KPATKA XAPAKTEPHCTHKA HA IIPOAYKTA

1. HME HA JEKAPCTBEHMA ITPOAYKT

Kanpekapa 4 mg Tabnerku S J—

oo e e
Kannexapa 8 mg Tabnetkn | | 13 zh, Eﬂ*"iﬁ:jli 1A Al u\,rul.iv?ﬁ 1Y JIE:\RPL?!}RM
KaH,ueKap,u 16 mg TabIeTKH EKp,Jmm X pam‘v LCIMUKA Ha NpogyKkma - I?puna %EP;EE‘ !
Karuzexapn 32 mg Tabnenic POTA A AR A e
Candecard 4 mg tablets CD-04- 100

) o7
Candecard 8§ mg tablets gPESﬂELHEHUﬂ e ‘fﬂzz.‘-” ..... ?.. ....4.;{ ...........................
Candecard 16 mg tablets Lon OFDOMUONE i orvrmesrcsne enerrasonmrnennsasesassanerees
Caﬂdeca]‘d 32 mg tabIEtS S e am PR LR TR 4 DL Gna e eLELL 1o Rt fameaens

2. KAYECTBEH U KOJIMMECTBEH ChCTAB

Kannekapn 4 mg Tabuerku

Besaka Tabnerka csabpka 4 mg KaHAecapTaH WiekceTun (candesartan cilexetil)

[ToMOIIHH BEIIECTBA C H3BECTHO JIeHCTBHE: BCAKA TabneTka CuaLpaka 73,94 mg nakro3a
MOHOXMJIpAT.

Kangekapa 8 mg Tabnerku
Beska TabneTka cpaspka 8 mg KaHnecapras runekceTwn (candesartan cilexetil)

IToMolIHK BeIIECTBA ¢ U3BECTHO JICHCTBHE: Besika TabneTka ¢cbabpXKa 69,57 mg nakTo3a
MOHOXHpAT.

Kannekapsn 16 mg Tabnetku
Bceaka Tabnerka cpanpxa 16 mg kanaecapran npunekceti {candesartan cilexetil)

[ToMommuH BEIECTBa ¢ U3BECTHO AcicTBHE: Beaka TabneTka cranpaka 139,14 mg nakrosa
MOHOXHAPAT.

Kannekapn 32 mg tabraetku

Beska tabnerka cpabppika 32 mg kaHaecapraH wuaekceTn (candesartan cilexetil)
[TOMOLIHH BELISCTBA C H3BECTHO ACHCTBHE: BCAKA TabneTka Cchabpxka 278,27 mg nakrosa
MOHOXHIpaT.

3a MBIHHA CTTHCHK Ha TMIOMOIHUTE BELISCTBA, BHKTE TOUKa 6.1.

3. JIEKAPCTBEHA ®OPMA

Tabnerkxa

Kannekapa 4 mg tabnerku: 6sna, Kpbria, ABORHOHIMBKHANA TabneTka, ¢ rpaBHpad HaagnKce, 4" OT
¢HaTa CTPaHa M ACIUTEIHA YepTa OT Apyrarta CTpaHa.

Kannexapn 8 mg TabieTku: po3ora, MapeHa, KPEria, ABORHOU3NBKHAIA TabNeTKa, ¢ rpaBHp_
Haamue ,,8” OT €HATa CTPaHa M IEJIWTEIIHA YepTa OT APYraTa CTpaHa. TN
Kanmexapn 16 mg tabnerxu: po3osa, HiapeHa, Kpbria, ABOHHOM3IBKHATA Taﬁnema, ¢ fp 181 .~
Haamuc ,,16” oT eaHaTa CTpaHa W ASNUTEIHA YepTa OT Apyrara CTpaHa. ;
Kannekapa 32 mg TabieTku: po30Ba, lapeHa, KpbIvia, JBOHHOM3ITEKHAIA TaﬁneTpca, BBHPAH
HaaAmUC ,,32” OT €JHATA CTpaHa ¥ ACIMTEIHA YepTa OT APpyrara CTpaHa. :\ g 1{ =

Tabnerkara moxe aa ce pazneiis HA [Be paBHH YACTH.



4. KJIMHAYMHHA JAHHH
4.1 TepaneBTHYHH NOKAIAHHA

KaHgekap/ ¢ noKazaH 3a JISUEHHE HA:

¢ JleyeHWe Ha eCEHUMAIHA XHIIEPTOHHUA NPH Bh3PACTHHU H ACSLIA H IOHOLIH Ha Bb3pacT OT 6 10
nmoa 18 roguHu.

¢ JleveHHe Ha BH3PACTHH [TAMHEHTH ChC CHPACYHA HEAOCTATHYHOCT H YBPEAEHA CHCTOHA
¢YHKIHA Ha JITRaTa KaMepa (JieBoKaMepHa pakius Ha u3tnackeane < 40%) kato

JAOMBIHCHHE KBM JIEUeHHETO ¢ HHXHOMTOpH Ha aHTMOTeH3MH KOHBepTUpal ¢H3uM (ACE) unu
korato ACE uHxuburopHTe He ce moHacaT (BXK. Touka 5.1).

4.2 03HpOBKA H HAYHH HA NPHJOKEHHE

EOSHQOBK& IIPH XHINCPTOHHAA

IIpenopsuuTenHaTa HavamHa 0032 ¥ oOuvaiHaTa o IbBpXaIia 103a € 8§ mg BeAHbHK JHEBHO.
OCHOBHHAT aHTHXHUMNEPTEH3IHBEH €(EKT C¢ NMOCTUra B paMKHTE Ha 4 ceaMHUM. 11pH HAKOH NaLMEHTH,
YHETO KPBBHO HANAraHE HE Ce KOHTPOIHpa afCKBATHO, Jo3aTa Moxe Ja Obae yeenudeHa qo 16 mg
BeIHEX JAHEBHO M 0 HE MoBeve OT 32 mg Be/IHBXK JHEBHO. JleneHueTo TpaOBa fa §bae KOpUrupaHo
CNOpen MOBIHUABAHETO HA KPBBHOTO HaJIATaHeE,

Kanpaekapn Moxke ia ce npuiiara ¢ Apyrd aHTHXWNCPTEH3UBHH JiekapcTBa. JJobaBaHeTo Ha
XUZIPOXJIOPOTHASHA € IOKA3AHO, & HMAT ajiuThBeH eheKT npy pasauyHu 1031 Ha Kannexapy .

Cmapuecka nonynayus
He e HeoOx0anMO HavaHO KOpHUIHpaHe Ha J|03aTa NP NAlMEHTH B CTApYECKa BB3pacT.

Hayuenmu ¢ namanen sbmpecv008 obem
Mosxe na ce oOMHCIM NpHICKEHHE Ha HaYallHa /1034 OT 4 Mg NMPH IALHEHTH C PHCK OT XHIIOTOHWA,
HalpHMep NALMCHTH, TIPH KOMTO MMAa BEPOATHOCT 00EMBT Ja € HaMalIeH (BIK To4Ka 4.4).

{Iayuenmu c 6vbpeuno yspexcoane

HauanuaTa go3a npu nameHTH ¢ 6b0peuHo yBpeskiaHe, BKIIOUYHTETHO NALMUECHTH HA XeMOANAITH3a, €
4 mg. [lozata TpAOBa a ce THTPHPA CIOpE] CTENEHTa Ha MOoBIudARaHe. ONUTHT NPH NALMEHTH C
MHOT'O TEXKKO MK 660peyuHo yBpexkIaHe B TEpMHHAJICH CTaui (KpeaTHHHHOB KIupBHC 15 ml/min) e
orpaHHdeH. (Bx. Touka 4.4.)

EnnoBpeMeHHOTO NpuioxkeHHe Ha aHrnoTeH3uH 11 peuenrropri antaroHUCTH (AIIRA), B T.4.

kaHgecapTal, Hin ACE HFHXHOHTOpH ¢ afTHCKMPEH € NPOTHBOIOKA3aHO NPH NauueHTH ¢ 650peuno
yepexknane (GFR < 60 ml/min/1,73 m?) (Bk. Touku 4.3 1 4.5).

Hayuenmu c weprnodpobuo yapescoarie
[Ipu naupeHTH C J€Ko A0 YMEpeHO YepHOAPOOHO YBpeXnaaHe ¢e NpenopbuBa MEPBOHAYAIHA J03a OT
4 mg BeaHbXK AHEBHO. [lo3aTta TpaOBa na ce Kopurupa cropes crernexTa Ha nosnuasane. Kanaekapn ¢

NPOTHBONOKA3aH IIPH NAIMEHTH C TEXKKO YEPHOAPOOHO YBpexaaHe M/HIH XoJlecTasa (BK. TOUKH 4.3 H
5.2).

Yeprnoxoocu nayuenmu SOk S:,'J
AHTHXUNEPTEHIUBHUAT e€dekT Ha KaHIecapTaH € no-cjiad mpu 4epHOKOKH rlam«IeHTH B cpaaﬁ‘ ““3\9 2
HEYEepHOKOXKHM NaneHTH. [lopagy TOBa, MpM 4epHOKOKH B CpaBHEHHE C HE‘IEpHOKO)KH naunefmt A
MOXE MO-4€CTO Ja € HeoOXOoAuMO [MOBHINABaHe Ha Jno3ata Ha KaHaekapn M ):[a ce ﬂpﬂnam i_l‘

/ f)

KOMOHHHpaHa TEPaIHA ¢ L€l KOHTPOJIMpaHe Ha KPBbBHOTO HaIraHe (BX. TOUKa 5. 1) I BRI



Heouampuuna nonynayus
Jeua H IoHOIIH Ha BBb3pacT oT 6 1o nox 18 roauxHm:
IlpenopbunMTenHaTa HaYajlHa A03a € 4 mg BeJIHBXK JAHEBHO.

¢ [lanmentu ¢ Terno nop 50 kg: IIpu nanuenTUTe 63 AA€KBATEH KOHTPOJI HA apTEPHAITHOTO
HaJIArane, 103aTa MOXe Aa ObAe MOBHIIEHA A0 HE NOBEYE OT 8 mg BeIHBXK OHEBHO.

e [lauuwenrtn ¢ Terno = 50 kg: [Ipu nanpenTuTe 623 aAEKBATEH KOHTPOJI HA APTEPHAIHOTO
Hansrade Ao3ara Moxe aa Oblie noeHineHa 10 § mg BeaHbK AHEBHO, clief koeTo 10 16 mg
BE€IHBXK AHEBHO, IPH HeoOXO0IUMOcCT (BX. To4Ka 5.1).

Hos3u Hax 32 mg He ca NPOYYBAHH IIPH MEAHATPHYHM MALUEHTH.
IMTo-ronsiMaTa 9acT OT AHTUXMIIEPTEH3UBHHA €eKT Ce NONy4aBa B paMKUTE Ha 4 CEAMHIIH.

I[Ipu pela ¢ BE3MOKEH HAMANICH BBTpechA0B 00eM (HaTIp. CIIE JICUCHUE C JUYPETHLM, NO-CNICLHATIHO,
NpH NalMeHTH ¢ HapymeHa 06p0pedna QyHkuug) nedennero ¢ Kanaekapn TpaOpa ga 3anovHe o
CTPHKTHO JIEKapcKO HabIIoleHHe M cieaBa Aa ¢e UMa MpeaBy/l N0-HUCKA HavalHa J03a OT
obuuaiiHaTa HaYanHa a03a (BK. To4ka 4.4).

He ca npoBexxpanu npoyyvealud Ha KaHIecapTaH IPH Aela CbC CKOPOCT Ha IIOMEPYJIHA QUITPALM
non 30 mi/min/1,73 m? (Bx. Touka 4.4).

UYepHoKoKH TTeAMATPHYHH TALUEHTH
AHTHXHIIEPTEH3MBHUAT €(PEKT Ha KaHAecapTaH € o-c1abo U3ABEH NpHY YEPHOKOXKH NALMCHTH
OTKOJIKOTO TIPH APYTUTE MALUeHTH (BXK. Touka 5.1).

Hena Ha Bb3pacT noa 1 ronHa 1 1o 6 rogdad

¢  bezonacHOCTTa U e(PUKACHOCTTA NPH AeHa Ha BB3pacT OT | 10 moA 6 rogHHH He ca YCTAaHOBSHH.
HanuuHuTe AaHHH Ca OMKUCAHM B TOYKA 5.1, HO HE MOTAT Ja ¢€ HanpaBAT NPENOpBKH OTHOCHO
OO3HPOBKATA.

*  Vmnorpebarta Ha Kanaekapa € npoTHBONOKa3aHa NpH AcLia HA BB3pacT NoA | roAuHa (BX. TOYKa
4.3).

Jo3upoBKa NpH chpAeYHa HENOCTATHBYHOCT
O0uuaiinaTa ripenopbYUTENIHAa HavaiHa no3a Kanaekapa € 4 mg Beausx aHesHo. [lopuinasaHeTo Ha

A03aTa A0 TApreTHATA 1034 OT 32 mg BEAHBXK JHEBHO (MAKCUMaAJIHA 03a) WK OO HaH-BHCOKaTa
MIOHOCHMa A03a C€ M3BBPIIBA UPe3 YABOABAHE Ha A03aTa HAa MHTEPBAIK OT Hali-MalKko 2 CEAMHIM (BXK.
Touka 4.4), OlleHKaTa Ha ITALMEHTUTE ChC ChpeYHA HEAOCTATEYHOCT BUHATH TPAOBA /1a BKIIOYBa

OLieHKa Ha Ob0OpeuHaTa GyHKIUMA, BKIIOYUTENHO U NPOCIeISBAHETO HA CEPYMHUS KPEATHHHH H

KaJTMM.

Kannexapa Moxe na ce npuiara saeHo ¢ APYrd BUAOBE JICUCHUE 3a ChPACUHA HEAOCTATHYHOCT,
BiJTIOUHTENHO ACE-nHxuburopy, Oeta-0nokepH, JuypeTHLIA H JHTHTATHC MITH KOMOHHALIHA OT TE3H
nexkapcTBeHH NpoaykTH. KombuHanmara ot ACE-MHXHONTOPH, Kanuii-ChXpaHAaBallY JHYPETHIH

(nanp. ciporHonaxkToH)} 1 Kanaekapa He ce npenopbusa H TpAOBa xa ce obchAaa CaMo ciel

BHHMATeIHA OLICHKA HA MOTEHUMNATHHATE TION3H U PACKOBE (BXK. TOUkH 4.4, 4.8 n 5.1).

Cneyuannu 2pynu nayuenmu S Loy N
He e HeoOx0auM0O HauaTHO KOPHIrHpaHe Ha J03aTa NPH NalHEHTH B CTapYeCKa BE3pacT H.]TH nau;ﬂem
C HaMaJleH BBTPECHAOB 00eM, Ob0peyHo yRpeKIaHe HITH JIEKO A0 YMEPEHO qepnonpoﬁno y,ape)lcnaae h
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IleauaTpuyHa MOmyaanng
BezonacHocTTa M epukacHocTTa Ha KaHaekapa npu geua Ha Bh3pacT MEXAY paxraHeTo H 18 roaunu

HC C34 YCTAHOBEHH IIPH JICYCHHETO Ha ChpACYHa HCAOCTATBYHOCT. Hsama HanuyHA AaHHH.

Hauue Ha npuioxkeHue
IlepopanHo NpUICKESHNE

Kangexapa tpadBa a ce npueMa BeJHEXK JHEBHO ¢ WK 03 XpaHa.
BHOHANHYHOCTTA HAa KaHAECcapTaH HE Ce TOBJIMABA OT XpaHa.

4.3 IlpoTmROIOKAIAHAN

CRpBXUYYBCTBHTEIIHOCT KbM KaHAESCAPTAH LIWISKCETWI HIIM KbM HAKOE OT NOMOIIHHTE BELLECTBA.
Bropu n Tpetn TpuMecTEp Ha OpeMeHHOCTTA (BXK. TOUKH 4.4 1 4.6).

Texko yepHOAPOOHO YBpEXIaHe H/WIH X0NeCcTala.

EqHOBpEMEHHOTO NpUNoKeHHe Ha aHrHoTeH3UH 11 penerrropay antaronuct (AIIRA), B T.4.
KangaecapraH, U ACE nHxuOUTOpH ¢ UTHCKUPEH € NMPOTHBONIOKA3aHO NPH NALUEHTH CBC
3axapeH guaber wm 6s6peuno yepexaane (GFR < 60 ml/min/1,73 m?) (Bx. Touku 4.2, 4.4 1
4.5).

o Jlenta Ha BB3pacT 1o 1 roguHa (BxK. To4Ka 5.3).

44 Coenua/ine DpeJyNpeKACHHARE B NpeANA3ZHA MEPKH NPH ynorpeda

bvbpeuno yepexcoane

KakTo npu ApyrH J€KapcTBa, KOWTO HHXMONpAT peHUH-aHrHOTeH3HH-ANA0CTEpOHOBATA CHCTEMA,
MOJKe Jla C€ 04aKBaT NpoMeHH B ObOpeunHaTa QyHKUMSA [IPH YYBCTBHTEIHH NTALIMEHTH, JICKYBaHH C
Kannexapn.

Koraro Kanaekapn ce npunara npi nauyeHTH ¢ XHIIEPTOHUA, KOMTO UMAT 6BE0pedHO YBpEXKIaHe, CE
NpenopbyuBa NEPHOIHYHO NMPOCHEIABaHE Ha CTOMHOCTHTE HA CEpYMHUS Kalui B KpeaTHHHHA. MMa
OTPaHMYEH OIUT MPH NMALHEHTH C MHOTO TeXKKO OB0peuHO yBpexxaaHe Wi On0peuHo yBpEKAaHe B
TepMHHANEH cTaauii (KpeaTHHWHOB KIUpBHC <15 ml/min). [1pu Te3u naumenTd qo3ata Ha Kanaekapa
TpAOBa BHHMATEIHO J1a C€ THTPUPA, KATO CTPUKTHO €€ CIEAN KPBBHOTO HAJNATaHE.

OueHKaTa HA NTALHCHTHTE ChC ChpAcdHA HEAOCTATRYHOCT TPAOBA Ja BIIIOYBA NEPHOJUYHO
u3cneaBaHe Ha 6b0OpeUHaTa pyHKIMA, 0OCOOSHO NPH NMALMEHTH B CTAPYeCKa Bh3pacT ~75 FOJHHH HITH
[IO-BB3PACTHH, W IIPH NALMEHTH ¢ yBpeAeHa 6p0pedHa (pyHKIHA.

Ilo Bpeme Ha TUTpHMpaHe Ha AozaTa Ha Kanaekapa, ce npenopbyBa npocneassaHe Ha CepyMHUA
KpeaTHHHH U Kanua. KNIMHHYHHTe H3MUTBAaHHA TIPH ChPACYHA HEAOCTATHYHOCT HE Ca BIIOYBAITH
HNalMeHTH CBhC cepyMeH KpeaTHHHH >265 umol/l (>3 mg/dl).

EAHOBpEMEHHOTO NPWIOXKEHNWE Ha aHTHOTeH3HH Il peuerrropan aHTaroHMCTH (AIIRA), B T.4.
kaHaecaprad, WM ACE HHXHOHTOPH ¢ aJTHCKHpPEH € IIPOTHROMNOKA3AHO P NAaLMEHTH ¢ 6u0peuHo
yepexaare (GFR < 60 ml/min/1,73 m?) (Bx. Touxu 4.3 u 4.5).

Kombunupana mepanun ¢ ACE-unxubumop npu copoeunda Hedochamvy¥Hocm

PHCKBT OT HEXETAHH JIEKAPCTBEHH peakiuu, 0co0eHo yBpexaaHe Ha 6b0peunara GpyHKUHUA K
XHNEPKATHEMHAA, MOXE Ja ¢ce nosuiuH, Korato Kangekapa ce npunara B koMmbunamus ¢ ACE-
AHXUOUTOP (BXK. Touka 4.8). IlalMeHTH, HA KOHTO Ce NpPHJIara TakoBa JICuUeHHUe, TpaOBa Ja ce
HabmMoaaBaT peIOBHO 1 BHHMATEITHO.

Heotina 630xa0a HA peHUR-AHZUONEHIUH-ANDOCMEPOHOBAMA CUCTMEMA ‘:_. .-f,_”}f;h_ \\

EnnoBpeMenHoTO npHioxkenre Ha AIIRA ¢ pyru nekapeTsa, KOMTO AeHCTBAT BEPXY peﬂm-h R :\\“"‘Lx

aHTHOTEH3UH-ANAOCTEPOHOBaTa ciucTeMa {(RAAS) € ¢BBP3aHO ¢ MOBHILIABAHE HA YECTOT a‘:Ha{ e iRND \

XHUIOTOHMA, XUNEPKATHEMHA H IPOMEHH B 630peunara (pYHKIUA B CPABHEHHS ¢ MOHOT pannﬂh f-ﬁ-ﬁ,_-,f‘_"? ST

[TpenopsHBa ce NPOCHE/ABaHe HA aPTEPUATHOTO HaIATaHe, GhOpeuHaTa GyHKIHMSA U eNex erwre . /2 |

NPpH NALHMEHTUTE, IPHEMAINM KAHECAPTAH H IPYTH JIEKAPCTEA, KOHTO BianssT BhpXy RAA! 'Z'*""'"; R"xh "'”b }f
e VR I T



Heobxonumo e nopuineHo BHUMaHUE IIPH eHOBpeMeHHO npunoxenue Ha AIIRA, B 1.u.
KaHAECAPTaH, ¢ APYTH JieKapcTBa, kouTo Onokupar RAAS, Hanpumep ACE-unxuburopn win
AJTHCKUPEH (B3K. TOUKA 4.5).

IlpoTHBROMOKa3aHO € EAHOBPEMEHHOTO NpriIokeHue Ha AIIRA, B 1.4. kaHAecapTan, uiH ACE-
MHXHOMTOPH ¢ AMUCKHpPEH MpH MTAIMEHTH Che 3axapeH auader und 6p6peuno yspexnane (GFR < 60

ml/min/1,73 m?) (8. Touku 4.3 1 4.5).

Xemoduanuza
[To BpeMe Ha nHanM3a KPHLBHOTO HAJIATaHE MOXKe J1a Obae ocobeHO YyBCTBUTENHO KbM OT0Kaaa Ha
ATl-peucnropure, Nopaau HaMAJIEH IUIa3MeH 00eM H aKTUBHPAHE Ha PEHUH-AaHTHOTEH3HH-
annocrepoHoBara cucrema. Cneosarento, nosata Ha Kanaekapn Tpabea 1a ce TuTpupa
BHMMATEIIHO, KATO CTPHKTHO C€ IIPOCIeAaBa KPEBHOTO HAJIATaHE HA NALMEHTHUTE HAa XeMOUAIH3A.

Cmenoza na bvbpeunama apmepus

JlekapcTBEHH NMPOAYKTH, KOMTO BAWAST HA pCHUH-AHTHOTEH3MH-AIOCTEPOHOBATa CHCTEMA,
BKIOYNTENHO aHrnoTeHs3uH Il peuenropun anraronucTy (AIIRA) , Moxe Ja NOBHMINAT KpBBHATA yped
U CCpYMHHA KPEaTHHUH NPH MTALIHEHTH ¢ ABYCTPaHHA CTEHO3a Ha ObOpeyHaTa apTepus WIH CTEHO03a
Ha apTCPHATA KbM CAMHCTBEH OBOpeK.

bvbpeuna mpancnranmayus
Hsma ot 1o oTHOIIEHHE Ha NpIICACSHHETO Ha Kanaekapa IpH NalHEHTH ¢ HACKOPO HalpaBeHa
6sOpedna TpaHCIINaHTaLMS.

Xunomonus

[1o BpeMe Ha neyeHuero ¢ Kanaexapa NpH NalMEHTH CBC ChPACYHA HEAOCTATHYHOCT MOXKE J1a
BB3HMKHE XMMOTOHUA. ToBa MOXKe [Aa ce CIIYYM ChIIO H IPH NAIMEHTH ¢ XHIICPTOHHKSA, NPH KOUTO UMa
HAMAJICHHE Ha BETPECHAOBUA 00eM, KATO HAIPUMEP NAlUEHTH, NpHEMALIM BHCOKH JO3H JUYPETHLM.
[Ipu 3ano4BaHe Ha NevyeHWeTo TPAOBa Ja ce BHHMaBa M TpAOBa Ja c€ HANPABH ONMT 3a KOPHTUpAHE Ha
XHIOBOJIEMHATA.

Anecmesua u onepamugno nevenue

ITo BpeMe Ha aHECTE3MA M ONEepaTUBHA HaMeCa Ha TTalMeHTH, NEKyBaHH ¢ aHTarOHHCTH Ha
aHrHoTeH3HH I, MOXe 1a Bb3HHKHE XMIIOTOHMA TTopaaH O0Kaia Ha pEeHUH-aHIMOTEH3HH CHCTEMATA.
Mmoro psako, xunoroHuaTa MOXKe Aa OBe TeKKa, Taka 4e J1a C& HATOKH NPHIOKEHHMETO Ha
HHTPABCHO3HH TEYHOCTH U/HJIM Ba3ONPECOPH.

Cmenosa na aopmuama u MUmparRama xiana (00cmpyKmueHa Xunepmpo@guing
KapOUCMUONAMUSR)

KakTo 1 npH Apyrure Ba3oOHIaTaToOpH, HEOOXOAMMO € CIIELIMAIIHO BHUMAHHKE MIPH

MALMEeHTH, CTPAAALNH OT XEeMOAHHAMHYHO 3HAYHMa CT€HO3a Ha R0PTHATA U MUTpaJiHaTa Kjiana Win
OOCTPYKTHUBHA XHIIEPTpodUUHA KApAHOMHOIATHA.

Ilvpeuuen xunepaidocmepoHu3bm

[TanMeHTH ¢ IbPBHYEH XHNIEPATAOCTEPOHH3IBM OOUKHOBEHO HE C€ TIOBJIMABAT OT JICUCHHE C
AHTHXUNCPTSH3UBHY JIEKAPCTBEHH ITPOAYKTH, AeHCTBAINY Ype3 HHXUOMUpaHe Ha peHHH-AHTHOTEH3HH-
anpgocTepoHosara cucrema. [Topaam Toea npunoxenrero Ha Kanaekapa He ¢e npenoprysa IIpH
TAKMBA MAIHEHTH.

Xunepranuemus BRI oy H”
EnnospemennoTo npuinoxkenne Ha Kanpekapa ¢ Kandi-cbXpaHsBallld AHY PETHLIH, Kaﬂnenn I[Dﬁﬂ;Bl{H

3aMECTHTEIIU Ha CONTa, ChAbPKAIA KaJIWiA, WK APYCH JCKapPCTBEHH IIPOIYKTH, K()HTO MOrart: ,Iiﬂ 7
MOBHIIAT CTOHHOCTHTE HA KaJIHA (HAMp. XEMapHH, ), MOXKE Jia I0BE/IE A0 MOBHILABAHE Ha cepyMHHa




Kamuii NpH NanHeHTH ¢ XHMIIepTOHHA. MOHHTOPHHI Ha Kaug TpAOBa Aa ce npeanpueMe mpH
HEOOXOIUMOCT.

Ilpy mauMerTH ¢BC CHPASYHA HEAOCTATHYHOCT, JeKyBaHH ¢ KaHackapa, MOxe 1a Bh3HHKHE
xunepkanuemus. IIpenoprusa ce NEPHOAHYHO NIPOCIEAABAHE HA CEpYMHHUA Kanui. KomOunupanero
Ha ACE unxuburop, Kanuit-crxpansapain quyperuk 1 KaHnekapa He ce npenopsysa ¥ TpsaOBa aa ce
ofcbau caMmo ciiel BHEMATEHA OIIEHKA HA TIOTeHIHAITHUTE TIOJI3H M PUCKOBE.

Obuu

IlpM naumerT, YUHTO CHAOB TOHYC U OLOpeuna (PYHKIMS 3aBUCAT NMPEAMMHEO OT aKTHBHOCTTA HA
PEeHHH-aHT MOTEH3UH-a]I0CTEPOHOBATA CHCTEMa (HaMp. NMALMEHTH ¢ TEXKKA 3aCTOHHA ChpACYHA
HEAOCTATBHHOCT WIH noAaexamo 6x0peuno 3abonseane, BIJIIOUATEITHO CTEHO3a Ha ObOpedHara
apTepHi), JedyeHHETO ¢ APYTH JIEKApCTBEHH MPOAYKTH, KOUTO BIHAAT HA Ta3H CHCTEMA, CE CBBP3BA ¢
OCTPa XUIMOTOHHA, a30TEMUsA, OJIUTYPHA MITH, PAAKO, ¢ ocTpa 6B0pedHa HEAOCTATEYHOCT.
BepoaTHOCTTA 32 BE3HHKBAHE HA TOAO0OHH eheKTH He MOXKe [1a ¢€ M3KITIOUH npH 1eueHHe ¢ AIIRAs.
KakTo npH BcAKo Apyro aHTHXHIIEPTEH3UBHO CPEACTBO, IPEKOMEPHOTO HAMAICHUE HA apTEPHATHOTO
HAJUITAHE TIPH NAIHEHTH ¢ HCXEMMYHA KAPAHONATHA HIH HCXEMHYHO MO3BYHO-CHO0BO 3a00/ABaHe
MOXKE J1a JOBEAE 10 MUOKApAEH HHPAPKT WIH URCYIIT.

AHTHXMIICPTEH3HBHUAT €(QEeKT Ha KaHAecapTaH Moxke aAa 6be 3aCHIIEH OT JIEKapCTBEHH NPOAYKTH,
MOHIXXABAIl{ KPbBHOTO HaJlsiraHe, NpeJNMCaHK KaTo aHTHXHIIEPTEeH3MBHU HIIH 32 JPYTH NOKa3aHu4.

bpemennocm

He Tpabea na ce zanoupa yniorpebara Ha anrunorensHH II antaronmnctu (AIIRAS) no speMe Ha
OpemMeHHOCT. OCBEH aK0 NPOIBIDKABAHETO Ha TEpanMaTa ¢ aHTHOTEH3HH 1] aHTarOHUCTH HE ce cMATa
3a 0coOEHO BaXkHA, NPH NALMEHTKHTE, KOUTO ILIAaHNpaT a 3abpeMeHedaT TpiadBa fa ce HallpaBH
[pOMsHA B TepalHATa, KaTO C€ HA3HAYU AITEPHATHBHO AHTHXHIICPTEH3IUBHO JICUCHUE, KOSTO UMa
YCTaHOBEH npodmn Ha 6esonacHocT 3a ynotpeda no BpemMe Ha OpemMeHHOCT. 11pH AnarHoCTHIMpaHe
Ha OPEMEHHOCT, JIeYeHHeTO C aHTHOTeH3uH II aHTaroHUCTH TpAGBa He3abaBHO Aa ce CIIPe H, aKo €
YMECTHO, TpsAOBa Ja ce 3aNoyHe aITepHATHBHA Tepanus (BX. TOUKH 4.3 H 4.6).

Ynompeba npu neduampuyny nauuenmu, KUIOYUMEIHO ¢ Obbpeuno ypedcoane
He ca npopexxaaHy NIpoyYBaHKMA HA KaHIecapTaH IPH JeNa CbC CKOPOCT Ha IIIOMEpYJIHA GHATpaLus
noa 30 mi/min/1,73 m® (Bxk. Touka 4.2).

ITpu fena ¢ Bb3MOKeH HaMalleH BHTpechaoB obeM (Hamp. CIeh NeYeHHe ¢ JUYPETHLM, NO-CIICLHANHO,
[IpH NaLMEHTH ¢ HapymweHa Obp0peuna ¢pyHKUNA) nedeHuero ¢ Kanaekapa tpadea aa 3anovHe nox
CTPHKTHO JicKapcko HaOMOaeHMe U clie/iBa Ja C¢ MMa NpeaBu/l HayanHa 103a, o-HHCKa oT obulara
HayajHa a03a (BX. To4ka 4.2).

Ilpu nauueHTKH ¢ MEHCTpYaLHs TpAOBa peJOBHO Jia ¢€ MpaBaT U3cneABaHnA 3a OpeMeHHOCT. TpabBa
Aia c€ MpenocTaBH CHOTBETHATA HH(POPMALIMA W/WIH Ja C€ IIpeANpUeMaT ChOTBETHUTE ACHCTBHA, 3a Aa
C€ HEYTPATH3Hpa PUCKHT OT SKCIO3HILHA Ha JCHCTBHETO HA JIEKAPCTBOTO IO BpeMe Ha OpeMEHHOCT
(BK. TOouKH 4.3 1 4.6).

Creyuannu npedynpescOenus OMHOCHO ROMOUHUME Beutecnea
Kanpgekapn cpabpska TakToza. [lanMeHTH ¢ peaKy HacHeACTBEHH HAPYIIIEHHUA KATO HEMOHOCHMOCT

KBbM rayiakTo3a, Lapp 1akTazHa HeloCTaTHUHOCT HJIH TIIIOKO30-Traakro3Ha Manabcopbis He TpaOBa
Ja MpUEMAT TO3H JIEKAPCTBEH MPOIYKT.

4.5 BiaumopeiicTBHE ¢ APYrH JIEKAPCTBA H APYrH GOpMH HA Baanmo.uencTBHe 7 | |

e

CreguHenns, KOUTO ca OMNH H3cNeABaHH B KIIHHHYHH (PapMaKOKHHETHYHH npqungmﬁl lnmmqaa"r
XHAPOXJIOPOTHA3H, BapdapyH, AUTOKCHH, IEPOPATTHH KOHTPALENTUBH (T.€. €THHMI o.trf -
NEeBOHOprecTpen), rubenknamu, Hugeaunuy u esananpun. He ca nabmonapanu " -
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3HaYHMH PapMaAKOKHHETHYHH B3aUMOAEHCTBHA C TE3H JIEKAPCTBEHH MPOIYKTH.

Ennospemennara ynorpeda Ha Kanui-ChXpaHABAIlH AMYPETHLIH, KaTMEBH A00ABKY, 3aMECTHTENM Ha
CONTa, CbABbPAKAIM KallMi, MJTH APYTH leKapCTBeHH NMPOAYKTH (HANp. XerapHH) MOTaT 4a MOBUALIAT
HHUBaTa Ha Kanuii. MOHMTOpPHHT Ha Kanus TpaOBa Ja ce npearpueMe pH HEOOXOIUMOCT (BXK. TOYKA
4.4).

eotina 6aoxada na RAAS ¢ AIIRA, ACE-unxubumopu unu anuckupen

EnnospeMennoTo nprnoxenue Ha AIIRA, B T.4. KaHgecapTaH, Win ACE-UHXMOMTOPU ¢ ATHCKHAPEH €
MPOTHBOIIOKA3aHO NpH NALMEHTH cbe 3axapeH auaber wi 6u6peuno yspexaane (GFR < 60
ml/min/1,73 m?) (Bx. Touku 4.3 1 4.4).

Mma cphobiueHns 3a 00paTHMO NOBHIABAHE CEPYMHHTE KOHLEHTPALIMK Ha TMTHHA H TOKCUYHOCTTA
NpY eAHOBPEeMEHHO MpHokeHue Ha nutHii ¢ ACE naxuburopu. [lonobeH edekt Moxke a Bh3HHKHE
NpH NPUITIOKEHUE HA AHTATOHUCTH Ha aHTnoTeHsHH 11 peuenropure (AIIRAS). M3nomBaHeTo Ha
KaHJIecapTaH ¢ JJHTHIA He Ce IpenopbyBa. AKO Ta3H KOMOHHaIMs € HeobX0MMa, ce NpenopbYBa
BHHMATEIHO HaO/I0AaBaHe HA CEPYMHHTE HHBA Ha JIHTHIA.

Koraro anrnorensus Il autarornct (AIIRAs) ce mpunarat IHOBPEMEHHO ¢ HECTEPONAHM
nporaBoBb3nanuTenHy cpeacrea (HCIIB) (wanp. cenextupun COX-2 uaxubOUTOpH,
ALETHWICATMIMIIOBA KHCETMHA > 38//16H) U HECEICKTHBHH HECTEPOHHH IIPOTHBOBB3NATTHTEIHH
CpeAcTBa), MOXKE Ja C€ NMOMYYH OTc/1abBaHe Ha aHTUXHITEPTeH3HBHHA edeKT.

Kakto npu ACE nnxuburopure, eqHoBpeMeHHaTa yrniorpeba Ha aHrnoreHsHH Il aHTaronucTu
(AIIRAS) 1 HECTEpPOHAHH TIPOTHBOBBIMAJHTEIHH CPECTBa MOXKE A JIOBEAE A0 YBEIIHYECH PUHCK OT
BIOLIAaBaHe Ha ObOpeyHaTa PYHKUMA, BKIIOYHTEIHO € Bb3MOXHa 0cTpa O10peuna He1O0CTATBHHOCT
H YBEIH4YABaHE HA CEPYMHHA KaHif, 0cOOEHO NpH MAUMEHTH ¢ BJIOLIEHA OT Ipean Toea Hudpedna
¢yuakupa. KomOnnaumsTa TpaOBa 1a ce mpaiara BHAMATEIHO, 0COOEHO Py NAUEHTH B CTapYecKa
BB3pacT.

[TanmpenTHTe TpAOBa A2 C€ XUAPATHPAT AOCTATHYHO H TpAOBa J1a ce 0OMHCIHU NpOCIEAIBaHE Ha
OnOpeuHaTa GpyHKIMA crie/l 3afllI0MBAHETO HA CAHOBPEMEHHA TEpANMA U NEPHOAUYHO Cliell TOBa.

Heduampuuna nonyrayus
IIpoyuBanKa Ha B3aHMOACHCTBHATA Ca IIPOBEKIAHHA CAMO MPU BL3PACTHH.

4.6 DbpeMenBOCT B KbpMERE

Ynompeba no epeme na bpemennocm

Ynorpebata Ha anrrorensuH Il peuenropan anraronucT (AIIRA) He ce npenopnuBa npes nepaus
TPUMECTHP Ha OpeMeHHOCTTA (BXK. TOUYKa 4.4). YnoTpebara Ha aHruorensuH Il antaronucry (AIIRA) e
IIPOTHBOIIOKA3HA NIpe3 BTOPHA H TPETUS TPHMECTEP Ha OpemMeHHocTTa (BXK. TOUKH 4.3 1 4.4)

EnuaeMHONIOrd4HATE TaHHH 38 PHCKA OT TepaToreHHocT cinel ekcnosuima Ha ACE uaxuburopu npes
IILPBHA TPUMECTBP Ha OPEMEHHOCTTA HE Ca JOBEJIH J0 3aK/IIOYCHHE; BBIIPeKH TORA, HE MOXKeE Jia ce
H3KITIOUH JICKO YBEJIHUEHHe Ha prcKa. Makap e HAMa KOHTPOJIHPAaHH eMHAEMHUOJIOIHYHH JAHHH 32

pHcka npy aHrHoteHsuH II penernrropaure uaxuburopn (AIIRA), npH TO3H KIac JIeKapcTBa MOXKE J1a
ChblUecTBYBa noAobeH puck. OCBEeH ako NpoABIKABAHETO Ha TepanuaTa ¢ aHTHOTeH3HH peuemop}m
onokepu (AIIRA) He ce cmaTa 3a 0cobeHO BaykHa, IPH MALMEHTKHTE, KOMTO IUIAHKUPAT ma.c s 4:::;7,5
3a0pemenedT, TpaOBa fAa ce HaNpaBH NPOMAHA B TEPAMUATA, KATO C€ Ha3HAYH aJITepHamBHo e
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AHTHXHMIICPTEH3HWBHO JIEYEHHE, KOETO MMa ycTaHOBeH npodun Ha 6ezonacHOCT 3a yIe eba’ o Bpeme A
Ha OpemeHHocT. IIpu AMarHOCTHIMpPaHe HA OPEMEHHOCT, JIEYCHHETO ¢ AaHTHOTEH3HH, Imrraromicm _*a. ; 4
(AIIRA) Tpabpa He3abaBHO Ja ce CIIpe W, aKO € YMECTHO, TpAOBa fa ce 3ano4yuHe an'ﬂma\m};a } * ]
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HU3BecTHO €, ue eKcno3uidsaTa Ha auruotensHl I auraronucti (AIIRA) npes Bropus u TpeTHA
TPHMECTHP Ha OpeMeHHOCTTa NMpeIM3BUKRA (JETOTOKCHYHOCT NpU XopaTta (HamaneHa 050peuna
dYHKLMA, OJIHTOXHIPAMHHOH, 3a0apgHe Ha ocHHKaLMATa HA Yeperna) 1 HEOHATAIHA TOKCHYHOCT
(6BOpeyHa HEAOCTATBYHOCT, XMITOTOHUA, XHIICPKATHEMUA )} (BXkK. TOUKa 5.3).

AKO eKCnO3HIMATa HAa aHruoTeH3HH 1] aHTaroHuceTH e 3anoyHaia OT BTOpPHUsA TPHUMECTHP Ha
OpeMEHHOCTTA, ce ITPEeNoPhYBa YITPa3BYKOBO H3c/icIBaHe Ha OBOpeunaTa GpyHKIMA B Yepena.
Hena, YuHTO MaHKH ca MpHeMany anruoTeHsuH 1l anraronucTH, TpadBa Aa 6paaT HaOMrOgaBaHH
BHHMMATEHO 33 XHUITIOTOHMA (BX. TOUKH 4.3 1 4.4).

Kvpmene

Tvii kaTo HaMa HHopMaLuA 3a yrioTpebara Ha Kannexapya no speMe Ha xspMeHe, KaHaekapn He ce
NpENOPBHYBa, a € NPEANOYHTAT aJITEPHATUBHH JIEUECHHSA ¢ NO-A00pe yCTAHOBEHH NPOQUITH Ha
Oe30omacHOCT, 0cO0eHO IIPH KEPMEHe Ha HOBOPOAEHO WIH NPEKICBPEMEHHO POACHO JETE.

4.7 EdexTn BBpXY cnocobuocTTa 32 modnpane H pabora ¢ MAIIAAA

HsaMa nipoBeaeHy NpoyvBaHUS 34 BIMSHHETO HA KaHIECAPTaH BBPXY CocOoOHOCTTA 3a modHpaHe u
pabota ¢ Mmamunan. Heszapucrmo ot ToBa, TpsaOBa na ce HMa NPEABU, Y€ [0 BpEME Ha JICYEHHETO ¢
Kanzaekap/ MoHAKOra MoraT Aa Bb3HHKHAT 3aMaiiBaHe WIH yMopa.

4.8 Hexenann JeKAPCTBEEN PeaKIHH

Jleyenue Ha xunepmonus

[Ipu KOHTPOMHPAHH KIIMHHYHH H3MHTBAHHA HEXEIAHUTE JIEKAPCTBEHH pEaKuMH ca OuiM ICKH U
apexoaHy. Odmara yecToTa Ha HEXKENAHUTE JISKAPCTBEHHU PeaKiiiA HE NOKa3Ba BPB3Ka C /103aTa WIH
BB3pacTTa. bpoar Ha cllydauTe Ha MPEKLCBAHE HA JICUSHHUETO NOPAAH HEXKETAHH JICKAPCTBEHH
peakU#H e nogoOcH NpH KaHaecapTaH 1upnekceTwn (3,1%) u manebo (3,2%).

[Tpu 0GoO1IeH aHanu3 Ha JAHHHUTE OT KJIHHAYHH H3MHTBAHHA [IPH XHIICPTECH3UBHYU NTALUEHTH
HEJKEJIRHATE JIEKAPCTBEHH PEaKIMH ¢ KaHZAECAPTaH LIIEKCETH ca Ae(UHUpaHH, BE30CHOBA Ha
YECTOTA HA HEXEJIAHHTE JIEKAPCTBEHH PEaKIHH MPH KaHAeCAPTaH IMIeKCeTH Hait-Manko ¢ 1% no-
BHCOKa OT YecToTara, HabmonaeaHa npu ruianebo. [To Tora onpenencHue, Hail-4eCcTO AOKIAABAHUTE
He)KeJIaHH peaKkliH ¢a 3aMasHOCT/CBETOBBPTEXK, rMaBoboNne H AMXaTeNHH HHPEKIHH.

Tabnuuara no-goiy NpeacTaBd HeXKelTaHHTe PeaKliHA OT KIIHHHYHH NIPOYYBaHHUA H IIPe3
MOCTMAPKETHHTORUA NeproA. Criopes 4ecToTaTa HeXKEJTaHHUTE PeaKilHH Ce Pa3zessT Ha:

Muoro yect (=1/10); yvect (31/100 g0 <1/10); nevect (=1/1000 no <1/100); peaku (=1/10000 no
<1/1000); muoro penxu (<1/10000).

PR

CHCTEMO-0PTaHHH KJIACOBE YecroTa Hexe1aHH 1eKAPCTBEHH PeaKNHH

HWndexpm 1 nHdecTaln Yectu PecrimpatopHa nAdeKiusg

Hapyluenus Ha KpBBTa H TMM(pHaTa Muoro peaku | JleBkoneHus, HEYTPONEHHA H

CHCTEMA arpaHyJIOLIUTO3a

Hapyierus va merabonsMa v Muoro peaxu | XunepkanueMus, XMIOHATPHEMHS

XPAHEHETO

Hapymienssi Ha HepBHaTa CHCTEMa Yectu 3amaiiBaHe/BEPTHIO, INTABOOOIHE

HuxarenHy, TOPAKaIHH U Mpmuoro peaxu | Kanuvoa

MEIHACTUHAIHH HapYLIEHHS e

CroMamHo-4peBHH HapyLICHUS Muoro penku | [ageHe i '.__ ==-

XenaroOWaHapHU HAPYLICHHSA Muoro peakn | [TornienH yepHoapoOHH eHBHMP; |
yBpeJieHa YepHOoApoOHa QJkaum H‘I[H
XCIIaTHT o

Hapymenus Ha xoxxata 1 noakoxkHara | MHOro peakd | AHrHOHEBpPOTHYEH OTOK, oﬂgrm,\

THKaH ypTHKApHi, IPYPHTYC
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HapyueHus Ha MycKyJiHo-ckeJieTHaTa | Muoro peaku | bonku B rep0a, apTpanrud, MHaIrud

CHCTEMA H CheJIMHHTENHATA ThKaH

Hapymenus Ha 6p0peuyre n MHoro peaku | brOpeuso yepexaaHe, BKIFOUUTEIHO

IMMKOYHHTE MBTHINA OBOpeyHa HEOOCTATBEYHOCT [IPH
YYBCTBHTEIIHH NMALUHECHTH (BK. TOYKA
4.4)

Jlabopamopru uscaeosanus

[1o NPUHLUMIT HE € YCTAHORECHO KIIHHWYHO 3HAYMMO NOBNMABAHE Ha PYTUHHMTE nadopaTopHn
TMOKAa3aTelH OT KaHAecapTaH Lunexcerus, KakTo npu apyrure MHXHOUTOpH HA pEHHH-aHTHOTEH3HH-
aNJoCTEPOHOBATAa CHCTEMA, HaOmogasaHo e cnabo NnoHwkeHne Ha xeMornoduHa. OGMKHOBEHO He e
HeoOXOQUMC PYTHHHO NPOCISAIBaHe Ha TaGopaTOPHHTE MOKA3aTeNH NPH NAlHEHTH, KOHTO NpHeMaT
Kannexapa. Obave, npu nampiesTH ¢ OB0peuro yepexaane ce npenoprusa NEPHOAHYHO
npocieAsaBaHe Ha CTOMHOCTHTE HA CEPYMHUS Kalvii U KpeaTHHHHA.

Jleuenue na copoeuna HeooCmamvYHOCIN

ITpodunsT Ha HEKENAHUTE JICKAPCTBEHH peakllMM Ha KaHAecapTaH [IWIEKCETHI IPH NMalHeHTH CbC
ChbpA€YHa HeJOCTATHYHOCT CROTBETCTRA Ha (apMaKkoIOrHYHHMTE CBOHCTBA Ha JIEKAPCTBOTO M Ha
3paBOCIIOBHOTOHOTO ChCTOAHME Ha nanueHTuTe. B xinHuyHaTta nporpamMa CHARM, cpaBHaBaina
KaHJecapTaH WIeKceTHI B 403K A0 32 mg (n = 3 803) ¢ naanebo (n =3 796), 21,0% or naumeHTHTE
B IpyIaTa ¢ KaHaecapTaH uanekceTwa M 16,1% ot rpynara ¢ rnanebo ca npeycTaHOBHIH NEYEHHETO
Nopagy HEXKETaHH JIeKapcTBeHH peakuny. Hail-decTo HabmoaaBaHKRTE HEXKETAHHM PeaKLMH Ca
XUIIepKaJIMEMHS, XUTTOTOHKA H ObOpeuHo yBpexaaHe. Te3n cLOUTHA ca MO-YECTH NPU NMALMEHTH HAl
70 rogMiIHa BE3pacT, ZHAOSTHIIH WIH MALMEHTH, NTOTYYaBalOH JPYTH JCKAPCTBCHU NIPOAYKTH, KOUTO
3aCATaT PEHHH-AaHMHOTEH3HH-AJIIOCTEPOHOBATa cHeTeMa, H rio-Touno ACE Hxuburop w/wm
CIIUPOHOIAKTOH,

Taﬁmma'ra No-q0JIy MpEACTABA HEXKCITAHHUTC PCaKLIiK OT KITHHHYHH IPOYYBAHHA M [IPC3
NOCTMApPKCTHHI'OBHA TIEPHO..

CHCTEeMHO-OPraHHa K/1acoBe YecroTa Hexe1aHn JIEKAPCTBEHH peaKIHH

Hapymienns Ha KpBBTa M inM¢pHATA MHoro peaku | JIeBkoneHms, HEYTPOIIEHHA U

CHCTEMA arpaHyJIoLHTO3a

Hapyumiesns Ha meTabonu3ma u YecTH XunepKaTHeMHus

XpPaHEHETO MHoro peaka | XunoHarpHeMHus

HapyieHus Ha HepBHaTa CHCTEMA Mmuoro peaku | 3amaliBaHe, IaBoSonue

Cb10BH HapylLIEHHS Yectu XHNOTOHHS

HJyxarenHy, TopakajiHi H Muoro peaxku | Kainuna

MEAHACTHHAIIHM HapYIICHUS

CToMalllHO-4pEBHH HAPYWCHHS Muoro peaku | ['agene

XenaroOuIuapHU HapyLeHHA M=Horo peaku | [TouieHH YepHOAPOOHH €H3HMH,
HapyleHa YepHOApPOOHA PYHKLMS WM
XETIATUT

HapymeHua Ha xoxara M nogkokHata | MHoro peakn | AHIHOHEBPOTHUYEH OTOK, OOpHUB,

THKaH YpTHKapHsl, IPYPHUTYC

Hapyimenns Ha MycKy;IHO-cKkenerHata | Muoro peaku | Bonku B repba, aprpanrus, Myanris

CHCTEMA M ChEAMHUTETHATA ThKaH .

Hapywenus na 666peipre u Yectn br6peuno yppexaane, BKJIIO‘IHTEJ'IHO

MHKOYHHUTE METHINA 6B0peyHa HeOCTATHYHOCT MPH " ,,M -
YYBCTBUTEJIHH MALHEHTH (B}K qulca
4.4), -

Jlabopamopnu uzcnedeanusn.




XunepkanueMua # Op0pevHO YBpexKaaHe ca YeCTH IIPH MaLKEHTH, JIeKyBanu ¢ Kanaekapa no
MOKA3aHHETO CHPASYHA HETOCTATLYHOCT. IIpenophuBa ce MepUoaAUYHO NMPOCISASBaHe HA CEPYMHHA
KpeaTHHUH U Kanui (BK.Touka 4.4).

Heduampuuna nonyaayus

Be30MacHOCTTa Ha KaH/ecapTaH [eKceTH € HabnoaapaHa npH 255 aena v FOHOIH ¢ XHIIEPTOHHS,

Ha BE3pacT oT 6 go mox 18 roamuum, no Bpeme Ha 4-CeIMAYHHE KJIMHHYHO M3NHTBAHE Ha €PHKACHOCTTa

B 1-rofiMiIHO OTBOPEHO NpOy4BaHe (BxK. Touka 5.1). IIpM mouTH BCHUKH CHCTEMO-OPraHHH KJ1aCOBE

YECTOTATA Ha HEKEJIAHHTE PeaKiy MPH AeUa ¢a B paMKUTE Ha KaTErOpHHUTE ,,46CTH H ,,HEYECTH .

JIOKaTO €CTECTBOTO U CTENEHTA Ha TEXKECT HA HEXKENTAHWTE PeaKUHU Ca CXOOHH C TE3H MNpH

BBIpACTHHTE (BXK. TAONHLATA MO-TOpE), 4ECTOTATA HA BCHYKH HEXKEIAHW PeaKlHH ¢a MO-BUHCOKH MPH

JieliaTa v IOHOLINTE, NMO-KOHKPETHO:

e T'nasobonue, 3aMasHOCT ¥ MHQEKIMH Ha FOPHHTE AMXATETHH MMBTHINA €A ,,MHOTO YECTH
peakimu (> 1/10) npu neuara u ,,uecti” (=>1/100 no <1/10) npu Be3pacTHHTE.

¢ Kamnunara e KbM ,,MHOTO yecTH” peakimu (>1/10) npu genara u ,MHoro peaxu” ( < 1/10 000)
NpH Bb3PACTHUTE.

e O6puB € KbM ,,9ecTi” peakuun (>1/100 go <1/10) npu aeuara u ,mMuoro paaxyu” (< 1/10 000)
IIPH BB3PaCTHHTE.

¢  XumepkaaHeMHs, XMIIOHATPHEMHS ¥ OTKJIOHEHHS B YePHOAPOOHUTE NOKA3aTeH! Ca ,,HEYECTH
peakuy (>1/1 000 no < 1/100) npu meunata u ,,MHOro peak’ (<1/10 000) npu BB3pPaCTHATE

¢  CHHycOBa apHTMHA, Ha30(apHHIUT, MUPEKCHA ca ,,.decTH peakumu (>1/100 zo 1/10), a
opodapuHreanHara 60Jika € KM ,,MHOTo 4ecTr” peakuuu (>1/10) nipm aenarta, HO HAKOA OT TAX
He ¢ ChOOUIARAHA IIPH BE3pacTHHUTE nanueHTH. Te3u 3abonaBanug obade ca BpeMEHHH H IMHPOKO
pa3snpoCTpaHeHH cpel AcLaTa.

Kato 1o npo¢unsT Ha 6€30MacHOCT HAa KaHAECAPTaH LIMICKCETHII NPU [TIEAHATPHYHHTE MALMEHTH
HE C€ pa3IH4aBa 3HAYMTEIHO OT TO3H NPH BB3PACTHUTE IAlHEHTH.

CrobInapaHe Ha NOAO3UPAHH HEIKEJIAHH PEaKIIMH
Cpo610aBaHETO Ha TIOAO3MPAHH HEKENaHH PEakKIMK Cae pa3pelasaHe 3a ynorpeba Ha JIeKapCTBEHHA

NPOAYKT € BakHO. TOBa MO3BO/ABA Aa NPOABLKH HaOMIOACHHETO Ha CHOTHOLICHHETO MOJI3a/PHCK 32
JIEKApCTBEHHA NPOAYKT. OT MEOUIIMHCKUTE CIELHAATIHCTH C€ H3UCKBA /1a ChOOLIABaT BCAKA
ICRO3HpaHa HEXeNaHa peakHs Ipe3 HAUMOHATHA CUCTeMa 3a cro0imasane keM U3nenuuTeIHAT
areHLMs 10 JIEKapeTBaTta, Yil. ,,Jaman I'pyes® Ne 8, 1303 Codmus, ten.: +35928903417, yeOcaitr:
www.bda.bg

4.9 IIpeaozupane

Cumnmomu

B3 ocHOB2 Ha apMaKONOrHYHH cHLOOpaKeHH, ¢ CYUTA, Y€ HRH-BEpOATHO OCHOBHATA NpPOABA HA
[peIo3upaHe Iie ObAe CHMITTOMATHYHA XMITOTOHHA | 3amaiiBaHe. [Ipn oraennuTe ChOOIIECHHA 32
npeaesupaxe (¢ 1o 672 mg xaHAecapTaH IIEKCETIN ) MALMEHTHTE ¢a C€ Bb3CTaHOBHIIH Oe3
npobneMH.

Jlevenue
AKO ¢e MOABH CHMITTOMATUYHA XUTIOTOHHA, TpAOBa a ce 3anouyHe CHMITOMATHYHO JICYEHHUE H 12 Ce
H]JOCJIG,EIHB&T FHKHIHECHHTE [MOKA34TCI. Ha]J,HBH'I'LT TpﬂﬁBa Aa CC TIOCTaBH B JICTHAJIC HOJIOJKGHHE: ¥ &

IOBIHIHATH Kpaka. AKO TOBa HE € JOCTATBYHO, TPAOBA /1a ce YBEITHYHM IIa3MECHUAT 00EM qpea S T
HH(Y3HS, HAIPHMEP HA W30TOHKHYEH (PM3HOJIOTHYEH pasTBOp. Moxke a ce mpuIoXkat - - - .'.f" N
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5.1 <PapmMakoIHHAMHYHH CBOHCTBA

PapMakoTepaneBTHYHA IpyTia: AHTArOHMCTH Ha aHTUoTeH3HH lI, camocToaTenHo
ATC xon CO9CAD6.

AnrvorensuH Il e rnaBHUAT Ba30aKTHBEH XOPMOH OT PEHHH-aHTHOTCH3UH-A/IIOCTEPOHOBATA CHCTEMA
¥ Urpae BaXKHA poJid B NaTOQH3NOIOrHATA Ha XUNIEPTOHHUATA, ChPACYHATA HEAOCTATEUYHOCT U JPYTH
ChpAEeYHO-CHI0BH HapynieHus. Toii urpae BaxcHa poJjis U B [IATOT€HE2aTa HAa OPraHHaTa XUNepTpodus
1 yBpexaaHe. OCHOBHHTE PH3HONOrHYHH e(deKTH Ha aHrHOTeH3UH lI, xaTo Ba3OKOHCTpUKIMA,
CTHMYJIMpaHE Ha AJI0CTEPOHA, PEryJIHpaHe HA CONECBATa U BOJHATA XOMEOCTa3a H CTUMYIMpaHe Ha
KIETBYHHA PaCcTeXk ce MeIUHpAT ypes peuernrop ot tan 1 (AT1).

KaHzecapraH LIMJISKCETHI € NPEKypcop, OAXOIAII, 3a NEPOpanHo NpHIokeHre. Upes ectepHa
XMAPOJIN3a 10 BpeMe Ha abcopOLmaTa OT CTOMAIIHO-YPEBHHA TPaKT TO# OBP30 Cce NpeBpEIlla B
aKTHMBHOTO BEUIECTBO KaHAeCcapTaH.

KanpecapraH € aHTaroHMCT Ha aHrnoteH3HH 11 peuenrropure (AIIRA), cenexruren 3a AT
PELIENITOPHTE, KOHTO ce CBBbP3Ba 3ApaBO ¢ PELENITOPA U ¢€ TUcolrupa 6asHo. Tol HAMA arOHUCTHYHO
nencTBHE.

Kanaecapran He nHXuOupa ACE (aHrMOTeH3HH-KOHBEPTHPALLMS €H3HUM ), KOWTO NpeBpbila
aurvoreHius I 8 anruoreHsuH 11 1 pasrpaxkna Opaauxkunuia. HaMa edekr sppxy ACE u He
norenuMpa OpagukuHuHA WK cyOcranuua P. [1pH KoOHTponHpaHi KIWHUYHH H3TTATBAHHA,
cpaBHsABANM KaHaecapTaH mwiekceTin ¢ ACE waxuOuropH, 4ecToTaTa Ha Kanuivua ¢ Ouna no-HUcKa
MpH MAlMEHTHTE, NPHEMAIllM KaHAecapTaH IuuTekceTH. KaHaecapTaH He ce CBLp3Ba H He OnokMpa
JPYT# XOPMOHAJIHA PELICIITOPH WK HOHHM KaHATH, 32 KOMTO C€ 3Hae, 4€ MMAT BaXKHO 3HAUYCHHE 34
peryJIHpaHeTo Ha CHLPASYHOCHAORATA AeHHOCT. AHTAaroHU3MBT Ha anruoreHzuH I (AT1)
PELEITOPHUTE BOAM A0 CBBP3aHO ¢ J03aTa MOBUILIEHHE HA CTOMHOCTHTE HA IT1a3MEHHA PeHHH,
CTOMHOCTHTE HA AHTHOTEH3HH 1 M anrHoTensnH Il 1 10 NOHWKEHUE HA [1a3MEHUTE KOHLIEHTPALUMH Ha
aJIIOCTEPOH.

Aunepmonus

[Tpu xuneproHMA KapaecapTaH MPHYWHABA J0303aBHCHMO, MPOIB/DKHTE/IHO HAMAJICHHE Ha
apTEPHATTHOTO HANATaHe. AHTHXHIEPTEH3UBHOTO ACHCTBHE C€ Ib/KH HA HAMAJIEHOTO CHCTEMHO
nepudepHO CENPOTHBIECHME, Oe3 pedIeKTOPHO yBEIM4YaBaHe Ha Chpae4YHara YecToTa. Hama
MPU3HALIM 32 CEPUO3HA WIH IIPEKOMEpHA XMITOTOHHA Cie, ITbpBaTa 1034 WIKH CHHAPOM Ha OTHEMaHE
(rebound edekT) cnen NpeycTaHOBABAHE HA JICYEHHETO.

Crnen npunarase Ha €AHOKpPaTHA 032 HA KaHAecapTaH LWIEKCETHI, HAYaJloTO Ha aHTMXHUICPTEH3HBHHUA
edekT OOMKHOBEHO HACTHIBA B paMKHTE Ha 2 daca. I1py NpOABIDKUTEHO JICYEHHE, MAKCHMAITHO
HaMa/IaBaHe Ha KPBBHOTO HAJIATAHE NP KAKBATO H Ja € 1032 OOMKHOBEHO C¢ NOCTHIa B PAMKHMTE Ha
YETUPH CEIMMIIM U C€ NOJABPXKA 110 BpeMe Ha MIPOABLKUTENHO NedeHue. Criopesa MeTa-aHalu3,
CPEAHHUAT JOIIBJIHHTENCH €DEKT OT YBEIMYABAHE HA Jjo3aTa OT 16 mg Ha 32 mg BeJHbXK JHCBHO €
MarbK. KaTo ce HMa npeBHa BapuabUTHOCTTa MEXKIY OTACIHHUTE HHAUBHAM, NP HAKOH NALHEHTH
MO2Ke Aa ce ouakBa edekT Haa cpeauus. IIpuaokeHHETO Ha KaHAECAPTaH IMICKCETHI BEIHBX
OHEBHO OCHI'YpaRa e(peKTHBHO H IUTABHO HAMAISBAHE HA KPBBHOTO HAJIAraHe B NPOABLIDKEHKE Ha 24
qaca, ¢ MAJIKA pa3uKa MEXKIY MaKCHMAJTHHA M MUHMMAIHNAA ¢(eKT IIpe3 HHTEPBAJa Ha JO3HPAHE.
AHTHXHIIEPTCH3UBHHAT e(eKT ¥ IOHOCHMOCTTA Ha KaHJAEcapTaH H JIoCapTaH ¢a CPAaBHEHH IIPH JIBE
paHZOMH3HpPaHH, JBOHHO-CIIENM M3NKHTBAHHA IMpH 001o 1 268 mauHeHTH ¢ NEKa 10 yMepeHa

XHMIePTOHKSA, MUHMMAITHOTO HaMaJlABaHe Ha KPHBHOTO HANAraHe (CHCTONMYHO/IMAaCTONMYHO) € * .+ -

13,1/10,5 mm Hg npu xanaecapran munexceTin 32 mg Beausxk AHesHo u 10,0 /8,7 mm Hg npu
nocapran kanmuii 100 mg segasxk AHeBHO (pa3NHKa B HAMAISABAHETO Ha KPEBHOTO Hamraﬂe 3, 1/ 1 8
mm Hg, p<0,0001/p<0,0001). S -



Korato xanaecapran IBUIEKCETIII C€ NPHJAra 3ae¢Ho ¢ XHAPOXJIOPOTHASH, HAMATIABAHETO HA
apTEepPHANIHOTO HAJIAraHe € aiUTHBHO. [loBHINEH aHTHXHNIEPTEH3HBEH eeKT ¢ HabmoaaBaH ChINO H
KOraTo KagaecapTaH LIHJIEKCETHT c€ KOMOMHMpA ¢ aMJIOAMITHH WK (PEOIHITHH.

JlekapcTBeHHUTE POAYKTH, KOMTO OMOKHPAT pEHHH-aHIHOTEH3HH-a1I0CTEPOHOBATA CHCTEMA, UMAT
no-cnabo u3pa3eH aHTUXHIIEPTEH3ABEH e(DEKT [IPH YEPHOKOXKH NalMEHTH (Ta3y MOMmyJialis
ODHMKHOBEHO € ¢ HHCKO HMBO Ha PEHHH) B CPABHEHHE ¢ HEUCPHOKOXKH NalMeHTH. Topa ce oTHAcA
CBIUIO H 3a Kanzecaprad. [IpH OTKpUTO KMHMHIYHO HU3MHTBaHE, NPH KOESTO ¢a yuacTBanmu 5 156
NalHEeHTH ¢ AHACTONIHYHA XHIICPTOHMUA, HAMAJIABAHETO HA KPBBHOTO HAATAHE IO BPpEME Ha JISYEHHUE C
KaHJecapTaH € SHAYHMO ITO-MAJIKO IPH YEPHOKOXKH B CPABHEHHE ¢ HEYSPHOKOXKH MALIMEHTH
(14,4/10,3 mm Hg cnpsmo 19,0/12,7 mm Hg, p<0,0001/p<0,0001).

KaHpnecapran ypenddasa 60peuHis KPHBOTOK H HITH He B/IMAC, HIIA YBEJIMYABA CKOPOCTTA Ha
IJIOMEpPYJIHa QUITpaIii, KaTo 650peuHoTo ChAOBO CHIPOTHBIEHHE M (DIITPAIIMIOHHATA (PPAKLHA CE
HaManaear. I1py 3-MeCe4HO KIIMHHMYHO M3MMTBAHE, B KOETO Ca yYacTBalH NALHEHTH ¢ XHIIEPTOHMA H
3aXapeH quabeT THN 2 U MEKPOATOYMUHYpHA, aHTHXHIIEPTEH3HBHOTO JIEYEHHE ¢ KaHAeCcapTaH
LIMJIEKCETHIT € HAMAITIIO eKCKPEUMATA Ha aTOYMHH ¢ ypuHaTa (ChOTHOIICHHE andyMuH/KpeaTHHUH
cpeauo 30%, 95% nosepureneH uarepean (CI) 15-42%). IlonacToameM HAMa JAHHYM 32 BIIHIHUETO
Ha KaHaecapTaH LMJIEKCETII BbPXY NMporpecHpaHeTo Ha AuaberHaTa HedponaTHs.

EdexTure Ha KanaecapTaHn uwwiekcethn 8-16 mg (cpeana aoza 12 mg) BeAHBXK AHEBHO, BEPXY
ChpPACUHO-CHA0BATA 3a00/1EBAEMOCT H CMBPTHOCT €A OLICHSHH IPH paHAOMHU3HPAHO KIMHHYHO
M3MMTBaHE, B KOETO ca ydacTBaaM 4 937 nallleHTH B cTapuecka Bb3pacT (Ha Be3pacT 70-89 roauny;
21% Ha Bb3pacT 80 WK moreye roAMHH) ¢ JieKa 0 YMEPEHa XHIIEPTOHHA, IPOCIENIBaHA cpeqHo 3,7
roauan (Study on COgnition and Prognosis in the Elderly). [laiuesTire ca nmpuemMany xasaecapras
IMJICKCETHIT MIH IUTALedo ¢ A00aBaHe HA APYTO AHTHXHMIIEPTEHIUBHO NCYCHUE CIIOPEA, HyXKIUTE.
KpBBHOTO Hajisirane € HaMancHo oT 166/90 Ha 145/80 mm Hg B rpynaTa ¢ kaHgecapTaH LHASKCETHII
H oT 167/90 na 149/82 mm Hg B koHTpOonHATa rpyna. HaMa cTaTUCTHYECKH 3HAYMMA Pa3IHKa B
ITEpPBHYHATA KpaiiHa TOYKa, rOJIEMHUTE CHPACYHOCHA0BH HHLIMACHTH (CBPACYHO-CHI0BA CMBPTHOCT,
HeJISTANICH HHCYNIT H HeJeTalleH HHapKT Ha MHOKapaa). Habmonasanu ca 26,7 cxOurHa Ha 1000
NANMEeHTO-TONWUHY B rpynara ¢ KaHaecaprad cnpsMo 30,0 cx0urmst Ha 1000 naumenTo-roanHn B
KOHTpPOJIHATA rpyna (oTteocHTeieH puck 0,89, 95% CI 0,75 xo 1,06, p=0,19).

Heouampuuna nonyaayus
AHTHXHNIEpTEH3UBHATE epeKTH HA KaHAECApPTaH ca MPOYYBAHH ITPH Jiella Ha Bb3pacT oT 1 1o noa 6

TOAMHH # 0T 6 A0 oA 17 roaMHu ¢ XUnepronus, B ABe paaOMUI3HpaHN, JBOHHO-CIIEIH,
MHOTOLIEHTPOBH, 4-CEAMUYHH M3MATBAHKHA C PATHYHH JO3H.

[Ipu aevara Ha BB3pacT ot 1 10 nox 6 ropquHu 93 naiuesTH, 74% oT KoMTO ¢ OB0pedHO yBpeXKaaHe,
¢a paHAOMH3HPaHH 3a NepopalieH IIPHEM Ha KaHAecapTaH LWIEKCETH CycieH3ua B ao03a ot 0,05, 0,20
i 0,40 mg/kg BeAHbK THEBHO.

[IbpBHYHHAT METO 32 aHAJIH3 € MMPOMAHATA B CHCTOMMYHOTO aprepuanno Hanarane (CAH) karo
¢yHKkms Ha nozara. CAH u quactonnunoTo aprepranuo Hamsrane (JIAH) ca ce momwkuwmm ¢ 6,0/5,2
no 12,0 /11,1 mmHg cripaMo u3xoaHuTe CTORHOCTH NMPH TPHTE J03H Ha KaHAECApTaH IMIeKCETHII,
[Topanu nuncara Ha rpyna ¢ miage6o, 06aye, ASHCTBUTETHUAT pasMep Ha eeKTa BBpXY
apPTePHAITHOTO HAJIAMAHE OCTaBa HEM3BECTEH, KOETO 3aTpyAHABa GOpMYIMPAHETO HA OKOHYATETHA
OLICHKAa OTHOCHO CHOTHOIIEHHETO MOA3a-pHCK MPH Ta3H Bh3PACcTORA Tpyra.

Ilpu nenara Ha BB3pacT ot 6 Ao nog 17 roaxHu 240 naupeHTH ¢a paHAOMH3HPaHH 33 TIPHEM HA

-y,
-y

niane0o HAH HA HUCKA, CPeIHA HITH BHCOKA 2034 OT KaHJAECapPTaH LIHJIEKCETHI B c'r.o'rﬂomeﬂne: * ik

1:2:2:2, Ilpu meuara ¢ terno nox 50 kg moszara Ha kaHJecaApTaH HUIEKCETH € Bmna 2, 8 HAH. 46 mg
BeAHEX AHeBHO. IIpH neuara ¢ Terno Han 50 mg no3ara oT KaHAecapTaH IMIEKCETHI: e ﬁn.na 4 16
uH 32 mg Beanbxk AHerHO. IIpu c6open aHaMM3 Ha 1O3UTE KAHAECAPTAH € TIOHWKII CAI—L
H3MEPEHO B ceAHAN0 nojnoxeHue, ¢ 10,22 mmHg (P<0,0001), a JIAH, uzMepeno B cenﬂaﬂ@ L

nonoxexue (P =0,0029) - ¢ 6,56 mmHg cripaMo usxoauute crofiHocTu. B rpynara c nnaueﬁo c'bmo e
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OTYeTEeHO MOHWKEeHHe oT 3,667 mmHg npu CAH B cegnano nonoxxenue (p=0,0074) u 1,80 mmHg
HAH B cennano nonoxenune {p=0,992) cnpamo usxoauurte croiiHoct. HezaBUCHMO oOT rosieMuA
mnane6o eexr, NpH BCHYKH OTACIHH J03H (H BCHYKH COOpHH 1031) KaHIECAPTaH € 3HaUNTEJTHO 110-
edexkTHBEH OT IWalebo. MakcUMaTHO NOBAKABAHE IO OTHOMIEHHE MOHIKEHHE HA KPBBHOTO
HaJlaraHe IIpH Jela ¢ Terao noA 1 Hax S0 kg € mocTurHaTo ChOTBETHO NpH A03H 8 mg u 16 mg, kaTo
cJieq Ta3H TOUka ¢eKThT ocTaBa Oe3 npoMaHa.

Ot BCHYKH BKJIIOYEHH YYaCTHULH, 47% ca 4epHOKOXKM, a 29% ca OT XKEHCKH 1OJT; NPH CpeiHa
BB3pacT (£ CTaHAapTHO OTKIOHEHHe) 12,9 2,6 roguuu. Ilpu aenara Ha BB3pacT oT 6 g0 noa 17
roouH# € HaboAaBaHa TeHACHIMA 3a NO-cnald edeKT BbpXY KPBBHOTO HANATAHE MPH YEPHOKOXKHTE
NalMeHTH B CPABHEHME C JPYTHTe MALMEHTH.

Cwpleyna nHecocmamuvunocm
JIeueHHETO ¢ KAHTECAPTAH IMNCKCETH HaMAJIABa CMBPTHOCTTA, HaManABa CIyyauTe Ha

XOCIHTAHM3AUS OPaAH ChPACYHE HEAOCTATHYHOCT U NOAOOPABA CHMITTOMUTE MPH TALHEHTH €
JIeBOKaMEpPHa CHCTOTHA AUC(PYHKIHA, KAKTO MOKa3Bat peaynrature ot nporpamMata CHARM
(Candesartan cilexetil in Heart failure — Assessment of Reduction in Mortality and morbidity )
(KanpecapraH npH ChpJeUHA HEAOCTATEYHOCT — OLIEHKA HA HAMANIABAHETO HAa CMBPTHOCTTA H
3a00/1€Ba€MOCTTA).

Tasu nporpama 3a miaued0-KOHTpONHpaHH, ABOMHO-CIENH KITHHHYHH H3IMTBAHHA [IPH MALMEHTH C
xpoHn4dHa cbpAeyHa HeaoctaTeuHOCT (XCH) ¢ II o IV dyHkimonanen xkinac mo NYHA ¢e ¢bCTOH OT
TpH oTACAHN H3nHTBaHuA: CHARM-Alternative (n = 2 028) npu nanueHTH ¢ IeBoKaMepHa (ppakius
Ha u3TnacksaHe (JIKOH) 40%, nenexysann ¢ ACE mHXuOHTOP opaaH HENMOHOCHMOCT ([IpEAMMHO
ABIDKAHIA ¢ Ha Kauukna, 72%), CHARM-Added (n = 2548) npn naumentu ¢ JIKOU 40%, nexyBaHu
¢ ACE unxuburop, 1 CHARM-Preserved (n = 3023) npu nanpents ¢ JIK®H >40%. ITauueHTHTE C
onrruManHa Tepanmeg Ha XCH npH H3X0AHOTO HHEO ¢a PAaHAOMH3UPAHU {pa3lpeieJieHH Ha CTy4acH
NPUHLIMI) B IpyNa ¢ IWIANeH0 WK KaHAecapTaH UUJAeKCeTHI (C MOCTeNneHHO NOBUILICHHE Ha A03aTa OT
4 mg WK § mg BeAHEXK JHEBHO 10 32 mg BeAHBK JHCBHO WK IO Hali-BHCOKAaTa MOHOCHMA 1034,
CpeaHa no3a OT 24 mg) M ca nmpocieaBaHH B MpoAb/KeHUe Ha cpeaHo 37,7 mecena. Crien 6-MeceqHO
neueHue 63% OT NalMeHTHTE, BCE OLIE NpHeMallll KaHecapTaH LiuiekceTin (89%), ca qocTUrHanmm
OpHLIETHATa 4034 OT 32 mg.

ITIpu CHARM-Alternative, cbcTaBHATA KPaiiHa TOUKA OT ChPIEYHO-CHAOBA CMBPTHOCT KU ITHPBA
xocnutanu3auuda nopagd XCH e 3HaunMo HamaneHa NpH KaHJecapTaH B CpaBHEHMeE ¢ Tuianebo,
puckos koepuuuent (HR) 0,77 (95% CI 0,67-0,89, p<0,001). Toa chOTBeTCTBA H2 HAMAJIEHHE Ha
OTHOCHTENHHA pUcK ¢ 23% oT namenTuTe Ha KagaecaptaH 33,0% (95% CI: 30,1 go 36,0) m ot
naupeHTHTe Ha Iw1auedo 40,0% (95% CI: 37,0 no 43,1), koMTo ca MMaIH Ta3H KpaiHa TOUKa, (IPH
abcomotHaTta paznmka ot 7,0% (95% CI: 11.02-02.08). UeTepuHaneceT nalMeHTH € TpA0OBAIO Aa
6BaaT nekyBaHH B NPOIBKEHHE HA LATOTO M3ITHTBAHE, 3a JIa C¢ MPEJOTBPAaTH CMBPTTa HA MALMEHT
OT CHPACYHOCHAOBO CHOMTHE WIH XOCHUTAJIW3IHPAHETO MY 34 JICYEHHS Ha CEPACUNHA HEJOCTAThYHOCT.
CrcTaBHaTa KpaiHa TOYKa OT CMBPTHOCT MO BCAKAKBY NPMMUHHA MM [ThPBa XOCMUTAIA3ALHA TOpagH
XCH e cuii0 3HAUHMO HaManeHa npn kangecaprad HR 0,80 (95% CI1 0,70-0,92, p=0,001). Ot
nmaupeHTHTE Ha KaHAecapTaH 36,6% (95%CI: 33,7 no 39,7) u or naumenrure Ha manebo 42,7%
(95%CI: 39,6 no 45,8), kouTO ca HMaJiK Ta3zu KpaiiHa Touka, npH abcomoTHaTa pa3nuka 6.0%
(95%CI: 10,3 no 1,8).

H nBere KOMIOHEHTH HA TE3H CHCTABHH KPaliHM TOYKH — CMBPTHOCTTA U 3a00/IeRaeMocTTa
(xocriuramativa nopaau XCH), ca nonpuHecn 3a OnaronpuaTHuTe €QeKTH Ha KaHecapTaH . RN
LIMJIEKCETHIL. JISUEHHETO ¢ KaHiecapTaH [MIISKCETHII € JIOBEJIO JI0 noAoOpABaHe Ha (byHKuHGHaJlHnﬂ L
xnac o NYHA (p=0,008). "‘

B CHARM-Added, crcTaBHaTa KpaifHa TOYKA OT ChPIEYHO-CHI0BA CMBPTHOCT HIIH m;pna L . f-__'.-i.é b

xocnuranusausg nopaa XCH e 3HaunMMo HaMalleHa NpH KaHAecapTaH LMIEKCEeTI B cbaBHQHHe C el

rwianeto, HR 0,85 (95% C1 0,75-0,96, p=0,011). ToBa croTBeTCTBAa HA HAMAJIABAHE Ha Oﬁ{IDCI'l‘TeJIHHH s
Ry
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pHcK ¢ 15% ot nanuenTuTe Ha kaHaecaptaH 37,9% (95%CI: 35,2 ao 40,6) u oT nauMeHTUTE Ha
mianedo 42,3% (95%CI: 39,6 po 45,1), KoHTO ca HIMaJIM Ta3M KpaifHa TOYKa, MpH abCoIIOTHATa
pasznuka ot 4,4% (95%Cl: 8,2 ao 0,6). /Iragecer u TpuMa manueHTH € TPAORAIO Oa ObJAT IEKYBAHH B
NIPOARDKCHHE HAa LJIOTO M3MMHTBAHE, 34 /12 CC NMPEAOTBPaTH CMbPTTa Ha ITALMEHT OT CHPACYHO-
ChJOBO CHOMTHE HIM XOCIHTAIH3UPAHETO MY 34 JIEUCHHE Ha ChpAevHa HeAoCTaTEHHOCT. ChCTaBHATA
KpaiHHa To4YKa OT CMBPTHOCT IIOPaAH BCAKAKBa IPUYHHA WIH ITEpBa XocnHTann3auus nopagy XCH e
CBIIO 3HAUUMO HaMaJicHa Npu KanaecapTaH Lunekcerwit, HR 0,87 (95% CI10,78-0,98, p=0,021). Or
nanMeHTyUTe Ha Kanaecapran 42,2% (95%ClI: 39,5 no 45,0) u or nauuenTuTe Ha nnanedo 46,1%
(95%CI: 43,4 no 48,9), koTH ca UMAIH Ta3M KpaiiHa TOYKa, abcomoTHaTa pasnuka 3,9% (95%CI: 7,8
no 0,1). M neere KOMNOHEHTH HA Te3H CHCTABHH KPaiiHH TOUKH — CMEBPTHOCTTA H 3a0oneBaeMoCTTa
(xocrmramuzanua mopagn XCH) ca nonpuHecnu 3a GnaronpusatHUTe €peKTH HA KaHAECapTaH
LHIEKCETHN . JleueHHeTo ¢ KaHAecapTaH HHIEKCETI € JOBENO 10 noaodpasaHe Ha (GYHKITHOHATHHA

knac no NYHA (p = 0,020).

B CHARM-Preserved, He € MOCTHIHATO CTATHCTHYSCKH 3HAYHMMO HaMalldBaHe Ha CHCTABHATA KPaiiHa
TOYKa OT ChPACYHO-CBAOBA CMBPTHOCT WIH ITbpRa Xocnuranusawus nopaad XCH, HR 0,89 (95% CI
0,77-1,03, p=0,118).

CMBPTHOCTTA MOpadH BCAKAKBH MPHYHHH HE € CTATHCTHYECKH 3HAYMMA MPH H3CJIE€ABaHE MOOTAEIHO
npH BcAko OT TpuTe H3nuTRaHua CHARM. Obave, ¢cMBpTHOCTTA MOpaaH BCAKAKBH IIPUYMUHH €
M3cleJBaHa U mpH obobmenute gauuK ot nonynaumnte, CHARM-Alternative n CHARM-Added, HR
0,88 (95% CI 0,79-0,98, p=0,018) u npu TpuTe M3muTeauust, HR 0,91 (95% CI 0,83-1.00, p=0,055).

bnaronpustHuTe e(peKTH Ha KaHAECAPTAH Ca CXOAHH, HE3aBUCHMO OT BB3pacTTa, oJia H
CBITETCTBALLOTO MEAMKAMEHTO3HO NeueHue. KannecapraH € eQeKTUBEH M IIPH NaLMEHTH, IPHEMALIH
eaHoBpeMeHHO Hetra-OGnokepu u ACE MHXHOMTOPH, M HMA TIONN3a, HE3RBMCHMO ATH [TALIMEHTHTE ca
npueMani ACE unxuGuropH B LiejIeBaTa 1034, IpeNophiBaHa OT YKA3aHHATA 32 JICUCHHE.

Ilpx narenture ¢ XCH 1 notucHara cucToNHA (QYHKIIMA Ha N98aTa KaMepa (JieBoKaMepHa (paKkims Ha
H3TIackBane, JIKOH <40%), kannecapran HaMalsiBa CHCTEMHOTO ChAOBO CHIIPOTHBIICHHUE H
HAIATaHETO B KpaiiHuTe OenoapoOHM KanWisspH, NOBHIIAaBa aKTUBHOCTTA Ha IU1a3MEHMS PEHHUH H
KOHLIEHTpauHATa Ha aurdoteH3vH Il 1 Hamangaea cTolHOCTUTE Ha ANIOCTEPOHA.

3.2 QapMakOKHHECTHYHHE CBOHCTBA

Abcopbyus u paznpeoenenue

Crnen nepopaiHo NpWIOKEHHE, KAHASCAPTAH LIWIEKCETHIT Ce MPERPHINA B AKTUBHOTO BEIIECTBO
KaHaecapTaH. AOcomoTHaTa SHOHANMYHOCT HA KaHAecapTaH € npubnuzurenHo 40% cnex
IIPHJIOXKECHHE HA pa3TBOP 32 NEepOPAIHO NIPUIOKEHNE HA KaHAecapTad UUIeKkceTH . OTHOCHTEIHATA
OMoHanu4HOCT Ha TabsieTHaTa ¢opMa B CpaBHEHHE ChC CHIHA Pa3TBOP 33 MEPOPATHO NPHIOKEHHE €
npHOmu3uTenHO 34% ¢ MHOro Majka BapuabuiHOCT. ClleI0BaTe/HO, H3UHCAeHaTa abComoTHA
OuoHamm4uHOCT Ha Tabnerkara € 14%. CpenHara MakcHManHa cepyMHa KOHUEHTpaLus (Cray) ce
AOCTHTa 3-4 yaca clieq mpueMa Ha TabneTkara. CepyMHHATe KOHLIEHTpALlHM Ha KaHAcCapTaH HapacTBaT
JIMHEHHO ¢ yBe/IM9aBaHe Ha JO3HTE B TEpalleBTHUHHTE A030BH rpaHuiy. He ca HaGmronaBaHu
MCEKIAYIIONOBH pas/ivuvi BbB (PapMakOKHHETHKATA Ha KaHaecapTaH. [1nowuira noa kpusaTa cepyMHa
koHueHTpauus/ BpeMe (AUC) Ha KaHAecapTaH He ¢e BJIMA€ 3HAYHMO OT XpaHa.

KanaecapraH ce cBbp3Ba ¢ I1a3MEHHUTE [IPOTEHMHH BBE BUCOKA cTerneH (Hax 99%). Buaumuar obeM Ha
pasmnpezeneHde Ha kanaecapraH € 0,1 kg, -

BHOHAIHYHOCTTa HAa KaHOecapTaH HE ce MOBJIMABA OT XpaHa. ST T

Buompancdopmauus u exumMuHupane

Kannecapran ce enMMHHHpa NpeMMHO B HeNpoMeHeHa ¢opMa ¢ ypHHATa H KTBYKATa H CAMO B.

MAJIKa CTETIEH Ce €THMHUHAPA Ype3 4epHOAPoOeH MeTabonu3sm (CYP2C9). CrmecTByBamuTe -

.-'_.-

= ]
1 4..;‘-' L
""Inj' ; __\l-'_. ]



Npoy4YBaHHs Ha B3aHMOAEHCTBHATA He rokaseaT Biuanue BEpXy CYP2C9 u CYP3A4. Br3ocHoBa Ha
in vitro IHHH HE C€ 0YaKBa A CE MPOABAT B3aUMOACUCTRHS i Vivo C JIeKapcTBa, YHMITO METAbOIH3BM
e 3aBucHM OT 1uToXpoM P450 m3oersumure CYP1A2, CYP2A6, CYP2CY, CYP2C19, CYP2DS6,
CYP2E1 umu CYP3 A4, TepMUHATHHAT eNUMUHAITAOHESH NOMYXHBOT Ha KaHACCAPTAH ©
npubnnznrenHo 9 yaca. HaMa kyMynupaHe ciiel MHOTOKPATHO ITPHITOXKEHHE.

OOmuaT nra3MeH KIMpBHC Ha KaHaecapTaH € okono 0,37 ml/min/kg, kato 0b0pevHnsT KIHPBHHC €
okoo 0,19 ml/min/kg. ExuMuHHpaHeTO Ha KaHAecapTaH Ipe3 0xOpenuTe ¢e OChIIECTBABA H UpeE3
TJIOMepyIHa PHITpallda ¥ Ype3 akKTHBHA TyOyiIHa cekpenus. Cien nepopalHo ITPHWIOKEHHE Ha C.
OeassaH KaHAaecapTaH UFIeKCeTHA, MpHOIU3uTeNnHO 26% OT 103aTa ce eKCKpETHpa B YpUHATA KaTO
KaHAaecapTaH M 7% KaTo HeaKTHBEH MeTabouT, a npubau3nTe/IHO 56% OT Ao3ara C€ OTKPHBA BHB
¢exanumuTe KaTo KaHaecapraH U 10% karo HeakTHBEH MeTa0O.THT.

DapmaxoKurnemuKa npu CREYUAIRY RONYAQYUY

IIpn nuua 8 crapuecka Be3pacT (Haa 65 roaunn) Cp,, 1 AUC Ha kaHAecapTaH ce

yBenu4yapaT npubaH3uTesHo ¢ 50% u 80% cboTBeTHO B CpaBHEHHE C MJIATH HHIHBHIH.
IToBNHABAHETO HA KPBBHOTO HAJIATaHE M YSCTOTATa HAa HEXEJIAHHTE JIeKapCTBeHH peaKunH, obave, ca
noo6Hu cnel onpeaenena Ao3a Kannekap npy Miaad NalMeHTH H NAUNCHTH B CTap4YecKa Bb3pacT
(BX. TOUKA 4.2).

[Tpu maimeHTH ¢ Jeko a0 ymMepeHo 6u0peuno yBpekaaHe Cp, B AUC Ha kaHA€CapTaH ce MOBHIIABAT
NPH MHOTOKPATHO NPHIOKEeHHUE ChOTBETHO ¢ npubanzarenHo 50% u 70%, HO 1), He ce TPOMEHA B
CpaBHEHHE ¢ MAIMEHTHTE ¢ HOpMaHa 6B0pevna ¢pynkuusa. CHOTBETCTBAUIHTE NPOMEHH NPH
MaLHeHTH ¢ Texko Os0peuHo yBpexxaane ¢a npudmsurento 50% u 110%, croTBeTHO.
TepMunanioTo i1, Ha KaRAecapTan NpHOIN3ATEIIHO Ce YABOABA NPH MALMSHTH ¢ TexKo OpOpedHo
yepexkaane. AUC Ha kaHnecapTaH NpH NalMEHTH HA XeMOIUaJIH3a € oao0Ha Ha Ta3u NpH NMaldeHTH
¢ TeXKO GEOpEUHO YBpeKIaHe.

B npe npoyyBaHKA, BKIIOUBALIH NMAIHEHTH C JIEKO 0 YMEPEeHO depHOoRpoOHO YBpeXxaaHe, ce
HaOmonaea nopuIeHue Ha ¢peaHara AUC Ha KanpecapTad ¢ npubamsurenno 20% B eqHoTO
npoyuBane ¥ 80% B apyroro npoyueaHe (BK. Touka 4.2). HaMa onut npu NalMeHTH ¢ TEXKO
YEPHOAPOOHO YBpEXKIaHE.

Heouampuuna nonynrayus
{dapMakoKHHETHIHATE CBOMCTRA Ha KaH/IeCAPTaH ¢a Mpoy4BaHM NPH Jella Ha Bw3pacT ot 1 10 mox 6
rogMHH U ot 6 10 noA 17 roauHU ¢ XunepToHHuA, B ABe DK M3nuTBanus ¢ SAHHUYHH JO3H.

B rpynara Ha BE3pacT oT 1 go moa 6 roaunH 10 aena ¢ terno ot 10 a0 noA 25 kg ca npremanu
equHH4YHA Ao3a 0,2 mg/kg o nepopanna cycriensus, He ¢ HabmonaBana B3aMMOBPB3Ka MEKIY Crax H
AUC ¢ Bp3pacTTa ¥ TETJO0TO.

He ca ¢x0HpaHnA JaHHHM OTHOCHO EJTMMHHHPAHETO, HOpainl KOETO HE € H3BECTHO JaJIH HMa
B3aMMOBPB3Ka MEKAY EIMMHHUPAHETO H TEIJIOTO/BB3pacTTa PU Ta3y NOITyJIalus.

B rpynarta na Bp3pact ot 6 o noa 17 rognan 22 Aena ca NpMeMaly eAMHHYHA 03a OT 16 mg
TabneTkd. He e ycTaHOBeHa B3aUMOBPB3Ka MeXAY Cpay B AUC ¢ Bb3pacrrTa. Msrnexna, obaue, ye
Ternoro 3HauurenHo kopenupa ¢ Cmax (p=0,012) u AUC (p=0,011). He ca cxbupann gaHHM OTHOCHO
SJIMMHHUPAHETO, IOpaH KOETO He € U3BECTHO Jal MMa B3aUMOBPH3KA MEXIY CTHMHHHPAHETO H
TETJIOTO/BB3pacTTa IIPH Ta3H NOMyJIaLHA. L
\ Vb } f
Ilpu pneuata Ha BB3pacT Haj 6 TOAMHH €KCIO3HIMATA € CXOAHA € Ta3H MpH BE3PaCcTHH l'IauH&[ﬂ‘Hf
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NpPHEIN ChIljaTa A03a. R

! +

(DapMaKOKHHETHKATA HA KaHZeCapTaH IHIEKCEeTH He € pOyYBaHa NpH nennanﬁqH[J; MHLGHW Ha
BB3pacT noa 1 roauHa. 1\‘-% . \ e



5.3 IIpeaxkIAHAYHA AAHHH 32 De3omacnocT

Hama JaHHH 32 a0HOPMHA CHCTEMHA TOKCHYHOCT MIH TOKCHYHOCT HA TAPTETHUTE OpPraHH NpH
KIMHHYHO TIPUJIOKHMH A03M. TIpH NpeqKIHHAYHE U3NHTBAHKA 3a §€3011aCHOCT KaHaecapTaH € OKa3all
BB3/IeiicTEHE BhpXY OBOpELINTe H CTOHHOCTHTE HA UEPBCHUTE KPHBHM KISTKH ClI€ NPUI0KEHHE BB
BHCOKH JJO3H IIPH MHLIKH, ILTbXOBE, KydeTa M MaiiMyHH. Kannecapray npeaU3BHKBa HaMaJICHHE Ha
MapaMeTPHTE HA YePBEHHTE KPHBHH KIETKH (€PUTPOLIMTH, XEMOrImOOHH, XeMaTOKPHT).
BrbanelicTBHETO BEPXY ObOpenmTe (KaTo HHTEPCTHITHANIEH HeQpHT, TYOYIHA JUACTEH3HA, 6230 HIHH
TyOYJIH; MOBHIIEHA TJIA3MEHA KOHLISHTPAIHSA Ha ypes H KpeaTHHHH) ca MNPeAU3BHKaHH OT
KAHZECAPTAH, KOETO MOKE Aa € Pe3yITaT OT XHUIIOTEH3UBHUA edeKT, BoJell A0 MPOMEHH Ha
6u0peunara nepdysusa. OcBeH TOBa, KaHAECapTaH HHAYLIMPa XHNEPIUIa3UsA/ XHNEpTPpodHa Ha
IOKCTArnoMepyaHHuTe KIeTkH. CuHTa ce, e Te3H IPOMEHH ¢a MPHYMHEHH OT (apMaKoIOrHyHOTO
aelicTeye Ha kaHaecapTaH. [Ipyu TepaneBTHYHH A03U KaHAeCapTaH IIpH Xopa
XHIEpIUIaZsuATa/XunepTpoduara Ha OEOpeUHITE IOKCTAITIOMEPY/IHH KIIETKH H3ITIEKIa HAMA HIKaKBO
3HAYCHHE.

HabnronaBaHa € GeToTOKCHYHOCT NPH KBCHA OpeMEeHHOCT (BK. TOUKa 4.6).

B npeAKMMHUYHH NPOYYBAHHA IPH HOPMOTEH3HEBHHA HOBOPOACHHU ¥ MJIaJH IUTEXOBE KRHACCAPTAH €
JOBEN IO NOHWKCHHE HA TEICCHOTO TErO H TErMOTO Ha ChpLETO. KakTo H NpH BE3PacCTHHTE
HHAMNBHMM, CUHTA CC, Y€ TE2HU €DEKTH C€ OIb/DKAT Ha $apMaKONOrHYHOTO ACHCTBHE HA KaH/iecapTaH.
IMpy Haif-HuckaTa no3a oT 10 mg/kg ekcno3umMaTa Ha KauaecapTaH € O6wia Mmexnay 12 u 78 0bTH Hal
HMBAT4, YCTAHOBEHH MPH A€Lia Ha BB3pacT OT 1 A0 noj 6 roAuBH, IpHeMasy KaHaecapTaH
mtekceTn B no3a ot 0,2 mg/kg, ¥ ot 7 10 54 mbTH Hap eKkcrio3uLMATa, HaOMOAaBaHa MPH ACLia Ha
BB3PACT OT 6 A0 oA 17 roguHu, mpueMai KaHAccapTaH LHIeKCeTH1 B 1o3a oT 16 mg. TwH KaTto B
Te3H TMPOYYBaHHA HE € HMAIO HIBO Oe3 HaOmomgaBanw edeKTH, TpaHAIATa Ha O€30MacHOCT 110
OTHOLICHHE e€(PEeKTHTE BHPXY TErJIOTO Ha CHPLETO H KIIMHUYHOTO 3HAUE€HHE Ha TE3H HAXOAKH ca
HEH3BECTHH.

PeHHH-aHMMOTEH3HH-AOCTEPOHOBATA CHCTEMA HUIrpae ChILECTBEHA POJld PH BETPEYTPOOHOTO
pa3BHTHe Ha ObOpeuHaTa cucrema. JJokaszaHo €, 4ye Oiokagara Ha peHHH-aHTHOTEH3HH-
AIIOCTEPOHOBATA CHCTEMA BOJH J0 NMATOJIOTHYHO pa3BUTHE Ha OBOpeUHTE NMPH MHOI'O MJIaJiH MHIIKH,
[TpunokeHHeTO Ha JIEKapCTBa, KOUTO OKa3BaT MPAKO ACICTBHE BLPXY PCHHUH-aHTHOTCH3HH-
ATJOCTEPOHOBATA CHCTEMA, MOXKe Ja IPOMEHH HopMayiHoTO OB0peyHo pa3suTre. [lopaau ToBa
Aenata Ha Be3pacT noa 1 roauHa He Tpabsa na npuemat Kanaekapa (BK. Touka 4.3).

JIaHHHU OT IIPOYYBAHHATA HA MYTATEHHOCTTA i1 Vilro W in vivo NOKa3BaT, Y€ KaHAeCcapTaH HAMa
MYTareHHa WIH KJACTOI€HHA aKTUBHOCT B YCIOBHATA Ha KIHHMYHA yrioTpeba. Hama nannu 3a
KaHLIEPOr€HHOCT.

6. ®APMAIIEBTHYHU JAHHHA

6.1 ChnHchk HA IOMONIHHTE BEIlleCTBA

JlakT0332 MOHOXHApAT
I{apeBruyHO HMIDECTE T

[Tosuzmon K-30 T AR TN
Kaparenan | NP
Kpockapmernosza HaTpHit
MarHe3ues cTeapat o
Kenesen oxeusa, ueprer (E172) (camo 32 Tabnerkure ot 8, 16 1 32 mg) R
TuranoB auokcun (E171) (camo 3a Tabnerkure ot 8, 16 1 32 mg) S




6.2 HecnBMeCTHMOCTH
HenpunoxiMo.

6.3 Cpok Ha roanoct
2 TOAMHH

ByTrnka ot nonHeTHIEH ¢ BHcoka isTHOCT {(HDPE): xa ce ynorpebasa go 3 Mecella ciiefl ITbpBOTO
OTBapAHE

6.4 CnenuanHH YCJIOBHS HA ChXpaHEHHE
Ha ce chXpaHsaBa B OpHIrHHANHATAZ OMAKOBKAa, 34 [a ce NpeAriasy oT Biara.
6.5 Buau chabpxanHe HA ONIAKOBKATA

Kannexapn 4 mg, Smg n 16 mg Tabaerku

AVAl omucrep: 7, 14, 20, 28, 30, 50, 56, 58, 60, 84, 90, 91, 98, 100, 250, 300 Tabnerku

A)/Al nepdopupan 6muctep ¢ eagHokpaTH A03H: 50 X 1 TabneTkH

AV/Al bnucrep ¢ aecukanr: 7, 14, 20, 28, 30, 50, 56, 58, 60, 84, 90, 91, 98, 100, 250, 300 TabneTxH
Al/Al nepdoprpan 6ituctep ¢ eHOKpaTHH 4034 ¢ AecHKAHT: 30 X 1 TabneTku

ByTunxa ot nionueTineH ¢ Bucoka wibTHOCT {HDPE) ¢ xanmauka ot nomunponiieH (PP) u cunukaren
kaTo Aecukant: 30, 100, 500 TabmeTku

Kanaekapa 32 mg Tabaerxkn

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

Al/Al Bnucrep ¢ necukanr: 7, 14, 20, 28, 30, 50, 56, 58, 60, 84, 90, 91, 98, 100, 250, 300 TabneTkn
byrunka or nonueTuneH ¢ Bucoka InbTHOCT (HDPE) ¢ kanauka ot nonunponuneH (PP) H cunukaren
Kato aecukat: 30, 100, 500 TabneTkn

3abenexka! ByTunkata or nonkeTunex ¢ Bucoka wistHocT (HDPE) chanpika necukaHt. He
MOTYBILANTE.

He Bcuuky BHAOBE OTIAKOBKM MOTraT Ja O'bJaT MyCHATH B TIPOAak0a.
6.6 Cnennannu npeanasHiH MepKH IPH H3XBbpJiaHe A padorTa

HamMa cnielHaiey U3ACKBAHHA.

7. IIPUTEXATEJI HA PABPEILIEHHUETO 3A YIIOTPEBA

Sandoz d.d.
Verovikova 57, 1000 Ljubljana
Cnoreuuns

8. HOMEP(A) HA PAPEHNIEHHETO 3A YIIOTPEBA

4mg 20090261
§mg 20090262
16 mg 20090263
32 mg 20090264




9. JTATA HA ITBPBO PA3SPEIMIABAHE/MMOAHOBSABAHE HA PASPENIEHUETO 3A
YIIOTPEBA

03/06/2009

10. JIATA HA AKTYAJIM3HWPAHE HA TEKCTA

12/2014
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