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1. MUME HA JIEKAPCTBEHMUS ITPOAYKT

04 O

Kantad [Tmoc 16 mg /12,5 mg Tabaerkn & Y6 £F 15 -04- U5
Cantab Plus16 mg /12,5 mg tablets

2. KAYECTBEH U KOJIMYECTBEH CbCTAB

Besika TabieTka chabpika 16 mg kanaecapra wanekcerun (candesartan cilexetil) u 12,5 mg
xuapoxnoporuasu (hydrochlorothiazide).

[TOMOLLHH BELIECTBa ¢ H3BECTHO JelicTBue: Besika TabseTka chabpika 73,600 mg n1akTo3a MOHOXHAPAT

(lactose monohydrate).

34 NMbJIHUA CITHCBHK HA NMOMOLLHATE BEeUleCTBa, BHIKTE TOYKA 6.1.

3. JIEKAPCTBEHA ®OPMA

Tabnerka.

CBETN0KBATH NPOABAroBaTH Ta0AETKH, C ICJUTE/IHA YepTa OT €/1HaTa CTapHa.

4. KJIMHUYHHU JAHHH

4.1 TepaneBTHYHH NOKA3AHHS

KanTa0 [lmoc e nokasax 3a:
e JleyeHue HA eCeHUMAIHA XUNIEPTOHUS MPH Bb3PacTHH MAUHCHTH, MPH KOHTO HE CC NOCTHra
ONTHMAJIEH KOHTPOJI Ha apTePHATHOTO HasisraHe 4pe3 MOHOTEparus ¢ KaHaecapTaH UHACKCETH HIH
XHJIPOXJIOPOTHAZHAL.

4.2 Jlo3upoBKAa H HAYHH HA NPHJIOKEHHE

J1lo3upoBKa

[Ipenopbuntentara ao3a Ha Kanrab [lmoc e eana tabnerka BeAHBK AHEBHO.
[Tpenopbusa ce 1030BO THTPUPAHE € OTACAHHTE KOMIMOHEHTH - KaHAECapTaH UHJICKCETH 1
XHJIPOXJIOPOTHAZHAL.

OO6nyaiiHO aHTUXHUNEPTEH3HBHUS e(eKT ce NoCTUra B paMKHTE Ha 4 CEAMHLIK CJIe/l 3aMo4BaHe Ha
JICYEHHETO.

KoraTo € KIMHHYHO MPUEMJIMBO, MOXKE J1a e B3eMe NMpeJIBU/L AMPEKTHO NPEMHHaBaHe OT MOHOTEpanus
kbM siedenne ¢ Kanrab [lmoc.

[IpenopbuBa ce JI030BO THTPHUPAHE HA KaHAECAPTAH LUKWICKCETH/T MPH NPEMHUHABAaHE OT MOHOTEpan#us ¢
xuapoxnaoporrasui. Kanrad [1noc moxe na ce npujara Ha nauneHTH, YHETO KPbBHO HaAraHe He €
ONMTHMAIHO KOHTPOJIMPAHO C MOHOTEPANUS ¢ KaHaecapTaH LUHJICKCETH HIIH XHAPOXJIOPOTHA3H/L HIIH €
npuemaneTo Ha Kanrtad [1110¢ B MO-HUCKH J103H.

OGHYaiHO aHTHXUNEPTEH3UBHHS e(DeKT ce nocTHra B paMKuTe Ha 4 CeJIMHLH OT 3anoyBaH
JICYEHHETO.




Creyuanxu nonyaayuu nayueHmu

Iayuenmu e cmapuecka evipacm
[Tpy nanpeHTH B cTapyecka Bb3pacT He € HeoOXoanuMa KOpeKILHa Ha 103aTa.

ITayuenmu c svmpecb0080 0beMHO U3vepnsaHe

[Tpn pHUCKOBH 33 pa3BHTHE HA XHITOTOHMA NALUMEHTH, KAKBHTO Ca TE3M C EBEHTYATHO 0DEMHO H3YepIBaHe,
CeE TIpenopeyBa THTPHPAHE Ha 103aTa HAa KAHAECApTAH LMWNEeKCeTHN (NpY TAX MOXE Ja ce HMa TIpe1BUL
HayaHa 03a Ha KaHJecapTaH UHiIeKceTH oT 4 mg).

Ilayuenmu ¢ 6vbpeuro yapesxcoane

B Ta3d nomynaiMA ce NpeanoyuTaT OpUMKOBM [IPER THA3IMAHK Uy peTHUM. [1py nauueHTH ¢ NeKo 110
YMepPeHO YepHOAPOOHO YBpeKAaHe c¢ MPenopbuBa THTPHPAHE Ha 03aTa Ha KaHAECAPTaH LIHIEKCETH
(xpeaTHHHHOB KJIUpPHHC >30 ml/min/1, 73 m? TenecHa noswspXxHOCT (T11)), Mpeau xa ce 3aMmovyHe Je4eHHE C
KanTab ITmoc. Ipy Te3n nallHEHTH NpeNopbYUTEIHATA HAYATHA 1032 Ha KaHaecapTad LWiekceTHn ¢ 4
mg.

KanTab ITntoc e npoTHBONOKAa3aH NIPH NALIMEHTH ¢ TeXKo Ob0pegHo yRpexkjaHe, IPH KOHUTO
KpeaTHHHHOBHA KMHpBHC € <30 ml/min/1, 73 m? TII (8x. Touka 4.3).

Hayuenmu ¢ 4uepHoOpobHO yepedcoaxe

[Tpu nampeHTH © NIEKO 0 YMEPEHO YepHOAPODHO yBpeXKaaHe e Npenopbusa THTPUPAHE HA 103aTa Ha
KaHJecapTaH LIWIEKCETHII, TIPEIH Ia ce 3anoyne nedeHue ¢ Kantab [lmoc. [1py Te3un nauueHTH
NpenopbYBaHATa HavallHa 4034 Ha KaHJAecapTaH LUMIeKceTun € 4 mg.

[TpH nauyeHTH ¢ TEXKO YepHOAPOOHO yBpexkaaHe WK xonectasa Kantab [Lmioc e nmpoTHBoONokasaH
(Bxk. TOUKH 4.3).

Ileouampuuna nonyrayus

bBe3zonacHocTTa ¥ eprkacHocTTa Ha KanTab I'lmoc mpy Aeila Ha BB3pacT OT HOBOPOIAEHH Ao 18 roaHHu BCce
Ollle HE ca YCTAHOBEHH.

Hsmva HaTMYHM JaHHKH.

Ha4ynH Ha NPpHIOXKCHHC

[ lepopanmno.

KanTab ITnioc MoXxe na ce npreMa KakTo Ha rajgHo, Taka H ClIell XpaHeHe.

BroHanu4HOCTTA Ha KaHAECApTaH HE ¢¢ MOBIMABA OT MpHEMa Ha XpaHa.

He e ycTraHOBEHO KITHHHYHO 3HAYMMO B3aHMOACHCTBHAE MEXIY XUAPOXIIOPOTHA3N M XpaHarTa.

4.3 IlpormBonoxkazaHus

o CBpBbXYYBCTBUTEITHOCT KbM aKTHBHHMTE BEILECTBA (KaHAeCcapTaH LWIEKCETUT H/WITH
XAOPOXIJIOPOTHAZN]) WIH KBM HAKOE OT MOMOIHHTE BEIIECTBA, WIIN KbM aKTHBHH BEUIECTBA,
NPOU3BOAHHU Ha cyndoHaMuauTe (XUAPOXJIOPOTHA3K] € aKTHBHO BELIECTBO, IPOUIBOOHO Ha
CyNPOHAMUINTE).

BTopwn u TpeTH TpUMECTBP Ha OpeMeHHOCTTa (BXK. TOUKH 4.4 1 4.6).

Texxo YepHOOPOOHO YBpEXKAaHe U/WNTU XOJiecTasa.

Texko OB0peuHO yBpexaaHe (kpeaTHHHHOB KIMPBHC <30 ml/min/1, 73 m? TII).

PedpakTepHa XUNOKANHEMHUA H XHIIEPKATILIHEMHA.

Iloparpa.




4.4 CroenHaJHH npeaynpeXxIeHns H NPeINazHH MepKH PH ynotpeda

Bvbpeuro yepexcoane/6vbpeuna mpancnuianmayus

B Tasm nonynaiua ce NpenopbyBa W3IOA3BAHETO HA OPUMKOBUTE MPE THA3UIHHUTE WY PETHLIM. 3aTOBa
korato Kantab Ilmoc ce n3mnon3sa MmpH MauueHTH ¢ HapylueHa 650peuHa ¢pyHkims e Heobxoaumo
npocleAABaHe Ha HUBATa Ha KATMH B KpbLBTA, HA CEPYMHUA KPeaTHHHH M MHKOYHATa KHCETHHA.

HsiMa onuT 110 oTHolleHHe npuioxeHnero Ha KanTtab [Tmoc npn naumeHTH ciien u3BsplLieHa 6nbpeyna
TPaHCIUTAHTALIHA.

Cmeno3za Ha bvbpeunama apmepus
[Mp¥ maIMeHTH ¢ ABYCTpaHHA CTeHO3a Ha OhOpeunaTa apTepHs HITH ChC CTEHO3a Ha O6b0pedHa apTepus Ha

eIUHCTBEH OB0Opek, anrHoTeH3uH [I peuenroprnte aHTaroHUCTH (AT2 peLienmTOpHUTE aHTarOHUCTH),
MOTaT Ja TIOBMIIAT HWBATA HA KPhBHATA yped ¥ Ha KpeaTHHHHA B CepyMa.

AHecme3us u onepamueHu UHMepPEEeH YUY
[Tpy maumeHTH, KOUTO Ca NEKYBaHU ¢ aHI'AOTEH3HH 1] peuenTOpHHTE aHTaroHHUCTH, 10 BpEMC Ha

aHeCTe3NA M ONepaTHBHY WHTEPBEHLIMH € Bb3IMO)KHA XHIIOTOHUS Nopaly Ookana Ha peHUHR-aHTHOTEH3WH-
ATOCTEPOHOBATA CHCTEMA. MHOTO pAAKO, XHIIOTOHUATA MOXKCE Aa € TeXKKa H Aa H3VCKBA HHTPaBCHO3HH
BITHBAHWA WHITH TIPWICKEHUE Ha Ba3OTIPECOPH.

Bvmpecvdoso obemng uzuepneae
I'py nauneRTH C BETPECHAOBO 00EMHO W/UNK HaTPUEBO H3IYEPNBAHE MOXE J1a CE pa3BHe CHMITTOMAaTHUHA

apTepHaHa XHITOTOHMS, KaKBATO € onucaHa NMpH NPUIoKEHHE Ha APYTH CPEeaCTBa MOBINABAILH PEHUH-
aHTHOTEH3WH-aN10CcTepoHoBaTa cucTeMa. ETo 3amo, He ce npenopb4sa ynorpebara Ha Kantad [1ntoc,
NOKATO TOBA ChCTOAHHE HE Ce OBNTajgce.

Anecmesus u onepayuy
[Tpy nanMeHTH, KOUTO Cca IEKYBAaHH ¢ aHruoTeH3UH 1l pelenrropHUTE AaHTAarOHUCTH, MO BPEME Ha

aHeCTEe3WsA M onepalid ¢ Bb3MOXKHA XHITOTOHNA nopaau 010kaa Ha peHHH-aHTHOTEH3HH-
aJlJIoCTEpOHOBATA cCHCTeMa, MHOTO pstiko, XUIIOTOHUATA MOXKE A2 € TeXKKa M Xa M3IHCKBA UHTPABEHO3HH
BITHBAHHA W/WTH NIPHJIOKEHHE Ha BA30OIPECOPH.

Yeprodpobuo yepexcoane
Tnazunute TpaGBa Oa € U3MON3BAT C MOBULLEHO BHUMAHNE NPH NALIMERTHU C HAPYLIEHA YepHOApoOHa

GYHKLIMS WIH porpecupailo yepHoapoOHo 3adonssaHe, 3ali0TO NPH TAX HE3HAUNTENHH MPOMEHH BbB
BOOHO-EJIEKTPOJHMTHU GanaHc € BB3IMOXHO Ja NPOBOKHPAT HACTBIIBAHETO Ha XEIaTanHa KoMma.
JIuncaa xnnaryeH onuT ¢ Kanta6 [Imoc npyn naunesTy ¢ YepHoapoOHO yBpexaaHe.

Aopmua u mumpanna cmeroza (06cmpykmugHa xunepmpo@uuHa KapoOuoOMuUoRamus

[Tpx manueHTH CTPAJAMIM OT XEMOANHAMWYHO 3HAYHMA 2a0PTHA WIH MUTpPalTHa CTEHO3a, WITH OT
0O6CTpyKTHBHa XHriepTpodiHa KapIHOMHUOTIATHA, ce Ipenopk9Ba n3nonssaHero Ha Kanrab [Tmoc, kakro
M Ha OPYTH Ba30QHJIATaTopy, 1a Ce H3BBPIIBA C MOBHIEHO BHUMAHHUE.

ITvpeuyen xunepandocmepoHuUIbM
Karo uajio malMeHTHTE C ThPBUYEH XHNEPATAOCTCPOHUIBM HE OTTOBApAT Ha JICUCHHETO C
AHTHXHINEPTEH3NBHH NIEKapCTBEHH MPOOYKTH, OeHCcTBAIIY Ype3 HHXHOHpaHe HA peHHH-aHTHOTEH3HH-
aJnocTepoHOBaTa cucTeMa. ETo 3amo ynorpebarara Ha Kanra6 ITmioc B Ta3u NOMyNaUMs HE CE o
npenopnL4Ba.




Enexmponumnu HapyuierHua
CepyMHHUTE eNIeKTpoiIUTH TpsaOBa Aa ce N3cienBaT Ha MOAXOAAINM HHTEpBaNtU. THA3HINUTE, BKITIOUHTEIIHO

XHAPOXJIOPOTHAIHA, MOraT Ja NMPEOU3BUKAT PA3BUTHE Ha EASKTPOTHUTHH HAPYLUIEHHA — XHIICPKUTLIHEMHA,
XHUTIOKAITMEM A, XUTIOHATPUEMHA, XHTIOMArHe3HEMHUA U XUMMOXJIOPEMHTHA aIKalosa.

TwaznaHuTe IHYPETULIM MOTaT Ja MPUYHMHAT HaMaJIfiBaHe Ha YPUHHATA CEKPELHA Ha KATLHH H J1a
Mpean3BUKAT NePHOIUYHO JIEKO MOBUIIABAHE HA KOHLIEHTPALHATA Ha KATLHUH B CepyMa.

W3paseHara xunepkaluueMus Moxe Na e bener Ha HeM3ABEH XMNepnapaTHpeouaIn3bM. I1penn 3anousane
Ha JIeYeHHe C THA3UN TpsAOBa na ce uicnensa (yHKLUUATA Ha OKOJIOLXUTOBHIHHUTE XITE3H.
XvapoxnopoTuasu MOBHILABA J0303aBUCUMO YPUHHATA EKCKPELIMA Ha Kalnii, KOeTo MOke Jla JOBEJE 10
pa3BUTHE Ha XHnokanuemus. Cuura ce, e To3M edekT e no-cnabo uipaseH npy NpueM Ha KOMOUHaUHUATA
— XUAPOXJIOPOTHA3UA M KaHAECAPTaH LIIIEKCETH.

[Tpu nauneHTH ¢ YepHOAPOOHA LMpO3a, ITPH MALMEHTH ¢ TIO-CWIHO W3paileHa quypesa, IIpH MalueHTH
NPHEMAIIY KOPTHKOCTEPOUAM WITH aZIpeHOKOPTHKOTporneH XopMoH (AKTX) 1 npu matyeHTH ¢
HEJOCTATHYECH TEPOPAICH TIPHEM Ha ENCKTPONTUTH, PUCKET 32 Pa3BHTHE HA XUTIOKATTHEMHS € MTO-TOIIAM.
TuasnawTe MOBAUIABAT YPHHHATA EKCKPELIHA HA MarHe3nid, KOETO MOXe J1a IOBEIE IO Pa3BUTHE Ha
XHUMOMAarHe3UEMHUS.

JTeuenneTo ¢ kaHAECAPTAH UWIEKCETIWT MOXE [a MpeAN3BHKa XuIepxanieMus, ocobeHo MpH NaLMeHTH
CHC CBPACYHM W/UIK 6b6peTHU yBpeXIaHHA. EqHoBpeMeHHOTO NipHioskeHue Ha KanTab [Dmroc ¢ xanwit-
NECTAIH Uy PETHLIM, KATUEBY TIpeapaTH WIH 3aMECTHUTENTN Ha roTBapcKara con, KakTo H ¢ IpyTH
JIEKapCTBEHH MPOIYKTH, KOXTO OMXa MOIITH a MOBHIIAT CEpyMHAaTa KOHUEHTpALHMA Ha KaTHH (Harmp.
XernaprH HaTpuil), MoXke fa JOBee 0 NMOBHIIABAHE Ha Kanus B cepyMa. Ilpu Hy>kaa cepyMHaTa
KOHLIEHTpalNya Ha Kanui TpabBa Ja ce KOHTPO/IHpa.

Memabonumnu u eHooKpunHu erexmu
TrasngauTEe OMYpeTULIM MOTAT Aa HapyLIaT rTMOKO3HHA TonepaHc. Tosa Tpa0Ba 1a ce Ma NpeaBHA NpU

MAIMERTH ¢ anabeT, 3alHOTO MOXKE 1A Ce HAIOKH KOPEKLIMA Ha J034aTa Ha aHTHUUA0ETHUTE JIeKapCTBEHN
NPOAYKTH, BKTIOUUTEIHO M HA MHCYNTHHA. [1o Bpeme Ha nedeHHe ¢ THA3UAHN JUYPETHLIH MOXe Ja ce
MaHWdecTHpa narcHTeH quaber.

Habmoparana ¢ Bpb3ka MeX Iy NpHUEMa Ha TUA3NIHW JUYPETHIIH H NMOBUILABAHE Ha KOHLIEHTPALUWUATA HA
xonectrepon ¥ Tpuranuepuay. Ilpu noswte, kouto ce chabpkat B Kanrab Inioc, ca Habnrogasaum camo
MHUHHMATHH €PEKTH.

THazHOHUTE THYPETULIH NIPEIM3IBUKBAT NOBUIIABAHE HA KOHIICHTPALIMATA Ha MHKOYHA KHUCEJTHHA B CepyMa
M TIPH NpEOpa3NoiokKeHN NAlHeHTH MOraT Aa ITPOBOKUPAT pa3BUTHETO Ha Iojarpa.

[Ipn ynorpe6ara na Kanrtad ILntoc Te3n edexTtn ca MUHUMANHU.

DomouyecmsumeiHocm
HMa cuollieHus 3a peakuuy Ha cbﬂTn'{yBCTBHTeancT [10 BpEME HA JICYCHHUETO ¢ THASHOHH JHYPETHLIH

(B%. Touka 4.8). AKO ¢e pa3BHe peaKlHsa Ha (POTOMYBCTBHUTEIHOCT, CE& IPETIOPBYBA 1A CE CTPE JICUEHHETO.
AKO BE300HOBABAHETO HA JTEYEHUETO € KpalHO HEOOXOIUMO, CE IPETIOPHYBa NMpearna3BaHe Ha KOXHUTE
30HH, KOWTO ¢4 HIJTOXKEHN Ha CTRHUYCBH JThYH UIIH HA H3KYCTBEHA Y B CBET/IHHA.

Obuiu
I1py naumeHTH, YAHTO CBAOB TOHYC U OLOPEYHa QYHKIEMA 32aBUCAT TMTABHO OT aKTHBHOCTTa HA peHHH-

aHTHOTEH3WH-AIAOCTEPOHOBATA CUCTEeMa (Hamnp. NALMEHTH ¢ TeXKa 3aCTOHHA ChbpJEeHAa HEJOCTATBIHOCT
WIH nmomiexaino 660pedrno sabondBaHe, BKITIOYUTENHO ¢CTeHo3a Ha Ob0pevnaTa aprepus), vMa
CHOOUICHM, Je JICIEHHETO ¢ IEKAPCTBEHU NPOXYKTH, KOUTO TIOBIHABAT Ta3M CACTEMA, BKTIOUHUTEHO
AIIPB, ¢ cBBp3aHO ¢ OCTpa XHNOTOHHHUA, a30TEMHS, OJIOTYPHUS WIH PAKO ¢ 0cTpa OBOpeyHa
HeAOCTAaThUHOCT. KakTo npy BCHYKW aHTUXUNEPTEH3NBHH CPEACTBA, FOIAMOTO NMOHKABAHE
APTEPHATHOTO HAIAFaHe NPY NalUEHTH C UCXeMHU4HA D0NECT Ha CHPLIETO UITH apTEPOCKIIE
MO3Bb4HO-ChI0Ba OOoNeCcT MOXKE Aa J0Be/de 00 pa3BMTHE Ha UMHPAPKT HAa MHOKapAa WiIH HH
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Ha CBPBEXIYBCTBHUTENHOCT KbM XHIPOXJIOPOTHA3KW/ MOTAT 1A C€ Pa3BUAT KaKTO MPH NALIMEHTH C aHAMHE3a
3a aJieprya WM GpoHXnaHa acTMa, KakTo U IpH NalneHTy €3 TakaBa aHaMHesa, HO TIPH IThPBHTE
BEPOATHOCTTA € MO-TOAMA.

[Tpw ynoTtpeba Ha THa3WIHU AUYPETHLIN HMa ChOOILEHHS 3a cK3allepOaliis HITH OTKITIOYBaHE HA CUCTCMEH
SIYTIYC €PHUTEMATOEC.

AHTHXHNEpTeH3UBHUAT edekT Ha KanTab [Lmoc Moxe aa ce moTeHIMpa OT pYTH aHTHXUTIEPTEH3HBHH
CPERCTRA.

Kantab [Lmoc cbabpka nakTo3a MOHOXHIOpAT.

[TaieHTH C pedKH HacIeACTBeHH MpobieMH Ha HEMOHOCUMOCT KbM (pyKTO3a, ranakro3Ha
HEMOHOCHUMOCT, Laap nakTo3eH AedUUMT MK IMOK030 — ranakTosHa manabcopbups, He Tpsadsa na
npueMar TO3H NPOAyKT.

bpemennocm

[To BpeMe Ha OpeMEeHHOCT He TpAORA [1a ¢ce 3aMoyBa JieyeHne ¢ aHTHOTEH3HH Il penlenTopHH aHTaroHNUCTH.
OcBeH aKo NMPOTBNKABAHETO HA JIEYEHHETO ¢ aHTHoTeH3UH ] pelieMTOpHY aHTaroHUCTH HE Ce CMATa 3a
KpaitHo HeobXoauMo, MaUEHTKUTE, KOWTO CMATAT Ja 3a0peMeHedT, Tpa0Ba a IpEMUHAT Ha JIEUCHHE C
aNTEpPHATHBHO aHTUXHIIEPTEH3WBHO CPEACTBO, KOETO € ¢ J0Ka3aHa 0€30MacHOCT Mo BpEME Ha
OpeMEHHOCT.

[Tpm ycTaHOBABaHE Ha OpPEMEHHOCT, IedeHNeTo ¢ anrHoTeH3HH II peuerrropan antaroHucTH Tpsibsa Oa
crpe He3abaBHO M, aKO TOBA € HEOOXOIUMO, /1A Ce 3aN0YHE ATTEPHATUBHO JieueHue (BX. ToukH 4.3 ¥ 4.6).

4.5 B3iaumoaelicTBHe ¢ IPYTH JeKAPCTBEHH NMPOAYKTH H APYrH GOPMH Ha B3aHMOAEHCTBHE

CobeIHHEHNUATA, N3CIeIBaHy B KJIWHAYHH GapMakOKWHETHUHH NMpOY4BanNs, BKIIOYBAT BapdapuH,
IHTOKCHH, MEPOPAITHH KOHTPRUeNTHBY (T.e. CTUHHISCTPAINOII /IEBOHOPTeCcTpen), rInbeHKNaMua U
HHequIiH. B Te3n mpoydBaHHMA HE ca YCTAHOBEHM KITHHWYHO 3HAYUMH (apMakOKHHETHYHH
B3aUMOICHCTRUA.

Moske n1a ce 0YaKBa KUTHH-TyOSIuAT epeKT Ha XMOPOXJIOPOTHA3N AA CE TTOTEHIHMPA OT APYTH
NEKApCTBEHH TPOOYKTH, CBBP3aHH Cbe 3aryda Ha Kamui M XUnokanueMus (Hanp. Apyrd Kanui-ryoemu
IVYPETULIM, JTAKCATUBH, aMdoTepHLIMH, KapObeHOKCOTOH, NeHHUWITHH G HaTpHii, MTPOU3BOAHH Ha
CanHIMIOBaTa KHCETNHA, cTepounu, AKTX).

EnxoBpeMeHHOTO npuioxkeHue Ha Kantab ITnroc ¢ xanni-chxpaHsBsaliy ANy peTHLH, KanueBH nobasxy,
3aMECTHUTENIM Ha roTBapcKaTa CoJl, CbAbPXKALINA Kanui, Wik Ipyry NeKapcTBEHN NMPOAYKTH (Harlp. XenapuH
HaTPHIt), MOXKE J1a MOBHULIK CTOWHOCTHTE Ha cepyMHus Kanull. [Ipyu HeobxoaumocT TpsabBaa ce
npeanpueMe MOHUTOPHPaHEe Ha CEpyMHNSA Kanui (BxK. Touka 4.4).

VHAyIMpaHuTe OT JRYPETHLN XUITOKAITUEMUS W XUITOMATHEIUEMHA NPEApasfnonaraT KoM pasBHTHE Ha
MOTEHIHATHY KapAUOTOKCHYHH eekTH Ha RUTUTATHCOBHTE TINKO3WAH W aHTHAPHTMHUYHHTE NpETnapaTH.
[IpenopruBa ce nepHogUYeH KORTPOJ Ha cepyMHMsA kanui, korato Kaurab [ Lirroc ce nmpunara ¢ Takusa
JIEKAPCTBEHH NMPOAYKTH, KAKTO M ChC CIICAHUTE NIEKAPCTBEHU NMPOOYKTH, KOUTO MOTAT Ja NpedXW3BHKaT
wforsades de pointes ”;

* AHTHMApHTMHYHHK NpEnapaTH oT Kiac | a - XUHHUAKUH, XUAPOXHHHULEHNH, JIH30NTHPaMW]I;

e AHTHapuTMHYHM npenapatn ot kiac [1I - amuonapoH, cotanon, roderunna, HOyTIIHA;

e Hsxon aHTUNCHXOTHIM - THOPUAA3HH, XJIOPINPOMA3NH, JIEBOMEIIPOMA3UH, TpUQIIyOonepainH,
LIUAMEMA3HH, CYIMUPHA, CYITONPHA, AMUCYNITNPUI, THAITPUA, TAMO3N], XalonepHaon,
LpOnepHaoNn;

e Jipyrun — Genpuani, UH3anpua, audeMann, XanodaHTpuH, KeTaHCEPHH, MU30Ma
NNEeHTAMHIMH, criapduiokcauuH, TepeHaauH, BUHKGaMWH, EpPUTPOMHLIMH.




[Tpy egHOBPEMEHHOTO NpHEMAHE HA JTUTUEBH TIPEIIAPATH ¢ MHXHOUTOPH Ha aHTHOTEH3HH-KOHBEPTHPAINHA
eH3uM (ACE) 1 xugpoxniopoTHasul WMa ChoOIIeHUA 32 00paTUMO NOBHIIABAHE HA CEpYMHATa
KOHLIGHTPALMA Ha JINTHI, XaKTo ¥ NpOosABH HAa TOKCHYHOCT. Ma crobuienus 3a nogobeH edekT U npH
fipHeM ¢ aHTHoTeH3MUH [I pellenropHu aHTaroHucTy. Ilopagy Tosa, MPHUIOKEHUETO HA KaHIECapTaH |
XHIPOXJIOPOTHA3W/ C INTHE He ce MPeNopBYBa. AKO IPWIOKEHHETO Ha Ta3¥ KOMOHHALIMA CE OKaxke
He0OX0IMMO, CE MPENopbYBa BHUMATE/IEH KOHTPOI Ha CEpYMHATa KOHUESHTpallHMd Ha TUTHA.

[Ipy1 eZHOBPEMEHHOTO NPWIOKEHNE HA AHTMOTEH3KH [ peLienTopHH aHTArOHNUCTH C HECTEPOUIHH
npotuBoBb3nanuTentu cpenctsa (HCIIBC) (1.e. cenexrupnn COX-2 HHXHOUTOPH, aUeTHICANHLIKIOBA
xkucennHa (>3 g/nHeBno) n HecenkTBH HCTIBC) Moke na ce Habmonasa oTcnadbsaHe Ha
AHTUXHIICPTEH3UBHHS edexT.

Kakto v npn ACE uaxuburopute, eqHospemerHoto npunoxenue Ha AIIPb w HCTIBC npencrasmnsasa
PHCK 3a BIomaBaHe Ha ObOpeuHaTa QyHKIMsA, pazBuTHe Ha 60peyHa HEAOCTaTRYUHOCT, KaKTO M 32
NOBHUIIIABAHE HUBATA HA CEPYMHHA KAITHIf, 0cOOEeHO MpH NAaUNEHTH ¢ MPEABAPUTENHO HapyineHa ObOpeyHa
dyuknust. Tazn koMOMHaLMA TpsAOGBa 1a ce Mpuiara ¢ NOBUIIEHO BHUMaHNe, 0CODEHO TIPH NMALINEHTH B
crapyecka shapact. [TaupenTure TpabBa ga OBAaT aiekBaTHO XHWAPATHPaHH U MO BpEME HA TeparnuaTa
TpsOBa 1a ce U3BLPUIBA Mpocieaapane Ha 6b6peTHaTa GyHKUMA, KAKTO ¥ TEPHOIHTHO CIIe] TOBA.

JIMypeTUIHNSAT, HATPHHYPETHIHHAT ¥ aHTHXHUIIEPTEH3UBHHAT €eKT Ha XHAPOXIOPOTHAIN] Ce ITOATHCKAT
ot HCIIBC.

Pe30pOunaTa Ha XHAPOXJIOPOTHAZH] C€ NOATHUCKA OT KONECTHUIION UITH KOJNIECTHPAMUH.

XYapoXnopoTHa3Ka MoKe Ia NOTEHUMpa eeKkTa Ha HEACTIONAPHIUPALLMTE MAOPETIAaKCAHTH ((Harp.
TyOOKYpapHH).

TwasuaHuTe JHYpPETHIM MOTAT JIa IMOBAIIAT CEPYMHATA KOHLEHTPAUHA HA KATUH nopaly noHWKaBaHeTO
Ha eKCKpelMAaTa My. AKo e HeoOxoauMo Ia ce npelnyile XpaHuTeNTHa 106aska, chabpKallla KaniHid, Wik
BATaMuH D, TpabBa 1a ce ¢rneau cepyMHaTa KOHUEHTPALIMA Ha KaNuUui ¥ 103aTa /1a ¢ce KOpHIHpa cropen
HEA.

B1u3MOXHO € THA3UOWTE A2 TOTEHIMPAT XHTIEPrITHKEMH3NpaInns epekT Ha Oera-OoKepHTE M Ha
ANA30KCHA,.

B13M0XHO € THA3HOHUTE OIHYPECTHLM A3 NOBHULIAT PHUCKA 34 Pa3BHTHE Hd HCXKENNAHH PCAKLIMH TIPH TIPHEM
Ha aMaHTalHH.

B153MOXHO € aHHXOJTHHEPrHYHHTE cpeAcTBa (Hanp. aTPpoNyH, OUTICpHICH) da MOBHIDAT OMOHATUUHOCTTA
Ha THA3HIHWTE QUYPETHIM Ype3 MOATHCKAHE HA CTOMAITHO-YPEBHUS MOTIWIHTET U 3abaBsaHe Ha
CTOMAIITHOTO H3Ipa3BaHe.

B13MOXHO € THa3WIHHTE AHYPETHIH 1a HaMaTAT ObOpedHaTa eKCKpeLUsA Ha IUTOTOKCUYHH JIEKAPCTBEHH
npoayKTH (Hanp. uuknogocdamMua, METOTPEKCAT) H 1a MOTEHUMPAT MHENOCYTIPECHBHUAA UM e(eKT.

[Tpn eqHOBpEMEHEH NIPHEM € ANTKOXOJ1, HapOHTYpaTH MK AaHECTETHLIM MOXKE Na CE YTEKHU
OpPTOCTATHYHATA XHITOTOHHS.

JleyeHHeTO C THA3NIEH AUYPCTHK MORKC [1a BJIOILH INIKOKO3HHA TOJICpAHC. Moxe na e HeobX
KOpCKLUHUA Ha J03aTa Ha aHTH,D,HEIﬁETHHTE JICKAPCTBCHH NPOOYKTH, BKITKYHUTCITHO H HA HH




MeTtdopMmuH TpsAOBa 1a ce Mpuiara ¢ MOBAIICHO BHUMAaHKE MOPaIH PHCKa OT pa3BHTHE Ha JTaKTOALIMA03a,
HHAYLIHpaHa OT eBeHTyanHa 60peurHa HeAOCTATLYHOCT, CBBP3aHa C MPUEM Ha XNIPOXIOPOTHAZHL,

XUIgpoxnopoTHasug Moske Ja rpean3Buka otcnabeaxne HA OTTOBOpa KbM NEHCTBHETO HA NPECOPHUTE
aMWHH (Hanp. afipeHaH), HO He J0 CTENEH Ha JIMICca Ha NPecopeH cekT.

XuapoxaopoTHasil MOKeE J1a TIOBUIIIH PHCKA 3a pa3BUTHE Ha OCTpa ObOpeyHa HeJoCTaThYHOCT, 0cobeHo
MpH MPHIOKEHNUE HA HOOHW KOHTPACTHH BEUIECTRa BLB BHCOKH JIO3H.

EaHOBpeMEHHOTO ICUCHHUE C LIMKIIOCTIOPYH NMOBHLIABA PHUCKA OT Pa3BUTUE HA XUNEPYPUKEMHS
YCIIOOKHEHHMA OT TMNA Ha nojarpa.

EnHoBpeMeHHOTO JieueHue ¢ OaxnodeH, aMupOCTHH, TPUUMKANYHH AaHTUACMPECAHTH WIH HEBPOJIENTHIIH
MOJXKe I3 NoBene 40 NOTEHLMPAHE HA AHTHXHIIEPTEHIMBHNA €¢PEKT U HHIYLUpaHe Ha XUTIOTOHHS.

4.6 @DepTHIHTET, OPEMEHHOCT H KBPMEHE

bBpemennocm

He ce npenoppuBa npyeMa Ha aHTHOTEH3UH ] pellenTTopHM aHTarOHUCTH NPE3 ITbPBUA TPHMECTLP OT
OpeMeHHoCTTa (BXK. TOYKa 4.4). [To BpeMe Ha BTOpUA U TPTHA TPUMECTELDP Ha OpeMeHHOCTTa, NpreMa Ha
aurvoteH3ud Il pelienTopHU aHTAaroHUCTH € NPOTHBOIOKA3aH (BXK. TOYKH 4.3 U 4.4).

ErmaeMHONOTHYHATE JaHHH, KACACHIX PHCKa OT TeparoreHeH edekT cnel npyeM Ha ACE naxubuTop
npe3 MbPBHA TPAUMECTLP OT OPEMEHHOCTTA He ¢a eHO3HAYHHU, HO BCE [TaK HE MOXE [Ja CE U3KITIOTH JIEKO
[IOBUINABAHE Ha pUcKa. Makap na HAMa KOHTPONUPaHH EIMUAEMHUONOIMYHN NaHHH, Kacaellly pUCKa NpH
npuem Ha AIIPA, npy To3U Knac iekapcTBa MOXKE 1a ChIIECTBYBa MoaobeH puck. OCBeH ako
npoabixaBaHeTo Ha JeveHueTo ¢ AIIPA ne ce cMaTa 3a kpaliHO HeoOX0aUMO, [IPH NALMEHTUTE, KOUTO
Bb3HaMepsaBarT aa 3abpemMeHedT, TpAOBa Aa ce NPEeMHHE KM JIeUeHUE ¢ alTepHATHBHO
aHTHXUTEPTEH3HBHO CPEACTBO, KOSTO HMa yCTaHOBeH npodua Ha 6e3onacHocT 3a ynorpeba no BpeMe Ha
OpeMenHocT. [Ipu ycranoBABaHe Ha OpeMeHHoCT fiedeHneTo ¢ AIIPA TpabBa 1a ce cnpe He3abaBHO Y, ako
€ YMECTHO, /13 IpeANpPHEME ANTEPHATHBHO JICUEHHE.

HaBecTHO e, de excriozwumaTa Ha AIIPA nipe3 BTOpHA U TpeTHA TPUMECTHP Ha OPEeMEHHOCTTA HMa
deroTokcuuer edekT (HamaneHa 6b0peTHaTa PyHKLMA, ONUTOXUAPaMHHOH, 3abaBeHa ocnUKaLKa Ha
YyepelHUTe KOCTH) 1 HEOHATAIHA TOKCHYHOCT (Oh0pedHa HeJOCTaTHYHOCT, XHITOTOHNA, XEIepKaTHEMAA )
(mxx.Touku 4.3 u 4.4).

[Tpu excnosnuys Ha AlIPA ¢nen HauyanoTo Ha BTOpUsS TpUMECTBP Ha OpeMeHHOCTTa, ce NpenopbyBa
exorpadcka oLcHKa Ha OBOpeyHaTa PYHKHKA W ChCTOAHHETO HA HEPENTHUTE HETIOCTH.

Kspmauera, unuTo makiku ca npuemanu AIIPA, rpabea na ca noa HenocpencTseHo HaONKAEHHE 3a
pPa3BHTHE Ha XUTTOTOHUA (BXK. TOUKH 4.3 U 4.4).

Xudpoxropomuazud
KNMMHHYHHAT ONUT Kacacl) pUCKa OT MPUEM Ha XHUAPOXJIOPOTHA3ZH] 10 BpeME Ha OpEeMEHHOCT €
OrpaHMYeH, 0CODBEHO Mpe3 ITbPBHA TPUMECTHP. IIpoyuBaHUATA IPH KHUBOTHY €4 HEAOCTATHYHH.
XHApoxJIOpoTHA3N] NPeMHHABa Npe3 nualeHTara. B»3 ocHOBA Ha (papMakoIOrHYHUA MEXaHN3BM Ha
AeNCTBHE Ha XHAPOXJIOPOTHA3H, MOXE a CE€ O4aKBa, 4e NPHEMa MY TIpe3 BTOPUA U TPETUA TPHMECThE-HE
OpeMEHHOCTTA € BEPOATHO Ja KOMIPOMEHTHpA deTo-maleTapHaTa nepdy3Hs ¥ aa ce oTpas




ILUTOIa ¥ HOBOPOJICHOTO KaTo MKTep. B13MOXHU ca HaApYLIeHHs Ha BOAHO-eNEKTPOIIMTHHA bananc u
TpoMbouHUTONIEH NS,

XunapoxnopoTHa3HI He TpAOBa N1a ce TIpuiara, npyd 0TOLM [o BpeMe Ha OpeMeHHOCT W IeCTallHOHHA
XUTIEPTOHNA, MOPAIH PHCK 0T MOHMKaBaHe Ha IUTa3MEeHHS obeM M mnauerapHa xumnonepdysns, 6e3
braronpuaTeH edekT BLPXY XoOa Ha Donectra.

XuapoxiopoTHa3ua He TpaOBa N1a ce TIpHiara npy eCeHILMaIHa Xureprpodus npyu OpeMeHHN KEHH, OCBEH
B CJTy9alTe, KOTAaTO He MOXKeE 1A Ce TIPHIIOKH OPYTO JIEYeHHe.,

Kvpmene

Anzuomensun II Peyenmopuu anmazonucmu (AT2 peyenmopnu anmazonucmuy):

[Tonexe nuncea nHGopMalma, kacacia ynorpedara Ha Kanrad Ilmoc o BpeMe Ha kbpMeHe,
npunoxenunero Ha Kantab Ilmoc He ce npenopbuBa, kaTo 3a NpeaIOYMTAHE JIEYEHHUE C ANTEPHATHBHA
JIEKAPCTBEHHM CPEACTBA, KOUTO UMAT YCTAaHOBEH Mpo¢iT Ha He30MacHOCT NMpH KbpMeHe, 0CobeHo TpU
KbPMECHE Ha HOBOPOICHO WIIH HEJJOHOCEHO bede.

Xudpoxnopomuasuo:

[Tpu xopa XHAPOXIOPOTHA3N], CE EKCKPETHPA B KbPMATa B MANTKO KOMWYECTBO. T Ha3UINTE BLB BUCOKH
JI03M, TPEIU3BUKBANIY HHTEH3NBHA JHYpE3a, MOTaT Ja HHXuOupaT 00pa3syBaHETO HAa KbpMa.
Hanon3sanero Ha KanTab [1ioc o Bpeme Ha kbpMeHE He ce MPernopbyBa.

4.7 EdexTn BLpxy ciocobnocTT2 32 mopupane 1 padora ¢ MalIHHM

He ca npaseH# npoy4YBaHus Ha e)eKTHUTE BbPXY CNIOCOOHOCTTA 3a WodgHupane i pabota ¢ MalKHH. [Tpu

wWwodupaHe u paboTta ¢ MAIUKHKA TPAOBA A C€ MMAT MPEABUI PESAKUTE Cy4yau Ha 3aMaiBaHe WK
OTHaZHANOCT Mo BpeMe Ha nedeHHeTo ¢ Kanrab Ilmoc.

4.8 HexenaHn JexapcTBeHH peaKIIHH

B KOHTpONMHpaHNTE KITHHWIHHA NIPOYYBAHUA HA KAHAECAPTAH LIIIEKCETHII/ XNAPOXJIOPOTHA3W] HeXelTaHNTe
peaKIlMH ca JieKH U rTpeXxonHu. Cly4auTe Ha oTNaaHe NopaJiH HeXeNlaHW peakiiiK ChC CXOJHa YecToTa B
IPYIINTE Ha KaHAEeCApTaH MUIeKceTwI/ Xuapoxnopotrasng (2,3-3,3%) u ninauebo (2,7-4,3%).

B xnuHHYHUTE MMpovy4YBaHHUA Ha KaHACCapTaH LWICKCCT wn/ XHAPOXJIOPOTHAIHA HOKCTARNTC PCAKLIHA Ca
CBCIACHH A0 TaKHB4, 34 KOHTO HMa [10-paHHHA C'bﬂﬁHJ,EHHH (ipH KangccapTaH BWHICKCCTH WHIH

XHAPOXJIOPOTHA3NA,

B nmapexara Tabanua no-gony ca NpeACTaBEHH HeXeJlaHWTE PEaKUHUH OT KITMHAYHUTE NpOy4YBaHHUs U
NIOCTMapKETHHIOBHA OIMHUT. B cOopeH aHanm3 Ha JaHHWUTE OT KIMHHYHMATE ITPOYYBAHUSA MIPH TALUEHTH C
apTepHaIHA XUTIEPTOHHA HEXKEIAHWTE peakdid KbM KaHAecapTaH UWIEKCETHUN ca ZepHHNPaHU criopek
YeCTOTATa Ha BB3HHKBAHE [TIPH MpHEM Ha KaHIecapTaH WWICKCETHT, HaIBHIIaBana ¢ noxe 1% vecrorara
NIp® TIip¥eM Ha 1ane6o.

Hznonisanure B TabnuiuTe B Tovka 4.8 decToTH ca kakTo cieasa: MHoro dectu (>>1/10), sectu (>1/100
go <1/10), segectu (=1/1000 go <1/100), peaxu (=1/10 000 go <1/1000), MHoro peaku (<1/10 000), ¢
HEW3BECTHa 9eCcToTa (0T HAJTMYHHUTE JJAHHH HE MOXE Ja ObIe HANPAaBEHA OLIeHKA).

CHcTeMOo-0pransH KJacoBe YecroTa Hexenana peaxnug——-—
HHdex1inm ¥ HHBECTALHH YecTH PecrivparopHa nHpexups” N RLD
| HapyineHys Ha KpbBTa M MMM(pHaTa MHoro peaxu JIeBKONIEHMSI, HEYTPO _-,_(@i-'A

g < A




IMMHKOYHHATE ITbTHILA

CHCTEMA arpaHyJnolUHTOo3a

Hapyinenus Ha meTabomu3IMa U MHoro penkm XHUNEPKATTHEMHA, XUTIOHATPHEMHS

XpaHEHETO

| HapylueHus Ha HEpBHATa CUCTEMA YecTH 3amaiiBaHe/BepTHro, rnasobonne

PecriupatopHH, rpbIHH H MHoTOo penxu Kauurmua

MEQHACTUHATHH HapyYHIeHHA

CToMaIHO-4YpeBHH HapyLIeHHs MHoro peaku ['anene

XenatToOMTuapHu HapyOEHWS MHoro peaku [ToBnmaBaHe Ha YepHOOPOOHNTE
€H3IUMH, OTKIIOHECHHS B
qepHOApOOHaTa QYHKIUNA WIW XENIaTHT

Hapyuienuna Ha koxara v nojkoxxHara | MHOro peaku AHruoeaem, oopus, ypruxapms,

ThKaH OPYPHTYC

Hapymernus Ha MycKyTHO-CKeNneTHaTa | MHoro peaku bonkH B repba, apTpanrus, MUaITUs

CHCTEMA W ChEIHHHTENIHATA ThKaH

Hapymenus Ha O0n0peuure U MHoro peaku bubOpeuHo yBpexaaHe, BKIHOYHUTEITHO

OBOpeyvna HeJOCTATBYHOCT IIPH
NpeapasnoIoRKEeHH MALMEHTH (BXK.
Touka 4.4)

B nanenarta Tabnuua 1mo-40/y ¢a NpeACcTaBCHN HEXeJIaHWTE peaklUH ITPH MOHOTEpaAIus ¢

XAAPOXNIOpOTHA3 K, OOMKHOBEHO B 4033 OT 2 Mg WK MO-BUCOKA.

CHCTeMO-0pravHH KJIACORE YecToTa Hexenana peakuns
HapyliieHusa Ha xpBBTa ¥ TUMGHATa Penkwu JleBKONEHNA, HEYTPOITIEHUSA U
CUCTEMa arpaHyJiolnTo3a, TPOMOOLIMTOIICHHS,

aniacTudHa aHeMust, KOCTHO-MO3bYHA
CYNpeCcHA, XEMOJTUTHYHA AHEMHSA
HapyuieHHa HA HMYHHATa CHCTEMA Penku AHapHNaKTHYHH peakLuH
Hapynienus Ha mMerabonmima u YectH XunepkajiMeMus, XATrepypruKkeMus,
XPaHEHETO EJIEKTPONUTEH auchHanauHc
(BKJIIIOYHTENMTHO XHIIOHATPHEMHSA H
XHITOKAJTHEMHA )
[Icuxu4HHA HapyLUIeHNSA Penku HapymeHns Ha cbHA, O€3N0KOHCTBO,
Aenpecus
HapymeHusa Ha HepBHATa CHCTEMA Yectn [ IpumansBane, BepTUTO
Penku IlapecTe3nn
HapynieHus Ha oYKTe Penku IIpexoaHO 3aMBriICHO BHXKIOAHE
 CbpOeyHH HapyllIeHHS Pegku ApHUTMHH
CbO0BM HapylUeHU Heuectu OprocTaTHyHa XMIIOTOHHA
Penxu HexpoTusupan] aHTHNT (BaCKYJINT,
KOXXCH BAaCKYJIHT)
PecnivparopHy, rpedHU M Penku PecniupatopeH qucTpec (BKIIUUTETHO
MEINACTHHAIHHN HapyleHHs NMHEBMOHUA U DenonpobeH 0ToK)
CroMalHo-dpeBHY HAPYILLICHUA Heuecrn AHopekcHs, 3aryba Ha aneTHr,
CTOMAIITHO Ipa3HeHe, THapH4, .-
KOHCTHNALMA
Penku IlankpeaTur




XematobunuapHH HapylUEHUS Penku Hktep (MHTpaxenatanen
XOJIECTATHHEH HKTED)
HapyweHus Ha koxkara ¥ noakoxHara | Heuectu OO0puB, ypTHKapHs, peaklUy Ha
ThKaH (POTOUYBCTBHTEIHOCT
Penku TokcHYHa enmuIepMaiHa HEKPOJn3a,
peakLiM{ OT THIa Ha KOXKEH NMYRyC
EPUTEMATONEC, PEHINB Ha KOXKEH
TYIYC EPHTEMATONEC
Hapyuienus Ha MyckyTHo-ckeneTHata | Pegku MyckynHH cliazMH
CHCTEMA U ChCANHHUTEIHATA ThKaH
Hapyuenna Ha 6n6peuure u Yectn [ moko3yphs
NMHKOYHUTE NBTHILA Penxu Hapymnena 6506peuHa pyHKIHA U
HHTEpCTHLHANEH HepHT
O6nm HapylIcHNS 1 eheKTH Ha Yectn Cmaboct
MACTOTO Ha IPIITOXEHHE Penkxu deCpunuTer
Hacnegpanus YectH [loBunrarare CTOMHOCTHTE Ha
XOJIECTEpOIIa H TPUTTMHEPHINTE
Penku [loBHILIABAHE HA CTOHHOCTHTE HA

ypesita ¥ KpeaTHHa B cepyMa

CrobuiaBaHe Ha NOAQ3MPAHM HEXKEAHW PCAKLIMU
Crpo01IaBaHeTo Ha TTOJ03WPAHN HEXENAHU Peakiyi clicq paspellaBaHe 3a yrnorpeda Ha NexapCTBeHUA

MPOOYKT € BaxkHO. ToBa NO3BONABA 12 MPOXE/DKH HAONMIOAEeHHETO HAa CHOTHOWICHHETO NON3a/prCK 3a
NEKaApCTBEHUs NPOAYKT. OT MEONIIMHCKHTE CTICIUATHCTH CE W3HCKBA Aa CLOOIIaBaT BeAka MoJo3vMpaHa
HeXeaHa peaKlUs JHPeKTHO Ha M3MB/THUTENHA areHuus 1o ickapersara (MAJI):

BBJITAPUSA, Codua 1303, yn. Jamsan I'pyes 8

Ten.: +359 2 8903417
En. IToma: bda@bda.bg
yeOcaitT: www.bda.bg

4.9 Ilpenosupane

Cumnmomiu

B13 ocHoBa Ha papMaKOIOTHYHH ChOOpaKeHws, M3reXaa BEPOSITHO OCHOBHUTE MPOABH HA MpeNo3NpaHe
Ha KaHIecapTaH UJICKCETHI Aa OBAaT CHMITTOMaTHYHA XUMOTOHUS WIH 3aMaisaHe. B oTaenHuTe
CHOOMEHNA 32 npego3upae (0o 672 mg KaHAECapTaH LHITEKCETH) Bb3CTAHOBABAHETO HA NMALMEHTHTE

npoTya 0€3 YCIOXKHEHNA.

OCHOBHYTE CHMIITOMH Ha IIPEAO3MpaHe Ha XHIPOXJIOPOTHAZK €A OCTpa 3aryda Ha TEYHOCTH H
enekTponuTH. Morart na ce HabarogaBaT ¥ CHMITTOMM KaTo 3aMaiiBaHe, XUMMOTOHNS, XaX1a, TaXHKapIvs,
KaMEPHK apUTMKH, CelaliMda/HapylleHo Ch3HaHHE H MYCKYJTHH KpaMIiy.

Jleuenue

JInncea KoHKpeTHa MH(OpMaLus OTHOCHO npeao3upaHero Ha Kanrtab Ilmoc. Bee nak, B cmyyati Ha

[IPpCHNO3HPaHE CC Npejiarar JaaCHATE 110-40J1Y MEPDKH.

[Tpn Te3n nmposAsw TpabBa na ce oOMKUCIN WHAYIIMpAHETO HA MOBPLLIAHE WK CTOMALIHA TPOMHUBKA. AKO

ce pa3BHe U3ABEHA XHITOTOHNA, TPAOBA [1a ce 3alnoyHe CHMITTOMATHYHO JIeUeHHe | J1a ce Habmonarar
!
KU3HEHHUTE Nnokaszarenu. [lauueHTsT CrieaBa Aa ce 1mocTasy 1o rped, ¢ MOBANTHATH Kpaka. AKQ




HYX[a, Ja ¢c€ KOpUTHpaT. AKO W30POECHHUTE MEPKH HE Ca NOCTATHYHH, MOXE 1a c€ IpHuarat H
CUMNATHKOMUMETHLIH.

KannecapTaH He ce OTCTpaHABa upe3 xeMoaHanuia. He e u3BecTHO 10 kakBa CTENEH XHAPOXIOPOTHAIN]
Ce OTCTpaHABa Tpe3 XeMOIHAIH3A.

5. ®APMAKOJIOIMYHN CBOHCTBA

5.1 ®dapMakoAHHAMHYHHK CBOHCTBA

dapMakoTepaneBTHUHA rpyrna: AHrnoteH3uH 11 aHTarouucTy +anypeTninu
ATC xon: CO9DAO6

AHraoTen3unH Il e OCHOBHHA BA30AKTHBEH XOPMOH OT PEHHH-aHI'HOTEH3UH-ANIIOCTEPOHOBATA CHCTEMA H
MMa POJsA B MATO(QH3HOJIOTUATA Ha XHNEPTOHUATA U APYTH CHPACYHO-CHA0BH HapylueHus. ToH CBIno
Taka MIrpac poJia B MMATOreHe3aTa Ha TEPMHUHAITHATA OPraHHa XUTIEPTPOdHA U TEPMHUHATHOTO OPraHHO
yBpexjaHe. OcHOBHUTE QU3HONOTHYHH edhekTH Ha aHrROTCH3HH Il KaTo BAa30OKOHCTPHUKLINSA, CTUMYJTHpaHE
0cB00OXKIABAHETO Ha AJOCTEPOH, perynalMs Ha ICKTPOJIHTHATa ¥ BOAHATAa XOME0ocTa3a H CTUMYJTHPaHe
Ha KJIEThYHUS pacTex, ce Meauupar 4pe3 peuertropa ot Tun 1 (AT1).

KaHnecapraH HHIEKCETHN € MPOJIEKAPCTBO.

[Ipn nepopaneH npyueM, B IpoLieca Ha pe30opOLIUs B raCTPOHMHTECTHHANHNA TPAKT KaHdecapTaH
[HIEKCETHI C€ XHAPOIH3Hpa (ecTepHa XHOPOIN3a) A0 aKTHBHOTO BELIECTBO KAHAECAPTaH.
Kannecaprau e AlIPB, cenektreeH no otHolneHue Ha AT 1 peLienrropure, KOWTO ce CBHP3Ba 34paBo M CE
otaens 6aBHO OT peuenTopa. ToH HAMa MUMETHYHA aKTUBHOCT.

Kangecapran He nopnvssa ACE WM Ipyry €eH3IHMHH CUCTEMH, KOUTO OOMKHOBEHO €A CBBP3aHH C
w3nomBaHeTo Ha ACE wHxubuTtopw. [ToHexe He oka3BaT eeKT BbPXY pa3rpakIaHETO Ha KHHHHHTE,
HUTO BBPXY MeTaboNH3Ma Ha APYTH CBEIUHEHHUA — KaTo cybcTaHLuA P, e Mamko BEpOATHO Aa ce 04aKBa
AIIPb na ce cepp3BaT ¢ KanUTHLA. B KOHTpOHpaHUTE KNTUHAYHH MTPOYYBARMSA, CPABHABALN KaHIECApTaH
mrtexceTnn ¢ ACE uHXHOUTOPH, UeCTOTATa HA PA3BHTHE Ha KalIUTKLA HPH NTALMEHTHTE, NTPHEMAlIH
KaHJecapTaH UHAEKCETHI, € Mo-HHcKa. KaHaecapTaH He ce CBbp3Ba KbM WM Onokupa ApYTrU XOpMOHAITHH
pELETTOpY WIH HOHHM KaHally, 3a KOUTO Ja € U3BECTHO, Y€ €3 BAXKHH 3a ChPIeYHO-ChA0BATA PeryaLHA.
AHTaroHnsMsT cripaMo AT1 peuenropute BoOy 10 A0303aBMCHMO NOBHINABaHE Ha NjIa3MeHaTa
KOHLIEHTpALUA Ha PEHWH, aHIrHOTEH3MH | M aHruorensuH 11, ¥ NoHWKaBaHEe NNa3MeHaTa KOHLEHTpaLMA Ha
angoCTEpPOH.

EdexTrTe Ha KaHAecapTaH LWJIEKCETH NPH NPAEM Ha KONu4eCTBa 0T 8 mg nolé mg (cpeaxa nosa 12 mg)
eJHOKpaTHa JHEBHA 1033, BhPXY ChPICTHO-CHIOBATA 3300/ICBAEMOCT U CMBPTHOCT Ca OLIEHEHHU MTPH
PaHIOMH3aNPaHo KIIMHWUYHO NpoYyUBaHe, BKTOUBALIO 4 937 mauweHTH B cTapuyecka Bbipact (70-89
roguHd, 21% Ha Bb3pacT 80 WITH MOBEYE FOKHHH) C JICKA N0 YMEPCHO TEXKA XUACPTOHUSA, TIpOCIERIBAHN
B NpoabDKeHue Ha 3,7 ronwHu. TlauneHTrTe ca npueMaiu kaHAecapTaH HWIEKCETH WU rutanedo ¢
nobapsHe NpH HyXXOa Ha APYTro aHTUXHINEPTEHIUBHO CPEACTRO.

ApTepHANTHOTO HaNATaHe NNoKa3pa noHmkapaHe oT 166/90 Ha 145/80 mmHg B rpynaTa Ha kaHnecapraH H
ot 167/90 no 149/82 mmHg B rpynara Ha rninaueto.

ITo oTHOWIEHHE Ha ITBPBHYHATA KpaHHA TOYKA — 3HAYUMM CBPAEYHO-CBA0BH CHOUTHA (CBPAECYHO-CBAOBA
CMBPTHOCT, HethaTaneH MHCYIT U HedaTtaneH MHOapPKT Ha MHOKapaa) HAMA CTATUCTHYECKH 3HAUMMA
pa3nuka. B rpynara Ha xaHaecapral uumaeHtTHTe ca 26,7 Ha 1000 nauyeHTa roagyilHo, a B KOHTPONHATa
rpyna — 30,0 Ha 1000 naumenTa ronuiHo (orHocuTenex puck 0,89, 95% C1 0,75 no 1,06, p=0,19}——




XuapoxnopoTnasul HHXUOKpa akTUBHATA peadcobuus Ha HATPUM, FNAaBHO B JUCTANHHATE TYOONH H
CTHMYJIHpa €KCKpELMATa Ha Hatpuii, xJop ¥ Bola. brOpeunaTa exckpelUs Ha Kaluit 1 MarHesui ce
MOBHILIABA [JO303aBHCHMO, JoKaTo peabcopbiusara Ha Kkanuuil ce NoBHIIaBa, XHAPOXJIOPOTHAIH]
TIOHINKaBa TUasMeHusd obem 1 0beMa Ha H3BBHKIIETHYHATA TEUHOCT, MOHIKABa MUHYTHHS 0DEM Ha
CBPIIETO H apTEPHATHOTO HanArane. [Ipu JBATOCPOYHO ieYeHHE TIOHWKEHOTO NepudepHo
CBHITPOTURIICHUE TOTIPHHACS 3a [IOHIMKABAHETO Ha apTEPHATHOTO HAIIATAHE.

[ConeMu KIIMHUYHY NPOYYBaHUA NOKA3BaT, ue ABATOCPOYHOTO JEHEHHE C XHAPOXJIOPOTHA3H HAMaJIABa
PHUCKA 3a CbPAEYHO-CBhI0BA 3a00/1€BAEMOCT ¥ CMBPTHOCT.

KanpecapTad 1 XHAPOXJI0POTHA3HI KMAT AlHTHBEH aHTUXHIIEPTEH3HBEH €QeKT.

[1pu mauMeHTH C apTepuanHa xunepToHus npuema Ha Kanrtadb [1nioc Boau 1o 10303aBUCUMO U
IPOAERTKUTETHO TOHMKABaHE HAa apTepUANTHOTO HanaraHe 6e3 peduiekTOpHO NOBHINABAHE HA ChpAEYHATA
yecToTa. HAMa DaHH!Y 3a CepHO3CH WM NPEKOMEPEH XUTIOTEH3UBEH e)eKT Ha MbpBaTa go3a Wid pebaynn
edexT cnen crmpaHe Ha nedendero. Cien npunarane Ha ¢JHokpaTHa go3a Kaurtab [Lmoc kato uano
aHTHXHWNEPTEH3NBHUA ¢EeKT 3a04Ba [Ia ce NPOsSBABA B paMKUTe Ha 2 daca. OnrumaneH edekT ce rocTura
B paMKuTe Ha 4 ceIMHLMN, KATO B X042 Ha TBATOCPOUHO JieueHHe ce 3ana3sa. Kanrab [Inroc egqrokpatHo
JTHEBHO OCHUTYpABa €EKTUBHO U PAaBHOMEPHO NOHWKABAHE HA apTEPUATHOTO HANIAraHe 3a nepHon ot 24
qaca, ¢ MaTKa pa3nvKa MeXXAY e(eKTa rpy MakKCHMATHATA U [P Hal-HHUCKaTa KOHUEHTPAIUSA B pAMKHTE
Ha MHTEpBalNa Ha TpHilaraHe.

B npoiiHo-cano paHzoMusnparo npoy4dsane Kanra6 Ilnroc 16 mg/12,5 mg eqrokpaTHO IHEBHO NOKa3Ba
MOHIMKABaHE HAa apTEPHUATHOTO HANATAHE B 3HAYMMO I10-TOJIAMa CTENEH Y NTOCTHIaHE Ha KOHTPOJI IIpH
IHAYMMO TTOBEYE TALMEHTH, OTKONKOTO MNP H3NO0N3BaHe Ha KOMOMHALMATA JT03apTaH/ X NIPOXI0pOTHAZ K],
50 mg/12,5 mg enHOKpaTHO AHEBHO,

B nBoiiHo-creny, paHIOMHU3HPaHK NPOYYBAHHWA, YECTOTATa HAa HEXKEMAHUTE PeaKiMK, 0COOCHO Ha
KallTMLa, € No-HucKa npy edenue ¢ Kanrab Imoc, oTkonkoTo npu neyenue ¢ koMonHauun ot ACE
MHXUOMTOPH M XHAPOXJI0pPOTHA3H.

B 1Be KNIMHUYHHM NMPOyYBaHHA (paHIOMHU3UPAHH, IBOHWHO-CIIAIH, IU1aUe00-KOHTPOIMPAHH, C YCTIOPEAHH
rpymy) BKTIOYBAINM CHOTBETHO 275 U 1 524 paHTOMUIMpAHN NALMEHTH, TPHEMBT Ha KOMOHHALMATA
KaHJIecapTaH LWIEKCeTHI/ XUAPOXIOpoTHA3K B o34 32 mg/12,5 mg u 32 mg/25 mg Booyu 1o
NOHIKABaHEe Ha apTEPHAITHOTO Hanarane choTBeTHO ¢ 22/15 mmHg u 21/14 mm Hg, kaTto nokasea
3HAYWTETHO [I0-BHCOKA ¢PEKTUBHOCT OT Ta3W HA ChOTBETHUTE KOMITOHEHTH M0 OTAEMHO.

B paHnoMH3upano, JBOHHO-CIANO, KITMHHYHO NPOY4YBaHe C YCMIOPEAHN IPYIH, € YCTAHOBEHO, 1e
nobaeaHeTo Ha 12,5 mg unu 25 mg XuApoXNopoTHasu KbM JHERHATA 0034 oT 32 mg KaHjecapTaH
LIWICKCETH BOAU A0 JOMBLIHUTENHO NMOHHKABAHE HA aPTEPHANTHOTO HANATAHE.

KoMOnHaMsATa KaHAecapTal HWISKCETHY/ XRApoXIopoTHasy 32 mg/25 mg nokazea 3Ha4HHMO 110-BHCOKA
epeKTHBHOCT OT KoMOnHaumsATa 32 mg/12,5 mg xkaro CpeAHOTO NOHHKaBaHE HA apTEPHANHOTO HaNsraHe
e ¢croTBeTHO 16/10 mmHg 1 13/9 mmHg.

KoMbynHauusiTa kKanecapTal LIMIEKCETHI/ XUAPOXJIOPOTHAZKA MTOKa3Ba CX0OHA €(PEKTHBHOCT 0€3
3HAYEHHE OT BH3PACTTA M 10Ja.

K®M MOMeHTa JIMTICBAT JaHHH 32 YIIOTpeOa Ha KaHAECApTaH LIWIEKCETHI/ XHAPOXIIOPOTHAIHI TIPH
naimeHTH ¢ O6n6peuHo 3abonaBaHe/HedponaTHd, HaMalleHa JIEBOKaMepHa (PYHKIWSA, 3aCTOHHa ChpAeTHa
OEHHOCT M cield MHPAPKT Ha MHOKapa.




5.2 dPapMaKOKHHETHYHH CBOficTBA

EnHoBpeMeHHOTO NMPUIOKEHHE Ha KaHAEeCcapTaH MIEKCETHT H XHIPOXJIOPOTHA3ZHN] HE 0XA3Ba KITHHUYHO
3HAYAMH epekTH BRpXY (apMaKOKHHETHKATA HM.

Abcobyus u pasnpedenerue

Kandecapman yunexcemun

Crnenr nepopajeH NMpHEM KaHAECapTaH LWICKCETWI CE TIPEBpblila B aKTUBHOTO BELIECTBO KaHAECcapTaH.
AGconoTHaTa OMOHANMYHOCT HA KaHAecapTaH, ¢l MpHEM Ha TIepOpalicH pa3TBOp Ha KaHAecapTaH
nunexkcetun e okono 40%.

B cpaBHeHHe ¢ TIepopanHus Pa3TBOP, OTHOCHTENHATa OMoHaninyHocT Ha TabnerHaTa dropma Ha
KaHAECAPTaH IUIEKCETH € npubnusurenHo 34% ¢ MUHAMANTHA BapyaOWITHOCT.,

CpenuaTa ITHKOBaA ITa3MeHa KoHLeHTpalug (Cmax) ce noctura 3-4 waca cnell ipHeMa Ha TabneTkara.
C nosMIapaHe Ha J03aTa B paMKHTE Ha TEpaNeBTUHHHAA JO30B JHaNa30H, CEpyMHATa KOHIEHTpaLHA Ha
KaHIECcapTaH ce MOBHIIABa B JIMHelHa 3asUcuMocT. He e HabnrolaBana 3aBUCHMOCT Ha
dapMaKOKHHETHKATA Ha KaHIecapTaH LWIeKCeTH OT noja. [Iolrra moa kpyeara cepyMHa
xoHueHTpauua/Bpeme (AUC) Ha KaHecapTaH He ce NMOBITHABA 3HAYMMO OT IPMEMA Ha XpaHa.

KaHpecapraH ce cBbp3Ba BbB BUCOKa CTETIEH C IUTA3MEHUTE NMPOTCUHH (Hag 99%). [Tpusuanuar obeM Ha
pasnpeneneHue Ha kaHaecaprad € 0,1 lkg.

Xudpoxnopomua3uo

XHApOXJIOpOTHA3H] ce pe3opdupa Obp30 B raCTPOMHTECTHHATHUA TPAKT, KATO adCOMIOTHATA MY
OroHanu4HocT e npubnusuTenso 70%.

EqHoBpeMEHHHUAT NPHEM Ha XpaHa yBeJn4yapa pe3opbuusaTa My ¢ 0nu3o 15%. Ilpu natueHTy cbse
CBPACYHA HEXOCTATBYHOCT H ABHO M3pa3cHH OTOLH OHOHANTMYHOCTTA MY MOXKE 1a HaManee.

CBBP3BaHETO HA XHAPOXJIOPOTHAIU C TLHAZMEHNTE ITpoTerHHU € npudbnusnrenuo 60%. ITpusuaHUAT My
o0eM Ha pasnpeaenenue € npudnusurermo 0,8 /kg.

EHGMQHHC@HPMHHHH U eTUMUHUDARE

Kanodecapman yurexcemun

KanjgecapraH ce eNTHMWHHpPA I1aBHO HEMPOMEHEH C YpHHaTa ¥ *IThYHHSA COK, KaTO B MallKa CTeTeH Ce
eTMMHHENPA 4pe3 MeTabonnanpase B YepHud apob (CYP2C9).

HanuuHuTe npoyuBaHus 3a B3anMoaeicTeis He nokas3Bat edekt Bppxy CYP2C9 n CYP3A4. Bn3 ocHoBa
Ha in vifro JaHHWTE HE C€ QYaKBa in vivo J1a HACThIIM B3aUMOIECHCTBHE C JIEKApPCTBRa, YHETO
MeTabonn3npaHe 3aBHCH OT U30cH3MMUTE HA uuToXpoM P450 CYPIA2, CYP2A46, CYP2C9, CYP2C1§,
CYP2D6, CYP2E!, nnn CYP3A4. TepMUHANHUAT NOMYXUBOT Ha KaHaecapraH € okoyio 9 vaca. [lpu
MHOTOKDPaTeH NpHeM KaHIecapTaH He ¢e KyMy/iupa B opradusma. [lomyXMBOTHT Ha KaHAecapTaH OcTaBa
HenpoOMeHeH (MpubIH3UTETHO 9 Yaca) Ipy npuinaraHe B KOMOMHaAUMA ¢ xuapoxsiopotwaszni, [Ipu
MHOTOKPaTHO NIpIUlaraHe Ha KOMOWHaLMATa, He c¢ HA0M01aBa JOMBIHUTEIHO KOMYJIHPaHE Ha
KaHJIecapTaH B CPABHEHHE ¢ MOHOTEPAITHATA,

ToTanHUAT MIa3MeH KIMPBHC Ha KaHaecapTaH e okono (0,37 ml/min/kg, npu O0u0peden KITUPBHC 0KOJ10
0,19 ml/min/kg.

bsOpedHoTo eNMMUHMPAHE Ha KaHEcapTaH C€ OCBIIECTBABA Upe3 TIOMEpPYITHA QUIITpALIUA U Ypes
AKTUBHA TYOYJIHA CEKPELM.

Crnen nepopajieH NpHeM Ha MapKUpaH xauaecapTaH uwiekcetnn ¢ *C e ycraHoBeHo, ue ¢ ypuHaT
eKCKpeThpa npuonusurenHo 26% or npyerara Ao3a (KaTo KaHiecapTaH) U 7% Kkaro HeaKkTH
MeTabONMUT, 10KaTo BhB (PpeLeca ce OTKpUBAT nNpubausuTeHo 56% ot no3ata KaTo KaHaec
KaTO HEAKTUBEH MeTaboNMT.




YeproopobHaTa TpaHcdopMaiiug Ha kaHgecapTan ce maespiuea ot CYP2C9, koiito e unroxpom P450
CH3HM.

Xuopoxnopomuazuo

XaapoxiopoTHazul He ce MeTabonm3upa 1 ce eKCKpeTHpa NMOYTH HAITHJIHO HEMTPOMEHEH dpe3 IITyMepy/Ha
(QuITpaliigd ¥ akTHBHA TYOY/THa CEeKpelins.

TepMHHATHUAT NOMYXHBOT Ha XUAPOXIOPOTHA3N € TpHONU3UTeNHO 8 Yyaca. [TomyXHBOTHT Ha
XHIPOXJIOPOTHA3H O0CTaBa HermpoMeHeH (npubnusurenHo 8 vaca) npu npwinaraHe B XoMOMHaLMs C
KaHIecapTaH LwiekceTHI. [IpH MHOTOKpaTHO NpuAnarade Ha KOMOMHALMATA ¢ KaHAecapTaH LWIEKCEeTHI,
He ce HabmoaaBa JONMbAHHTEIHO KOMYJIHPAHE Ha XHAPOXJIOPOTHA3U], B CPaBHEHHE C MOHOTEpAITUATA.
[TpuOmm3uTenHo 70% OT mpHeTaTa NepoOpaATHO 032 ce eNMMHHNPA ¢ YpHUHaTa B paMKHTe Ha 48 vaca.

@PapmaxkoKuHemuKa 8 cheyualHu RoNyaayuy

Karnoecapman yutexcemun

B cpaBHeHWe ¢ Mi1ady WHIUBHAM, TIPH TAKHBA B CTAPUYECKa BB3pacT (Hag 05 rofyWHH) MakcHMarHara
nJiasMeHa KoHleHTpauma (Cmax) H IIoIITa o4 KpUBaTa cepyMHa koHLeHTpaLus/speMe (AUC) Ha
KaHaecapTaH ce YBEIMYaBaT ChOTBETHO ¢ okoro 50% n 80%.

Cnen npuem Ha onpeaencHa go3a Kantab ILmoc obave, moBIHARAHETO Ha apTEPHANTHOTO HaNATaHe, KaKTo
H 4eCTOTaTa Ha HeXKETaHHWTE peaklMy ca CXOXHHW NMpH MJIaAH NAUMEHTH U MALMEeHTH B CTapyecka Bp3pacT
(BX.TOUKA 4.2).

[Tpu naimeHTH ¢ KO 0 yMEpeHo OLOpeuHO yBpekaaHe MaKCHMAaTHATA [UTA3MEHA KOHLUEHTPALIHsA
(Cmax) M IUolTa noa KpuBaTa cepyMHa KoHueHTpalua/BpeMe (AUC) Ha kaHaecapTaH ce ysenuasar
chOTBETHO ¢ 0K0ono 50% u 70%, HO TepMUHAITHHA Oy KWBOT OCT4BA HETIPOMEHEH B CpaBHEHME C
NAaLXEHTH ¢ HopMalHa Ob0peyHa PyHKIMS.

[Ipy naumeHTH Cc TeX KO 6BOpeUHO yBpexkIaHe MaKCHMalHaTa fulasMeHa KoHueHTpauys (Cmax) u nnouira
ol KpHBaTa cepyMHa koHueHTpauusa/Bpeme (AUC) Ha KaHecapTaH C€ YBENHYARAT CHOTBETHO C
npubnusuteTHo 50% u 110%, a TepMHHATHHSA NOXY)XXUBOT Ha KaHOecapTaH LHIECKCETIWI NPUOITH3HTETHO
C€ YIBOABA.

B a1B¢ KITHHWYHH NMPOYYBAHHA, KATO H B IBETE €a BKTIOYEHU NALUEHTH C JICKQ 10 YMEPEHO TEKKO
O0L0peuHO YBpekIaHe, ce yCTaHOBSBA MOBHINAaBaHe Ha cpenHaTta AUC Ha kaHjecapTaH - ¢
npubmmsntenHo 20% B enHoTo npoyusane u 80% B ApyroTo mpoyusaHe (BX. Touka 4.2).
JIMncBa OMUT NpH MAIMEHTH C TEXKO 9EPHONPOOHO YBpEXAAHE.

Xudpoxaopomua3uo
[Tpy naumentH ¢ 6LOpeUHO YBpEXKIaHE TEPMUHANIHHMA NONYXKHBOT HA XUAPOXTIOPOTHA3NI CE€ YALIKABA.

53 TlpeakInHUYHU JAHHK 3a H€30IACHOCT

[1o oTHOWEHHE HA KOMOWHALUMATA HE CA YCTAHOBEHHW KAUE€CTBEHO HOBH TOKCHKOJIOTHYHH HAX0JKW B
CpaBHEHUE ¢ HADMOHABAHHTE 33 OTACITHUTE KOMIIOHEHTH.

B npe AxXJTHHAMHHTE NTPOYYBaHHA € YCTaHOBEHO, 1€ BBB BUCOKH JO3H KaHJECapTaH HIWIEKCETWI TTOBTHABA
HEraTUBHO QyHKIMATA Ha OpOpeLIUTe U epUTPOLMTHUTE [TOKa3aTeNH IIPY MUIUKH, TUTBEXOBE, KYy4eTa H
MalMyHH, 8 UMEHHO:

- HHOy1HApa edekTH BbpXy 0B0peunTe KaTo HHTepCcTHUHANIEH HedpUT, TyOyTHa Aunaralma, SazodunnHo
OLIBETABAHE Ha TYOYIIHTE, KOKTO BEPOATHO Ca CAEACTBUE OT XUITEPTEH3IUBHUA My edeKT, Boael A0
npoMaHa Ha Ob0peunara nepdysus;

- MHAYLHPA XUNEPINA3Ha/XHIIEPTPodHA HA HOKCTArNIOMEPYIIHHTE KJISTKH;

- NOHKHKaBa OpoA HA EPUTPOLIMTHTE, HUBOTO HA XEMOTTIOOMH ¥4 XEMATOKPHT.




CMsiTa ce,ue Te3y NpoMeEHH Ce AbJKat Ha hapMaKOoNOrH4HOTO neficTBUE HA KAHAECApTaH U KIMHUHHOTO
UM 3Hauehue e cnabo. JlobaBaHETO Ha X APOXIOPOTHASHA TOTCHUMPE HePOTOKCHYHOCTTA Ha

KaHAeCcapTaH.
[Tpu npuem Ha kaHaecapTaH LHJIEKCETHIT B KbCHHTE CPOKOBE Ha GpemeHHOCTTa ce HabnioAaBa deTanya

TokcuunocT. JIoGaBsHETO Ha XUAPOXJIOPOTHA3HA HE pOMEHs 3HAUUTENHO pe3ynrata ot npoyuBaHUATA 32
heTOTOKCHYHOCT W TOKCHHHOCT 34 Pa3BUTHETO HA NIIBXOBE, MHLIKH K safiuy (BX.TOYKA 4.0).

B MHOFO BUCOKH 034 KAKTO KAHAECAPTaH, Takd i XHAPOXJOPOTHA3HA NOKa3BaT reHOTOKCHYHOCT.
TlakHuTE OT in vitro ¥ in vivo NpOyHBaHHATA 12 FEROTOKCUMHOCT 110Ka3Bar, Ue B yCJ10BHATA Ha
KTHHWYHOTO TIPUAOKEHHE € MATIKO BEPOATHO KaHAEeCapTaH K XHAPOXIOPOTHA3UA 1d POABIT MyTareHHa
WKW KNacToreHHa akTHBHOCT,

Hama IaHHY KOETO M 14 € OT ABCTS aKTHBHH BELLLECTBA Ja € KaHUEPOreHHO.

6. GAPMAILIEBTUYHHA JAHHHA
6.1 CnuchK HA MOMOUIHUTE BELLECCTBA

JNakTo3a MoHOXpUAAT
[lapeBHYHO HHLIECTE
Makporon

X 1 ApOKCUITPONULENYN03a
Kapmenosa Kaiuui
Marxe3ues creapat

Wenesen okcna, ¥bat (E 172)

6.2 HecurBMeCTHMOCTH

HenprnaoxuMo.

6.3 Cpok na rogHocT

3 rOJAMHH
6.4 Crneunanuy ycjoBUA HA CHbXPAHECHHC

Jla ce cbXpaHABa HA MACTO, HEAOCTBMHO 33 ACHA.
Jla ce chxpanssa noa 25°C.
Jla ce chXpaHsBa B OpHIiHalHaTa OnakoBka.

6.5 Bug u cpaALPKAHHE HA ONAKOBKATA

PVC/PE/PVDC — Al bniucrep

EfuH GaucTep chabpxa 14 6pos TabneTky.
Biaose ONaKoBKH:

78 TabneTku (2 GnucTepa X 14 Tabnetku)
84 tabneTky (6 Gancrepa x 14 Tabnerku)

e BCHYKM BHAOBE ONAKOBKKW MOraT Aa ObAaT nyCHaTH B npoaaxoa.




6.6 ChnenHanH¥ nNpeana3sHH MEPKH NPH HIXBhLPJAAHE

HensnonssaHusT JCKAPCTBCH IMPOOYKT HITH OTIIAABYHHTE MATCPHAITH OT HETO TpHﬁBﬂ Ioa CC H3XBLPIIAT B
CHOTBETCTBHE C MECTHHUTC HINCKBaHHKA.

7. TIPUTEXATEJI HA PASPEIIEHHUETO 3A YIIOTPEBA

HOBEJI ®APMA EOO/]

Oyn. “bbarapnsa” Ne 109

Codus 1404, buarapus

8. HOMEP HA PAZPEIIEHHETO 3A YIIOTPEBA

Per. No 20150104

9. JTATA HA MBPBO PAIPEINABAHE/MOJAHOBABAHE HA PAZPEIIEHHETO 3A
YIIOTPEBA

Hata Ha mepBo paspemapane; 30.03.2015

Hata Ha nmocnenHo nogHosasaHe: 23.03.2020

10. JATA HA AKTYAJIMBHPAHE HA TEKCTA

01.2025




