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ATtakana 8 mg Tabnerku
Atakana 16 mg Tabnetku

Paspewerue Ne :
samamp. 35272 1

Atacand 8 mg tablets (Ogobperue e ... /
Atacand 16 mgtablets T J

2. KAYECTBEH H KOJIMYMECTBEH CHCTAB

8 mg: Beaka tabnerka ChAbpIKa 8 mg kaHaecapTaH UUIEKCEeTH (ca_r_lc_lesartap cilexeti_l_).
16 mg: Beska Tabnetka chabpika 16 mg kanaecapran uunekceri (candesartan cilexetil).

[ToMOIIIHO BELECTBO C U3BECTHO JEUCTBUE
8 mg: Beska tabnerka chabpika 89,4 mg akToza MOHOXMpAT.
16 mg: Beska tabnetka cpabpka 80,7 mg 1akTo3a MOHOXHAPAT.

3a NbJIHUA CIUCHK Ha MOMOILIHHUTE BellleCTBa BHIKTE Touka 6.1.

3. JIEKAPCTBEHA ®OPMA
Tabnertka.

8 mg: Kpsrim (imamersp 7 mm), cBeT/10 po30BH TabneTky ¢ aenurenta yepta U Haanuc A/CG ot
ennara crpanda ¥ 008 ot npyrara crpana.

__________________ aMeThP 7 mm), po30BH Ta0JIETKH C JICJIMTE/IHA qepmnﬁamm

Tabnerkara moxe na Obae pa3jeneHa Ha JBE paBHH J103H.

4. KJIMHUYHU JTAHHH

4.1 TepaneBTHYHH NOKA3AHHSA

ATakaHJ € 1nmoKas3aH 3a;

@ JleyeHne Ha MbPBUYHA XUIIEPTOHHS NPH BB3PACTHH.
o JleueHnne Ha apTepuanHa XUNEepTOHUS MPH JIella U IOHOLLIK Ha Bb3pacT oT 6 10 < 18 roauHH.
® JleueHne Ha Bb3pacTHHU MALMEHTH CbC CHP/ACYHA HEJIOCTATHYHOCT M HapyIlleHa JIEeBOKaMepHa

cucTonHa QyHkums (dpakims Ha U3TIACKBaHe Ha jisiBa Kamepa < 40%) rnpu HEMOHOCUMOCT KbM
MHXUOUTOPHTE HA AHTMOTEeH3UMH-KOHBepTHpalus eH3uM (ACE-uaxuburopu) uiu kato nobaska
KBbM JieueHHETO ¢ ACE-HHXHOUTOPH NpH NaLMEHTH ChC CUMITTOMATHYHA Chp/ieYHa
HEOCTaThb4YHOCT, BHIIPEKH ONTUMAJIHATA TEparus, KOrato UMa HENMOHOCHMOCT KbM
AHTarOHUCTHTE HAa MHHEPAJIKOPTUKOHIHHUTE peLienTopH (BxK. Touku 4.2, 4.4,4.5u 5.1).

4.2 Jlo3HpPOBKAa H HAYHH HA NPHJIOJKEHHE

JLo3MpOBKa NPH apTepHATHA XHITEPTOHHS

[IpenopbunTenHaTa HayaiHa A03a M oOMyYaiHaTa noaabpKaia qo3a Ha Atacand
aHeBHO. [lo-ronsiMa 4acT OT aHTUXMINIEPTEH3UBHUA €(DEKT CE MOCTUTra B PAMKHUTE
HSIKOH MaLMEHTH, YUETO apTepHaIHO HAJIsITaHe He ce KOHTPOJIMpa a/IeKBaTHO, /10
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MOBUIIK 10 16 mg eHOKPATHO JHEBHO W 0 MAaKCHManHa 1033 32 mg €AHOKPATHO JHEBHO.
TepanusTa Tpadea 1a C€ KOPHUIrUpa B 3aBHCHMOCT OT MOBNHSABAHETO HA apTEPHATTHOTO HATATAHE.
ATaKaHa MOXE 14 C€ NPUNAra Cbllo U C APYry aHTUXHUIIEPTCH3MBHU cpecTRa (Bx. Toukh 4.3, 4.4, 4.5
u 5.1). Mma nannu, ye 1oGaBsHETO HA XUAPOXJIOPOTHA3H/ 1aBA a/IHTUBEH AaHTHUXHUNEPTEH3HBEH EEKT
Npy Pa3IUYHH J034 ATaKaH].

Cmapyecka eév3pacm
[Ipy nanMeHTH B cTapyecKka Bb3pacT He € HeOOX0AMMA KOPEKLIMA Ha HavalTHaTa [103a.

Hlayuenmu ¢ navanern evmpecsOos obem
Hayanna nosa ot 4 mg MoOxe Ja ce UMa TIpeABH [IPH PUCKOBH 33 Pa3BUTHE HA XUNOTOHHA NALUCHTH,
KaTO HANPHMEP TAKKBA C €BEHTYAIHO 00eMHO H3depnBaHe (Bx. Touka 4.4).

Bvbpeuno yepescdane

IIpyu nauneHTH ¢ 6s0peuHO yYBpexaaHe, BKIOYHTENHO H TAKMBA HA XEMO/IHATH3a, HaYalHaTa 103a €
4 mg. Jlozara Tpabea ja ce THTPHPA B 3aBUCUMOCT OT OTrosopa. OMUTHT NPH NAUHEHTH ¢ MHOTO
TEKKA WIM TepMHHa/IHa OB0peuna HegoctaTbyHOCT (Cly< 15 ml/min) e orparuyeH (Bxk. Touka 4.4).

Yepnoopobro yepesicoane

[TpH naldeHTH ¢ JIEKO A0 YMEPEHO YePHOAPOGHO YBpeXkaaHe ce Mpenopbysa Hayauna Ao3a 4 mg
€IHOKpaTHO AHEBHO. Jl03aTa MoXe Jja Ce KOPHrHpa B 3aBUCUMOCT OT OTroBopa. 11pH manueHT! ¢
TEXKO YEPHOAPOOHO YBPEKAAHE WM X0JIecTa3a ATakaH € IPOTHBONOKa3aH (BXK. TOUKH 4.3 U 5.2).

Hepnoroorcu nayuenmui
[Tpy yepHOKOXKH MAIHEHTH AHTUXHIEPTEHIMBHUAT edeKT Ha KaHIEeCapTaH € No-cabo n3pase,

OTKOJKOTO ITPKH HC-YCPHOKOXXH NNaUYCHTH. CJ]E:I[UB&TEJIHO [IPpU YEPHOKOKY IMAITHESHTH, B CPABHCHHE C
HE-YCPHOKOXKH HATHECHTH, 34 IIOCTHIAHEC HA KOHTPOI Ha apTEePHATHOTO HANNATaHC MOXKC IMo-4CCTo Jia CC
Hajlara Bb3XOOAII10 THTPHPAHE Ha A03aTa HA ATakaHA M CTHOBPEMEHHO NMPUNATaHUTS JICKAPCTBCHH

OpPOAYKTH (BX. TO49Ka 5.1).
leouampuuna nonyrayus

Heya u onowu na ev3pacm om 6 0o < 18 2o0unu:
[IpenopbuMTe/HaTa HAYaIHa J03a € 4 mg BeAHbXK JHEBHO.

¢ [lanyentu c TenecHo Terao < 50 kg: Ilpy maugeHTH, YHETO apPTCPHATHO HANATAHE HE € IO
aIeKBaTeH KOHTPOI, 103aTa MOXe Ja 6b1e NOBHIICHA 10 MAKCHMYM 8 mg BEAHBXK JIHEBHO.

e llaienT c TenecHo Terno > 50 kg: [lpy nauueHTH, YHETO APTEPHATTHO HAIATAHE HE € IO/
afACKBaTeH KOHTPOI, 03aTa MOKe J1a Ob/ie noBuiieHa 10 8 mg BEAHEX AHEBHO, Clie/] KOETO, ako
TOBA € HeoOX0AuMO ~ 10 16 mg BegHbXK AHCBHO (BXK. TOYKa 5.1).
Ho3upoBKHM Haj 32 mg He ca IpPOyUYBaHU [PH NeARATPHYHHA NALUCHTH.

OcHOBHATA YacT OT AaHTHXUNIEPTEH3UMBHHUA e(eKT Ce pasrpbila A0 4 CeAMHLH.

Ilpu Aewa ¢ Bb3MOKHO BHTPECHAOBO 0OEMHO H3YEpIIBaHE (HAIIp. MAUHUEHTH, JICKYBAaHH ¢ THYPCTHIH,
ocobeHo TakuBa ¢ HapynieHa On6peuna ¢yHKEA), NeyeHHeTO ¢ ATakaH[ TpaOBa A ce HHUUMHPA 1104

TOYKa 4.4).

ATakaHJ He € MpOYYBaH IPH Aelia ChC CKOPOCT Ha rioMepyJiHa (QpriTpals noma 3
(Bxk. TOUKa 4.4).

Yeproxoxcu neduampuyny nayuenmu




[Tpy HepHOKOXH NMAalHeHTH aHTHXMIIEPTEHIMBHUAT e(eKT Ha KaHaecapTaH € No-cnado U3paseH,
OTKOJIKOTO [IPY HEYEPHOKOXKH NAlUMEHTH (BAK. Touka 5.1).

Jleya na evipacm om 1 00 < 6 200tHu
¢ be3onacHocTTa ¥ €(UKACHOCTTA MPH AeLa HA BB3pacT OT 1 A0 < 6 rOAMHH HE ¢a YCTAHOBEHM,
HanyuyHuTe NOHACTOALLEM AAHHH ca ONUCAHU B TOYKA 5.1, HO NpenopbKH 3a J03HPOBKATA HE
MOraT Aa ObAaT JajieHu.

¢ ATakaH/] € NPOTHBONOKA3aH NPy ACLA HA BB3pacT NoA 1 roauHa (Bx. Touxka 4.3).

I{OBHPDBKH NpH CbpAcYHa HEAOCTATEYHOCT

ObuyaitHata NpenopbuYKMTEIHA HayaiHa 103a Ha ATakaHj ¢ 4 mg eIHOKpaTHO IHEBHO. Bh3xoasainoTo
TATPHPaHE JO TapreTHaTa J03a OT 32 mg eJHOKPATHO JHEBHO (MaKCHMallHa A03a) Wi 10
MAKCHMAITHO TIOHOCHMATA 1034 C€ OCBINECTBARA Ype3 YABOABAHE HA 103aTa MPE3 WHTCPBAIH OT ITOHE
2 cenMunH (BK. Touka 4.4). OueHKaTa Ha [IAIHEHTUTE ChC CHPACYHA HEHOCTATEYHOCT BUHATH TPAOBA
1a BKJIFOYBA OLleHKa Ha OBp0peuHaTa GyHKUKA, BIUTIOUHTETHO MOHHTOPHPAHE Ha KPEaTHHWHA Y Kalus
B cepyMa. ATakaHj| MOXe /1a C€ Mpuiara ¢ Apyrd CpeACTBRa 3a JIEYEHHe Ha ChbpAcYHa HCAOCTaThbYHOCT,
BKIIOUHTENHO ACE-HEXHOHTOPH, OeTa-6mokepH, AMYPETHLIM WIH CHPACYHH [VIMKO3HIH, KAKTO H ¢
KOMOHMHALIKKU OT TE3H JICKapPCTBCHH NPOAYKTH. ATaKaHA MOXKeE J1a C¢ [IPHIIara eJHOBPEMEHHO ¢
ACE-uHxnbHUTOp NpU NauyeHTH Che CUMIITOMATHYHA ChP/leYHA HEOCTATHUHOCT, BBIIPEKH
ONTHMANHATA CTAHAAPTHA TePATkd [PH CHPASYHA HENOCTATRYHOCT, KOraTO HMa HEMOHOCHMOCT KbM
aHTarOHHUCTUTE Ha MHHEpaIKopTHKoUAHUTe peuenTopu. KomOunaumsta ot ACE-uHXHOHTOD, Kanuii-
CBhXpaHABalll MY PETHK (HAMP. CIHPOHONAKTOH) U ATAKaH/I He Ce [penopbyYBa 4 CEABa Ja & UMa
OPEJBUA CaMO cie]l BHUMATeTHA OLEHKA Ha NOTCHIIMAITHUTE NIOJI3UA U PUCKOBE (BXK.

Toukn 4.4, 4.8 u 5.1).

Cneyuannu RORYRQYUU NAYUeHmMu

IIpy nanMeHTH B CTapHecKa BB3PAcT WIH MPH [IALKEHTH ¢ HAMaJICH BETPEChAOB 00eM, ¢ OBOpeUHo
YBPEKAAHE WM € JICKO HJIH YMEPCHO TEKKO YEPHOAPOOHO YEpEXaHe, HE ¢ HeoOXOIMMa KOPEKIIHA Ha
HavaJiHaTa A03a.

Heouampuuna nonyrayus
be3onacHocTTa H €QUKACHOCTTA HA ATaKaHJ 3a ISUCHHE HA ChPAECYHA HEAOCTATHHHOCT He Ca

yCTAaHORECHH ITPH Jiela Ha Be3pacT A0 18 roamau. Hama HaTHYHH JaHHH.

HauuH Ha npUIoKeHHE

IepopanHo npuioxeHHe.

ATtaxaun TpabBa 1a ce npuema eIHOKpaTHO JHEBHO ChC WM 0€3 XpaHa.
bHOHanUYHOCTTA Ha ATakaH/ HE CE BIHMAC OT [PHACMa Ha XpaHa.

4.3 IpoTuBonokazaHms

CBpPBXYYyBCTBHTEIIHOCT KbM KAHAECAPTAaH LWICKCETH HITH KbM HAKOE OT NOMOITHHTE BEIICCTRA,
M30pOEHH B TOUKA 6.1.

BTOpH u TpeTH TpHMeCTHp Ha OpeMeHHOCTTA (BXK. TOUKH 4.4 1 4.6).

Texko yepHOAPOOHO YBpexaaHe /WK X0JIecTasa.

Heua Ha BBp3pacT noJ 1 roanHa (Bx. Touka 5.3).

EnHoBpeMeHHara ynorpeda Ha ATakam ¢ aJiIMCKUPEH-ChIbPXKAlllH MPOAYKTH € POT

NALHEHTH Che 3axapeH auabet WM 656peuno yepexaarne (GFR< 60 ml/min/1,73
H5.1).




4.4 ChoeuHajHH Npeaynpe:IeHHsA H NPeANasHd MEPKH NpH yonoTpeda

Heotina 6rokada na penun-anzuomensun-aroocmeponogama cucniemda (RAA4S)

Mma nannu, ue enHoBpemenHata ynotpeba Ha ACE-uaxubutopu, anruorensus 11 peuentopHu
GNOKEpH WIN aUCKHPEH MOBUIIABA PHCKA OT XMIIOTOHKS, XHIMEPKATHEMHs M HaManeHa 6b0peyna
dbyHKUKS (BKJIIOYMTENHO ocTpa ObOpeydHa HenocTaTbuHocT). [lopaan ToBa, He Ce NpenopbYBa
neoiHara Omokaga Ha RAAS, nocpeacrsom komOuHvpanata ynotpedba Ha ACE-uHxHOHTODH,
anrvoTensuH 11 pelienTopHu OIOKEPH UK aTHCKUpeH (Bx. Touka 4.5 1 5.1).

AKO TepanusTa c ABOIHA 6N0Ka/ia ¢ aGCONKTHO HAJIOKHUTENHA, T4 TpAOBa Aa ¢& MPOBEXAa caMo 10/
HAOJIIO/IEHHETO Ha CIIELIHAJIUCT, KaTo TPAGBA UECTO H BHEMATE/HO JIa ce Mpocneassar 6nopeuHara
$yHKIIHA, eNIEKTPOJIUTHTE U apTEPHATIHOTO HAJATAHE.

ACE-uHxuburopute U anrnoteHsmH 1l penentoprure 6nokepH He TpaldBa Jla ce H3NON3BAT
€IHOBPEMEHHO TP MAI[UEHTH ¢ IHA0CTHA HE(pOTIaTH.

bvbpeuno yepexncoane

KakTo npH JeUeHUES ¢ APYry CPeaCTBA, KOWTO HHXHUOHpAT peHUH-aHMHOTEH3HH-ANIOCTEPOHOBATA
CHCTeMa, H TIPH JICUCHHE ¢ ATaKaH/ [IPH YYBCTBUTE/IHH NALUECHTH MOTaT Jia € O4aKBaT MPOMEHH B
OBbOpeuHaTa GhyHKIUA.

KoraTo ATakaHA ce H3MO3BAa NMPH MIALMEHTH ¢ apTepHaTHa XHIIEPTOHUA M 0B0peUuHo yBpexKIaHe, ce
NpeHopbYBa MEPHOIAUYHO MOHMTOPUPAHE HA HUBATA HA CEPYMHHMS KAaTHH W CEPYMHHS KPCATHHYH.
OnUTET C NAlHEHTH ¢ MHOTO TeXKA WITH TepMUHaiHa GuOpeuna venoctaTbyHOCT (Cle< 15 ml/min) e
orpaHuyeH. [Ipe Te3n naumMeHTy go3ara Ha Atakanj Tpa0Ba Ja ¢e THTPUPA BHHMATENHO, CbC
CTPUKTEH KOHTPOJI Ha apTEPHATIHOTO HANIATAHE.

OugeHKaTa Ha MALHUEHTHTE ChC ChPACYHA HEAOCTATHUYHOCT TP0Ba 1a BKIKOYBA MIEPHOAHYHA OLICHKA Ha
OwbpeunHara QyHKuHMA, 0co0eHO NIPH NALMEHTH B CTap4YecKa BB3PacT HA U HaJl 75 roJIHHH, KAKTO U TIpH.
nandgeHTH ¢ OO6peuHo yepexnare. [To BpeMe Ha TUTpUpPaHETO Ha A03aTa Ha ATaKaH] ¢ TpenopbyBa
MOHHTOPHPAHE Ha CEPYMHMS KPEaTHHHH M CEPYMHHA Kanni. B KIMHHYHUTE TIPOYYBaHHUS TIPH

MAIHEHRTH CHC ChPASHYHA HEIOCTATHYHOCT HE Ca BKIIOYBAHH MALHEHTH CHC CCPYMEH KpCaTHHHH Haz
> 265 umol/l (> 3 mg/dl).

Heduampuuna nonyiayust, BKIOYUMEHO HeQUAmMPUIHY nayuenmy ¢ 6vbpeyno yepesicoane
ATakaHJ He € POYYBAH NPH JCLAa CbC CKOPOCT Ha rIoMepyHa dwntpanus nod 30 ml/min/1,73 m?
(BkK. TOuka 4.2).

Kombunupana mepanua ¢ ACE-unxubumop npu copoeyna HeOoCmamvYHoCm

PUCKBT OT pa3BUTHE Ha HEXENAHH PCAKUMH, 0COOSHO XUNOTOHHUA, XHIICPKAIHEMHS H NIOHWXKEHA
Ob0peuna PyHkuHa (BKHOYHTENHO oCcTpa OBLOpeyHa HEAOCTATBYHOCT) , MOXKE Aa ¢¢ MOBHLIH NIPU
npwiokende Ha Atakann B komouHanus ¢ ACE-uuxuburop. Tpoiina kombuHanms ¢ ACE-
WHXUOUTOP, AaHTANOHUCT HA MHUHEPANIKOPTUKOUJHUTE PELICNITOPH H KAHAECAPTAH ChILO He Ce
npenopeyRa. Ynorpedara Ha Te3d KOMOMHALHH TPAOBA /1a ce MPOBEXKIA CaMO MO HAOTIOICHUETO Ha
CIELHATUCT, KATO TPAOBA YECTO M BHUMATEIHO [1a ¢ Npocaenasat 6s0peunaTa QyHKIHA,
€NCKTPONMTHTE H apTEPUATHOTO HaJIATaHE.

ACE -#HXHOUTOpH U aHruoTeH3uH Il peuentopHH 610KepH He TpadBa Ja ce H3MON3BAT
€AHOBPEMEHHO IIPH NNALMEHTH ¢ NuabeTHa HedpponaTHA.

Xemoouanusda
[To BpeMe Ha AHAIK3a apTEPHANTHOTO HAIAraHe MOKE Ja € 0COOEHO YyBCTBHTE
ATi-peuenropHa 6510kaja B pe3yNTaT HA NTOHWKABAHETO HA ILUIA3MEHUS 00eM M IR
PEHUH-aHTUOTEH3UH-AAOCTEPOHOBATA cHcTeMA. ClieJOBATENHO MPH MAalMCH % X
ATaxaHj TpsabBa 1a ce THTPUPAa MHOTO BHUMATEAHO, NIPU CTPHKTHO MOHHTOP '
HaJISICAHE.

Cmengsa na Ovopeynama apmepus




JleKapCcTBEHNTE NPOAYKTH, KOUTO NOBIUABAT PEHHH-AaHMMOTEH3UH-AJIA0CTEPOHOBATA CHCTEMA,
BKJIKOUMTENIHO W aHTHOTEH3UH [[-peuenTopuure antaronuctu (AIIPA), Mmorar ga npeau3BHKar
MOBULIABAHE HA KPbBHATA Ypes ¥ CCPYMHHMS KPCATHUHHWH TMPHU NALHUEHTH C IBYCTPaHHA CTEHO3a HA
6pOpeyuHaTa apTepra HIH ChC CTEHO3a Ha apTepHATa Ha eINHCTBEH OBLOPeK.

bvbpeuna mpancnaanmayus
Mma orpaHiyeH KJIHHUYEH ONUT M0 OTHOLUEHHE HA NPUNOXKEHHETO HA ATaKaHI [IPH NALMEeHTH C
6bOpeyna TpaHCcILIaHTALIHS,

Xunomonus

Ilo BpEME Ha JICUEHHETO HAa NAUHEHTH CBC CHPACYHA HEAOCTATBEUHOCT C ATakaHa MOXKE J1a Ce pa3sBHe
XHUIIOTOHUA. TaKkaBa MOXKe Ja ce pa3BUE U OPH NAIlUEHTH C XUMEePTOHHS, HO ¢ BLTPECHAOBO 00eMHO
M3YCPMBAHE — KATO HANIPHUMED NMAUHEHTHTE Ha JICYEHHE ¢ AHYPETHLH BEB BHCOKH N03H. Ilpu
3arovMBaHe Ha JIeHeHUETOo TpAORa Ja ce MOoAX0KIa ¢ MOBULLIEHO BHUMAaHHE, KaTo TpabBa Aa ce HalpasH
OIMHUT 3a KOPEKIHUA HA XHIIOBOJIEMHATA.

[Ipu aena ¢ Bb3MOKHO BBTPECHAOBO 00eMHO HM3uepnBaHe (Hamnp. NaUMECHTH, JICKYBaHH C THYPECTHLIH,
oco0eHO TaKMBa ¢ HapyllicHa OLOpevYHa QYHKIINA), ICUeHHETO ¢ ATakaH] Tpa0Ba aa c€ HHHLIMMPA NoA
CTPOTO MEIULHHCKO HabIrOACHHE H CIIEMIBA JIa C€ OOMHCITH MTO-HHCKA HavyallHa 103a 0T o0HYaldHaTa
(B:K. TOUKa 4.2).

Anecmesusl 4 onepayuu

I1py neKyBaHH ¢ aHTaroHUCTH Ha aHTHOTEH3UH Il naltueHTH, O BpeMe Ha aHECTE3HS H ONepaLnsd
MOXKE [1a ce pasBUE XHUIMOTOHUA TIopajH OJlokafa Ha peHMH-aHMTHOTEH3HH-AJTIOCTEPOHOBATA CUCTEMA.
MHOro paaKo, XMIIOTOHUATA MOXKE A2 € TeXKa H Ja HAJIOKH MHTPABEHO3HH BIIMBAHMS H/HIIU
IPUIOKEHHAE HA Ba3OMPECOPH.

Cmeno3a Ha QOpMHAMa U MUMPAIHAMA Kiand (06CmpyKmuena Xunepmpo@QuuHa KapOUOMUonamus)
KakTo ¥ npu npwioKeHHe Ha JApYyTrH Ba3OJHIATaTOPH, NIPH NALMEHTH, CTPAJALIH OT XC€MOJHWHAMHYHO
3HaYMMa aopTHA MIIH MHTPATHA CTEHO3a, HJIH OT OOCTPYKTHBHA XunepTpoduuHa KapJHOMHONATHS, C¢
PENOPBHYUBA [d CE NMOAX0XKIA CBC CIIEHATHO BHHMAaHHE.

Hvpeuven xuneparoocmeporuzsM

Kato a0 naupeHTUTe ¢ NHPRUYEH XUNSPANJOCTSPOHUIBM He e TIOBIUABAT OT
AHTHXHNICPTCHIUBHHUTE JICKAPCTBEHH MPOAYKTH, ACHCTRAUIH Ype3 HHXUOUpaHe Ha
PEeHHH-AHTMOTEHIMH-AJII0OCTEPOHOBATa cucTeMa. [Topaau ToRa He ce MpenoprYBa ynorpebara Ha
ATakaHJ B Ta3H MOITYJIALIHS.

Xunepranuemus

ENHOBpEMEHHOTO IPHNOKEHHE HA ATaKaH]l ¢ Kalui-ChbXpaHsRalld JHYPETULH, KAIUeBH T00aBKH,
3aMECTHTENM HA FOTBAapCKaTa CoJl, ChAbPKAILMA KAIHH, UK JPYTrH JTeKAPCTBEHH IMPOJYKTH, KOHTO
MOraT Ja NOBUIIAT CTOMHOCTHTE HA KaJiuA (HaIlp. XenapuH, KO-TPUMOKCa30J H3BECTEH H KaTo
TPHMETONPHM/CYIPAMETOKCA30]T), MOXKE Ja AOBEAE 40 IIOBULIABAHE HA CCPYMHHA KAJIMH Ha
MALMEHTHTE C apTepuanHa xunepToHus. Hpu neodbxoaumoct Tpsabsa na ce npeanpueme
MOHHTOPHPAHE HA CEPYMHHUS KAJTHH.

[1pu nexyranute ¢ ATakaH/ MALHEHTH CEC ChpACYHA HEAOCTATLHHOCT MOXKE JIa CE Pa3BHE
xunepkanueMus. [penopsusa ce NepHOANYHO MOHHTOpHpPaHE Ha cepyMHHA kanui. KoMO
ACE-BHXUOHTOP, KaTHHA-ChXpaHABall JHYPETUK (Hanp. COHPOHOIAKTOH) ¥ ATaka
IIpenopruBa, U MOXKE J1a ce UMa NPeABH CAMO Clie[ BHUMATEIIHA OLICHKA HA TI0TE
DUCKORE.

Obwyu
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apTEPHs ), JIEYEHHUETO C JIPYTH JICKAPCTREHHU NPOAYKTH, MOBJIMABALLM TAa3H CUCTEMA, CE CBBP3BA C OCTpa
XWUTTOTOHHSA, a30TEMHUA, OJINTYPHA H, PAAKO, ocTpa OL0OpeuHa HeaoCcTaTEYHOCT. BEpOsATHOCTTa 32
paseuTHEe Ha noaodeH edext npu npuncxketue Ha AIIPA He moxe na ce n3kmoun. Kakro npu
IPWIOKEHHUE HA KOETO M [1a € AHTUXMUIIEPTEH3UBHO CPEJICTBO, MPEKOMEPHOTO NOHM)KABAHE HA
APTEPHAITHOTO HAJIAraHe MPpH MalMEHTHTE ¢ HCXeMHYHA OOJIECT HA CHPLETO WIH UCXEMHYHA
MO3BUHO-CH/I0BA OOMCCT MOXKE 1a AOBEAC A0 Pa3BHTHE HA HH(PAPKT HA MUOKAPIA HIIH HHCYT.

AHTUXMIIEPTEH3IUBHUAT €(PEKT Ha KaHAeCApTaH MOKE Aa OBJe MOTEHIUPaH OT ApYTH NOHHKABAIIH
apTepUAIHOTO HAIATAHE JIEKAPCTBEHH NMPOIYKTH, O€3 3HaUEHHE JaNM ca NpeANHCcaHH KaTo
AHTUXMUIICPTEH3IUBHU WIM [0 JPYTH TTOKA3aHMA.

ATakaHa ChAbpKa JakTo3a. IlaupeHTH ¢ peaky HACISACTBEHH 3a00NABaHUA KATO HEIIOHOCHMOCT KbM
rajiaktosa, Lapp-iakTaseH JehHUMT HIH [IHOKO30-TalakTo3Ha ManabcopOums, He TpiaOBa Aa mpyUeMaT
TO3M JIEKAPCTRBEH MPOJYKT.

bpemennocm

[Io Bpeme Ha OpemMeHHOCT He TpaDdBa na ce 3anousa JieueHue ¢ AIIPA. Oceen ako MpohKaBAHETO Ha
neueHHETO ¢ AIIPA He ce cMaTa 3a )KU3HEHOBAXKHO, [IPU [TALMEHTKHTE, KOHTO Bb3HAMEpABAT Aa
3abpemenedT, TpaOBa na ce NPpeMUHE KbM JICUEHHE € AITEPHATHBHO AHTHXHIIEPTCH3HBHO CPEACTRO,
KOETO MMa YCTaHOBeH Npodit Ha OezomacHocT 3a ynorpeba no BpeMe Ha OpeMenHoCT. 11pu
yCTaHOBsBaHe Ha OpemenHoct, neuenneTo ¢ AIIPA Tpabea aa ce cnpe He3abaBHO H, aKO € YMECTHO,
71a € 3aMo4YHe AITePHATHBHO NevueHHe (BxK. TOUKH 4.3 U 4.6).

[Ipy NaLKMEHTKH CIIE] MEHApXe BEPOATHOCTTA 3a OpeMEHHOCT TpAOBA J1a ce NpoBepABa PEAOBHO.
Tpabea na ce napa peaoBHa HHGOPMALHA H/WITH Aa ce APEANPHEMAT MEPKH 3a [IPSAOTBpPATABAHE HA
pHCKa 3a EeKCIIO3MIMA MO BpeMe Ha 6peMeHHOCT (BXK. TOUKH 4.3 1 4.6)

4.5 B3aHMoaeHcTBHE ¢ APYTH JEKAPCTBEHH NPOXYKTH H APYTH (POPMH HA B3aHMOJeHCTBHE

CBbEAHHEHHUATA, H3CACABAHU B KIIMHUYHH (DApMAaKOKHHETHYHH TTPOYYBaHHS, BKITIOYBAT
XMAPOXJIOPOTHA3UA, BaphapuH, TUTOKCHH, NIEPOPaTHA KOHTPALECIITUBH (HAIp.
eTHHHWJICCTPAIHOJ/ICBOHOpTECTpEeN ), IMUOeHKIaMHUA, HudeauIlMH U eHananpui. He ¢ca ycraHOBEHH
KJIMHUYHO 3HAYHMH PapMaKOKMHETHYHH B3aHMOACHCTBHA C TE3H JIEKAPCTBEHH MpenapaTH.

ENHOBpEMEHHOTO NPHIIOKCHHE C KATTHH-ChXpaHABaALIH WY PETHIH, KATHEBY 100aBKH, 3aMECTHTEIH
HA FOTBAPCKATA COJI, Ch/IbPXAIIH KaJIHH, WIH APYTH IEKAPCTBEHH MPOOYKTH (Halp. XENapHH) MOXKe
A2 [OBHILIM CTOMHOCTHTE Ha cepyMHHA Kanuil, [Ipr HeoOxoaumocT TpadBa fa ce MpeanpUeMe
MOHHTOPUPAHE HAa CEPYMHHA KallHi (BxK. To4yka 4.4).

TIpu ennoBpeMeHHO npunoxenne Ha MATHR ¢ ACE uuxubuTopu uma ceobnienns 3a 00paTHMo
IIOBUIIIABAHE HA CEPYMHATA KOHHEHTPALMS HA JIMTHSA M TOKCWYIHOCTTA My. CXolieH epekT MOXKe Ja ce
pazsue H npH npunokeHue ¢ AIIPA. TlpunoxkenneTro Ha KaHAeCApTaH C JIATUU HE C& NPENophYBa.
Axo koMOMHalMATA Ce OKaxe HeoOXoauMa, Ce MPENopbhYBa CTPHKTHO MOHHTOPHPAHE HAa cepyMHaTa
KOHLIEHTPALMA HA JINTHA.

I1pn egnoBpemeHHO npunokenue Ha AIIPA ¢ HecTepoMAHM IPOTHBOBBL3NIAIUTEIIHH CPeaCTRa
(NSAID) (t.e. cenexTHrHn HExuOuTopr Ha COX-2, aneTHICATHITUIOBA KMCENHHA (> 3 g/nHEeBHO) H
neceneKTHBHH NSAID), aHTHXHNEPTEHIUBHUAT e)eKT MOXKE Ja HamaJiee.

Kakro u npu nipunoxenue Ha ACE-HHXHOMTOPH, €AHOBPEMEHHOTO IIPHIIOKEHHE H

MOJKE /1a JOBeJie JO NMOBHINABaHE Ha PUCKA 3a BIIOWIAaBaHE Ha OBOpeuHaTa PyH ﬁﬁ{wﬂ ., .\‘
A N S
I{?ﬁ.wn_ ) I r-ﬁ . -._1

3a PA3BHTHE Ha OcTpa ObOpeyuHa HeJOCTATHYHOCT, H 32 NOBULIABAHE HA CEPYMH OpHO "
IpHM DaLMEeHTH C MpeailecTeaia Jiowa Os0peuna dyHkiusa. KomOHHanuaTa Tpsa &;uﬁ‘c ﬁpnﬂ CEC | 4 |
BHUMaHHE, 0OCOOCHO NMpH NallHEHTH B cTapuecka Bw3pacT. [lauuesture Tpsadsa A 6‘%}1&%@&&1}@

B JOCTATHYHA CTEINEH H TPAOBA 1a ce OOMHUCIIH MOHUTOpMpaHe Ha OnOpedHaTa GyHKUns c;.nell " . R .
3alO4YBAHE HA CBITBTCTBALLOTO JIEYEHHE, KAKTO ¥ NEPHOTHYHO CJIE] TOBA. \f?’,w ﬁ(ﬁ NS
! i D -
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JIAHHUTE OT KNUHUYHUTES WITIUTRAHMA NOKA3BAT, Y€ ABOIHATA 0JI0Ka1a Ha pEHHH-AHTHOTCH3HH-
annoctepoHopara cucrema (RAAS) nocpeacreom komBunipanara ynotpeda Ha ACE-unxnbuTopm,
aHrHOTeH3HH 1l peuenTopHY Ol10KepYH WIH aNHCKHPEH, € CBbP3aHa ¢ MO-BHCOKA YECTOTa Ha HEXKENaHH
CHOMTHA KAaTO XMUIIOTOHHSA, XHAIEpKATTUEMHA M NMOHKKeHa HbOpeuHa GpyHKUMS (BIIHOUHTENHO OCTpa

OBOpeyYHa HEAOCTaTBLUHOCT) B CPABHEHHE ¢ ynoTpedara caMO Ha €AHO CPEACTBO ¢ ICHCTBHE BHPXY
RAAS (Bx. Toukn 4.3, 4.4 u1 5.1).

Heouampuuna nonynayus
[IpoyuBaHid 3a B3aUMOACHCTBUATA Ca MPOBEK/AaHH CaMO MPH BBH3PacTHH.

4.6 @eprHANTEeT, OpeMEHHOCT H KbpPMeEHe

bpemensocm

He ce npenopbusa npueMbT Ha AIIPA nipe3 nspBHa TpuMecThp Ha OpeMenHocTTa (BX. To4Ka 4.4}). 1o

BpeM¢ HAa BTOPHA H TPETHSI TPUMECTHP Ha OpeMenHocTTa npueMbT Ha AIIPA € npoTHBOIIOKa3aH (B,
TOYKH 4.3 1 4.4).

EnuaemMuonordyHuTe JaHHH, Kacaelny pUCKa oT TepaToreHeH epext cien npueM Ha ACE uuxuburop
npe3 MbPBHA TPUMECTBp Ha OpeMEHHOCTTA HE ca €JHO3HAYHM; BCE TAaK HE MOKE 1a C€ M3KJIIOYH JICKO
NOBHIIIABAHE HA pHCKa. Makap J1a HIMa KOHTPOJIMPAHH SNUAESMMOIOrMYHH JAHHH, Kacacllh PUCKa
npu npreM Ha AIIPA, ps To3H Kjiac IeKapcTBa MOXKE J1a ChilleCTBYBa MoAo6eH pHCK. UCBEH aKo
NpoABKaBaHeTO Ha JieueHHETO ¢ AIIPA He ce cMATa 3a s KH3HEHOBAKHO, HpY IMALIHEHTKHTC, KOUTO
BB3HAMEPABAT Ja 3a0peMeHenT, TpAOBa a ¢ce NPEMMHE KbM JICUCHUE ¢ aJITCPHATHBHO
aHTUXHIIEPTEHIHRHO CPEACTBO, KOETO MMa YCTaHOBeH npodui Ha 6e30macHOCT 3a ynorpeda mo Bpeme
Ha OpemenHocT. [IpH ycraHoBsBaHe Ha OpemeHHOCT jeuenunero ¢ AIIPA TpsOBa na ce ciipe He3abaBHO
H, aKO € YMECTHO, JIa Ce 3allOYHE AITEPHATHBHO JIEYSHHE.

H3BecTHO €, 4e excriozunuaTa Ha AIIPA npe3 BTopHS H TpeTH TPUMECTBP Ha OPEMEHHOCTTA HMa

deToTokcHueH edekT (HaMaNeHa GrOpedHa GYHKUHA, OJTHIOXHAPAMHHOH, 3a0aBeHa OCH(PHKaIINs Ha
YEPEIHHTE KOCTH) ¥ HEOHATAIHA TOKCHYHOCT (OpOpeyHa HEAOCTATEMHOCT, XUIIOTOHMS,

xenepkanueMusn ) (BxK. Touka 5.3).

Ilpu excniozvuus Ha AIIPA cnea HayanoTo Ha BTOpUsS TPHUMECTEP Ha OpeMeHHOCTTA, C€ NPENnopbhiBa
exorpadcka olleHka Ha Op0pedHaTa GPyHKIHA B CBCTOAHHETO Ha YEPerHUTE KOCTH.

KbpmaveTa, ynnTo Maiika ca npaemamu AIIPA, tpsa6sa na ca nox HenocpeAcTBeHO HaOMoAeHHE 3a
pa3BHTHE HA XHITOTOHHA (8. TOUKH 4.3 4 4.4).

Kvpmerne

IoHexe nuncea uHQopMalHi, Kacaeua ynorpebata Ha ATakaH/ IO BpeMe Ha KbPMCHE,
NPMIOKECHHACTO Ha ATakaH/l HE Ce MPENOPEYEA, U € 3a NPEANOYHTAHE JIeYeHHe C AITCPHATHBHH
CPEACTBA, KOUTO UMAT YCTAHOBEH npodu Ha 6€30MacCHOCT MO BpeMe Ha KbpMEHE, 0CO0EHO IIpy
KbpMEHe Ha HOBOPOIEHO WIM HEOHOCEHO KbpMaye.

4.7 EdjekTH BLpPXY cnoco0HOCTTA 32 wodupane 7 padora ¢ MAIMHHY

He ca npoeexxaaHu mMpoydBaHHs 3a eeKTHTe Ha KaHAecapTaH REPXY cnocoOHOCTTa 3a MO(HpaHe |
padoTta ¢ mamiuHU. Bee nak TpAOBa Ja ce B3eMe Mo BHUMAHHE, Y¢ [IOHAKOra 110 BPEME HA JICHCHHETO
¢ ATtakaH]] € Bb3MOXKHA IOSBa HA 3aMasHOCT HIH OTIAHAJIOCT.

4.8 Hexenann JeKapcTBEHH PpeaKiHH

Jevenue na apmepuaing xunepmonys
Hexenanure peaxiiny 0T KOHTPOJIHPAHUTE KAMHHYHE ITPOYUBAHHMA Ca JICKH K
4ECTOTA Ha PA3BUTHUE HA HEKEIAHHM ChOMTHS HE MOKa3Ba 3aBHCHMOCT OT J103aT:




CrivpaHeTo Ha JE4YEHUETO NOPady Pa3BHTHE HA HEXKEIAHY PEAKLMKU € CXOAHO 3a KaHaecapTaH

uunekceTun (3,1%) u nnauedo (3,2%).

B cOopHUs anann3 Ha JaHHHUTE OT KIMHHYHUTE NIPOYYBAHHS IIPH NALMEHTH C apTepHalHa
XHUIICPTOHHS, HEXKENAHHUTE PCAKLMH NPH KaHJeCApTaH LWIEKCETHI ce ACPUHHPAT Bb3 OCHOBA Ha
YeCTOTA Ha HEXXENaHu ChOUTHS NPy NpHeM Ha KaHecapTaH LMIeKCeTH, 0-BUCOKa ¢ noHe 1% ot
HabnroJaBaHaTa 1pu pueM Ha mnauebo, [o Tazu neduHHMIMA Hal-4eCcTO CHOOLIABAHHUTE HEXENIaHH
peakiHH ca 3aMaiigate/BepTHrO, rnasobosie ¥ HHQEKUHH HA IMXaTEeTHUTE ITBTHIIA.

B napeHara o-101y TB.GJIHIJ,& ca NpEACTaBeHH HEXKEIIAHHTE PCakKIHH OT KJIHHHYHHTE NIPpOYYB4AHHA H

NOCTMAPKETHHI'OBHUA OIIHT.

M3non3panure B Tabnuumrte B ToYka 4.8 4eCTOTH ca KakTo cleliBa: MHOTO uecTH (> 1/10), yectn
(= 1/100 mo < 1/10), veuectru (> 1/1 000 go < 1/100), peaxu (== 1/10 000 a0 < 1/1 000) u MHOTO peaku

(< 1/10 000).

CHCTEMO-OpPraieH Kjiac

HecToTA

Hexesana peakuus

Hudexunu U uadectaumu

YecrH

Huxarenan uHpexurn

HapyineHnysa Ha KpsBTa M
nuMdpHaTa CHCTEMa

Mmuoro peaku

JIeBkONCHUS, HEYTPONICHUSA H
arpaHynouHTO3a

XPaHEHETO

HapylieHss Ha metabonuzmMa u

MHoro penxu

XunepKanueMus, XHITOHATPHEMHS

Hapyumenus Ha HepBHaTa
CHCTEMa

YectH

3amalipane/BepTHIo, rnapodonue

HCH3BECTHA
HECTOTA

PecnivpatopHu, rpbaHH H Muoro peaku | Kamnvna
MEIHACTHHAJIHY HApYLICHHSA
CTOMaIlHO-YPEeBHH HAPYIIEHUS Muoro peaku | ['ageHe

C Huapus

XenaTro-OMNuapHH HapyeHHs

Muoro peaku

[TopHIDaBaHe HA YepHOAPOOHHUTE
EH3UMM, OTKJIOHEHHS B YepHOApoOHaTa
(OYHKLHA WITH XEMATHT

HapyineHus Ha xoxkaTta |
MOJKOXKHATA ThKAH

Mmnoro peaxu

AHrvoeaeM, oOpuB, YpTHKapHA,

HapylueHus Ha

CHEEAHHHUTCIIHATA TEKAH

MYCKYJIHO-CKEJICTHATA CHCTEMA H

Mmuoro penku

NPYPHTYC
bonku B repba, aprpairus, MHaNrud

Hapyinenus Ha On0penmTe H
MHKOYHHTE ITHTHILA

Muoro peaku

b1r0peyro yppexaane, BKIKYHTEIHO
610peyHa HeIOCTAaTBEYHOCT TIPH
YYBCTBUTEIHH NTAIHEHTH (BXK.

To4uka 4.4)

Habopamopnu pezyamamiu

Karo naro Atakana HgMa KNHHHYHO 3HAYHMH e(eKTH BhPXY PYTHHHMTE J1aDOpaTOPHM NOKAa3aTelH.
Konkoto 10 Apyru HHXHOUTOPH Ha PpEHHH-aHIMOTEH3HH-aNII0CTEPOHOBATa CHCTEMA, HaboJaBaHu ca
CIy4aM Ha JIEKO NOHMXKaBaHe Ha XemornoOusa. Ipu maimeHTH Ha euenue ¢ ATakanJl OOMKHOBEHO HE

e HeOOXOAMMO PYTHHHO MOHHUTOpPHpAaHe Ha NabopaTopHUTe nokasaTend. [Ipy nanueHT ¢ 610
yBpexKaaHe obaue ce NpenopbuBa NePUOAHIHO MOHHTOPHPAHE HA CTOMHOCTHUTE Ha KaJu

KpeaTHHHH B CepyMa.

Heduampuuna nonviayus

besomacHOCTTa Ha KaH/AEeCcapTaH [UJISKCETH € MPOoCAeNdBana B Xoaa Ha 4-ceAMHYH

g&H&w ﬁ‘\
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CUCTEMO~OPIraHHH KJACOBE, HECCTOTATA HA HEXKEJIAHUTE JIEKAPCTBEHU peaKUMy IIPH A¢ua € B TPaHULIHTE
HA YECTUTE/HEUECTHUTE HEKETAHH PEaKIliU. Makap 1o XapakTep U TE€KECT HeXKeIaHUTe JICKapCTBEHU
PEaKLIAH JIa ca CXOJHHU C TE3U MPH Bb3PacTHUTE NAalHEHTH (BXK. TadmyllaTa no-rope), Npy Aeuara H
FOHOLUHTE HEXKEJITAHUTE JIEKAPCTBEHHU peaKilMH Ca ¢ MO-BHCOKA YECTOTa, OCODEHO 1O ¢¢ Kacae 3a:

¢ [ ‘napobonuero, 3aMaiBaHETO H HHPEKIMHTE HA TOPHUTE AUXATENHH MBTHLIA €A ,,MHOIO HECTH™
(T.e. > 1/10) npu aeuara u ,qectu™ (= 1/100 pno < 1/10) npwm eb3pacTHUTE.

o Kammumara e ,,MHoro gecta® (T.e. > 1/10) npu aeuara v , ,Muoro psaaka“ (< 1/10 000) nmpu
BB3PACTHHUTE.

»  OOpusbt e ,,uect™ (1.€. > 1/100 po < 1/10) npu geuata 4 ,,MHoro psabk™ (< 1/10 000) npu
BB3PACTHHUTE.

o  XUIIEPKANUEMHATA, XUIIOHATPHEMHATA H OTKIOHEHUATA B YepHOAPOOHaTa PyHKLHA ca
,LHeuecTd (> 1/1 000 mo < 1/100) npu acuata u ,,MHoro peaku” (< 1/10 000) npH B3pacTHHTE.

e Ilpu neuara cuHycoBaTa apHTMHS, HA30(APUHTMTHT U XMIEPIHUPEKCHATA A ,,4eCTH"
(r.e.> 1/100 no < 1/10), a opodapunreantara 6oka — ,,MHoro yecta“ (1.€. 2 1/10}, gokaro npu
Bh3PACTHHTE HAMA ChOOLIEHNS 32 HATO €/IHa OT Te3H Hekelanu peakunH. Te obaue ca
BPEMEHHU H LIUPOKO Pa3NpOCTpaHeH: JETCKH 3a00NABaHHA.

IanocTHuAT npodun Ha 6€30NacHOCT HA KaHAecapTaH UIEKCETH NPH NEUATPHYHHUTE MTAIMEHTH HE
¢e pa3NHyaBa 3HAYMTETHO OT Npodgria Ha 6€301aCHOCT NPH BE3PACTHHTE.

Jleuenue Ha copoeuna HeCOCMAMBbYHOCH

ITpoHNET Ha HexeNTAHUTE peaKIiiK Ha ATakaHi NIPY BB3PACTHH HALMEHTH ChC Chp/e4Ha
HEJOCTATBYHOCT € B ChOTBETCTBHE ¢ (DapMaKOJIOrHATA Ha JICKAPCTBOTO H 3APaBOCTIOBHOTO ChCTOSHUE
Ha naumenture. B kinnu4ynara nporpama CHARM, cpaBHsBaiia AtakaHa B o34 A0 32 mg (n=3 803)
¢ mnaueto (n=3 796), NTeYeHHETO € MPEKHECHATO Nopaay Hexenany cpOuTHs npH 21,0% ot
NalMUEeHTHTE B FpyilaTa Ha KaHAecapTaH uMnexceTwn 1 mpH 16,1% ot nanuenTyTe B rpynara Ha
wtauebo. Hali-uecTo cr00IIABAHMTE HEXKENAHUTE PEAKLMH €4 XUNEPKATHEMMSA, XUITIOTOHHA H
6u0peuto yBpeKIaHe.

Tesu ¢ceOMTHA ca MO-4ecTH NPU NMALMEHTH HA BB3PacT Haa 70 roauud, naudedTd ¢ JMadeT HiH
TaKHBAa, KOUTO Ca NPUEMAIIH APYTH JICKAapCTRECHU MPOAYKTH, MOBNHABALIH
pPeHHUH-AHMHOTEH3MH-AI0CTEPOHOBATA cHeTeMA, B 4acTHOCT ACE muxubuTop WHIH CIIHPOHONAKTOH.

B napenarta no-gony tabnuua ca npeacTaReHMd HEXKEJIAHUTE PEaKLMK OT KIMHUYHHUTE NPOYYUBAHASA U
HOCTMAPKETHHTOBHA OIMHUT.

CHacTeMO0-OpraseH Kiac YectoTa HexkenaHa peakHus
HapyuieHns Ha KpbBRTa H MHoro peaku | JIeBKOHEHMS, HCYTPOTIEHHA H
nUM@HATA CHUCTEMa arpaHyoOHHTO3a
Hapywenus Ha MeTaboinn3Ma | YecTH XHNECPKATHEMHA
XpaHEHETO MHoro peaku | XunoHaTpHeMus
Hapymenus Ha HeprHaTa MHoro peakH | 3amaiiBane, riaBodonue
CHCTEMA
PecriuparopHu, rpys/iHH U MBgoro peaku | Kamnnna
MEIUACTHHAIHH HApyLICHUS
CBI0BH HapyIICHHSA HectH XHIIOTOHUS
CToOManHo-4YpeBHH HapylIeHHUs Mmuoro peaku | ['anene

C Juapus

HEU3BECTHA

4EeCTOTA
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CHcTeMO-0praHeH KIac YecToTa Hexe1aHna peaknus
Xenaro-OMnmuapHd HapyLIeHUs Muoro peaku | Ilopuuagate Ha yepHOAPOOHHTE
€H3HMM, OTKJIOHEHHS B YePpHOApoDHATA
dYHKIUUSA WIK XenaTuT

Hapywienns Ha koxara u MHoro peakd | AHrHoeaeM, OOpHB, YPTHKAPHA,
NOAKOXKHATA ThKaH IPYPHTYC
HapylueHus Ha Muoro peaku | bonxu B repba, aprpanrys, MHaAJIrHs

MYCKYJIHO-CKCJICTHATA CHCTCMA N
CECOIHMHUTETHATA ThKaH

Hapymexnsa Ha 0p0peuTe U YectH bsOpeuHo yBpeKaaHe, BKIIOUHTEIHO
MHKOYHUTE THTULLA ObOpeuHa HenOCTATHLYHOCT NPH
YYBCTBUTENHY NAHMEHTH (BXK.
TOo4Ka 4.4)

Jdabopamopnu pezyamamu
XunepkanueMmus 1 Os0peuHO YBEpeXkiaHe ce pa3BMBAT YECTO NIPH NALIHEHTHTE, TeKYBaHH ¢ ATaKaH[

0 NOKa3aHue ,,ChbpAcyHa HeAOCTATLYHOCT . | IpenopbuBa ce NnepHOIUIHO MOHHTOPUPAHE Ha
KPEeaTHHHAHA U Kanvs B cepyma (BxK. Touka 4.4).

CrobimapaHe Ha NOAOIMPAHN HEXKENAHH PEaKilHU

CrofwagaHeTo Ha MOJ03UPaHH HEXeJlaHW PEaKIHM Clel pa3pelllaBpaHe 3a ynorpeba Ha JiekapCTBEHUA
NPOAYKT € BaKHO. ToBa MO3BONABA Aa NPOAL/KH HAGMIOAEHHETO Ha CHOTHOLIEHHETO TONI3a/PUCK 33
JACKAPCTBEHUS MPOAYKT. OT MEARITUHCKHUTE CIISLIMANHMCTH ce M3HCKRa a2 choOLLABaT BCAKa
NOAO3MpaHa HEXXENaHa peaKkumA J0:

briarapuas

H3menHUTENHA areHUHS 10 JIEKApPCTBATA
yia. ,,JlamaH ['pyes” No 8

1303 Cothus

Ten.: +359 2 8903417
yebcaliT: www.bda.bg

4.9 Ilpeno3upane

Cumnmonmiu

Ha 6asara Ha dapMaxoJIorHYHE CHOOpakeHHS, OCHOBHATA MPOABA HA [IPEIO3UPAHE € BEPOATHO Ja
6bJe CUMIITOMAaTHYHA XUIIOTOHMA WM 3aMaiiBade. B eIMHHYHUTE CHOOIIEHUA 34 CJIYUYaH Ha

npenoszupade (a0 672 mg xkaHaecapraH HWICKCETHIT) Bb3CTAHOBIBAHETO MPH BH3PACTHUTE MALIHCHTH €
6o rnagko.

Hoeeoenue

AKO ce pa3BHEe CHMITOMATHYHA XHIIOTOHUSA, TPAOBA Aa C¢ 3aMOYHE CHMATOMATHYHO JIEYCHHE U Ja Ce
CHCIAT KH3HEHUTe nokasaTtenu. [lanueHTsT TpAOBa 1a ce TOCTAaBH B MOJIOMKEHHUE MO I'Pho ¢
MOBAWIHATH JONHH KpalHHIM. AKO TOBA HE ¢ JOCTATHYHO, [U1a3MeHHnaT o0eM TpaA0Ba Ja ce MOBULIH
Ype3 BIMBAHHKA — HAIPHMep Ha M30TOHHYEH pa3TBOP HATPHEB XJIOpUA. AKO H30POCHHTE MEPKH HE ca
ROCTATBYHH, MOraT Ja Ce MPUIOXKAT CUMITATHKOMUMETHLIH.

Kamnjiecaprad He ce OTCTpaHsBa Ype3 XeMOJUAITH3a.

3. OAPMAKOJOTHYHA CBOUCTBA

3.1 dapMakoAHHAMHYHH CBOlicTBa
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dapmMakoTepaneBTHYHA IpyNa: AHTArOHUCTH Ha aHTMOTEH3MH 11, camoctogTenHo, ATC koa!
CO9CAQ6

MexaHHM3bM HA ACHCTBHE

AHruoreHsmt Il € OCHOBHHUAT BA30aKTHBEH XOPMOH OT PEHHH-aHTHOTEH3UH-aJ1A0CTEPOHOBATA
CHUCTEMA M Urpae pois B NaToPpU3MON0rHaTa Ha apTepHantaTa XHIepTOHHs, Chp/euHaTa
HEZOCTATBHUYHOCT U APYTH CBPJACYHO-CBHAOBU HapyllueHus. 10 CBblUO Taka urpae poid | B
IATOT€HE3aTa Ha TEPMHHANHATA opranda xuneprpodus 1 yepeana. OCHOBHMTE (GH3UONOTHYHH €PEKTH
Ha aHTMOTEH3MH 1, KaTO Ba30KOHCTPUKLKSA, CTUMYJIAIMS HA aiJIOCTEPOHOBATA CEKPELHA, pEryaatlts

HA BOJIHO-COJICBATA XOMEOCTAa3a U CTHUMYJIALHMA HA KJIETHYHHA PacTexk, C€ MeUMpaT 4pes3 peUenTopa
ot 1 Tun (ATh).

PdapMakoAHHAMUYHU edeKTH

KanpnecapTan LHIEKCETHI € IIpe/UIeKapeTBO, MOAXOAAILO 32 MepopayiHa ynoTpeda. To# ce npespbina
Obp30 B AKTHBHOTO BEINIECTBO KaHAecapTaH, Ype3 ecTepHa XHAPOIM3a O BpeMe Ha pe3opOLusTa B
racTpouHTecTHHAIHHA TpakT. Kannecapran ¢ AIIPA, cenexTuseH ciipamo AT peuentopure, KOKTO
ce CBbP3Ba 3/paBo ¥ DaBHO ce 0cBoOOXKAaBa OT peuenrropa. Tol HAMa aroHHCTHYHA aKTHBHOCT.

Kanziecapran He uaxudupa ACE, xoiTo KOHBEPTHpa aHNMOTEH3HH | B aHrHoTeHsyH 11 1 pasrpaxa
OpanuxkuHuHA. He oka3Ba Be3aeiicTere BopXy ACE u He noTeHuUMpa AeHcTBAETO HA OPaTUKHMHUH H
cybcranuma P. B koHTponvpannTe KIMHHYHK APOYYBAaHUS, CpaBHABAINH KaHgecapTan ¢ ACE
HHXUOHUTOPH, MIPH NOJYyYaBAIIKMTE KaHACCAPTAH HWICKCETHWI NALWEHTH YeCTOTaTa Ha Pa3sBUTHE HA
KalUTHIA € no-Hucka. Kauaecapran He ce ¢BEp3Ba KbM H HE HHXUOUPA APYrd XOpMOHAIHH
peLenTOpH HIH HOHHH KaHAIH, 32 KOHWTO € H3BECTHO, Y€ ca OT 3HAYEHHE 3a ChbPAEYHO-ChIOBaTa
perynauusa. AHTaroHU3IMBT CIIPAMO pelienTopure 3a aHrHoreHsuH 11 (AT) Boau 10 0303aBHCHMO
NOBHIIABAHE HA TWIA3MEHHMTE HHBA HA peHWHA, aHTHOTeH3UH | M aHrHoTensuH 11 U MoHH>KaBaHe Ha
IUIA3MEHATA KOHLEHTPALlMA Ha alIOCTEPOHA.

Kinangna edukacHoOCT B 0€30mMacHOCT

Xunepmonus

ITpu xUNepTOHHA KaHACCAPTaH Npeu3BHKBa JO303aBHCHMA NPOABIDKUTENHA PeAyKUHA Ha
apTepHATHOTO HATATaHE. AHTUXUNIEPTEH3UBHUAT €PCKT C€ AB/DKH Ha [TOHKEHOTO CHCTEMHO
nepudiepHO ChnpoTHBIeHHUE Oe3 pednekTOPHO NOBHIIABAHE HA ChpAcyHara wectoTa. Hama mannu 3a
CEPHO3HA WIH NPEKOMEPHA XUIIOTOHHS CJIE/ IPHEMA Ha MThPBATa Ao3a Wiy 3a rebound edexT cnen
CIIHPAHE HA JICYEHHETO.

Cnen npuioXkeHHe Ha eJHOKPaTHa 103a KaHAeCcapTaH IIICKCETHII, HA4YI0T0 Ha aHTHXHNEPTEH3UBHHA
ed)eKT HACTHIIBA OOHKHOBEHO B paMKHTE Ha 2 4aca. IIpH npoar/kUTeNiHO ieyeHHe OCHOBHHEAT A4JT OT
MOHUKEHHUETO HA apTEPHAIIHOTO HAATaHE MPH NIPHEM HA KOATO H 12 € 1033, OOMKHOBEHO €€ NOCTHra
B PAMKHTE HA YETHPH CEAMULIM U C€ 3aIbpAa [PH ABITOCPOUHO NeUeHHe., Criopen MpOBEeACH
MeTa-aHaJIN3, CPEAHHAT JONBJIHUTENEH eheKT Ha MOBMINABAHETO HA jo3aTa oT 16 mg na 32 mg
€/IHOKPATHO JHEBHO € MambK. KaTo ce B3eMe NpeaBu # MHTePUBIUBHYaNHATAa BAPHACHITHOCT, IIPH
HAKOM MALUEHTH MOXE 1A ce 04yakKBa eeKT, HAAXBLPAALI cpeanyd. Kangecaprad HHIEKCETHIL, IPUET
€JHOKPATHO THEBHO, OCHIYPABa ¢(PEKTHBHO ¥ paBHOMEPHO NOHWKABAHE HA APTEPHANTHOTO HANATAHE B
NpOARIDKEHHe Ha 24 yaca, ¢ MaJika pa3iiHKa, B paMKHATe Ha JO30BUS HHTEPBAJ, MEXKIY MaKCHMATHU
edexT U edekTa B Kpas Ha JO3OBUA MHTEpBaN. B 1Be paHAOMU3UPAaHHU, IBOHHO-CJIENH ITPOY4BAHUA Ca
H3CJICABAHA AHTUXHTIEPTEH3UBHHUA ¢PEKT U NMOHOCKMOCTTA HA KaHJIecapTaH, U JIocapTaH NpH oduio
1 268 nauHenTH ¢ Ieka A0 YMSPEHO TCKKa aprepMaiHa Xuneprouus. PeqykuusaTa Ha apTepHaJHOTO

KaHgecapTaH LunekceTwn 32 mg eqnokpatHo aneeHo U ¢ 10,0/8,7 mmHg mpu npu
Kasmvi 100 mg eAHOKpATHO AHEeBHO (pa3idka B peIyKLHATA HA APTEPHAIIHOTO H
3,1/1,8 mmHg, p< 0,0001/p< 0,0001).

KoraTto KkaHaecapTaH LMJICKCETHI ¢ W3MO0JI3Ba 3a€THO ¢ XHPOXIOPOTHAZH, eek it ,f'
TMOHIKABAHETO HA APTEPHAIHOTO HATATAHE € afUTUBEH, IIOTEHUMPAHE HA AHTHXHITIE BHBHHH
-“til B *oi*‘"
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ehekT ce HabMOaaBa U NP KOMOWHKMPAHE HA KaHAECAPTaH LKMAEKCETHIT ¢ aMIIOIMMTHH HITH
dhenogUnuH.

JlekapCTBEHHUTE NPOAYKTH, KOUTO ONIOKAPAT PEHUH-aHIHOTEH3HH-a/1A0CTEPOHOBATA CUCTEMA, MMAT
no-c1ab eeKT MpH YEPHOKOKH MALMEHTH (KOHTO 00HUalfHO ca HUCKO pEHHMHOBA NMOMNYIALiysA ),
OTKOJIKOTO [1pH He-YepPHOKOKHM nauueHtd, ChIUIOTO BAXKH M 3a KaHaecapTad. B OTKpHTO NpoyYBaHE HA
KIHHHYHHA OmuT opu 5 156 nanMeHTH ¢ JMacTOIHA XUNEPTOHUS, PEAYKLUHIATA HA apTEPHAIHOTO
HaJTATaHe TIPH JCYCHHE ¢ KaHaecapTaH € CHrHHMUKAHTHO 10-Ciiado U3paseHa NMpH 4ePHOKOXKH,

OTKOJIKOTO IIPH He-4epHOKoXU nauuentk (14,4/10,3 mmHg cpemy 19,6/12,7 mmHg,
p< 0,0001/p<0,0001).

Kangecaptad nopuiaBa 6p0pecUHHA KPEBOTOK H/HITH HAMA e(EKT BbPXY CKOPOCTTa Ha ITIOMEPYJIIHA
JunTpalms, WiK 1 MOBHLIABA, IOKATO OBLOpeuHaTa CbAOBA PE3UCTEHTHOCT H PUITPallHOHHATA
dpakuua ce NOHWKABAT. B 3-MeceyHo KIIMHHYHO Npoy4YBaHe MpH NaHKWCHTH C apTepyaliia
XHIIEPTOHUA M 3axaped AMabeT Tun 2 ¢ MUKpOoaIOYMUHYPHS, AHTUXHITEPTEH3UBHOTO JICHEHHE C
KagJecapTaH HHICKCETHT HAMANNABA eKCKpeuMATa Ha aATbyMUH B ypuHATa (CBOTHOLIEHHE
anbyMuH/KpeaTHHHH, cpeano 30%, 95% Cl 15-42%). KsM MoMeHTa HAMA JaHHH 3a e(ekTa Ha
KaHAecapTaH BLPXY AporpecHsaTa kbM auaderHa HepponaTus.

Edekrure Ha KaHAecapTaH HuiiekceTun 8-16 mg (cpeaHa no3a 12 mg) eHOKPATHO AHEBHO, BHPXY
CBPASYHO-CBHAOBATA 3a00JICBAEMOCT H CMBPTHOCT, Ca OLIEHEHU B PAHXOMH3HPAHO KIIMHHYHO
npoyueaHe npu 4 937 naupentu B crapyecka pp3pact (70-89 rogunu; 21% na pp3pact 80 HIH nopeye
TOAHMHH) C JIeKa IO YMEPEHO TeXKKa apTepHATHA XHIEPTOHHS, NPOCNeAIBaHu cpeaHo 3,7 roinHu
(IIpoyuyBaHe BbpPXY KOTHATHBHUTE CITOCODHOCTH M IIPOrHO3a MpH MalHeHTH B CTApUCCKa Bb3pacT
(Study on COgnition and Prognosis in the Elderly). IlauseHTHTe ca nippeMany KaHaecapTaH
LUNEKCETHI WIH Miaueto ¢ fobaBsaHe NMpH HYKAa Ha Apyro aHTHXHITEPTEH3UBHO CPEJICTBO.
ApTepUanHOTO HaJsAraHe nokaspa noHmwkaeade o1 166/90 no 145/80 mmHg B rpynara Ha
kaHaecapTaH 4 oT 167/90 go 149/82 mmHg B kourponHara rpyna. 11lo oTHONEHHe Ha MBPBAYHATA
KpaiiHa TOUKa — 3HAYHMH ChpPEYHO-ChIOBH ChOMTHA (CEPACHHO-CHI0BA CMBPTHOCT, HE-(AaTalICH
MHCYJIT U He-(haTaleH HHPAapKT Ha MUOKAP/A), HAMA CTATUCTHYECKHU 3HAUYMMA pa3nuka. B rpynara Ha
KaHaecapTal crouTusaTa ca 26,7 na 1000 nanueHtoroaunn cpeiry 30,0 cudUTHA Ha

1000 naugeHTOrOAMHN B KOHTPOAHaTa rpyna (otHocureieH puck 0,89, 95% CI 0,75 no 1,06, p=0,19).

B nge rofieMH paHAOMU3MpaHy, KoETpoaupany knuaugHy winureandsd (ONTARGET (ONgoing
Telmisartan Alone and in combination with Ramipril Global Endpoint Trial, Tekyimo usnurpane Ha

TEIMHUCAPTAH CAMOCTOATEIHO B B KOMOHHALMA ¢ PaMHIIPHI, ¢ rnobanHa KpaiiHa Touka)), VA
NEPHRON-D (The Veterans Affairs Nephropathy in Diabetes, HedponatHa npu quabeT npu
BETEPaHH) € IpoyyueHa yroTpebara Ha koMOuaanus Ha ACE-urmxuburop ¢ anrsorensut 11

peuerrTopeH Ookep.

ONTARGET e npoyuBaHe, npoBeaeHo NpH NAUKUEHTH C AHAMHE3A 3a CHPACYHO-CBAOBO HIH MO3BUHO-
CBAOBO 3a00JBaHe WIK ChC 3aXapeH JHabeT THO 2 ¢ JaHHH 33 YBpPeKAaHe Ha TapreTHUTE opranu. VA
NEPHRON-D e npoyusaHe npH NaLMeHTH chbe 3axapeH auaber tun 2 B quaberHa HedponaTHs.

Te3u npoyuBaHKS HE IIOKA3RAT 3HAYMM OraronpusreH eQexT REpxy Obp0pedHdTe WHITH Chpae4YHO-
ChROBUTE PE3YIITATH H CMBPTHOCTTA, 4 ¢e¢ HabNoAaBa HOBHIIEH PUCK OT XUIIEPKATHEMHMA, OCTPO
OBOpPEeUHO HAPYIIEHHE W/ M/TH XHITOTOHHWA, B CpaBHEHWE ¢ MOHOTepanuaTa. Karo ce HMaT Nnpe/iBU
nopoOHUTE PapMaKko/IHHAMHYHH CBOMCTBA, TE3U PE3YJITATH C€ OTHACAT ChINO Y 33 JAPYTUTE
ACE-unxuburopu 1 aurnorensus Il peuenrropru 6riokepn.

Ilopanu Tosa, ACE-HHXHOHTOPHTE H aHTHOTEH3HMH I penienmmropHuTe ONOKEPH HE TP
H3N0JI3BAT €AHOBPEMEHHO NMPH MALMEeHTH ¢ JuadeTHa HePpPOTIaTHA.

ALTITUDE (Aliskiren Trial in Type 2 Diabetes Using Cardiovascular and Renal D > Epipomt:
KNHHHAYHO M3NHTBAHE Ha AIMCKUPEH MPH AxadeT THIl 2 CbC CHPASYHO-CHLJIOBHTE H 6%6‘11;! TR
3a00/IBaHMS KATO KPalHHH TOUKH) € NMpOy4BaHe, NpeIHA3HAUEHO /1a TeCTRA Non3ara oF G@ﬁﬁﬂHETO g
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ATUCKMpPEH KbM cTangapTHa Tepanusi ¢ ACE-uaxubutop wnn anrnotensux Il peuentopen oiokep npu
NAUMEHTH ChC 3aXapeH apadeT THN 2 M XpoHHYHO 0b0peduHo 3abonaBane, ChPAECHHO-CBAOBO
3abonsBaHe WK U aBeTe. [[poyuBaHeTO € MPEeKpaTeHo MpekICBPEMEHHO, [IOPAJH NMOBUILECH PUCK OT
Hexenanu pe3yatati. ChpAeYHO-ChORATA CMBLPT U MHCYITHT, M IBETEe CbOUTHS B YMCEHa CTOHHOCT,
¢a M0-4€CTH B IPYNATa ¢ AIHCKUPEH, OTKOIKOTO B IPyTaTa ¢ naauefo, a HexxenaHuTe ChOUTHA U
CEPHO3HNTE HEXEIAHH ChONTHA OT crienyalieH HHTepec (XMMEPKATHEMHUs, XMITOTOHUS W OBOpeUHa
AUCGYHKLMSA) Ce CLOOLIABAT MO-YECTO B IPYIaTa ¢ ANUCKUPEH, OTKOJIKOTO B Ipynara ¢ miauebo.

lleduampuuna nonyaayus — apmMepUAIHG Xuhe proHus

AHTHXHWIICPTCH3IMBHUTE CPEKTH HA KAH/IECAPTaH Ca OLCHEHH TIPH Jelia ¢ apTepHallHa XHIICPTOHHA Ha
BB3pacT OT 1 40 < 6 roguu H oT 6 10 < 17 rOAMHM B JBe paHAOMU3IHPAaHH, ABOHHO-CJICTIH,
MHOTOLIEHTPOBH, 4-CeIMUYHH MPOYYBAaHHSA 3a ONPESACAAHS HA A030BUA O0XBAT.

I[Ipu neua Ha BB3pact ot | z0 < 6 rogunn, 93 nausentn, 74% ot kouto ca ¢ 6nbpeuHo 3abosgBaHe, ca
paHIOMHM3MPaHH Ja MOTy4YaBaT Npes yerara CyCHeH3us kagaecapran uunexcetun 0,05; 0,20 unu

0,40 mg/kg peaHEkK aHeBHO. OCHOBHHAT METOJ 3a aHAJTH3 € BE3 OCHORA Ha HAKJIOHA Ha KpUBATa Ha
3aBHCHMOCTTA Ha CHCTOJIHOTO apTepHando Hajsarane (CAH) ot gosara. 3a Tpure 103HPOBKH Ha
kaHgecapran wunekceTni CAH u quacronnoro aprepuanto Hamsrare (JIAH) nokassaT noHH:kapaHe
¢ 6,0/5,2 no 12,0/11,1 mmHg B cpagHeHHe ¢ U3XOAHUTE CTOMHOCTH. Bee max, IoHeXe JIUIICBa rpyna
Ha Taleo, JeHCTBUTENHaTa BENNYHHA Ha €PEKTa BbpXy apTepHaiHOTO HAMIATAHE OCTaBa HECUTYPHA,
KOETO MPaBH TPYIHA 3aKNIOYHTEIHATA OLIEHKA Ha CHOTHOMICHUETO 110133/PHUCK B Ta3W Bh3pacToOBa

rpyna.

ITpu neua Ha BB3pacT ot 6 a0 < 17 rogunn, 240 nalpeHTH ca paHJIOMH3HpaHH B CBOTHOLIEHHE
1:2:2:2, 3a Aa moJTyyaBaT [miaLeto, HUCKa, CPeIHa WK BHCOKA 103a KaHjaecapTaH uunekceTi. [lpu
Jeua ¢ TesecHo Temo < 50 kg, 103MpoBKUTe HA KaHAecapTaH LMIekceTHn ¢a 2, 8 wid 16 mg BeAHbK
nueeHo. [IpH Aena ¢ TenecHo Terio > 50 kg N03MpOBKATE HA KaHecapTaH nuiekceTni ca 4, 16 wiu
32 mg Beannxk aHeBHo. KaHaecapran B ocpeaHena nosa HaMansasa CAH B noko# ¢ 10,2 mmHg
(P<0,0001) u TAH B nokoii (P=0,0029) ¢ 6,6 mmHg, B cpaBHEHHE ¢ H3XOIHUTE CTOHHOCTH. B
rpynara Ha muane6o ceio ¢e ycranosasa penykuua ¢ 3,7 mmHg na CAH B nokoii (p=0,0074) u ¢
1,80 mmHg Ha JIAH B nokoit (p=0,0992), 8 cpaBHECHHE ¢ H3XOAHUTE CTOMHOCTH. BHOpexku roneMus
wiaue6o epeKT, BCHYKH OTACIHH ZO3HPOBKH Ha KaHAecapTaH (KaKTO M OCPEeAHEHATA 103a) rIoKa3Bar
3HAYHMO TTPEBB3XOACTBO B CpaBHeHHe ¢ Tualedo. MakcHManeH OTroBop 1o OTHOIUCHME Ha
MIOHKXKABAHCTO HA apTepHANIHOTO HANIAraHE IPH Aela ¢ TeJleCHO Terno noA W Haxa 50 kg ce noctura
npH 1034 CHOTBETHO § mg ¥ 16 mg, KaTo ciel Ta3u CTOHHOCT €EKTLT € B IVIATO.

OT BKIIOUEHNTE NauueHTH 47% ca uepHOKokHM U 29% ca OT KEHCKH NOJI; cpeiHaTa Bh3pacT +/- SD e
12,9+/-2,6 ronuum. [Ipu neua Ha B3pact o1 6 10 < 17 roquay ce HaOIIO1aBa TEHAEHLMA 32
HaMaABaHe Ha epeKTa BLPXY ApTCPHATHOTO HANATAHE MPH YCPHOKOXKMUTE MALIMCHTH B CPaBHEHHE C
HE-YEePHOKOXHTE.

Covpoeuna HedocmamuvyHocm

JleueHueTo ¢ KaHAecapTaH LMISKCCTHII HAMAISABA CMBPTHOCTTA, HAMANABA XOCIMTAJIH3ALHHUTE 3
ChpJICYHa HEAOCTATHYHOCT, K NOAOOPABA CHMITTOMHUTE NPH MALIMEHTH C JICBOKAMEpHA CHCTOJTHA
AUCHYHKLIMA, KOETO ce aeMOoHCTpUpa ot nporpaMara CHARM (KangecaptaH npH ¢bp/ieyHa
HEJOCTATHYHOCT — OLICHKA HA PEAYKIUATA Ha CMBPTHOCTTa # 3a0oneBaemoctra (Candesartan in Heart
failure — Assessment of Reduction in Mortality and Morbidity)).

Ta3u wianedo-KoHTpoNUpaHa, ABOHHO-CIANA IPOYYBATENIHA [IPOrpaMa IpH MalHeHTH ¢ XpOHHYHA

npoyusauusd: CHARM-Alternative (n=2 028) npu nauuerutn ¢ LVEF (n1esoxamepna
u3TinackBaHe) < 40%, kouto He ca iekyBaHH ¢ ACE-uHXHOUTOpP nopaau HEMMOHOCHMG!
nopaau kawnuna, 72%), CHARM-Added (n=2 548) npu naumentu ¢ LVEF < 40%
nekyBaHd ¢ ACE-uaxuburop, 1 CHARM-Preserved (n=3 023) mpu naguenTH ¢ L

[lanpenTHTE HA orTuManHa Tepanus 3a XCH Ha M3XxoaHO HABO ca paHIOMH3HpaHH !
manedo HITH KanJecapTaH NMIEKCETHI {TUTpUpaR oT 4 wid 8 mg eTHOKPaTHO ﬂHeB
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eJHOKPAaTHO JHEBHO WIH 0 HalH-BHCOKATA IMTOHOCHMA [103a, CpeJHa A03a 24 mg) n ca npocneasBaHH
cpeano 37,7 Mecena. Cnea 6-MeceqHo nedeHue 63% oT nauueHTHTe, NpoAbJKaBally Aa Npuemar
KaHaecapTaH uniekcetun (89%), ca OWIM Ha TapreTHara ao3a oT 32 mg.

B CHARM-Alternative cbcTapHaTa KpailiHa TOUka OT ChPACYHO-CHA0BA CMBPTHOCT HITH NNBPBA
xocnuTanuzanus 3a XCH nokasea 3HauMma peayKUMA 3a KaHAecapTaH B CpaBHEHHE ¢ mianedo,
koeduuuedT Ha puck (HR) 0,77 (95% CI: 0,67 ao 0,89, p< 0,001). Tosa croTBeTCTBA HA PeIYKIIUA HA
penaTHBHMS pUck 23%. Tazu KpakHa Touka ce yctaHogasa IpH 33,0% OT MalHEHTUTS HA KaHAecapTaH
(95% CI: 30,1 no 36,0) u npu 40,0% ot maunenture Ha naauedo (95% CI: 37,0 no 43,1), karo
abconroTHara paznvka ¢ 7,0% (95% CI: 11,2 mo 2,8). 3a isnata npoabLIKHTETHOCT HA TIPOYYBAHETO,
OposAT MAUHEHTH, KOUTO ¢ TpAOBaio a4 ObaaT JIeKyBaHH, 32 Jia ce MPEAOTBpaTH €IMH CMBPTEH Clly4an
OT CBPACYHO-CHIOB HHIHIEHT HITH XOCTHTAIH3AMMS 34 JIeYSHUEe HA ChPACYHA HEJOCTAThYHOCT € 14.
CobcTaBHaTa KpaiiHa TOYKa OT CMBPTHOCT, Oe3 3HaYeHHEe HA NPUYHHATA, HWIH ITEPBA XOCIIHTATH3AIHA
3a XCH cb11o nokasea 3Ha4MMa peayKIis B rpynaTta Ha kaHaecapran, HR 0,80 (95% CI: 0,70 no
0,92, p=0,001). Ta3u kpaitHa Touka ce ycTaHOBABa IpH 36,6% OT NauMeHTHTE Ha KaHAecapTaH (95%
Cl: 33,7 10 39,7) 1 42,7% ot nardenTuTe HAa nnauebo (95% CI: 39,6 1o 45,8), kato abconoTHaTa
paznuka e 6,0% (95% Cl: 10,3 no 1,8). H npu AraTa KOMIIOHEHTA HA Ta3H CHCTABHA KPAHHA TOYKA —
CMBPTHOCT M 3aboneBaeMocT {(xocnuranusauua 3a XCH), naHHHTE rOBOPAT 3a ONaronpUATHHATS
eteKTH Ha KaHaecapTtad. JledeHHeTo ¢ kaHaecapTaH [UIEKCETHI BOOU 10 MOA0OPEHHE MO OTHOLLCHHE
Ha ¢yHkuHoHaIHUA Kiac o NYHA (p=0,008).

B CHARM-Added crcraBraTa KpafiHa TOUKa OT ChPAE4YHO-CHA0BA CMBPTHOCT WM THpBa
xocnuranu3auud 3a XCH nokassa sHauuMa pefyKLyd 3a KaHJecapTaH B cpasHeHHe ¢ nnanedo, HR
0,85 (95% CI: 0,75 no 0,96, p=0,011). Tora crOTBETCTBA Ha peflaTUBHA PEAYKLHS Ha pUcKa ot 15%.
Tazu kpaiina Touka ¢ ycraHoseHa nipu 37,9% ot nanuentute Ha kaHnecaptas (95% ClI: 35,2 no 40,6)
1 42,3% ot naumenTHTe Ha ranebo (95% Cl: 39,6 no 45,1), xato aGcomoTraTta pa3nuka e 4,4% (95%
CI: 8,2 no 0,6). 3a 1s1aTa NPOALIKHUTEIHOCT HA NPOYYBAHETO OPOAT NalHeHTH, KOWTO TpaA0Ba na
ObaaT IEKYBAaHH, 3a Ja ¢€ OPeAoTBPATH €JIMH CMBLPTEH CIyYail OT CEPAEYHO-CBIOB HHUHICHT WK
€/lHA XOCTIMTAIU3ALMA 3a IeYeHHe Ha ChPASYHA HEIOCTATBYHOCT, € 23. CbCcTaBHATa KpalHa TOYKA OT
CMBPTHOCT, O€3 3HaYeHHe Ha MPUYKHATA WIH ThpBa XocnuTanu3aums 3a XCH, cblloe nokasea
3HAYHMA PSAYKLUMA B rpynara Ha kangecaptad, HR 0,87 (95% CI: 0,78 no 0,98, p=0,021). Tazu
KpaifHa TOUKa € yCTaHOBeHa NpH 42,2% oT nauueHTHTe Ha KaHaecaptaH (95% CI: 39,5 10 45,0) u
46,1% ot naupenTHTe Ha wiaueto (95% CI: 43,4 mo 48,9), karo abcomoTHaTa paznvka e 3,9% (95%
CI: 7,8 no 0.1). U apaTa KOMNOHEHTA HA TE€3H CHCTABHH KPAMHH TOYKH — CMBPTHOCT H 3a00J1€BaeMOCT
(xocnuranuzanui 3a XCH), nonpunacsr 3a GnaronpuaTHUTe epeKTH HA KaHAecapTaH. Jleuernnero ¢
KaHASCAPTaH MWICKCETHI BOAM /IO NOA0OPEHHE 10 OTHOIICHHE Ha PyHKuMoHamHHA Kkiac no NYHA

(p=0,020).

B CHARM-Preserved He ce nocTura CTaTHCTHYESCKH 3HAYMMA PEIYKLH 110 OTHOIIEHHE HA
ChCTABHATA KpaliHa TOUYKa OT ChPACYHO-ChI0BAa CMBLPTHOCT WIH hpEa Xxocnuranusauud 3a XCH, HR
0,89 (95% CI. 0,77 no 1,03, p=0,118).

CMBpPTHOCTTA, O3 3HaUEHHE Ha NPUYMHATA, HE MOKA3BA CTATHCTHYECKH 3HAYHMH Pa3IH4Ms, KOTaTO Ce
W3CEBA NOOTAEIHO BBB BCAKO OT TpHTe npoyusaums CHARM. Obaue, cMbpTHOCTTa G€3 3HAYEHHE
Ha [PHYMHATA, € OUEeHEHA ChIIo B cOopHH nomynaunn — CHARM-Alternative 1 CHARM-Added, HR
0,88 (95% CI: 0,79 no 0,98, p=0,018, xaxto 1 BBEB BcHukuTe TpH npoyuBanus, HR 0,91 (95% CI: 0,83
no 1,00, p=0,055).

bnaronpuarHuTe eeKTH HA KaHZiecapTaH NMOKa3BaT cTabWIHOCT 0e3 3HaueHue OT Bb3pacTTa

naudeHTHTe nNpueMar ACE-unxubutopa B mpenopbyaHara B pbKOBOICTBATA 34 JieUue
Jo3a.
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66J10HP06HOT0 KanWiApHO HANATAHC HA BKIIMHABAHE, NMOBHINABA MJ1a3MEHATA PECHHHOBA AKTHBHOCT U
KOHLUCHTpPAIINATA Hd AaHMMOTCH3HH ", H ITOHU>KaBa HUBATAa Ha alaoCTEPOHA.

5.2 PapMaKOKHHETHUYHH CBOHCTBA

Abcopbyun u paznpeoenenue

Crnen nepopalieH NpHeM KaHAeCApTaH LMIIEKCETHI Ce NMPeBphIlia B aKkTHBHOTO BEII[ECTBO KaHACCapTaH.
Crie pHeM Ha MepopasicH pa3TBOP Ha KaHJecapTaH LHICKCETH, a0COMOTHAaTa OHOHATHYHOCT Ha
KaHaecaptaH e npudtnuznrenno 40%. B cpaBHeHUe cbe CHLIMA IEpOPAICH Pa3TBOP, OTHOCHTEIHATA
GHOHATMYHOCT Ha TabneTkuTe € NPHONU3HTENHO 34% ¢ MHHKMMAlIHa BapHabunHocT. ClieIoBATENHO
oyakBaHaTa abconroTHa SuoHanM4YHOCT Ha TalueTkuTe € 14%. CpeliHaTa THKOBA IU1a3MEHA
koHueHTpauus (Cpax) ce moctura 3-4 yaca cien npueMa Ha tabnerkara. IlmazMenara KOHUEHTpaLUA
HA KaHJECCapPTaH HAPACTBA JIHHEHHOC ¢ NOBUIIABAHE HA A034Ta B PAMKHTE Ha TCPAN¢BTHYHHUA HHTCPBAJl.
He ca HabmionaBaHu pasfintiys BbB (PapMAKOKMHETHKATA Ha KAHASCAPTaH B 32BUCHMOCT OT MOJIa.
[Lnonira noa xpuBara wiazMesa KoHUeHTpalus — BpemMe (AUC) Ha kaHA€CcapTaH HE C€ MOBNHUABA
3HAYHUMO OT NpHEMa Ha XpaHa.

KanjecapraH ce CBbP3Ba BBB BHCOKA CTEMeH ¢ IUlasMeHuTe npoternu (Han 99%). [IpuenaHuar obem
Ha pa3npeaesieHHe Ha kaHgecapras e 0,1 kg,

buonannuHocTTa Ha KaHaccapTaH HE CC IIOB/IHABA OT IIPHEMaA Ha XpaHa.

buompancgopmayua u enumunupane

KaHaecapTaH c¢ eNnUMHUHHPA NPEAKMHO HEPOMEHEH ¢ YPHHATA H AJIBYHHA COK, KaTO CaMO B MaJIKa
CTEIEH ce elIMMUHUPA upe3 yephoapobHa tpancopmanus (CYP2CY). Ot HanM4HUTE NMPOYUYBAaHUA 32
B3aHMOJCHCTEHA HAMA JadHH 3a edekT Bppxy CYP2C9 1 CYP3A4. Bb3 ocHOBA Ha In Viiro JaHHUTE
He ce OYaKBa in vivo Ja HaCTbIId B3aHMOJIEHCTBHE © JIEKAPCTRA, YHeTO MeTabOIM3UpPaHe 3aBUCH OT
n3oeH3uMHETe Ha UHTOXpoM P450 CYPIA2, CYP2A6, CYP2C9, CYP2C19, CYP2D6, CYP2E] unu

CYP3A4. TepMHHAIHHAT NONYKHBOT HA KaHAecapTau e npubnusurento 9 gaca. 1Ipu MHOrokpareH
IpHEM HE KyMYJIHpa.

ToTanHusAT Ia3MeH KITHPLHC Ha KaHgecapTal e okono 0,37 ml/min/kg, mpH OBOpedeH KITHPBHC
okojo 0,19 ml/min/kg. brOpeyHOTO ENMUMHHHpPaHE Ha KAHAECAPTAH C€ OCHIICCTRABA KAKTO Upe3
rmoMepyJsiHa GUITTpaiys, Taka U Ype3 akTUBHA TyOynHa cekpeuusa. Cnep nepopanicH npueM Ha
MapkepaH ¢ *C KaHaecapTaH WWISKCeTUN, ¢ YPHHATA Ce eKCKPeTHpa NpHOAM3NTENHO 26% ot
[IPHETATa 032 KaTO KaHaecapTaH U 7% KaTo HeakTUBeH MeTabONHT, IOKATO BhB eleca ce OTKPHBAT
npubnuznTesHo 56% oT no3ara Kato kaHpecaptad # 10% kaTo HeakTHBeH METabONHT.

QapMAKOKUHEMUKA BOU CREYUQTHI RORYAAYUY

B cpaBreHHE ¢ MITAAMTE XOpa, IIPY NALMEHTHTE B CTapyecka Bb3pacTt (Had 65 roguiH) Cmax 1 AUC ce
[IOBHILABAT CHOTBETHO ¢ npubansuTenno 50% u 80%. Obaye cnen npunoxkeHa n03a ATakaH
NOBJIMABAHETO HA APTEPHUANHOTO HAJIATAHE U PA3BUTHETO HA HEXKEIIAHH PEaKIMH ¢a CXOHH MpH
MIIaINTE MAUCHTH M [IPH TE€31 B CTAPYECKa Bb3pacT (BXK. Touka 4.2).

B cparHeHHE ¢ mauMeHTHTE ¢ HOpMaJiHa ObOpedHa QyHKLUHAA, MPH MHOTOKPATEH MPHEM OT NALHCHTH C
JIEKO JI0 YMEPEHO TEKKO OhOpedHo YRpexaAaHe, Cmax H AUC Ha kaHecapTaH ¢¢ NOBUIIIABAT
¢chOTBETHO ¢ mpubnusurento 50% u 70%, Ho t,;, He ce normHsARa. CBOTBETHUTE TIPOMCHH [1PH
MAIHEHTH ¢ TEXKO OROpeuHo yBpexaaHe ca ¢boTBeTHO pubu3utento 50% u 110%. [Ipu nanuexTty
C TEXKKO OLOPEUHO yBpeKaaHe, TEPMHHAHHAT ty, npuOIM3uTenHo ce yaeoaea. AUC Ha kaHaeca

npubnuzuTento 20% B egHoTo poy4sane U 80% B Apyroro npoydypaHe(BXK. TOYKA
[IPH NALKEHTH C TE€AKKO YEPHOAPOOHO YBPEKIAHE. \
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lleouampuuna nonyiayus

PapMaKOKHHETHYHHTE CBOHCTBA HA KaHCCapTaH ca OLICHEHH B IB€ (JapMaKOKHHETHYHH NPOYYBaHus
HA NPWIOKEHHE HA €AHOKPATHH [103M MIPH A€l Ha Bb3PacT OT | 10 < 6 roAHHH H OT

6 no < 17 roauHH.

[Ipx neua Ha Be3pacT or | A0 < 6 roguuy, 10 aeua ¢ TenecHo rerno ot 10 no <25 kg noayyasar
eaHokpartHa 103a oT 0,2 mg/kg nepopanna cycnensus. He ce nabmoznasa kopenanna Ha Cmax 1 AUC ¢
BB3pacTTa HIHK TeNSCHOTO Terno. He ca cs0HpaHi faHHH 3a KnHPBHC, NOPAJU KOETO HE € U3BECTHO
JIAMH B T43H NONYIALMA € BE3MOKHA KOpeJalys MeXIy KIHPBHCa K TENECHOTO TErJI0/Bb3pacTTa.

[Ipu geua Ha BB3pacT oT 6 a0 < 17 roauny, 22 gena nojy4yaBaTr €AHOKpaTHa A03a oT 16 mg TabreTka.
Jiuncea kopesnaius Ha Cpax 1 AUC ¢ pp3pacTTa. Msrnexna obave, Ye TenecHOTO TEMJI0 MMa
3HayuTeNHa Kopenaisd csC Cuax (p=0,012) 1 AUC (p=0,011). He ca cx0upany TaHHH 32 KIIMPBHC,
NopaJu KOETO HE © M3BECTHO Jajld B Ta3H IMOMYJIALMA € Bb3MOKHA KOpenaluus MexXy KIHPBHCA H
TENSCHOTO TEIJIO/Bb3pacTTa.

Jenarta Ha B3pacT > 6 TO/IMHH €a C eKCIMO3HUHH, CXOOHH € TE3H MPH BE3PACTHUTE, NOJYYIWIN ChIaTa
no3a.

DapMakoKMHETHKATA HA KaHJIECApTaH NUWICKCETH He € NMpoYyyBaHa npH NeIHaTpAYHH NAIIHEHTH Ha
BB3pacT < | roauHa.

5.3 IlpenxIMHHAYHH JAHHH 32 6e30MACHOCT

[Ipn KNIHHHYHO MPHIOAMMH 03U HiIMa AaHHU 38 a0HOpMHA CHCTEMHA TOKCHUHOCT HJIH TOKCHYHOCT
Ha TApreTHHATE OpraHy. B npeAXIMHHYHHTE NIPOYYBaHHS 3a 0€30MACHOCT, KaHIeCapTaH BbB BHCOKH
03 OKa3Ba BJIHSHHE BLPXY OLOpELHTe U BHPXY €PUTPOLIMTHHUTE NIOKA3ATEIIH NIPH MHUILLKH, IUTBXOBE,
KyueTa H MauMyHHU. KaHzecapraH npeAuzBHKBA NOHIDKABaHE HA CPHTPOLIUTHHTE MOKA3aTeAH (Opo#i Ha
EPUTPOLIMTHUTE, XeMoroOuH, xemarokpuT). Kagnecapran uHaynupa edektu Bppxy ObOpenure (KaTo
HHTEpCTHUHANICH HepHT, TyOYIHA nunatauus, 6a3oduiHo ouBeTABaHe HA TyOyIHTE; NOBUIIABAHE Ha
JIA3MEHHUTE KOHLIEHTPALIMM Ha YPes H KPEeaTWHHH), KOUTO MOXKE J1a ca B CACACTBHE Ha
XHIMOTEH3UBHUA MY €(eKT, BOAEI A0 mpoMAaHa Ha 6B0peuHaTa nepdysmsia. B qombIHeHHe
KaHAecapTaH HHAYIHPa XHIEPIUIasHa/ xunepTpodHa Ha IOKCTArIOMEpyIHHTe KieTky. CMaTa ce, e
TE3H MPOMEHH CE JbJKAT Ha (hapMakonOrHYHOTO AeHCTBRHE HA KaHAecapTaH. Hsrnexna, ue npH xopa,
Ha TepaneBTHYHU JIO3H KaHAeCAPTaH, XHIIEPILIa3HATa/XUNtepTpohHaTa HA IOKCTAMNIOMEPYTHUTES
KJIETKH HE € KJTUHHYHO 3HAYHMA.

B npeaknMBEHYHATE MPOYYBaHUS HpH HOPMOTCH3UBHHA HOBOPOJICHH H MJIAJIH TUILXOBE, KAHAECAPTaH €
MOKa3aM peayKLHA Ha TCJICCHOTO Terfio H Ha TETJI0TO Ha chpueTo. KakTo npH BE3pacTHUTE XXHBOTHH,
Te3H epeKTH Ce CMATAT 3a Pe3yNTar oT $apMaKoJIOrHYHOTO AcHCTBHEe Ha KagaecapTaH. 1lpu Hai-
HUCKaTa J03a — 10 mg/kg, ekcnoznupaTa Ha KapgecapTaH € Mexay 12 1 78 pTH O-BUCOKa OT
HUBATA MPU AE€LA HA BB3PacT OT 1 Ao < 6 rojuHy, NoIy4YaBaid KaHaecapTad [MIeKCETHIL B 1034

0,2 mg/kg, v oT 7 40 54 NBTH NO-BHCOKA OT HMUBATA MPH JIELla Ha Bh3pacT oT 6 10 < 17 roguHy,
NOMy4YaBaiH KaHAecapTaH UWIEKCETHN B 703a oT 16 mg. Thi KaTo B Te3KH NpOyYBaHHs HE Ca
HaMepEeHH CTONMHOCTH, NOJ KOHTO HE C€ YCTAHOBABA ¢ICKT, MPaHHLaTa Ha 6e30nacHOCT NO OTHOLIEHHE
Ha ePEeKTUTE BLPXY TEMVIOTO HA CHPILETO U KIMHHYHATA 3HAYHMMOCT Ha TE€3H PE3Y/ITATH HE € H3BECTHA.

B kbcHMTE CpoKoBe Ha OpeMeHHOCTTA € Haboaapana GeTamHa TOKCHUHOCT (BiK. To4ka 4.6).

{l Loy b A '
utero. ,IIGKaBaHG €, Y€ OJIOKMpaHETO Ha peHHH-aHTHOTCH3HH-AIZ0CTEPOHOBATA CHCTCME rrpn MHOFO ,

'A.
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MJIAAH MMLIKH BOJIH 10 HApYUIEHO pa3BUTHE Ha OuOpeuute. [Ipunoxxenero Ha MeAUKaAMEHTH, KOUTO
JIeHCTBAT JHPEKTHO BbPXY PEHUH-AHTHOTEH3HH-AIIOCTEPOHOBATA CUCTEMA MOJKE Ja MOBJIMAC
HOPMANHOTO Pa3BUTHE Ha ObOpennTe. CrlenoBaTenHo aenara Ha BL3pacT moj 1 roguHa He Tpsabsa na
npueMaT ATtakaH/ (BX. Touka 4.3).

6. GAPMAIEBTHYHHA JAHHH
6.1 CouchbK HA NOMOIIHHATE BellecTRA
Kapmenosa xanuud
XUOPOKCUIIPOTIHILETYI03a

Kenesen okcua, CI 77491 (E 172)
JlakTo3a MOHOXHAPAT

Marxesues creapar
Llaperuuno nuiecTe

Maxkporon

6.2 HecbBMeCTHMOCTH

Henpunoxumo

6.3 Cpok Ha roasocr

3 rOOHHH

6.4 ChenuaJHH YCJIOBHS HA CbXPaAHEHHE

To3H nexapcTBeH MPOXYKT HE U3MCKBA CICIHHATIHE TEMIICPATYPHH YCIIOBHS Ha CEXPAHEHHE,

6.5 {anHH 332 OnakoBKaTa

brnucrepuu onakosku ot PVC/PVDC no 7, 14, 28, 30, 56, 90 1 98 Tabnerxu.
bytunku ot HDPE no 100 tabnetxu.

He BcHukH BUAOBE ONIAKOBKH MOraT aa ObAar ycHaTy B npogaxba.

6.6 CrennaaHH OPSIANASHE MEPKH OPH H3XBLpAAHE H padoTa

Hsama crieHaIHH H3UCKBAHHA.

7. INNPHTEXXATEJA HA PASPEIIEHHUETO 3A YIIOTPEGA

CHEPLAPHARM Arzneimittel GmbH
Ziegethof 24

17489 Greifswald
['epManus

8. HOMEP(A) HA PASPEINIEHHUETO 3A YIIOTPEBA

Tabnerku ot 8§ mg:
Peructpamuonex Ne: 20060845
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9. JAATA HA ITbPBO PA3ZPEIIABAHE/IIOJJHOBSIBAHE HA PASPEHIEHHETO 3A
YIIOTPEBA

Atacand 8 mg TabneTku:
JlaTta Ha nbpBO pa3peiaBane: 29.12.2006
JlaTta Ha nocnenHo nojaHopsBaxe: 27.02.2012

10. JIATA HA AKTYAJIMBUPAHE HA TEKCTA
HOmu 2023

[TonpobHa undopmaumsa 3a To3u JieKapcTBEH NMPOAYKT € NMpeAocTaBeHa Ha yeb caiTa Ha
U3menHUTENHATA areHLMs 10 JIeKapCcTBaTa.
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