LIEKCETHT BEAHBX
IHEBHO OCHTYpABa e(EKTHBHO H IUIABHO HAMAJIABAHE HAa KPBBHOTO HAIAraHE B MPOABDKEHHE Ha 24
yaca, ¢ MaJika pas/iiKa MEeXAy MaKCHMAaIHHA ¥ MUHMUMaTHHA €(eKT Mpe3 HHTepBaia Ha AO3MpaHe.
AHTHXUNEPTEH3UBHHAT €PEKT U NOHOCUMOCTTA HA KaHJAeCcapTaH M JIOCapTaH ca CPAaBHCHH IPH /iBe
PaHAOMM3UPAHH, ABOHHO-C/IENH M3NUTBaHHA NpH o610 1 268 maLueHTH ¢ neka 10 yMepeHa
XMIEPTOHHA. MMHHMATHOTO HAMaIABaHe Ha KPBBHOTO HAIATaHe (CHCTOAMYHO/AHACTOIHYHO) €
13,1/10,5 mm Hg npu kanaecapraH uuiekceTw: 32 mg BeAHbK aHeBHo 1 10,0 /8,7 mm Hg npn
nocapraH Kauui 100 mg BeAHBK AHEBHO (Pa3fuKa B HAMAIABAHETO HAa KPBBHOTO Hausraue 3,1/1,8
mm Hg, p<0,0001/p<0,0001).

Koraro kanzecapTaH LMJIEKCETHI ce TIpHJlara 3aeHO ¢ XHAPOXJIOPOTHA3HA, HAMAJIABAHETO Ha
APTEPHAITHOTO HaJLATaHe € agUTHBHO. [IOBHIIIEH aHTHXHMIIEPTCHIMBEH e(eKT e HabraaBaH ChILO U
KOTaTo KaH/ecapTaH LIIEKCETHA ce KOMOHHHUpa ¢ aMTOJIMIIMH WIH (QeTOAMNHH.

JlexapcTBEHHTE MPOAYKTH, KOUTO OIOKHpAT PeHHH-AHMHOTeH3UH-aNJ0CTEPOHOBATA CHCTEMR, HMAT
rno-cnabo u3paseH aHTHXUNEPTEH3HBEH €(EKT [PH YEPHOKOXKH NMAUMEHTH (Ta3H NOIMyialy
OOMKHOBEHO € C HUCKO HMBO Ha PeHHH) B CpaBHEHHE C HEYEPHOKOXKH NMaLMeHTH. ToBa ce OTHAcA ChiNo
U 3a KaHaecaptaH. [Ipy OTKPHTO KIHHHYHO U3ITMTBAHE, IIPH KOETO €& y4YacTBAIH S5 156 nauMeHTH ¢
OMACTOJIMYHA XHIIEPTOHHS, HAMANSBAHETO HA KPBbBHOTO Ha/IAraHe 10 BpEME Ha JICHEHHE C

KaHAECapTaH € 3HaYHMMO TO-MATKO MPH YePHOKOXH B CPABHEHHME C HEYEPHOKOXH nauueHTH (14,4/10,3
mm Hg cripamo 19,0/12,7 mm Hg, p<0,0001/p<0,0001).

Kaunecapras ysenudana Op0peuHHs KpbBOTOK M HIH HE BIIHsIC, HITH YBeJIHYaBa CKOPOCTTA Ha
roMepyaHa QuITpauss, Kato 6B6peHOTO ChAOBO CHIIPOTHEICHHUE K QWITpAaLMOHHATA (paKLHs Ce
Hamangsat. [Ipu 3-MecedHO KIMHUYMHO H3MKTBAaHE, B KOETO €4 YYaCTBAJH NALIMEHTH C XMICPTOHHA H
3axapeH auader THI 2 ¥ MUKpoanOyMHHYpHs, aHTHXMIIEPTEH3UBHOTO JICUCHUE G XA

LIMIIEKCETHI € HRMAIMJIO eKCKpeLMATa Ha anfyMHUH C YPHHATA (ChOTHOLUEHHE /; S
cpeado 30%, 95% nosepurened unarepsai (CI) 15-42%). [ToHacTosweM / TE

Ha KaHJecapTaH IHJeKCeTH BbpXy NporpecHpaHeTo Ha nuaberHara Hedpg o
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Edexrrre Ha xaHaecapTaH uwiekcerhn 8-16 mg (cpeana no3a 12 mg) seaHbX AHEBHO, BBPXY
ChpAEYHO-CHA0BATA 3200/1€BAEMOCT H CMBPTHOCT €8 OLICHEHH NPH PaHIOMHU3HPAHO KIMHHYHO
U3MUTBaHE, B KOETO ca ydacTBand 4 937 nalMeHTH B cTapuecka Bb3pacT (Ha Be3pacT 70-89 roanHk;
21% Ha Bb3pacT 80 WK MOBEYE rOAHHH) C JIeKa 10 YMEPEHA XHMEPTOHHA, MPOCICAABAHH CPETHO 3,7
romunH (Study on COgnition and Prognosis in the Elderly). [launenTute ca npueManu Kanaecapra
LIUTEKCeTHA WK rauedo ¢ nobassHe Ha APYro aHTHXUIIEPTEH3UBHO JIEYCHHE CIIOPEA HYKAHUTE.
KpeBHOTO HanAraHe € HamaneHo ot 166/90 ua 145/80 mm Hg B rpynara ¢ kaHaecapTaH LWIEKCETHIT H
oT 167/90 Ha 149/82 mm Hg B koHTponHara rpyna. HamMa cTaTHCTUMECKH 3HAYMMa PA3/IHKa B
ITbPBHYHATA KpaiiHa TOYKa, FOIEMHTE ChPACYHOCHA0BH HHLMACHTH (ChPIEYHO-ChI0BA CMBPTHOCT,
HeJIeTalleH MHCYJIT M HeneTaneH undapkT Ha Muokapaa). Habmonasauu ca 26,7 crouris Ha 1 000
MAlMEHTO-TOJMHH B I'pymaTa ¢ kangecaprad cnpsamo 30,0 ceburus Ha 1 000 nanyeHTO-roANHH B
KOHTpONHaTa rpyna (otHocuteneH puck 0,89, 95% CI 0,75 no 1,06, p=0,19).

[soiino 6roxupane Ha perun anzuomen3un -ardocmeponosama cucmema (PAAC)

Jlge rofieMH paHIOMHM3UpaHK koHTponupann npoyusanut — ONTARGET (ONgoing Telmisartan
Alone and in combination with Ramipril Global Endpoint Trial - Texy1io ryiodanHo u3ndreaHe 3a
KpaifH¥ TOYKH Ha TEIMHCAPTAH, CAMOCTOATENHO M B KOMOHHaLWS ¢ paMHNIpWi) B VA NEPHRON-D
(K/TMHHMHO MpOYYBaHe CBbP3aHO ¢ pa3BHTHE Ha HeponaTHs npy Auader, MPOBEACHO OT
MHHHCTEPCTBO 1O BLIPOCHTE Ha BETEPAHHTE) — MPOYUBAT ynoTpebaTa Ha KOMOHHALIMATA OT ACE
uHxubuTop u APD.

ONTARGET e npoyuBase, NpoBEACHO NPH NALKMEHTH ¢ aHaMHe3a 33 ChbpACUHO-ChI0BA HITH
MO3BYHOCHI0Ba OONECT, WIH 3axapeH nuaber TUM 2, NPUAPYXKECHM C JAaHHH 32 YBPEKAAHC Ha
edexropun opraHn. VA NEPHRON-D e npoyuBaHe npH NauMeHTH CbC 3aXapeH anaber Tin 2 u
nuaberHa HedponaTH4.

Te3u NpoyuBaKMs He MOKA3BaT 3HaYUM GraronpHATEH ePekT BbpXYy OBOpeHHTE H/ITH ChPAEUHO-
CBAOBUTE TMOCIEULIM M CMBPTHOCT, KATO CHLUIEBPEMEHHO ca HabJiroJaBaHH NMOBHILEH PHCK OT
XUIIEPKATTUEMHS, OCTPO yBpexIaHe Ha 6p0peuyTe WK XMNOTOHHA B CPABHEHHE C MOHOTCPAIIHATA.
KaTo ce MMaT NpeaBHi CXOAHHTE UM papMakoJHHAMHYHH CBOHCTBA, TC3H PE3YJITATH Ca NIPHIOKHMH
u 3a apyry ACE mxuburopu # APb.

ACE unxuburopu u APB cnegoBatenHo He TpAOBa fia Ce M3NON3BAT €JHOBPEMEHHO IMPH MALMEHTH C
nuabeTrHa HedponaTus (BXK. Touka 4.4).

ALTITUDE (KiuHHYHO NPOYyYBaHE MPOBEACHO ¢ ATUCKHPEH IPH NMaLHEHTH CHC 3aXapeH aHabeT T
2 ¢ H3NOMN3BAHE HA CHPACYHO-CHAOBH H ObOpeuHH 3a6onaBaHHA KaTO KPAiHHU TOYKH) € NpoydBaHe,
npeqHa3Ha4YeHo Aa H3C/E/Ba Mo3aTa OT 100aBAHETO Ha AlTHCKMPEH KbM CTAHAAPTHA Tepanus C ACE
uHxuGuTOp WiH APB npH nauMeHTH che 3axapeH nuabeT THMN 2 1 XPOHH4YHO 6BOpeYHO 3a0onaBaHe,
ChpACYHO-CHAOBO 3abomnsBaHe WM U aBeTe. IIpoyuBaHeTo € MPeKpaTeHo NPpEeXACBPEMEHHO Nopanu
MOBULIEH PUCK OT HEOIAroNMpUATHY nocaeauuy. Kakro cbpae4Ho-chA0BaTa CMBPT, Taka H HHCYITBT
ca 110-4eCTH B rpyraTa Ha alTHCKHpPeH, OTKOJIKOTO B rpynara Ha ruiauedo, a npeacTapisBalinTe
HHTEpEC HEXKEIAHH CHOUTHA M CEPHUO3HH HEXKEIAHH CHOMTHA (XHIIEPKATHEMHSA, XUTIOTOHHS U
616peuna aucdyHKUMs) ce chOOIABAT M0-4ECTO B IpyNaTa Ha aTMCKUPEH, OTKOJIKOTO B rpynara Ha
ruiaiedo.

ITeduampuyuna nonyarayus

AHTHUXHIIEPTEH3UBHHTE e(EKTH HA KAHJeCapTaH ca NpOyUBaHM NP Aela Ha Bb3pacT oT | o noa 6
FOMMHH M OT 6 710 oA 17 rOAuHH ¢ XMIIEPTOHHA, B B¢ PAHIOMH3KPaHH, JBOHHO-CIEIH,
MHOTOLIEHTPOBH, 4-CeIMUYHH U3MUTBAHHA C PA3/IMYHK IO3H.

IMpu fenaTa Ha BB3pacT ot 1 a0 noa 6 roouuu 93 nauneHTH, 74% OT KOUTO ¢ 6BOpEYHO yBpeNIaHe,
ca paHAOMM3MPAHH 3a IEPOPaIeH NPHEeM Ha KaHeCapTaH LIWJIEKCETH CycrieH3HA B 1o3a ot 0,05, 0,20
wiH 0,40 mg/kg BeIHBK JHEBHO. .
[TEpBUYHHMAT METOJI 32 AHATIA3 € MPOMSHATA B CHCTOJIMYHOTO apTepUaTHO HanArageAC A e
¢yHkuma Ha nosara. CAH ¥ aiMacTONWMHOTO apTepHallHO HalsraHe (1AH) ca V4 U
a0 12,0 /11,1 mmHg cnpaMo W3XoAHUTE CTOHHOCTH NPH TPUTE A03H HA KaH/ ’iﬁ 3
Topaau nuncara Ha rpyna ¢ naaue6o, obave, NeHCTBUTENHHAT pasMep Ha edf T4 prp
apTEePHAIHOTO HAJIATAHE OCTABA HEM3BECTEH, KOETO 3aTpyAHsABa (OpMyTHPaHeTs NADKOK S
OlIEHKA OTHOCHO CHOTHOLICHHETO N0JI3a-PUCK APH Ta3H BB3pacToBa rpyna. «g,\%f‘i;
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[Ipu meuata Ha Bb3pacT oT 6 Ao noA 17 ronvHu 240 nauueHTd ca paHAOMHA3HPaHH 3a NPUEM Ha
manebo Wik Ha HUCKA, CPEAHA WIH BHCOKA 033 OT KaHAecapTaH WHICKCETHN B ChOTHOMIEHHE
1:2:2:2. Ilpu meuara ¢ Terto noa S0 kg fo3ara Ha KaHAecapTaH LtekceTua e 6uia 2, 8 uin 16 mg
peANBK AHeBHO. [Ipn Aeniata ¢ Terno Han 50 mg 103aTa OT KaHZecapTaH UHICKCETHN € bwia 4, 16
unu 32 mg BeAHBK AHeBHO. [Ipu c6opeH aHAIH3 Ha Jo3uTe KaHaecapTaH e noHwkua CAH, n3mepeHo
B ceqHaIo noyiokeHue, ¢ 10,22 mmHg (P<0,0001), a JIAH, usmepeHo B ceaHano nonoxenue (P
=0,0029) - ¢ 6,56 mmHg cripsmo H3xogHuTe CTOHHOCTH. B rpynara ¢ nnauedo cbiio € 0OT4eTeHO
nonwkenue ot 3,667 mmHg npu CAH B ceauano nonoxexne (p=0,0074) u 1,80 mmHg JJAH B
ceaHano nonoxerue (p=0,992) cnpamo u3xoxHuTe cTofiHocTH. HesasucuMo ot rofieMus miauebo
edeKT, MpH BCHYKH OTEIHHU 1034 (M BCHYKH COOPHH A03H) KaHAECapTaH € 3HAYHTE/THO no-eeKTHBEH
oT Iw1aue6o. MaxcHMAHO MOBJIMABAHE [0 OTHOLIIEHHE MOHWKEHHUE HA KPBBHOTO HaJIAraHe IMpH AeLa C
Tersto nod ¥ Haa 50 kg e NocTUrHATO CHOTBETHO NpH 103H 8 mg K 16 mg, KaTo cnea Ta3H TOUKa
e(eKTBHT OcTaBa O€3 nMpoMAHa.

OT BCHUKHM BKITIOYEHH YHYAaCTHHLH, 47% ca yepHOKOXH, a 29% ca OT XKEHCKH NoJ1; IIPH CpeiHa Bb3pacT
(£ cTaHzapTHO OTKIOHeHHe) 12,9 £2,6 roaunu. [1pu feniata Ha BB3pacT o1 6 o noa 17 roauHy ¢
HaGI0JaBaHa TEHACHLMS 3a No-cnad edekT BBPXY KPBBHOTO HAJraHe NMPH YEPHOKOXKHUTE NALMEHTH B
CpaBHCHUE C APYTHTE MALMEHTH.

Cypoeuna Hegocmamuvynocm

JleueHuneTo ¢ KaHOecapTaH LIMIECKCETHI HAaMalIABa CMBbPTHOCTTA, HAMAIABA CITY4anTE Ha
XOCIMTAITM3ALIMA NTOpaay ChpAeHHa HEAOCTATEYHOCT H NMOAOOPABA CHMIITOMMUTE MPH MALIMEHTH C
JleBOKAMEPHA CHCTOMHA AUCOYHKLMA, KAKTO MOKA3BaT pesynTaTute ot nporpamata CHARM
(Candesartan cilexetil in Heart failure — Assessment of Reduction in Mortality and morbidity )
(KangecapraH npu ChbpJe4Ha HEAOCTATBYHOCT — OLIEHKA Ha HAMATABAHETO Ha CMBPTHOCTTA H

3a00J1eBaEMOCTTA).

Tasu nporpama 3a miaue60-KOHTPOINPaHH, ABOHHO-CNIENH KITMHHYHH H3TIHTBAHKA NPH NALHCHTH C
XpOHHUHa chpaeyHa HegocTarbuHocT (XCH) ¢ II po IV ¢pyHKUumMOHANEH Ki1ac Mo NYHA ce cbcTOM OT
tpu otaenHM wanuTeanua: CHARM-Alternative (n = 2 028) npu naiueHTH ¢ neBokaMepHa hpakums
Ha ustnackpae (JIKOH) 40%, nenexypanu ¢ ACE uHxu6uTOp nopaad HEMOHOCHMOCT (IIPpeIUMHO
ABDKALIA ce Ha Kauutuua, 72%), CHARM-Added (n = 2548) npu naunenrtu ¢ JIKOHU 40%, nekysaHn
¢ ACE unxu6urop, 1 CHARM-Preserved (n = 3023) npu naumentu ¢ JIKDH >40%. [laipenTure ¢
onTuManHa Tepanua Ha XCH npH H3X0QHOTO HHBO ¢a paHAOMH3UPaHH (pasnpeaeneHH Ha CTy4acH
MPHHLIKM) B rpyra ¢ rauebo Win KaHAecapTaH LWIEKCeTH (¢ NOCTENEHHO NOBHIIEHHE HA 03aTa OT
4 mg M § mg BeAHDBXK THEBHO A0 32 mg BE/IHLK IHEBHO WM A0 Hal-BHCOKATa NIOHOCHMA 1034,
cpemHa 103a OT 24 mg) M ca NPOC/esBaHH B MPOABLIDKEHUE Ha cpento 37,7 Meceua. Crien 6-MeceuHo
neuende 63% OT MalLMEHTHTE, BCE Olle MpHEMAlIH KaHaecapTaH uuiekceTi (89%), ca nocTurHanu
NpHLETHATa 4033 OT 32 mg.

ITpu CHARM-Alternative, cbcTaBHaTa KpaiHa TOYKA OT ChbPACYHO-CHAOBA CMBPTHOCT WIIH ITHpBa
xocnutanu3anpd nopagu XCH e 3HauMMO HaMajleHa TIpH KaHAeCcapTaH B CpaBHEHME ¢ MUiauebo,
prckos koedundent (HR) 0,77 (95% CI 0,67-0,89, p<0,001). Toa chOTBETCTBA HA HAMATICHHUE Ha
OTHOCHTETHHS pUCK ¢ 23% oT mauneHTHTe Ha KaHaecaptaH 33,0% (95% CI: 30,1 mo 36,0) u ot
nanMeHTHTE Ha mateto 40,0% (95% CI: 37,0 no 43,1), xoWTO Ca HMANH Ta3H KpaHHa TOUKa, NpH
aGcomoTHara padinka ot 7,0% (95% CI: 11.02-02.08). UerupuHazeceT nauMeHTH € TpsaOBarno aa
6BAAT JIeKyBaHM B MPOAB/DKEHHE Ha LANOTO M3NUTBAHE, 32 A2 C€ MPeJOTBPATH CMBbPTTA HA NALKEHT OT
CBPAEYHOCHAOBO CHLOHTHE HIH XOCITMTAIM3HPAHETO My 33 JIeUeHHE Ha ChpAEYHA HEAOCTaThHHOCT.
ChcTaBHaTa KpaiiHa TOUKa OT CMBPTHOCT 110 BCAKAKBH NPHYHMHHU WIH IThpBA XOCMHTAIH3aLMA NIOpaaH
XCH e chito 3Ha4MMO HamaneHa npu KaHaecaprad HR 0,80 (95% CI 0,70-0,92, p=

(95%Cl: 39,6 no 45,8), KOMTO ca MMaJIK Ta3M KpaiHa TOUKa, ITPH aDCOMIOTHAT
(95%CI: 10,3 oo 1,8).

M aBete KOMIIOHEHTH HA T€3H ChCTABHH KpaliHH TOYKH — CMBPTHOCTTA U 34
(xocnuranusauua nopaau XCH), ca nornpuHecin 3a 6GnaronpuaTHUTE edek




wwiekceTw. JIedeHHeTo ¢ KaHAeCapTaH LHIEKCETI € OBENO 10 noaocdpsaBaHe HA QyHKIIMOHANIHUSA
knac o NYHA (p=0,008).

B CHARM-Added, cbcTaBHaTa KpaiiHa To4ka OT ChpACYHO-CBAOBA CMBPTHOCT HIIH IThpBa
xocnuTanuzauus nopag XCH e 3Ha4MMO HamaneHa NPH KaHJeCcapTaH IWICKCETUWT B CPAaBHEHHE C
niane6o, HR 0,85 (95% CI 0,75-0,96, p=0,011). Tosa ¢:0TBETCTBA HA HAMAIIABAHE HA OTHOCUTCITHMA
puck ¢ 15% OT naumeHTHTe Ha KaHaecapTaH 37,9% (95%CIl: 35,2 oo 40,6) ¥ OT NaLMEHTHUTE Ha
rwianebo 42,3% (95%Cl: 39,6 no 45,1), KOMTO ca MManH Ta3u KpadHa TO4YKa, NpH a0COMOTHATA
paznuka ot 4,4% (95%CL: 8,2 no 0,6). JlBaneceT 1 TpUMa NaLMEHTH € TpsOBaNO 1a 6BAAT JICKYBaHH B
ApOAB/DKEHHE Ha LUIOTO U3NKTBaHE, 3a Ja Ce NPEACTBPATH CMBPTTa HA MALIMEHT OT ChPACHHO-
CBAOBO CHLOMTHE WIH XOCIIHTATH3HPAHETO MY 3a JIeUeHHe Ha ChpACYHa HEAOCTaTBYHOCT. ChCTaBHATA
kpaifHa TO4YKa OT CMBPTHOCT NMOPaAK BCAKAKBA MPHYMHA WIH IThpBa Xocnutanu3sauus nopaau XCH e
CHIIO 3HAUMMO HaMasleHa pU kaHaecapTaH wrekcetun, HR 0,87 (95% CI 0,78-0,98, p = 0,021). Or
MaLMeHTHTe Ha KaHaecapTaH 42,2% (95%Cl: 39,5 no 45,0) u ot nauMeHTHTE Ha 1wiauedo 46,1%
(95%CI: 43,4 no 48,9), kKoTH ca UMaTH Ta3H KpaifHa Touka, abcomoTHaTa painka 3,9% (95%CI: 7.8
10 0,1). U iBeTe KOMIIOHEHTH HA T€3H ChCTABHU KPaiHM TOYKH — CMBPTHOCTTA U 3a007€BaEMOCTTA
(xocruranusauusi nopaad XCH) ca gonpusecsy 3a 61aronpuaTHETE €QeKTH Ha KaHAeCapTaH
LneKceTHI . JleueHneTo ¢ KaHaecapTaH WIEKCETHA € AoBeNno A0 noaodpsasaHe Ha QyHKLHOHATHHA
knac mo NYHA (p = 0,020).

B CHARM-Preserved, He € NOCTHTHATO CTATHCTHUYECKH 3HAYMMO HaMa/lsiBaHe Ha ChCTaBHATa KpalHa
TOYKA OT ChPAEYHO-CHA0BA CMbPTHOCT WIH IThpBa Xocruranusauua nopaau XCH, HR 0,89 (95% Cl

0,77 mo 1,03, p=0,118).

CMBPTHOCTTA NOPAAH BCAKAKBH NPUMHHM HE € CTATUCTHUCCKH 3HAYMMA IPU H3CIEABAHE NOOTAEHO
npu Beako ot Tpure w3nureakua CHARM. CMBpTHOCTTa NOpaay BCAKAKBY NPHYHHH, 0bave, e
u3cnenaBaHa u py obobmenuTe nanku ot nomynauunre, CHARM-Alternative 1 CHARM-Added, HR
0,88 (95% CI 0,79 mo 0,98, p=0,018) # npu Tpure m3mursanus, HR 0,91 (95% CI 0,83-1.00, p=0,055).

BnaronpusaTHyTe €PeKTU Ha KaHIECAPTaH Ca CXOAHH, HE3ABUCHMO OT BB3pacTTa, 11014 H
CBITBTCTBALLIOTO MEIMKAMEHTO3HO jeueHre. KanaecapraH € eeKTHBEH H NMPH NAlHeHTH, NpueMallid
eqHoBpeMeHHO Geta-6nokepu 1 ACE HHXHOHTOPH, H HMA MO/13a, HE3aBUCHMO J&JIH NTALMEHTHTE Ca
npueMand ACE HHXxuOUTOpH B NpHIIE/THATA 1034, MIPEeNopb4BaHa OT yKa3aHUATA 34 JICHCHHUE.

[Tpn naumenture ¢ XCH 1 noTMcHaTa cUCTONHA QYHKIMA Ha JIABaTa Kamepa (JieBokaMepHa (pakims Ha
narnackpane, JIKOU <40%), kanaecapraH HaMalsgBa CHCTEMHOTO CBA0BO CHIIPOTHURJICHHE H
HAIAraHeTo B KpaiiHuTe GenoapoOHHE KanWIApH, NMOBMIIABA AKTHBHOCTTA HA IUIa3MEHHA PEHUH H
KOHLICHTPALIMATA HAa aHTHOTEH3HH |I ¥ HamaIABa CTOMHOCTHTE Ha aJITOCTEPOHA.

5.2 dapMaKOKHHETHYHH CBOHCTBA

Abcopbyus u paznpeoenerue
Cnel MepopaniHo MPHIOIKEHHE KaHAECApTaH UMICKCETH Ce NPEBphILia B AKTHBHOTO BEILECTBO

kaHaecapTaH. AGcomoTHaTa OCHOHAIMYHOCT Ha kaHjecapTaH € mpHOin3uTesiHo 40% caex
NPWIOKEHHE HA PA3TBOP 3a EPOPAIHO TMPHIONKEHHE HA KAHACCAPTaH WWICKCETHII. OTHOCHTE/THATA
OHOHATMYHOCT Ha TabneTHaTa ¢opMa B CpaBHEHHE ChC CHUIHSA Pa3sTBOP 3a MEPOPANTHO MPHIIOKCHHUE €
npubau3HTenHo 34% ¢ MHOro Manka papuabmiHocT. CleIoBaTeHO M3UHCIeHaTa abCcoMOTHa
GHOHATHMYHOCT Ha Tabnerkara € 14%. CpeaHara MaKCUMaTHA cepyMHa KOHUEHTPALHA (Crmax) C€
goctura 3-4 yaca ¢ieA npueMa Ha tabnerkara. CepyMHHTE KOHLIEHTPAUMH Ha KAHJI9CE |
JIMHENHO ¢ YBeJIHUaBaHe Ha 03UTe B TepaneBTUMHUTE N030BH rpaHuiM. He ca i (
MEXTYTIO/IOBH Pa3/IUYKA BBB (papMaKOKMHETHKATA Ha KaHaecapTaH. 1Liownra g
koHueHTpaia/ BpeMe (AUC) Ha xaHaecapTaH He Ce BIIHsge 3HAUYMMO OT XPaHe
KanpecapTaH ce CBbp3Ba C IU1a3MEHHUTE [IPOTEHHH BB BUCOKA CTeneH (Hax 9o
pasnipegencHue Ha kauaecaprad e 0,1 Lkg.




BHOHAIMYHOCTTA HA KaHaecapTaH HE ce MOBIUABA OT XpaHa.

Buompancgopmayus u eauUMUHUpane
KanpecapraH ce eTUMHHHpA NMpeJUMHO B HEIIPOMECHEHA OpMa ¢ YpHHATa M XITUKATA H CAMO B MAJIKa

CTereH ce eNnUMUHMpa upe3 ueproapoben metabonuzeM (CYP2CY). ChiuecTByBaliTe Npoy4BaHus Ha
p3aHMoeiicTEHATA He mokaseat pausHKe BpXy CYP2C9 u CYP3A4. Br3zocHoBa Ha in vifro JTHHH HE
ce OYaKBa Aa ce MPOABAT B3aMMOACHCTBHA in Vivo € IEKapCTBEHH MPOLYKTH, YHHTO MeTabONMH3EM e
3aBMCHM OT LToXpoM P450 nzoemsumure CYP1A2, CYP2A6, CYP2C9, CYP2C19, CYP2DS,
CYP2E1 wiu CYP3A4. TepMHUHATHHUAT €NMAMHHALHOHEH MOTY)XHBOT Ha KAHECApTaH €
npubnuzuTenno 9 yaca. Hama KymynupaHe cie MHOFOKPaTHO NIPHJIOKCHHE.

O6LMAT 1a3MeH KIHPBHC Ha KaHaecapTaH e okono 0,37 mI/min/kg, kaTo ObOpeYHUAT KIHPBHC €
okono 0,19 m/min/kg. EnumutrpaneTo Ha kaHaecapTaH npe3 6u6peuuTe ce OChIUIECTBABA H Ype3
rnoMepyiHa GUITPALKS, ¥ Ype3 AKTHBHA TyGynHa cekpeuns. Cle/ nepopanHo npunoxenue Ha “C-
Gena3aH KaHAecapTaH LWIEKCeTH, npubiusnTendHo 26% OT 1o3aTa ce EKCKPEeTHPa B YPHHATA KATO
KaHaecapTaH M 7% XaTo HeaKTMBeH MeTaboNHT, a MpUOIM3UTeNHO 56% OT 103aTa C€ OTKPHBA BbB
dexanunTe kato KanaecapraH H 10% kaTo HeakTUBEH METADONHT.

DapMaKoKuHemuKa RPU CREYUAIHU RONYAGYUY
ITpu mHLa B cTapuecka BB3pacT (Haa 65 rogMuH) Cmax H AUC Ha xaHaecapTaH ce

yBenuuapat npubausutenHo ¢ 50% u 80% cLOTBETHO B CPaBHEHHME ¢ MJIAAN HHAHBHIM.
TToR/IMABAHETO HA KPBBHOTO HAATAHE M YECTOTATa Ha HEXKeJaHHTE JICKAPCTBEHH peakiyy, obaue, ca
nogobHM cliea onpeaeneHa no3a Kanaexkapa npy Mlaay NaliMeHTH W NaLKUCHTH B CTapuecka Bb3pacT
(BK. TOUKA 4.2).

[Tpu naiMeHTH ¢ JIeko A0 yMepeHo Obbpeuro yspexaaHe Cmax # AUC Ha kaH#ecapTaH ce NOBHILIABAT
MPH MHOTOKPATHO NIPUIOKEHHE CHOTBETHO ¢ Npubausurento 50% u 70%, Ho ti2 He Ce NpOMEHH B
CpaBHEHHeE C MAUMeHTHTe ¢ HopManHa 6b0peuna QpyHkuns. CbOTBETCTBALLATE IPOMEHH 1IpH
NMAlMEHTH ¢ TeXKO 61r6peuHo yepexaane ca npubnuzurendo 50% u 110%, cvorseTHO. TepMHHATHOTO
t)/2 HA KaHAECcAPTaH NPUOIMBHUTEHO CE YBOABA NP HALIMEHTH ¢ TexkKo 6u0pedno yspexknane. AUC
Ha KaHAecapTaH NPH NallMeHTH Ha XeMOAHaIH3a ¢ NoaoOHa HA TA3H NMPH NAUMEHTH C TEXKO O1LOpedHo

YBpEXKAAHE,

B 1Be npoyuBaHHs, BKTIOYBAIIH MMALMEHTH C JIEKO 10 YMEPEHO YepHOAPOOHO yBpekaaHe, ce
Habnmioaasa nopuineHUe Ha cpeaHata AUC Ha kaHnecaptad ¢ npubausurenso 20% B eqHoto
npoyusare u 80% B apyroro npoy4eade (Bxk. Touka 4.2). HamMa OMUT NpH NALIHEHTH € TEKKO

uepHOAPOOHO YBpEXKIaHE.

ITeouampuuna nonynayus
dapMaKOKMHETHUHHTE CBOICTBA Ha KaHIESCApTaH ca NMpOy4BaHH NPH J€La Ha BB3pacT oT 1 ao nox 6
roavHu K ot 6 10 nox 17 ronHu ¢ xvrneproHus, B Ase PK v3anuTpaHHa ¢ €4HHMYHH JO3H.

B rpynara Ha BB3pact oT 1 g0 nmoa 6 rogunu 10 geua ¢ Terso ot 10 no noa 25 kg ca npueManu
equHMyHa n03a 0,2 mg/kg ot nepopanna cycnensus. He e Habmozaasana p3aHMOBpB3Ka Mex Iy Cmax
H AUC ¢ Bb3pacTTa ¥ TernoTo.

He ca cuOupany JaHHH OTHOCHO €TMMHHHPAHETO, TTOPaAH KOETO HE € M3BECTHO Jajii MMa
B3aMMOBPE3Ka MEXIY €TUMUHUPAHETO M TErJIOTO/Bh3PACcTTa MpH Ta3u NOIyialus.

B rpynara Ha BB3pacT oT 6 1o nox 17 rogusn 22 feua ca npHeMaly €IHHWYHA fo3a oT 16 mg
tabnerku. He e ycranoBeHa B3aumospb3ka Mexxy Cmax H AUC ¢ sr3pactra. U I3
Ter;s0To 3HaAYMTEHO Kopemmpa ¢ Cmax (p=0,012) u AUC (p=0,011). He ca o f

./:.' & “l i.' j SCHO
eMMHHHPAHETO, NMOPaH KOETO HE € U3BECTHO JaJIH HMa B3aHMOBPH3Ka Me -ﬁd ¢
TErNOTO/BB3pacTTa MPH Ta3H Momynalu.
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[Tpu aeuata Ha BB3PACT MOA 6 TOAWHH CKCTIO3HLIMATA € CXOJHA C Ta3H MpH BB3PACTHH HAlMEHTH,
npuenx chlllaTa J034.

dapMakOKHHETHKATA HA KAHIECAPTaH LHICKCETUII HE € MpOYy4BaHa MpH NEAHATPHYHH MALHCHTH Ha
BB3PacT 1oz 1 roguHa.

5.3 IlpenxkTMHUIHH JaHHH 32 Oe300ACHOCT

HsaMa naHHM 32 aOHOpMHA CHMCTEMHA TOKCHYHOCT WJIH TOKCHYHOCT Ha NMPHUETHUTE OPraHH MpH
KJIMHHYHO TIPIIOKKMMH A034. [Ipu NpeAKTMHAYHH H3NHTBaHKA 33 €30IIaCHOCT KaHAeCapTaH € OKasall
BL3JefiCTBHE BBPXY OBOpelyTe M CTORHOCTHTE HA YePBEHHTE KPBBHH KIIETKH CJICA IIPHIOKECHHC BBB
BUCOKH J03HW NMPH MHILKH, IUTBXOBE, KydeTa U MakMyHH. KaHzecapTaH npeld3BUKBa HaMaIeHHe Ha
[IapaMeTPUTE HA YEPBEHUTE KPHBHH KIIETKH (SPHTPOLIMTH, XeMOIIO0HH, XEMaTOKPHT).
BrageiicTBieTo BBPXY OnGpenure (kaTo HHTepcTHIMANCH HedpHuT, TyOynna nucTeH3us, basoduiHu
TyOynH; NOBHILIEHA M1a3MEHA KOHUCHTpAlHA Ha ypes H KPEaTHHHH) ca NIPeAU3BUKAHH OT
KaHeCapTaH, KOETO MOXE Jia € Ppe3yNITaT OT XHIOTEH3UBHUA edeKT, BOAEIL O NPOMEHH Ha
6s6peunaTa nepdysus. OceeH TOBa, KaHAecapTaH HHIYLIMPA XUIEPIUIA3HA/XUIIEPTPOdU Ha
IOKCTArIOMEPYJTHHTE KJIeTKH. CUMTa ce, 4e TE3H MPOMEHH Ca NPUYMHEHH OT QapMaKOIOrHYHOTO
neiicreue Ha kaHaecapraH. IIpu TeparneBTUUHH JO3H KaHAecapTaH IMpPH Xopa
xHnepniasusara/xuneprpodpuara Ha 6pOpeUHHTE IOKCTArNMOMEPY/IHY KJIETKH W3IJIEK1a HAMA HAKAKBO
3HAYCHUE.

HabmonagaHa € $eToTOKCHYHOCT NIPH KbcHa OpeMeHHOCT (BXK. TO4YKa 4.6).

B npeaxnMHHYHM NMPOYYBAHUA NIPH HOPMOTEH3HBHH HOBOPOJAEHH M MJIadH TUTBXOBE KAHJECAPTAaH €
JAOBEN A0 TIOHMXEHHE Ha TENECHOTO TErMO ¥ TeFNOTO Ha ChplieTo. KakTo u npH Bp3pacTHUTE
MHAMBMU, CUKTA C€, Ue Te3H e(deKTH ce AWDKAT Ha (apMaKoJIOrHYHOTO JSHCTBHE HA KAHASCAPTaH.
[Tpu Haii-HKcKaTa ao3a oT 10 mg/kg ekcno3HumsTa Ha KaHAccapTaH € Ouna Mexay 12 u 78 mbTH Hazy
HHBAaTa, YCTAHOBEHH MpH JeLia Ha Bb3pacT OT | A0 nMoj 6 roAvHH, NpHeMany KaHACCapTaH LIWICKCETH
B 103a ot 0,2 mg/kg, ¥ ot 7 00 54 MbTH HAZX eKCNO3uLMATa, HabmoAaBaHa NPH A€LA Ha BB3PacT oT 6
po noa 17 rogusu, IpHeMany KaHAECAPTAH LIMICKCETHN B 1032 OT 16 mg. Toii KaTo B T€34
NpOy4YBaHKA HE € UMaNlo HHBO Oe3 HabnmonapaHu edekTH, rpaHHLIaTa HA 6€30MaCHOCT MO OTHOLICHHE
edeKTHTE BBPXY TENNOTO Ha CHPLETO H KIHHWUYHOTO 3HAYEHHE HA TE€3U HAXOAKH Ca HEM3BECTHH.

JIaHHH OT NpOyYBaHUATA HA MYTar€eHHOCTTA in Vilro W in vivo NOKa3Bat, 4¢ KaHacecapTaH HAMa
MYTA4reéHHA WIK KJIaCTOT€HHA aKTHBHOCT B YCIIOBHATA Ha KIHHMYHA YTIOTpeOa.

Hama maHHH 3a KAHUEPOTEHHOCT.

PeHUH-aHTMOTEH3UH-ANIOCTEPOHOBATA CHCTEMA HIpae ChLIECTBEHA POJIA MPH BBTPEYTPOOHOTO
pasBuTHe Ha Ob6peuHara cucTema. JlokasaHo e, 4e 0/10KaaTa Ha peHHH-aHTHOTEH3MH-
a1I0CTEPOHOBATA CHCTEMA BOAK A0 MATOJOrHYHO pa3BHTHE HA OBOpELHTE NPH MHOTO MIIaZIH MHULUKH.
[TpuiokeHHEeTO HA JIEKAPCTBEHU NPOAYKTH, KOUTO OKA3BaT MPAKO AEHCTBHE BbPXY PeHHH-
AHFHOTEH3HH-ATAOCTEPOHOBATA CHCTEMA, MOXE [1a IPOMEHH HOPMATHOTO OBOPEUHO pa3BHTHE.
[Topanw ToBa JeLaTa Ha BB3pacT oA 1 roguHa He TpAGBa Aa npuemat Kaniekapa (Bx. Touka 4.3).

6. OAPMAILEBTHYHHN JAHHH

6.1 Crnachbk HA IOMOINMHHTE BEIECTBA

JlakTo3a MoHOXHMIpAT

L{apeBUYHO HHLIECTE
TTorunon K30




Kaparenas

KpockapMeno3a HaTpHH
Marse3ueB creapar

XKenezeH okcul, vepseH (E172)
Turanos quokcua (E171)

6.2 HechBMeCTHMOCTH
Henpunoxkxumo.

6.3 Cpoxk Ha roasocrt

2 TrOOUHH

Cpox Ha FOAHOCT CJIEAR ITbPBO OTBapAHE HA OyTH/IKATA:
HDPE 6yTtunku: 3 Mecena

VCIOBUS Ha CHXPAHEHHE ClIeN IMTbPBO OTBAapAHE Ha OyTHIIKATa:

Jla ce ChXpaHsABa B OPHTMHAJIHATA OMAKOBKA, 33 1a Ce NPEANasH OT BJara.
6.4 CoenHaJiHH YC/I0BHS HA CbXPAHEHHE

Tla ce chXpaHsaBa B OPMIHHAIHATA ONAKOBKA, 32 Ja C€ MpeArna3H OT Blara.

6.5 Buja H chAbLPKAHHE HA OHAKOBKATA

Al/Al 6nauctep: 7, 14, 20, 28, 30, 50, 56, 58, 60, 84, 90, 91, 98, 100, 250, 300 TabneTku

Al/Al nepdopupan eaHono3or 6aucrep: : 28 x 1, 50 x 1 Tabnerku

Al/Al Bnucrep ¢ necukant: 7, 14, 20, 28, 30, 50, 56, 58, 60, 84, 90, 91, 98, 100, 250, 300 Tabnerkn
AVALl nepdopupan, eqHoo3oe 6nuctep ¢ aecHkant: 50 x 1 rabneTkn

ByTtwika ot nonueruieH ¢ Bucoka wrsTHocT (HDPE) ¢ kanauka ot nonunponwieH (PP) 1 cununxkaren
kaTo gecukanT: 30, 100, 120, 500 TabneTkH

He BcHuKM BHAOBE ONAKOBKHM MOTAT Aa ObAaT MycHaTH B npoaaxoa.
6.6 CrenHa/HH OPEINA3AE MEPKH NPH H3XBbpasaHe H pabora

Heu3noa3BaHHAT JIEKAPCTBEH NMPOLYKT MM OTNAABYHUTE MATEPHANIY OT Hero TpAOBa na ce U3XBBPIAT
B CHOTBETCTBHE C MECTHUTE H3HCKBAHMAL.

7. NMPUTEXATEJI HA PASPEHNIEHUETO 3A YIIOTPEBA
Sandoz d.d.

Verovikova 57, 1000 Ljubljana
CnoseHus

8. HOMEP(A) HA PA3ZPEIIEHHMETO 3A YIIOTPEBA

16 mg 20090263

9. JIATA HA ITBhPBO PASPEHIABAHE/TIOJHOBSABAHE HA
YIIOTPEBA




Jata Ha mepBo paspeiasane: 03/06/2009
Tara Ha mocseaHo noaHossBane: 08/04/2015

10. JATA HA AKTYAJM3HPAHE HA TEKCTA

12/2024




