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1. WMME HA JEKAPCTBEHHMSI IIPOIVKT | ,{'o OCI Py / 76

Atakanz 8 mg Tabnetku

2. KAYECTBEH H KOJIHMECTBEH CbCTAB

8 mg: Besika TabneTka chabpxa 8 Mg KaHJecapTaH LMIEKCETHT (candesartan cilexetil).

i = £ apTaH Lua ae (&

[TOMOLIHO BEIECTBO ¢ H3BECTHO JeHcTBHE
8 mg: Beaka Tabnetka chabpxka 89,4 mg nakTo3a MOHOXHApAT.

3a NBJIHMA CIIMCHK HA MTOMOIIHUTE BEIIeCTBA BHKTE Touka 6.1.

3. JIEKAPCTBEHA ®OPMA

Tabnerka.

8 mg: Kpbrau (auametsp 7 mm), CBET/IO pO30BH TabJeTKH ¢ AenuTelHa YyepTa v Haanue A/CG ot
ennara ctpana v 008 ot npyrara crpana.

TabnerkaTta Mmoxxe a Ob/1€ pa3z/ienieHa Ha IB€ PaBHH JI03H.

4. K/IMHHYHH JAHHH
4.1 TepaneBTHYHH NOKA3ZAHUSA
ATakaH] e rnokasaH 3a:

JleyeHHe Ha TbPBUYHA XUNEPTOHUSA MPH BH3PACTHH.

JleyeHne Ha apTepHaIHa XHIIEPTOHMS MPH JeLia M IOHOLIH Ha Bb3pacT oT 6 1o < 18 roauuu.
JleyeHue Ha BB3PACTHH NALMEHTH ChC CHP/IEYHA HEIOCTATBYHOCT M HapyLIeHa JICBOKAMEpHa
cucronHa GyHKuMA (Dpakiys Ha M3TIacKBaHe Ha iaBa Kamepa < 40%) npu HENMOHOCHMOCT KbM
MHXHUOGUTOPHUTE HA AHTHOTEH3UH-KOHBepTHpalHs eH3uM (ACE-uHxubuTopH) Win Kato nobaska
KbM JiedeHHeTo ¢ ACE-HHXHOMTOPH NPH NMaLMEHTH ChC CHMITTOMATHYHA Chp/eYHA
HeZI0CTaThYHOCT, BBIPEKH ONTHMATHATA Teparnus, KOraro MMa HeMmoHOCHMOCT KbM
AHTArOHUCTHTE HA MHHEPAJIKOPTHKOMIHHUTE peLenTopH (Bx. Touku 4.2, 4.4, 4.5 u 5.1).

4.2 Jlo3HpoBKA H HAYHH HA NPHJI0KEHHE

HO3HQOBKa IpH apTeépUaiHa XUINEPTOHHUA

IIpenopbyKTeNHATA HAYaIHA 1032 H oOHYaiiHaTa Nojurbprkaina fo3a Ha Atacand e 8
AHeBHO. ITo-rosMa YacT OT AHTHXHIIEPTEH3HBHUA e)eKT ce MOCTHra B paMKHTe Ha 4
HSKOM NMALMEHTH, YHETO apTEPHATHO HajlAraHe He Ce KOHTPOJIMpa aJleKBaTHO, 103aTa
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NIOBHIIH 10 16 mg enHOKpaTHO AHEBHO M 10 MakCHMalIHa 71034 32 mg €/THOKPAaTHO JHEBHO.
Tepannara TpabBa ja ce KOPUrUpa B 3aBHCHMOCT OT NIOBIHABAHETO HA APTSPHANHOTO HAJIATAHE.
ArakaH] MOXe Aa Ce [PHIIara ChIIO U C JPYTH aHTHXUIIEPTCH3HBHY CpeAcTBa (BK. ToukH 4.3, 4.4, 4.5
u 5.1). HMa naunn, e 106aBAHETO Ha XHUAPOXJIOPOTHASHY IABa aJINTHBEH aHTHXHIIEPTEH3UBEH eeKT
TIPH pasnHYHH J03H ATaKaHA.

Cmapuecra ev3pacm
ITpy malHeHTH B cTapyecKka BB3pACT HE € HeOOX0AHMMa KOPEKLIHs Ha HaYaiHaTa A03a.

Hayuenmu ¢ namanen ssmpecvdoe obem
Hauanna fo3a o1 4 mg Moxe ga ¢ HMa OPCABH/ MPH PHCKOBH 33 pa3BUTHE HA XHIIOTOHHS NALHEHTH,
KaTO HAIPUMED TAKMBA C eBEHTYATHO 0DeMHO H3depnBane (BxkK. Touka 4.4).

Bvbpeuno yepeacoane

ITpu naumeHTH ¢ 66peyHo YBpexaaHe, BKIOYHTETHO U TAKMBA Ha XEMOAHA/IM3a, HAYAITHATA 1034 €
4 mg. o3ara TpaOBa 1a c€ THTPHpPa B 3aBUCHMOCT OT OTroBopa. ONMUTET NPH NALHEBTH ¢ MHOTO
TEXKA HWiH TepMuHATHA Ou0peuna HegocrareuHocT (Clu< 15 ml/min) € orpanuken (Bk. Touka 4.4).

Yeproopobro yepexcoare

IIpy NaLHMEHTH ¢ TEKO 0 YMEPEHO 9ePHOAPOOHO YBpeKIaHe ce PENophyBa Hayansa 103a 4 mg
eJHOKpAaTHO OHeBHO. J03aTa MOKe Ja ce KOPHTHpa B 3aBHCHMOCT OT OTT0BOpa. 11pH mauenTs ¢
TEXKKO YEPHOAPOOHO YEpEeXkAaHe H/IHTH XoNecTasa ATaKaHj e NPOTHBONOKa3aH (Bx. ToukH 4.3  5.2).

Yeprokodicu nayueHmu

ITpy YepHOKOXKH MANHEHTH aHTHXHIICPTEH3UBHUAT eekT Ha KaHAecapTaH e no-cnabo u3pasex,
OTKONKOTO TIPH He-YSPHOKOXKH MarHeHTH. ClefoBaTelHO NPH YSPHOKOXKH MALIHEHTH, B CPABHCHHES ¢
He-JePHOKMKH MAIMEHTH, 3a MIOCTHIaHe Ha KOHTPON HA APTEPHANHOTO HALATaHe MOJKE MO-4eCTo Aa ce
HaJlara Bb3XOAAMO THTPHPAHE Ha 103aTa Ha ATAaKaHJ H MHOBPEMEHHO NPHIATAHHTE JICKAPCTBCHH
MpoayKTH (BXK. Touka 5.1).

Heduampuuna nonyrayua

Heya u ionowu na evipacm om 6 0o < 18 zoounu:
flpenoprudTenHaTa HAYATHA 1033 € 4 mg BEAHEXK JHEBHO.

e TlanueHTH ¢ TemecHo Terno < 50 kg: Ilpa nauuesTH, YHETO APTEPHAIHO HAJIATAHE He € M0]]
aJIeKBaTeH KOHTPON, 103aTa Moxke 1a ObJe DOBKIIEHA 10 MaKCHMYM & mg BEeAHBK AHEBHO.

o JlanwenTs ¢ Tenecuo terno > 50 kg: TIpu nalMeHTH, 9HETO apTEPHATIHO HalAraHe HE € o/

aJieKBaTeH KOHTPOJ, [I03aTa MOXe Ja Oble MoBHIIeHa 10 § Mg BeAHEXK JHEBHO, CIICK KOETO, aKO
ToBa e HeoOxoauMo — fo 16 mg BeAREHK AHEBHO (BK. TOUKa 5.1).

Jozupoekd Hag 32 mg He ca BPOY4BaHH NIPH NEIHATPHYHH NALHEHTH.

OCHOBHATA YaCT OT AHTHXHIIEPTEHIHBHNS 6QEKT ce pasTphilia A0 4 CeMHLH.

Ilpu nena c BE3MOKHO BBTPECHAORO 00eMRO H3UepIIBaHe (HaNp. NaHEHTH, ICKYBAHH ¢ THYPETHLH,

ocobeHo Takuea ¢ HapymeHa Ob0peyna ¢yHKkuun), NedeHHeTo ¢ ATakasj TpaOra fa ce MHHIMHPA TOA

CTPOro MEAMIMHCKO HABMONEHHE M ClIeZBa Aa ce 00Ch/au Mo-HHCKa HavajiHa Mo3a oT obHuaiiHara (Bik.

TouKa 4.4).

ATakaHj He e MPOYYBAH [IPH AeLa ChC CKOPOCT Ha IoMepy/Ha GHiITpamms nox 30
(Bx. TOuka 4.4).

Heproxoxcu ReQUampUyHU RAYUEHINY




HpH YEPHOKOXKH NANHCHTH AHTHXHIICPTCHIWBHHAT ed}elcr Ha KaHOecapTaH © no-cnabo H3pa3icH,
OTKOJIKOTO [IPH HEUEPHOKOKH NALMEHTH (B, Touka 3.1).

Heya na evspacm om 1 do < 6 z00unu
s bezonacHocTTa M eHKACHOCTTA NpH A€lia Ha BB3pacT oT 1 1o < 6 TOJHHH He ca YCTAHOBEHH.
Hanu4HuTe MOHACTOAIIEM AAHHU CA ONMCAHMK B ToYKA 5.1, HO NpeNIOPBKH 3a I03MPOBKATA HE
MOraT Aa 6s0aT najgcHH.

e ATakaHp € NpOTHBONOKA3aH NIPH Jela Ha BB3pacT noa 1 romuua (BA. Touka 4.3).
O3HPOBKA NIPH ChPASYHA HEAOCTATBYHOCT

OGuyaitHaTta MpeNOPbYNTENHA HaUaTHa 033 HA ATakaH] € 4 mg ¢IHOKPaTHO AHEBHO. Braxoaauioro
THTPUpPaHe [0 TApreTHaTa J03a OT 32 mg eqHOKPaTHO AHEBHO (MaKCHMAIHA [033) WM 0
MAKCHMAITHO HOHOCHMATA JI03a CE OCHIECTRARA Ype3 YABOARAHE Ha J03aTa [Ipe3 HHTEPBaAK OT IOHe
2 ceaMuH (BK. Touka 4.4), OnieHKaTa Ha IALHEHTHTE CHC ChPASYHA HEOCTATLYHOCT BHHATH TpAbba
Ja BKITIOUBa OLieHka Ha Gu0pevyHaTa QYHKIMA, BITIOYHTENHO MOHUTOPHPaHe HA KpeaTHHHMHA W KAk
B cepyMa. ATaKkaHJ MOJKe Jia c& PHJIara ¢ APYTH CPe/ICTBA 3a JICYCHHE Ha ChbpAe4HA HEAOCTATHYHOCT,
srnoyHTeNHo ACE-naxubutops, 6eta-610kepH, JHypeTHLIA WIH CHPASYHH INHMKO3HAH, KaKTO H ©
KOMOWHALIMH OT Te3H JIEKapCTBEHH MPOAYKTH. ATAKaHJ MOXKE Ja ce IPHIAra eAHOBPEMEHHO ¢
ACE-HEXHOHTOpP NPH MalHEHTH CBC CHAMITOMATHYHA CEPACYHA HEAOCTATEYHOCT, BEIPEKH
ONTHMAJIHATA CTaH/IAPTHA TEpamys [IpH ChpAcYHAa HEAOCTATHYHOCT, KOTaTO HMA HEMOHOCHMOCT KbM
aHTArOHHCTHTE HAa MUHEpankopTHKoHAHUTe peuentopu. Komburanusta o1 ACE-naxubuTop, Kamuii-
CBXpaHsABALl JHYPETHK {HANp. COIMPOHONAKTOH) H ATakaH/ He ce Mpenopb4Ba H ¢JIeBa Aa C¢ HMa
DPENBHA CAMO CNe] BHAMATCHA OLICHKA Ha TTOTEHIHATHHTE MO M pHCKOBE (BK.

ToukH 4.4, 4.8 1 5.1).

Cneyuannu nonynayuu nayueumu

T1pH naupeHTH B CTapYecKa Bb3PacT WX NpH NALHUEeHTH ¢ HaMaleH BhTPECHAoB 0beM, ¢ 650peuHo
YBpEXIAHE MM C JIEKO HIH YMEPEHO TEXKO YePHOAPOOHO yBpeKIaHe, He € HeoOXOMHMa KOPEKIHUA Ha
Ha4aJlHaTa J03a.

Heouampuuna nonyrayus
BbezonacHocTTa H epHKaCHOCTTa Ha ATakaH] 3a JiedeHHe Ha ChpAEYHA HEAOCTATHIHOCT HE ca

YCTAHOBEHHM TIpH fielia Ha Bb3pacT A0 18 roaunu. HaMa Hanwusu gadHy.

Haumn Ha nprnoxeHHe

ITepopanno MpHiIOKEeHHE.
ATaxann TpaGBa Ja ce npuema ¢IHOKPaTHO AHEBHO CBC HWIH 6€3 XpaHa.
BuonanuyHocTTa Ha ATakaH He ce BiIMAe OT IpPHeMa Ha XpaHa.

4.3 IIpoTHBONOKAZAHHS

CBpBX4YYBCTBHTEIHOCT KM KAHASCAPTaH LILUTEKCETH IWIH KbM HAKOE OT MOMOIHHTE BELIECTEA,
M30poeHH B TOUKa 6.1.

BTOpH H TpeTH TPHMECTBD Ha OpeMeHHOCTTa (BK. TOUKH 4.4 11 4.6).

Texxo yepHOAPOOHO YBPEKAAHE H/HUNH XoNecTasa,

Jeua na gp3pact nox 1 roguHa (BxK. Todka 5.3).

EnnospeMensara ynorpeGa Ha ATakang, ¢ ATMCKHPEH-CHABPKAIIH MPOTYKTH € NPOTHBONO
TIAIMEHTH ChC 3aXapeH Muaber win 6u6peuno yspexkaane (GFR< 60 ml/min/1,73 m?) (
H5.1).




44 Cpelnandd OpexynpexieHHs B NPeINAIHH MepKH OPH ynorpeba

Heoima Groxada na pentai-anzuomensun-ardocmepornosama cucmemd (RAAS)

Hma naHHH, 9e eAHOBpeMeHHaTa ynoTpeba Ha ACE-unxuburopn, anrnoteHsHH 11 penenropxu
6I0KepH KIH ATHCKUPEH MOBHIIABA PHCKA OT XUITOTOHHMS, XMIEPKAIHeMHs H HamaneHa Os0peuna
¢yaKkImg (BKTIOYHTENHO ocTpa OB0peuna HeaocTaTbysoct). Ilopanu ToBa, HE ¢e mpenopbuBa
AeoitHara 610kana Ha RAAS, nocpencrsom komOHHHpaHata ynorpeba Ha ACE-urxuburopn,
anruoTensHH Il peuenTopHu Onokepy MITH anuckupeH (Bx. Todka 4.5 1 5.1).

AKO TepalnATa ¢ ABo¥iHa OnoKana ¢ abconloTHO HAIOKKTEHA, T TpAOBa Ja Ce MPOBEKAA CaMO NOA
HaOMOASHHETO Ha CTIELHAJIHCT, KaTo TpA0Ba 4eCTo H BHUMATEIHO /1a ce mpocaeaeat 6p0pedHara
GbyHKIHA, ENEKTPOITHTHTE H apPTEPHANHOTO HalIAraHe.

ACE-unxutuTopHTe M aurdoTeH3HH 11 peuenropHuTEe G10KEpH He TpAOBa Aa C€ H3NOA3BaT
€IHOBPeMEHHO NIPH narpeHTH ¢ AuabeTHa HedponaTys.

bvbpeuno yepeacoane

KakTo npd neveHne ¢ Jpyrd CpeACTBa, KOHTO HHXHOHpAT peHHH-aHTHOTEH3HH-ANIOCTEPOHOBATA
CHCTEeMa, H TIPH JICYeHHe ¢ ATAKAHA NPH YYBCTBUTEIHH [TAIMEHTH MOTAT Aa C€ OYaKBaT NPOMEHH B
6u6peunara QyHKIH.

Koraro AtakaHj ¢ H3NON3BA MPH MALMEHTH C ApTEPHANHA XHIIepToHUMA U OB0pedHo yBpexaane, ce
npenopr4Ba NEPHOAHYHO MOHHTOPHPAHE HA HHBATA HA CepYMHHA KaNuii H CEPYMHUA KpeaTHHHH.
OnHTHT ¢ TAUHEHTH ¢ MHOTO TEXKA HITH TepMUHaTHa 616peuna neaoctatbuHOCT (Cla< 15 ml/min) e
orpanudeH. IIpu Te3u maupeHTH n03aTa Ha ATakaHa TpAOBA Ja Ce THTPHpPA BHHMATEIIHO, CBHC
CTPHUKTEH KOHTPOJI Ha APTEPHANHOTO HANAraHE.

OneHnkara Ha IAHEHTHTE CHC ChPAEHHA HEOCTATHYHOCT TPAGBA A2 BKJIOYBA NEPHONMYHA OLICHKA Ha
onGpeunara GyHkis, ocoGSHO NpH NaWeHTH B CTapvecka Bb3pacT HA H HaA 75 TOMHM, KAKTO H Npd
naiuenTy ¢ 6s6peuro yepexnane. [To ppeMe Ha THTPHpaHETO Ha 03aTa HA ATakaH] ce [penopp4Ba
MOHHTOPHPAHE Ha CEPYMHHA KPEaTHHHH H CEpYMHHA Kamwii. B KMHYYHUTE MPOYYBaHHA IIPH
MALMEHTH CHC ChPJIeYHa HEZOCTATBYHOCT He Ca BKNIOYBAHH MALHEHTH CHC CEPYMEH KpeaTHHHH Hajl

> 265 umol/1 (> 3 mg/dI).

Heduampuuna nonynayus, exmovumenno neduampuynu nayvenmu ¢ Gb0peyno yspexycoane
ATaKaHx He € MPOy4BaH NPH JIelia Ch¢ CKOPOCT Ha roMepyua dunrpanus nox 30 ml/min/1,73 m?
(mx. TouKa 4.2).

Kombunupana mepanus ¢ ACE-usxubumop npu cbpoesna He0ecmamvyHocn

PHCKET OT pa3sBHTHE Ha HeXEJIAHH peakiiuy, 0coOEHO XHIIOTOHHSA, XMNIEPKaTHEMHA H [IOHIDKEHa
OB6peuna GyHKUIA (BRTIOMHTENHO 0cTpa 6B0peuHa HeIOCTATEYHOCT) , MOXKE /14 C€ [TOBHINM NpH
npuioxenne Ha Atakana B komGuHamms ¢ ACE-wnxuburop. Tpoiina kombuHaima ¢ ACE-
#HXMOHTOP, AHTANOHKCT HA MHHECPAIKOPTHKOHIHHUTE PELICIITOPH M KaHJECapTaH CHINO He ce
npenoprYBa. Ynorpebara Ha Te3u KOMGHHALMK TPsA6Ba fa ce pOoBeX/a caMo Noa HabMIACHHETO Ha

CHEIHAIHCT, KATO TpsOBa YECTO M BHUMATENHO I ce mpocneassar 6x0peunara GyHKIms,

CACKTPOINTHTC W apTePHAITHOTO HanAraxHe.

ACE -unxubuTopH H auruoTeHsuH I peuentopuu 6nokepy He TPAOBA Aa CE H3MOI3BAT
eIHOBPEMEHHO MpH MalHeHTH ¢ AuaberHa gediponarus.

Xemoduanusa
ITo BpemMe Ha JHANM3a APTEPHATHOTO HANATAHE MOXE J1a € OCOOCHO YYBCTRHTEIIHO KBM
AT;-peuenTopHa 610Kazia B pe3y/ITaT Ha NOHWKABAHETO HA MIIA3MEHUA 00eM H aKTHB
pEeHHH-aHIHOTEH3HH-ANIOCTEPOHOBaTa ciucTeMa. CleJOBATENHO IIPH [AIHEHTH Ha XeXORNg
Arakaup TpabBa Aa ce THTpHPa MHOTO BHEMATEIIHO, IPH CTPHKTHO MOHUTOPHpaHe
HajaraHe.

Cmenoza na 6v6peynama apmepus




JIeKapc:T BCHHUTE NMPOAYKTH, KOHTO [IOB/IHABAT peHHH-aHl"HOTeHSHH-aJI,ILOCTBPOHOBaTa CHCTEMA,
BKJIIOYHTENHO H anruoteHsud II-petentopunte aHtaronucTH (AIIPA), MoraT na npeIH3BHKAT
NMOoBHIIABAHE HA KPBBHATA yped H CEPpYMHNA KPCATHHHH MPH MAOHEHTH € ,I[BYCTpaHHa CTCHO3a Ha
OuOpeuHaTa apTepHA HITH CBC CTEHO3a Ha apTepHATa Ha eHHHCTBECH OLOpEK.

bwbpeuna mpancniaumayus
HMa orpasuyeH KTHHHYEH OLIMT [0 OTHOLIEHHE Ha MPWIOXKEHHETO Ha ATaKaH/ NPH NAlLKEHTH C
OnLOpevHa TpaHCIIIAHTALIHA.

Xunomonus

o BpeMe Ha JIeUueHHUETO HA NALMEHTH ChC CHPHAEYHA HEAOCTATEMHOCT ¢ ATakaH/{ MOXE Aa Ce Pa3sBHe
XHIOTOHKA. TaKapa MOXe /1a Ce pa3BHe M NPH NALHEHTH ¢ XHIIEPTOHHS, HO ¢ BETPECHA0BO 00eMHO
H3YepIBaHe — KATO HAPHMED MALHSHTHTE Ha JieYeHHe ¢ JUYPCTHIH BEE BHCOKH A03H. IIpH
3aMOYBAHE HA JIEYCHHETO TPAOBA a Ce MoAX0XK/A ¢ IOBHINCHO BHHMayHe, KaTo TpA0Ba Ja ce HanparH
OITHT 32 KOPEKIHA Ha XHIIOBOJIEMHATA.

I[Ipu nena ¢ BE3MOXKHO BETPECHAOBO 00eMHO H3UepIEaHe (HANp. NALMEHTH, IEKYBaHH C JHYPETHLHM,
ocofeHO TaKkKBa ¢ HapyleHa OB0pevHa (yHKINA), Ie9CHHETO ¢ ATakaHA TpADBRa [a c& HHHLMHPA TI0,
CTPOro MEIMUHHCKO HaGMoAeH!e M clefiBa Ia ¢e OOMHMCITH MO-HHCKA HavasHa 034 oT obu4aiiHara
(k. Touka 4.2).

Aunecmesun u onepayuu

[lpu neKyBaHH ¢ AHTANOHKCTH Ha aHrHoTeH3HH I nanueHTH, Mo BpeMe Ha aHecTe3Ws H OIEpaLHA
MOKe 14 ¢€ pa3sBHe XHIIOTOHHA NOpaaH 6]101(8;[& Ha peunn—anmoreuann—an,nocwpoaonam CHCTEMA.
MHOro paaKe, XHNOTOHHATA MOXKE Jia € TeXKa H Aa HATOXH HHTPABeHO3HH BIHBAHHA H/IITH
NPHNIOKCHHE Ha Ba3OMpPecopH.

Cmenoia Ha aopmuama ¥ Mumpaniama kiana (obcmpykmuena xunepmpodhuna kapouomuonams)
KaKTO H IIpH nppmo:xeﬂﬂe Ha npyrn Baso,uuna'[m‘opn, ITPH NAIllHCHTH, crpa,uam,n OT XeMOAHHAMHYHO
3HAYHMa aOpTHA WIH MUTPAIIHA CTEHO3a, WIH OT 00CTPYKTHBHA XHNepTpodHYHA KADAHOMHOMIATHS, CE
OpenopwYBa Aa ce NOAX0XKAA ChC CISHHATHO BHUMaHNE.

Ilvpsuven ximepardocmepoHuz LM
Karo 1410 nauMeHTHTE ¢ THPBHYEH XHITEPAIAOCTEPOHMZEM HE €6 MOBIHABAT OT

AHTHXHUIIEPTEHIHBHUTE JICKAPCTBEHHA NPOMYKTH, AeHCcTBallH dpes HHXUOHUpaHe Ha
PEHHH-AHTHOTEH3HH-ALIOCTEPOHOBATA cHeTema. [lopanu ToBa He ce npenopbyea ynorpebara Ha
ATakaHz B Ta3H NOMYTALHA.

Xunepranuemus
ENHOBpeMEHHOTO NPHIIOKEHHE Ha ATakaHi ¢ KaNHil-ChXpaHABAIH JHYPETHIH, KATHEBH N06ABKH,

3aMECTHTEIIH Ha FOTBAPCKATA COM, ChABPHKAIIN KANMI, HIH JPYTH JIEKapCTBEHH NMPOAYKTH, KOHTO
MOFAT J4 OBHINAT CTOHHOCTHTE Ha KANHA (HAfp. XenapHuH, KO-TPHMOKCa30/1 H3BECTEH M KATO
TPHMETONPHM/CYN(HaMETOKCA30IT), MOXKE Aa A0Be/ie 40 NOBUIaBaHe Ha CepyMHHA Kanui Ha
TIALHEHTHTE C apTepHallHa XuneproHns. IIpu Heo6xomuMocT TpabBa aa ce npeanpHeMe
MOHHTOPHPAHE HAa CEPYMHHS KAIUH.

IIpu nexyBaHuTe ¢ ATaKaH NalHEHTH ChC ChPACYHA HEAOCTATHYHOCT MOKE Jla Ce Pa3BUe
xunepkamiemus. [penopbuBa ce epHOANMHO MOHMTOPHpaHe Ha cepymuus Kanuil. KomOuHalmsTa ot
ACE-HHXHOHTOp, KaNHi-ChXpaHABall AHYPETHK (HAIp. CIHPOHONAKTOH) U ATakaHJl He ce
MIPeNopEYBa, M MOKE JIA CE HMa TIPEABH/ caMO CJIe BHHMATETHA OLIeHKA Ha [OTeHIHAN
PHCKOBE.

Obwu
IIpu panueHTH, 9HiTO CHIOR TOHYC H 6BOpevHa PYHKIMA 3aBUCAT ITIABHO OT AKTHBH{H
PEHHH-aHTHOTEH3UH-ANJOCTEPOHOBATA CHCTeMa (Hamnp. MALMEHTH C TeXKKA 3aCTOHHA ¢ Hd

HEAOCTATEYHOCT WK Nomiexkamo 6s0peuno 3abonssane, BIIIOUHTENHO CTEHO3a HA OB & jaTa
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apTepH), TeYeHHETO ¢ APYTH JIEKapCTBEHH NPOAYKTH, TIOBITHABALIN TAa3H CUCTEMA, ¢¢ CBBP3BA ¢ OCTpa
XHITOTOHUS, A3CTEMHUA, OTHTYPHA H, PAIKO, octpa OL0peuna HeaoCTaThYHOCT. BepodTHocTTa 32
pa3zeHTHE Ha MonobeH edekT nMpu npunoxkeHue Ha AIIPA He moxe Aa ce H3KIOun. KakTo npH
MPHJIOXEHUE HA KOETO H 13 € aHTHXHIIEPTEHIHBHO CPE/ICTBO, IPEKOMEPHOTO NOHHKABAHE HA
ApTepHaNHOTO HAJIAraHE TIPH MAlHEHTHTE C HCXEMHYHa D0NecT Ha ChpUETO HITH HCXEMHYHA
MO3BYHO-CBI0BA BONIecT MOXe Aa JOBeAE 10 pa3BHTHE Ha HHGAPKT Ha MMOKapAa HITH HHCYJIT.

AHTHXH]’IGPTGHSHBHPIS[T e(l)CKT Ha KangccapTaH MOKe fa Obae NOTCHIHPpAH OT ZPYTH MOHHAKABALH
apTEePHANHOTO HATATAHE JIEKADCTBCHU IPOAYKTH, Ge3 3HavMEHHE JATH ca MpCAIIHCAHH KaTO
AHTHXHIICPTCHZHEHH HIIH TIO APYTH NIOKA3aHAA.

ATakaHn ceABpHa nakTo3a. [lanyeHTH ¢ pejkn HacneacTBeHH 3a00/MBaHHS KaTO HEITOHOCHMOCT KEM
ranakrosa, Lapp-nakraseH JeQHUHT KIH ITIOKO30-ranakTo3Ha ManabeopOums, He TpsOBa Ja npHemar
TO3H JIEKAPCTBEH TPOIYKT.

Dbpemennocm
Mo Bpeme Ha 6pemenHocT He TpaORa Aa ce 3amo4sa jJedcHEe ¢ AIIPA. OceeH ako npoaARIDKABaHETO HA

neqenuero ¢ AITPA He ce cMATA 38 XKH3HSHOBAKHO, NPU NAIHEHTKHTE, KOMTO BB3HAMEPABAT 12
3abpemenesnT, TpA0OBa Aa ce IpeMHHe KbM JIEYEHHE C AMTEPHATHBHO aHTUXUNICPTCH3WBHO CPEACTBO,
KOeTo MMa ycTaHoBen npodmn Ha Ge3onacHoct 3a ynotpe6a o ppemMe Ha OpeMeHHOCT. [1pH
yCTaHOBsABaHe Ha GpeMeHHOCT, NedeHHeTo ¢ AITPA Tpa6ea na ce cnpe HezabaBHO M, AKO € YMECTHO,
Jia ce 3amnoqHe ATepHATUBHO NeueHAe (BX. To9kH 4.3 H 4.6).

[IpH NauHEHTKH cJie MeHapXe BepOATHOCTTA 3a OpeMeHHOCT TpabBa fia ce mpoBepABa PEACBHO,
Tpabsa na ce naBa peaosHa HEOOPMaLHL H/UIH A2 ce MpeaNpHeMaT MCPKH 3a IPEIOTBpaTABaHe Ha
PHCKa 33 SKCIIOZHIMA MO BpeMe Ha OpeMeHHocT (Bxk. ToukH 4.3 1 4.6)

4.5 BsaumopeiicTede ¢ APYTH JeKAPCTBEHN NPOAYKTH B APYTH GopMu Ha B3aEMOAeHCTBHE

CheMHEeHHATA, U3CIeABaHH B KIMHAYHH (JapMaKOKHHETHYIHH NMPOYYBaHAS, BKIIOYBAT
XMIPOXNOPOTHA3HA, Bap(hapHH, TUTOKCHH, TIEPOPANHH KOHTPALIENTTHBY (Hanp.
ETHHHJIECTPATHON/TIEBOHOPTeCTpeN), NHOCHKIaAMHI, HHbeAHMHH U eHananpii. He ca yetaHoBeHH
KIHHHYHO 3HAYHMH (hapMaKOKUHETHIHH B3aHMOJSHCTBHA ¢ TE3H JIEKAPCTBEHH TIPENapaTH.

EnHOBpEMEHHOTO NPHIOKEHHE C KAJIMH-CHXpaHABAIA QMY PETHITH, KaNHEeRH J100aBKH, 3aMECTHTENH
HA FOTBAPCKATa CON, ChABPIKALIN KaJIHii, WIH APYTH NEKaPCTBEHH IPOLYKTH (Hanp, XenapHH) MOXe
Jia TIORHIIHE CTOHHOCTHTE Ha cepyMHHA kamuil. [Ipu HeobxoaumocT Tpabea na ce NpeanpHemMe
MOHHTOpPHpaHE Ha CEpYMHHS kanHii (Bx, Touka 4.4).

TIpu eqnorpeMenHo npunoxkeHHe Ha nutHi ¢ ACE HHXuGHTOpH HMa ChoOImeHHs 3a 06paTHMo
MOBMIUABAHE HA CEPYMHATa KOHIICHTPALMA Ha IATHA ¥ TOKCHYHOCTTA My. CXonieH edekT Moxe Ja ce
pasBHe H npH npuamkeHre ¢ AIIPA. Tpunoxearero Ha KanjecapTaH ¢ IMTHH He ¢¢ NPenophyBa.
Ako KOMOHHAIIHATA Ce OKAKEe HeOOX0AHMa, Ce MPeNnopFYRa CTPHKTHO MOHHTOPHpaHe Ha cepyMHara
KOHIIEHTPALMA HA JTATHS.

Ilpn egnoBpemento npunokenue Ha AIIPA ¢ HecTepoHAHH NPOTHBORBINAIHTEIHH CPEACTBA
(NSAID) (t.e. cenextrBAH HHXHOUTOPH Ha COX-2, alleTWICAMIIKIORA KHCeMMHA (> 3 g/nHeBHO) H
HecenekTiBHE NSAID), aHTHXMIIEPTeH3UBHHAT ehekT MoKe Ja HaMatee.

BHUMaHKE, 0cO0EHO NIpH MALHERTH B cTapuecka Bi3pact. IlanpenTure Tpadea 2a 6 i
B AOCTATHYHA cTeneH # TpaOBa aa ce 0OMucIH MOHUTOpHpaHe Ha 6x0peyHaTa QyHR
3aMoYBaHe HA CBITBTCTBAIIOTO JICUSHHE, KAKTO H MEPHOAMYHO CIEH TOBA.
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JaHHHTe OT KIMHHYHKTE H3IUTBAHHA MMOKA3BAT, e MBOoiHATa O0KaJa HA PeHHH-AHFHOTSHINUH-
anpocTepoHoraTa cHerema (RAAS) nocpeacteom komOuHupanarta ynoTpeba Ha ACE-uHxHOHTOPH,
anrdoTeH3iH 1l pewenTopun GIokepH MK ATHCKHPEH, € CRHP3aHA ¢ NIO-BHCOKA YECTOTA HA HEIKEJIAHH
CHOMTHA KATO XHITOTOHHA, XHIIEPKATHEMES | TIoHIKeHa O6b6peuna PyHKINA (BIUIIOUHTE/HO 0CTPa
656pedHa HEAOCTATBYHOCT) B CPAaBHEHHME C YNOTpebaTa caMo Ha €HO CPEACTBO ¢ AEHCTBHE BPXY
RAAS (Bk. Toukn 4.3, 4.4 1 5.1).

Heouampuuna nonyaayus
[Ipoy4raHH4 3a B3aHMOICHCTBHATA Ca MPOBEKIAHH CaMO TIPH BE3PacTHH.

4.6 PeprTuanTter, GpeMeHHOCT A KbpMeHe

Bpemennocm

He ce npenopbusa npuemet Ha AIIPA npe? nppeus TpuMecTsp Ha OpemersoctTa (BX. Touka 4.4). Ilo
BpeMe Ha BTOPHA H TPETHA TpHMecTEP Ha OpemennocTTa npreMsT Ha AIIPA e npoTiBonokaszaH (BX.
Touxu 4.3 u 4.4).

EnuleMHONOIMYHUTE JaHHH, KACACLH PHCKa OT TepaToreneH edekT cien npHeM Ha ACE muxuburop
Tpe3 MbPBUA TPHMECTHP Ha OPEMEHHOCTTA He ca €HO3HAYHH; BCe [IAK He MOXKE Ja Ce H3KITIOUH JIEKO
NOBHIIABAHE Ha pHCKa. Makap a HAMa KOHTPOJIHPAHH eNMMICMHONIOrHYHH AaHHH, KACACHIH pHCKa
nps nipueM Ha AIIPA, nipy To3H khac JieKapcTBa MOXKeE Jia ChINECTBYBa nofoGeH puck. OcBeH ako
nponkjikaBaHeTo Ha nedenreTo ¢ AIIPA He ce cMATa 3a JKHIHCHOBAXKHO, TIPH MAIIMEHTKHTE, KOHTO
BB3HAMEPABAT Aa 3abpemenent, TpaOBa Aa ce mpeMHHE KbM JIeUEHHE ¢ AITCPHATABHO
AHTHXHMIIEPTEH3HBHO CPEACTRO, KOSTO HMA YCTaHOBeH npodun Ha 6e3onacHocT 3a ynorpeba 1o Bpeme
na 6pemennocr. [Ipu ycTaHoBaBane Ha GpeMenHocT edennero ¢ AIIPA Tpsabsa na ce cnpe HesabarHO
H, aKO € YMECTHO, Aa C€ 3aIl0uHe ANTEPHATHBHO JIEYCHHE.

H3gectho e, e excriozuiaTa Ha AIIPA npes BTopus ¥ TpeTid TPHMECTEP Ha OpeMEHHOCTTA HMA
eToToxcHueH edekT (Hamanena GrOpeuHa GyHKIA, ONHIOXHAPAMHHOR, 3abaseHa ocHpHKauua Ha
YePEerHHTE KOCTH) H HEOHATAMHA TOKCHYHOCT (OBOpedHa HeoCTaTBIHOCT, XHIIOTOHHA,
Xenepkanuemud) (Bx. Touka 5.3).

Tpu excrioauuma Ha AIIPA cnea HA9aI0TO Ha BTOPHS TPUMECTHP Ha OPEMEHHOCTTA, C€ NPETIopBYBa
exorpadicka olcHKa Ha 6nOpednara (yHKINMA H CHCTOSHHETO Ha YEPENIHHTE KOCTH.

Knpmadera, ynHTto Maiika ca npuemanu AIIPA, TpaGra fa ca nox HemocpeACTBEHO HaOMOJeHHE 32
PasBHTHE Ha XHIIOTOHHA (Bxk. ToukH 4.3 1 4.4).

Kvpuene
Tonexe mancea HH$opmamas, Kacaclia yrorpebaTa Ha ATakaHi [10 BpeMe Ha KbPMEHE,

MPHJIOKEHHETO Ha ATakaH/| He ce MPENOPhYBa, H € 32 MPEATIOUHTAHE ICUSHHE ¢ ANTCPHATHEHA
CPEACTBA, KOUTO HMAT YCTaHOBEH HpodHN Ha 6e30MmacHOCT N0 BpeMe Ha KkpMeHe, 0co6eHo MpH
KBpMEHE Ha HOBOPOJEHO HITH HEOHOCEHO KBpMAaMe.

4.7 EdexTn BLpXY cnocofrocTTa 32 wodHpane H pafoTa ¢ MAMAHA
He ca npoBexqaHH Npoyveanig 3a edeKTHuTe Ha KaHAecapTaH BLPXY CIocoOHOCTTa 3a ModHpaHe H

paGora ¢ MamuHK, Bee mak TpaGea fa ce B3eMe NOA BHUMAHKE, Y¢ NOHAKOra 110 BPEMe Ha
¢ ATakaHn € Bb3MOYKHA MOAEA Ha 3aMaTHOCT HITH OTIIATHAJIOCT.

4.8 Hexenann 1eKapcTBeHH PeAKIAN

Jevenue wa apmepuanta Xunepmonis
Hexxenanure peakiiHy OT KOHTPOIHPAHHTE KIHHHYHH NPOYYBaHHA €4 JIEKH K TIPeXOo
YecToTa Ha Pa3BHTHE Ha HEXXelaHM ChOMTHA He MOKA3Ba 3aBHCHMOCT OT J03aTa HIH Bb3
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CnupaHeTo Ha JEYESHHETO IOPANH PA3BHTHE Ha HEXKETaHH PEAKLIMH ¢ CXOMIHO 3a KaH/ecapTaH
umnexceran (3,1%) u nmane6o (3,2%).

B cOopHua aHANH3 Ha JaHHHTE OT KIMHHYHATE NPOYUBaHHSA NIPH NAlIHEHTH C apTepHalina
XHIIEPTOHHS, HEIKENAHHTE PEaKLHH NPH KaHAECapTaH [WIEKCETHI ce Ae)MAMpAT Bh3 OCHOBA Ha
YeCTOTa Ha HEXKEJIAHH ChOUTHA NMPH NpHeM Ha KaHAecapTaH LWISKCeTW!, [0-BHUCOKa ¢ ToHe 1% ot
HabmonapanaTa np#a npreM Ha mwianebo. Io Task nedHHMLIMA Hali-4ecTO ChODLIABAHHTE HEKEIAHH
peakLiy ca 3aMaHBaHe/BepTHIO, r1aBoboTHe H HHOEKIIHH Ha AMXATeTHHTE ITbTHLIA.

B naneHara no-AoLy mﬁnuua ¢4 IIpeACTaBeHH HEXCTAHUTC PEaKHUH 0T KMTHHHYHHTE ITPOYHYEBaHHA H
MOCTMApPKETHHIOBHA OTTHT.

Hsnonssaiure  TabnHuKTe B TOUKa 4.8 4ecTOTH ca KaKTo ClieBa: MHOro dectH (> 1/10), wectn
(= 1/100 no < 1/10), Hewectn (= 1/1 000 g0 < 1/100), peaxu (= 1/10 000 no < 1/1 000) u MHOro peJkH
(< 1710 000).

CHCTeMO-OprafgcH Kiac YecToTa Hexenana peaxiss
Hudexuyn i nRdecTanHu Yectn Jluxarennu nueKury
Hapynienss Ha KpBBTa U Mpmuoro penxu | JIeBKONCHHA, HEYTPONICHHA H
nuMpHaTa cHCTEMA arpaHyJIoLMTO3a
Hapymensns Ha meTabomusma u MHoOTro peAkH | XHNepKaTHEMHA, XHIIOHATPHEMHA
XpaHeHETo
HapyimneHid Ha HepBHaTa Yectu 3amaiiBaHe/BepTHro, rmasobomme
cHCTeMa
PecnupatopHH, TPBEAHH H Muoro peaxn | Kanuiana
MeJHACTHHAIHHM HapyHIeHHs
CToMalIHO-YpeBHH HAPYIIEHAA Muoro penku | I'anene
C Juapua
HeH3BECTHA
4YecToTa
Xenaro-6winapHH HapyimeHust Muoro peaku | IlopHIIaBaHe Ha YepHOAPOOHHUTE
CH3AMH, OTKJIOHEH A B YepHOApOOHaTa
GOYHKIMSI HIIH XENATHT
HapyuieHus Ha KoXKaTa H MHoro peakH | ArraoeneM, 0OpHB, YpPTHKapHs,
NOAKMKHATA TEKaH MPYPHTYC
Hapymennsa Ha Muoro peaku | Bonku B repba, apTpairia, MHaJIrHsa
MYCKYJTHO-CKeJIeTHATA CHCTEMA K
CHEIMHHTENHATA ThKaH
Hapyimenns Ha 6u0peumTe 1 Mmoro peakn | brGpeuno yepekaaHe, BRAFOYHTSITHO
MHKOYHHTE [THTHHIA H6B0pevHa HemOCTATHYHOCT IIPH
YyBCTBHTCTHH [TALHEHTH (BXK.
Touka 4.4)

Jabopamopnu pesyrmamu
Karo msano AtakaH HAMA KIHHAYHO 3HAYMMH €()eKTH BBPXY PYTHHHHTE JabOPATOPHH NOKA3ATEINH.

KonkoTo 1o ApyrH HEXUGHTOPH HA PeHHH-aHTHOTEH3UH-aIOCTSPOHOBATA CHeTeMa, HabmoaBaHy ca
cydad Ha JICKO IIOHMXKaBaHe Ha XeMorno6uHa. [TpH NanueHTH Ha neveHHe ¢ AtakaH OOHKHOBEHO He
¢ HeoOX0AMMO PYTHHHO MOHMTOPHpPAHE Ha J1aGopaTopuuTe Mokasartesad. IIpa nauueHTH ¢ 656

KpPEaTHHHH B cepyMa.

Heduampuuna nonyrayua
Be30macHOCTTa Ha KAHASCAPTaH LIUICKCeTH € MPOCIIeABaHA B X0Aa HA 4-CeAMHYHO

MpOyH4BaHe 33 OLICHKA Ha ePHKACHOCTTA H €IHOTOAMIIHO OTKPHUTO IPOYy4YBaHe MpH 25
Ha BB3pacT ot 6 10 <18 roauHHM ¢ apTepUanHa XunepToHuA (Bk. Touka 5.1). B mourn B



CHCTEMO-OPraHHH KJIACOBE, YeCTOTATa HA HEXEJIAHUTE JIEKapCTBCHH PeaKiHH NpH Je1ia € B rPaHHLHTE
Ha YeCTHTE/HEYEeCTHTE HEXENaHH peakli. Makap no xapakrep H TEXKeCT HeKeIaHUTe JIEKADCTBEHH
PEaKLFH Ja ca CXOAHH C Te3H NPH BE3pacTHHTE NAlMEHTH (BX. TalnuuaTa [1o-rope), MpH aenuara v
IOHOLINTE HEeXETaHHTE JIEKAPCTREHH PEaKLMH ¢a C MO-BHCOKA YeCTOTa, ocobeHo IO CE Kacae 3a:

¢ T'napoGonuero, 3aMafiBaHeTO H MHPEKUHHTE HA TOPHATE AMXATETHH MTETHINA €a ,,MHOTO YeCTH"
{(T.¢.> 1/10) npu meuara u ,gectu” (> 1/100 mo < 1/10) npu Bb3pacTHHTE.

¢ Kamnuuara e ,MHoro decta® (t.¢. > 1/10) npu neuara u ,MHoro psaaka® (< 1/10 000) npu
BB3PACTHHTE.

e  OGpuBET ¢ ,,uyecT (T.e. > 1/100 no < 1/10) npu aenara u ,,MHOrO pAaxsk™ (< 1/10 000) npu
BB3PaCTHHUTE.

¢ XHnepkaaiHeMHATa, XHNOHATPUEMHATA U OTKJIOHEHHATA B YepHO/poOHaTa dyHKIMA ca
LHeuectd® (> 1/1 000 no < 1/100) npu neuarta u ,,muoro peaku™ (< 1/10 000) npu pe3pacTHHTE.

e [lpu Aeuara CHHYCOBATA APUTMES, Ha30MAPMHTHTET ¥ XMNICPIMPERCHATA €A ,,9eCTH™
(T.e. > 1/100 go < 1/10), a opoaprrTeantara Gonka — ,,MHOro vecta™ (1.€. = 1/10), mokato npu
BB3PAaCTHHTE HAMA CHOOILUEHHS 32 HHTO €HA OT Te3H HexesaHH peakumn. Te obade ca
BpPEMEHHH M IIMPOKO PaspOCTpaHeHH AeTCKH 3a60sIBaHHA.

I_ISU'IOCTHPU[T l'lpO(lJHJI Ha DezonacHoCT Ha KaHJeCapTaH HWICKCETHII IIPHA NTeAHATPUHHHATE NMALTHCHTH HE
ce pa3INyaBa 3HAYMTENHO OT Npodria Ha Ge30NacHOCT MpH BE3PacTHHTE.

Jleyenue Ha CLpOeYHA HEOOCTIAMBYHOCH

IIpodHTET Ha HEXENAHKTE PEAKIMH Ha ATaKaH/ NPH RE3PACTHH MTALIMEHTH ChC CHPACYHA
HEOCTATEYHOCT € B CHOTBETCTBHE C© (JapMAKONIOrHATA HA IEKAPCTBOTO U 3APaBOCIIOBHOTO CHCTOSHHE
Ha naudenTuTe. B ximEnyHaTa nporpama CHARM, cpaenseama Atakaa B 1034 10 32 mg (n=3 803)
¢ nanebo (n=3 796), NTe4eHHETO © NPeKLCHATO NOPaJH HexeNaHu ceOuTHA npu 21,0% ot
NMAOHEHTHTE B IPYNaTa Ha KaHOECapTaH LISKCeTHN H opH 16,1% oT nalpeHTHTE B rpynaTa Ha
wiane6o. Hali-uecto ¢robInaBaHiTe HeXEIAHUTE PEAKITHM CA XHICPKAIIHEMU, XHIIOTOHUA U
OBOpedHo yBpexaane.

Te3u cuOHTHA ca 1O-9€CTH MPH NALHEHTH Ha BE3pacT Hap 70 rOAHHM, NALHEHTH ¢ AHabeT WM
TaKHBa, KOUTO Ca NIPHEMAJIM AIPYTH JIEKapCTBEHH MPOIYKTH, NOBIMABALIH
PEHHH-aHIHOTEH3HH-AT/IOCTEPOHOBATA CHeTeMa, B 4acTHOCT ACE HHXHUOHTOP W/HJIH CITMPOHOJIAKTOH.

B napenara no-gony TabimHiia ca npeacTaBCHH HCXKCMAaHHTE peakiMu OT KIIHHHYHHTE TIPOYYRAHHAA H
NOCTMApPKCTHHIOBHA OITHT.

CHCTeMO-0prafen Kaac YeeToTa Hexesiana peaknng
Hapymienus Ha KPEBTA H Muoro peaxu | JleBkoreHus, HeyTpolleHHE U
numdHaTa cHeTEMa arpaHy/IoLUTo3a
Hapyiuenua va merabomizMa u Yectn XunepKanueMus
APAHEHETO Mpuoro penku | XunoHaTpueMus
Hapymenus Ha HepBHaTa Mnoro penxu | 3amaiiBaue, rnapobonue
CHCTEMA
PecniypaTopHu, rpeAHA U Mmnoro peaxu | Kammuna
MEJHACTHHATHH HapylIeHHA
CBO0oBH HAPYINEHHs YectH Xunoronns
CTOMAIHO-YPeBHH HAPYIICHHA Mmuoro peokn | I'agene
C Jnapus
HEH3BECTHA
YECTOTa
Xenato-OmwHapHy HapyLIcHHUA Muoro peaxu | TlopHimaeane Ha 9epHOIPOOHHTE:
EH3HMH, OTKIIOHEHHA B YepHOIp
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CHCTeM0-0praHeH KJac YecToTa Hexenana peakuss
(OYHKUMA WA XENATHT
HapyuieHns Ha KoxaTa | Mmuoro peaku | AHrHoeneMm, oOpHB, YPTUKApHA,
MOJKOKHATA THKAH OpYPHTYC
HapyweHua Ha Mmuoro penxu | bonku B rep0a, apTpanrus, MUanTas
MYCKYJIHO-CKEJIETHATA CHCTEMa K
CHEJUHHTENIHATA ThKaH
Hapywienusa Ha 6x6penyre v Yectu brbpeyHo yBpexaaHe, BKIIOYHTEIHO
MHKOYHUTE ITBTHINA OBOpeuHa HepOCTATHYHOCT NPH
YYBCTBHTEJIHHE TALMEHTH (BXK.
TouKa 4.4)

Jlabopamopnu pezyamamu

XunepranneMus H 6L0peUHO YBPEX(IaHe c€ Pa3BHBAT YECTO NIPH NAlIHEHTHTE, JIEKYBaHH ¢ ATakaHf
110 NIOKa3aHKE ,,ChpaeyHa HeJocTaThuHOCT . [IpenoppuBa ce epHOAWYHO MOHHTOPHpaHE Ha
KpeaTHHHHA W KUTHA B cepyMa (BiK. Touka 4.4).

Crobmapane Ha NOIO3MPAHH HEXKENAHH PEaKIHU

Cr0o6magaHeTo Ha MOJO3HPAHK HEXENAHH PeaklHH Clic/] pa3pellaBaHe 3a yrnoTpeba Ha IeKapCTBERHA
npoAYKT ¢ BaykHO. ToBa NO3BONSIBA /1a MPOALIDKY HAGMIOACHHETO HAa CHOTHOLIICHHETO MON3a/PUCK 38
NeKapCTBEHUA NPOAYKT, OT MEAHIHHCKHTE CIIELMANKCTH e H3UCKRa /la ChoOLaBaT BCAKA
nmoaO3HpaHa HeXKelaHna peakiHa ao:

buarapasa

H3menHuTEIHA areHLMs 10 JIeKapcTBaTa
yn. ,Jdaman I'pyep” Ne 8

1303 Codns

Temn.: +359 2 8903417

yebcaiir: www.bda.bg

4.9 Ilpenosapane
Cumnmomu

Ha 6a3arta Ha papMakonorddHH choOpaskeHHA, OCHOBHATA NPOABA HA NMpefOo3HPAHE € BEPOATHO Aa
6'bie CUMITOMATHYHA XHIIOTOHHSA HIH 3aMmaliBane. B enHHuuHHTE CHOOIIEHNA 3a CITyYaH Ha
npeposupane (1o 672 mg KaHaecapTaH LHIEKCETII) Bh3CTAHOBABAHETO IPY BB3PACTHHTE HAMEHTH €
6uno rnaaxo.

Hosgedernue

AKO ce pa3BUe CHMIITOMATHYHA XHIIOTOHHS, TPA6BA Ja ce 3anoyHe CHMITTOMaTHYHO JIedeHHe H Jia ce
CNEeNAT JKH3HEHHTE NokasaTeu. [lanmeHTsT TpA6Ba Na ce MOCTaBH B MOJIOMKESHHE 110 rphl ©
TIOBAMCHATH AONHH KpalHWIM, AKO TOBA HE € JOCTATHYHO, Ia3MEeHHAT 00eM TpaOBa Aa ce NOBHIIH
ype3 BAHBAHUA — HAPAMEpP HA M3OTOHHYEH PA3TBOP HATPHEB XJIOPHI. AKO H30pOEHHTE MEPKH He Ca
JOCTATEYHH, MOTAT JIa Ce NPHIOKAT CHMIIATHKOMEMCTHIIH.

KanzecapTaH He ce OTCTpaHABA Ype3 XeMOAHATH3A.

5. ®APMAKOJOTHYHH CBOMCTBA

5.1 <dapMakoIHHAMHYNH CBOHCTBA

®apMmakoTepaneBTHYIHA Ipyna: AHTarOHHCTH Ha aHrHoTeHsHH I, camocToarenno, AT
CO9CA06
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MexaHn3pM Ha JICHCTBHE

Anrnortensus Il € CCHOBHHST Ba30aKTHBEH XOPMOH OT PCHHH-aHTHOTEH3HH-ANIAOCTEPOHOBATA
CHCTEMA H HTpae poJii B naTodu3MOI0rnaTa Ha apTEPHAIHATA XHIICPTOHHA, ChPIEYHATA
HEJOCTATBYHOCT H APYTH ChPACHHO-ChI0BH Hapymenusa. Tol ChLIO Taka Hrpae poss K B
[IATOTEHE3aTa Ha TePMHHANHATA OpraHHa xuneprpodus i yBpena. OCHOEBHHTE hH3HONOIHYHH edeKTy
Ha aHrMoTeH3HH [1, KaTo Ba30KOHCTPHKIMSA, CTHMYNALHA HA AA0CTEPOHOBATA CEKPELIMA, PEryIaliia

Ha BO/IHO-COJIEBATA XOMEOCTa3a H CTHMYIALMSA Ha KIETBYHHA PacTek, C€ MEAUMPAT upe3 peLenTopa
or 1 tunm (AT).

DapMakoJHHAMHYHH edekTH

Kanaecapran nuneKceTHI € MPEICKAPCTBO, MOAXOMMNO 32 iepopanya ynoTpeda. Tol ce npesprila
OLp30 B aKTHBHOTO BEILECTBO KAHASCAPTAH, YPe3 eCTEPHA XMAPO/H3a IO BpeMe Ha pesopOimsTa B
racrposHTecTHHANHKAA TpaxT. Karaecaprad e AlIPA, cenextusen cnipamo AT pellenTopHTe, KOHTO
ce CBbp3Ba 3Aparo M 6aBHO ce ocBobOXKAaRa OT pemenTopa. Toi HIMa ArOHHCTHYHA AKTHBHOCT.

Kanpecapran ne naxubupa ACE, koiiTo konseprupa anrsoreHzas [ B anruorenzan il u pasrpaxna
6panuxkuHuHA. He okaspa sp3geiicTeue popxy ACE H He noreHuHpa ZeHcTBHETO Ha GpalHKHHHHE H
cybctanuus P. B konTponupanyTe xIMHWYHH POy4BaHusA, cpaBHABalIM kanaecapral ¢ ACE
MHXHOHTOPH, NIPH OTYYABAIIHTE KAHAECAPTAH [IWICKCETI NAIMEHTH YECTOTATA Ha PA3BHTHE Ha
KallUTHIa € No-HHcKa. KanpecapTaH He ce CEBp3Ba KBM M HE HHXHOHpPa ApYrH XOPMOHATHH
peLENTOPH HIH HOHHH KaHANH, 33 KOHTO € H3BSCTHO, Y€ Ca OT 3HaYCHHE 3a ChPACYHO-CHI0BATA
peryJaims. AHTaroHH3MET CIIPSAMO peLierrTopHTe 3a anrHoTeHsHH II (ATh) Boau o 10303aBHCHMO
TIOBHILIABAHE HA MJIa3MCHHTE HHUBA HA peHMHA, aHrHoTeH3HH | H anrvoTensuH 11 v noHmxkaBane Ha
IU1a3MEHATA KOHLSHTPALMA Ha aJlIoCTepOHa.

Knunndea e@HKacHOCT M Ge30nacHocT

Xunepmonun

ITpu xuNIEpTOHAA KaHACCAPTAH NPEJIHIBNKEA N0303aBHCHMA [IPOSBIDKHTEIHA PEAYKIHA HA
apTCPHAHOTO HAATAHE. AHTHXMIIEPTEH3HBHUAT eeKT ce IHDKH Ha IIOHIKESHOTO CHCTEMHO
nepy¢epHo CBHIIPOTHBIEHHE Ge3 pehnekTOpHO MOBHIIABAHE HA ChpJe4YHaTa YyecToTa. Hiama nanuH 3a
CEPHO3HA HIH MIPEKOMEPHA XHIIOTOHHA Clie]l IpHeMa Ha ITHPBATA 03a MM 3a rebound edekt cien
CIHpaHe Ha JISYEHHETO.

Cnepn npriokeHHUe HA eJHOKpATHA 032 KAHAECAPTaH HIEKCETI, HA9anoTO HA AHTHXHIICPTEHIHBHUA
e(peKT HaCcThIIBA COMKHOBEHO B paMKHTe Ha 2 yaca. [Ipy NpOAB/DKUTEHO JeYCHHE OCHOBHHAT ST OT
MOHKDKEHHETO HA apPTEPHATHOTO HANSATAaHE NPH MPHEM Ha KOATO U Ja € 1033, OOHKHOBEHO Ce IOCTHTa
B PAMKHTE Ha YETHPH CEIMHIIH U C¢ 3abPKa MPH ALITocpodHo Jeuenre. Criopex npoBeaeH
MeTa-aHalH3, CPeAHAAT JOMBIHHTENeH eheKT HA NOBHIIABaHeTo Ha f103aTa OT 16 mg Ha 32 mg
€AHOKPaTHO JHERHO ¢ MambK. KarTo ce B2eMe mpeaBHA H HHTSPHHAHBHAYANTHATA BapHaOWIHOCT, NPH
HAKOH MAMEHTH MOKe Jja ce 09aKBa edeKT, Haaxpbhpiam cpeinid. KanaecapTal LHNEKCETHI, NIPHUET
€IHOKPaTHO JHEBHO, OCHTYpABA e)eKTHBHO H PABHOMEPHO NMOHIDKABAHE HA apPTEPHATHOTO HANATAHE B
npoxkKeHHE HA 24 yaca, ¢ MAIKa pa3jiHKa, B PAMKHTE Ha JO30BHA HHTEPRaN, MEXIYy MAKCHMAITHUSA
edekT 1 edekTa B Kpad Ha 10208uA MHTEpBal. B 1B panaoMu3HpaHu, ABOUHO-CIENH MPOY1BaHKS ca
H3CJICABAHHE AHTUXUNICPTeH3UEBHHA edeKT M MOHOCHMOCTTA Ha KaHecapTaH, ¥ ocapTaH npH obio

1 268 naupeHTH ¢ JIeKa SO YMEpPEeHO TeXkKKa apTepHaliia XHIEPTOHAA. PeAyKIHaATa Ha apTEPHAIHOTO
HAMAraHe B Kpas Ha A030BUA HHTepBan (CHeTOIHO/AuacTonHo) e ¢ 13,1/10,5 mmHg npn npreM Ha
KaHJecapTaH HieKkceTHn 32 mg enHokparHo aqHesHo H ¢ 10,0/8,7 mmHg npu npHeM Ha nocapraH
kanuii 100 mg enHOKpaTHO JHEBHO (pazyiiKa B peAyKIHATA Ha apTEPHAIHOTO HALATAHE
3,1/1,8 mmHg, p< 0,0001/p< 0,0001).

Koraro KangecapTaH HUIIEKCETHII C& M3IIONZEA 3a¢HO ¢ XMAPOXJIOPOTHA3K, CHEKTE
NOHIXKABAHETO Ha APTEPHAIHOTO HAATAHE € aAUTHEEH. [loTeHINpaHe Ha aHTHXHNIEp] i
edexT ce HabmoAaBa M IpH KOMOMHMpAHEe HA KAHAECAPTaH LAIESKCETHL C amonunuﬂ‘%

(eoAHIHH. N
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JlekapcTBEHHTE MPOAYKTH, KOMTO GIOKMPAT PEHHH-aHTHOTEH3HH-A110CTEPOHOBATA CHCTCMA, HMaT
T0-cab €EKT IpH YepHOKOKHA nauHeHTH (KouTo 00HuaiiHO ca HHCKO peHHHOBA MOMy1auus),
OTKOJIKOTO [IPH He-9epHOKOKH maLeHTd. CHILOTO Baky M 3a kaHjecapraH. B oTkpuTo npoy4saHe Ha
KITHHAYHHA OIHT NpH 5 156 NalMeHTH ¢ MACTONHA XMISPTOHKA, PEAYKLMATA HA APTEPHATTHOTO
HajisraHe NMpH NevYeHue ¢ KAHAECAPTaH € CHTHH(PHKAHTHO NO-cnabo H3pazeHa IPH YePHOKOMXKH,
OTKOJIKOTO MPH He-uepHOKOXKH NaiHeHTH (14,4/10,3 mmHg cpemy 19,0/12,7 mmHg,

p<0,0001/p< 0,0001),

KasznecapraH oeAmasa Ss0pedHis KpHBOTOK W/HIH HAMa e(eKT BbpXy CKOPOCTTa Ha IJIOMepy/IHa
¢HITTpaMs, WIH S TOBAINABA, JOKATO GLOpeYHaTa ChI0Ba PE3HCTEHTHOCT H GUITPaliHOHHATA
thpaxuus ce noHmwkasar. B 3-MeceuHo KITHHHYHO NPOYHBaHE ITPH MALHEHTH C apTepHaHa
XHUMESPTOHUA M 3axapeH auaber TUN 2 ¢ MUKpoanOyMHHYpHS, AHTHXHIICPTEH3HBHOTO JICIEHHE ©
KaHAecapTaH LHIIEKCETH HAMANIABA eKCKPELHATa Ha anbyMHH B YpHHATa (ChOTHOLICHHE
anOymuH/KpeaTHHHH, cpemHo 30%, 95% CI 15-42%). KM MoMeHTa HAMa JaHHH 3a e(eKxTa Ha
KaHJecapTaH BbPXy NporpecHATa KbM quabeTHa HedponarHs.

EdexTirre Ha KaHaecapTaH HuieKkceTin 8-16 mg (cpegna nosa 12 mg) enHOKPaTHO JHEBHO, BBPXY
CBpIEYHO-CBAORATA 3a00/1EBAEMOCT H CMEBPTHOCT, €2 OLIEHEHH B PaHJOMH3HPaHO KITHHHYHO
npoydrase npu 4 937 naupeHTy B crapuecka Bh3pact (70-89 rogunu; 21% Ha Bp3pact 80 unu noseue
rOHHMK) ¢ JIeKa A0 yMepeHO TeXXKKa apTepHaNHa XHTIEPTOHHA, NPOCIeIABAHM CPEAHO 3,7 TONHHH
(IlpoyupaHe BEPXY KOTHUTHBHHTE CIOCOOHOCTH W MPOrHo3a MPH NAl[HEeHTH B CTAPYECKa BE3pACT
(Study on COgnition and Prognosis in the Elderly). [TaipenTnTe ca npaeMan# xaHpecapTaH
IpUIeKceTHN Wik mianebo ¢ aobapaHe NpH HyXIa Ha JPyro aHTHXHIIEPTEH3HBHO CPeJCTRO.
ApTepHATTHOTO HANIATaHe MOKa3Ba NoHIKasaHe oT 166/90 xo 145/80 mmHg B rpynarta na
KaHpecapTaH ¥ o1 167/90 ne 149/82 mmHg B xontponnara rpyna. Ilo otHomenne Ha MepEMYHaTa
KpaiiHa TOYKa — 3HAYHMH ChPAEYHO-CHIOBH CHOMTHSA (CBPASYHO-CHIOBA CMBPTHOCT, He-(aTaned
HHCYNIT K He-¢araneH HH$papKT Ha MHOKap/a), HAMa CTATHCTHYECKH 3HAYMMA pa3jidka. B rpynara Ha
KaHziecapTaH chOUTHATA ca 26,7 Ha 1000 mamuenToronunu cpeury 30,0 ceOHTHA HA

1000 nanAeRTOroMHK B KOBTPO/HATA rpyna (oTHocHreneH puck 0,89, 95% CI 0,75 go 1,06, p=0,19).

B z1Be roseMH paHAOMH3BPAHH, KOHTPOMHPaHH KIHHHYHH H3nuTeanua (ONTARGET (ONgoing
Telmisartan Alone and in combination with Ramipril Global Endpoint Trial, Texymo usnuTeane Ha
TENMMCaPTaH CAMOCTOSTEIHO B B KOMOHHALIMA ¢ paMMnpu, ¢ TobanHa kpaiina Touka)), VA
NEPHRON-D (The Veterans Affairs Nephropathy in Diabetes, Hedponarus rnpu nuabet npu
BeTepaHH) e Mpoyyena yriotTpedara Ha komOkuauus Ha ACE-MHXHOHTOP ¢ aHrHoTeH3MH II
peuenTopeH OIIoKep.

ONTARGET ¢ npoydsaHe, NpoBeeHO NpH [TAIMEHTH ¢ AHAMHE34 32 CHPJIEYHO-CHACBO HIIE MO3EYHO-
cB0RO 3200N4BaHE HIH CBC 3aXapeH Quaber THIT 2 ¢ JaHHH 32 YBPEKJaHe Ha TapreTHHTe opraHu. VA
NEPHRON-D e npoyuraHe IipH manieHTH Che 3axaped AuabeT THN 2 ¥ 1uabeTna HedponaTHA.

Te3u Npoy4YBaHUS HE DOKA3BAT 3HAYMM OrarompusTeH edekt BEPXy GuOpedHHTe H/UMM CHPAEYHO-
CHAIOBHTE PE3YIITATH H CMBPTHOCTTA, a ce HA0MI0AaBa MOBHIIEH PHCK OT XMIIEPKATTHEMHA, OCTPO
656peyno HapyIieHHe W/HIH XHNOTOHK, B CPaBHeHHe ¢ MOHOTepanuarTa. KaTo ce HMaTt npearHa
noA00HHTE QapMakOHHAMATHY CBOHCTEA, TE3U PE3YIITATH C& OTHACAT CHINO H 34 APYTHTE
ACE-unxubuTopn 1 anrsorensu Il penerrropau 6nokepu.

[opaau ToBa, ACE-uHxuGHTOpHTE M anrroTedsHH I penenTopauTe GaokepH He TpAOBa Na ce
H3MO3BAT €HOBPEMEHHO NPH NAIMEHTH ¢ AuabeTHa HeponaThs.

ALTITUDE (Aliskiren Trial in Type 2 Diabetes Using Cardiovascular and Renal Diseas
KJIMHHYHO M3NHTBAHE HA ATHCKHPEH Npy AXAGET THIT 2 ¢hC ChPOSYHO-CHAOBHTE H 660
3a0onABaHHA KaTo KpaiiH¥ TOUKH) € NpoyyBaHe, NpeAHa3HadeHO Ja TeCTBa M0N3ara OT ,
AJTACKHPEH KbM cTaHZapTHa Tepamus ¢ ACE-nHxu6iTop wmu anruorensuH I1 peuerrropen‘ﬁnompnpn
NauMenTH Che 3axaper aquaber THI 2 1 xpoHHuHO 6B6peyHo 3a6oBakHe, CBPAEHHO-CHAORGL ©.

zaCongpane WK U ABeTe, IIpoydBaHeTo € MpeKpaTeHo npexaeBpeMeRHo, TOPaiH NOBHINE
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HEXKENAHH pe3ynrard. ChpAeuHO-CHAOBATA CMbBPT H HHCYJITBT, i ABeTe CbOHTHA B YHCJIEHA CTOHHOCT,
€a NO-4eCTH B rPynaTa ¢ AMMCKMPEH, OTKONKOTO B rpyraTa ¢ [U1auebo, a Heke/laHUTe CLOMTHR U
CEepHO3HHTE HEXENIAHH ChOMTHS OT CHelHANIeH HHTepec (XUIIEPKATHEMHSA, XHIIOTOHHA M 6B0peyHa
nucyHKUHA) ce CHOOLIABAT [10-9€CTO B IPYIIATa C ATMCKHPEH, OTKOIKOTO B IPYNATa ¢ IUIanedo.

Heduampuuna nonyaayus — apmepuania Xunepmonus

AHTHXHINEPTEH3HBHUTE eeKTH Ha KaHIeCcapTaH ca OLIEHEHH IPU Feld ¢ apTepHanHa XMNEePTOHHS Ha
BBE3pacT OT 1 no < 6 rofuuu v o 6 10 < 17 roauHy B JBe pAaHAOMH3HPaHH, JBOHHO-CIICTH,
MHOTOLSHTPOBH, 4-CEAMWYIHH NPOYUYBAHMA 34 ONpeesiAHe Ha AO30BUs O0XBAaT.

Tlpu neua Ha BE3pacT oT 1 A0 < 6 rogunn, 93 nanuenTtH, 74% ot xouTo ca ¢ 6B6peyHo 3abonABanHe, ca
paHIOMH3HPaHH JIa ONYYaRaT Npe3 yCTara cycnenzus Kkanaecapran wwiekcetin 0,05; 0,20 wix

0,40 mg/kg Beaubx queeHo. OCHOBHHAT METOJ 34 aHANIM3 € BL3 OCHORA Ha HAKJIOHA Ha KPHBATa Ha
3aBMCHMOCTTA Ha CHCTONIHOTO apTepranto nandrade (CAH) ot nosara. 3a TpATe A03UPOBKH HA
KaufecaptaH mwiekcetrt CAH u auactonHoTo aprepnanto Hanarane (JIAH) nokassar moHm:xaeae
¢ 6,0/5,2 no 12,0/11,1 mmHg B cpaBHeHHe ¢ H3XOOHHUTE CTOHHOCTH. BCe Mak, MOHEKE JTMIICEA IPyTa
Ha anefo, AciicrBHTENHATA BeIMYHHA Ha epeKTa BbpXy apTEpPHAHOTO HANIATAHE OCTABa HECHTYPHA,
KOETO NMpaBH TPY/JHA 3aKMOYMTEIHATA OLICHKA HA CHOTHOLICHHETO NOJI3A/PHCK B TA3H BE3pacToBa

rpymna.

ITpu perta Ha BB3pacT oT 6 0o < 17 roauHu, 240 nanHeHTH ¢4 paHAOMH3HPaHU B CHOTHOLICHHE
1:2:2:2, 3a 1a nony4qaBaT ruanebo, HUCKa, cpeiHa Wik BUCOKA 032 kanaecapTaH miekceTwi. Tipu
Iela ¢ TesiecHo Terto < 50 kg, MOHPOBKHTe Ha KaHjecapTaH UMNekceTin ¢a 2, 8 Wi 16 mg Beansk
auesno. [Ipu aeua ¢ TerecHo Terno > 50 kg nosupoekuTe Ha KanaecapTaH OUWACKCETHA ca 4, 16 Min
32 mg Beanbk anepHo. Kannecaprad B ocpenHeHa ao3a samanasa CAH B nokoii ¢ 10,2 mmHg

(P< 0,0001) u TAH B nokoii (P=0,0029) ¢ 6,6 mmHg, B cpaBHEHHE ¢ H3XOIHHTE CTOHHOCTH. B
rpynarta Ha mane6o cbio ce ycranoessa peaykups ¢ 3,7 mmHg na CAH B nokoid (p=0,0074) u c
1,80 mmHg na JIAH B nokoii (p=0,0992), B cpaBHEHHEe ¢ H3XORHHTE CTOHHOCTH. BBHOPEeKH roleMHus
wianeto e(eKT, BCHIKH OTAENHM AO3HPOBKH HA KaHAecapTaH (KAKTO H OCPE/{HeHaTa J03a) NOKa3eaT
3HaYHMO NPEBB3X0ACTEO B CpaBHEHHE ¢ nnanebo. MakcyuManeH oTroBop IO OTHOLIEHHE HA
MOHIKABAHETO HA aPTEPHAIHOTO HAJIATaHe MPK Jelia ¢ TeNecHo Terio oA u Haj 50 kg ce noctHra
NpK A03H choTBeTHO 8 mg 1 16 mg, KATO CNeX Ta3u CTOHHOCT elexTEHT € B IUIATO.

Ot BKmMOYEHHTE MauueHTH 47% ca YepHOKOKH M 29% ca OT XKeHCKH 110JI; cpejtiaTa Be3pact +/- SD e
12,9+/-2,6 ropunu. ITpu nena Ha BB3pactT o1 6 10 < 17 roauns ce HaOMmoaana TeHACHIMS 32
HaMaligBaHe Ha eeKTa BEbpXY APTEPHANHOTO HaNAraHe MPH HepPHOKOKHTE MALMECHTH B CPABHEHHE C
HE-UEpHOKOKHTE,

Copdeuna nedocmanmvyiocm

Jleuensiero ¢ kaHAECAPTAH LAIEKCETHI HAMALBA CMBPTHOCTTA, HAMANIABA XOCTIMTAIH3ALHKTE 33
CBpAeYHA HEIOCTATHYHOCT, ¥ NNOJ00pABA CHMITTOMUTE [IPH TIALIMEHTH € JISBOKAMEPHA CHCTOJIHA
AucyHKLHA, KoeTo ¢€ JeMoHcTpHpa ot nporpaMara CHARM (Kaupecapran npu ¢hpAedHa
HEJOCTATEYHOCT — OLIEHKA Ha PeyKIHATa Ha CMBPTHOCTTA U 3a6onesaemoctta (Candesartan in Heart
failure — Assessment of Reduction in Mortality and Morbidity)).

Tazu mriatle6o-KOHTpONHpana, NBORHO-CIIANA NPOYYBATE/HA IIPOrpamMa NPH NALMEHTH C XPOHHYHA
cbpaeuHa HegocrarbuocT (XCH) ¢yuxuponanen xkmac 1I mo IV o NYHA ce ¢BCTOH OT TpH OTZEIHM
npoyusanusi: CHARM-Alternative (n=2 028) npu narmenTd ¢ LVEF (sieokaMepHa ¢pakims Ha
m3TnackBane) < 40%, xouto He ca neKyBaHH ¢ ACE-uaxuburop nopalld HENOHOCUMOCT (IIABHO
nopaay kanvmna, 72%), CHARM-Added (n=2 548) npw nmaumenTn ¢ LVEF < 40%, kouto

[ManmenTvTe Ha ONTHMAanHa Tepanya 3a XCH Ha w3xonHO HHBO ca paHAOMH3HpaHH a
nane6o WK KaHAecapTaH IMICKCETHN (THTPHPaH oT 4 HiH 8 mg eqHOKPATHO AHEBH: 1@
€AHOKPATHO JHEBHO KM A0 Haii-BHCOKaTa MOHOCHMA 034, CpeliHa fo3a 24 mg) U ca
cpenHo 37,7 meceua. Cnen 6-Mece4Ho sieuende 63% ot nalHeHTHTE, IPOTb/DKABALIM
KaHAecapTad manekcetn (89%), ca Ouau Ha TapreTHaTa Ao3a oT 32 mg.
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B CHARM-Alternative chcTaBHaTa KpaitHa TOYKa OT ChP/JAECYHO-CHAOBA CMBPTHOCT WM IEPBA
XOCIITHTaAITH3aluA 3a XCH noka3sea 3HaYHMAa peaYKIHA 3a KaHOcCapTaH B CpaBHEHHC C IU]allCﬁO,
koedrimenT Ha puck (HR) 0,77 (95% CI: 0,67 no 0,89, p< 0,001). Tosa croTBeTCTBA Ha PEAYKIMA HA
penaTHBHHA pHcK 23%. Tasu xpafiHa Touka ce ycTaHOBARa MpH 33,0% oT MaLMEHTHTE HA KaHIECApTaH
(95% CI: 30,1 no 36,0) u npu 40,0% ot mammerTuTe Ha nauedo (95% Cl: 37,0 no 43,1), kato
aGcomoTHata pasnuka e 7,0% (95% CI: 11,2 1o 2,8). 3a nanata npoabIDKHTENHOCT Ha NPOYUBAHCTO,
OposAT NALHEHTH, KOUTO e TpabBano aAa OBJaT NeKyBaHH, 3a Aa ce NIPSJOTBPATH eHH CMBPTEH CLy4ai
OT CHPAECYHO-CHA0B HHLMACHT WIH XOCIIMTATH3ALHA 32 JISYEHHE HA ChpJie4Ha HEJIOCTATLYHOCT € 14.
CreraBHaTta KpaiiHa TOYKA OT CMBPTHOCT, O3 3HaueHHE Ha MPUYHHATA, WIH ITbPBAa XOCITHTAIH3ALMA
3a XCH cbino nokazpa 3HaumkMa peAyKLua B rpynara Ha kanpecaprtad, HR 0,80 (95% CI: 0,70 no
0,92, p=0,001). Ta3u kpaiiHa ToYKa C€ YCTAHOBABA TIpH 36,6% OT NalHeHTHTE HA KanAecapTaH (95%
CI: 33,7 10 39,7) u 42,7% oT naudeHTHTEe Ha rwiaebo (95% CI: 39,6 o 45,8), karo abconoTHaTa
paznuka e 6,0% (95% CI: 10,3 go 1,8). M npu aBara koMroHeHTa Ha Ta3H ChCTABHA KpafiHa TOvka ~
cMBpTHOCT H 3a6GonepaemMoct (xocrranmzaums 3a XCH), 7aHHNTe MoROPAT 32 ONarcnpHATHHTE
edexTr Ha KaHAecapTaH. JleueHHeTO ¢ KaHAECAPTAH LHIICKCETHA BOIH 10 NOA00PEHHE M0 OTHOINCHHE
Ha (pyHKUHOHamHuA Knac o NYHA (p=0,008).

B CHARM-Added crerarHaTa KkpaiiHa ToUKa OT CBPAEHHO-ChAOBA CMEPTHOCT HIH ITBPEA
xocruranusanys 3a XCH noka3ea 3HaqaMa pelyKiEs 3a KaHAecapTaH B cpaBHeHHe ¢ ruianebo, HR
0,85 (95% CI: 0,75 o 0,96, p=0,011). Tora cCHOTEETCTBa Ha PENATHBHA PEAYKLMSA Ha PHCKa oT 15%.
Tasn kpaiiHa ToYKa € yCTaHOBEHaA IIpH 37,9% oT naureHTHTe Ha KasaecapraH (95% CI: 35,2 no 40,6)
u 42,3% oT nauueHTHTe Ha ane6o (95% CI: 39,6 a0 45,1), kato abcomoTHara pasnuka e 4,4% (95%
CI: 8,2 no 0,6). 3a usaTa NpoaB/DKHTENHOCT Ha [IPOY4BaHeTO GPOAT NAlMeHTH, KOHTO TpAbBa Aa
OBbaaT IeKyBaHH, 3a Ja ce MPeJOTBPaTH €HH CMEPTEH CIy4aH OT ChpAEHHO-CHIOB HHIMICHT HIH
eIHa XOCTIHTANIM3ALIAA 3a JISYECHHE Ha ChPACUHA HEAOCTATEHHOCT, € 23. CrecTapHara KpalHa TOYKA OT
CMBPTHOCT, 6e3 3HaueHHe HA MPHYHHATA WM ThpBa XocnuTanuzaima 3a XCH, chio nokassa
3HAYMMa peMyKUHA B rpynara Ha kaunecaprad, HR 0,87 (95% CI: 0,78 no 0,98, p=0,021). Tasn
KpaifHa TOUKa € ycTaHOBeHa IpH 42,2% OT nalueHTHTe Ha KaHaecapraH (95% CI: 39,5 no 45,0) u
46,1% ot nanmeHTHTE Ha wianebo (95% CI: 43,4 1o 48,9), xaro abcomorHara pasnuka € 3,9% (95%
CI: 7,8 mo 0.1). ¥ neaTa KOMIIOHEHTA Ha TE3H CECTABHM KpPAHHK TOUKH — CMBPTHOCT H 3200/I€BaEMOCT
(xocnuranuzanuy 32 XCH), nonpuHacar 3a 6naronpuaTHuTe edeKTH Ha KaHaecapTaH. JleyeHHeTo ¢
KaHJECAPTaH [HIEKCETHIT BOAH A0 NOR0OpeHHe [0 OTHOLIEHHe Ha (yHKIHoHanHua xiac no NYHA

(p=0,020).

B CHARM-Preserved He ce NocTHra CTATHCTHYECKH 3HAYHMA PEXYKIHA 10 OTHOLICHHE Ha
CHCTABHATA KpaifHa TOYKa OT CHPACYHO-CHIOBA CMBPTHOCT WITH MHpBa Xocmarammsanud 3a XCH, HR
0,89 (95% CI: 0,77 no 1,03, p=0,118).

CwmbpTrHOCTTa, Ge3 3HaueHue Ha NPMUMHATA, He TI0KA3Ba CTATUCTHIESCKH 3HAYHMH pasfiiyks, KOTaTo ce
H3C/IEBA MOOTAENHO BhB BCKO 0T TpuTe npoyusanus CHARM. O6ade, cMbpTHOCTTA O3 3HAUEHHE
HA NPHYHHATA, € OlleHeHa chio B cBopau nonynauun — CHARM-Alternative 1 CHARM-Added, HR
0,88 (95% CI: 0,79 no 0,98, p=0,018, xakTo ¥ BEB BcHuKuTe TPH TIpoyueanus, HR 0,91 (95% CI: 0,83
zo 1,00, p=0,055).

BnaronprariuTe edekTH Ha KaHAECAPTaH MOKa3BaT cTabWIHOCT 063 3HAYCHHE OT BB2PacTTa, Iona u
CBHITBTCTBAINOTO JeueHHe. Kannecapral e eekTHBEH U [TPH NMAUMEHTH, [IPHEMAIIH €HOBPEMEHHO
6era-6nokepu 1 ACE-HHXHOHTOPH, KaTO GMaronpuaTHHAT edeKT ce nocrira 6e3 3HaYeHHe Jalu

ao3a.

ITpu namenTn ¢ XCH H orpaHH4eHa JeBOKAMEPHA CUCTONMHA GyHKUMA (dpaKums i
nasa kaMepa, LVEF < 40%), xanaecapran noHMKaBa CHCTEMHATA ChAOBA PE3HCTE
OenoipobHOTO KaNTMIAPHO HANATAHE HA BKIHHABAHE, MOBHINABA [U1A3MEHATa PeHHH
KOHLIEHTpaLlUATA Ha aHrHOTeH3HH I, # NoHIbKaBa HHEATa HA alJOCTEPOHA,
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5.2 @PapmMaKoKHHETHIHH CBOHCTEA

Abcopbyun u paznpedenenue

Cnen nepopaneH npueM KaHjecapTaH UHIEKCETHI ¢e MPEBPDIa B aKTHBHOTO BEIIECTBO KAHAECAPTAH.
Crnepn npHeM Ha niepopasieH pa3TBOP Ha KAHAECAPTAH IMIEKCETHIL, a0COMOTHATa OHOHATHYHOCT Ha
Kaggecaptad e npudnusurenno 40%. B cpasnenne che CLINMA NIEpOPalicH pasTBOpP, OTHOCHTEIHATA
OHOHAMHYHOCT Ha TabneTkuTe ¢ npubnusuTenHo 34% ¢ MUHHMaNHa BapHaOWiHOCT. CleN0BATEIHO
ovakBaHaTa abconoTHa OHOHARMYHOCT Ha TabneTkuTe e 14%. CpeaHara mHkoba IU1a3MeHa
koHueHTpamma (Cmax) ce moctrra 3-4 yaca cnen npreMa Ha Tabnerkata. [TnazMeHara KOHISHTPARA
Ha KaHJecapTaH HapacTBa JIHHEHHO ¢ NOBHILIaBaHE HA A034aTa B PAMKHTE Ha TEPANCBTHYHHA HHTEpBaJl.
He ca naGmonaBany pasnuyus BbB hapMakOKHHETHKATA Ha KaHAECaPTaH B 3aBHCHMOCT OT IOJA.
Inourra mox kprBarta rwiasMena koHneHTpauua — speme (AUC) ra kaHzecapTaH He ce IOB/IHABA
3HAYHMO OT MPHEMA Ha XpaHa.

KanpecapTaH ce cBLp3Ba BBB BHCOKA CTENEH C IUIa3MEHUTe npoTeHHH (Han 99%). IIpuBnaHuAT obem
Ha pasnpejciacHHe Ha kaanecaprad e 0,1 Vkg.

bronanM4HOCTTA HA KaHfAecapTaH He C¢ IIOBJIHABA OT IPHCMA Ha XpaHa.

Suompanchopmayun u erumunupane

KanpecapraH ce elHMHHMpa npeIHMHO HEIIPOMEHEH ¢ YPHHATA U AUTHYHHA COK, KATO CaMO B MaJika
CTENEH ¢E SNHMUHUPA upes yepHoApobHa Tpanchopmaima (CYP2C9). Ot HanuvHKTE Ipoy4BaHHA 3a
B3aMMOZAEHCTBHA HAMa NaHHH 3a edext Bbpxy CYP2C9 u CYP3A4. Bw3 ocHoBa Ha in vitro JaHRWTE
HE Ce 04aKBa in Vivo ia HACTHITH B3aHMOCHCTBHE ¢ JIeKapCTBa, YHETO METab0IH3HPAHE 3aBHCH OT
u3ocH3uMETe Ha muToxpoM P450 CYP1A2, CYP2A6, CYP2CY, CYP2C19, CYP2D6, CYP2E]
CYP3A4. TepMHBaHAAT NONYKHBOT Ha KaHAECAPTaH € MPHOMH3UTENHO 9 waca. IIpy MHOTOKpaTeH
MIPHEM HE KyMyJRHpa.

ToTanHuAT MIa3MeH KNIMPEHC HAa KaHaecapTad e okono 0,37 ml/min/kg, npu 666peden KIHpBHE
okono 0,19 mlVmin/kg, BrOpeyHOTO ENMMUMHKpaHe HA KaHAecapTaH cE OCBIICCTBABA KAKTO 9pes3
rnoMepyiaHa GunTpanus, Taka | Ypes akTuBHa TyOynHa cexperms. Ciiesi nepopaneH NpHeM Ha
maprupat ¢ 1*C kargecaprad UIEKCETHN, C YPHHATA C& eKCKpeTHpa Npuonmsutento 26% ot
TIPHETATA JI03a KaTO KaHaecapTaH H 7% KATO HeakTHBeH MeTaGoJIHT, JOKATO BBE (elieca ¢e OTKpHBAT
npHOIH3ATEHO S6% 0T Ao3ara KaTo KaHpecapTan u 10% xaro HeakTHees meTabomnHT.

DapMaAKOKUHEMUKA BPU CREYUATRY RONYAGHUU

B cpaBHeHHe ¢ MIaauTe Xopa, MPH MALMEHTHTE B CTApYecKa Bp3pacT (Han 65 romuan) Cuax 1 AUC ce
TIOBHINIABAT CHLOTBETHO ¢ NpHGIM3HTENHO 50% 1 80%. Ob6ate cien npHAOKeHa J03a ATakaHy
NOBAHABZHETO HA APTEPHANTHOTO HAJAraHe H Pa3BHTHETO HA HEXKENaHH PeaKIHH ¢a CXOIHM NPH
MJIaZHTe HAUUEHTH H NIPH TE3H B CTAp9eCcKa BB3pacT (BxK. Touka 4.2).

B cpapHeHHE ¢ HALMEHTHTE ¢ HOPMaIHA OBOpeyHa (hYYHKIMA, IPH MHOTOKPATEH TIPHEM OT NMAlMeHTH ¢
JIEKO 10 YMepeHo Texko Ou0peuno yepexaane, Cunax ¥ AUC Ha xaHAECcapTaH ce MOBHIIABAT
CBOTBETHO ¢ npHbm3uTemHo 50% 1 70%, HO t; He ce nornMABa. CHOTBETHHTE [IPOMEHH [IPH
NAIHEHTH ¢ TeXKO OROpedno yepexkaane ca csoTBeTHO npubnuzuTenHo 50% u 110%. Ilpn nanuenTh
¢ Texko 6B0peuno yBpexaaHe, TEPMHHANHUAT ty, NpHOIM3HTENHO ce yABoABa. AUC Ha KaHAecapTaH
IIPY MAI[HEHTH Ha XEMOAMAIN3A € CXOHA ¢ Ta3H NPH NALHEHTH ¢ Texko 6x0peuno yepexgiane.

B Ase KIMHHYHA MPOYYBAaHKA, KATO H B IBETE €a BKJIIOUEHH NMAUACHTH € JIEKO JI0 YMEPEHO
4yepHOAPOOHO yBpexkaaHe, ce yCTAHOBABa moBuuiasane Ha cpefHata AUC Ha xanpec:
npubmmsuTento 20% B eqHoro npoyusane u 80% B Apyrorto npoy4saHe(Bx. Touka 4.
NpH MALKMEHTH ¢ TEXKO YePHOAPOOHO YBpEXAaHE.
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Heduampuuna nonyrayus

(DapMaKOKHHETHYHHTE CBOHCTBA HAa KAHIECAPTaH Ca OLCHEHH B 1B¢ (PAPMAKOKHHETHYHH MPOYYBAHHA
Ha [IPUNOKECHHE HA eJHOKPATHH JIO3M TP Jena Ha Bh3pact or 1 10 < 6 roJMHH 4 OT

6 ne < 17 ronunu.

IMpu aeua Ha BB3pact ot 1 A0 < 6 roguuu, 10 gena ¢ TenecHo Terno ot 10 a0 <25 kg nonydasar
enHokparHa ao03a ot 0,2 mg/kg nepopanua cycnensus. He ce Habmonara kopenaups Ha Cuax H AUC ¢
BB3PACTTA WIH TenecHOoTO Terno. He ca coOupaHH AaHHM 32 KIMPBHC, TOPaJIA KOETO HE € H3BECTHO
JAITH B TA3H MOMYNALMA & BE3MOXKHA KOpEnalHs Mexay KIHPBHCA H TENCCHOTO TerIo/Bh3PacTTa.

Ipu nena na Bw3pact ot 6 A0 < 17 roauau, 22 nena noay4aBaT eqHOKpaTHA 103a oT 16 mg tabneTka.
Jluncra xopenaima Ha Cmax 1 AUC ¢ BB3pacTTa. M3rnexaa obaue, ye TEACCHOTO TEINIO HMa
3HaYHTENHA Kopenanus ¢bC Cuax (p=0,012) 1 AUC (p=0,011). He ca cx0HpaHH JaHHH 32 WIMPEHC,
MOpaIH KOETO He € H3BECTHO JA/H B Ta3H NOMYNAalHs € Bb3MOKHA KOPeTalH MeXIy KIHMpbHCA H
TEJIECHOTO TErNIO/BE3PacTTa.

Jenara Ha BE3pacT > 6 roJHHH Ca ¢ eKCMO3MLEH, CXOAHH ¢ TE3H [IPH Bb3PACTHHTE, MOAYYHIM ChIlaTa
Jo3a.

(DapMaKOKHHETHKATa Ha KAHJECAPTaH LIHIEKCETH He € MPOYMBaHA MPY MeMATPHIHN HAUMEHTH Ha
BB3pacT < 1 roauHa.

5.3 TlpeaxknAHHYHH JAHHH 3a 6e300ACHOCT

[Tpy KIHHHYHO NPHIOKMMHA NO3H HAMA NaHHM 33 a0HOPMHA CHCTeMHA TOKCHYHOCT HJIH TOKCHYHOCT
Ha TapreTHHTE OpraHd. B npeioTHHHYIRKTE MPoyYBaHHs 3a 6€30I1aCHOCT, KAHASCAPTaH BB BHCOKH
JI03H OKa3Ba BIHAHME BHPXY 6B0penuTe i BLpXY SpUTPOLMTHHTE [TOKA3aTEH TIPH MHIIKH, ITEXO0BE,
KyveTa H MaiiMyHH. KangecapraH npeaH3BHKBa NOHIKABaHe HA PUTPOLIMTHHTE MOKasaTesH (Opoii Ha
ePUTPOLITHTE, XeMOrnoOuH, xeMaTokput). Kanpecapran uaaywumpa edexrH BEpXy 6uOpemmre (kaTo
HHTCPCTHIIHANEH HedpHT, TYOY/THa ZunaTanua, 6a30(anHo ouBeTABaHe Ha TyOyuTe; NOBHIIABaHe HA
IUTA3MEHHTE KOHIEHTPALUWH Ha ypes M KPeaTHHHH), KOHTO MOJKe Jia ¢a B CJIAICTBHE Ha
XHIIOTEH3HBHHA MY e(eKT, BOAELL A0 IpoMsAHa Ha 6p0peuHaTa nepdysua. B aomennenue
KaH[ecapTal HHAYLHpa XUMepIUIasHa/Xuneprpodus Ha IOKCTarnoMepynuTe knetku. CMaTa ce, ue
TEe3H NPOMEHH ce ABJDKAT Ha GapMaKONOrHIHOTO AeicTBHe Ha KaHfecapTad. Marnexna, 4e pu xopa,
Ha TepaneBTHYHH JIO3H KaHJCCAPTaH, XHIIePIUIa3HATa/XHNePTPOGHATA Ha FOKCTArIOMEPYJIHHATE
KJIETKH HE € KITHHHYHO 3Ha1HMAa.

B npeaxnyHHYHNATE IPOYYBaHHA IPH HOPMOTECH3UBHH HOBOPO/IEHH M MIIaJiH ILTBXO0BE, KaHAECapTaH ¢
TMOKa3al peAyKUMA Ha TEIECHOTO TErIO H Ha TEMVIOTO Ha ChpLETo. KakTo mpH Bb3pacTHHTE JKHBOTHH,
Te3d epeKTH ce CMATAT 3a pe3yaTar oT (HapMakoJIOTHIHOTO AckicTBHe Ha KaHaecapTaH. [lpy Haii-
HHcKara fo3a — 10 mg/kg, eKcrmo3uIMaTa Ha KaHAecapTaH € Mexkay 12 U 78 IMbTH 10-BUCOKA OT
HHEBATa MPY fela Ha Bp3pacT oT 1 10 < 6 roguHy, Noay4asaiy KAHIECAPTAH IMIEKCETH B 1032

0,2 mg/kg, u ot 7 1o 54 ETH [O-BHCOKA OT HARATA NIPH ielia Ha BB3pacT oT 6 10 < 17 roauHy,
MOTyYaBalld KaHAecapTaH IIeKCETHN B 103a OT 16 mg. Trii kaTo B Te3H npOyUBaHHA HE Ca
HaMEPEHH CTOHHOCTH, II0]] KOHTO HE ¢ YCTaHOBABA ebeKT, rpaHHIATa Ha He30NacHOCT 110 OTHOLICHHE
Ha ed)eKTHTE BEPXY TErJIOTO Ha CBPILIETO H KIIHHWYHATA 3Ha9HMOCT Ha Te3H Pe3YIITATH HE € M3BSCTHA.

B xbeHuTE CpoKkoBe Ha GpeMeHHOCTTa e Habmonasana (peTanHa TOKCHYHOCT (BiK. TouKa 4.6).

JlaHHETE OT in vitro ¥ in vivo NPOYYBAHHATA 32 MyTareHHOCT MOKA3EaT, J€ B YCJIOBHATA
KTHHUMHOTO NPHAOKEHHE KAaHAECAPTaH HAMAa MyTareHHa WIH KJIACTOreHHa aKTHBHOCT.

Hsama naHHA 32 KAPIUHOTEHHOCT.

™
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MJIa[IH MHLIKA BOJY IO HAPYLIEHO pa3BHTHe Ha Op0perre. [pHIOKEHHETO HA MEIHKAMEHTH, KOHTO
HeHcTBaT NUPEKTHO BLPXY PEHHH-aHrHOTCHIHH-AJIIOCTEPOHOBATA CHCTEMA MOXKE J1a TIOBIAHAC
HOpMaTHOTO pasBuTHE Ha OBL6peuuTe. CnegoBaTenHo fenata Ha BE3pacT MoA 1 romvHa He Tpabea na
npueMar ATakann (BiK. Touka 4.3).

6. PAPMANNEBTHYHHA TAHHH
6.1 CoEchK HA NOMOIEATE BEIMECTBA
Kapmenosa xanmii

XuapoKCHIPOMAILIETY 032
XKenesen okcHn, CI 77491 (E 172) (camo Tabnerkure ot 8 mg i 16 mg)

JNaxro3za MOHOXHApAT

Marsezues cTeapar

Hapesr4Ro HHOIECTE

Makporon

6.2 HecsBMECTHMOCTH

HenpuwroxumMo

6.3 Cpox Ha rogaocr

3 roguHu

6.4 CoendaJHH YCJIOBESA HA ChXpAHeHHE

To3u nexapcTBeH NPOOYKT HE H3HCKEA CIICLMATIHH TEMIepaTypHH YCIOBHA HA ChXPaHECHHE.

6.5 JaHnA 32 ONAKOBKATA

Biucrepuu onakoeki ot PVC/PVDC no 7, 14, 185, 15x1 (eaHomozoBH equuuin), 20, 28, 30, 30x1
(emHOn030BH eAMHHAIM), 50, 50x1 (enHOMO30BH eAMHHIIK), 56, 90, 98, 98x1 (emHOAO30BH COHHHLIH),
100 u 300 TabneTkn.

Bytemxs ot HDPE no 100 1 no 250 Tabnerkn.

He BcuukH BAIOBE OMAKOBKH MoraT A2 OBJaT MyCHATH B npoaakoa.

6.6 CroenuannH npeANazHEA MePKH NPH H3XBLPJIAHE H pafoTa

Hama crienyaiHy H3HCKBAaHHA.

7. HOPHUTEXATEJ HA PAZPEIIEHHETO 3A YIIOTPEBA
CHEPLAPHARM Arzneimitte]l GmbH

Ziegelhof 24

17489 Greifswald

I'epManns

8. HOMEP(A) HA PASPEIIEHHETO 3A YIIOTPEBA

TaGnerku ot 8 mg: 20060845
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Ta6nerku ot 16 mg: 20060846

9. JATA HA ITBPBO PABPEINABAHE/MIOJHOBSABAHE HA PASPEHIEHHETO 3A
YIIOTPEBA

Atacand 8 mg Taﬁne'rxn 29.12. 2006/27 02.2012

10. JATA HA AKTYAJIM3UPAHE HA TEKCTA
Hoemepu 2022

INoapoGHa uHGOpMaLMA 3a TO3M JIEKAPCTBEH MPOAYKT € NpeaocTaBeHa Ha yed caiita Ha
H3nbinHMTeIHATA areH1Ms 1O JIEKapcTBaTa.
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