1. HUME HA JEKAPCTBEHUA ITPOAYKT
Kanpexapn H 8 mg/12,5 mg tabneTkn

Candecard H 8 mg/12.5 mg tablets

2. KAYECTBEH H KOJIHYECTBEH CBCTAB

Beska Tabnetka ceAbpixa 8 mg kaHAecapTaH HENekceTHN (candesartan cilexetily n 12,5 mg
xuapoxioporrazu (hydrochlorothiazide).

TTomo1HO BelnecTBO ¢ H3BECTHO ACHCTBHE:
Bceska TabneTtka crabpka 79,9 mg nakrosza (KaTo JaKT03a MOHOXHAPAT).

3a BJIHHA CTIMCHK HA TOMOILHATE BEIECTBA, BHOKTE TOYKA 6.1,

3 JEKAPCTBEHA ©®OPMA
Tabnerka
Bana, opanna, AeofiHOM3MEKHANA TabIeTKA ¢ ASTTHTEHA YepTa OT JABETE CTPAaHH.

lIenmenHaTa yepTa € caMo 3a YISCHABAHE HA CUYNBAHETO, 34 [10-JICCHO NOTMBHIAHE, a4 HE 33 1a
pasaend Ha paBHE JO3H.

4, KIHHAYHH AAHHHA

4.1 TepaneBTHYHHA NOKAIAHAA
Kannexapa H ce npuiara npa:

o JleueHue Ha NbPBUYHA XUIIEPTOHMS NIPH BE3PACTHH, KOTATO KPBBHOTO HATAFAHE HE €
ONITHMAJIHO KOHTPONHPAHO Ype3 MOHOTEPAIIHATA C KaHACCAPTaH [FTEKCETHI MITH
XUAPOXJIOPOTHAZHI.

4.2 J03HpOBKA H HAYHH HA NPHIOKEHHE

EOBHQOBKH

IpenoprukTennara 5o03a Kanaekapa H e eHa TabneTka BeIHERK THEBHO.

Ipenoprusa ce THTpApAHE Ha D03aTa Ha OT/ICTHUTS KOMIOHEHTH (KaH/ECAPTaH LHICKCETHI H
Xaapoxnopthasyn). Korato e yMecTHO OT KIIMHUYHA TIIeTHA TOUKA, MOKe JHPEKTHO Ja Ce ITPeMHHE
oT MoHoTepamua kM Kannekapn H. IIperropbusa ce THTpUpaHe Ha J03aTa KAHASCAPTAH LIAJIEKCETHIT
KOraro ce IpeMHHasa OT MOHOTeparnHa ¢ xuapoxsioporHasia. Kannexapa H moxe ga ce npuiara na
NalHeHTH, P KOHTO KPbBHOTO HAATaHe He € ONTHMAIHO KOHTPONIMP2HO 9pe3 MOHOTEPANIMATA ©

IbnHaTa H3sgBa Ha aHTHXANIEPTEH3HBHUA eheKT OOWKHOBEHO Ce NOCTUTa B
3AMI04BAHETO HA NSUCHHETO.

Coelnyangd OomyJIaiuM




Cmapuecka ev3pacm
He ¢ HeoOx0J¥Ma HUKAKBa KOPeKLHA Ha Mo3ara [Py MALHEHTH B CTap4YecKa BE3PACT.

Hamanen ssmpecvoos obeM

[IpenopruBa ce THTPHPaHE Ha /103aTa HA KaHACCAPTaH IWIEKCETHII NIPH DALMEHTH ¢ PHCK OT
XHIIOTOHHA, HAIIPHMEP NALHCHTHTE C BEIMOXKHO HaMallCH BbTPECHA0B obem (HpH TE3H MAHEHTH
MOXe J1a ce MPEABHAM HAYiHAa /103a OT 4 mg KaHAecapTaH LMIeKCeTHT).

Bvépeyno yapesxcoane

[Mpu nauueHTH ¢ JIeKo B0 yMepeHo Op0peuno yBpexaaHe (KpeaTHHHHOB KIHPBAC ¢ 30-

80 ml/min/1,73 m? Tenecua nosspxHocT (BSA) ce npenopsysa THTpUpaKe Ha nozata. Kannexapn H e
MPOTHUBOIIOKA3aH IPH MALMEHTH ¢ TEKKO O10pevHo yBpekIaHe (KpeaTHHHHOB KIHPHHC

<30 ml/min/1,73 m? TenecHa nopepxHOCT) (BK. TouKa 4.3).

Yeproopobro yapesxoare

TIpH MALKEHTH € IEKO 0 YMEPEHO TEXKO XPOHHIHO YepHOAPoOHO 3a60onaBaue ce Mpenopsypa
THTPHpAHE Ha J03aTa.

Kannexapn H e nporiBonokasaH MpH NALMEHTH ¢ TEKKO YEPHOAPOOHO YBpeKIaHE H/HITH Xo/ecTasa
(k. Touka 4.3).

IlenraTpuyya MoNy1annus
BezonacHoctTTa H eukacHocTTa Ha Kaunexapa H npu aelia # ;oHOIIHM 0T HOBOPOJASHH A0 18 roaunn

HE ¢ yeTaHoBeHa. HaMa HamaHu TanHu.

HauuH Ha OpHnoKeHHe

[MepopalHo NpHIOHKEHHE.

Kannekapn H Moxe na ce npHeMa cbe lin Dez xpaHa.

BHOHATHYHOCTTA Ha KaHJecapTaH He Ce MOBTHABA OT XpaHaTa.

Hsima KIHHWYHO 3HAYMMO B3aUMOJCHCTRHE MeXIY XUAPOXIOPTHAZH H XpaHAaTa.

4.3 IporaBonmoKkasanms

. CRpBXYYBCTBHTENHOCT KbM AKTHBHOTO BELIECTBO MIIM HAKOE OT [IOMOLIHETE BEIECTRA,
u3OPOEHH B Touka 6.1 win cyndoHaMUIHH IPOU3BOIHH aKTHBHH CyOCTaHLIHH.
Xuapoxnoporuazun e cy1dhoHaAMHIHC Npou3BOIHA aKTHBHA CyOCTaHUMA.

BTopn 1 TpeTr TpHMecTBp Ha GpeMeHHocTTa (BIOKTE TOvkH 4.4 11 4.6)

Texko 656peuHo yBpeRIaHe (KpeaTHHHHOB KIHpbHE <30 mi/min/1,73 m? TenecHa
[IOBBPXHOCT)

TexKo 4epHOAPOGHO YBpeKIaHEe W/UIH X0NecTasa

PedpaxrepHu XMNoKanueMHs H XHIEpKaJIHeMUs

IMonarpa

Eanospemennoto npunoxenne Ha Kannekapa H ¢ nexapctsa, ChABPKALIM AJTACKHPEH €
TIPOTHEOINOKA3AHO TIPH MAIHEHTH ¢be 3aXapeH Auaber wnn OvOepuno yspexaane (GFR < 60
ml/min/1.73 m? Tenecua mopbpxHoCT) (BMWKTe TOUKH 4.5 1 5.1).

4.4 CreuHa/un BpelynpeKAeHNa 0 Npekna3Hd MepKH HpH ynoTpeba

Heotina tnoxaoa na pernun-anzuomensun-ardocmeponoeama cucmema (PAAC)
HMa panuu, ye enHoBpeMenHara ynorpeta na ACE uaxuburopu, aursoteHsuH LI
OJIOKepH HITH ANTHCKMPEH MOBHINABA PHUCKA OT XHATOTOHHS, XHIIEPKATHEMHES H HA

6n6peuHaTa GyHKUNA (BKIFOYHTENHO ocTpa 650peuHa HegocTaTe4HocT). Tlop nfﬁ)
penopeuBa ABoitHO Gnokupane Ha PAAC upes koMGuHHpaHaTa ynoTpeba 1
aHTHOTeH3HH 11 perierrropm GNOKEPH HITH ATHCKHPEH (B3K. ToukH 4.5 1 5.1).
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AKO ce TIpeLieHH, Ye TepanuaTa ¢ [eoiino Gnokupane e abconoTHo HeoOXoMMa, ToBa TpabBa 1a
€TaBa caMo NToX HabMOOEHHETO Ha CIEHATHCT M IPH YeCTO BHAMATEIHO MOHUTOPHPAHE Ha
OpOpeuHaTa QyHKIMA, SMEKTPOIHTHTE H KPEBHOTO HaJIsTaHe.

ACE unxututopn 1 APB He TpaGea 1a ce #3nom3BaT eJHOBPEMEHHO NPH NMAallHeHTH ¢ aualertHa
HeponarTHs.

Buipeuno yepexcoane

Kakro npH ApyrH cpeicTBa, HHXHOMpPALH peHHH-aHTMOTeH3HH-A0CTCPOHOBATA CHCTEMA, MOTarT Aa
ce O4aKeaT MPOMeHH B OuOpevHarTa GyHKIHA TIPH YyBCTBHTEHH NMAIMEHTH, leKyBaHH ¢ Kannekapn H
(mxk, Touxa 4.3).

BvOpeuna mpancnianmanun
CrliecTBYBaT OIpaHHYEHO KOMHUECTEO JaHHH, CBBbp3adl ¢ ynorpebata Ha Kangexapn H npu
TIAlHEeHTH ¢ ObOpeyHa TpaHCILIaHTALHA.

Cmenosa na fvbpeunama apmepun

JlexapcTBEHH NPOAYKTH, KOWTO MOBITHABAT PEHHH-AHTHOTEHIHH-AI0CTEPOHOBATA CHCTEMA,
BKIOIMTENHO anruorensul I peuerrropru antaronuctd (ATIIPA), MoXke 13 NOBKIIAT KPBBHHTE
HHBA Ha ypesaTa M CEPYMHUS KPeaTHHHH NpH NallMeHTH ¢ JBYCTpaHHa CTeHO3a Ha 6p0peunuTe
aprepul MIH CTEHO3a Ha apTepuaTa NpH eIHHCTBEH OLOpeK.

Honuxcenue na sompecsdoeun obem

[Tpw naliMeHTHTE ¢ NOHMKEH BBTPECh0B 00eM /M HaTpUil MOXKE /12 HACTBITM CHMMTOMATHYHA
XHIIOTOHMSA, KAKTO € ONMHCAHO 3a [pYrd aKTHBHH BELICCTBE, NeHCTRAIIH BbDXY PEHHH-aHIHOTEH3HH-
angocrepoHoBata cHcTema, ETo 3a1o He ce mpenoprura yrotpebara na Kannexapn H, nokaro Tora
CBCTOAHHE HE CC KOpHTHPa.

Anecme3sun u Xupypzuuni onepaynu

[1pn maumenty nexypan ¢ ATIIPA moxe na HACTBNH XUIIOTOHHA IO BPEME Ha aHECTe3NA K
XUPYPrHYHH OllepaLldy nopand 61oKkasa Ha PeHHH-AaHTHOTEH3IMHOBATA CUCTEMA. B MHOTO penmku
cy4ad XMIOTOHHATA MOXKE Ja € TOIKOBA TEKKA, Taka 4e 7a HANOXKH HHTPABEHO3HO NPHIOKEHHE Ha
TETHOCTH H/HITH Ba30OMNPEecopH.

Yepruoopobuo napyuienue

Tuasuaure TpabBa 1a ce HINONBAT NPSANA3IHBO [IPU MALMEHTH ¢ YBPEAeHa YepHOIpobHa GyHKung
HIIA TIPOrPECHBHO YepHOApoSHO 3abongaBaHe, Thi KATO IEKH [IPOMEHH BbE BOAHOTO H
€IEKTPOJHTHOTO PABHOBECHE MOKE Ja JOBENAT 10 YepHOAPOoGHa koma. JIHIICBa KIAHHHYEH ONMT ¢
Kanpexapa H npu naupeHT ¢ yepHOApoOHO YBpeKIaHe.

Cmeno3a na gopmuama u mumpainama Kiana (06cmykmudHa, xunepmpoguuna
Kapouomuonamusn)

KakTo # npH OCTaHANIMTE Ba30AHIATATOPH, [IPH MAlHEHTHTe, CTPAJAINM OT XeMOJHHAMWYHO 3HaAYHMMA
CTEHO3a Ha MMTPAJIHATA KNana Wi OT 00CTPYKTHBHA XMNEPTPOJHiHa KapIHOMHONATHA, €
HEOOXOAMMO CIICHHATHO BHUMAHHE,

TTvpeuven xunepatdocmeponuzsm

HanmenTture ¢ IEPBHYCH XHIIEPATOOCTEPOHHIBM I10 NMPABIIOC HE CC OUAKBA Na OTT'OBOPAT HA
AaHTHXHNEPTEHIHBHEH CPEACTRA, ACHCTBALIM Ype3 HHXHOMpaHe HA PEHHH-AHIHOTEH3MH-

a1 ZO0CTEPOHOBATA CHCTEMA, 33TOBA HE Ce Npenopkuka ynorpebara #a Kangexapn H npu takusa
TNAHCHTH.

Hapywenue na erexkmponumnomo pasnogecue
INepuommne TpabBa Aa ce HIBBPINBA ONPEACIAHE HAa CEPYMHMTE €IEKTPOJIUT
HHTepRanH. THasHaWTe, BIIIFOMHTETHO XHIPOXIOPOTHa3HA, MOXKE 14 IPHYH



BOZROTO H JICKTPOJIHTHOTO paBHOBECHE (KHHGPKH.HHHGMH}I, XHIIOKATHEMHNASR, XHITOMATHE3HCMHA H
XHNOXJIOPEMHYHA AJIKAJ03a).

THazHAHHTe JHYPETHUH MOKE [a TIOHIKAT eKCKpeLMATa Ha KaILUuii ¢ ypHHATa H J1a NPHYHHAT
HHTEPMHTEHTHH H JIEKO TTOBHINEHH CEPYMHH KOHIICHTpAlMK Ha Kanuui. M3pasenara
XHIEePKATIHEMHS MOXKE [ia € IPH3HAK Ha CKPHT XHNepnapatpeonan3eM. Tuasuaure Tpadea fa ce
CIIpaT Npeay H3BbPIIBAHE HA M3CNeBaHus Ha NapaTUPSOHIHATA PYHKIHA.

XBApoxnopoTHA3H/ MOBHILABA N0303ABHCHMO eKCKPEHATA Ha KaJTWH B YpHHATA, KOSTO MOXKE J1a
IoBene a0 XunokandeMus. To3u edexT Ha XHAPOXIOPOTHAZH HITIIEKAA € No-cnabo u3iAsed b
KOMOWHALNA ¢ KAHASCAPTAH [HIEKCeTHIT. PUCKET OT XHTIOKATTHEMHA MOJME 14 € MOBULIEH PpH
MALUEHTH C [EPO3a Ha YepHUs Apol, NPH NALMEHTH ¢ YBelIMYeHa AHYpesa, IpH NALlUeHTH ¢
HEJOCTATHUSH [IEPOPAIEH NIPHEM Ha NeKTPOIHTH K TIPH MALMEeHTH, MoMy4aBalllH CBIETCTRAINA
Tepanus ¢ KOPTHKOCTEPOUIH HIH aJpeHOKOPTHKOTpOoeH XxopMoH (AKTX).

JIeueHMeTo ¢ KaHASCAPTAH LIIEKCETHI MOXE JIa MPHYHHH XUTNEPKATHEMHS, OCO0EHO IPH
CHI'BTCTBALIA CHPIEYHA HEAOCTATHYHOCT WK Gb6peuHo Hapymenve. Ennospemennara ynorpeda Ha
Kangekapa H 1 ACE-HHXUOUTOpH, aMHCKAPEH, KATHH-CEXPAHSBALIN AXYPETHLM, KAIHEBH 100aBKH
WM 3aMEeCTHTE/TH Ha COMTa, HITH IPYTH JICKAPCTBCHH MPOJYKTH, KOMTO MOTaT A2 IOBHIIAT CEPYMHHTE
HHMBA Ha Kaaug (Halp. XermapyuH HaTPHH, KO-TPHUMOKCA30/1 H3BECTEH OLIE KaTo
TPHMETONMPUM/CYN(haMETOKCaz0T) MOTAT A3 IOBENAT [0 MOBHITNICHHE HA CEPYMHHS KaTHH H He ce
npenopbYBat (BHKTE Touka 4.5). [logxoaamo e na ce H3BbpLIBA MPOCJIENBAHE HA CEPYMHHA KATHIA.
3a THasKaMTe € MOKA3aHOo, Ye MOBHLIABAT SKCKPELHATA HA Marde3uil ¢ ypUHaTa, KOeTo MOXe aa
JOBee 10 XHIOMATHEe3HeMHH.

Memabonumnu u endokpunnu edexmu

JlcueHHETO ¢ THA3HACH AMYPETHK MOXKE Fia HAPYIIH TJIFOKO3HKS TonepaHc. Moxke na e HeoOxonuma
KOPEKIIHA HA J03aTa Ha AHTHAHADETHHTE AEKApCTBEHM CPEICTRA, BKIIFOYMTENHO HHCYIHH.
JlaTenTHUAT 3axapeH aHabeT Moxe Ja ce MaHudecTHpa 110 BpeMe Ha Tepanus ¢ THasHa. [losriuenure
HHB4 HA XOJIECTEPOTIa M TPUDTHIEPUINTE Ca CBBPIAHHA ¢ TepanuaTa ¢ THa3HAeH JUYpPeTHK. 3a 103aTa,
kosTo ce cuabpxa B Kannexapa H ce nabmoznasat caMmo MUEHManHH edexrd. Thasuanure
JHypeTHLH MOBANIABAT CEPYMHATA KOHLICHTPALIHS Ha IIHKOYHATA KHCETHHA H MOXKE Jla OTK/IOYAT
nofarpa TpH Openpa3nofokeHH TalHEHTH.

DomodyECHEUMENHOCHL:

CrobuiaBar ce clly4ad Ha PeaKiliH Ha POTOUYBCTBHTEITHOCT C THA3UIHU AMYPETHIM {BH/KTE TOUKA
4.8). Axo no BpeMe Ha IEYEHHETO HACTBITH PEaKLHA Ha GOTOUYBCTBHTEIHOCT, C€ MIPENopbUBa Aa ¢
cIipe JieweHHETO. AKO € HeoOXOIHMO OBTOPHO NPIICKEHHE Ha IHYPETHK, C€ MPENopbYBa OTKPHTHTE
obnacTH na ce npeanalBaT OT CJBHLE HIH H3KycTBeHa ¥ B cBeTnHua.

Hemeaanomen pak na Kodxxama

B nBe enuaeMHONOIHYHY IPOYYBAHAA, OCHOBABALIM CE& HA JATCKHMA HALMOHAICH PaKoR PETHCTLP, €
HabGnofaBaH NOBHILEH PHCK OT HEMETAaHOMEH pak Ha koxkara (HMPK) [6azanHoKIeThYEH KAPHHHOM
(BKK) 1 ckBamoszrokaeThueH KapuuioM (CKK)] npu napacTsaiia €KCMO3HLMA HA KyMYI4THBHR 1034
xunpoxstoporuaszia (XXT3). @otoceHcnbunmsnpamure edexti Ha XX 13 Morat aa qeHCTBAT KaTo
BEPOATEH MEXaHH3bM 3a pazsurue #a HMPK.

Mauenure, npueMaty X XT3, Tpadea na Opaat uaGopMupany 3a pucka ot HMPK u cpBetBanu
PEAOBHO 2 MPOBEPABAT KOXKATA CH 32 HOBH Jie3HH H He3abaBHO 1a choOLIaBaT TIPH NosBa Ha
{I0JI03PUTETHH KOMXHH ne3uu. Ha naruenTHTe TpabBa fa ce Npenopb4aT Bb3MOKHH [IPEBAHTHBHH
MEpPKHM, KaTo OrpaHHYeHO U3JIAraHe Ha CIIbHYEBA CBETIIHHA H Y/ITPABHOJIETOBH JIBYH, @ B CIy4al Ha

MOTEHIHATHO BKIIOYBAING XHCTONOTHYHH H3CeABaHHA Ha GHOTICHYHY MaTepH
Ha ynorpebata Ha XXT3 Moke Aa ce HAJIOKH H NPH NALHEHTH, KOHTO ¢a M.
(8. cpIO TO4Ka 4.8).



Xopouoanen uznus, oCcmpa MUORUSL U 8MOPULHA 3GKPUMObB2BIHA 2HAYKOMA

CyndoHaMuTHY JIeKapCTBEHH MPOIYKTH WM MPOU3BOIHYU Ha Cy/I(OoHaAMMAHM JEKAPCTBA MOTAT J1a
NPHYKHHAT peakiHA HA HIHOCHHKPA3Hs, BOMIEIA 10 XOPOHAANEH H3/IHB C HAPYLUAB&HE HA 3PHUTETHOTO
TOJie, NPEX0JHA MHOMHA H 0CTPA 3aKPUTOOBIbIHA FiaykoMa. CHMITOMUTE BKITIOUBAT OCTPO HAYANIO
Ha HamMaJleHa 3pUTeHa OCTPOTa WIK ouHa GonKa H OGHKHOBEHO ¢e NPOABARAT B PAMKHMTE Ha 4acoBe
JIO CeAMHLIH CIIE/ 3aTI0YBAHE Ha NeKapcTBeHHs NpoayKT. Henexkyeanara ocTpa 3aKpHTOBIB/IHA
ITayKoMa MOXE fa JoBeJie Mo TpakHa 3ary0a Ha 3peHrero. OCHOBHOTO JIHEHHE € 1a ¢e NPEKPaTH
npyemMa Ha JIEKapCTBEHHTE MPOAYKTH Bb3MOKHO Hali-ckopo. BramoxkHo e na ce obMHenaT 6bp3u
MeJULIHHCKH WIH XUPYPrHYHH HAMECH, aKO BHTPEOYHOTO HAJAAHE MPOAL/DKABA A2 €
HEKOHTPONHpaHO. PHCKOBHTE (hakTOpH 3a pasBUTHE Ha OCTPA 38KPHTOBI'BIHA [VIAYKOMa MOTaT jAa
BIJTIOUBAT aHAMHE3a 33 ATEPriA KbM cyndoHAMK HIH TEHHLINH,

Obmu

TTauMeHTH, IPH KOUTO CBIOBUAT TOHYC M Gb0peuHaTa QyHKIMA 3aBHCAT OCHOBHO OT aKTHBHOCTTA HA
PEHHH-EHIHOTEH3HH-ATA0CTEPOHOBATA CHCTeMa (Hanp. MalMEHTHTE ¢ TEXKKA 3aCTOMHA ChpASTHA
HEIOCTATHYHOCT HITH TIoJnexkalo 6u0peyHo 3abonsasaHe, BKIMIOUHTENHO CTEHO3a Ha HBOpeuHara
apTepus), ICUEHHE C IPYTH JICKApCTBEHH NMPOIYKTH, KOHTO MORIHABAT Ta3H CHCTEMA, BKIIOYHTENHO H
ATIPA, ca cBbP3aHH ¢ OCTPa XHIIOTOHHSA, 830TE€MHSA, OMIYPHA HIIH, B PEIKH CITy4au, 0CTpa
616peuna HeaOCTaTHUHOCT. KaKTo NpH BCAKO aHTHXHIIEPTCHIMBHO CPEIICTBO, CHIHOTO TIOHHKABAHES
Ha KPBLBHOTO HAJIATAHE [IPH NAIMEHTHTe ¢ HCXeMIYHA GONECT HA ChPLIETO KM ATEPOCKICPO3a HA
MO3BbYHHTE CHAOBE MOXKE 2 AOBEAE A0 MHOKApeH HH(QAPKT WK HHCYIT.

Peaxiau Ha CBPBXYYBCTBHTENHOCT KBM XHW/IPOX/TOPOTHA3H MOKE [la HACTBIIAT [IPK TALMEHTH C HIIH
Oe3 mpeaxo/Ha aHaAMHE3a 38 aNEPrig WM OPOHXMAIIHA ACTM4, HO €A NO-BEPOATHH NPH TE3H C TaKasa
aHaMHe3a.

Ipu ynoTpebarta Ha THA3HAHH AMYPETULH c¢ CHOOIUABAT ex3anepOaiiy HiIH aKTHBHPAHE Ha JIYITYC
EPHTEMATO3YC.

Autnxunepren3uBHUAT edekT Ha Kannekapn H moske aa ce yCHITH 0T ApyTH aHTHXHIIEPTEH3UBHH
cpeacrsa.

Ocmpa pecnopamopia moxcuMHocm

Cnen npHeM Ha XEIPOXNOPOTHA3H/| ¢€ ChoOLIABAT MHOTO PEAKH TEKKH CIy4ad Ha 0CTpa
PECTIHpAaTOPHA TOKCHYHOCT, BKIIIOUHTETHO OCTBD peciupaTopeH qucTpec cnuapom (OPJIC).
Cnen npreM Ha XHIPOXJIOPOTHA3KHA OOMKHOBEHO € pa3BHBa 0e/l0AposEeH OTOK B PAMKHTE Ha
MHHYTH IO YacoBe. B Ha4amoTo cHMITTOMITe BKIIOYBAT AMCIIHES, IOBHLIECHA TEMIIEpaTypa,
Brolasane Ha OenoapobHara dyHkuMa U XHnotorus. [1pu ceMmuenue 3a ARDS Tpabsa na 6bae
cnpan npuembT Ha Kaunexapna H v 1a ce npwioxku nogxoasmo jgedeHue. XuApoxXJIOPOTHAIHI He
TpsGBa Ja ce MpHIara Py MALMEHTH, KOMTO NPeAd ToBa ¢a nonydasand OPJIC crex npuem Ha
XHAPOXJIOPOTHA3UN.

Creuuannu npedynpedcoenus, OMHOCHO HOMOUHIME BeUieCMEd

Tozu nekapersed NPOaYKT CbAbpika nakresa. [laumuenruTe © peaKd HaCNEICTEBEHH ChCTOAHHUA HA
raJIaKTO3HA HEMOHOCHMOCT, 001 akTazeH JeduiyT MM TIIOK030-TallaKTO3HA Manabcopbuus, He
TpaGBa Aa MPHEMAT TO3M JIEKapPCTBEH NPOIYKT.

To3u IekapcTBEeH MPOAYKT ChIBPXKA MO-MATKo oT 1 mmol HaTpui (23 mg) B e/1Ha TableTka, KOETO
03Ha4apa, 4e IO CHIIECTBO HE ChAbpiKa HaTPHH.

Bpemennocm
Ynorpebara Ha aHTaroHucTH Ha aHruotensuH I1 penentopute (ATITPA) ne TpaGBa
BpeMe Ha OpeMEHHOCT. AKO [POJLIKABAHETO HA TEPANMATA € TE3H JICKApPCTRA C
HeoOXOAMMO, NALHEHTKMTE, TUIAaHHpaloH GpeMeHHOoCT, TPA0Ba a MpeMUHAT H
AHTHXHIEPTEH3HBHO JIEYEHHE, KOETO MMa ycTaHoBeH npodun Ha GezonacHoc
6pemennoct. Koraro ce yCTaHOBH GpeMEHHOCT, IEYCHHETO ¢ AHTATOHHCTHTE




peuentopure (ATIIPA) Tps6Ba na ce crpe, 1 ako € YMECTHO, Ja ce 3aMoyHe aITepHATHBHA
repanui.{BK. ToukH 4.3 u 4.6).

Vnotpebara na Kaanexapn H Moxe na noeeae A0 MOJMKHTETHA Pe3yITaTH IIPH AOMMHI KOHTPOIL,
KOMTO C€ IB/DKAT Ha XHIPOXJIOpOTHAZHA,

4.5 B3anmoeiicTBre ¢ JPYTH NeKAPCTBEHH NPOAYKTH H APYrE (pOPMH Ha B3aHMoOACHCTRHE

ChEeTHHEHHATA, KOHTO Ca W3CISIBAHH ITPH KIIHHHYIHHTE (hapMaKOKHHETHYHH NPOYYBAHHS, BKIIOUBAT
BapdapHH, MroKCHH, TEPOPATHH KOHTPALENTUBH (HATp. eTHHIIECTPaTHON ISROHOPTECTPEN),
rnGerxnaMia H HubenunrH. He ca HabmomaBaHH HUKaKBM KITHHHYHO 3HAYMMH (apMAKOKHHICTHYHH
B3aHMOACHCTBHA.

Moxe pa ce ouakpa Kaauit n3depnsampar eQext Ha XHEPOXIOPOTHA3U 14 ¢€ NIOTEHUMPA OT APYTH
JIEKapCTBA, BOAEIIH 0 3ary0a Ha KalHif ¥ XUIoKateMus (Hamp. OPYTH KaTHHYPETHUHH JIHY PETHLIH,
NAKCATUBH, aMGBOTEpHLIME, KapOeHOKCONOH, IEHHIMIHH G HaTpHii, POH3BOAHH Ha CAJIMLMIOBATA
KHCeNHHa, creporan, AKTX).

ExnnoepemerHnara yrnorpeba Ha Kannekapa H u kanuii-chXpaHaBailyl JHYPETHLH, KATHEBH J00aBKH M
3aMeCTHTENN Ha COMITa WK APYTH JIeKapcTaa, KOHTO OHXa MOTJIH Aa MOBUIIAT CEPYMHHTE HHBA Ha
Kanus (Hanp. XxellapyH HaTpHH, KO-TPHMOKCA30]I H3BECTEH OLIE KaTO TPHMETOTPHUM/
cyndaMeTokcazoil), MOXKE Aa JOBee 10 MOBHUINEHHE HA cepyMHHA KaimH. [Toaxonsuno e aa ce
H3BBPLIBA MPOC/IEAABAHE HA CEPYMHHS KW, (Bxk. Touka 4.4).

HHayuspaHHTe OT JHYPETHIH XHITOKATHEMHS H XHIIOMarHe3HeMHA MIpenpa3nonaraT KbM Nossara Ha
HOTEHLIHAIHE KapAHOTOKCHIHH ©DOKTH Ha AHrMTATHCOBHTE TITHKO3UM M AHTHAPHTMHYEH CPEACTBA.
[TpenopbuBa ce NEPHOAHYHO MPOCTEIABAHE HA cepyMHEMS Kamuii, korato Kanaekapa H ce npunara ¢
TAKHBA NIEKAPCTBEHH NPOIYKTH, KAKTO H ¢ U36POSHHTE IEKapCTBEHH IIPOJYKTH, KOWTO MOTaT Ja
HHAYUMpaT ” torsades de pointes”:
¢« Kiac la aHTHADHTMHYHH CPEICTBa {XMHHANE, XHAPOXHHHIHH, TH30MHPAMEL)
o  Kuac Il aHTHapuT™Mu4HH cpeacTea (aMHONAPOH, coTanon, 40heTHIn, HOyTHAND)
¢  Hsaxou aHTHNCHXOTHLH {THOPHIA3HH, XJIOPIPOMA3HH, JIEBOMEIPOMa3KH, TpHdIyonepasuH,
LMaMeMa3HH, CYJITHPHI, CYNTORPH]I, AMUCYNPHI, THAIPHL, TAMO3HA, XaNoNepHao,
IPOTIEPHAOT
o Jlpyru (Genpummn, unzanpua, AudeMaHn, epHTPOMHLHH 1.V., Xano(aHTpHH, KETAHCEPHH,
MH30JIACTHH, TIEHTAMHAKH, cnapduokcauus, reptheHanHH, BHHKAMMH 1.v.)

Crobianat ce 0OpaTHMH NMOBHILIEHHA Ha CepyMHHTE KOHLEHTPALIWH HA JIATHA H TOKCHYHOCT NIPH
¢IHOBPEMEHHOTO NpHokeHHe Ha maTHH ¢ ACE naxuburops HnM xuapoxnopotuasun. Ilonoben
edeKT MO Ja HACTEITH C AHTATOHUCTHTE Ha axruoTeHzuH 1l peneriropa. Ynorpebara na
KAHAeCapTaH M XHAPOXJIOPOTHA3U] C JIHTHH HE ce MpPenopbyBa. AKO CBC CHIYPHOCT € HeoOXoaumo
eAHOBPEMEHHO MPHIOKeHHE Ce MPenophiBa BHAMATEMHO NPOC/EAsiBaHe Ha CePYMHHTE HHBA HA
JTUTHA.

Koraro anrvorenssH 1l pelenTopHH aHTaroHHCTH Ce MPHIAraT eAHOBPEMEHHO C HECTEPOMIHH
IIPOTHBOBE3IAJHTEITHH BelllecTBa (Hamp. celeKTHBHH COX-2 HHXHOUTOPH, aLeTHICANHLIIOBA
xucennHa (>3g/neH) u Hecenextupan HCIIBC), moxe Aa HacTenu oTcnabpane Ha
AHTHXHITEPTSHIHBHHA €dexT.

Kaxkro npu ACE uaxubuTopHTe, eqHOBPEMEHHOTO MPWIOKEHHE HA aHTHOTEH3HH Il penenropry
anraronuctd 1 HCIIBC Moske 1a moBesie 1o MOBHIIEH PHCK OT BIolIapaHe Ha Ou0pe

0coBeHO NpH NaLMEeHTH ¢ BIOIIeHa NipeH ToBa 6x0pevHa ¢pyHKumA. Kombuna
LpMIIara npearasiuBo, 0cobeHo NPH Xopa B HallpeqHana Bh3pact. [lauue
noGpe xuapatHpasd U Tpabea da ce NpeABUAH Npocneaseane Ha GpOpeuHar
3aMousaHe HA eJHOBPEMEHHA Tepallud ¥ NepUOAWUHO Cllel TORA.



JMypeTHUHHAT, HATPHYPETHYHHAT M AHTHXHNEPTEH3HBHUAT eEKTH Ha XHAPOXIOPOTHAZHA CE
moamkasar or HCIIBC.

ABcopbuHaTa Ha XMAPOXJIOPOTHASH Ce MOHIKABA OT KONIECTHAON HITH XOJIECTHPaMHH.

EekThT Ha HEACTIONAPH3HPAILHATE MHOPEIAKCAHTH (Hanp. TyOOKypapsH) MOXKE Ja ce MOTeHUUpa oT
XUAPOXJIOPOTHASH]L.

TrazuaHuTE IMYpPETHLM MOXE 1A TIOBHINIAT CEPYMHHTE HHBA HA KATLMS MOPATH HOHMKEHATa
eKcxpends. Ako TpaOpa ga ce IpeAiMmAT KallUeBH J00aABKH WK BHTaMHH D, cepyMHUTe HHBa Ha
Kaauus TpAdBa fa ce NPOCIensBaT M CHOTBETHO Ja C& KOPHTHPA JIO3HPORKATA.

XunepriMkeMHIHUAT edekT Ha GeTa-GroKepHTe H JHAZOKCH/ MOKE Aa OB/e 3aCHICH OT THASHIHTE.

AHTUXOMHEPTHIHUTE CPEACTRA (Hanp. aTpoNuH, OunepuaeH) MOTaT Ja OBHIIAT GHOHATHYHOCTTA Ha
JMYPETHLHMTE OT THA3HASH THI KATO TIOHIKAT CTOMANTHO-UPEBHHSI MOTHAHTET U CKOPOCTTA Ha
H3Mpa3BaHe HA CTOMAXa.

‘THA3KHIKTE MOTAT Aa NOBHLIAT PHCKA OT HEXKETaHH Peakiii, IPHYHHEHH OT AMAHTaAUH.

Tuazugute Morar fa noHwKaT ObOpeyHaTa eKCKPeA Ha UTOTOKCHYHH IeKapcTBa (Hamp.
urKIodocdaMia, METOTPEKCAT) H a NOTEHUHPAT TEXHHTE MHEIIOCYTIPECHBHY eheKTH.
MocTypan#arta XHIOTEHUA MOMKE N ¢ BJIOIIH NPH €IHOBPEMEH NIPHEM Ha ankoxon, OapOuTypaT
HITH aHECTETHLIH.

JlewenwneTo ¢ THA3MAEH AHYPETHK MO3Ke Ja HAPYILH FIFOKO3HAA ToslepaHe. Moxe Ja e HeoOxomMMa
KOpeKuus Ha 103aTa HA aHTHHA0EeTHHTE CPeNCTBa, BRIIOYUTENHO UHCYTUH, MetdopMun Tpsbea na
€€ M3M0/3RA ¢ TIOBHILEHO BHAMaHHe, TIopafH PUCKa OT MJIETHO KHCEna alHa03a, MPUYHHEHa OT
Bb3MOxHA QYHKUMOHANHa OB0peyHa HeIOCTATEHHOCT CBBP3aHa ¢ XHAPOXJIOPTHAZNL.
XUapoxmopOTHAZH] MOKE J1a IPHYHHN OTCIabBaHe Ha apTEPHAIIHUS OTTOBOP KBM Ba30IpPecopHH
aMHHH (Hanp. aIpeHaTHH), HO He B TAKaBa CTETICH, Y€ Ia CC AHTATOHH3Mpa ChAOCBHBAIHAT HM e(eKT.
XHApoXIOpOTHASHA MOMKe Ja MOBHIIH PHCKA OT OCTpa 6£Gpelma HEeIOCTATHEYHOCT, OcO0eHo npH
BUCOKM JIO3H OT HOIUpaHd KOHTPACTHH BEICCTRA.

EqHOBpeMEHHOTO JIeueHHe C LMKIOCTIOPHHE MOXKE [1a YBETHHH PHCKA OT XHIIEPYPHKEMHA H NOAOGHH
Ha MoJarpa yCIIOKHEHHS.

EnHoBpeMeHHOTO NeucHHe ¢ 0aknodeH, aMH(OCTHHE, TPHLMIIHYHY AaHTHAETIPECAHTH KIH
HERPOJICNTHLM MOXKE 71a JIOBEAE 10 YCHABAHE HA AHTHXHOCPTEH3HBHHA eeKT U MOKe 1a NMpHYUHH
XUNOTOHHA.

JaHHu 0T KIMHHYHH POYYBAHKA MOKA3BAT, 4e JBOHHOTO Gnokupane Ha PAAC upes koMbHHBpaHaTa
ynotpeba Ha ACE-umxabHTOpH, 6H0KepH Ha anrAOTeH3uH [] peltenTOpH WK AIMCKUPEH Ce CRBP3BA C
NO-BHCOKA YECTOTA HA HEXKEJIAHH PEaKIMK KaTo HAIpHMEp XHIIOTOHHSA, XHIEPKAIHEMHS H
HamagsaHe Ha On0peunaTa GyHKUHA (BKITFOUHTENHO OcTpa 0BOpedHa HEFOCTATHYHOCT), B CpaBHEHHE
¢ yrotpebara caMo Ha cpeJIcTBO, AelicTrauio Bbpxy PAAC (Bx. Touku 4.3, 4.4 u 5.1).

4.6 PepTHIATET, GPEMEHHOCT H KbpMeHe

bpemennocm

Anzuomensun Il peyenmopnu anmazonucmu (ATIIPA)

YnoT'peﬁaTa Ha ATIIPA we ce npenopryea Ipe3 NLPBUS TPUMECTHP Ha OpeMEeHHOCTTa BIDKTE TO4KA




MOIKEe Oa ¢ HIK/IHOYH JICKO [TIORHIICHHE HA PHCKA. I[DK&TO JIHITCBAT KOHTPOJMHPAaHH ¢NHASMHOIOTHYHHA
IaHHH 32 pHcKa ot aHrHoTeHsuH I peuenropru antaronnets (ATIIPA), moxe aa ce npeanonoxar
noJoCHH PHCKOBE M 34 TO3H KJIAC JICKAPCTBEHH MIPOAYKTH. AKO poIbkasailara Tepanusa ¢ ATIIPA
ce cuuta 3a HeoGxonaMMa, MalMeHTKHTE, IaHHpalny OpeMEHHOCT, TpAOBa a MpeMHHAT Ha
aITepHAaTHBHO AHTHXMIIEPTEH3HBHO NeUeHHe, KOeTO HMa YCTAHOBEH NpodHn Ha 6e30NacHOCT 32
ynorpeGa mo Bpeme Ha Opemennocr. Korato ce yeTtaHoBM 6pemMeHHocT, nevenuero ¢ ATIIPA tpabea
Za ce crpe He3abaBHO M, AKO € YMECTHO, Jia Ce 3a7i0uHe aNlTepHATHBHA Tepanus.

Ekcriosunmara Ha Tepanus ¢ ATIIPA npe3s BTOpPHA U TPETHA TPHMECTHP HHJIyLIAPa (BETOTOKCHYHOCT
npu xopata (orcinabena OuOpeuna GyHKLMA, ONMMroXUaAPaMHKOHH, 320aBsHe Ha OcHHKALMATA Ha
yepena) H TOKCHYHOCT BhPXY HOBOpoaeHoTo (Gp0peyna HeAOCTATBUHOCT, XHITOTOHHS,
XMIIEpKATHEMAA ) (BIDKTE TOUKa 5.3).

Axo nma excrioznums Ha ATIIPA ot sTOpHS TpEMecTbp Ha 6peMEHHOCTTa, Ce IPENoOpPbYBA
YATPa3BYKOB fIperiiea Ha Ob0peunaTa GyHKIMA M Hepena.

K®pmaueraTa, unuro maiiku ca npuemanu ATIIPA, rpafra fa ObaaT CTPHKTHO NIPOCTIENIBAHH 32
XHDOTOHMA (BIOKTE TOUKH 4.3 1 4.4).

Xudpoxnopomuazud

OnuTHT ¢ XHAPOXIOPOTHASH 110 BpeMe Ha GpeMeHHOCT, 0CO0SHO Npes MbpBHA TPHMECTEP, €
orpanuteH. [IpoyysaHusATa BEPXY JKHBOTHH Ca HETOCTATBYHH.

XHapoxJIopoTHA3HNT TPEeMHHABA fpe3 IuiaLeHTaTa. ChaelikH M0 (apMakoNnorH4¥HUs MeXaHH3bM Ha
JeHCTBHE HA XHIPOXI0POTHA3KH ynioTpebaTa My Mpe3 BTOPHA M TPTHA TPHMECTBP MOKE Ja
KoMIpomeTHpa ¢eTonianeHTapHaTa nepdy3ua H Aa BPHYHHK (ETATHH H HEeOHATaHH eeKTH KaTo
MKTEp, HAPYIIECHHI HA €1eKTPONMTHOTO PABHOBECHE W TPOMOOLIHTONISHHS.

XuipoxXJIOpOTHA3HN He TPAOBa [a ce H3IION3BA IPH reCTALHOHHM OTOLH, TeCTAal[MOHHE XHIIEPTOHHA
HITM TIpeeKIIaMIICKs TIOpali PHCKa OT TIOHHIKCH TUIA3MeH o0eM H InauedTapHa xunonepdysus, Ge3
Gnaronpuaten edekT BLPXY Xofa Ha 3a00/19BaHETO.

XHuapoxiopoTHa3HA He TpaOBa 1a ¢ce H3M03Ba NPH eCCHIHATIHA XHIEPTOHHS NPH OpeMEHHH JKEHH,
OCBEH B PeJIKH CJIVYaH, KOTATO HE MOXKE 14 CE€ H3MON3Ba HHKAKBO JAPYTO JACUSHHE.

Kvpmene
Awnzvuomensun Il peyenmopnu anmazonucmu (ATIHIPA)

Kannexapa H He ce mpenopbiea Mo BpeMe Ha KBPMEHE, Thit KAaTo JIMIICEA KAKBATO M Ja € uidopMaLys
OTHOCHO yroTpedaTa My mipes To3u nepuo . [IpeqmounTa ce AATEPHATHBHO JeUeHHS ¢ NMo-100pe
ycTaHOBeH TPodiUT Ha Be30MacHOCT IPH KbpMeHe, 0co0eHo HpH HOBOPOACHH HITH HEJOHOCEHH
KbpMaveTa.

Xuopoxnopomuazuo

XuapoxnopoTHa3Hi ce€ SKCKPETHPA B MATKH KOJIAYECTRA B MaHYHHOTO MIIKO. BrcokuTe 103K
THa3HIA NPSAM3BHKBAT CHIHA JUype3a M MOKe Ja TOTHCHAT AaKTaumaTa. Yaorpebara Ha Kaxaekapn
H mo Bpeme Ha KbpMEHE HE Ce NMpenopbusa.

4.7 EdexTn Bppxy cnocofHocTTa 3a modupane n padora ¢ MAIDNEA
He ca npopexkJaHH Mpoydealus 3a eeKTHTE BLPXY CnocofHOCTTA 3a odApaHe H paboTa ¢ MalllHHK.
[lpn modupane nau paboTa ¢ MalIHHY, TPA6BA A C¢ HMa MIpeJBHA, Y€ [TOHAKOra IpH JIeyeHHe Ha

xunepronus ¢ Kanaekapa H Moixe 1a HacThIH 3aMasHOCT HITH cnabocT.

4.8 Hesxkestann NeKapeTBeHd peakHl

[To BpeMe Ha KOHTPONHMPAHH KITHHHYHH TTPOYUBAHNA C KAHAECAPTaH UHIISKCeT
HEKeJTAHHTE peaKiuy ca Onnu nexu u npexoauu. IlpexpaTasaHeTo Ha Tep.
peaKLiU € CXO/THO NPH KAHAECAPTaH LHIEKCeTH XHAPOXIopoTHasH (2.3
4.3%).



Ipy KTHHHYHH NPOYYBaHHA ¢ KAHAECAPTAH HHIEKCeTI XHAPOXIOPOTHA3H, HEKENIAHHTE PeaKlIuH
¢a GuIM OTPAHMYEHH JI0 JOCEra IOSHATHTE HEKEIAHH PEaKIlMH HA KaHIEeCApTaH LIUTSKCeTH/
XHAPOXIIOPOTHASHL,

B rabnuuara no-1omy ca NpeACTaBeHH HEXKETAHHTS peakl#d Ha KaHAecapTal HMIIeKceTrn/
XHJPOXIOPOTHA3H TO KITHHIUYHH NPOYYBAHAA U [IOCTMAPKETHHIOBMA ONMT. [Ipe enun obobmeH
aHAIM3 Ha IaHHK OT KIMHHYHHM IPOYYRAHHA ce ChOOLIABAT CICIHNTE HeXKEMaHH PeaKUMH MpH
KaHIecapTaH UMIEKCETHI/ XHAPOXIOPOTHASH/ OCHOBAHH HA UECTOTATA HA HEXKEJaHH PeaKlHH ¢
KaH/IeCapTaH LHWIEKCeTHI/ XHAPOXJIOPOTHAZM, KOATO € ¢ noHe 1% No-BHCOKA OT 4ecToTara,
rabmonasaHa opy mauebo:

HecroTara Ha HeKEMaHUTE peakiun B Tabuuumre, Bxiroveny B 4.8 ca:
Muoro uectu (= 1/10)

Yecrn (= 1/100 mpo <1/10)

Heuecru (= 1/1 000 o <1/100)

Penku (= 1/10 000 zo <1/1 000)

MHoro peaks (<1/10 G00)

C HeH3BecTHA 4eCTOTA {OT HAJTHYHMUTE JAHHH He MOXKe Aa ObJe yCTaHOBEHO)

CHCTeMHO-0PrafHeH KJac YecToTa Hekenana peaklas
Hndexupu H nHdecTalnm YecTH PecnmparopHH MHPEKLMH
HapymmeHHs Ha KpBBTa H MHOro penku JleBkoneHus, HEYTPONEHHS 1 arpaHyIoUKTO3a
JAM(HATA CHCTEMA
Hapywenns na metabonuzma | MHoro penxu XunepkanueMus, XHIOHATPHEMHS
A XpaHEHETO
Hapymenss Ha HepBHaTa YectH 3amasHOCT/ BepTHIO, rIaBobonue
CHCTEMA
PecrmpaTopHil, rpsAHH H MHoro peaxw Kamyana
MeJUacTHHAIHH HADYIIEHHS
CroMaliHo-4peBHHA Muoro peaku Tapene
HApyLICHHA C HeusBecTHa Huapus

HeCTOTa

XenaroOMnnapHn HapymieHHs | MHOTO pefku ToBHIIICHK YEPHOAPOOHH CH3HMH, HapylleHa
yepHOoapoOHa (PYHKITHA H XeTAaTUT

HapymieHHs Ha Kokara 1 MHoro penxu AnruoeneM, 0OpHB, ypTUKapus, cepbex
MIOJIKO}KHATA TEKAH
Hapyiensa Ha MyCKyIHO- Muoro pezku Bonku B repda, apTpanris, MHaJITHA

CKeJIeTHATa CHCTEMA U
CHEAHHHTEIHATA ThKaH
Hapymenns Ha 6w6peryre u Mamnoro pegku Brbpeuto yspeskaaHe, BKIIOUHTENHO OnOpetina
MUKOYHHTE NETHUIA HEIOCTATHYHOCT NPH NONATIHBH NMALMEHTH
(BKTE TOUuKa 4.4)

Tabnuuara Mo-a01y NPeACTARA HEXKENAHHTE PeaKUMK NMPH MOHOTEPANHA ¢ XMAPOXIOPOTHA3H,
OOHKHOBEHO [IPH NO3H OT 25 mg uiH roBeye.

CacreMAO-0praHeH KJaac YecToTa Hexenana peakuus
Hapyiueaq Ha KPBBTa H Penxu JlepxonmeHus, HeYTPOIICHHUA/ AT PaHy IOLIMTO3A,
mHMGpHATA CHCTEMA TpOMOOLIMTOTICHH S, ATLTACTHYHA aHEMHA,
MTOTHCKAHE HA KOCTHHS MO3BK HYHA
aHeMHs ﬁ* .
Q¥ \

Hapyuienua Ha HMYHHATA Peaxu AHadHIaKTHYHH peaK
cHCTEMa S,
Hapymenus na merabonuzma | YecTH XHrepriMKeMHs, xnligp'jﬁdwﬁm 3,
H XPaHEeHETOo €7IEKTPOTMTHO HAPY '

.




XHIIOHATPUEMMS 1 XHITOKAJTHEME)

MEIHACTHHAITHH HAPYIICHHS

IlcHxHUHH HapyiueHua Peaxu Hapymienus na cbHs, ienpechs, 6e300KoHCTRO
HapyieHssa Ha HepBHaTa Yectu 3aMasHOCT, CBETOBBPTEK
CHCTEMA Penxu Ilapecresus
HapyweHns Ha ounte Penxm TIpexoHO 3aMbIIIeHO BHAKIAHE
C HeusBecTHa XopouaaneH H3HB, OCTPa MHOIINA, OCTpa
YeCTOTa 3AKPHTOBIBIHA ITHAYKOMA
CepaeydH HapylieHHA Penku CrpieuHa apHTMUA
CBOoBH HAPYILEHHSA HeuectH MocTypanHa XM TOHHS
Penxn HexpoTH3upall aHTHMUT (BACKYJIMT, KOXEH
BaCKYJIHT)
PecrniupaTopHH, MpbAHM K Penxu PecmiparopeH aicTpec (BKITIOYHTENHO

NMHEBMOHHT H BenoapobeH 0ToK)

Muoro peaku

OcThp pecnyMpaTOpeH OHCTPEC CHHIPOM
(ARDS) (k. Touka 4.4)

CKCIIETHATA CHCTEMA H

CToMalHO-4YpeBHH HevectH Amnopekcus, 3aryba Ha alleTur, CTOMALIHO
HapyLIeHHA JIpa3HeHe, THAPHI, 3aleK
Penxu ITankpeaTut
XenarobunwapHu Hapymienus | Penku JnnTernua (WHTpaxeNaTa/IHE XONECTATHYHA
JHITEHHLIA)
HapymieHna Ha koxara u Hevectn O0pus, yPTHKApHS, peakUMH Ha
MOAKOHATA TEKAH (hOTOYYBCTBHTENHOCT
Peziku TokcHUHA enrAepMalHa HEKpoaHsa
C HemsBecTHA CucTeMeH JynyC epHTeMaTos3yc, KOKeH Iymyc
4eCTOTa EPHTEMATO3YC
Hapymienss Ha MycKynHo- Pepxu Mycxynen cnazem

CheIMHHTCIIHATA TEKAH
Heomnasmy — C HeuzBeCcTHA HemenaHoMeH pak Ha KoxkaTa
A00pOKaYECTBEHH, 4yecToTa (CazanHOKICTHUCH KAPUUHOM H
3IOKAYECTRCHH H CKBAMO3IHOKIICTHYCH KaleHHOM)*
HeotpeaeneHs (BKI. KHCTH H
MOJIHITH)
Hapyiuenna va 6nOpenmre u Yectn Inrokozypus
NHKOYHHTE MBTHILA Pemxu brbpeuna THCHYHKUHA H HHTEPCTHLHANCH
HeppPHUT
O6mu HapyieHua U edheKTH Yectn Cnaboct
Ha MACTOTO Ha MPWIOKEHHE Penxu DebpriiuTeT
Hacnenpamums Hect IlopunieHne Ha XOAECTEPONA U
TPUTTHLIEPHIHMTE
Penxu ToBHireHHE B2 YPEATa H CePYMHHA KpeaTHHHH

* Hemenanomen paK Ha KOXara: BE3 ocHOBa HA HATHYHHTE JaHHH OT CITHACMHOJIOTHTHH NMpOoy4BaHKA
¢ HabJoaRana 3a8UCHMA OT KyMyJaTuBHaTa 032 spb3ka Mexay XX 13 1 HMPK (Bx. esmo Touku
44mn5.1).

Crobimaraye Ha NMONOIHPAHH HEKETAHH PEAKIHH
Cro6IIaBaHeTo Ha MOJO3MPAHH HEXENAHH PEaKIMy Clie/l pa3pellaraHe 3a yRoTpeba Ha JekapcTBeHUs
NIPOIYKT € BaxkHo. ToBa Mo3BoaABa 1a NpoNBIKH HAOMOEHHETO Ha CHOTHOLICHHETO

No/03HpPana HeKeJaHa Peakiys Ype3 HALHOHAIHA CHCTeMa 32 CHODINaBaHe KbM
areHUMA 10 JieKkapeTsara, yi. ,,Jlamaun Ipyes” Ne 8, 1303 Codus, Ten.: +359289

www.bda.bg,



4.9 Hpenoszapane

Cumnmomu

Bbasupaiiku ce Ha apMaKoIOTHYHHTE CBOHCTRA, OCHOBHHTE TIPOABH Ha TIPEIO3HPAHETO HA
KAHIECAPTAH [IHIEKCETHT € BEPOATHO Ja OBJAT CHMNTOMATHMHA XUIIOTOHUS K 3aMasHoCT. [Ipn
OT/IENHU CLODIIEHH 34 NpeAc3Hpane (10 672 mg KaHaecapTaH LIIEKCETHT) BB3CTAHOBABAHETO HA
[alucHTa € 0e3 noc/ieACTBHAL.

OcHOBHAaTa MpofABa Ha Ipefo3HpaHeTo Ha XHAPOXAOPOTHA3HA € 0CTPa 3aryda Ha TEYHOCTH H
e1eKTPOJIUTH. BE3MOMKHO € 1a ce HabnioqaBaT CHMIITOMH KaTo 3aMafHOCT, XUITOTOHHA, JKaX/1a,
TaXUKapAHA, KAMEPHH APHTMHUH, CeIUpaHe/HapyLIeHHe Ha Ch3HAHUETO H MYCKYJTHH KpamIiy.

Hevenue

JInmcaa crieuanHa HAgopMaIa 3a eucHHeTo Ha npeosupane ¢ Kanaekapa H. B cay4aii Ha
NIpeAC3UpaHe C€ NPeJIaraT CASAHHTE MEPKH.

TpsbBa Oa ce MMaT NPeaBU HilyLMpaHe Ha [OBPBINAHETO H CTOMAITHA TIPOMHBKA, KOraTo ToBa €
MOKa3aH0. AKO HACTHIH CHMITTOMATHYHA XHNOTOHHA, Tpﬁ[6Ba Ja c€ 3anoUyHe CHMIITOMATHYHO
NeUeHHE M A ce CReAAT Wu3neHuTe nokazareny. [TarmmenThT TpAOea fa ce NOCTABK B JIerHano
HOFOXKESHHE ¢ NOBAUIHATH JO/IHM KpaiHUUH. AKO TOBA He € JOCTATBYHO NJIA3MEHUAT obeM Tpabra aa
Ce YRETHYH upe3 BIIHBAHE Ha M30TOHHYEH pa3TBOp Ha Harpued xnopui. Tpabea aa ce npocaendpar
€NeKTPOJIMTHOTO W KHCE/IMHHO PABHOBECHE M J1a Ce KOPHIHpa, ako ¢ Heobxoaumo. Moke 1a ce
PHIIAraT CHMIIATHKOMHMETHYHH JIEKAPCTBEHH NIPOZIYKTH, aKO FOPECTIOMEHATHTE MEPKH HE Ca
JOCTATBYHH.

KaupecapraH He Modke [1a €& OTCTPaHH 4pe3 Xemoauanuza. He € H3BECTHO 10 KaKBa CTENCH
XUAPOXJIOPOTHA3ZH/ Ce OTCTPAHABA Ype3 XEMOJHAIIH3A.

5. ®APMAKOJOTHYHH CBOCTBA
5.1 PapMAKOAHHAMHYHH CBOHCTBA

PapmMaKoTepaneBTHUHA NPYNA: AHTaroHHCTH Ha aHTHOTeH3HH 11 + nuypeTHuy
ATC ron: CO9DAOG

MexaHu3EM Ha JeHCTBHE
Anrnorensun Il € OCHOBHHAT Ba30aKTHEEH XOPMOH Ha PEHUH-aHTHOTEH3MH-aNI0CTEPOHOBATa

CHCTEMA M YUACTBA B NATO(QHUIHOIOrHATa Ha XHNEPTOHUATA H APYTH CEPASYHO-ChIOBH 3a00/11BaHHA.
Toii yyacTBa ChIIQ B TIATOTEHE3ATA HA OPraHHATA XUnepTpodHs U TEPMHHAIHOTO OPTaHHO
yBpekaane. OcHoBHHTE PH3NOMOIHMYHHE eekTH Ha anrnorensHH Il kaTo Ba3OKOHCTPHKIHS,
CTHMYJIHPaHE Ha alI0CTEPOH, pery/Ialis Ha BOJHATA H COEBAT XOMEOCTa3a X CTHMYJIHPEHETO Ha
KIeTRUHHA pacTex ce MesMHpar ot tun 1 (AT1) penerrrop.

(DaQMaI(OgPIHaMH‘-IHH eﬂgeK’m

Kanaecapras neKceTHN € NPeKyPCOPHO JTEKAPCTRO, KoeTo Gbp30 Ce MpeBpPhIlia B AKTHBHOTO
BEIIECTBO KAHGCAPTAH YPE3 ECTEPHA XUAPOIHM3A MO BpeMe Ha a0CopOIHATA OT CTOMALIHO-YPEBHHS
tpakt. Kannecaptan e a ATIIPA, cenexruses 3a AT1 penenrropute cbe 3apaBo cBbp3BaHe H HaBHA
auconmanns ot peuenTopa. Toil He npyTekaBa HEKAKBA AKTHBHOCT HA drOHHCT.

Kanpnecapran ve noenusea ACE wiu Apyrl eH3HMHH CHCTEMH, KOUTO 0OHKHOBEHO ¢4 CBBP3aHH C
ynorpebara Ha ACE uaxuburopH. Thil kaTo HAMA HUKAKBB €PEKT BhPXY Pa3rpakiaHEIO HA
-,




ChPAEYHO-CBHAOBATA PETyIIalHA. AHTaroHH3MbT Ha AT] peLenTopUTe BOZXH 10 CBBP3AHO ¢ J03aTa
NOBHILEHHE HA IUIA3MEHWTE HMBA HA PeHHHa, aHrkoTeH3uH | 1 anruoTensun 1l u noHwkenne Ha
NIA3MEHATA KOHLEHTpALHA Ha angocTepoHa.

KnunyyHa edukacHoCT M 6€30IaCHOCT

Edextrre Ha kanecapTad uunexcetun 8-16 mg (cpeana nosa 12 mg) BeHbK JTHEBHO BBPXY
ChpAEYHO-ChA0BATa 3a60/1eBaeMOCT U CMBPTHOCT €A OLIGHEHH NIPH €AHO PAHAOMH3IHPAHO KITHHHYHO
npoyusaHe ¢ 4 937 nanueHTH B HanpenHana Be3pact (Ha Bbapact 70-89 romunm, 21% Ha pwipacr 80 1
TIOBE4E MOJMHHM) ¢ JIeKa JI0 YMEPEHO TEXKa XHIIEPTOHMS, IPocIegBaHH 3a cpeiHo 3,7 roaunu (Study
on COgnition and Prognosis in the Elderly). ITaunenture nonyuasar KaHaecapTaH WM manedo ¢
BKJIIOYBAHE Ha APYr BHA AHTUXUIEPTEH3UBHO JICUCHHE NpH Hyx 2. KpEBHOTO HajAraHe ce NOBHXKaBa
ot 166/90 a0 145/80 mmHg B rpynata Ha xarnecaptas ¥ ot 167/90 no 149/82 mmHg B konTponnaTa
rpyna. JIMNcsa CTaTHCTHYMECKH 3HAYMMA pa3iiMKa 110 OTHOUISHHE Ha [TbPBHYHATE KpakHa Lesl,
OCHOBHHTE CHPACUHO-CHIOBH PeakiiiK (CEPASYHO-CHI0BA CMEPTHOCT, HedpaTalieH HHCYNT U
He(arajien MUoKapaeH iubapkr). Umano e 26,7 peaxkups Ha 1000 nallHEHTOTOAHHH B TpyNaTa Ha
KapgecapTaH crpamo 30,0 peakuuy Ha 1000 naLuseHTOroIMHA B KOHTPOIHATA IPyNa (OTHOCHTENEH
puck 0,89, 95% W 0,75 no 1,06, p=0,19).

XuapoxioporHa3ua MHXHOUpa aKTHBHATA peabcopOLiMa Ha HATPHIA, INIaBHO B AHCTATHUTE ObOpeyUHH
KaHaI4eTa H 3aCHNIBA SKCKPEIMATA HA HATPHE, XJIOpHIA 1 Boja. brOpednaTa ekckpenns Ha Kanuid 1
MarHezWH HApacTBa JO303aBHCHMO, JOKATO KAMMAT ce peadcopOHpa B O-ro/fiMa CTENeH.

XHApPOXTIOPOTHA3MA HOHKKARA IUA3MEHHA 00eM M eKCTpaLieNnyIapHaTa TeUHOCT H OHHXKaBa
ClIcAHATOBAPBAHETO HA CHPLETO M KPEBHOTO HAJIATAHE,

Ho speMe Ha IBIrocpouHa Tepanya NOHWKeHaTa nepudepHa pe3HCTEHTHOCT JONPUHACH 33
TIOHHXKEHHETO Ha KPBBHOTO HANATaHeE.

TonemuTe KIMHHYHHA MpOoy4YBaHHA [IOKA3BAT, Y€ ALJIMOCPOYHOTO IEYEHHE ¢ XHAPOXJIODOTHAZHA
TMOHHIKABA PHCKA OT CBPACYHO-CEICBA 3aH0IeBAEMOCT H CMBEPTHOCT.

KaimecapTaH H XHAPOXJIOpOTHA3H HPUTCKABAT ATHTHEHH aHTHXHIICPDTCH3IHBHH etbeKTH.

Hpu xunepToHuYHO GONHW NAAEHTH, KAHISCAPTAH LHJISKCETH/ XHAPOXJIOPOTHAZH]L BOJH A0
10303aBUCHMO M JBITOTPANHO TIOHH/KEHHE HA APTEPHAIIHOTO KPBBHO HaldraHe 0e3 pedrextopHo
[OBHINEHHE Ha ChpAEYHATA 9ecToTa. HaMa JaHHu 3a ceplo3HA HIH 3aCH/IEHA XHIIOTOHHUA Cliey]
ITbPBaTa 103a WM pubayHy edieKT Crien cripase Ha iedeHneTo. HauanoTo Ha aHTHXHITEPTEH3HBHHSA
edekT 0OMKHOBEHO HACTLIIBA B PAMKUTE HA 2 Yaca cllef MPHIOKECHHETO Ha ¢MHHYHA 1038
KaHIeCaPTaH IHIeKCETIY XHApoXTopoTHasia. [Ipi Npoas/DKHTeTHO IPHIIOKEHHE €QeKTHT ce
pasrphilia B PAMKHTE Ha YCTHPH CEOMHLIA H ¢ TTOUThPIKa 110 BpeMe Ha AbJINOCPOYHOTO JIEHEHHE.
KangecapTaH IMieKceTHIV/X HIPOXIOPOTHA3H/ BEAHBK AHEBHO OCHTYPABa €()eKTHBHO U ITIA/TKO
MIOHIDKEHHE HA KPBBHOTO HANATaHe 3a 24 Jaca ¢ Manka pas/idka MeXIy MAaKCHMAJIHHTE H IVIATO
edeKTH MO BpeMe Ha 1030BHA HHTepBaL. [IpH ABOHHO-CNANO paHIOMH3RPAHO [IPOYIBAHE €
YCTAHOBEHO, 9€ KaH/eCapTaH HIEKCETH XHAPOXIopoTHa3zHa 16 mg/12.5 mg BeAHtK THEBHO
MOHIDKABA KPBBHOTO HAJIATAHE 3HAYHTENHO [IOBEYE # KOHTPOIHPA 3HAYUTETHO NOBEYE MalHeHTH
OTKONKOTO KOMOHHAIMATA Jlo3apTal/ xuapoxiaoporHasun 50 mg/12.5 mg seaHbK AHEBHO.

Ipu ABOHHO-CICNHTE pAHAOMH3MpPAHH TIPOYUBAHHMA YECTOTATA HA HENEJIAHHTE peaKiu, ocobeno
KaLUTHLA, € [I0-HUCKA [10 BPeMe Ha JIeUeHHe C KAHAECAPTAH LUAICKCOTHIY XHPOXIIOPOTHAZH
OTKOAKOTO ¢ kKoMOuHauuu ot ACE uHXHOHTOPH U XHIPOX/IOPOTHAZHA,

B 1Be KIHHHYHH NpOyYBaHHA (paHIOMH3HPAHH, IBOHHO-CIISNH, m1auebo Ko
TpynH), BKMoYBamy 275 u 1524 pannoMH3HpaHH NalMEATH, CHOTBETHO K
XHAPOXJIOPOTHAzUA KoMOuHauue 32 mg/12.5 mg 1 32 mg/25 mg nosenu o
HajiAraHe ceOTBeTHO ¢ 22/15 mmHg and 21/14 mmHg 1 xomMOuHaupHTe ca\
€(PEKTHBHH OTKOJIKOTO BCEKH OT KOMIIOHEHTHTE MO OTAETHO.



[Tpy pangoMuzMpano, ABOIHO CIANIO KIIMHAYHO TPOYYBEHE ¢ NAPATENHHE IPYIIH, BKIFOYBAIo 1975
PaHAOMH3HPaHH MALMEHTH C HEAOCTaThYHO JOGhP KOHTPO Ha XHIIEPTOHHUATA HOCPE/ICTBOM 32 mg
KaHIEeCapTaH HWICKCCTH BEAHEK THEBHO, 06aBaHeTO Ha 12.5 mg win 25 mg XHAPOXIOPOTHA3ZH]
DIOBENO A0 AOMbJIHUTENHA peayKLHA Ha KPBBHOTO HansArane. KomGHHalMATa KaHecapTaH
unnexceTun/ xuapoxioporuazus 32 mg/25 mg e Guna 3saunTenHo no-ePEKTHRHA OT B CPABHEHME C
rkoMOuaammaTa 32 mg/12.5 mg, ¥ cpeaHOTO KpalHO MOHKEHHE HA KPBEHOTO HANAIAHE CHOTBETHO ©
16/10 mmHg # 13/9 mmHg,

KaH,r_iecaprraH IIHHCKCG’[HJI/XH,HPOXHOPOT HA3KJ € CbC CXOJHE eClJeKTHBHOCT MPH DAllHCHTHTE
HEe3aBHCHMO OT BB3pacTTa H nmoja.

IMoHacTosmeM NMICBAT JaHHH 38 ynoTpefara Ha KaHZecapTaH LMIeKCeTH/ XHPOXIOPOTHAIK] NPH
nanueHTH ¢ 6u6peuno 3abonssaHe/HedponaTys, noHmkeHa (yHKLMS Ha N1ABaTa KaMepa/3acToiHa
CHpAeYHA HENOCTATEYHOCT H ClIC] MHOKAPIEH HHOAPKT.

/Jle roeMu paHROMHHMpaHH KOHTponHpaHH npoyusarus — ONTARGET (Ongoing Telmisartan
Alone and in combination with Ramipril Global Endpoint Trial - Tekyio rnobanso H3nuTBaHe 3a
KpaiiHH TOYKH Ha TeIMHCapTaH, CaMOCTOATETHO ¥ B koMOuHauys ¢ pamunpun) H VA NEPHRON-D
(KnuuuyHo npoyusaHe cBBp3aHo ¢ Hedposorus npu grader, MpoBeAcHo 0T MMUKCTEPCTBO 10
BBIIPOCHTE Ha BETEPaHWTe) — NpoyusaT ynorpedara Ha komOunammata o ACE naxuburop u APB.
ONTARGET e npoyusase, IpoBeJeHO NPH NALHMESHTH ¢ aHaMHe3a 3a ChPAEUHO-Ch10Ba HITH
MO3BYHOCHAORA DONECT, UM 3axapeH auader THI 2, NPUAPYKCHY ¢ TaHHH 3a yBpekaaHe Ha
edextopuu oprany, VA NEPHRON-D e npoyusase npH mauHMeHTH Che 3aXapeH AuHabet TN 2 U
MuaberHa HedporaTHi.

Te3n npoyuraHis He MOKa3BaT 3HAYHM OTaronpuATEH eeKT BBPXy OROPEUHHTE #/HIK CBPAEYHO-
CBACBHTE MMOCNEHIH H CMBPTHOCT, KAaTO ChlueBpeMenHo ca Habl01aBaHH NOBHIIEH PHCK OT
XHNEPKaNHEMHMs, OCTPO YBpexKaaHe Ha OpOpellTe H/WIH XHIIOTOHHA B CPABHEHHE C MOHOTEpANKUATa,
KaTto ce HMar 1peaBHA cXOAHHTE UM (hapMaKOAMHAMHYHH CBOMCTBA, TE3H PE3YJITATH Ca NPUIOKUMH
u 3a npyrd ACE unxuburopu u APb.

ACE unxwouropu u APE cnepoBaTeliHO He TpaOBa 14 ¢¢ M3NOJI3BAT ¢HOBPEMEHHO NPH NALMCHTH ¢
auabeTna HeponaTha (Bx. Touka 4.4).

ALTITUDE (KnuHuuHO npoydyBaHe NPOBeAEHO ¢ ATHCKUPEH NPH MAaLMEHTH CBC 3aXapeH AHabeT THn
2 c M3noN3BaHE Ha CHPAEYHO-CHACBH H GpOpesHA 3ab0IABaHAA KATO KPaiHi TOYKH) € [IPOyUBaNe,
npeAHA3HAYEHO /1A M3CTICHBA 110/13aTa OT AOOABIHETO Ha &THCKHpPEH KbM CTanaaprHa tepanus ¢ ACE
uEXHOHTOp WA APB nipn nanmeHnTH cbe 3axaped quabet THN 2 # xpoHHuHO OnOpeuHo 3abonaBane,
CHPASYHO-CBI0BO 3abongBaHe WiH H asete. [IpoyusaneTo e npekpateHo NPEXIEBPEMEHHO NOPAIH
HOBMILEH PUCK OT HeONaronpuaTHY nocaeauuy. Kakro chpaeyHo-cLI0BaTa CMBPT, Taka H HHCYITHT
€& NO-9eCcTH B rpyTIaTa Ha AlTHCKHPEH, OTKOJIKOTO B IpyNaTa Ha Iuiauebo, a NpeAcTan/ABalIHTe
HHTEPEC HeXeNaHH ChbOHTHS ¥ CEPHOZHH HEKENAaHH CHOHTHA (XHNEPKATHEMKS, XUTIOTOHHA H
650peuHa AHChYHKIMA) ce cHOOLIABAT NO-4ECTO B IPyNaTa Ha alMCKHpPeH, OTKONIKOTO B rpyriara Ha
manedo.

HemenanoMed pax Ha koskata: BB3 OCHOBA HA HATHUHKTE BAHHH OT €IIMIEMMOIOMHYHH TPOYUBAHNS €
HabmoaapaHa 3aBUCHMA OT KyMynaTHBHaTa foza Bpbaka Mexay XXT13 1 HMPK. Eano npoyusane
BKJIFOMBA TIOMyNadd, ¢heTodma ce ot 71 533 cayuan Ha BKK 1 8 629 ciiyyau Ha CKK, u nonynaums
ot cbotBeTHO | 430 833 u 172 462 noaxonamu koutponu. Bicokara ynmorpea va XXT3
{(kymynatusao >50 000 mg) e cerp3ana ¢ kopurupan OR 1,29 (95% JIH: 1,23-1,35) 3a bKK » 3,98
(95% JIH: 3,68-4,31) 3a CKK. HabmogaraHa e sicHa Bpb3Ka KyMYJIaTHBHA A03a-0TTOBOLAR 3
BKK, taka 1 3a CKK. [Ipyro npoyiBaHe noka3ea BE3MOKHA BPb3Ka MEXKIY paKa Ha4t,
excro3nuxaTa Ha XXT3: 3a 633 cyyad Ha pak Ha yCTHUTE € nogbpaHa normyna




Hapactsam a0 OR 3,9 (3,0-4,9) 3a Bucoka ynotpe6a (~ 25 000 mg) 1 OR 7,7 (5,7-10,5) 3a Haii-
BHUCOKATa KyMyaarueHa 1o3a (~ 100 000 mg) (k. cpio Touka 4.4).

52 PapMaKOKHHETHIHH CBOHCTEA

EMHOBPEMEHHOTO NPHICHKEHHE HA KaHIECAPTaH LAICKCETHN H XHAPOXJIOPOTHA3HI HAMA KIIHHHYHO
3HAYHMO BB3ASHCTEHE BBPXY (hapMaKOKHHETHKATA Ha BCEKH OT ABATA JIEKAPCTBEHH NPOIYKTA

OOTOEIHO.

Abcopbyus u panpedeienus

Kanoecapman yunexcemut

Crnes nepopatHo npUIIOKEHHE KaHAeCAPTaH IMIEKCETH Ce NPEBPhLIA B AKTHBHATA CyOCcTaHIMs
KaHgecapTad. AGcomoTHaTa GHOHAMYHOCT Ha KaHAecapTaH ciiedl NPUIOKEHHE Ha NEPOPAICH
pa3TBOP, CHABPKALL KaHJeCapTaH HIeKceTHN € npubansurenso 40%, OTaocHTenHaTa
GuonanyuHoct Ha TabneTHaTa popmMa Ha KaHIOecapTaH HHIEKCETH B CPABHEHHE C TTIEPOpPANICH pa3TBOp
e npudnHzHTeNHO 34% ¢ MAOro Manka sapuabwinoct. CpenHara MakCHManaHa CepyMHa
xoHuenTpanms {Cmax) ce aoctura 3-4 yaca cnen npuema Ha Tabierkata. CepyMHHTe KOHLEHTPALIHK
Ha KaH[ecapTaH HapacTBaT JHHEHHO ¢ [IOBURIABAHETO Ha RO3UTE B TPAHHULIMTE HA TEPareBTHYHHA
uaTepBain. He ce HabmoaaBaT HUKAaKBH CBBP3aHM C 110712 Pa3/IHKH BbB PapMakOKWHETHKATa HA
kaHaecaprad. [TnomiTa o Kpueara Ha cepyMHaTa KoHUeHTparuA BB spemeTo (AUC) Ha
KaHZIecapTaH He ¢¢ TOBTHABA 3HAYMMO OT XpaHaTa.

Kanpecapran ce cBbp3Ba B rojiama cTeneH c rnazMenuTe 6entsin (nopede ot 99%). IlpuBuaHHAT
obem Ha pasnpeneneHue Ha kannecapran € 0,1 Vkg.

AXudpoxaopomuasud

Xuapoxnoporuasug ce abcopbupa 6Bp30 OT CTOMAIIHO-UPEBHHSA TPAKT ¢ a0COMOTHA GHOHATHYHOCT
npubnmzurenHo 70%. EAHOBpEMEHHHAT PHEM Ha XpaHa MoBHuIaBa abcopOuusTa ¢ IPHONH3HTETHO
15%. bHOHANHYHOCTTA MOXE Aa C€ MOHWKH [IPH MALHEHTH CHC CHP/ASYHA HEJOCTATHYHOCT H
HIpaAZeHH OTOLH,

Cepp3Banero ¢ IIa3MeHHTe OEThIH Ha XHAPOXIOPOTHA3HY € npubnusHrenno 60%. INpuBuasnat
obem Ha paznpenenenne ¢ npubauzurento 0,8 lkg.

Buompanchopmayun u erumunupane

Kandecapman yurexcemun

Kannecapras ce elTHMHHHpa IIaBHO HEPOMEHEH Upe3 YPHHATA W JKITBUKATA M CAMO B MAJIKA CTETEH
ce eTMMHHMpa Ype3 yepHoApoOHua MetabonussM {CY P2C9). Hanvunure npoy4saHus 3a
B3aHMOJEHCTBAN He NOKa3BaT HHKaKeB edext Bppxy CYP2C9 u CYP3A4. Bw3 ocHOBa Ha in vitro
JaHHHTE He TpAOBA 1a ce 0YaKBa HUKAKBO B3aUMOJEHCTBYE N ViV ¢ NEKAPCTBEHH MPOIYKTH, YUHHTO
MeTabonuILM 3aBHCH OT THTOXpoM P450 usoemsumure CYP1A2, CYP2A6, CYP2C9, CYP2C19,
CYP2D6, CYP2E1 unu CYP3A4. TepMHHANHHAT NOMYXKUEOT (t/2) Ha KaHzaecapTaH € npubiaM3KTe1HO
9 yaca. HaMa HHKaKBO HATPYNIBAHE CTe] MHOIOKpaTHO No3upaHe. [Iomy*HBOTHT HA KaHecapTaH
ocTapa HempoMeHeH (MpHOAM3UTEHO 9 Yaca) Clel NPHIoKEeHHE Ha KaHAecapTaH LIICKCCTII B
koMOHHaIMA ¢ xuapoxnoporsasna. Ciea NOBTOPHH A03H OT KOMOHHALHMATA HE HACTBIIBA HHKAKBO
OOIBIHHTEIHO HATPYNBaHE HA KAHICCApTaH B CpaBHEHHE C MOHOTEpaITHATA.

HJ'IaBMEHPHIT KMHpBHC Ha xaHgecapTtad e okono 0,37 ml/min/kg, ¢ 6p0peueH manHc OKOIIO 0 19

cbopMaTa Ha KaHJiecapTad 10% KATO HEaKTHBEH MeTabOo/THT.




Xuopoxnopomuazuo

XHapoxI0POTHA3HI HE ce MeTaboNH3Mpa K ¢e eKCKpeTHpa IOYTH HABJIHO HEMPOMEHEH Ype3 aKkTHBHA
rnoMepyina GUATpaLMs H akTHBHA TyOyHa cekpenua. TepMHHAIHHAT t¥2 HA XHUAPOXJIOPOTHAZHA €
npuonusuTento 8 vaca. [Mpudnusurenmno 70% oT AepopanHaTa A03a ce eTMMHHHEpPAT ¢ YPHHATA B
pamkute Ha 48 gaca. TTonyKUBOTHT HA XHAPOXIOPOTHA3KA OCTaBa HEMPOMEHEH (MPUGMH3KTEHO 8
Yaca) ce/l IPIIOKEHHETO My B KOMOMHALIMA ¢ KaHaecapTaH UpiekceTr. Ciaen MoBTOPHO
MPHIOKEHHE HA KOMOHHAIMATA HE HACTBIIBA HUKAKBO JOITBIHATEIHO HATPYIIBAHE HA
XMAPOXIOPOTHAIHA B CPRBHEHHE C MOHOTCPAIHATA.

Cretuaiy RORyaayuu

Kanoecapman yunexcemiin

ITpu xopa B cTap4ecka Bw3pacT (Haz 65 roaunr), Cmax u AUC Ha xaHnecapTaH C€ IOBHAIIABAT Cbo
cHOTReTHO NpUGHM3NTENHO 50% 1 80% B cpaBHenwe ¢ MiajH muLa. OTrOBOPET OT CTpaHa Ha
KPBBHOTO HaliArase obade H 4ecTOTaTa Ha HeXeTaHHTE PeakiliH ca CXOIHH CIed olpeaeneHa 103a OT
KaHAecapTaH WIIEKCETHI/ XHAPOIOPOTHASH IPH MITAJH MALHEHTH | [aLIMCHTH B CTapYecKa Bb3PacT
(rwKTe TOUKA 4.2).

[TpH mALHEHTHTE C JIEKO A0 YMEPeHO Tewkko Obpbpeuro ypeskaane Cmax v AUC Ha kaHaecapTan
HapacTBaT N0 BPEME Ha MOBTOPHHTE JO3HPOBKH CHC CHOTBETHO IIpudam3uTenno 50% u 70%, Ho
TEPMHHAJTHHAT t/2 HE Ce NPOMEHA B CpaBHEHHE ¢ MALCHTHTE ¢ HopManHa O1LOpeuHa QyHKIHA.
ChoTEETHHTE TIPOMEHH MIPH DALMEHTHTE € TEKKO 00petHO YBpeKIaHe Ca CROTBETHO
npubauzAaTento 50% u 110%. Tepmunannuar tVz Ha kaHaecapran e NpUOIH3UTENHO ABOHHO I0-
BHCOK IIPH NMALMEHTHTE ¢ TeXKO 0b0peuHo yepesknane. PapMakoKHHETHKATa IIPY NAaHHEHTUTE Ha
XEMOJIHATIH3A € CXOJHA C Ta3u NPU MaLMeHTHTe ¢ TeXKO OB0pedHo yRpexkaaHe.

B nee npoy4BaHus, ¥ IBeTe BKIOUBALN NALMENHTH ¢ JIEKO J0 YMEPEHO YePHOOAPOGHO YBpexIaHe, €
Habmoasato yseamdeHue Ha cpenHata AUC (Area Under the Curve) cec cpeano 20% B eqHoTO
npoyusane H 80% B apyroto (BikTe Touka 4.2). HiMa HATHYEH ONUT IIPH [ALIMEHTH C TEKKO
4epHOOApOOHO YBpekIaHe.

Xuopoxaopomuazuo
TepMHHATHHAT t¥2 Ha XUAPOXIOPOTHAZHI € Y/TBDKEH [PH TIALMEeHTHTE ¢ 6B0peyHo yBpekJaHe.
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HsMma HMKAKBHM Ka9€CTBEHO HOBH JaHHH 32 TOKCHYHOCT Ha KOMOHHALHATA B CPABHEHHE C
HaGJ'l}OJ_'[aBaHHTe 32 OTOCIIHATEC CBCTABKH. HpH NpeAKTHHHYHHUTE IIPpOY4BaHHA 3a 0Oe30nacHOCT BHCOKH
J03M KaHaecapTaH uMaT edekT Bepxy ObOpelTe H epHTPOHMTHHUTE [TapaMeTpH NPH MHILKH,
ITBXOBE, KydeTa U MaliMynu. KannecapTad MpHUMHABA MOHHXEHHE HA SPUTPOLIMTHUTE NapaMeTpH
(epHTpOUMTH, XeMOro6GHH, XemarokpuT). Kaunecapran npeguzenkea eeKTd BppXY ObbperHTe (Karo
percHepanus, AWnarTauys u Sasobwmn B TyOy1#iTe, MOBHIICHH ILTA3MEHH KOHLUCHTPALIHH Ha yped 1
KPEaTHHHH), KOHTO MOXKe Na Ca BIOPHYHH Ha XMIOTEH3UBHMY eeKT, BO/IeN 10 MPOMEHN Ha
Ou0peunara nepdysns. BriouBaHeTo Ha XMAPOXIOPOTHA3HM TIOTEHLMPa He)POTOKCHIHOCTTA Ha
kadgecaprad. OCBeH TOBa KaHAECapTaH HHAYLMpa XUMepruiazua/ xuneprpodus Ha
IOKCTarIoMepyIHUTe KieTkn. ITpuema ce, de Te3n npoMeny ca nopaiu GapMakoIOrHYHOTO JEHCTBHE
HA KAHAECAPTaH | Ca ¢ MAIKO KITHHHYHO 3HAUECHHE.

Tpu kargecapran ce Habmonasa PETOKCHYHOCT B KbCHATA OPEMEHHOCT.

BrnousaneTo Ha XMAPXTIOPOTHAZH HE HORIHABA 3HATHMO PE3YITaTa OT [Ipo
(heTanHOTO Pa3BUTHE MPH IUTEXOBE, MUUIKM H 3aHIM (BIDKTe TOUKA 4.6).

-

N

KakTo xaHyiecapTas, Taka H XMAPOXJIOPOTHA3H/I NIOKA3BAT FEHOTOKCHYHO ASHCTEHE |



KOHUeHTpaluW/no3u. JJaHHATe OT in vitro W in vivo H3clieABaHUATA 348 TeéHOTOKCHYHOCT MOKA3BAT, 4¢ €
MAaJIKC BEPOSTHO KAH/IECAPTAH /1a OKA3Ba MYTAreHHO WM KINACTOTeHHO AeHCTBHE MPH YCIIOBHATA HA
KIMHHYHA yIoTpeba.

6. PAPMAIIEBTHYHUA JAHHHU

6.1 CouchbK Ha MOMOIIHHTE BEIECTBa

JlaxT03a MOHOXHIpAT,

HapesnuHo HHuIECTE,

TTorunon K30,

Kaparenan (E 407),

Kpockapmenosa HaTpHil,

MarHesHeR cTeapar

6.2 HecnBMeCTHMOCTH

Henpunoxumo.

0.3 Cpok Ha roanoct

2 roaHuA

Cpor Ha FOAHOCT chiell MEPBO OTBapsAHe Ha GyTuiKaTa:
3 Mecella

Ycnoeus Ha chxpaHeHHe ¢/lel ITEPBO OTBapAHe Ha OyTHIKaTa:
Ha ce chxpaHaBa npu Temmeparypa nox 25°C.
Ja ce cbxpaHiABa E OpMIHHAIHATA OTIAKOBKa, 32 Ja Ce Npeanas3y OT Biara.

6.4 Crnensanayg yCJOBHA HA ChBXPAHCHHE

Ja ce cexpansBa npu Temueparypa nog 25°C. Jla ce chXpaHABa B OPHTHHAJIHATA OIIAKOBKA, 34 1a C©
OpeqnasH OT BJara.

3a yc/10BHs Ha ChXpaHEHHe Clie]l TEPBO OTBapAHE Ha ICKapcTBeHHS IPOAYKT BHMTE TOUKA 6.3,

6.3 Jannn 33 oNaKoBKATa

AV/Al 6nmctep cve cymaren: 7, 10, 14, 20, 21, 28, 30, 50, 56, 60, 84, 90, 98 uwnu 100 TabieTkn.
Al/Al 6nucrep ¢ nepthopauia 3a eIHHAUHA 1032 b cyluuTell: 50 x 1 TabneTrH.

HDPE 6yTHIKa CBC 3aMyLIANKA OT OAHIPONHIEH W cymmTen: 7, 14, 21, 28, 56, 84, 98, 100 mnu 250
TabneTKH.

He BCHYKH BHAORE OIMaKOBKH MOTaT Ja 6’5;[&'1" ITYCHATH B r[po,uaxcﬁa.

6.6 Coennajnn npeANa3HH MePKH IPH H3IXBLPJAAKEE H paGora

HewsnomspaHuar JICKAPCTREH MPOAYKT WIH OTHAABYHHUTE MATCPHAIIH OT HEIO
B CBOTBETCTBHE C MECTHHTE H3HCKBaHHA,

7. IMMPHTEXATEJ HA PAJPEINEHHETO 3A YIIOTPEBA



Sandoz d.d.
Verovskova 57, 1000 Ljubljana, CroBeHus

8. HOMEP(A) HA PABPEIMEHHETO 3A YIIOTPEBA

Per.No: 20100228

9. JATA HA IBPBO PA3PEINABAHETIOJHOBABAHE HA PASPEINEHHETO 3A
YIIOTPEBA

JlaTa Ha mepBRO paspeinarane: 01.04.2010
Jara Ha nocnegHo nopgHosAeaHe: 26.01.2017

10. JATA HA AKTYAJNIM3HPAHE HA TEKCTA

11/2021




