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KPATKA XAPAKTEPUCTHKA HA ITPOJAIYKTA

1. UME HA JIEKAPCTBEHMUS ITPOAYKT

Kanjeramma 8 mg rabnerku

Candegamma 8 mg tablets

2. KAYECTBEH U KOJIMUECTBEH CHCTAB
Besika Tabnerka ebhabpka 8 mg kanjaecapraH HHICKCETHIL.

[TomouHu BewlecTBa ¢ n3BecTeH eexT:
Kanzeramma 8 mg: 150,4 mg nakrosa (moHoxuapar) / tabierka

3a MbJIHUS CMTUCHK Ha MOMOIIHHUTE BElEeCTBa, BUKTE Touka 6. 1.

3. JIJEKAPCTBEHA ®OPMA

Tabnerka

N3NLAHUTENHA AI'EH'LWIH M0 JIEKAPCTBATA

Kpamxa xapaxkmepucmuka Ha NpogyKkma - Mpunoxerue 1

Kvm Pea. Ne .50 A <o B fln acsneseiesi e tesatess

y_s39587 AT 08 101

Pa3peuwieHue NE ....cumbiiisiniis, Levinsasssonsrssnss Qe

bemn o nourtn Genu, kpvram 3x9 mm, aBoiiHo u3nbkHanM TabieTkn Ge3 MOKpHTHE, C KPhCTOBH/HA
JIeJIATEJIHA YepTa OT ejlHaTa CTpaHa M IJIaJIku OT JipyraTa ctpana. Tabnetkara moxe ja Gbje pasjeneHa

Ha paBHH 103H.

4. KJIMHUYHU JIAHHU
4.1 TepaneBTHYHH NOKA3AHHS

Kanjeramma e nokasana 3a:
. Jleuenue Ha eceHumamHa XUMEPTOHHSA MPH Bb3PACTHH.

B Jleuenne Ha Bb3PaCTHH MALMEHTH CbC ChP/IEYHA HEJIOCTATLYUHOCT H YBPEACHa CHCTOIHA (hYHKIIHS
Ha JisBaTa kamepa (JeBokamepha (pakuus Ha ustiacksane < 40%), KaTO JAOMBIAHUTENHA TEPANNS KbM
WHXHOUTOPH Ha aHruoTeH3uH Koneprupaums ensum (ACE) unnm korato ne ce tonepupar ACE-

HHXHOUTOPH (BK. TOuKa 5.1).

4.2  Jlo3upoBKa H HAYHH HA NPHJIOKEHHE

J103MpoBKa MpH XUIEPTOHMS

[IpenoppunTennara HayanHa jo3a n obuyaiinara nojurbpikaiia no3a na Kangeramma e 8 mg Beinbik

jaueBHo. [lo-rossivara wacrt or AHTHUXHTIEPTECH3UBHH A ed)eKT Ce NnocTura B paMKHTE Ha 4 cenm I
HAKOHW T1ALMEHTH, YHUCTO KPBBHO HaJiraHe HE Ce€ KOHTPOJMpa aJIeKBaTHO, Jjio3ata Mo,
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yBesHueHa 10 16 mg BEAHBK JAHEBHO M JI0 MAKCHMYM 32 mg BeIHbK JIHEBHO. Tepanusita TpsGBa na ce
KOPHIMpa Crope/l NOBIMABAHETO Ha KPhBHOTO HAJAraHe.

KanjgeraMma Moe CbUIO Jla ce rpuiara ¢ JApYrd aHTHXHIIEPTEH3MBHH CpPEACTBa. JloGaBsine Ha
XHJIPOXJIOPOTHA3ML € C I0Ka3aH aJHTHBEH aHTHXHIEPTEH3NBEH eeKT ¢ npuiaraie Ha pasjayuHK 1031 OT
Kanneramma.

ﬂauueumu G cmapvecka éb3pacm
He e HeoOX0AMMO HAYaJIHO KOpUTHpaHe Ha J103aTa MpH NalHeHTH B HaNpe/iHala Bb3pacT.

Iayuenmu ¢ Hamanen 8bmpecvoos obem
[Tpn MauMeHTH ¢ PUCK OT XMMOTOHMS, HATIPUMED MPH MALHEHTH ¢ HAMAJICH BbTPECHI0B o0em, MOe /1a ce
obMHCIM HauaHa J1o3a oT 4 mg (Bixk. Touka 4.4).

ITayuenmu ¢ 6v6peuno yepesxcoane

Havannara 103a npH nauMeHTH ¢ 6b0peuno yBpex/ane, BKIIOYHTEIHO NAllMeHTH Ha XeMoaHainsa, e 4
mg. Jlozara TpsiGBa Ja ce THTPUPA B 3aBUCHUMOCT OT OTroBopa. KMa orpaHuyeH onuT npH naueHTH ¢
MHOTO TeXKbK HiH KpaeH craanii Ha 666peuno yspexkaaue (Cl kpeatunun <15 ml/ min) (Buk pasaen 4.4).

ITayuenmu ¢ 4epHoopobHo yepecoane

Hauanna 103a OT 4 mg BEHBK JAHEBHO CE MPEnopbysa MpH NalMeHTH ¢ JIEKO JI0 yMEPeHO H4epHOAPOOHO
yspexane. Jlo3ara MoXke Ja ce KOpHTHpa B 3aBHCHMOCT OT 0TroBopa. Kanaeramma e npoTuBonokasasa
NpH NALHEHTH C TEKKO YePHOAPOOHO yBpesK/aHe u / wnu xonecrtasa (BK. Touku 4.3 n 5.2).

‘{eprml\'().)l('u nayuenmu

AHTHXUNIEPTEH3UBHUAT e(eKT Ha Kanjaecapra e mno-cnabo wu3paseH MpH HYEPHOKOKH MaLHeHTH,
OTKOJIKOTO NPH HEYEPHOKOXKH mauneHTH. CneoBaTesiHo, 3a KOHTPOJA HAa KPbBHOTO HAJsiraHe IMpH
4epHOKOXKH NMaLMeHTH, yBelnyaBaHero Ha jgo3ata Ha Kanjeramma i ChIIbTCTBALIATa TEpanus MOKe Ja
ObjIe Ha M0-4€CTH HHTEPBAIN, OTKOJIKOTO MPH HEUEPHOKOKH NaluenTH (BXk. Touka 5.1).

Jlo3npoBKa NpH cbpievyHa HeJIOCTATbYHOCT

OGuuaiinara npenopbusaHa Havaixa jo3a Ha Kauwjeramma e 4 mg BeAnbx AxesHo. [loBuinaBaHe Ha
7103aTa JI0 TapreTHata /103a oT 32 mg BeAHLK AHEBHO (MAaKCHMAIIHA J103a) WM Haii-BHCOKATa TOHOCHMA
7032 ce M3BBpLIBA Ype3 y/ABOSBAHE HA /l03aTa Ha MHTEpBaiM OT MoHe 2 ceaMHMuUM (Buxk pasjen 4.4).
OueHKara Ha NauMeHTH CbC ChpJeYHa HEeJOCTaTbYHOCT BHHArM TpsGBa Ja BKIKOYBA OLEHKA Ha
GrOpeunara dyHKIUMS, BKIIOYHTETHO MOHUTOPHHT HA CEPyMHIs KpeaTuHiH 1 kanuii. Kanaeramma moxe
na Gbjie mpuIarana eHOBPEMEHHO C JIPYro JieueHHe Ha ChpAeyHa HeJocTaTbuHocT, BruounTenio ACE-
uHxuGuTOpH, Gera-6i0KepH, JANYPETHIH W JIMTHTATHCOBH JIGKAPCTBEHN MPOAYKTH WK KOMOMHAUMS OT
te3n nekapcrsenu npoiaykrH. KomOunaumsra or ACE-nHxnOnTOp, Kaiuii-ChbXpaHsBall{ JHYpPETHLH
(nanp. cnuponosakton) M Kamnjeramma we ce nperopbtsa u TpiOBa Ja ce pasrieka camo ciel
BHUMATEJIHA OLIEHKA HA TOTEHIMAIHUTE M0JI31H 1 puckoBe (k. Toukn 4.4, 4.8 n 5.1).

Cneyuannu epynu nayueHmu

He e HeoOXOAMMO Ha4yajiHO KOPWUIHpaHEe Ha Jlo3aTa MpH Bb3PACTHH MALMEHTH WIH NPH NalMEHTH ¢
HaMaleH BbTpechbaoB o0em, Han ObOpeyHO yBpexaaHe, WM C JICKO 10 YMEPEHO 4yepHoApPoOHO
yBpeK/1aHe.

[lenaTpryHa nonyiamus




SPC Candegamma 8 mg tablets (DE/H/3054/003/DC)

He ca YCTAaHOBEHH Oe3onacHocTTa M cdmxacnocrra ot sedennero ¢ Kaujgeramma na XHIEPTOHHSA H
CbhpA€iHa HEAOCTATBYHOCT T1PH JICLA HAa BB3pacT OT pai/laHe 1018 roguuun. He ca na pasnoyioKeHue
JIOCTATBYHO JIAHHH.

HaunH Ha npujoxkeHue

3a nepopasiHo NMpHIOKEHHE.

Kanneramma tpabsa aa ce npuema BeJiHbXK JAHEBHO Che MM Oe3 xpaHa.
buonannunocTTa HA KaHecapTal He ce NOoBJNsBA OT XpaHaTa.
4.3  Ilporusonokasanuns

CBpBLXHYBCTBHTEJIHOCT KbM KaH/leCapTaH IHJICKCETHI WIIM KbM HSIKOE OT NOMOLLHHTE BElllecTBa,
n30poenn B Touka 6.1.

BTopu u TpeTH TpuMecThp Ha OpemenHocTTa (BXK. Toukd 4.4 1 4.6).
Texkko uepHOAPOOHO yBpesxkaaHe n / uiu Xosecrasa.

4.4  Cueunajum npeynpexJaeHnst u npena3nn MepKH npu ynorpeba

bwvbpeuno vepexcoane

Kakrto n IpH JIpYr"n aréHTH, mlxuﬁupaluu PEHHH-AHMHOTEH3NH-AJIJIOCTEPOHOBATA CUCTEMA, MOXKE Jla ce
OY4YaKBaT MPOMEHH B 61,6peqHaTa d)yHKllMﬂ Ha MO-HYBCTBHTECJIHH MMALIHEHTH, JICKYBaAHH C Kanjieramma.

Koraro Kaunzeramma ce u3nosi3Ba npu XUNEpTeH3WBHM nalMeHTH ¢ OnOpeuHo yepekiade, ce
MpenopbyBa MepuoMHHO Npocie/isiBaHe Ha cepyMHUs Kanuii u kpeatuHuH. Mma orpanuyed onur rnpu
NaUMEeHTH ¢ MHOTO TEKbK WIIM KpaeH ctajauii Ha 6b0peuno yBpexane (CL kpeatunnnos <15 ml / min).
[Tpu Te3n nanuenTtn jpozara Ha Kanperamma TpsGsa na Obje BHUMATENHO THTPHpPaAHa C LIATEIEH
MOHUTOPHHI Ha KPBBHOTO HajIsiraHe.

OlleHKaTa Ha NalUeHTH ChC ChPACUHA HEJOCTATHYHOCT TPAOBA Jla BKIIOYBA MEPHOANYHO H3C/IC/ABAHE HA
ObOpeunara yHkuna, 0cOOEHO NPH NMALMEHTH B CTapyecKa Bb3pacT (Ha WK Haja 75 rOAWHK) U NalMenTH
¢ napywena 6n6peuna dynkums. ITo Bpeme Ha TuTpupane na jo3ata ¢ Kaujeramma ce npernopbusa
MOHMTOPHHI Ha CEPYMHHMSl KpEeaTHHWUH M  Kaiuii. Kanununnre wm3nuTBanms npum  chpaeuna
HEJI0CTaThYHOCT HE Ca BKJIIOYBAIM NALMEHTH ChC cepymen kpeatunut 265 imol/l (> 3 mg/dl).

Conememeawa mepanusi ¢ AC E-unxubumop npu cepoeuna Hedocmamuvunocm

PuckbT OT Hekenanu peakiun n ocobeHo yspexaane Ha ObOpeuHaTa hyHKUMS M XHIIEpKAJIHEMHs MOXKe
na ce ysenuuu, korato Kanjeramma ce usnonssa B komOunaunsi ¢ ACE-unxuburop (k. Touka 4.8).
[TaumenTyn ¢ Takosa jiedenue TpsaOBa aa ce Npocae/isiBaT PEeAOBHO U BHUMATEIIHO.

Xemoouanuza

[To Bpeme Ha jMann3a KPLBHOTO HajsArane Moxe jia 6bjle ocobeHo HyBcTBHTENHO KbM AT -perentopna
Osokaja, B pesysimaT Ha HamalsiBaHe Ha rulasMeHus o0eM M aKTHBMpaHe Ha PEeHHH-AHTHO
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Cmenoza na Ovopeunama apmepust

JlekapcTBeHHTE  MPOAYKTH, KOMTO  MOBIMABAT  PEHUH-AHTHOTEH3HH-AII0CTEPOHOBATA  CHCTEMA,
pimounTento aurnorensun Il peuentopun antaronucti (AITRAs), morar a noBuiiat KpbpBHaTa ypes u
cepyMHMs KpeaTHHHH TpPH NalMeHTH C JIBYCTpaHHa cTeHo3a Ha OhbOpeunata aprepus WM CTEHO3a Ha
aprepusTa Ha eAnHcTBeH ObOpek.

Tpancnaanmayus Ha dDvopex

Hsiva onmuT 10 OTHOLUEHME MpuiokKeHHeTo Ha Kaujeramma npu nauMeHTH ¢ HACKOPO W3BbplIeHa
ObOpeyHa TpaHCIIaHTalms.

Xunomonus

[lpy nauMeHTH CbC ChpJEYHA HEJAOCTATHYHOCT [0 BPEME HA JICYEHHETO C Kangeramma Moxe Ja
BB3HHKHE XHMOTOHHS. Ts MOXKe J1a ce MOsBH W MPH XHIEPTEH3WBHH NALMEHTH C HaAMajleH BbTPECHI0B
o6eM, KaTo HanpuMep Te3H, KOUTO MoJy4aBaT BUCOKH JI03H JIHY PETHLN. HeobxoauMo e a1a ce nmoaxoxjia

¢ 0coOeHO BHUMaHHE [pH 3ano4uBaHe Ha TepanusiTa u npH KOpeKins Ha XHITOBOJIEM M.

Anecmesus u xupypeust

[1pu nauMeHTH, JeKyBaHH C aHrHOTEH3UH [[-aHTaroHuCTH, Mo BpeMe Ha aHeCTe3us n XUPYpruyHa Hameca
MOJKE J1a Bb3HHKHE XWIIOTOHMS, Nopaan 6J10Kaja Ha PeHHH-AHIMOTEH3MHOBaTa cucTemMa. MHOro psiko,
XHIOTOHMATA MOYKeE J1a ObJle TOJIKOBA TEkKKa, Ye Jla ONpaB/lae H3MoJ3BaHeTO HA HHTPABEHO3HH TEYHOCTH
1 / WJIM BA30MPECOPHH JIEKAPCTBEHH MPOYKTH.

Cmenosa Ha apmua u MumpaiHa Kiana (06(,‘"1[7)”\"71118"(1 xzmepmpodmlma Kapouomuonamus)

KakTto [pH JIpYrUTe Ba3oAHIATATOPH, NPEnopbiBa ce crneuMaiHo BHUMaHHe Mnpu nautueHTH, cTpajialiy ot
XeMOJIMHAMHYHO 3HA4YMMa CTEHO3a Ha aoOpTHA WM MHUTPAJIHA Kjlana Win OGCprKTHBHa XHl’leTpO(lelHa
KapauomuoriaTrus.

I[Tvpsuuen xXunepandocmepoHusbm

[TauueHTHTE C MBPBHYEH XHMEPAIAO0CTEPOHHIBM 0OMKHOBEHO HsIMa Jla pearupar Ha aHTHXHICPTCH3HBHH
JICKapCTBEHH TPOAYKTH, JleficTBalll  upes nuxnﬁupaue Ha PEHHH-AHTHOTEH3WH-AJII0CTEPOHOBATA
cucrema. CrnenosaresiHO, H3110J13BAHETO Ha Kanjgeramma He ce [penopb4Ba rpH Tasu noryJaamMs.

Xunepranuemus

Exnospemennara ynorpeba na Kanjeramma ¢ Kajuii-ChbXpaHsBauld JAMYPETHUH, KajlHeBH 100aBKH,
KaJIHii-ChIbPKALLIH 3aMECTHTE/IH HA COJITA, WIIH APYTH JIEKAPCTBEHH MPOLYKTH, KOHTO MOTaT 1a noBHiuaT
HUBaATa Ha KaJius (uanp. xenapmi), MOXKE Jla Jao0Be/ie JI0 MoBHLIABaHe Ha CEpyMHHA Kanuii npu
XHIEpPTEH3NBHH natuenTH. HeodXoaumo e npocie/sBaHe Ha HUBATa HA KajlWii.

Xunepkaauemuss MOke 1a Bb3HHKHE TNMPH MalMEHTH CbC ChPAEYHA HEJI0CTAaThUYHOCT, JIEKYBaHH ¢
Kanneramma. Ilpenopbusa ce NepHoANYHO pocie/sBate Ha cepymns kanuii. KomGunaumsra or ACE-
HHXHOHTOP, Kalui-ChbXpansBail AnypeTHK (Hanp. cnupononakTon) u Kanjeramma He ce npenopbusa.u
Tps6Ba /1a ce pasriiexkia camo Cliejl BHUMATEIHa OLeHKA Ha NOTEHLMAJIHUTE 10131 U PHCKOBE, = CeH
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Obwu

[Mpu naumeHTH, YHiTO CHAOB TOHYC H ObOpeuHa (yHKLNS 3aBUCAT NPEANMHO OT aKTHBHOCTTA HA PEHHH-
AHrHOTEH3MH-aJI/IOCTEPOHOBATA CHCTEMA (HArp. MalMEHTH ¢ TeXKKa 3aCTOHHA Chp/leYHa HE0CTAThYHOCT
WK ChITbTCTBALILO ObOpevHo 3abossiBaHe, BKIIOYHTEIHO CTeHo3a Ha ObOpeuHara aprepus), JIeUeHHETo ¢
JIPYrH JIEKapCTBEHN NPOJYKTH, KOUTO MOBJMSBAT Tasn cHCTeMa € OHII0 CBBP3aHO € OCTpa XHIOTOHHS,
a30TeMus, OJMUTYpUs WIH PSAKo, ¢ ocTpa ObOpeuHa HeA0CTaThbuHOCT. Bb3MokHOCTTa OT NoA00HH
eektn He Moke na ce ukmoun npu AIIRAs.  KakTo npu BCHYKH aHTHXHMIIEPTEH3MBHH CPEACTBa,
PEKOMEPHOTO MOHHKEHHE Ha KPbBHOTO HaJsraHe MpH MalMeHTH € HCXeMHYHA KapAuonaTtus Hiu
MCXEMHYHO MO3bYHO-CbA0BA 0OJIECT MOJKeE /1a JI0BeIE 10 HH(APKT Ha MHOKAp/a WIIH HHCYJIT.

AHTHXHIIEPTEH3HBHUAT E(t)eKT Ha Kaujecapran MOXKE Jla €€ 3aCHJIH OT JIPYTH JIEKAPCTBEHH TMPOAYKTH,
NOHMKABALIM KPHBHOTO HajlsAraHe, He3aBHCHMO Jlajin ca Npe/innCaHl KaTo aHTUXHIEPTEH3HBHO CPEJICTBO
WJIK ca Npeanucany npu Apyru nokasaHms.

Kanjgeramma cbjibpikKa JlaKkTo3a. [TaunenTn c¢ pPeaAKH  HaCJICJACTBCHH ﬂpOﬁHCMH Ha ranakKkTo3Ha
HEIMOHOCHMOCT, Lapp-naKTa:sHa HEJIOCTATBLYHOCT HIIH IIIOKO30-rajJlakToO3Ha Manaﬁcopﬁuml HC Tpn6aa Ja
fpueMar TO3H JIEKapCTBEH MPOAYKT.

Bbpemennocm

Jleuenne ¢ anrnoten3nH [l-peuenTopHn aHTaroHUCTH He TPOBa J1a ce 3aroysa 1o Bpeme Ha OpeMeHHOCT.
OcBeH B cayuail, ye TepanusTa ce CuuTa 3a Kpaiino HeoOXxoauma,, niaHupauuTe 6peMEeHHOCT NalUHeHTKH
TpAGBa /1a PEMUHAT HA ANTEPHATHBHH AHTHXHIIEPTEH3HBHHU JICUCHHS, KOUTO HMAT yCTaHOBEH npodun Ha
GezonacHocT 3a ynorpeba 1o Bpeme Ha 6pemennoct. Korato ce guarHocTuitipa OpeMeHHOCT, JIeYeHHETOo
¢ AIIRAs TpsGBa 1a Ob/ie MpeycTaHOBeHO He3abaBHO M aKo € yMEeCTHO TpsibBa Jia ce 3arnouHe
asTepHaTHBHA Tepanus (BXK. ToukH 4.3 1 4.6).

4.5 BsaumojeiicTBHE ¢ IPYTH JEKAPCTBEHH NPOAYKTH U APYrH GopMu Ha B3aumoeiicTBue

Beuecrsara, KOMTO ca OMAM M3CIeABaHH B KJIMHHYHH (PAPMAKOKHHETHYHH MPOYYBAHMS BKJIOYBAT
XHAPOXJIOPOTHA3HA, BappapuH, JMIOKCHH, OpalHM  KOHTpAauenTHd (T.e. eTHHMieCTpaguon /
neBoHoprecTpesn), randenknamui, Hudeaunun u enananpun. He ca Guin waeHTHQHIMpPaHH KIHHIYHO
3HaunMH (papMaKOKHHETHYHHN B3aHMO/ICHCTBHS C TE3H JICKAPCTBEHH MPOLYKTH.

EaHoBpeMenHaTa ynorpeda Ha Kajiuii-ChbXpaHsBalln AMypeTHLH, KalHeBH J00aBKH, KallHii-ChIbpiKallin
3aMECTHTENIN Ha COJITA, WIIH JAPYIH JIEKAPCTBEHH MPOAYKTH (HANp. XernapuH) MOXe Jla NOBULLIAT HHBATA HA
kanns. B 3aBHCMMOCT OT ciiydas, TpsGBa Jia ce npejripuemMe npocie/isBaHe Ha KaJlMeBUTE HUBA (BHK
paznen 4.4).

3a 06paTUMO MOBHLIABAHE HA CEPYMHHUTE KOHUEHTPALMH HA JINTHIT, KAKTO M 33 TOKCHYHOCT, € cboOLIeHO
1o Bpeme Ha eaHoBpemenHo npunarane Ha autnii 1 ACE-unxuburopu. [loaoGen eexT MOoKe J1a ce
nposiBu M ¢ anrnotensu ll-peuentopHn aHTaroHUCTH (AIIRAs). He ce mpenopbuBa W3nos3BaHe Ha
KaHjecapraH ¢ JUTHI. AKO KOMOMHALMATa ce OKake HeoOXOAHMa, Ce MpenopbpyBa BHUMATENHO
1npociieisiBaHe Ha CepyMHHTE HUBA HA JINTH.

Korato AIIRAS ce npujiarar eJHOBPEeMEHHO C HeCTePOMHN npoTuBosb3nannTetu cpeacrsa (HCIBC)
(1.e. cenektupii COX-2 MHXMOMTOPH, auETWICAIMUNIOBA KHCeanHa (> 3 g / neH) U HeceNeKTHBHH
HCIIBC), Moxe J1a ce nosisi oTcjabBaHe Ha AaHTHXHNEPTEH3HBHUS eeKT.

Kakto u npu ACE-nnxubutopure, eqHospemennara ynorpeda na AIIRAs u HCIIBC moske Ja fIOBE/IE 10 -
MOBHMILIEH PUCK OT BIolIaBaHe Ha ObOpeyHaTa (YHKIMA, BKIIOYHTEIHO Bb3MOXKHA o/e,’rﬁa_’&sﬁpequa;'

HEJOCTATLYHOCT, KAKTO M JI0 [OBHIIEHHE HA CEPyMHMs Kaiuid, ocobeHo np,b( farMenTn ¢
I =/
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HezanoBoanTenHa obOpeuna Gyukums. KomOGunaumusra Tpsbsa ja ce npuiara ¢ MOBHILIEHO BHUMaHME,
ocobeno B crapyecka b3pact. [laumenture Tpsibsa na Objar ajekBaTHO Xuapatupanu u Tpsbsa ja ce
obchan HaGmonenune Ha ObOpeunara (yHKUMS clie]l 3anoyBaHe Ha KOMOMHMPAHOTO JieueHHe |
MepHoOIMYHO CIel TOBA.

4.6 bBpemennocT H Kbpmene

bpemennocm

Vnorpebara Ha anrnorensun ll-penentopun antaronnctu (AIIRAs) He ce npenopbusa no Bpeme Ha
MbPBHS TPHMECTBP OT OpementocTTa (BX. Touka 4.4). Ynorpebara na AIIRAs e nporusonokasana no
BpeMe Ha BTOPHSI U TPETHs TPHMECTbP OT GpemMeHHoCTTa (BK. ToukH 4.3 1 4.4).

ENugeMHoIOrHyHuTe JaHHH OTHOCHO PUCKAa OT TEpaTtoreHHocT, ciejl ekcnoszuuus Ha ACE-uHxuburopu
M0 BpeMe Ha MbPBHS TPHMECTHP Ha OPEMEHHOCTTa, He ca YOeANTEIHH, HO He MOJXKE /1a Ce M3KIIOUH JICKO
NOBMILEHHE HA pUcKa. Makap ve HsMa KOHTPOJIMPaHH €nuAEeMHONOTHYHH AaHHK 33 pucka ¢ AlIRAs,
noao6eH PHCK 3a TO3M KJac JekapeTBa e Bh3moxkeH. OCBeH B Cilyuail, Ye Tepanusra ce CunTa 3a KpaiiHo
HeoOXO/MMa, NAaUMeHTKH IulaHupaim  OpemenHoct TpsOBa Ja TNpeMUHAT HAa  alTEpPHATHBHU
AHTHXHUTIEPTEH3UBHH JIeYeHHsl, KONTO HMaT ycTaHoBeH npodui Ha GezonacHocT 3a ynorpeda 1o Bpeme Ha
opemennoct. Korato ce jamarHoctuumpa Opemennoct, sedennero ¢ AlIRAs Tpabsa na Owie
NpeyCcTaHOBEHO He3a0aBHO H, aKO € HeOOXO0/WMMO, TPsOBA J1a ce 3aNo4He AITEPHATHBHA Tepanys.

3a JleueHHeTo ¢ aHrHoTeH3HH 11-peuenTopHl aHTaroHUCTH NpPe3 BTOPHs H TPETHS TPHMECTLP € H3BECTHO,
ye npu Xopa TO MHAyuMpa (ertorokcHuHocT (HamaneHa ObOpeuna (YHKLUMA, ONMIOXWIPAMHHOH,
3abaBeHa ocHdUKalMA HA Yeperna) W HeoHaTaiHa TOKCHYHOCT (OBOpevHa HEJOCTATLYHOCT, XHIOTOHMS,
xunepkaanemus) (Bx. Touka 5.3).

Axo ekcriosnuusta Ha AIIRAS e oT BTopHs TpUMECTbpP Ha OPEMEHHOCTTa, Ce MpenopbyBa yJITpa3ByKoBO
u3ciensane Ha GbOpevnara (hyHKUMS W Yeperna.

HoBoposienu, unuto Maiikn ca npuemann AlIRAs, Tpsabsa na ObjaT BHUMaTeNHO HabonaBaHu 3a
XHUNOTOHHS (Bxk. ToukH 4.3 n 4.4).

Kvpmene

Thil kaTo He e HaanyHa MHPOpMaLMs OTHOCHO H3no3BaHeTo Ha Kanjeramma 1o BpeMe Ha KbpmeHe, 10
KanjaeramMma He ce npernopbysa. AJNTepHATHBHH JIeYeHHs ¢ no-100pe yctanosen npodui Ha GezonacHoct
ca 3a npeANouNTaHe 110 BpeMe Ha KbpMeHe, 0c00eHO NpH KbpPMEHE Ha HOBOPOJICHO WJIH HEIOHOCEHO Oebe.

4.7 Edextn Bbpxy cnocobnocTra 3a wopupane u pabora ¢ MALIHHK

Hsma npoyusanus 3a eeKTHTE Ha KaHjecaptaH BbpXy croco0HocTTa 3a wogupane u padora ¢
mawmnn. Bonpeky Tosa, TpsAGBa J1a ce MMa NpeiBu/l Bb3MOXKHA M105IBA HA BUEHE HA CBAT WJIM yMOpa 1o
Bpeme Ha jevyenne ¢ Kanzeramma.

4.8 Hexeaanu JIEKAPCTBEHH PeaKIHH

Jleuenue na xunepmonus -

/" ‘w
B KOHTPONMPAHH KIMHHYHM MPOYUBAHMS HEKENAHHTE Peakiunu ca Guin Jiekn 1 npgxoxni. - Odulara
yecToTa HAa HEKENaHWTe JeKApCTBEHH peakilun He MoKa3Ba Bpb3ka C JI03aJd “JWi  Bb3pacTra.
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[IpekparsiBateto Ha JieyeHue ¢ kaujecapran uunekcetun (3,1%) n nnane6o (3,2%) Mopajin HeXKesIaHu
CLOMTHS € ChC CXO/IHA YeCTOTA.

B eann 06obiien ananus3 Ha jAaHHuTe OT KIMHWUYHH MPOYYBAHWS TIPH MALNEHTH C XUIEPTOHHUS,
HEXEJIAHNTE JIEKAPCTBEHH peakiii ¢ KaHAecapTaH LMJIEKCETHI ca ONpeJiesieH Bb30CHOBA HA YecTOTaTa
HAa HekemaHW ChOWTHS C KaHjaecapTaH UMIEKCeTH Hal-Majiko 1% no-BHCOKH OT uecToTara,
HabmoaBana ¢ nuanebo. CbriacHoO TOBa OnpezeeHne, Hall-uecTo JOKIaJBAaHUTE HEKEeNaHH peaximm
ca OHIM 3aMasiHoCT / CBETOBBPTEK, r1aBoboIMe H pecrpaTopHa HH(eKIHs,

B rabnuuara M0-/10J1y €a NpeJICTABEHN HEXEJIAHUTE JICKAPCTBEHW peakluu OT KJIMHHYHH MpoOy4YBaHHUs H
OT MNOCTMAPKCTHHIOBUSA OIUT.

Hecrorure, nznonssanu B tabannara na pasen 4.8 ca: muoro yectu (>1/10), wectn (> 1/100 mo <1/10),
neuectu (= 1/1 000 no <1/100), peaxn (= 1 /10 000 go <1/1, 000) u MHoro peaku (<1/10 000).

CHCTeMHO-0pPralniu KJIacose Yecrora Hesxenan edexr

Uudexunn u napazntosu YecTn PecnuparopHa nndexius

Hapyuienus Ha kpbBTa 1 Muoro JleBkonenus, HeyTpornenus u

JMMQHaTa cucrema pesKu arpaHyJiouuTosa

Hapyenns na metabonmnsma u Muoro Xunepkajanemus,, XurnoHaTpuemus

XpaHeHeTo peikn

Hapyuwenus na nepsnara Yecrn 3amasHOCT / CBETOBBPTEK, I1aBoboIMe

cucrema

CroMalHo-4peBHU HAPYLLICHUS Muoro ["anene

peaku
XenatobuInapHu HapyLeHus Muoro [loBHIIEHH CTOHHOCTH HA YePHOAPOOHHTE
peaKu CH3UMM, HapylieHa YepHoApoOHa (yHKIMs

HJIH XEMaTHT

Hapyiuenus Ha koxkara u Muoro AHruoeziem, 00puB, ypTHKapusi, chpbek

MOJIKOKHATA ThKaH pesKu

Hapyuienust Ha MyckyJiHo- Muoro bosiku B repba, apTpairus, Muairus

cKeJleTHaTa cucTema u pekH

ChEJAMHNTEIHATA ThKaH

Hapyenus na 6u6peunte n Muoro brOpeuno yBpexiane, BKIIOYHTETHO

ITHKOYHHTE ITbTHILA peaku OBOpeyHa HelCTaTLYHOCT MpPH
MPeJIpa3noNokKeHH NalneHTn (BIK pas/es
4.4)

Jlabopamopnu naxooku

Karo wusno, HsMa KIMHMYHO 3HAYMMM BIMSAHMS HA KaHjecapran BbpXy PYTHHHHTE naboparophu
npomeninsn. Ka KTo 1 npu Ap yru MHXMOMTOPH Ha PEeHHH-AHTHOTEH3MH-AJOCTEPOHOBATA CHCTEMA,
HabmonaBanu ca 6uan ciabu NMOHMKEHUs B CTOHHOCTHTE HA XeMoryiobuHa. OOMKHOBEHO 3a NnalueHTHTe
MpUemMallll Kanjecapral € HeoOXOJIMMO HEepyTHHHO HabsioneHne Ha 1abopaTtopHUTe BapuabHIHOCTH.
Bbripekn ToBa, npu naumeHTH ¢ OBLOpevHO yBpexkaHe, ce NpenopbyuBa MEPHOAMYHO MPOCiensBaHe
HMBaTa HA CEPYMHUs KaJMii W KpeaTHHHH.

Jleuenue na cvpoeuna nedocmamuvunocm

[TpouurbT Ha HeXKeNaHUTE PeakiMi Ha KaHIecapTaHNPH NAMEHTH ChC Chp/eYHa HEJ0CTAThYHOCT € . Gl
B CHOTBETCTBHE C (hapMaKOJIOrusATa HA JIEKAPCTBEHHs TMPOAYKT M 3PABHHs CTATyC Ha na,n/ﬁeanne B

kiaunnynara nporpama CHARM, cpaBHsiBalikiu kaHjecapTaH LHJIEKCETHIT B JI03H 10 32 rt{g (N = 3803) c
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nnanebo (N = 3796), 21,0% or rpynara na kanaecaprann 16,1% or nnane6o rpynara ca npeKpaTHIINH
JICYCHUETO  nopaiu  Hexenanu  cuOuths.  Haii-uecto  joknajsamnTte  Hexenanu peakuun ca
XHIEpKaJIMEMus, XUIoToHns n ObOpeuHa HegocTarhuHoCT. Te3n chOMTHS ca no-uecTH npu naunenTH
Haj 70-rojuina Bb3pact, AMabeTHIn WK 1ML, KOUTO Ca NoJy4aBaii i APYTrH JeKapeTBeHNn MPOJLYKTH,
KOHTO BJIMAST Ha PEHHH-aHTMOTEH3HH-AJIIOCTEPOHOBaTa cucTema, no-cretnanio ACE-unxuGurop u /
HJTH CTUPOHOJIAKTOH.

B rabGaunuara [10-]10J1y Ca NpeJICTABEHH HEKEIAHUTE JIEKapCTBEHH PEAKLHH OT KJIHHHUYHHM TIPOYUBAHUS W
MOCTMAPKETHHIOBHS OIHT.

CHeTeMo-oprainin Kiacose Yecrora Hesxenan edexr
Hapyenus na kpbara n Mmuoro JleBkonenus, HeyTponeHus u
aumdHaTa cucTema pesiku arpasyJionnTo3a
Hapyiuenns na merabonnsma n Yecrn Xunepkaiuemus,
XpaHEeHeTo
p Muoro Xunonarpuemus
pesKu
Hapywenus na nepsHara Muoro 3amaiisane, riaBobosne
cucrema peaKn
Cb10BH Hapy LIEHHS Yectn Xunorouus
CTOMallHO-YPEBHU HAPY LLIEHHS Muoro [anene
pe/iKH
Xenarobuinapiu HapyueHus Mmuoro [ToBuiIeHN CTOIHOCTH HA YepHOAPOOHHTE
peJiku CH3MMHM, HapyllIeHa YepHoApoOHa (yHKLMA
HIIH XeraTuT
Hapyuienus na koxara u Muoro Anrnoeaem, obpus, yprukapus, chpoexk
MOJAKOXKHATA ThKaH peskH
Hapyuiennst Ha MycKyJiHO- Muoro bonku B repba, aprpanrus, Muanrus
CKeJIeTHaTa cHcTema u peiKH
ChEJIMHUTEJIHATA ThKaH
Hapyuenunst na 6b0peuure u Yectn brOpeuno yBpesxiane, BKIOUYUTENHO
MHKOYHHUTE IbTHLLA O10peuna HelCTaTLYHOCT NpH
MpeApasnooKeHH NaHeHTH (BHxK pasjen
4.4)

Jlabopamopnu naxooku

Xunepkainemus u 660peuHo yBpexiane ce Habio1aBart 4ecTo npH naineHTH, JIEKYBaHH C KaHjecapraH,
MpH HHJMKALLMA 3a Cbp/ieiHa HelocTaTbYHOCT. [lpenopbusa ce nepuoanyHo npocienssane Ha CcepyMHus
KpeaTHHHH M Kanuii (BkK. Touka 4.4).

4.9 Ilpenosnpane
Cumnmomu

Bu3ocrosa na dapmakonornunn chobpakenus, OCHOBHATA NPOABA HA MPEA03UPAHE € BEPOSTHO Ja Obie

CUMINTOMAaTHYHA XHIIOTOHKS M 3aMasHoOCT. B oriennn jJokinaam 3a ciydau Ha npeno3upa?,/(’n6'§72"mg,
KaHjecapran unjieKceT1) ce Habio1aBa Bb3cTaHOBsIBaHEe HA naiuenTa 6e3 ocobeHn nocaé/ T,
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Mepku

B cayuaii Ha CHMITOMATHYHA XHIIOTOHMS, € HEOOXOMMO CHMITOMATHYHO JIYEHHE C Mpocie/siBaHe Ha
JKH3HeHnTe rnokazarenu. llauneHTsT TpsAOBa Aa Obje nocTaBeH JerHan no rpb0 ¢ BAMIHATH Kpaka. AKO
TOBA HE € JIOCTAThYHO, TPAOBA /1a ce yBelu4n miasmenns obem upes nHQysus, Hanpumep ¢ N30TOHHYEH
¢usnonornyer pastBop. AKO rOpeONnHcaHuTe MEpPKH He ca JIOCTaThbYHH, MOXKe Jja ce rnpuiarat
CHMIMATHKOMHMETHLIH.

KaunecapTaHbT HE C€ OTCTpaHsBa 4Pe3 XEMO/lHaJIn3a.

5. ®APMAKOJIOIT'MYHHU CBOUCTBA

5.1 dapmMakoAMHAMHYHH CBOICTBA

dapmakoTepaneBTH4YHA rpyna: AHrnoTensut Il peuenTopHin aHtaroHneTH
ATC koa: CO9CA06

Anrnorensut Il € OCHOBHHST Ba30aKTHBEH XOPMOH HAa PEHHH-aHIHOTEH3HH-AJIJIOCTEPOHOBATA CHCTEMA H
urpae posisi B NaToHU3HONIOrHATA HA XHIEPTOHHATA, Chp/IEYHATA HELOCTATHUHOCT M JIPYTH ChPACHHO-
chaoByu 3abonsBanus. Toil MmMa pois M B naroreHe3ata Ha XMNEpTPOpUsA M YBPEXK/IaHE HA  HAKOM
BbTpelwHn oprany. OcHoBHUTE (u3nonoruuHn edekTd Ha aHrnoreHsuH I, karo Ba3OKOHCTPHKLMS,
aJI0CTePOHOBA CTHMYJIAlMSA, PEryjiMpaHe Ha BOAHO-COJIEBATA XOMEOCTA3a W CTUMYJIMPAHE Ha KJICTbYHHA
pacrex, ce meauupar upes Tun 1 (AT,) peuentoph.

Kanjecapran LHIJIEKCETHII € MPeKyPCop, NOAXO/LL 3a nepopaito npuioxkenue. Toii 6bp30 ce npespblia
B aKTHBHOTO BELLECTBO KAaHJAecapTaH, Ype3 XHAPOJIn3a Ha ecTep 1o Bpeme Ha abcopOumus OT CTOMaIIHO-
upesnns Tpakt. Kanjecapran e AIIRA, cenextusen kbm ATI perentopute oOpasyBalil 3/ipaBa Bpb3ka ¢
X, pecn. 6aBHa ucolManns ot pelentopure. He nputexkasa aroHHCTHYHA aKTHBHOCT.

Kanznecapran ne uuxubupa ACE, koiito npespbuia aHrnorensuH | B anrnorensud Il u pasrpaiia
Gpaamkununa.  Hsama edexr sbpxy ACE u He norenunpa OpaiMKHHHH HIH cyOcranuus P. B
KOHTPOJIMPAHH KJIMHHYHH TPOy4BaHus, cpausBauy kanjaecapran ¢ ACE-unxnGutopH, uectortata Ha
cyxaTa Kauuiuiia e no-Hucka fpH NauenTH, noayyasalun kanaecapran uunekcerii. Kaunjecapran ne ce
cBbp3Ba M He OJIOKHPA JPYrH XOPMOHAJIHM PELENTOPH WK HOHHM KaHa/M, 32 KOUTO € W3BECTHO, Ye ca
BAKHH B CHPIEYHO-CBA0BATA peryiaumns. AHTaronnsmsT Ha anrnorensut I (AT ) pelentopure Boan 10
CBBP3aHO C J103aTa yBeHYeHHe Ha NJIa3MeHHTe HUBA Ha PEHH, aHrnoTeHsnH I i anrnotensun 11, kakro u
HaMaJieHHe B MJiasMeHara KOHLUEHTPals Ha ajIoCTePOH.

Xunepmonus
[pn  XuUnepToHMs, KaHaecapTaH MpeAN3BHKBA  J10303aBUCHMO, JULJIFOTPAItHO  NOHM)KaBaHe Ha

apTepHaIHOTO HaJsATaHe. AIITHXHnepTeHBHBHOTO nelicTBHe ce AbJ/DKH Ha HAMAJIEHO CUCTEMHO nepmbepuo
CBLIPOTHBJIEHHE, Oe3 ped)nex’ropno yBeJInYeHue Ha cChbpjevHara 4ecToTa. Hsima pnavHu 3 a CEpHO3Ha
XHUIMOTOHHS MPH MbpBOHA4YaJiHA J103a HITH pe6ay|111 ed)CKT CJie/l nNpeKkpaTsABaHe Ha JICHEHHETO.

Crnea npuiaraHe Ha eJIHOKpPaTHA J103a KaHJecapTaH LHJIEKCETH HAYajoTO Ha AHTHXMIEPTEH3HBHMUS
edyexT OGMKHOBEHO HACTLNBA B pamkuTe Ha 2 vaca. [Ipn NpOABIDKMTENHO JieueHHe, Haii-1yBCTBUTENHO
HaMassBaHe Ha KPbBHOTO HAJAraHe ¢ BCsKA /1032 OOHKHOBEHO Ce MOCTHIA B PAMKHTE Ha 4e W CeAMMIIN
1 ce NMoUIbpika 1Mo BpeMe Ha MPOIbIDKUTENHO Jedenne. Cropei MeTa-aHaius, Cpejiius ZAonbARHTEACH
eeKT npu yBennuaBaHe Ha jio3ata oT 16 mg 10 32 mg BEJHBK JHEBHO € Oun MampK

(5 9
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NpeABHl HHTEP-UHAMBHIYaIHA BapHaOMIHOCT, NMPH HSAKOM NAlMEeHTH MOXe Jia ce ovakBa edekT, rmo-
roasiM OT cpeanusi. Kanjecapran UMIEGKCETWJI BEAHBXK JHEBHO OCHrypsiBa e(eKTHBHO W [UJIaBHO
NOHWKaBaHe Ha KPbBHOTO HaJlsiraHe B MpojbIbkeHne Ha 24 yaca, ¢ MaJIka pasjiMka Mex1y MakCUMaJIHus
1 MHHUMAaJHUS eekT Mo Bpeme Ha J030BHS HHTEpBal. AHTHXHNEPTEH3UBHUAT eeKT U NOHOCHMOCTTa
Ha KaHJecapTaH M JIOCAPTaH Ca CPaBHEHM B JIBE PaHJIOMMU3MPAHH, JABOIHO-CIENN [IPOYUBAHUS MTPH 0B
1268 naumeHTH ¢ JeKa J0 yMepeHa XMIEepTOHHs. APTEpHANHOTO HasisiraHe (CHCTOJIHO / IMACTOJIHO) €
6wio noumxkeno Ha 13,1/10,5 mmHg ¢ kanjecapran umnekcetun 32 mg Beanbk AHeBHo u 10,0/8,7
mmHg ¢ nocapran kamuii 100 mg Be/InbK JAHEBHO (pa3jinka B HaMasissBaHe Ha KPbBHOTO Hansrane 3,1/1,8
mmHg, P <0,0001 /P <0,0001).

KoraTto kanjecapraH LHJIEKCETHII Ce MPHJAra 3aeHO ¢ XHAPOXJI0POTHA3H/L, TIOHHKEHHETO HA KPLBHOTO
Hansrane e aauTuBHo. [loBuien autTuxuneprensused edekt ce HabiioaaBa, KOrato KaHjecapTaH

LHJIEKCETHIT ce KOMOMHMPA C aMJIOJIMITHH WK (PEJIOMNHH.

JlekapcTBEHHTE MPOAYKTH, KOUTO OJIOKMPAT PEeHHH-AHrMOTEH3HH-aIOCTEPOHOBATA CHCTEMA MMAT Mo-
cnabo u3paszeH aHTUXHNEPTEH3NMBEH e(eKT NMpH YepHOKOKH NauueHTH (OOMKHOBEHO HACEIEHHETO e ¢
HUCHK PEHHH) B CPABHEHHWE C HEYEPHOKOXKHM naunenTH. TakbB e ciywast v ¢ Kanjaecapradi. B eano
OTBOPEHO KJIMHHYHO M3NUTBaHe ¢ 5156 nauneHTH ¢ AMACTOIHA XUIIEPTOHUS, MOHNKABAHE HA KPbBHOTO
HajsraHe 1o BpeMe Ha JiedeHHe C KaHJecapTaH € 3Ha4YWTEJIHO MO-MaJKoO MpPH YE€PHOKOKH MalHEeHTH,
OTKOJIKOTO HedepHoKoxkH naunentn (14,4/10,3 mmHg, cpeuy 19,0/12,7 mmHg, p <0,0001 / p <0,0001) .

Kanjecapran ysennuasa win HsiMa eekt BbpXy ObOpeuHHsi KPbBOTOK, WM yBe/IMYaBa CKOPOCTTa Ha

raoMepyiHa (uiarpauns, 10kato 6b0pevyHOTO ChAOBO CHIPOTHBIACHHE U (UiITpalMOHHaTa (pakuus ce

HamansBat. B 3-MeceuHo KIHHHYHO MPOyyYBaHe MpH NalMeHTH C XUMEePTOHUS M 3axapeH auaber Tin 2 u

MHUKpOanOyMHHYPHS, AHTHXHIIEPTEH3NBHO JleYeHNEe C KaH/ecapTaH LMJICKCETHII HaMalsiBa eKCKpeLusTa
na anbymun (cvotHowenne anbymun / kpeatunun 30%, 95% CI 15-42%). B momenTa HsMa 1aHHM 3a
e(exTa Ha KaHJecapTay BbPXY MporpecHpaHeTo Ha AnaberHara Hedponarus.

Edektute Ha kaHjecaptan iunekcetn B n03a 8-16 mg (cpeana ao03a 12 mg), BEAHBK JAHEBHO, BbPXY
CbPAEYHO-CHI0BATA 3a00/IEBAEMOCT M CMBPTHOCT Ca OLCHSBAHH B PAHAOMH3HPAHO KIMHUYHO H3ITHTBaHE
Bbpxy 4937 Bb3pacTHy nauueHTH (Ha Bb3pact 70-89 roaunn, 21% na sb3pact 80 win noseve roaunn) ¢
JieKa 10 yMepeHa XHIepToHus B Npojib/ukenne Ha cpeano 3,7 roannu (Study on Cognition and Prognosis
in the Elderly). Tlaumenturte ca mnosy€aBaan KanjaecapTaH UMJeKCeTHS MM niauebo ¢ apyro
JIOITBJIHUTEIHO AHTHXMIIEPTEH3UBHO JieyeHne, kKorato e Oumno Heobxoaumo. KpbBHOTO Hansrane e
noHukeHno ot 166/90 na 145/80 mmHg B rpynara ¢ kauaecaprad, u or 167/90 na 149/82 mmHg B
KOHTpoJiHaTa rpyna. Hsima craTHCTHUECKHM 3HAYMMa pasiuka B MbPBHYHATA KpaiiHa TOYKa W rosiemMmure
ChPJICUHO-CBH/I0BH CHONTHS (CHPACUHO-CHI0BA CMBPTHOCT, HeaTaneH HHCYT U HedaTaneH HHPApKT Ha
muokapna). Habmopasann ca 26,7 cuOutns Ha 1000 naumeHTo-roAMHKM B KaHJecapraHoBata rpyna
cpeuty 30,0 cuOuTust Ha 1000 nauMeHTo-roMHM B KOHTpOIHATa rpyna (orHocutener puck 0,89, 95% Cl
0,75 no 1,06, p=0,19).

Cprelma HedocmamvuHocm

JleyeHHETO € KaHjaecapTaH LMJIEKCeTHJ HaMassBa CMbPTHOCTTA, HaMallsiBa XOCTUTAIH3ALUNTE MOPaIH
CbpJ€UHa HEJAOCTATBYHOCT M MOJ00OpABa CHMITOMMTE [PH [MAUMEHTH C JIEBOKAMEPHA CHCTOJIHA
aucdynkums, kakto e nokasano 8 (CHARM) /Candesartan in Heart failure — Assessment of Reduction in
Mortality and morbidity Kanaecapran npu Cbpaeuna Hepocrarbunoct — mporpama 3a Ouexka Ha
Hamanssane na CmbprHocTTa 1 3aboneBaemoctra/.

Tosa muaneb0-KOHTPOJINPAHO, JIBOIHO-CJIANO TMpOy4YBaHE 3a XPOHHYHA ChpAEYHA HEJ0CTaThYHOCT
(XCH) npu naunentn ¢ dynkunonanen knac no NYHA or II no IV,ce cheton or TpH oTieinu
npoyusanus: CHARM- Alternative (N = 2028) npn naunentd ¢ LVEF d 40% wuenexysamin ¢ ACE
HHXHONTOP, TJIABHO MOPajX HEMOHOCHMOCT (OCHOBHO MOPalH Kallauua, 72%), CHA Added (N =
2548) npu naunentn ¢ LVEF d 40% u nexysann ¢ ACE-unxu6urop, 1 CHARM- Presﬁ('ved (N = 3023)
npu naimentn ¢ LVEF > 40%. [launentute Ha ontumanna tepanusi Ha XCH Ha M3xoano HuBO ca
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paHZOMHU3MpaHn Ha riauedbo WM KavaecapTaH UMJIEKCeTWs (TUTpHpaHu oT 4 mg uiu 8 mg BeaHbXK
JIHEBHO /0 32 mg BeAHbK JHEBHO, WM Haii-BUCOKaTa MOHOCHMa J103a; cpejaHa ao03a 24 mg) u
npocneseHn B npoabibkenne Ha cpeano 37,7 mecena. Crea 6 mecena sievenne 63% ot nauneHTure, Bee
olle npuemall kanaecapran unnexceri (89%) 6sxa na raprersara z103a ot 32 mg.

B CHARM- Alternative pucKbT OT ChPJEYHO-CHJ0BA CMBPTHOCT MJIM N'bPBA XOCHHTAIM3ALUSA 1OPAaH
XCH, 6elie 3Ha4NTEIHO HAMaJleH C KaHjecapraH B cpaBHeHue ¢ rulanebo, koeduumnent Ha puck (HR)
0,77 (95% CI: 0,67 no 0,89, p <0.001). Tosa cboTBeTCTBAa HAa HAMaJEHHE HA OTHOCHTEIIHHS PHCK OT
23%. AGcoaioTHaTa pa3iMka MexJ1y nauueHTHTe Ha kanaecaprad 33,0% (95% CI: 30,1 1o 36,0) u Te3n
na nnanebo 40,0% (95% CI: 37,0 no 43,1) e 7,0% (95% CI: 11.02-02.08). Yernpunaznecer nammeHra
6ete HeoOX0MMO J1a Ob/aT JIEKYBaHH B X0J/1a Ha MPOYYBAHETO, 3a Jla Ce MPeJlOTBPATH JIeTalleH H3X0/1 Ha
€/IMH MALMEHT B Pe3yJITaT Ha ChbPAEYHO-CH0BO ChOUTHE MM Aa ObAAT XOCIUTAIN3UPAHH 3a JIeueHHe Ha
chpieyHa HeaocTarbuHOCT. CMBPTHOCTTA MAM MbpBa XocnuTanusauus B pesynrat Ha XCH cobuio e
Hamassiaa 3HauuMo npu Jieyenne ¢ kangecaprad, HR 0,80 (95% CI: 0,70 no 0,92, p = 0,001).
AGconmoTHaTa pa3jinka MeXJy NalMeHTuTe Ha kanaecapran 36,6% (95% Cl: 33,7 1o 39,7) n naunenrture
Ha ruaue6o 42,7% (95% CI: 39,6 no 45,8) e 6,0% (95% Cl: 10,03-01,08). Hamanenara cMbpTHOCT M
zabosnieBaemoct (XCH xocnuranusaumsi) ca clieAcTBue oT Onaronpusitnute edekTd Ha KaHaecapTaH.
JleueHHeTo ¢ KanjecapraH LHJIEKCeTH oBe/ie /10 nogobpasane Ha Gynkumonanuaus knac no NYHA (p
=0,008).

B CHARM-Added, puckbT OT CbpieuHo-cbioBa cMbpTHOCT Mau mbpBa XCH xocnuranusauus Oe
3HAUMTEJIHO HamalleH ¢ Kauzaecapran B cpaBHenue ¢ niaunebo, HR 0,85 (95% CI: 0,75 no 0,96, p =
0,011). Tosa cbOTBETCTBA HAa HAMAJICHHE HA OTHOCHTENHHUS pHUCK oT 15%. AOconioTHaTta pasinka
Mex/1y naumeHTHTe Ha kauaecapran 37,9% (95% CI: 35,2 no 40,6) n naupenture Ha nuauebo 42,3%
(95% CI: 39,6 1o 45,1) e 4,4% (95% CI: 8,2 no 0,6). Jlsanecer u Tpuma nauneHtu tpsadsaiue na 6baar
JIeKyBaH# B X0/1a HAa NMPOYYBAHETO, 3 Jla Ce NMPEAOTBPATH CMBPT HA €/IMH MALMEHT OT ChPAEHHO-CH0BO
chOMTHE WM Aa ObjJarT XOCHUTAJIN3MPAHW 3a JIeUEHHE HA Cbp/evHa HENOCTAThYHOCT. PHCKBT OT
cmbprHOCT Wi mbpBa XCH XocnuTann3aius cbilo € Hamansan 3HaunMo ¢ kanaecaprad, HR 0,87 (95%
CI: 0,78 o 0,98, p = 0,021). AGconioTHaTa pa3inKa MeX1y nauMeHTHTe Ha Kanaecaprad 42,2% (95%
Cl: 39,5 10 45,0) u nauuenture Ha mauebo 46,1% (95% CI: 43,4 no 48,9) e 3,9% (95% CI: 7,8 no 0,1).
Hamanenara cmbprHoct u 3abonesaemoct (XCH xocnuranusaums) ca cleicTsue oT GraronpusTHuTe
eextn Ha kaujecapran. JledeHMeTo C KamjecapTaH UMJIEKCETHN JOBejae J0 mnoaoOpsBaHe Ha
dynkunonanuuns knac no NYHA (p = 0,020).

B CHARM-Preserved, HsiMa CTaTHCTHYECKH 3HAYUMO HAMAJIIEHHE HA ChP/EYHO-CH/I0BATA CMBPTHOCT HITH
nbpsa XCH xocnuranusaums, HR 0.89 (95% CI: 0,77 no 1,03, p= 0.118).

CMBPTHOCTTA M0 BCSIKA MPHYMHA He € Oula CTaTHCTHYECKH 3Ha4YMMa, KOraTo ce pasrjiex/ia OTAe/HO BbB
gesiko ot Tpute CHARM wuscnensanmns. Bbrpeku ToBa, BCsiKa MPUYMHA 33 CMBPTHOCT € OLCHEHa W B
cGopum rpynu ot nacesennero, CHARM- Alternative 1 CHARM-Added, HR 0,88 (95% CI: 0,79 no
0,98, p = 0,018) 1 Bcuukure Tpu npoyusanus, HR 0,91 (95% CI: 0,83 0 1,00, p = 0,055).

braronpuaTHUAT edeKkT Ha KaHJaecapTaH He 3aBUCM OT Bb3pacTTa, Moja M ChOBTCTBALIOTO
MeanKaMeHTo3Ho jevenne. Kanjecaprat e e()eKTHBEH CbILO NMPH NALMEHTH, NPHEMALLH B CILOTO Bpeme
Hera-6s0kepu 1 ACE-HHXHONTOPH, KATO 110/13aTa OT JICYEHHETO € HAIMLE, HE3aBUCHMO JIaJIH MalHeHTHTe
ca npuemann ACE-HHXHOHTOPH B TapreTHara /103a, NpenopbiBaHa OT ChOTBETHHTE HACOKH 3a JIEHEHHE.

[Npu naunentute che XCH 1 noaTncHaTa jeBoKaMepHa CHCTONHA (yHKIMS (JeBOKamMepHa (bpaymn»i’{é =3
ustnacksase, LVEF d 40%), kaujecapraH HamaisiBa CHCTEMHOTO CBJOBO CHIPOTHBACHHE N :
6e10ipOGHOTO KANMSAPHO HAJIAraHe W MOBHIIABA AKTHBHOCTTA HA [UIA3MEHHs PEHHH W KOHLEATPAUIsTA
Ha aurnotensu 1, kato HamansBa HHBOTO Ha aJ/IOCTEPOHA. If =
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5.2 ®@apmMakOKHHETHYHH CBOIHCTBA

Peszopoyus u pasnpeoenenue

Cnen nepopajsiHO NPHIOKEHHE, KaHJecapTaH LUHICKCETH] ce MpeBpbllla B aKTHBHOTO BELIECTBO
kanjecapran. AOcomorHata OHOHAJIMYHOCT HAa Kaujaecapran e npubumsurento 40% cien npuem Ha
fepopaieH pa3rtBop oT Kanjaecapran uniekcetni. OrtHocurtenHara Gnonannunoct Ha tabrerHara opma,
B CPaBHEHME ChC ChIIMA fepopalieH pa3TBop € npubinsurenno 34% ¢ MHOro majka BapHabMIIHOCT.
Ouaksanara abcomorna GuoHanuunoct Ha tabnerkara e 14%. Cpeana nukoBa cepyMHa KOHLEHTpallUs
(Cmax) ce pocrura 3-4 yaca cjie/l npuema Ha tabnerkata. CepyMHUTE KOHLEHTPAILMK HA KaHAecapTaH ce
MOBHLIABAT JIMHEHHO C yBeJMuYaBaHE Ha Jl03aTa B TEpaneBTHYHMS AMAna3oH Ha Jo3upane. Hsma
pazniuuus BbLB (papMAKOKMHETHKATa Ha KaWjecapraH npu asata noja. [lrowra noa kpusata Ha
cepymuara koHueHtpanus cnpsmo spemero (AUC) Ha kaujecapran He ce BiMsie 3Ha4HMO OT NpHeMa Ha
XpaHa.

Kanjiecapran ce cBbp3Ba BbB BUCOKA CTENEH C NJa3MeHuTe npotenHn (noseye ot 99%).

Ob6embT Ha pasnpejeienne Ha kanjecapran e 0,1 1/ kg.
BHOHaJIM4YHOCTTA HA KaH/lecapTal He Ce NOBJIMsABA OT XpaHara.

Buomnaucd)onuamw u erumMuHupane

Kaujecapran ce eJIMMUHUPA IPEJMMHO B HENPOMEHEH BHJL Ype3 YpPHHATA M JKJIbYKATa, N CAMO B MaJika
CTeneH ce elMMuHupa upes uepHojapobuus meradbosmsbm (CYP2C9). H annunute npoyusavus He
nokaszsar edekt Bbpxy CYP2C9 n CYP3A4. Bwn3 ocHoBa Ha JAHHW un 6umpo, HE ce O4aKsBa
B3aUMOJICIICTBHE uH 6UBO C JIEKApCTBa, YNIHTO MeTaboJIM3bM 3aBUCH OT UMTOXpoM P450 n3oenszumure
CYPIA2, CYP2A6, CYP2C9, CYP2CI19, CYP2D6, CYP2EI winm CYP3A4. Kpaiinoro Bpeme Ha
nojyeJIMMUHUpare Ha kaunjecaprad e npubausurento 9 waca. He e nabmonasano kymynupase cliejt
MHOIOKPaTHH J103H.

ToTanHuAT Mia3MeH KJIHPbHC Ha Kanjecaptad e okoso 0,37 ml / min / kg, 6b0peuHus KIHPLHC € 0KOJIO
0,19 ml / min / kg. EauMHHHpaHeTO Ha KaHJecapTaH € KakTo upe3s rjoMepyjiHa (pMATpalus u Taka u
upe3 akTHBHa TyOyiHa cekpeums. Ciea nepopaina noza ot ' C-Gens3an kanjecapTaH IHJIEKCETHI,
npubansutenno 26% oT j03ata ce eKCKpeTHpa B ypHHaTa KaTo KanjecaptaH M 7% Karo HeakTHBEH
meTabosuT, Jokato npubinsuTesiHo 56% ot jo3ara ce otaens BB (hekasnure karo kanjaecaprad u 10%
KaTO HEaKTHBEH METabOoIHT.

Dapmakoxunemuka npu cneyuainu RORYaayuu

[Tpn naumenTH B ctapyecka Bb3pact (Haa 65 roaunu) Cmax u AUC Ha kanjecapran ce yBeamuaBar ¢
okoso 50% u chorBetHO 80% B CpaBHEHHE € MJAJN MHAMBHAM. Bbrpeku ToBa, noBIHSBAHETO Ha
KPBBHOTO HaJIsiraHe M YeCTOTaTa Ha HexeslanuTe ChOMTHS ca noaodHKN crejl JajieHa Jlo3a KanjiecapraH
[pH MJIaJIH U TIPH BH3PACTHH NMALMEHTH (BXK. Touka 4.2).

[Tpu naimenTy ¢ Jeko 10 ymepeHo 6w0peuno yspexaane Cmax n AUC Ha kanjecapran ca yBeauueHi
110 BpeMe Ha MHOroOKpaTHo jo3upane ¢ npubanznrenno 50% u chorserno 70%. Ho tV2 He ce npomens. B
CpaBHEHHE € mauueHTHTe ¢ Hopmaina ObOpeuna QyHkuns. CbOTBETHUTE MPOMEHH NPH NALPHTH €
TeskKO OBOpeuno yspexaane ca okono 50% wn 110%, chorserno. TepMuHannoTO Bpeme Ha fuﬁg')km{m
t/2 e npuGIN3UTENHO YIBOCHO 1PH NALMEHTH ¢ TexkKko Ob0peuno yspexiane. AUC na Kan;rxééap“raﬁ npu
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MalMenTH, MOIOKEHH Ha XeMoAHain3a, € nojao0eH Ha TO3M MPH NAlMEHTH € TeKKO ObLOpeuHo
YBpeK/aHe.

B ziBe npoyuBatus BLPXY NMAalMEHTH € JIEKO JI0 YMEPEHO 4epHOApPoOHO yBpexkane, Oele HadiioiaBano
ysennuasane Ha cpeanata AUC na kanaecapran ¢ okojo 20% B eanoro npoyusane u 80% B apyro
npoyusane (Bik. Touka 4.2). '

Hsma onur [PH NAUNEHTH € TCKKO ‘-leHOIlpO()HO YBpeKIaHe.

5.3 Ilpeakanuuunn Aannu 3a 6esonacuocr

Hsima nanni 3a aBHOPMHA CUCTEMHA WM TAPreTHa OpraHHa TOKCHYHOCT NpH KIMHHYHO 3HAYHMH J103H.
[MpeakanHuYHK npoyuBanus 3a 0€30MaCHOCT HA KaHiecapTan BbpPXY — MMIIKH, [LIbXOBE, Kyuera M
MaiiMyHH, NpH BICOKH J103H noka3axa e(ext BbpXy ObOpeunte i napameTpuTe Ha YEPBEHHTE KPHBHM
kaetkn. Kawjecapran J0Bexka JI0 HamaisBaHe Ha MNapameTpuTe HAa YCPBCHUTC KPLBHU KICTKH
(epuTpounTH, Xemorio0uH, Xematokput). Edekrinre Bbpxy 6b0penute (Kato HHTEpCTHUHAICH HedpHT,
TyOyana aucrensus. 6azopuann TyGyan, NOBULICHH NA3MEHH KOHLUEHTPALLMI HA ypes U KpeaTHHHH) ca
MPUUMHEHN OT KaHJecapTaH, KOETO MOKE Ja ¢ BCJICACTBHE HA XHNOTEH3MBHUA e(eKxT, KOWTO BOAN /10
npomenn Ha OwnOpeunara nepgysus. OcBeH TOBA, Kawjaecapran MpPEAW3BHKBA  XHNEPrazHs /
xuneprpodus Ha fokcrarjoMepyanure kierkn. Cunmra ce, ue TE3M NPOMEHM €A NPHYMHECHH OT
dapMakoJorHuHOTO JleficTBHE Ha Kaujecaprad. B TepaneBTHUHH J103M HA KaHaecapraH [pu Xopa,
xunepnaasus / xuneprpodus Ha OLOpeUHHTE IOKCTArIOMEPYIHN KIETKH HE M3IIIEHKAA /4 HMa HAKAKBO
3HAYCHHE.

detoToKCHYHOCT € naGmozasawa B Kpas  Ha  Opemennoctra  (BK.  Touka  4.6).
JlanuuTe OT WH BATPO M HH BMBO TECTOBE 3a MYTAreHHOCT [OKA3BaT. H€ Kawiecapran He rposBsBa
MYTAareHHH WK KJACTONEHHH CBOMCTBA NPH yCIOBUATA HA KIHHAYHA ynorpeoa.

Hsama jokazareiicrsa 3a KaHueporeHHocT.

6. GAPMAIIEBTUYHHA JIAHHH
6.1 Chnucbk HA NOMOLIHHTE BEleCTBA
Kapmesnosa kanunii (E466)

JlakTo3a MOHOXHApAT
Xuapokcunponuiuenynosa (E463)
Makporoa 8000

Maruesnes creapat (E572)
[lapeBHY4HO HHILIIECTE

6.2 HecbBMECTHMOCTH

He e npuiaokumo.

6.3 Cpok Ha roJAHOCT
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6.4 Croeuuajnu ycJIOBHSI HA CbXpaHeHue

To3n JIEKAPCTBEH MPOAYKT HE H3MCKBA CIICIHAJIHH YCJIOBHS Ha CbXpaHCHHE.

6.5 JlanHH 32 ONAKOBKATA

Kaprouenn kytuu ¢ AlI/PVC/PE/PVAC 6ancrepu ot 7, 10 1 14 Tabnerku.
Pasmep na onakoskara: 7, 10, 14, 28, 30, 56, 98, 100, 300

He BCHUKM BHJ0BE ONAaKOBKH Morar ja Obaar nycHari B npojaxoa.

6.6 Cnenuajnyn npeana3sHn MEPKH NPH U3XBLpJsiHe u pabora

Hsma crieniaiin H3MCKBaHUs.

7. MPUTEXXATEJ HA PASPEIIEHUETO 3A YIIOTPEBA
Worwag Pharma GmbH & Co. KG
Calwer Str. 7

D-71034 Boblingen
["'epmanns

8. HOMEP HA PASPEIIEHUETO 3A YIIOTPEBA

9. JIATA HA ITbPBO PA3PEIIABAHE/IIO/IHOBSIBAHE HA PA3SPEIHIEHHUETO 3A
YIIOTPEBA

10. JIATA HA AKTYAJIM3UPAHE HA TEKCTA
08/2012

14



