KPATKA XAPAKTEPUCTHKA HA TPOAYKTA
2010022y

1. HUME HA JIEKAPCTBEHMUA ITPOAYKT 55?-8 SJF (07 - 2_,‘”5
U/ ~U4 LUL

Kannexkapa H 8 mg/12,5 mg Tabnerku
Candecard H 8 mg/12.5 mg tablets

y KAYECTBEH U KOJIMYECTBEH CbHCTAB

Bceska Tabnerka ceabpxka 8 mg kanaecapran uunekcerun (candesartan cilexetil) u 12,5 mg
xuapoxsiopotuasua (hydrochlorothiazide).

[IoMOIIHO BELIECTBO C U3BECTHO AEHUCTBHE:
Bcesika Tabnerka ceabpxka 79,9 mg nakrosa (kaTo J1akTo3a MOHOXMpAT).

3a MbJIHUA CITUCHK HAa MOMOIIHUTE BELECTBa, BHXXTe TO4Ka 6.1.

3. JIEKAPCTBEHA ®OPMA
Tabnerka
bsna, oBasiHa, IBOMHOM3ITbKHAJIA Ta0JIETKA C JIEJIMTE/IHA YepTa OT JABETE CTPAHH.

JlenurenHaTa yepra € camo 3a yJieCHABaHE Ha CYYTBAHETO, 3a MO-JIECHO MOrTbIIIAHE, a HE 3a [a
pa3zens Ha paBHH J103H.

4. KIMHUYHHU JAHHHU
4.1 TepaneBTHYHH NOKA3AHHA
Kannekapa H ce npunara npu:

e JleyeHue Ha I[IbPBHYHA XHUIIEPTOHHUA INPH Bb3PACTHH, KOIraTO KPbBHOTO HAJIAIaHEC HE €
OINNTHMAJIHO KOHTPOJIHPAHO 4YpPE€3 MOHOTEpAanuATa C KaHJA€CapTaH LHHJICKCETHUI1 HITH

XUAPOXJIOPOTHA3HU.
4.2 J103HpOBKA H HAYHH HA NPHJIOKEHHE
Jlo3upoBka

[Ipenopbrunrennara no3a Kanaekapa H e enqHa rabnerka BeIHbX THEBHO.

[IpenopruBa ce THTpUpaHe Ha A03aTa Ha OTAETHUTE KOMIIOHEHTH (KaHAecapTaH LIMJIEKCETH U
XHApOXJIOpTHa3Ka). KoraTo € yMecTHO OT KJIMHHYHA IJIeJHA TOYKa, MOXKE JUPEKTHO 1a Ce MPEMHHE
oT MmoHoTepanus KeM Kannekapa H. IlpenopbuBa ce TuTpupaHe Ha no3ara KaHaecapTaH LHJIEKCETU
KOraro ce npeMHMHaBa OT MOHOTepanus ¢ xuapoxioporrasuia. Kanaekapa H moxe na ce npuiara Ha
MalHeHTH, MPH KOUTO KPbBHOTO HaJIAraHE HE € ONTHMAJIHO KOHTPOJIMPAHO Ype3 MOHOTEpAITHATa C
KaH/iecapTaH LMJIEKCETHJI WM XMAPOXJIOPOTHA3H WIH Ype3 HUCKHU 1034 Kannekapa H.
[IbHaTa U3sBa HA AHTUXUIIEPTEH3UBHUA €(PeKT OOMKHOBEHO Ce MOCTHra B pAMKHTE H
3al104YBAHETO HA JICYEHUETO.

CneuuajaHy nonyJjaanuvu



Cmapuecka év3pacm
He e HeoOxoauMa HUKAaKBa KOPEKIIMA Ha J103aTa MPH MALMEHTH B CTap4eCKa Bb3pacT.

Hamanen evmpecv008 obem

[IpenopbuBa ce TUTPUpPAHE HA J03aTa Ha KaHAecapTaH LIMJIEKCETUIT ITPH NMALMeHTH C PUCK OT
XUITOTOHMS, HATIPUMeEp MalMEHTUTE C Bb3MOXKHO HaMaJleH BbTPECHA0B 00eM (ITpH TE€3H MaLMEHTH
MOKE J1a Ce NPeABUIM HayalHa J03a OT 4 mg KaHAecapTaH LHWIEKCETHII).

bvbpeuno yepexcoane

[Tpy naLMeHTH C JIEKO J0 yMepeHo 6b0peuHo yBpexaaHe (KpeaTHHHHOB KIMPBHC € 30-

80 ml/min/1,73 m? TenecHa noswspxHocT (BSA) ce npenopbuBa TuTpupaHe Ha no3ata. Kanaekapa H e
MPOTHBOIIOKAa3aH IPH MALMEHTH C TeXKO 0B0pevHo yBpexaaHe (KpeaTHHHHOB KIIMPBHC

<30 ml/min/1,73 m? TenecHa noBbpXHOCT) (BXK. TOUKa 4.3).

Ueprnoopobro yepescoane

[Tp1 NaLMEHTH C JIEKO 10 YMEPEHO TEXKKO XPOHUYHO YePHOAPOOHO 3a00/1sBaHe ce NMpenopr4Ba
TUTPUpPAHE Ha J103aTa.

Kanpekapa H e npoTHBOonokasaH NpH MalMeHTH C TEXKKO YepHOAPOOHO yBpEKIaHE H/HIIHM X0Jj1ecTasa
(Bk. Touka 4.3).

[leawaTpuyHa nomyJjaius
BesonacHocTTa ¥ epukacHocTTa Ha Kanaekapa H npu neua v roHOM OT HOBOpOAEHHU 10 18 roauHu
He € ycTaHOBeHa. HaMa HalM4HHU JaHHH.

HayuH Ha ONpHIOKEHHE

[lepopaiHO NPHUITOKEHHE.

Kannexapa H Moxe na ce npueMa cbe WM 0€3 XpaHa.

bHOHAJIMYHOCTTA Ha KaH/iecapTaH He ce MOBJIHABA OT XpaHara.

Hsama KJIMHMYHO 3HAYUMO B3aUMOECHCTBHE MEX/IY XHAPOXJIOPTHA3H/ M XpaHarTa.

4.3 IIpoTHBONOKAa3aHHA

® CBpBXYYBCTBUTETHOCT KbM aKTHBHOTO BEUIECTBO MJIH HAKOE OT NMOMOLIHHTE BEIIECTBA,
u36poeHu B Touka 6.1 win cynpoHaMUIHM NPOM3BOAHH AKTHBHHU CYOCTaHLIMH.
XuapoxjaopoTrasu e cyJipoHaMUIHO MPOU3BOIHA aKTUBHA CYOCTaHLIMA.

® BTopu 1 TpeTH TpuMecTBp Ha OpeMEeHHOCTTa (BHXKTE TOYKH 4.4 1 4.6)

Texxko 6B6peyHO yBpexxaaHe (KpeaTHHHHOB KiIMpbHC <30 ml/min/1,73 m? TenecHa

MOBBPXHOCT)

Texxko yepHOAPOOHO YyBpeXaaHe W/ MIIHK X0JiecTasa

PedpakTepHH XUNOKaIUEMHUS U XUMEPKAILIUEMHS

[loparpa

EanospemenHoTo npunoxkeHue Ha Kanaekapa H ¢ siekapcTBa, CbabpiKalllv aJTUCKUPEH €

MPOTHUBOMNOKA3aHO MPH MallMEHTH CbC 3axapeH nuabet uiau 6v6epuHo yBpexaane (GFR <60

ml/min/1.73 m? TenecHa norbpxHOCT) (BHXKTE TOUKH 4.5 1 5.1).

4.4 CnenuajJHH nNpeaynpexaeHHs H npeana3zHd MepKH npu ynorpeba

eonina 610kada Ha peHuH-anzuomeH3uH-anoocmeponosama cucmema (PAAC)
Mma nanuu, ye enHoBpeMeHHaTa ynorpedba Ha ACE nuxuburopu, anrnoreHsus Il peuenropuu
OJIOKEepH WX ATMCKMPEH MOBUILABA PUCKA OT XMIIOTOHHUS, XHIIEPKAIHEMHS H HaMaJIsBaHe Ha

6bOpeuHaTa ¢pyHKLUMA (BKIIOYUTEIHO ocTpa Ob0peuHa HegocratbyHOCT). Ilopaau ToBg He =
npenopb4sa ABoHHO 610kMpaHe Ha PAAC upe3 komOuHMpaHara ynorpeda Ha AC '/ ADUT
aHruoteH3uH Il peuentopHu 6710KepU UM aTUCKUpPeH (BXx. Touku 4.5 1 5.1). '
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ACE nuxuburtopu u APB He Tpa0Ba 1a ce M3MO/I3BaT eIHOBPEMEHHO NPH MALMEHTH ¢ AHabeTHa
HedponartHs.

bvbpeuno yepedicoane

KakTo npH npyru cpeacTBa, HHXMOHpAlIM PEHMH-aHTHOTCH3HH-ANA0CTEPOHOBATA CHCTEMA, MOTaT Ja
ce O4YaKBaT MpoMeHH B OBOpeuHaTa QyHKLMA NPU YyBCTBHUTE/IHH NALHEHTH, NekyBaHu ¢ Kanaekapa H
(BXK. TO4Ka 4.3).

bvb6peuna mpancnianmayun
ChlileCTBYBAT OFpaHMYEHO KOTMYECTBO AaHHH, CBHp3aHH ¢ ynotpedara Ha Kannekapa H npu
nalMeHTH ¢ OBOpeYHa TpaHCIUIAHTALMA.

Cmeno3a na vbpeunama apmepus

JlekapcTBEHH NPOMYKTH, KOWTO MOBIHABAT PEHHH-AHTHOTCH3HH-AIOCTEPOHOBATA CHCTEMA,
BRITIOYUTENHO aHrHoTeH3HH 11 peuenropru antaronuctv (ATIIPA), Moxe na noBHiLaT KPEBHHUTE
HHUBA Ha ypeATa U CEpYMHHA KpEaTHHHH IPH NAaLMESHTH ¢ ABYCTpaHHa CTEH03a Ha OB0peuHuTe
apTepux WIH CTEHO3a Ha apTepHaTa NpYU €AHHCTBEH OBOpeEK.

Ionuscenue na evmpecnoosun obem

[Tpu nanmeHTHTE C MOHWKEH BTPECHIOB 00€M WM HATPHHA MOXKE J1a HACTBIIM CUMITTOMATHYHA
XMIIOTOHHSA, KAKTO € OIMHCAHO 34 APYrd aAKTHBHH BELIECTBA, JCACTBALM BbPXY PEHHH-aHTHOTEH3NH-
aOCTEPOHOBaTa cHcTeMa. ETo 3aino He ce npenopbusa ynorpedara Ha Kannekapa H, nokaro Topa
CbCTOSHHE HE C€ KOpHIHpa.

Anecmesun u xupypzusnu onepayuu

[Tpy naimenTH ekyBaHu ¢ ATIIPA mMoxe 1a HACTBIIH XHIIOTOHHA 110 BpEME Ha aHECTE3HA H
XHPYPruyHH onepalHi nopaau 61okana Ha peHHH-aHTHOTCH3IUHOBATA CHCTeMa. B MHoOro peaxu
CITy4aH XMIIOTOHHATA MOJXKE J1a € TOJIKOBA TEXKKa, Taka 4e Ja HAJIOXKU HHTPABEHO3HO NPHIOKEHHE Ha
TEYHOCTH H/WIH Ba3OMPECOPH.

Yeproopobro napyuenue

Tuasuaure TpabBa fa ce H3INON3BAT MPEATIA3IMBO NMPH NALMEHTH C YBpeAeHa YepHoapoOHa QyHKLIHA
WK MPOrpecHBHO YepHOAPobHO 3aboissBaHe, Thit KaTO JIEKH NPOMEHH BbB BOJHOTO H
eJIeKTPOJIMTHOTO paBHOBECHE MOKe [1a 1OBeIaT J0 YepHoApoOHa koMa. JIMIICBa KIMHHYEH OITHT C
Kangekapa H npu naupeHTH ¢ 4e€pHOAPOOHO YBpeKJaHe.

Cmenosza na aopmuama u Mumpansama xiana (ob6cmyxkmuena, xunepmpopuuna
Kapouomuonamun)

KakTo 4 npH ocTaHanure Ba3OAWIATATOPH, NPU NALMEHTHTE, CTPaJallH OT XeMOJUHAMHYHO 3HaYHMa
CTEHO3a Ha MHUTPATHATA KJIana HWiH OT 0OCTPYKTHBRHA XHNEpTpodHyHa KapAUOMHOTIATHS, €
HeoOX0aNMO CNeLHATHO BHUMAHHE.

ITvpsuuen xunepanoocmeponuiosm

[TaupeHTHTE C MBPBUYCH XHIICPATLAOCTEPOHUIEM IO IIPABIWIO HE €€ OYaKBa Ja OTTOBOPAT HA
aHTHXHINECPTEH3WBHH CPEACTBA, AEHCTBAIHN Ype3 HHXHOHpaHe Ha peHHUH-aHTHOTEH3HH-
aJIIOCTEPOHOBATA CHCTEMA, 3aTOBa HE ce TpenopbuBa ynorpedara Ha Kannekapa H npu Takusa
MaLMEHTH.

Hapywienue Ha erexmponumnomo pagHosecue
[TeproauuHo TpAOBa a ce H3BLPIIBA OIPeAeIAHE Ha CCPYMHHUTE €NIEKTPOIMTH Ha NOAXOAALIH
HHTEepBaIH. THA3HAMTE, BKIIOYHTEIHO XHAPOXJIOPOTHA3KA, MOXKE /1a IPUUHHAT HApyLIeHHe

XHMIIOXJIOPEMHYHA aJIKajo3a).

THazHOHKHTE NUYPETHLIH MOXKE Aa NMOHIKAT eKCKPELIHATA Ha KaJIUMH C ypHHATA U J1a
MHTEPMHTEHTHH H JIEKO MOBHILIEHH CEPYMHH KOHLIEHTpaUWH Ha xamuusa. H3paseHa




XHIIEPKATIHMEMHA MOXKeE Jia € NMPH3HAK HA CKPUT XUNEepIapaTUPEOHAU3LM. THasuanTe Tpabra na ce
CHPAT NpeOH W3BLPUIBAHE Ha H3C/IeIBAHHA HA MapaTHpeoHaHaTa GyHKIHA.

XHApoXJIopOoTHA3KA MOBKIIIABA N0303aBUCHMO €KCKPELIMATA HA KATHE B YpHHATa, KOETO MOXE Aa
JOBeAE 00 XHNOKaNHeMHUA. 1031 €(PEeKT Ha XUAPOXJIOPOTHAZK M3ITISKAa € [T0-¢N1abo H3ABEH B
KOMOMHALMA ¢ KaHeCapTaH LWIeKCETWI. PUCKBT OT XMIIOKAJIHEMHSA MOXE [a € MOBHIIEH NPH
NauHeHTH C UMPO3a Ha YepHHUA ApoO, NpH NalUeHTH ¢ YBEIIHYEHA AMYype3a, IPH NALMEHTH C
HeIOCTAThYEH IepOpaicH IIPUEM Ha CJICKTPOJIMTH M ITPH MALMEHTH, MOTy4YaBaluy ChITbTCTBALLA
Tepanusa ¢ KOPTUKOCTEPORIN WIH aipeHOKOPTHKOTponeH XOpMOH (AKTX).

JleueHneTo C KaHAECApPTAH LIWICKCETHI MOXKE 2 NPUYHMHU XHUIEPKATHEeMHs, 0CO0EHO NnpH
CBhITHTCTBALIA CHPASYHA HEAOCTATHEHHOCT Wi 0B0peuHo HapymeHue. EnHoBpemMeHHaTa ynotpeba Ha
Kangekapa H 1 ACE-UHXMOUTOpPH, aNMCKHPEH, KANUi-ChXpaHABallld AXYPETULIM, KaJTHEBH J06aBKH
WIH 3aMECTUTEIIH Ha COJITa, WIH APYTH JIEKAPpCTBEHHU NPOAYKTH, KOMTO MOraT Aa MOBHIIAT CEPYMHUTE
HMBA Ha Kajus (HANp. XeNapHH HaTpUM, KO-TPUMOKCA30JI U3BECTEH OLIE KaTo
TPHMETONPHM/CynpaMeTOKCa30M) MOrar Ja AOBEAAT A0 NMOBUIICHHUE Ha CEPYMHHUS KAIHHA H He ce
npenopw»uBaT (BIoKTe TOUKA 4.5). IToaxonsaimo e na ce H3BBpLUBA IIPpOCEISBaHe HA CEPYMHMA KanH.
3a THa3HAMUTE € JOKA3AHO, Ye MOBHIIABAT EKCKpELIHATA HA MarHE3Hi ¢ YpHHATa, KOETO MOXKE Aa
JOBEIE A0 XHIIOMAarHe3HeMHus.

Memabonumnu u enooxpurnnu epexmu

JleyeHueTO ¢ THA3HIOEH AMYPETHK MOXE Ja HapYLIH IIIOKO3HHA TojiepaHc. Moxke a e HeoOxoHuma
KOpPeKIUA Ha A03aTa HA aHTHAHAOEeTHUTE JIEKAPCTBEHH CPEACTRA, BKIIIOYMTEIHO HHCYTHH.
JlaTreHTHHUAT 3aXapeH auader MoxXke J1a ce MaHM(peCcTUpa 10 BpeMe Ha Tepariua ¢ Tasui. IlosHinerure
HUBA HA XOJIECTEeposia H TPHIVIHLUEPHAUTE Ca CBBP3aHH C TepanuaTa ¢ THa3KHASH IHYPETHK. 3a J034aTa,
kosaTO ¢¢ chabPxa B Kannexapa H ce nabmonaear camo MuHMManHu edextn. THasuaHuTe
OHYPETHLIM NMOBHIIIABAT CepPYMHAaTa KOHLIERTpallMd Ha MMKOYMHATa KHCEJTHHA H MOXeE a2 OTKITIOYAT

rnnogarpa HpH OpeapasIiojlOKCHH MNalluHCHTH.

domouyecmeumennocm:

Csobmasar ce crnyyau Ha peakiiii HA GOTOYYBCTBHTEHOCT ¢ THA3HIHM JHYPETHLH (BHXKTE TOUKA
4.8). AKO 1O BpeMe Ha JICUEHHETO HACTBIM peaKiya Ha POTOUYBCTBUTEITHOCT, C€ NPENOpHYBa J1a Ce
Crpe JIeYeHHETO. AKO € HeO0OXOAKBMO NMNOBTOPHO NMPHIOKEHHE HA AHYPETHK, Ce NPENOpPhYBA OTKPHTHTE
obyacTH Ja ce mpeana3sar OT CJIBHLE HIH U3KYCTBEHA Y B CBeT/IMHA.

Hemenanomen pax Ha xosicama

B nBe enuaeMHOIOrHYHH NMPOYYBaHKA, OCHOBABAIIM CE HAa JATCKHSA HALMOHAIIEH PAKOB PETUCTDBP, €
HaOmoAaBaH MOBHUILIEH PHCK OT HEMeTaHOMeH pak Ha koxaTta (HMPK) [6azanHokieTh4eH KapLiHHOM
(BKK) u ckeamozHokneTr4YeH KapuuHoM (CKK)] nmpu HapacTBailla €KCno3uLmMsa Ha KyMyJIaTHBHA 034
xuapoxsiopotHasu ( XXT3). @otoceHcnOnnusnupamumre e¢pekt Ha XXT3 Morar na pelicTBar Karo
BEPOATEH MEXAHU3BM 32 paseuTHe Ha HMPK.

[MTauuenTure, npremainn XX T3, Tpabea aa Ovaar nuagopmupanu 3a pucka ot HMPK u ckBeTBaHM
PENOBHO Jja MPOBEPABAT KOXATA CH 3a HOBM JIe3UH U He3abaBRHO Aa chobllaBaT npyu nosBa Ha
NOJO3PHTEIHM KOXHHU ne3ud. Ha naupeHTHTe TpabBa ga ¢e npenopbyar Bb3MOXKHH NMPEBAHTHBHH
MEepKH, KaTO OTPaHHWYCHO H3NaraHe Ha CThbHYEeBa CBETIMHA U YATPABHONETOBH JIBYH, a B CJTy4aii Ha
eKCHO3MLIMA, TIOAXOAALNA 3all[UTA, 32 A4 C€ CBCAS KO0 MUHUMYM PHCKBT OT paK Ha KOXKarTa.
[Toxo3purenHuTe KOXKHHM JE€3HH TpAOBa fa ObAaT NOMTOKEHH HA He3abaBHO W3CacABaHeE,
NOTCHUMAIHO BKJIIOYBALLO XUCTOJIOrHYHH H3CIeasaHua Ha OSnoncuyHu Matepuanu. Ilpepasriexnane
Ha ynoTpebara Ha XX T3 MOXe Z1a C¢ HAJIOXKH H NPH NALMEHTH, KOHTO ca HMaiu npeaxogeH HMPK
(Bx. chiO TOUK? 4.8).

Xopoudanex uzius, ocmpa Muonus U 6MOPUNHA 3AKPUMOBZbAHA 2NAYKOMA
CyndoHaMUAHM JIEKapCTBEHH NMPOAYKTH WK MPOU3BOAHM Ha CYPOHAMHUOHH JieKap /
NPUYKRHAT peaKUHA Ha HIXMOCHHKPa3us, BOZella R0 XOpOUJaieH HIJTHB ¢ HapyHIaE /
noJje, IIpexoiHa MHUOIIUA U OCTpa 3aKPUTOOBIbIHA M1aykoMa. CUMITOMMTE BKIIIO
Ha HaMaJIeHa 3PUTEIHA OCTPOTa HIH O4YHa 00JKa H OOMKHOBEHO Ce NpOsBABAT B F oy



IO CeOMHLIM ClieH 3aMouBaHe Ha JIeKapCTBeHUA npoaykr. HenekyBaHara ocTpa 3aKpUTOBIBIIHA
raykoMa MOJXKe 1a JOBEAES 0 TpaiiHa 3aryba Ha 3peHueTo. OCHOBHOTO JIeUeHHE € [a C€ MPEKPaTH
NMpMeMa Ha JICKAPCTBEHUTE NPOAYKTH BB3MOKHO Hal-CKOpo. Br3MOXKHO e aa ce oOMucar 6xp3u
MEOHLIHHCKY WIN XHPYPrHYHH HAMECH, aKO BETPEOYHOTO HaJlAraHe Mpoas/kaBa [1a €
HEKOHTPONHpaHO. PHCKOBHTE (DaKTOPH 3a pa3BUTHE HA OCTPA 3aKPHUTOBIBIIHA [JIAYKOMA MOTaT 1a
BKJIIOYBAT aHAMHE3a 33 Aleprui KbM CyNI(pOHAMEA WIH NEHULIMIHH,

Humecmunanen anzuoeoem

3a HHTECTHHANCH aHTruoeeM ¢e cpofiaBa Mpy NALKUEHTH, JICKYBaHH ¢ aHrHOTeH3HH I penierrropuu
AHTArOHHCTH [BKTIOYHMTENHO KaHaecapTaH| (Bx. Touka 4.8). Te3u nauueHTH UMAaT KOopeMHa Ooika,
rajeHe, NOBphiNaHe U Adapusa. CHMITTOMUTE OTHIYMABAT Cle]l IPEYCTaHOBABAHE HA aHTHOTEH3UH ]
pPeLIeIITOPHUTE AHTATOHUCTH. AKQ ¢€ AHATHOCTHLMPAa HHTECTUHAJICH aHTHOEAEM, JIEHEHHETO C
KaHJecapTaH TpA0OBa Ja ce MpeyCTaHOBH M Ja ¢€ 3arl04He MOoAXOoAAILo HabmoaeHHe A0 IMBIIHOTO
OTIIYMABaHE Ha CUMITTOMMTE.

O6wu

[NanyeHTH, MPU KOHUTO CLAOBHAT TOHYC M OLOpeuHaTa ¢pyHKIMA 3aBUCAT OCHOBHO OT aKTHBHOCTTA HA
PEHHH-aHIHOTEH3HH-AJIAOCTEPOHOBATA CUCTEMA (HAMND. MALMEHTUTE ¢ TEXKKA 38CTOMHA ChpAevHa
HEAOCTATBhMHOCT WIM nowiexauo 0s0peuno 3adonasaHe, BKIOUUTENHO ¢CTeHO3a Ha Op0peyuHara
aprepus), ICUCHUE ¢ APYTH NEKAPCTBCHU NPOAYKTH, KOMWTO MOBJIHABAT Ta3H CHCTEMAa, BKTIIOYHTEIIHO H
ATIIPA, ca cBBp3aHM ¢ OCTpa XHIIOTOHUA, A30TEeMHA, OJIMTYPUS WIH, B PEAKH CITy4aH, OCTpa
O0b0peuHa RenocTaTb9HOCT. KakTO MpH BCAKO aHTUXHNIEPTEH3HBHO CPEACTBO, CHIHOTO MOHHIKABAHE
Ha KPBBHOTO HAJIATaHe NPH NAalHEHTUTE ¢ HCXEMUYHA HONIeCT Ha ChPLIETO WIM aTEPOCKIIEpO3a Ha
MOZBYHHUTE CBJOBE MOXE Ja JOBeJe A0 MUOKAp/eH HHPAPKT WIM HHCYT.

Peakuuu Ha CBpPBXUYYBCTBHTCIHOCT KbM XHAPOXJOPOTHAZHA MOXKE 12 HACTBHIAT NMPH NallHEHTH ¢ HIH
0e3 npeaxoHa aHaMHe3a 33 ajeprua WM OpoHxuanHa acTMa, HO ¢a I0-BepOATHH NPU TE€3H ¢ TaKaBa
aHaMHe34a.

Ilpu ynotpebara Ha THA3HAHM JHYPETULH ce choOaBaT ex3aliepbaluy Wik aKTHBHPAHE Ha JIYNycC
€PUTEMATO3YC.

AHTHXHNICpTCH3MBHUAT ¢dekT Ha Kanaekapa H moxe a ce yCHMHK OT APYTrH aHTHXHIIEPTEH3HBHU
CpPEacCTRA.

Ocmpa pecnopamopra moxcuunocm
Crnen mpueM Ha XMAPOXJIOPOTHA3U] ce CHOOLIABAT MHOTO PEOKH TEKKH CITydaH Ha OCTpa
pecrHpaTOpHa TOKCHYHOCT, BKJIIOUHUTENTHO OCThP pecnupaTopeH aucTtpec cHHapoM (OPJIC).

Crnea npHeM Ha XHAPOXJIOPOTHa3KI OOHKHOBEHO Ce pa3BHBa OenoapobeH OTOK B paMKHTE Ha
MHHYTH 0 YacoBe. B Ha4anoTo CHMITTOMMTE BKIIOUYBAT AUCNHEA, IOBUILIEHA TEMIIEPATYPA,

BlioIaBaHe Ha OemoaApoOHaTa PyHKUMA M XHoToHMA. IIpH ceMHeHHe 3a ARDS TpabBa na 6nae
cnpsH npueMsT Ha Kannexkapa H u aa ce npwioxu nomxoasmo nedeHue. XHApoXJIOpOTHAIHI] HE
TpaOBa na ce npunara Npy NaUMWEeHTH, KOUTO Npeau Tora ca noxyyasanu OPJIC cnen npueM Ha

XMIpOXJIOPOTHAZHA.

Cneuunannu npeoynpexcoeHun, 0mHoCHO ROMOWHUME geliiecmea

To3u nekapcTBEH NPOAYKT ChbABPXKA JlakTo3a. I laniueHTHTE ¢ peikK HacNeACTBEHH CHCTOSHUA Ha
raJJakTo3Ha HEMOHOCHMOCT, 0011l NakTa3zeH AeGULIMT WM NIIOKO30-TalaKTO3Ha ManadbcopOiiug, He
TpAGRa 1a npHeMaT TO3H JIEKAPCTBEH TMPOIYKT.

To3u nexapcTBeH NPOAYKT ChABPA&KA MO-Manko oT 1 mmol Hatpuii (23 mg) B equa Tabnerka, KoeTo
O3Ha4aBa, Y€ [0 CHIIECTBO HE ChAbPKA HATPHI.

bpemennocm .
Ynorpebara Ha aHTAroHUCTH Ha aHrHoTeH3uH 11 peuenrropure (ATIIPA) He Tpabra na ce 3pI0TRMAL 17 0\
BpeME Ha OpeMEHHOCT. AKO MPOAL/DKABAHETO HA TCPANMATA C TE3H JIEKAPCTBA Ce CUMTA 3
HeoOxonuMO, NalMEHTKUTE, IUTAaHKUpALH OpeMEeHHOCT, TPAOBA 1a MPeMUHAT Ha a/ITEPHATIR
aHTHXHINEPTEH3UBHO JICUEHHE, KOETO HMa YCTaHOBEH NMPO(KIT Ha 6€30MacHOCT 3a YNoTHe SR i
6pementoct. Koraro ce ycraHoBK OpeMEHHOCT, IE4EHHETO ¢ AHTATOHMCTHTE Ha aHTHOYe




peuenropute (ATIIPA) Tps6Ba aa ce cnpe, ¥ ako € YMECTHO, [a C€ 3aro4He anTepHaTHBHA
Tepanua.(BxK. TOYKH 4.3 H 4.6).

Ynorpebara Ha Kanaekapa H Moxke na goBene o [ONOKHTENHH pe3yaTaTH NPH AOMHUHT KOHTPOI,
KOHTO Ce ABJDKAT Ha XHAPOXIOPOTHAZMA,

4.5 BianmoaelicTBHE ¢ APYrH JIEKAPCTBEHH NPOAYKTH H APYrH pOpMH Ha B3aHMOIeHCTBHE

CoeIMHEHHUATa, KOHTO Ca K3C/eIBaHM TP KIMHMYHKTE (apMaKOKMHECTUYHH NTPOYy4YBaHHA, BKIIOYBAT
BapdapuH, TUTOKCHH, NMEPOPAITHH KOHTpALIENTTUBH (Halp. CTHHHIECTPAAHOI/ JIEBOHOPreCTpen),
rnubenxnamun H Hupeaunuy. He ca HabmonapaH¥ HUKAKBHY KIIMHHYHO 3HAYHMMH QapMaKOKUHECTHYHH
B3aMMOOCHCTBUA.

Moske 1a ce O4aKBa KaTHi H3YePNBAWIMAT €EKT HA XUAPOXIIOPOTHA3KA a Ce MOTEHLHPA OT APYTH
JIeKapcTBa, BOACIIM A0 3aryba Ha Kajvi M XHMOKaIHeMHMs (HaIIp. ApYr'H KATHHYPETUYHH AHYPETHLM,
JaKcaTHBH, aM(pOTEPHLIMH, KApOEHOKCOJIOH, NEHHUWIUH (G HATpHH, NPOU3BOAHH Ha CAITHIIWIOBATA
KHCENHHA, cTreporan, AKTX).

EnnoBpemeHHara ynorpe6a Ha Kannekapa H v kanuii-cbXpaHsBaly AMYpeTHLH, KaTHEeBH J00aBKH H
3aMECTHTEIH HA COJITAa KWIN APYTH JIEKAPCTBA, KOUTO OMXa MOTJIM Aa MOBULIAT CEPYMHUTE HUBE Ha
Kanus (Hamp. XenapHH HATPH, KO-TPUMOKCa30J1 H3BECTEH OLLE KaTO TPUMETONPUM/
cyndaMeToKCa30M), MOKe Aa AoBeAe 10 NOBHUICHHE Ha CepyYMHMs kaui. [loaxoasaio e aa ce
H3BBPIIBA NPOC/IeASBaHE HA CEPYMHHA KalHH. (BX. Touka 4.4).

HMHayumpaHHuTe OT AMYPETHLIM XUIMOKATHEMHA H XHITOMArHe3MeMH NMpeapasnoiaraT KbM rosBaTa Ha
NOTEHLUHAIHH KapAHMOTOKCHYHH €(peKTH Ha IUTHTAJIHCOBHUTE INIMKO3HAM H AHTHAPDHTMHUYHH CPEICTRa.
I[IpenopbuBa ce EpHOAMYHO MpocieadBaHe HA cepyMHHKA Kailu#, korato Kangekapa H ce npunara c
TAKHBA JIEKAPCTBEHH NMPOAYKTH, KAKTO H ¢ M30pOeHHUTe JIeKapCTBEHH NPOAYKTH, KOWTO MOFaT Jia
HHAYLMpAT ~ forsades de pointes’:

e Knac Ia aHTHapHTMHYHH cpeAcTBa (XHHUAWH, XMAPOXUHHAHH, JU3ONUpPaMH]I)

e Knac IIl anTHapuTMHUYKHM cpeacTBa (aMHOAAPOH, coTanon, aodernnua, HOyTWINL)

¢ HaxoM aHTHNCHUXOTULM (THOPHAA3ZHH, XJTOPIIPOMA3HH, JIEBOMEIIPOMA3HH, TPUITyOIIepasHH,
LHaMEMa3HH, CYJINMUPHA, CYATONPHA, aAMUCYNIPHI, THAIIPH, TUMO3H, XAIOIEPHIOII,
APOTEPHAON

e Jlpyru (Oenpuani, uM3anpui, ZupeMaHun, epUTPOMHLIMH 1.V., Xano(paHTPHH, KETAHCEPUH,
MH30JIaCTHH, MEHTAMHAHKH, crap¢oKkcalumH, Tep¢eHaauH, BHHKAMMH 1.V.)

Crobmasar ce 00paTHMH NOBHIICHKS HA CEPYMHHTE KOHLIEHTPALWH HA TUTHA U TOKCHYHOCT IIpH

e THOBPEMEHHOTO nMpuioxeHne Ha nuTHH ¢ ACE uaxuburopu win xuapoxinoporrasua. [logoben

e eKT MOXKe Aa HACTBIIM C AHTArOHHCTHTE Ha aHrHoTeH3uH 1l penenropa. Ynorpebara Ha
KaHJecapTaH H XWAPOXJIOPOTHA3HA ¢ JIMTHIA He ce Mpenopr4Ba. AKO CbC CHIYPHOCT € HeoOXO0aUMO
eIHOBPEMEHHO TIPWIOKEHHE Ce NMPENopbYBa BHUMATEIHO MPOCieasBaHe Ha CEpYMHHTE HHBA Ha
JIATHA.

Koraro anruoteHsuH 1l peuentopHY aHTarOHUCTH C€ NMPWIAraT €JHOBPEMEHHO ¢ HECTEPOHIHHM
NMPOTHROBBL3NAINTETHH BellecTBa (Hamnp. celleKTHBHU COX-2 HHXUOUTOPH, aLCTHIICATTHLIMIIOBA
kucenuna (>3g/neH) 1 HecenlekTUBHH HCIIBC), Moxe na HacTenM oTC/1abBaHe Ha
AHTHXHUIICPTEH3UBHHA e(eKT.

Kaxro npu ACE uHXuOuTOpUTE, € THOBPEMEHHOTO NMPHIOKEHUE HA aHTHOTeH3UH II peuenropHu
anraroHMcTH ¥ HCIIBC Moxke na goBene 10 NOBMILEH PUCK OT BiaOIIaBaHe Ha 6b0peuHara pyHkumA,
BKJIKOUMTEJTHO BB3MOXKHA ocTpa Hp0OpeuHa HeAOCTATLYHOCT M MOBUILEHHE HA CEPYMHHMA KaIMH, .
0cOOEHO NPH NAIMEHTH C BIIOIIEHA npeau ToBa Ob0peyHa pyHkiMa. KoMOHHanHATa Tpgsr ia ge HN
npuiara npeAnalimeo, 0coO€HO MpH Xopa B HanpeaHana pb3pacT. [lauueHTure TpSOE 4 3 UL >
nobpe xuapaTHpaHH H TpAOBa Zia ce NpeABHAH NpochenapaHe Ha 6pOpednara ¢pyH A
3aMoUBaHe HA €THOBPEMEHHA TEpallia U NepUOAMMHO CIIEI TORA.




JHypeTHUHHAT, HATPUYPETUUHHUAT H aHTHXHIIEPTEH3UBHUAT €(PEKTH Ha XHAPOXJIOPOTHA3HU] Ce
nonmwkasar ot HCIIBC.

AGcopOimara Ha XHAPOXJIOPOTHA3H] CE MOHWKABA OT KOJIECTHIION WIH XOJIECTHPAMHH.

EdekTsT Ha HeeMONAPU3UpAlIIMTE MUOpEIAaKCaHTH (Hanp. TyDOKypapHH) MOXe J1a C€ MOTEHLUpa OT
XHIPOXJIOPOTHA3HA.

THazuaHWTe QHYPETHLIM MOXE Ja IIOBMILIAT CEPYMHHUTE HUBA HA KAJILMA NOpaay NOHHWXKEHATA
eKcKpelpa. Ako TpsaOBa faa ce npeAnMIIaT KalueBH J00aBKH WM BUTaMuH D, cepyMHHTE HMBa Ha
KaJuusa Tpg0Ba J1a ce NpOCIeasBaT U CbOTBETHO A4 C¢ KOPUrUpa JO3UPOBKATA.

XunepriukeMHYHUAT €ekT Ha GeTa-Onokepure U AMA3OKCHUA MOxe 1a ObIe 3aCHICH OT THA3HUAHTE.

AHTHXOMHEPrHYHUTE CpeACTBa (Hamnp. aTpONMH, OMIEepHUIEeH) MOraT Aa IIOBHLIAT OHOHAITMYHOCTTA Ha
IOHYPETHIHTE OT TUA3HAEH THII KATO MOHIKAT CTOMALUHO-YPSBHUS MOTHIIMTET H CKOPOCTTa Ha
M3Mpa3BaHe Ha CTOMAaxa.

THasuauTe MoraT Jia MOBHIIAT PUCKA OT HEXENAaHU peakliMH, IPUYHHEHH OT AMAHTAIMH.

Tuazuaure morat ga noHwkart Opbpeunara ekckpelus Ha LHTOTOKCHYHH JIeKapcTBa (Harp.

Ko ochaMul, METOTPEKCAT) H Aa NOTCHLKPAT TEXHHTE MHUEJIOCYIIPECUBHH €(PEKTH.
ITocTypanHata XHUIOTEH3HA MOXKE A CE BJIOLIH NMPH ¢AHOBPEMEH NPHEM Ha ankoxor, 6apOUuTypaTH
WM @HECTCTHLIH.

JleyeHueTo ¢ THa3HAEH AMYPETHK MOXKE Ja HApyLlUM MOKO3HUA Tonepanc. Moxe na ¢ Heobxoauma
KOPEKLIMA Ha 103aTa HA AHTHAHA0ETHHTE CPEeCTBa, BKIIOUMTENHO HHCYIMH. MeTdopMuH TpabBa na
C€ H3MO3Ba ¢ NOBUILIEHO BHUMAaHHE, ITOPay PHCKA OT MJICYHO KHCEIA ala03a, MPHIHHEHA OT
BE3MOXKHA QYHKIMOHANIHA ObOpeuyHa HeJOCTATEYHOCT CBBP3aHa ¢ XHAPOXJIOPTHA3HA,
XHApOXJIOPOTHA3U MOXKE Ja MPUYHHHK OTCIabBaHe HA ApTePHAIHHA OTTOBOP KbM Ba30NpPECOPHH
aMHHH (HaIp. aipeHaIHH), HO HE B TaKaBa CTEMEH, Y€ Ja Ce AHTArOHH3UpPa ChAOCBHBALIHUAT UM €(EKT.
XHAPOXAOPOTHAZH MOXKE Aa MIOBHLIM PHCKA OT 0CTpa O6bOpeuHa HeTOCTATBbYHOCT, 0CODEHO NpU
BHCOKH J03H OT HOOHPAaHH KOHTPACTHH BELUECTEA.

EnHOBpeMEHHOTO JIEYEHHE ¢ LHKJIOCHOPHHM MOXKE /1a YBETHYH PUCKA OT XHIMEPYPHKEMUSA M NOJOOHH
HA Nojarpa yc0XXHEeHH.

EnHospeMeHHOTO jeueHue ¢ 6aKodeH, aMHPOCTHH, TPHLUMKJIHMYHHA AaHTHACTIPECAHTH HIH
HEBPOJISIITHIH MOKE [1a JOBEAE A0 YCHIBAHE Ha AHTUXMIIEPTEH3UBHUA €DEKT H MOXKE Ja NPHYHHH
XHATIOTOHHA,

JlaHHH OT KIMHWYHH NPOYYBaHUs NOKA3BAaT, Ye ABOHHOTO ODnokupaHe Ha PAAC ype3 koMOuHMpaHaTa
ynorpeta Ha ACE-pHxuburopn, Onoxepu Ha anrHoTeH3uH 1l peuenTopu WiIH amHCKUPEH Ce CBLP3Ba ©
MO-BHCOKA YeCTOTA Ha HEXEJIaHH peakLMH KaTO HaNpHUMEP XHIIOTOHUA, XUITePKaINEeMHUA H
HaMansBaHe Ha ObOpeuHaTa pyHKIMA (BKIIOUHTENHO ocTpa Op0peyunHa HeoCTaThYHOCT), B CPABHEHME
¢ ynotpebara caMoO Ha CpeacTBo, JehcTBaulo Bepxy PAAC (Bx. Touku 4.3,4.4 1 5.1),

4.6 QepTRINTET, S PEMEHHOCT H KbPMEHE

bpemennocm

Anzuomenzun II peyenmoprnu anmazonucmu (ATIIPA)

Ynorpebara Ha ATIIPA He ce npenopbuBa Npe3 MbPBUA TPHMECThP Ha OpeMEHHOCTTa (BIDKTE TOUKA
4.4). Ynorpebara Ha ATIIPA e mpoTHBONMOKa3aHa NMpe3 BTOPHS M TPETHA TPHMECTBD Ha OpeMEHHOCTTa
(BIDKTE TOUKH 4.3 1 4.4).

EnuaeMuoornuHuTe JaHHH OTHOCHO PHCKA OT TEPAaTOreHHOCT ciel eKCno3uuug Ha A(/

HHXUOUTOpU MIpe3 ITbPBUA TPHUMECTHP Ha SpEMEHHOCTTa HE Ca KATerOpHYHH, HO BBIIPEN X %,
MO3Ke Ja Ce U3KTIOYH JIEKO MTOBULICHHE Ha pUCKa. JIOKATO JIMICBAT KOHTPOJIHPAHH €11 ! CHHOTE PRI 3.2, =
CANG: i
s
. ‘*i;bﬁ? / /
R




NaHHHU 3a pHcKa oT aHrdoteHs3uH Il peuernrropHu aHTaroHUCTH (ATIIPA), Moxe na ce npeamnonoxar
noAOOHH PHCKOBE H 3a TO3H KJIac JIEKApCTBEHH NMPOAYKTH. AKO Npogb/DKaBatiata Tepamusa ¢ ATIIPA
ce CYHTa 32 HeoOXxoAyMa, NalMeHTKHTE, IUTaHHpally OpeMeHHOCT, TpAOBa na NPEMHHAT Ha
anTepHATHBHO aHTHXMIIEPTEH3UBHO JIeUEHHE, KOETO HMa YCTaHOBEH Npodua Ha 6e30MacHoCT 3a
ynotpe6a no speMe Ha OpeMeHHoCT. Korato ce ycranosH 6peMentocT, gedeHnero ¢ ATIIPA tpabsa
na ce crnpe He3a0aBHO U, AKO € YMECTHO, J1a C€ 3aMoYHe alTepHaTHBHA TEPalHA.

Excrniosuumara Ha repanua ¢ ATIIPA npes BTopus U TpeTHs TPUMECTHP MHAYLIMPA PETOTOKCHYHOCT
npu xopata (orcnabeHa 6s6peyHa GyHKIUMA, ONUIOXHAPAMHHOHH, 3a0aBiHe Ha oCH(HKaUMATA Ha
yepena) ¥ TOKCHYHOCT BbPXY HOBOPOACHOTO (0b0pedyHa HeJOCTATbYHOCT, XHIIOTOHHHA,
XUMepKanueMHs ) (BYDKTE TOUKa 5.3).

Axo uMa ekcnosvuua Ha ATIIPA ot Bropus TpuMecTsp Ha OPEMEHHOCTTA, C€ NPENOPHYBA
yJITPpa3BYKOB nperien Ha 6p0peuHaTa GpyHKIpMA U Yepena.

Kepmauerara, uanro Matikn ca npuemanu ATIIPA, TpaGBa na 6baaT CTPHKTHO NPOCICAIBAHH 34
XHIIOTOHHA (BIKTE TOUMKH 4.3 H 4.4).

Xudpoxnopomuazug

OmUTeET ¢ XHAPOXJIOPOTHAZH MO BpeMe Ha OpeMeHHOCT, OCOOEHO Npe3 MbPBHA TPHMECTHP, €
orpaHuueH. [Ipoy4yBaHuaTa BEPXY XXMBOTHM Ca HEJOCTATHYHH,

XuapoxjaopoTHasuz NpeMHUHAaBa npe3 rnaueHTara. CpaelkH no ¢gapMakoJIOrHYHHA MEXAHH3IEM Ha
AeiicTBMe Ha XHAPOXJIOPOTHA3HA yrioTpedara My Ipe3 BTOPHA U TPETHA TPHMECTBP MOXKE Ja
koMnpomeTupa (eTorUialeHTapHaTa nepdys3us 1 a PHUHHH (eTanH! U HCOHATAITHH €EKTH KaTo
HKTEP, HAPYLICHHA Ha eJICKTPOJIWTHOTO PAaBHOBECHE H TPOMOOLIMTONEHHA.

XuapoxnopoTHasua He TpsabBa a ce M30I3Ba NPU eCTALMOHHH OTOLM, FecTalMOHHA XUIIEPTOHHUS
WIH NMPECKIAMIICHS NMOPaAK PUCKA OT NOHIKEH U1a3MeH 00eM M InaleHTapHa xunonepgysus, 6e3
OnaronpusTeH edeKT BbPXY Xoaa Ha 3ab0nsBaHeTO.

XuapoxnopoTHasu He TpaOBa a ce U3M0/I3Ba NPH eCEHUHMAIHA XHIIEPTOHUA NPH OPEMEHHH XEHH,
OCBEH B PEeIKH CITy4aH, KOTaTO HE MOXE [a C€ M3MOJI3Ba HHKAKBO APYro JICUCHHE.

Kvpmerne

Ancuomenzun Il peyenmopnu anmazonucmu (ATIIPA)

Kannexapa H He ce npenopbyBa 1o BpeMe Ha KbPMEHE, Thil KATO JIMIICBA KAKBATO H Aa € HHQopMauus
OTHOCHO ymnoTpebara My npe3 To3u nepuoa. Ilpeanoyunra ce anrTepHATHBHO JIEUEHHE C MO-A00pe
ycTaHOBeH npodu Ha 0e30NacHOCT NMpU KbpMEHE, 0COOEHO NPH HOBOPOAECHH WIH HEJOHOCEHH
KbpMayera.

Xuopoxaopomuasuo
XHAPOXJIOPOTHA3H] C€ EKCKPEeTHPaA B MAIKU KOJIHYECTBA B MAITUMHOTO MIIKO. BucokuTe 1034
THa3HJH NMpeIHU3BUKBAT CHJIHA AUype3a KU MOXKe Aa NOTHCHAT JlakTaunara. Ynorpebara Ha Kannexkapa
H no BpeM¢e Ha KbpMEHE HE Ce MpPeTNnophUBa.

o

4.7 EdexTn Bhpxy cnocofHoCTTa 32 modupane H paboTa ¢ MAaIARA

He ca npoBexkgaHM MpOYyUYBaHMA 3a ¢PeKTHTE BBPXY CIIOCOOHOCTTA 3a WodHpaHe U paboTa ¢ MallIMHH.
[Ipn modgupane uin pabora ¢ MalIMHM, TPAOBa Aa ce UMa NMPEABHI, Y€ MOHAKOra IMpH JIeYeHUe Ha
xuneproHna ¢ Kangekapa H Moxe na HACTBNM 3aMagHOCT KM ¢nadbocT.

4.8 Hexe/1aHH JEKAPCTBEHH PEAKITHH

[To BpeMe Ha KOHTPONHPaHHM KIIHHHYHH HPOY4BAHHA € KaHIecapTaH LIWIeKCeTH/ xunpoxno DOTHAIM
HEXKEJIAHWTE PEaKLHM ca OMMM nexy ¥ npexoaHu. IIpexparsaBaHeTo Ha TepanusTa nopany T“";"F
peaKLHH € CXOAHO NPU KaHAecapTaH LHieKkceTUW T xuapoxsioporrasun (2.3-3.3%) u / -05
4.3%).

[Tpu KNHHKHYHY NPOYYBAHMA C KAHAECAPTAH LIMIEKCETIW/ XHIPOXJIOPOTHASH]I, HEXKE
ca OWTH orpaHM4YeHH 0 AOCera MO3HATUTE HeXKellaHH peakLMH Ha KaHaecapTaH LJ




XHAPOXJIOPOTHA3HA.
B Tabnuuara no-A0ny ca npeACTaBeHH HeXXeTaHUTE peaKlMH Ha KaHJecapTaH LICKCeTHIV
XHAPOXIOPOTHA3K TO KIHHHYHM NPOYYBaHHA M NOCTMapKeTHHroBHA onuT. [Ipy eann 0bobuwen

aHANHM3 Ha JaHHHK OT KIHHWYHH NMPOYYBaHHA ce ChOOILABAT CICAHUTE HEMENaHH PEaKIUH IPH
KaHJecapTaH WIeKCeTWL XHAPOXJIOPOTHA3H], OCHOBAHH Ha YECTOTATa Ha HEXKEaHU PEaKIIMH ¢
KaHAecapTaH LMTEKCeTH/ XHAPOXNOPOTHA3H, KOATO € ¢ NoHe 1% Mmo-BHCOKa OT YECTOTATA,
HaOmoaasaHa npu rwanedo:

YecTOTaTa HA HEXKENAHHTE Peaklyy B TaOMHULIMTE, BKIIOYEHH B 4.8 ca:
MHuoro uectu (2 1/10)

Yectu (2 1/100 po <1/10)

Hegectu (= 1/1 000 go <1/100)

Penxu (= 1/10 000 no <1/1 000)

Ma=uoro peaxu (<1/10 000)
C HeH3BECTHA 4ecTOTa {OT HATHYHHUTE JAHHU He MoXe Aa Obae yCTAHOBEHO)

CracreMBO-OpraHeH Kjiac YecroTa Hexe1ana peaknns
Hudexunu u HHpecTaluH YecTtu PecnupaTopH# MHGOEKLIUH
HapyuieHus Ha KpbBTa H MHoOro peaxku JIeBKOIIEHNA, HEYTPOIICHMA H arpaHyJIOLUHTO3a
ITMM@HaTa CHCTEMA
Hapywenns Ha metaGonmusma | MHoro peaxu XunepkaineMus, XUIIOHATPHEMIs
H XpaHEHEeTO
Hapyiwenna Ha HepBHaTA Yectu 3amasHOCT/ BepTHIO, rnaBoboNue
CHCTEMA
PecnupaTOpHH, rPbIHH H MHoro peaku Kauuua
MEAUACTHHAIIHH HapyIIEHUA
CromaluHO-4peBHH MHoro peakH ["aneHe, HHTECTHHAJIEH aHTHOEIEM
HapyLICHUA C Heu3BecTHA Huapus
4eCTOTA
XenarobunmuapHu HapyweHua | MHoro peaku [TopHineHH YepHOAPOOHH €H3UMH, HApYIlIEeHa
yepHOApOOHA GYHKIUHA M XEMAaTUT
Hapyumenus Ha Ko)kata ¥ MHoro peaku AHruoeneM, oOpHB, YpPTHKapHs, ChpOex
NOAKOXKHATA ThKaH
HapyumeHus Ha MyCKYJIHO- MHoro peaku bonku B repba, aprpanrud, MHaITHA
CKeJIeTHATa CUCTEMA U
ChbeIUHUTEIIHATA ThKaH
Hapywenus Ha 6s0peuyTe u MHoro peaks bubpeuHo yBpexaane, BKIIIOMHTENHO 6Hb0peyHa
MMKOYHHTE ITETHILA HEJOCTAaTHYHOCT IPH NMOJAT/IMBH NALUEHTH
(BKTe TOYKa 4.4)

Tabnuuara no-a01y NMpeacTaBd HeXeNaHUTE peaklUH NPH MOHOTEPAIMA ¢ XUAPOXJIOPOTHA3H],
OOHKHOBEHO NPH 03U OT 25 mg WK NMOBEYE.

CHcTreMHO-OpraHeH KJac YecToTa Hexenana peakinHs

HapymieHus Ha KpbBTa H Penxw JIeBKOIeHUA, HEY TPOTICHHA/arpaHy IOLMTO34,

NUMQHaATa CUCTEMA TpOMOOLIMTONIEHHA, ATUTACTUMHA aHEMHA,
MOTHCKaHe Ha KOCTHHA MO3BK, XEMOJIIUTHYHA
aHEMHA

HapymeHrus Ha UMyHHaTa Penku AHaQUIAKTHYHH peaKliiH

CHCTEMA

Hapywienns Ha Mmetabonusma | YectH XHIIEPIITHKEMHA, XHIIEPpYPHKEM / vg%ﬂw 1?

M XpaHEHEeTO €NeKTPOJIUTHO HapyllUeHue (BKJI r:‘.u
XHIIOHATPHEMHSA U XHITOKAIHEMK _

[IcHXHYHH HapyLUICHHA Peaku HapyiueHus Ha ChHSA, Aenpecus) '

Hapyimienus Ha HepBHaTa Yectn 3aMasHOCT, CBETOBBPTEXK




CHCTCMA

Penxu

IlapecTesns

HapymieHusa Ha ounre Penxu [IpexoIHO 3aMBITICHO BIOXK/IAHE
C Heu3BeCTHa XOopoHaaIeH U3/IUB, OCTPa MUOIIHUA, OCTpa
YeCcToTa 3aKpHUTOBIBIIHA [TIAYKOMA
CobpaeyHH HAPYLUICHHSA Penxu CobpaeyHa apuTMHs
CBa0BU HAPYLICHUA HeuecTu [locTypaniHa XHIIOTOHUA
Penku Hexkpotusupaill aHruuT (BaCKYJIHT, KOKEH
BACKY/IHT)
PecniupatopHH, rpbAHH H Peaku PecniuparopeH qucTpec {BKIKYHTEIHO
MEIHACTHHATHH HapyLUECHHUA MHEBMOHUT M 0enoapobeH OTOK)
MHOro peaku OCTbp pecnHpaTOPEH JUCTPEC CUHAPOM
(ARDS) (Bx. Touka 4.4)
CToMallIHO-YPEBHH HeuecTn AHopexcud, 3aryfa Ha arneTHT, CTOMALIHO
HapyilleHHA Apa3sHEHe, AHApH4, 3aneK
Penku [TaHkpeaTHT
XenatoOWNIHApHHU HapyllleHus | Peaku XXbnareHnua (MHTpaxenarajlHa XOJeCTATHYHA
KBIITCHHLIA)
HapymeHus Ha KOXKaTa M Heuectn OO0puB, ypTHKapHs, peakLMH Ha
MOAKO)KHATA THKAH (OTOYYBCTBUTENHOCT
Peaku TokCHUYHA enUACpMATHa HEKPOIH3a
C HeusBecTHa CHUCTEMEH JTYMyC €PHTEMATO3YC, KOXKEH JYITyC
YeCcTOTa €pHTEMATO3YC
HapyuieHua Ha MyCKYJIHO- Penxu MycKyneH cnazbm

CKCJICTHATa CHUCTCMA H

CHEAHHHMTEIHATA ThKaH
HeonnaszmMu — C HensBeCTHA HeMmenaHOMEH pak Ha KoxXaTta
D00poKaueCTBEHH, 4yecToTa (Da3a/THOKIIETEYEH KAPLIMHOM H
3JIOKA4YECTBEHH H CKBAMO3HOKIIETHh4YEH KApLIMHOM )*
HeoIpeae/ieHH (BKJI. KHCTH H
[TOJIUITH)
Hapymenus Ha 656peuure u YecTH ['moko3ypus
MMKOYHUTE MBTHLLA Penxu brbpeuHa AUCHYHKLMA U UHTEPCTULIMANICH
HepuT
OOwwn HapyLIeHHS Y edeKTU YecTH Cnaboct
HA MACTOTO Ha MPHIOXKEHHE Penxu Pebpunurer
Hacnensanns Yectu [loBuilleHHE HA XonecTepona U
TPUTTTHLIEPHINTE
Peaku [loBHllIEHHE HA YpeaTa H CEPYMHHS KPEaTHHHH

* HemenmaHoMeH pak Ha KoaTta: B3 OCHOBa HA HAJTMYHMTE JaHHHU OT €NHACMHONOTI HYHHU NPOYYBAHHSA
e Ha0/moraBaHa 3aBHMCHMA OT KyMYJaTUBHATA 1034 Bpb3Ka Mexay XXT3 u HMPK (Bx. ceio Toukn

44wus.1).

CrobuiaBaHe Ha HONO3KUPAHH HeXKeNaHW peakiiyy
CrobinasaHeTo Ha NOIO3HPAHM HEXEJIaHH PeaKLMH cliel] pa3pelnaraHe 3a ynorpeda Ha ieKapCcTBEHHA

NPOAYKT € BaxxHO. ToBa MO3BOJIABa Aa NMPOABIDKH HaOOACHHETO HAa ChOTHOLICHHETO MOJI3a/pUCK 32
NIEKApCTBEHHA NMPOIYKT. OT MeANIIMHCKHTE CNELHATHCTH C€ U3MCKBA Oa CrOoOLaBaT BCAKa
NOJO3HpaHa HeXKeJlaHa peakuua Ype3 HalHOHAMHA CHCTEMA 3a ¢hollaBane koM M3mbaHuTeIHATA
areHIUA MO JICKAPCTBAaTa, Y. ,,JlamaH ['pyeB” Ne 8, 1303 Codus, Ten.: +35928903417, yebcaiir:
www.bda.bg.

4.9 IIpeao3upane

Cumnmomu
basupaiiku ce Ha QpapMaKOJIOrHYHHTE CBOWCTBA, OCHOBHHUTE NMPOSBH Ha NMpeo3UpaH




KaHJIeCapTaH LIWIEKCETII € BEPOATHO Aa ObJaT CUMITOMATUYHA XHIIOTOHUA U 3aMasHOCT. [Ipu
OTAEIHH ChOOLIECHHA 3a npeao3upaHe (1o 672 mg KaHaecapTaH LIWJICKCETHI) PE3CTAHOBABAHETO Ha
nauMeHTa ¢ 6e3 NoCIeICTBHA.

OcHoBHaTa IMpOABA HA IMPEAONPAHETO HA XHAPOXJIOPOTHA3HU € OCTpAa 3ary 0a Ha TeYHOCTH H
CJICKTPOJIUTH. BB3MOXxHO € 1a ce Haﬁmonana’r CHMIITOMH KATO 3aMaAHOCT, XHIIOTOHHAA, XKaXA,
TaXHUKApIHA, KAMCPHH apHTMHA, CE,I[HPRHE/ Hapyili€CHHC Ha CE3HAHHCTO H MYCKVJ/IHH KPpaMIIH.

Jeuenue

JIuncea crenanyHa uHGOpMaLMA 3a JIeUeHMETO Ha npeaosupaHe ¢ Kanaekapa H. B cnyuyait Ha
NpeOO3HPaHe ¢€ NMpeiaraT CICIHUTE MEPKH.

TpabBa na ce umar npeaBua HAYUHpaHe Ha MOBPBIHAHETO H CTOMAIIIHA ITPOMHUBKA, KOraTo TOBa €
NOKa3aHo. AKO HACTBIIK CHMITTOMATHYHA XMIIOTOHHA, TPA0Ba J1a ¢€ 3an04HEe CHMIITOMATHYHO
JICYEHHE H Ja C€ CNeIAT >KM3HEHHTe noKa3arenu. [lauueHTsT TpAOBa 1a ce NOCTaBH B JIETHAIO
NOJIOKEHUE ¢ MMOBAUIHATH AOJHK KpaHHULIM. AKO TOBA HE € AJOCTATHYHO [UIa3MEHUAT 00eM Tpadea na
Ce YBEJIWYH 4pe3 BIMBAHE Ha H30TOHWYCH Pa3TBOP HA HaTpuer XJiopua. Tpadbea aa ce npocnenssar
€JIEKTPOJIMTHOTO H KHCEJIMHHO PAaBHOBECHE M Jla C¢ KOPHIHpa, ako ¢ HeoOxoaumo. Moxke aa ce
[pHWiaraT CHMITATHKOMUMETHYHHU NEKAPCTBEHHU NPOAYKTH, aKO FOPEeCIIOMEHATHTE MEPKH HE Ca
TOCTAThYHH.

Kanpecapran He MOX€E Ja C€ OTCTpaHH 4pe3 Xxemoauanusa. He € H3BeCTHO 110 KaKBa CTENCH
XHIPOXJIOPOTHA3H] CE OTCTPAHABA YPE3 XEMOAHAIN3A.

3. ®APMAKOJIOI'TYHHA CBOMCTBA

S.1 OapMaKoJHEAMHYHH CBOHCTBA

DapMAKOTEPANCBTHYHA IPYNa: AHTaArOHUCTH Ha aHrHOTeH3UH II + nuypermim
ATC kon: CO9DA06

MexaHH3BFM Ha JEHCTBHE

AHrHOTeH3HH 1l € OCHOBHMAT Ba30aKTHBCH XOPMOH Ha PEHHH-aHIMOTEH3UH-AJIIOCTEPOHOBATA
CHCTEMA M y4acTBa B NMaTO(U3HOIOTHATA HA XUIIEPTOHHATA U JPYTH ChpAEYHO-CHAORH 3a00NABaHMA.,
To# yuacTBa ChILIO B TATON€HE3aTa HA OpraHHATa XHIEPTPO(PHUA M TEPMHHAITHOTO OPraHHO
yBpexaaHe. OCHOBHHUTE (PH3KOIOrHYHH e()eKTH Ha aHTHOTEH3HH Il KaTo Ba30KOHCTPHKINA,

CTUMYJIUpaHe Ha ajlIOCTEPOH, peryjiaumsa Ha BOQHATa U COJICBATa XOMEOCTa3a U CTUMYJIMPAHETO HA
KJIEThYHHA pacTexk ce Meauupart ot Tin 1 (AT1) peuerrrop.

dapMakoAMHAMHYHH edeKTH
KaHpecapTaH LIWIEKCETHI € IPEKYPCOPHO JIEKAPCTRBO, KOETO OBP30 Ce MpeBphilia B AKTHBHOTO

BELIECTBO KAHecapTaH Ype3 eCTepHa XHAPOIK3a 110 BpeMe Ha abcopOuuaTa OT CTOMALIHO-YPEBHUA
TpakT. Kanaecapran € a ATIIPA, cenekrupeH 3a AT1 peuenTopHure cbC 3ApaBoO CBBp3BaHe U HaBHA
JUCOLMALUA OT peuentopa. oM He MpUTeXapa HUKAKBA AKTUBHOCT HA ArOHUCT.

Kaxaecapran ve nosnuaBa ACE unu apyru €H3MMHH CHCTEMH, KOUTO COMKHOBEHO Ca CRBP3aHH C
ynorpebara Ha ACE unxuburopn. Toit kaTo HIMa HUKAKBB €()EKT BHPXY pa3rpakIaHeTo Ha
KHHUHHMTE WM BBpXY MeTado/IM3Ma Ha JpyrH BeulecTsa kato cydcraHuus P, ATIIPA e manko
BEPOATHO Aa ca CBBbp3aHH ¢ Kauumuia. Ilpy KOHTponMpaHUTe KIHHUYHY NPOYYBAHMA, CPAaBHABAILM
KaHaecaptaH wiekceTwn ¢ ACE uHXHOHUTOpH, YecTOTATA HA KAIIUTHLATA € NO-HUCKA TIPH
MAMEHTUTE, NOMyYaBally KaHaccapTal wiekceT1. Kangecapral He ¢e CBBbP3Ba U He Biokupa
JAPYTH XOPMOHAIHH PCHENTOPH HIA HOHHY KaHAJIH, 334 KOHTO € H3BECTHO, Y€ Ca OT 3HAUYECHHE

NOBULICHHE Ha IUTA3MCHUTE HUBA HA PeHHHA, aHTHOTEeH3HH | ¥ aHruoreH3uH Il u nown
IUIa3MEHATA KOHLUCHTPALMA Ha aIHOCTEPOHA.

KnuHH4YHa epHKacHOCT U 6€30NacHOCT




Edekrure Ha kanaecapTaH uunexceTwa 8-16 mg (cpeana no3a 12 mg) BEAHEXK THEBHO BBPXY
ChpPACUHO-CHAOBATA 3a00/1EBAEMOCT H CMBPTHOCT €a OLICHEHH TIPH €IHO PAHAOMHM3HPAHO KIMHHYHO
npoyusaHe ¢ 4 937 nanueHTU B HampeAHana Be3pacT (Ha Bb3pacT 70-89 roaunu, 21% Ha Bb3pact 80 u
NOBEYE ro/IMHK) C JISKa 10 YMEPEHO TeXKKa XHUIIEPTOHHMA, MPOC/IeAIBaHH 3a cpeaHo 3,7 roaun (Study
on COgnition and Prognosis in the Elderly). IlaupenTrre noiydarar kaHaecapTad HiH IUiauebo ¢
BK/TIOYBAHE Ha APYT BHJ aHTHXUIIEPTEH3HBHO JICYCHHE NIPH HyXJa. KpEBHOTO Ha/AraHe ce NOHWKaBa
ot 166/90 no 145/80 mmHg B rpynara xa kanaecaprad 4 ot 167/90 no 149/82 mmHg B konTponHara
rpyna. JIMncea cTaTHCTHYECKM 3HAYMMA Pa3iMKa MO OTHOLUECHHE HA ITbPBHYHATA KpaiiHa uen,
OCHOBHHTE CHPAEYHO-ChJOBH peaKii¥ (ChPAeYHO-ChAOBA CMBPTHOCT, He(paTaneH HHCYIT U
HedaTaned MHokapaeH uHGapkr). Umano e 26,7 peakiuu Ha 1000 nmanueHTOroAMHM B rpynara Ha
kaHaecapra crpamo 30,0 peakiuu Ha 1000 mauMeHTOroAHHH B KOHTPOJIHATA Ipyna (OTHOCHTENEH
puck 0,89, 95% IIH 0,75 no 1,06, p=0,19).

XuapoxnopoTHasua MHXuOUpa akrHBHATa peabcopOLys Ha HAaTpyH, IMaBHO B AMCTANHUTE OBOpeUHN
KaHAITYeTa M 3aCHJIBA eKCKPelIMATa Ha HAaTpUH, XJiopuau ¥ BojJa. buOpeyuHaTa ekckpenua Ha KanHvid U
MarHe3ui HapacTBa J0303aBHCHMO, JOKATO KAILMAT ce peabcopbupa B nO-roisMa CTENEH,

XHOpoXIopoTHa3H/I MNOHWKABA IUTA3MEHHA 00eM U eKCTpalelTy/IapHaTa TEHHOCT U [IOHIKaBa
CJICIHATOBAPBAHETO HA CHPLIETO H KPBBHOTO HAJIATaHeE.

ITo BpeMe Ha ABATOCPOYHA TEpaIHA NMOHHKEHATA NepUdepHa PE3IUCTEHTHOCT AOIPHHACA 34
MOHIKEHHETO Ha KPBBHOTO HaJIAraHe.

["oneMHTe KIHHUYHA TIPOYYBAHHMA MOKA3BAT, Y€ ABJITOCPOYHOTO JICUEHHE ¢ XUIPOXJIOPOTHAZHI
MOHHXABa PHCKA OT ChPAEUHRO-CHA0Ba 3a001€BAEMOCT U CMBPTHOCT.

KaHagecapTaH M XMAPOXAOPOTHA3ZHA NPUTEXABAT AAUTHBHH AHTMXHINECPTCH3HBHY €(DEKTH.

[Tpu xunepToHNMYHO OONHU NAIMEHTH, KaHAecapTaH LHIEKCETWL/ XHIPOXJIOPOTHAa3Ku I BOIH 0
I0303aBHCHMO H JBJIrOTpafHO MOHMKEHHE HA apTEPHATHOTO KPBbBHO HayiAraHe 6e3 pednekropHo
MOBHILICHHE HA Chp/eUHaTa yecToTa. HAMA JaHHH 3a cepHO3HA MITH 3aCHIEHA XUIIOTOHHA Clie]
NMBpBaTa A03a Wik pudayH eeKT ciea ClupaHe Ha nedueHruero. HauanoTo Ha aHTUXMIIEPTEH3UBHUA
eeKT OOMKHOBECHO HACTHIIBa B pAMKHUTE Ha 2 4Yaca Cliel MIPHIOKEHHETO Ha SAMHHUYHA 1034
KaHIecapTaH HWIeKCeTWL/ XUuApoxXJopoTHasui. [IpH Npoas/bKHTENHO NPHAOKEHHE eQEKThT Ce
pasrpaila B paMKHTE Ha YETHPH CEAMMLIM M C€ NOAABPKA 10 BPEME Ha ABJATOCPOUYHOTO JCUCHHE,
KanaecapraH 1IEKCEeTI/ XHAPOXJAOPOTHA3H BEHbK JHEBHO OCHTYPSBA €(EKTHBHO M [IAJIKO
MOHIDKEHHE Ha KPBBHOTO HalAraHe 3a 24 yaca ¢ MaJjka pa3jiHKa MexXIy MakKCHUMAIHHUTE U IU1aTO
edexTH 1o BpeMe Ha J030BHA HHTepBal. [IpH ABOHHO-CIIANO paHAOMHU3HPAHO NTPOYUYBAHE €
YCTAHOBEHO, Y€ KaHaecapTaH HuiekceTu/ xuapoxnopotuasug 16 mg/12.5 mg BeaHbxX JHEBHO
MOHIDKABa KPBEBHOTO HAJIATaHE 3HAYHUTENHO NOBEYE U KOHTPOJIMPA 3HAYHTENHO NTOBEY€E MALMEHTH
OTKONKOTO KOMOMHauMATa No3apran/ xuapoxnopordasun 50 mg/12.5 mg BeIHbX AHEBHO.

[Tpu aBoliHO-CeNUTE paHAOMU3HPAHK NPOYYBAHUA YECTOTATA HA HEXKEJIAaHHUTE peaKuMH, ocobeHo
KallTHLI&, € MO-HUCKA MO BPEME Ha JICUCHHE ¢ KaHeCapTaH LMIIEKCETH I/ XUAPOXJIOPOTHAZHUA
oTKONKOTO ¢ KoMOHHauuH 0T ACE nHxubHTOpH M XUAPOXIOPOTHAZMA.

B nBe KNHMHHYHH MPOYUYBAHUA (paHAOMM3UPAHU, JBORHO-CIIEINH, Ianebo KOHTPONUpaHH , MapaneTHH
rpynH), BKAoYBally 275 U 1524 paHnoMH3HpaHH MAUMEHTH, CROTBETHO KAHACCAPTAH LFUIEKCETHL
XuapoxuoporHazua KoMOMHaLuM 32 mg/12.5 mg u 32 mg/25 mg nosenu Ao NOHWKEHUE HA KPBBHOTO
HaJIsIraHe ¢OoTBeTHO ¢ 22/15 mmHg and 21/14 mmHg u koMOuHauuuTe ca OWIM 3HAYHTETHO N0~
e(PEKTHBHH OTKOMKOTO BCEKH OT KOMIIOHEHTHTE I10 OTHEIIHO.

[Ipu paHOOMH3HpPAHO, ABOMHO CIINO KNHHUYHO MPOYUBAHE C NApale/IHU IPYITH, BKJ
pPaHAOMM3HPAHH MALMEHTH C HEAOCTATHYHO JOOBD KOHTPOJ Ha XHIIEPTOHUATA NOC
KaHeCApTaH IIIEKCETIW BEAHBXK JHECBHO, 000OaBAHETO Ha 12.5 mg unn 25 mg

JIOBENO A0 AOITHIHUTEIHA PEAYKIIMA Ha KpbBHOTO Hansarane, KomOuHauuaTa Kana
LWIEKCeTHI/ XHApOXJIopoTHasna 32 mg/25 mg e Omna 3HaYKTENHO No-e(EeKTHRHA




koMOMHamaTa 32 mg/12.5 mg, v cpeaAHOTO KpaHHO NMOHMXKEHHE HAa KPBBHOTO HAATaHE CHOTBETHO ¢
16/10 mmHg u 13/9 mmHg.

KangecapTaH 1IMAEKCETWI/ XUIPOXIIOPOTHA3H] € CbC CXOAHA €PEKTHBHOCT IIPH MALMEHTHTE
HE3aBUCUMO OT BB3pacTTa H MoJia.

[lonacToseM JHICBAT AaHHH 3a ynoTpebdara Ha KaHASCAPTAH WWICKCETHIL XHAPOXJIOPOTHAZH NPH
nauueHTH ¢ OB0peuHo 3abongrane/HePponaTni, NOHWKeHa PYHKLIMUA HA JiIBATa KaMepa/3aCToHHA
CbpIeyHa HEAOCTATHYHOCT H Clie] MHOKapaeH HH(apPKT.

JIBe rosieMu paHgoMu3dpaHu KoHTpoapaHu npoyusaHusd — ONTARGET (Ongoing Telmisartan
Alone and in combination with Ramipril Global Endpoint Trial - Tekyino rinofanHe nanursase 3a
KpaHHH TOYKH Ha TeIMHUCAPTaH, CAMOCTOATENHO U B KOMOHHauuA ¢ pamunpwi) 1 VA NEPHRON-D
(KnuHmiHO npoyvBaHe CBHP3aHO ¢ HEPPOSIIOTHA NPH auadeT, NpoBeAeHO OT MUHHUCTEPCTBO M0
BBIIPOCHTE Ha BeTepaHHTe ) — Mpoy4Bar yriorpedara Ha komOHHaumsaTa ot ACE muxuburop u APB.
ONTARGET e npoyusaHe, NpoBeACHO NPH NMAaLMEHTH ¢ aHAMHE3a 3a ChpJASYHO-CHA0BA UM
MO3BYHOCHI0BA O0/IeCT, WIM 3aXapeH auadeT THI 2, IPUAPYIKCHU ¢ JaHHH 32 YBPS)KIAHE Ha
epextopHH opraHd. VA NEPHRON-D e npoy4saHe npH naLMeHTH ChC 3axapeH auaber tun 2 U
nHabeTHa HepomnaTHA.

Te3u npoyuBaHHA He NTOKA3BaT 3HaYUM OnaronpHsaTer edexr BbpXy OpOpeuHMTe H/WIH CHPAEHHO-
CBAOBMUTE NMOCHENHIH ¥ CMBPTHOCT, KATO CHIIEBPEMEHHO ¢a HAOMIOAaBaHMU NMOBUILICH PUCK OT
XHIIEpPKAITHEMHA, OCTPO yBpexkaaHe Ha O0peunTe /WM XUIIOTOHUSA B CPaBHEHHE C MOHOTEPAITHATA.
Karo ce uMaT mpeABHI CXOAHMTE UM dapMaKOIMHAMHYHM CBOHCTBA, TE3M PE3YJITATH Ca MPHIOKHMH
u 3a Apyrd ACE uaxuburopu u APb.

ACE wHxubutopu 1 APb cnenosarenHo He TpabBa fa ce U3ION3BAT eAHOBPEMEHHO NPU MALUEHTH ¢
anaberHa HegponaTua (BXK. ToUKa 4.4).

ALTITUDE (KnuHH4YHO NpOYYBaHe MPOBEACHO C ATHCKUPEH NMPH MALMEHTH ChC 3aXapeH anadet tvn
2 ¢ M3NON3BaHe Ha ChPACYHO-CBAOBH U OBpOpeuHn 3adonsaBanna KaTo KpaliHH TOYKM) € NIPOYYBaHE,
MpeAHa3HaYeHO Aa U3C/IEABa non3aTta oT 100aBIHETO Ha ANMMCKMPEH KbM cTaHnapTHa tepanus ¢ ACE
uHXuouTOop wiu APD npu nauuenTu ¢ue 3axaped aAuaber Tun 2 U XpoHUUHO 6B6peuHo 3abonasane,
ChPOECYHO-CBAOBO 3a00naBaHe WK U ABeTe. [IpoyuBaHeTo € npekpaTeHo npexaespeMeHHO Nopanq
[IOBHIIIEH PUCK OT HeOnaronpuaTHH nocneauun. Kakro cspaeyHO-Ch0BaTa CMBPT, Taka H HHCYJITLT
ca Mo-4YECTH B I'pynara Ha aIHCKHPEH, OTKOJIKOTO B rpynara Ha nauebo, a npeacTaBisBalydTe
HHTEpeC HeXxeNIaHU ChOMTUA U CEpHO3HH HeXKellaHH ChbOMTHSA (XHMEepKaTHeMus, XUITOTOHHUA U
O016peuna AucyHKIHA) ce ChoOIIABAT NO-YECTO B rpyIaTa Ha AMTHCKHPEH, OTKOJKOTO B IpynaTa Ha
ratebo.

HemenanomeH pak Ha koxarta: Bn3 0OCHOBa HAa HAIMYHHUTE JAHHHU OT €HHASMHUOIOIMMHY NTPOYYBAHHUS €
HabnmroxaBaHa 3aBUCHMA OT KyMYIaTUBHATA 103a Bpb3ka Mexay XX T3 u HMPK. Eaxno npoyusane
BKJIKOUBA NOIMyNauuAa, ¢ucTosama ce ot 71 333 cnyyau Ha BKK u 8 629 cnyyan sa CKK, ¥ nonmynauus
oT ¢boTBeTHO 1 430 833 1 172 462 noaxoasmu xoHTpoId. BucokaTa ynorpeba Ha XXT3
(xymynarusHo =50 000 mg) e cepp3aHa ¢ kopurupad OR 1,29 (95% JAM: 1,23-1,35) 3a BKK u 3,98
(95% JIH: 3,68-4,31) 3a CKK. HaGnroaaBaHa e acHa Bpb3Ka KYMYJATHBHA 403a-0TTOBOP KAKTO 3a
BKK, taka u 3a CKK. [Jpyro npoyusane nokasBa Bb3MOXKHA BPb3ka MEXOY paka Ha ycTHHTE (CKK) H
excriozuumaTa Ha XXT3: 3a 633 cnmyvau Ha pak Ha YCTHUTe e noadpaHa nomynaums ot 63 067
NOAXOAALIH KOHTPOJIH, KATO ¢€ M3I0JI3BA CTpATErud 3a B3¢MaHe Ha npoOu, ornpeneneHa OT pHckKa.
JeMOHCTpHpaHa € BpB3Ka KyMyJIaTHBHA J03a-0Troop ¢ kopuripas OR 2,1 (95% JAH: 1,7-2,6),
Hapactram a0 OR 3,9 (3,0-4,9) 3a Bucoka ynotpeba (~ 25 000 mg) u OR 7,7 (5,7-10,5) 3a Haii-
BUCOKATa KyMyaaTueHa 103a (~ 100 000 mg) (Bx. ¢pI0 TOUKa 4.4).

5.2 PapMaAKOKHHETHYHHE CBOHCTBA

EﬂHUBpBMEHHOTO [IPpHUIIOXKCHHE Ha KaHO€CcapTaH HHWJICKCCTHI H XHAPOXJIIOPOTHA3H
3HaYUMO Bb3IeHCTBHE BBpPXY II)HPMEKOKHHET HKaTa Ha BCCKH OT JBdATA JICKAPDCTBRCHH




MOOTACIIHO.

Abcopbyus u paznpegenerue

Kanoecapman yunexcemun

Cnen nmepopajlHO NPHIOKEHHE KaHAeCApTaH LIWIEKCETH1 C€ NPEBphIlia B AKTHBHATA CyOCTaHLIMA
kaHzaecaprad. AGcomoTHaTa GHOHAIUYHOCT Ha KaHACCAapTaH CNEA NPWIOXKEHHE Ha IiepopasleH
pa3sTBOP, CHABPAKALL KaHIecapTaH LunekceTH e npubnusuresno 40%. OruocurenHara
6uoHANTHYHOCT Ha TabneTHata dopMa Ha KaHAECAPTaH LIMIEKCETHII B CpaBHEHHE C ITEPOPAJIEH Pa3TBOP
e npubau3uTenHo 34% c MHoro Mayika BapuabunHocT. CpeHaTa MaKCHMAJ/IHA CEPYMHA
koHueHTpauus (Cmax) ce noctura 3-4 yaca cnes npueMa Ha Tabnerkara. CepyMHHTE KOHLIEHTpalHH
Ha KaH/ieCapTaH HapacTBaT JIMHEHHO C MOBULIABAHETO HA AO3UTE B FPAHUIIMTE HA TEpaneBTHYHHA
uHTepBa. He ce HabmoaaBaT HUKaKBH CBBP3aHH C N0J1a pa3jIMKy BbB (PApMaKOKHHETHKATA Ha
xaHaecapraH. [Lnomra noa KpHBaTa Ha cepyMHaTa KOHLEHTpalms BbB BpemeTo (AUC) Ha
KaHAecapTaH HE ce MOBAUABA 3HAYMMO OT XpaHarTa.

KaupecapTaH ce CBbp3Ba B rojisMa CTelleH ¢ riasMeHuTe 6enTeuM (noeeue ot 99%). Ilpusuauuar
obeM Ha pasnpeaeneHye Ha kaHaecapraH e 0,1 Lkg.

Xuopoxnopomuazuo

Xuapoxinoporuasun ce abcopbupa 6p30 OT CTOMALIHO-YPEBHUA TPAKT ¢ abCOMIOTHA OHOHATTUYHOCT
npubnuzutenno 70%. EqHoBpeMeHHHAT NpHeM Ha XpaHa MoBHilaba abcopOLMATa ¢ NPUOMH3UTENTHO
15%. BHOHATMYHOCTTA MOXe 12 C€ TTOHIDKH NPH NaLHUEHTH ChC ChpAeYHa HeAOCTATHUHOCT H
H3pa3eHHd OTOLM.

CeBp3BaHeTo ¢ Ia3MeHuTe DenThiM Ha xuapoxnopotHasuj € npubnusurenno 60%. IlpusuaanaT
obeM Ha pasnpeneneHue ¢ npubnusurenyo 0,8 Ikg.

buompancgopmayus u enumunupane

Kanoecapman yunexcemun

KanpgecaptaH ce elTMMHHHpAa ITTABHO HEIIPOMEHEH YpPe3 YPUHATA M MUTHUKATA H CAMO B MalKa CTEICH
ce eTMMHHHpA 4pe3 uepHoapoOHua Metabonu3eM (CYP2C9). Hanuyuure npoyuysaHusa 3a
B3aMMOAeHCTBUA He 1oKa3BaT HHKAKLB edekT BrpXy CYP2C9 u CYP3A4. B13 oCcHOBA HA in vitro
JaHHWUTE He TPAOBa Ja ¢€ 04aKBa HHKAKBO B3aMMOACHCTBHE M Vivo C NIEKAPCTBEHH NMPOXYKTH, YHHATO
meTabonu3abM 3aBUcH OT IMTOXpoM P450 n3oemmnmure CYP1A2, CYP2A6, CYP2C9, CYP2C19,
CYP2D6, CYP2E1 win CYP3A4. TepMHHATHUAT ONYKUBOT (t/2) Ha KaHAecapTaH € NMpUOIH3INTETHO
9 yaca. Hama HUKaKBO HATPYIIBAHE CJEA MHOTOKpAaTHO Oo3HpaHe. [IomMyKMBOTBT Ha KaHAECapTaH
ocTaBa HenpoMeHeH (NpUONM3UTENTHO 9 yaca) cnell IPHIOcKEHHE HA KaHECapTaH [IHICKCETH B
KOMOMHALMA ¢ XMAPOXJIopoTHasKa. Ciea NOBTOPHU A03U OT KOMOMHAIIMATA HE HACTBIIBA HUKAKBO
OOITBJIHHTEIHO HATPYIBAHE HA KAHJECApTaH B CPABHEHHUE ¢ MOHOTEpaNHUATA.

[InasMeHHAT KIMPBHC HA KaHAaecapTaH € okono 0,37 ml/min/kg, ¢ 6pbpeuen knuprHC oxono 0,19
ml/min/kg. BrOpedHOTO ENMMMHUHKpPaHe Ha KAHJIECApTaH € KaKTO 4pe3 roMepyJtHa GriTpauus, Taka 1
ype3 akTHBHA TyOymHa cekpermsi. Criely npuiokeHHe Ha nepopaiHa no3a '*C-MapKupaH KaHIecapTaH
LUTeKceTI NpubiusuTenHo 26% or 103ara ce eKCKpeTHpaT B ypHHaTa rmof ¢opmaTa Ha KaHJaecapTaH
1 7% Karo HeaKTHBEH METaboNHT, JOKaTO NpUOIH3HTENHO 56% OT A03aTa ce OTAENA ¢ ¢eLeca noa
¢opmara Ha xaHaecaptaH U 10% kaTo HeakTHBEeH MeTabOMHT.

Xudpoxropomuazuo
XuapoxnopoTHasua He ce MeTabonu3rpa 1 ¢ EKCKpeTHpa MOYTH HaMTBIIHO HEMTPOMEHEH Ype3 akTUBHA
rnoMepyjiHa GUITpalusa ¥ aKTHBHA TyOyiHa cexpenysi. TepMHHATHUAT t/2 Ha XHAPOXIOPOTHAZU] €
npubmizrTrenHo 8 vaca. I[Ipubnusurenno 70% ot nepopanHara A03a €€ ¢JIHMHHHpAT C /-,[w -
paMKuTe Ha 48 vaca. [1oy)KHMBOTBET Ha XHAPOXIOPOTHA3UI OCTaBa HEIIPOMEHEH (Ip A A
yaca) ciel NPWIOKEHHETO My B KOMOHHALMA ¢ KaHaecapTad wekceTwi. Cnen no -/ e
MPWIOXKEHHe Ha KOMOHUHAIMATA HE HACTBLIIBA HUKAKBO AOITBJIHMTETHO HATPYIIBAHE

XHIPOXJIOPOTHa3Hd B CPABHECHMUC C MOHROTCpPAIINATA.




Cneyuannu nonysayuu

Kanoecapman yunexcemun

I[Tpu xopa B cTapyecka Bb3pacT (Haa 65 rogunu), Cmax 1 AUC Ha kaHAecapTaH ¢ MOBHINABAT ChC
cb0oTBeTHO NpHOAM3HTENHO 50% U 80% B cpaBHEHHe ¢ Mi1aaM JHLA. OTrOBOPET OT CTpaHa Ha
KPBBHOTO Ha/iArane obave H 4eCTOTaTa Ha HEXETAHHTE PEAKLMM Ca CXOAHH CJIER OMpPEacIcHa 103a OT
KAaHJAEeCapTaH LH/IEKCETHI/ XHAPOXIIOPOTHA3MA MPH MJIadH MALMEHTH H NMALMEHTH B CTAPYECKa BB3PacT
(BiDKTE TOuKa 4.2).

[Ipu naumeHTHTE C KO OO YMepeHo Texko 6rbpeuno yspexkaaHe Cmax u AUC Ha kaHaecapTaH
HApacTBAT 1O BPEME HA MOBTOPHHTE JO3HPOBKH CbC CHOTBETHO NpHOmM3uTenHo 50% u 70%, ro
TEpMHUHATHHAT t¥2 HE ¢€ MPOMEHA B CPABHEHHE C MALHEHTHTE ¢ HopManHa 6pbpeyHa GyHKIHS.
CHOTBETHHTE MPOMEHH NPH NMALMEHTUTE € TEKKO OBOpeyHO YBpeXaHe ca CHOTBETHO
npubauzuTenHo 50% u 110%. TepMHHATHHAT tY2 Ha KaHAecapTaH € NPUONHU3UTENHO ABOHHO MO-
BHCOK IPH TIALMEHTHTE ¢ TEXKO 6p0peuno yBpexaaHe, ©apMakOKMHETHKATA NPY NALHEHTUTE Ha
XEMOAHUATHN3a € CXO/IHA ¢ Ta3H IIPH MAaIMEeHTHTE C Texko 6B0peuHo yBpexaaHe.

B 1Be Npoy4BaHKA, H ABETE BKIIOYBALIM NALHEHTH C JIEKO 0 YMEPEHO YEPHOOAPOOHO yBpexaaHe, e
HabmoaBaHo ysennyeHne Ha cpeaHata AUC (Area Under the Curve) cbe cpeano 20% B eqHoTo
npoyusane u 80% B apyroro (Brwxre To4Ka 4.2). Hama HanuieH ONMT IIPH MALMEHTH C TEXKO
YepHOOAPOOHO YBpEXKIAHE.

Xudpoxropomuazuo
TepMUHATHUMAT t%2 HA XHAPOXJIOPOTHA3H] € YAB/DKEH MPH NMallHEHTHTE ¢ 6h0pevHo yBpexaaHe.

5.3 HpeaxkimHEEYHE JaHHH 32 0e300aCHOCT

Hama HAKaKBHY KQYECTBEHO HOBH JaHHH 338 TOKCHYHOCT HA KOMOMHAIMATA B CPABHEHHE C
HaOMoaaBaHUTe 32 OT/CTHUTE CHCTABKH. IIpH NpeAKIMHHYHKUTE NpoyYBaHUA 3a 6€30MacHOCT BUCOKH
A03H KaHaecapTaH uMaT edekT BrpXy Gp0peLTe H epHTPOLIMTHHATE NIapaMeTPH NPH MUILKH,
[LTEXOBE, Ky4eTa H MaliMyHH. KaHaecapTaH NpUYNHABA NOHWKEHHE HA ePHTPOLIMTHUTE NapaMeTpH
(epHTpOLITH, XeMOrno6uH, xeMaTokpHT). Kanpecapran npeanssukea edektH BbpXy 6nOpeumre (kato
pereHepanma, Awiatauus 1 6asodunus B TyOy/nuTe, MOBULICHH MIa3MEeHH KOHLICHTPALIMH Ha ypes U
KPEAaTHHHH), KOMTO MOXX€ Ja Ca BTOPHYHH Ha XMNOTEH3UBHUS €(EKT, BOJELL AC MPOMEHM Ha
6b6peunara nepdy3ud. BraousaHeTo Ha XMUAPOXIOPOTHAZHA MOTEHIMPA HE(PPOTOKCHYHOCTTA Ha
kaHnecapran. OCcBeH TOBa KaHZecapTaH HHAYLMpa XHAEpIUIa3sus/xuneprpodus Ha
JOKCTarJIoMepy/HuTe KieTkH. [lpueMa ce, ye Te3u NPOMEHH ca 1opagy GapMakoJOrHIHOTO ACHCTBHE
Ha KaHJecapTaH M ca ¢ MajKO KIIHHHYHO 3Ha4Y€HHE.

IMpu kaHaecapTaH ce HabmopaaBa GETOKCHYHOCT B KbCHATA OpeMEeHHOCT.

BrmouBaHeTo Ha XMAPXJIOPOTHA3ZKH HE IMOBJIMABA 3HAYUMO pe3yNnTara OT IPOy4YBaHMATA Ha
deTanHOTO pa3sBUTHE NMpH IUTLXOBE, MHIIKH H 3akLH (BIDKTE TOYKa 4.6).

KaxTo kaHaecapTaH, Taka M XHAPOXJIOPOTHA3KHA NOKA3BAT FTCHOTOKCHYHO JEHCTBHE B MHOT'O BUCOKM
KOHLIEHTpALIMW/ O03u. [JaHHHTE OT in vifro 1 in vivo H3CNE€BaHUATA 38 TEHOTOKCHYHOCT NMOKA3BAaT, Yeé €

MAJIKO BEPOATHO KaHAECAPTaH Ja OKa3Ba MYTareHHO WIH KJIaCTOreHHO AeHCTBHE NPH YCIOBUATA HA
KJIMHHYHA ynoTpeda.

6. GAPMAIIEBTHYHHA JTAHHH

6.1 CnouchK H2 IOMOIMHBATE BelIeCTBA

JlakTOo3a MOHOXHMAPAT,




I{lapeBUYHO HHULIECTE,
ITorngon K30,

Kaparenan (E 407),
Kpockapmenosa HaTpHH,
Marue3ueB creapar

6.2 HechrBMECTEMOCTH
Henpunoxumo.

6.3 Cpok Ba rogaoct

2 TOIMHH

Cpok Ha FOJJHOCT CJIel MBPBO OTBapsAHE Ha OyTHIKaTa:
3 Mecella

VcnoBHs Ha CBXpaHEHHE Clie]l ITbPBO OTBapsAHEe Ha OyTHIKaTa:
Ila ce cuXxpaHaBa npu TeMneparypa nox 25°C.
Ila ce chXxpaHABa B OPUrHHANIHATA OITAKOBKA, 34 [la C€ MpeaIa3H OT Bjara.

6.4 Cnenuangan YUIOBHS HA ChXpaHeHHe

Jla ce crxpansBa npu temneparypa noa 25°C. Jla ce cpxpaHaBa B OpMrHHATHATa ONAKOBKa, 32 Ja ce
npeanasu oT BJlara.

3a yCA0BHA Ha ChXpaHEHUe clell TbPBO OTBAPAHE Ha IEKapCTBEHHS MPOAYKT BIDKTE TOYKa 6.3

6.5 JIaHHH 32 ONAKOBKATA

Al/Al 6nucrep cwe cymmren: 7, 10, 14, 20, 21, 28, 30, 50, 56, 60, 84, 90, 98 wiu 100 TabaeTky.
Al/Al 6suctep ¢ nepdopaims 3a eOHHHYHA 1033 ¢bC cywuTen: 50 x 1 Tabnerky.

HDPE 6yTmika ¢hbC 3ammyluanka oT IOJMIPONKIeH U cywmmren: 7, 14, 21, 28, 56, 84, 98, 100 unu 250
TabneTKH.

He BcHukH BHAOBE ONakoOBKM Morat Aa 6baaT nycHat B mpogaxba.

6.6 CroenHa/1HH NpeANA3EE MEPKE OPH H3XBBLpJdHe H paboTa

Heuznon3BaHUAT JIEKAPCTBEH MPOAYKT WK OTHAABYHUTE MATEPHUANIH OT Hero TpAbBa Ja ce H3XBLPIAT
B ChOTBETCTBHE C MECTHUTE U3UCKBAHUA.

7. ITPATEXATEJ HA PASPEIIEHHETO 3A YIIOTPEBA
Sandoz d.d.

Verovskova 57, 1000 Ljubljana, Cnosenus

8. HOMEP(A) HA PASPEINIEHHUETO 3A YIIOTPEBA

Per.No: 20100228




9, JATA HA OBPBO PAZPEINABAHE/TIOAHOBSIBAHE HA PAZPEIIIEHHETO 3A
YIIOTPEBA

Ilata Ha oepBO pa3perwasane: 01.04.2010
Jlata Ha mocaeaHo nogHoBABaHe: 26.01.2017

10. JHATA HA AKTYAJINIUPAHE HA TEKCTA

12/2024




