KPATKA XAPAKTEPUCTHUKA HA IIPOAYKTA



| WME HA JIEKAPCTBEHUS [TPOAYKT AD 130 (3

Kanta6 [Lntoc 32 mg /12,5 mg TabNeTKy g‘? & ¥ 75 -k 2075
Cantab Plus 32 mg /12,5 mg tablets |

2. KAYECTBEHH KOJUYECTBEH CbCTAB

Besika TabieTka chabpika 32 mg KaH/AecapTaH uunekcetnn (candesartan cilexetil) n 12,5 mg
XHPOXJIOPOTHAZH/L (hydrochlorothiazide).

[MOMOLLHH BElecTBa ¢ H3BECTHO JeHCTBHE: BCsKA rabneTka chabprka 159,701 mg nakTo3a MOHOXHAPAT

(lactose monohydrate).

34 ILIHUS CMHCHK HA MOMOLLHHTE BELLECTBA, guskTe Touka 6. 1.

3.  JJEKAPCTBEHA ®OPMA

Tabnerka.
CBeTNOKBJITH MPOABJIrOBaTH TabieTKy, ¢ AeJuTeNHa yepTa OT ¢/iHata cTpaHa.

4. KJUHWUYIHU JAHHU
4.1 TepaneBTHYHH NMOKa3aHU

KanTtad ['Tioc e nokasaH 3a.

o JlcueHie Ha eceHLIMaNHa XHIEePTOHUS NPH Bb3PACTHH MalHCHTH, NPy KOUTO HE C€ MOCTHIa
ONTHMAaIEeH KOHTPOJI Ha apTEpHAIHOTO HajsraHe 4pes MOHOTEparnus ¢ KaHAecapTaH LIHJICKCETH K
XH/1POXJIOPOTHA3HAL

4.2 Jlo3npoBKa M HAYHH HA MPHJIOKCHHC

Jlo3upoBKa

[IpenopbunTeHaTa /103a Ha KanTta6 Intoc e eaHa tabnerka BeAHbK AHEBHO.
[IperiopbuBa ce 1030BO THTpUpaHe ¢ OTACHHHUTE KOMIOHEHTH - KanjaecapTaH UHJICKCETHIT H
XW/APOXJIOPOTHABHL.

O6nuaiino aHTHXUMEPTEH3UBHUS eEKT Ce NOCTHra B PAMKHUTE Ha 4 ceMUILLM cliel 3anoyBaHe Ha
JIEYEHHETO.

K oraTo e KJHMHHYHO NPHEMIIHBO, MOXKE J1a ce B3eMC NPEaBH AN PEKTHO NpeMHUHaBaHe OT MOHOTEPAlHA
kbM Jeuenne ¢ Kanrad Ilmoc.

[IpenopbUBa ce 1030BO THTPUPaHE Ha KaHiccapTaH LMJIEKCETHI MPU MPEeMUHABAHE OT MOHOTEPANHA ¢
XHAPOXJIOPOTHAZHAL. KanTa6 Tnoc MoYe /1a ce mpujara Ha nauieHTH, YHETO KPhBHO HAJIATAHC HE €
ONTUMAJIHO KOHTPOJIMPAHO C MOHOTEpanus ¢ KaHAcCapTan LMIEKCETHIT UK XHAPOXJIOPOTHA3H HJIH C
npuemanero Ha KanTal [1noc B no-HHCKK J03H.

OGHuaiiHO AHTHXHNEPTEH3NBHUS edeKT ce MOCTUra B paMK1TE Ha 4 ceIMHULM OT 3aMo4yBaHe Ha
NIEYEHHUETO.

Crneyuainu nonyaayuu nayueHmu




Creyuanyu nonyaayuu nayiemu

layuenmu g cmapuecxka 8v3pacm
[Tpy nanmeHTH B CTapdecka BB3pACT He € HeoObXxoanmMa KopeKLHA Ha 03aTa.

Hayuernmu ¢ évmpecv0o80 obemro usuepnaane

ITpu pHCKOBH 3a pa3BHTHE HA XUMIOTOHHA NMALHEHTH, KAKBUTO Ca TE3H C EBEHTYAMHO 00EMHO H3YEPIIBAHE,
ce NpenopLYBa TUTPYPAHE Ha 403aTa Ha KaHIecapTaH UMIeKceTH (TTPH TAX MOXE Z1a C€ UMa NPEIBHA
HaYaJlHa 1032 Ha KaHJecapTaH upiiekceT1 oT 4 mg).

Iayuermu c 6bpevro yapesicdarie

B Ta3n nonynaups ce npeanouyuTat OpUMKOBH Npen THasuAHM AUypeTHUH. T1pH mauMeHTH ¢ exo fo
yMepeHo JepHOApoOHO YBpeKaaHe ce NMpenopbYBa TUTPHPaHe Ha 103aTa Ha KaHaecapTaH [IHASKCEeTHT
(kpeaTHHHMHOB KIHpBHC =30 ml/min/1, 73 m? TenecHa nosspxHocT (TI1)), npenu oa ce 3anoyHe JNCYEHHE C
KanTab [Tmoc. ITpu Te3n nauveHTH NpenopbYATE/IHATA HAYaIHA 1032 Ha KaHIECapTaH LMIEKCETH € 4
mg.

KanTab [Tmroc e npoTHBONOKA3aH MTPH MALIMEHTH € TEXKO OLOpEeYHO yBpekKIaHe, IPH KOUTO
KpeaTHHHHOBHWA KITHPBHC ¢ <30 ml/min/1, 73 m? TII (k. To4ka 4.3).

Hayuenmu ¢ vepHodpobro yepexcoane

[Tpu mamueHTH ¢ N1EKO A0 YMEpPEHOo YepHOAPOoOHO YBpeXIaHe ce TIpernophysa TUTpHpaHe Ha 103aTa Ha
KaHAecapTaH IWICKCETH, NIpeIH Aa ce 3anoyHe neucHue ¢ Kanrab [lntoc. IpH Te3n naupieHTH
NpenopbYBaHAaTa HAYaHa [103a Ha KaHJecapTaH LWIeKceTun € 4 mg.

ITpu maLmeHTH ¢ TEXKO YepHOOpoOHO yBpexaaHe W/unu xonecraza Kanrab I'lmroc e npoTHBonokasaH
(BX. TOUKH 4.3).

ITeouampuuna nonynayus
BesonacrocTTa ¥ edpukacHocTTa Ha KanTab Tlmoc npy aeua Ha BB3pacT OT HOBOpOACHHU JT0 |8 rogunuu Bee

OIHE HE ¢a YCTAHOBEHH.
HsMa HATHYHHA OAHHMK.

HauuH Ha [IPUITOKCHHC

IMepopanHo.

KanTab ILmioc Moxke fa ce npueMa KakTo Ha riagHo, Taka M clief XpaHeHe.

BHOHANMHYHOCTTAa HA KaHJecapTaH He ce MoBJIMABA OT NPUEMa Ha XpaHa.

He e ycTaHOBEHO KJIMHUYHO 3HAUMMO B3aMMOIEHCTBNE MEXTY XHIPOXJIOPOTHA3M U XpaHara.

4.3 IIpeTuBonoOKa3laHuA

o CBpLXYYBCTBHTEIIHOCT KbM aKTHBHHTE BELIECTBA (KaHAeCcapTaH LIWIEKCETHN W WU
XHAPOXJIOPOTHA3NI) WIH KbM HAKOE OT TOMOIIHNTE BEUIECTBA, WIX KbM aKTUBHM BELIECTBA,
MPOM3BOAHY Ha cyNpoHaMuauTe (XHAPOXNOPOTHA3NA € aKTUBHO BEILlECTBO, MPON3BOIHO Ha
cyndpoHAMUAHNTE).

BTopu ¥ TpeTH TpUMECTHp Ha OpemMeHHOCTTa (BXK. TOUKH 4.4 11 4.6).

Texko yepHOApOOHO YBpeXNane W/ KUK XOJlecTasa.

Texxo OB0peyHo yBpexkaaHe (kpeatuHWHOB KNUpbHC <30 ml/min/1, 73 m? TII).

PedpakTepHa XUIIOKATHEMAA U XUTEPKATLHEMHUs.

[Togarpa.




4.4 ChneurajHH NpeaynpeXaeHHs H NpeaNasHH MepKH NPpH ynoTpeda

bvbpeuno yepexcoane/bvbpeuna mpancniianmayus

B Ta3u nomynatus ce NpenopbIsa HIMON3BaHETO Ha OpUMKOBHTE NMPEA THAMAHUTE TUYPETHIM. 3aTOBA
xorato Kanra® ILmoc ce M3nonsea mpu naiMeHTH ¢ HapyuieHa 6n0peuna dyHxkuma e HeobxoguMo
TpociieAsdBaHe Ha HUBATA Ha Xanui B KPbLBTA, HA CEpYMHHS KPEATUHHH H NIMKOYHATa KHCENHHA.

Hsima onuT no oTHoLIenye npuwioxeHnetTo Ha Kanra6 [Inioc npu naumenTy cien n3sspuiena Oxbpeyna
TPAHCIUVIAHTAaLMWA.

Cmeno3za Ha bvbpeynama apmepus
[Tpu nauyeHTH ¢ ABYCTpaHHA CTeHO3a Ha 6b0pedHara apTepHs WIH ChC CTEHO3a Ha 6x0peyHa apTepHs Ha

eIMHCTBeH 616pek, aHrHoTeH3uH Il peLienTopHUTE AHTATOHUCTH (AT2 peLlenTOpHUTE aHTarOHWCTH),
MOTaT [a MOBKIUAT HHBATA Ha KPbBHATA ypes W Ha KpeaTUHHHA B CEpyMa.

AHecme3us u onepamuenu UHmepeeHyuy

[TpK nauyeHTH, KOUTO €a JIEKYBaHN ¢ aHTHOTeH3WH [l peLlETOPHHUTE aHTATOHHUCTH, IO BPEME Ha
aHeCTe3HA B ONepaTHBHU WHTEPBEHIIMH € Bh3MOXKHA XHUIIOTOHHA Tiopaan dnoxana Ha peHHH-aHTHOTEH3VH-
aIOCTEPOHOBATA CHCTeMa, MHOrO palko, XHTIOTOHHUATA MOXKE [1a € TeXKa M Ja W3HCKBA HHTPAaBEHO3HH
BJIMBAHHUA WHITH NPWIOKEHHE HA Ba3ONPECOPH.

Bvmpecwooeo obemuo uzuepnsane

[Tpu nMaliHEeHTH C BBTPECHAOBO 00€MHO WK HATPUEBO H3UEPNBAHE MOXKE Ja Ce pa3sBHe CHMNITOMATHYHA
apTEpHATHA XUINIOTOHHA, KaKBAaTO € ONUCAHA NPH PUIIOKEHHE HA IPYTH CPEACTBa ITOBIINABAILY PEHUH-
aHrMOTEH3NH-aNIA0CTEPOHOBATa cucTeMa. ETo 3amio, He ce npenopbuBa ynorpedara Ha Kaurab I moc,
HOKAaTO TOBA ChCTOSHHE HE Ce OBJIAJIEE.

Anecmeszus u ohepayuu
Ilpy matMeHTH, KOUTO Ca JIeKYBAaHHU C aHTHOTEH3WH [T peuenTTOpHUTE AHTATOHUCTH, IO BPEME HA

AHCCTC3IHA H ONCpallia € BRIMOXHA XUTTOTOHHA NMOpalH OJ10Kaga Ha PCHHH-AHTHOTCH3NH-
AJJOCTCPOHOBATA CHCTCMA. MHoro pPAIKO, XHITOTOHHATA MOXKE Ia € TCXKa H Jad H3ACKBEA HHTPABCHO3IHH
BJTMBAHHA W IHTH NPpHNOXKCHHUC Ha Ba3OIIpCCOPH.

Heproopobuo yepexcoare

TunazunuTe TpAbGBa Na ce M3MON3BAT C NOBUILIEHO BHUMaHHE [P NALMEHTH ¢ HapylIeHa YepHoapoSHa
¢YHKIMA UK nporpecHpallo YepHoapobHo 3abonsaBate, 3allI0TO NMPH TAX HEIHAYHTEIIHH IPOMEHH BLB
BOOHO-ENIEKTPOIUTHNSA OalaHC ¢ Bb3MOKHO Ja MPOBOKHUPAT HACThIIBAHETO Ha XEIaTaTHA KOMa.
JIuncea xnuHuveH onut ¢ KauTtad [ntoc npr naudeHTH ¢ YEpHOLPOOHO YBpEXIAHE.

Aopmua u Mumpanna cmeno3za (0bcmpykmusHa xunepmpo@uuna kapouomuonamus

ITpH malnpeHT! cTpagamy OT XeMOIWHAMHIHO 3Ha9UMa a0pTHA WIH MHTPATHA CTEHO03a, WIH OT
0OCTPYKTHBHA XUIIEPTPOPHIHA KAPTHOMHOIIATHA, Ce TTpenopkiea n3noji3raneTo Ha KanTtad Ilmoc, kakTo
H Ha JpYTM Ba30QWIATATOPH, [Ia CE H3BbpIIBa C TOBHIICHO BHUMAHHE.

[Ivpeuuen xunepanQocmepoHuIbM

Karo 1o mauuMeHTHTe ¢ MbPBUYEH XHUIIEPATIOCTCPOHHIBM HE OTTOBAPAT Ha JIEUEHHETO C
AHTUXHUIIEPTEH3MBHM IEKAPCTBEHH NMPOAYKTH, AcHCTBAINM 4pe3 MHXNOUpaHE Ha peHHH-aHTHOTEH3HH-
aIOCTEpPOHOBATA CUCTEMA, ETo 3a1mo ynorpebartara Ha KaHTab [ ITroc B Ta3u normynauus He ce

npenopbyBa.




Enexmpoaumuu HapywieHus

CepyMHHTE eNTEKTPONHTH TPAOBa da ce H3cneaBaT HA MOAXOAAILH WHTEpBaNH. THa3HINUTE, BKIIOYHTEITHO
XHIPOXJIOPOTHAIW/, MOTAT [a MPEAN3BHKAT Pa3BHTHE Ha €TEKTPOJIUTHY HAPYIICHHS — XHTIEPKATLIHEM U,
XHITOKATHEMHSA, XUITOHATPUEMHS, XUTTOMArHE3HEMUA H XHTTOXJIOPEMHUHA alkaso3a.

TuazuaHHUTE GUYPETHIIM MOTAT 1a MPUYHHAT HAMAIABAHE HA YPHUHHATA CEKpelMs Ha Kalll[Hi U Aa
npeJU3BHKAT NMEPHUOAWYHO JIEKO MOBMIIABAHE HA KOHLICHTPALMATA Ha KAILHiA B cepyMa.

Uspasenara XurnepkailHeMua MoXe Ia € Oener Ha HEM3ABEH XunepnapatupeouanssM. [Ipeay sanousane
Ha JiedeHMe ¢ THa3HOM TpaOBa fa ce u3cneasa QyHKUMATA HA OKONOLIMTOBHAHHTE HJIE3H.
XHIpoxJI0pOTHA3KUA TIOBULIABA 10303ABUCUMO YPUHHATA €KCKPELIHA HA KalTUHA, KOETO MOXKE 11a N0BEAE 10
pa3BHTHE Ha XunokanneMus. CUHTa ce, ue TO3H epeKT e no-cnabo U3paseH NpH NPHEM Ha KOMOUHALMATA
— XUAPOXJIOPOTHA3H X KaHAECAPTaH LMIEKCETHI.

[Tpu maLyeHTH ¢ Y€PHOAPOOHA MPO3a, IPH NALMEHTH C MO-CWIHO W3pa3eHa quypesa, NP NalUeHTH
[MpHEMAIH KOPTHKOCTEPOUIN WITH aAPEHOKOPTHKOTpoTieH XopMOH (AKTX) ¥ nmpy nauueHTH ¢
HeJOCTAThUEeH NepopaNieH IPHEM Ha SNIEKTPOJIUTH, PHCKBT 32 Pa3BHTHE Ha XWIOKAITHEMHSA € IT0-TOMAM.
TwazuauTe nNoBUNIABAT YPUHHATA EKCKPELUMSA HAa MarHe3nH, KoeTo MOXe Ja JoBele IO pa3BHTHE Ha
XUTIOMAarHe3HeMHs.

JleyenueTo ¢ KxaHAecapTaH WIEKCETIIT MOXKE 2 NMPEAU3BHKa XUMepKanHeMus, 0ocobeHo NpH NalueHTH
CHC ChpACYHH Wwin Ob6peunn yepexaanusa. EqHoBpeMeHHOTO npwiokeHue Ha KanTab [Loc ¢ kanuii-
TIECTSAIIH JUYPETHIIH, KUTHEBH MIPENIApaTH WX 3aMECTUTENN Ha MOTBapCKaTa CoJl, KaKTo M ¢ IpYTH
JeKapCTBEHH NMPOMYKTH, KOUTO GMXa MOI/TH 12 MOBWIIAT CEPYMHATa KOHUEHTPALMA Ha Kami (Harp.
XenapHH HaTpHi}, MOXe Aa NOoBeAe A0 NOBUILABaHe Ha Kanusa B cepyMa. [1pu Hyxna cepymHaTa
KOHLIEHTpALWA Ha KN TpaDBa aa ce KOHTpOJpa.

Memaborumnu u endoxpurnu egpexmu
TuaiMoHUTe IHYPETHLIM MOTAT Ia Hapyluar ITIOKO3HMA ToJlepaHc. Tosa TpabBa ja ce MMa NpeaBHI pH

MallHeHTH ¢ AuabeT, 3al10TO MOXKE Aa C& HAJIOXKM KOPeKLHA Ha J03aTa Ha aHTHIHabeTHHTE TeKapCTBEHH
MPOAYKTH, BKITIOYHTEITHO M Ha HHCYNIHHA. [1o BpeMe Ha nedeHue ¢ THASHAHH JHYPETHLIH MOXE 4 ce
MaHu{(eCTHpa JIaTeHTEH QHaber.

Habmonasata € Bpbh3Ka MeXIY ITpHeMa HA TUA3UIHH JJHYPETHUM Y NMOBHIIABAHEC HAa KOHIICHTpaLHATa Ha
xonecrepon 1 Tpurnuuepnad. Ipu gosure, kouto ce cuabpxkaT B KanTtab Ilmoc, ca HabmropasaHyn caMo
MHUHUMAITHH €PEKTH.

THazuIHMTE OUYpPETHLIM NMPEIU3BHKBAT MOBHIIABAHE HA KOHLEHTPAIMATA HA NHKOYHA KUCETNHA B CEPYMa
M TIpY TIPpEApa3noiNoKeHH NaLMEHTH MOraT 1a MPOBOKUPAT pa3sBUTHETO Ha NoJarpa.

IIpn ynorpebara Ha Kantab [moc Te3u eekT ca MUHIMANHH.

DomouyecmeunesHocH
HMa crLoOILeHHs 32 peaki Ha GOTOYYBCTBUTENHOCT N0 BPEME Ha JICYEHHETO C THA3HIHH AUYPETHLIU

(BK. TouKa 4.8). AKO ce pa3BUE peakius Ha GOTOUYBCTBHTEHOCT, CE IPECNOPRYBA JIa CE CTIpe JIEYEHHETO.
AKO Bp300HOBABAHETO HA JICYSHUETO € KPaHHO HE0OX0AUMO, ce MPENophYBa Mpeana3iBaHe Ha KOXKHHUTE
30HH, KOHTO ¢4 HINOKEHH Ha CTBHYEBH JTBYH WIH Ha M3KYCTBEHA Y B cBeTnnHa.

Obwu
[Tpu maiuenTy, YHATO CHIOB TOHYC ¥ Ob0peyHa PyHKUHNA 3aBHCAT [NIAaBHO OT aKTHBHOCTTA Ha peHHH-

aAHTHOTEH3HH-ANIOCTCPOHOBATA CHCTEMA (HANp. MALMEHTH C TEXKa 3acToiHa ChpAcHa HEJOCTATEYHOCT
WIH nomiexaino 0u6pedHo 3abondasade, BKIIOYHTEITHO CTEHO3a Ha OB0peuHaTa apTepus), HMa
chOOmEeHN, He IEHEHNETO C IEKAPCTBEHN TIPOAYKTH, KOHTO MOBITHABAT Ta3W CUCTEMA, BKITIOUHTETHO
AIIPB, e cBBp3aHO C OCTpa XMIIOTOHHMA, A30TEMHUA, OJIOTYPHA MM PAAKO ¢ 0CTpa OBOpedHa
HeNOCTAThYHOCT. KakTo NMpyu BCHYKHM aHTHXHIIEPTEH3UBHY CPEACTBA, F'ONSAMOTO IOHWKABAHE
apTepPHANHOTO HaNAraHe NpH NalMeHTH ¢ HCXeMWYHa DOJIECT Ha CBPLETO HIH apTEepoCKie
MO3bUHO-ChAOBA 0ONIECT MOXeE /1a I0BeE /10 pa3sBUTHE HAa UHPAPKT Ha MHOKapaa UK UH
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Ha CBPBXYYBCTBHTEJIHOCT KBM XHIAPOXIOPOTHAIHI MOraT a C€ Pa3BHAT KAKTO ITPH MAUMECHTH ¢ aHAMHE3a
33 aneprud Wik GpoHXHMaTHA aCTMa, KaKTO H TIpH NalMeHTH Oe3 TakaBa aHaMHe3a, HO TIPH ITbPBUTE
BEPOATHOCTTA € TIO-TO/IAMA.

[Tpu yroTpeba Ha THA3UIHU JHYPETHLH MMa choOmeHus 3a eK3alepoanys WIH OTKITIOYBAHE HA CUCTEMEH
YITYC EpPUTEMATOIEC.

AnTxunepreH3nBHUAT edekT Ha KanTab Ilmoc Moxe na ce moTeHIMpa oT Apyrd aHTHXHIIEPTEH3WBHH
cpelcTBa.

Kanrta6 [Inroc chabpika J1akT03a MOHOXHMApAT.

ITaupeHTH ¢ peAKH HACNEACTBEHH NpobIeMH Ha HEMOHOCHMOCT KbM (PpyKTo3a, ranakrosta
HEMOHOCHMOCT, Laap nakTo3eH meHUUT WM FI0K030 — ralakTo3Ha manabcopbuusa, He Tpadea aa
NPHEMAT TO3H MPOAYKT.

bpemennocm

[To BpeMe Ha GpeMeHHOCT He TpsaOBa fa ce 3anmoyBa JieueHHe ¢ aHTHOTEH3HH |l penierrropHy aHTaroHUCTH,
OcBeH ako NpOALIKABAHETO HA IEYEHNETO C aHTHOTeH3HH 11 peLienTOpHM aHTArOHUCTH HE Ce CMATa 32
KpalfHO HeoOX0UMO, MALHEHTKHTE, KOUTO CMATAT ka 3abpeMeHedT, TpA0Ba Aa MPEMHHAT Ha JICHCHHE C
aTTEPHATHBHO aHTUXHIICPTEH3UBHO CPEJICTBO, KOETO € ¢ J0Ka3aHa De30MMacHOoCT 1o BpeMe Ha
OpeMEeHHOCT.

INpu ycraHoBABaHE Ha OpeMEHHOCT, IeYeHHeTo ¢ aHrMoTeH3uH [l peuernrropHu aHTaroHKWcT! TpsdBa na
CTIpe He3a0aBHO H, aKO TOBA € HEoOXOMHUMO, 1a Ce 3aMovHe ATTEPHATUBHO JICUCHWE (BK. TOUkH 4.3 H 4.0).

4.5 Biaumoae#HcTBHE C APYIN JeKaPCTBERH NPOAYKTH H APYIH GOopMH Ha BiaAaMoaelcTBHe

CheIMHEeHHATa, H3CNENBAHY B KIIMHHYHH apMaKOKHMHETHYHH IIpOYyUBaHMs, BKIIOYBAT BapdapuH,
IOUTOKCHH, MepopaTHH KOHTPALCITTHBH (T.€. ETUHWIECTPAaXHON /IEBOHOPrecTPeN), rMUOESHKIIaMUA 1
HHeaunmH. B Te3un npoy9Banns He ca YCTAHOBEHH KITHHUYHO 3HAYUMH PapMaKOKHHETUIHH
B3aMMOJCHCTRBHA.

Moxe 13 ce 0UakBa KaTHH-ry0emuaT edekT Ha XHAPOXIOPOTHA3H] 2 ce MOTEHLMpPa 0T OPYTH
NEKAPCTBEHH MTPOIYKTH, CBbP3aHM ChC 3aryda Ha KamHi M XUIoKaueMus (Harp, Apyry kanui-ryoemu
IHYPETHIH, IAKCATUBH, aM(PoTepHIuH, KapOeHOKCOIOH, MEHHLIWTHH (G HATPHIA, MPOM3BOAHH Ha
calMuMnoBaTa KUCEIUHa, cteponau, AKTX).

EnnospeMmenroTo npunoxeHne Ha Kanrab Ilroc ¢ kannii-cbXxpaHsaBalliy AWy peTvliy, KanueBu 100aBKH,
3aMECTHTENH Ha FTOTBapCKaTa COJl, ChABPKALILA KATHH, WIH APYTrH JEKapCTBCHY NPOAYKTH (Hamnp. XenapHH
HaTpyit), MOXKe 1a NMOBMLIK CTOHHOCTUTE Ha cepyMHMA Kanui. [[pu HeoOxonumocT TpabBa ce
NpeanpueMe MOHHTOpHpPaHe Ha CEpYMHHS Kanuh (Bk. Touka 4.4).

HunyumpaHuTe OT JUYPETHLM XUITOKAITMEMUA H XHIIOMarHe3neMus npelipasnonaraT KbM pa3BHTHE Ha
MOTEHIIMATHH KapJHOTOKCHYHU e(PeKTH Ha AUTHTAITUCOBHTE MNIHKO3UIH H aHTHAPWTMHUYHHTE TIpETIApaTH.
[TpenopraBa ce nepHoaMUeH KOHTPON Ha CepyMHMs kanuii, koraTto KanTab Ibmroc ce npunara ¢ Takusa
NEeKapCTBEHH NPOIYKTH, KAKTO M ChC CIICIHHUTE JIEKAPCTBEHU NPOIYKTH, KOUTO MOTaT Ja MPEaIN3BUKAT
Jorsades de pointes”:

¢ AHTHApUTMHYHH NpenapaTy oT Knac | a - XuHUINH, XUAPOXHHUANH, IH30NHpPaMAu;

¢ AHTHapHTMHYHH NMpenapaty ot knac 1l - amuogapon, cotanon, nogetninua, HOYTHIHA,

e HsAKOH aHTHIICUXOTHLM - THOPHUIA3HH, XJIOPIIPOMA3NH, JIEBOMEINPOMa3NH, TpUIYyonepa3uH,
LHaMeMa3iH, CYIIMHPH], CYITONPH, aMHACYJINPHA, THANPHA, MUMO3HA, Xanonepuaon,
Oponepuao;

o Jlpyru — Oenpuawn, uusanpua, audeMaHun, XarodaHTpUH, KETAHCEPHH, MH30J1aCTHH
cnapduiokcanmH, TepdeHaiNH, BAHKAMWH, EPUTPOMULIMH.




[Tpx egrioBpeMEHHOTO MTPHEMAHE HA IHTHEBH NPENapaTH ¢ UHXHOUTOPH Ha aHIMOTEHIWH-KOHBEPTHPALINA
eH3uM (ACE) 1 xuapoxnopoTHaszul UMa ChOOLIEHHA 32 00paTHMO TIOBHIIIABAHE HA CEpYMHATa
KOHLIEHTPALMS Ha JIUTHIL, KaKTO ¥ MMPOsBH Ha ToOkcHaHOCT. UMa chobimenus 3a nogobeH edekt U npu
npueM ¢ anTHoTeH3nH II peuenropHu aHTaroHucTy. [lopany ToBa, MPHIOKEHHETO HA KAaHIECAPTaH H
XMOPOXJIOPOTHA3HI, ¢ JIMTHII He ce TIpenopbYBa. AKO IPUIOKEHHETO Ha Ta3u KOMOHHAIIHA CE OKaxe
HeoOXoa1Mo, ce MpenophYBa BHUMATENICH KOHTPOJT HA CEpyMHATa KOHLIEHTpALHA Ha JIUTHS.

[IpH eNHOBPEMEHHOTO NPWIOKEHHUE HA aHTMOTEH3NH 11 peLlenTTOpHY aHTArOHHUCTH € HECTEPONIHH
npoTBoBb3nanutentu cpeacrsa (HCITIBC) (t.e. cenextnsiu COX-2 HHXHOUTOPH, aUeTHICATHLWIOBA
kucenuHa (>3 g/mueBHo) ¥ HecenkTueiH HCITBC) Moxe na ce vabmonara otcnabeane Ha
AHTHXHUIIEPTEH3NBHHUA €EKT.

KakTo u npu ACE uaxuburtopure, eqHoepemcHHOTO TpunoxeHue Ha AIIPb » HCITBC npexcrapnsasa
PHCK 3a BIomaBane Ha Obp0peuHaTa GpyHkiMs, pasBurTre Ha OLOpeyYHa HEAOCTATHIHOCT, KAKTO U 33
NOBUIIaBaHe HUBATA Ha CepYMHNA Kanuh, ocobeHO NpU MAaLMEHTH C NPEeABAPHTEIIHO HapyllleHa OB0peyuHa
dbyHkuwst. Tazu komOnHaLma TpabBa fa ce Mpuiara ¢ MOBHUIEHO BHUMaHHE, 0COOEHO MPH MalMEHTH B
cTapdecka Bp3pacT. [launeHTuTe Tpabea na 6B0aT aneKBaTHO XHAPATHPaAHH H MO BpEME Ha TEpanmuaTa
TpAOBa Ja ce U3BBPILUBA NpocnenspaHe Ha OnOpedHaTa QpyHKIMA, KAKTO H MEPHOIWYHO C/ICA TOBA.

TNy pEeTUYHHUAT, HATPHIYPECTHUHHAT W aHTUXHIICPTEH3IUBHHUAT €eKT Ha XUIPOXIOPOTHAZNA Ce MOATHCKAT
ot HCIIBC.

PesopObuyaTa Ha XMAPOXJIOPOTHA3H]L CE€ NOJTHCKA OT KONECTUIION WK KONECTHPAMHH.

XUApOXNOpOTHAZH, MOKE [1a MOTEHLMpA edekTa Ha HEAENONAPH3INpaALIMTE MUOPENAKCAHTH (Harp.
TyOOKypapuH).

TuasuaHATe THYPETHLIN MOTaT Ja NOBHWAT CEpYMHATA KOHLICHTpAaUUsA Ha Kanuil mopaaH MOHIMKaBaHETOo
Ha eKCKpeLHATa My. AKO ¢ HeoOX0oIMMO [1a ce npe/Iuilie XpaHuTeTHA 00aBka, ChIbpKAINA KATLHHA, WIH
BuTaMHH D, TpsAOBa fa ce cleau cepyMHaTa KOHUEHTpaUMa Ha KasLMH ¥ 03aTa Ja c€ KOPHTHpa CTiopel
Hed.

B13MOXHO € THA3HOAWTE J1a MOTEHIMPAT XUNEPrTHKeM3Hpauns epexT Ha OeTa-OnokepHTe H Ha
AHA30KCUN.

BB3MOXHO € THa3HAHHNTE AAYPCTHLIHM Ja NMOBHILAT pUCKA 3a pa3BHTHC HA HCKCITAHH pCAKIIMH NPH TIDHUCM
Ha aMaHTaIHH.

BB3MOKHO € aHNXOTMHEPTMUHNTE cpeicTBa {HAMpP. aTPONHH, OMTICPHIICH) 1a TOBHILIAT OHOHANTHYHOCTTA
Ha THa3HIHUTE JVYPETHIIH Ype3 NIOATHCKAHE Ha CTOMAIUHO-YPEBHUA MOTHIIUTET U 3a0aBsHe Ha
CTOMAIIHOTO U3IPA3BAHE.

B13MOXKHO € THA3MAHUTE OJUYPETHIH A2 HaManaT 60pedHaTa eKCKpeLHs Ha UHTOTOXCHYHH JIEKAPCTBEHH
npoaykTtH (Hanp. uukiodochaMun, METOTPEKCAT) H J1a NOTCHLMPAT MUETOCYTIPECHBHHA UM e(EeKT.

ITpu emHOBpeMeHEH NMPUEM C ANTKOX0J1, DapOUTYpaTH UMK AHECTETHLIM MOXE 4 C€ YTEXKHH
OpPTOCTAaTHYHATA XHIIOTOHMUA,

JleueHneTo ¢ THA3UAEH ANYPETHK MOXKe 14 BIOLIIM ITIOK03HMA TonepaHe. Moxe na e Heodb
KOpeKLHA Ha J103aTa Ha aHTUINA0CTHUTE JIEKAPCTBEHH NPOAYKTH, BKNIOYHUTENHO U HA UH



MetdopMuH TpsabBa Aa ce npwiara ¢ NIOBALIEHO BHUMAHHE MMOPAJH PUCKA OT pa3BHTHUE Ha JTAKTOALMA03a,
HHAYLMPaHa OT ¢BeHTyaliHa 0b0petiHa HeOCTaTHPYHOCT, CBBP3aHa C MPHEM Ha XHAPOXIOPOTHA3HA.

XHOpoXIopoTHA3MA MOXKE A rpean3BUKa OTC/IabBaHe Ha OTroBOpa KbM AEHCTBHETO Ha TIPECOPHUTE
aMWHM (Hanp. aJIpeHATVH), HO HE A0 CTENEH Ha JIUTICA HA TPECOPEH EQEKT.

XHIpoXIIOPOTHA3HI MOKE Ja MOBHILK PUCKa 3a pa3BUTHE HA ocTpa 6n0peyHa HEAOCTATRUHOCT, 0CODEHO
[IpH MTPANOXKEHUE Ha HOIHN KOHTPACTHU BEIIICCTBA BHB BHCOKH JO3M.

EIHOBpeMEHHOTO NEUEHHE ¢ LUUKIOCNIOPHH MMOBHIIABA PHCKA OT pasBUTHE HA XUNEPYPHKEMHS U
YCIIOKHEHHUA OT THNA Ha nojarpa.

EnroBpeMeHHOTO neueHue ¢ OaknodeH, aMHPOCTHH, TPUUUKIMYHA aHTHAETIPECAHTH WIH HEBPOJICNTHLIN
MOKeE JIa JIOBEJIE IO MOTEHIMPAaHe Ha AHTUXHTIEPTEHIUBHUA eeKT U NHIyLMpaHe Ha XUTIOTOHUS.
4.6 PepruanTer, OpeMEeHHOCT H KhPMeHe

bpemennocm

He ce npenopp4yBa npHeMa Ha aHrHOTEH3UH Il penenTtopHn aHTaroHUCTH Npe3 MbPBHA TPUMECTBP OT
OpeMmeHHOCTTA (BXK. ToUka 4.4). [lo BpeMe Ha BTOpHA U TPTHA TPUMECTHP Ha OpeMeHHOCTTa, IpHEMA Ha

anruoTeHsuH Il peLenTopHH aHTAarOHUCTH € NPOTHBOMOKAa3aH (B#. Toukr 4.3 1 4.4).

EnvpeMHOIOrHYHATE JaHHH, Kacaclly pHcka OT TepaToreHeH edekT cien mprueM Ha ACE naxuburop
1Ipe3 IMbPBHA TPHMECTBP OT OpEMEHHOCTTA HE ¢a €HO3HAYHHU, HO BCE MaK HE MOXE [1a € U3KITIOTH JIEKO
noBMINaBaHe Ha pucka. Makap Ja HAMa KOHTPOJIMPaHH MUACMHAOIOTHYHH JaHHH, Kacacllly pHCKa NpH
npuem Ha AlIPA, npu 1031 Kac nekapcTsa MOXeE Aa ChlIecTBYBa Moa0ben puck. OCBEH ako
NPOOBIKABaHETO Ha fedeHHeTo ¢ AIIPA He ce cMATa 3a KpaiiHO HeoOX0aHUMO, MPH NAUMEHTHTE, KOUTO
Bb3HaMepsBaT Aa 3a0peMeHedT, TpabBa Aa ce NPEMHHE KbM JICUYCHHE C aNTEPHATHBHO
AHTHXHIIEPTEH3UBHO CPEICTBO, KOETO HMa YCTaHOBEH Npodiuil Ha 6€30NaCHOCT 3a yrnoTpeda 1o BpeMe Ha
OpemenHocT. [Ipu ycranoBsaBaHe Ha OpemeHHocT nevenneTo ¢ AIIPA Tpsbea na ce cripe HezabaBHO M, ako
€ YMECTHO, J1a MpeanpHeMe ATEPHATUBHO NEYCHUE.

H3BecTHO €, 9e ekcnoawumaTa Ha AIIPA nipe3 BTOpHA U TpeTHs TpUMECTBP Ha OpeMeHHOCTTa HMA
deToToKCHUeH edekT (HaManeHa ObOpeyHaTa QyHKLHA, OJTUTOXHIPAMHWOH, 3a0aBeHa ocHHKALHA Ha
YEPEMHHUTE KOCTH) M HEOHATAITHA TOKCHYHOCT (ObOpedHa HENOCTATHYHOCT, XUIIOTOHUSA, XETIEPKATHEMUSA )
(Bx.Toukm 4.3 1 4.4).

[Tpu excnosuimd Ha AIIPA cnen Ha4anoTo Ha BTOpHA TPHUMECThP Ha OpeMeHHOCTTa, CE NpenopbyBa
exorpagcka oleHKa Ha Op0peynaTa yHKLINA U CECTOAHHETO Ha YEPEMHUTE UYETIIOCTH.

Kbpmauera, yuuro madiku ca npueman AIIPA, Tpabpa na ca non HenocpeacrseHo HabmoaeHue 3a
pPa3BHUTHE HAa XUMOTOHUA (BX. TOUkH 4.3 1 4.4),

Xudpoxropomuasuo
KIIMHHUYHHUAT ONAT Kacaell pUCKa OT NPUEM Ha XHMAPOXJIOPOTHA3UI MO BpeEME Ha OPEMEHHOCT €
OrpaHu4YeH, 0coOCHO Npe3 MbPBUA TPUMECTED. [IpoyUBaHUATa NIPH XKHBOTHH ca HEQOCTATEYHH.
XuapoxnopoTHa3na NMpeMHAHaBa Mpe3 rianeHTara. Bs3 ocHoBa Ha papMaKOJIOTHIHAS MEXAHHIhM:
NEeHCTBHE Ha XUAPOXJIOPOTHA3H], MOXKE 1A CE OYAKBA, Ye [IPHUEMa MY MPE3 BTOPHUSA W TPET :
OpeMeHHOCTTa e BEpOATHO 1a KOMIMPOMEHTHPA (eTo-TmalleTapHaTa nepdy3us 1 ga ce o




MI0ia H HOBOPOJEHOTO KaTo UKTep. Bh3MOXHH ca HapyleHH® HA BOARO-EIEKTPONHTHHUA OaNnaHC 1
TPOMOOLIUTOTICHHAL.

XungpoxsiopoTHasui He TpAOBa 1a ce mpuiara, Mpx OTOUM IO BpeME Ha OPEMEHHOCT H reCTauMOHHA
XHUIEPTOHMS, IOPAIH PUCK OT NMOHWKABAHE HA NazMeHUs 00eM W IUTaleTapHa Xunonepdysus, 6e3
OnaronpuaTeH edekT BHPXY X04a Ha BoJecTTA.

XHApOXIOpOTHA3H] HEe TPAOBa Na ¢e NpUnara nNpy eceHLMaiHa Xxuneprpodus npy OpeMEeHHH XKEHH, OCBEH
B CITYJauTe, KOraTo He MOXKE 12 C€ TIPHITOXKHU APYTo JIEYEHHUE.

Kvpmere

Anzuomenzun Il Peyenmopnu anmazonucmu (AT2 peyenmopru anmazonucmu).

[ToHexxe nuncea uHdopMalua, kacaeia yrnorpedara Ha Kanrtab [Lmoc no BpeMe Ha kbpMeHe,
npunoxeHneTo Ha Kanrab ILmoc He ce npenopsuBa, KaTo 3a NpeanoyuTaHe JiedeHHE ¢ ATCpHaTHBHH
JIeKapCTBEHH CPeNCTBA, KOWTO UMAT ycTaHoseH npodun Ha 6e30nacRoOCT NpH KEPMEHE, 0co0eHOo TIpH
KEPMEHE Ha HOBOPOASHO WIH HEJOHOCEHO ebe.

Xuopoxnopomuasuo:

[IpH X0opa XUAPOXJIOPOTHAZN], CE EKCKPETHPA B KBPMATa B MATKO KOIHYECTBO. T Ha3uIMTe BB BHCOKH
NO3H, IPeAW3BUKBAIIY WHTCH3NBHA AHYpe3a, MOTaT fa HHXHOHpaT 0Opa3yBaHeTO Ha KhpMa.
HM3nonzeanero Ha Kantad Ilnroc no speme Ha KbpPMEHE HE C¢ TIpEnophYBa.

4.7 EdexTH BLPXY cnocobHOCTTA 33 moPHpaHe ¥ padoTa ¢ MAMHHHA

He ca npaBeHn npoyuBaHuA Ha edekTHTe BEPXY CIOCOOHOCTTA 3a wodmpaHe ¥ pabota ¢ MmawnHy, [Tpu
wodupade u padbota ¢ MalIHHHU TpiaOBa Oa ce UMaT npeasui peAKHTe ciyvyaH Ha 3aMaHBaHe WIH
OTIMAAHANIOCT o BpeMe Ha JiedeHueTo ¢ Kanrab [liroc.

4.8 HexeNlaHH JIeKAPCTBEHH PeAKUNH

B xoHTponHpaHUTe KIWHHYHM NPOYUYBAHNSA Ha KaHIECApTaH LIMNEKCETHI/ XHAPOXIOPOTHA3KI HEXKENAHWTE
peakIHH ca JIeKd W TIipeXoHd. CnydadTe Ha OTIafaHe Nopaay HEXKEaH! PeaklUHd Che CXOIHA YECTOTa B
rpYNHTE Ha KAHAECAPTaH MNEKCEeTIWI/ Xuapoxnopotnasul (2,3-3,3%) u rauebo (2,7-4,3%).

B KIHMHHYHHTE IMpoy4YBaHHWAa HA KaHAECaApTaH uuiekceTnn/ XHEpOXJIOPOTHA3H]I HCKEIIAHUTE PCAaKIINA Ca
CBCIACHH 10O TaKHBa4, 32 KOWTO UMa [10-PdHHA C'LDGH.[EHHSI MpH KaHICCapTaH HWICKCCTHI WHIH

XAOPOXJIOPOTHA3KI.

B nmageHara Tabnnua no-gony ¢a NpeACTaBEHH HEXENAHUTE PeakUMy OT KITHHHYHUTE NpOYYBaHNAA H
NOCTMapPKETHHIOBHA ONUT. B cOopen aHanu3 Ha JaHHHTE OT KIWHHWYHHTE TIPOYYBAHHA IIPY MAUNEHTH C
apTepHaTHA XHITEPTOHHUA HeXKETaHUTE peakUMH KBM KaH[ecapTaH UWIEeKCETHIT ca JepuHApaHH cropea
JeCTOTATa Ha BL3HHKBAHE MPH MpHeM Ha KaHJecapTaH LWISKCETH/I, HAABMMagraila ¢ nmoHe 1% uyecrorara
MpH ITPUEM Ha IU1a1edo.

W3non3sanuTe B TabNUMTE B TOUKa 4.8 4eCTOTH ca KakTo cieiBa: MHOTO yecTH (=>1/10), vectu (=1/100
go <1/10), Heuectn (>1/1000 mo <1/100), peaxu (=1/10 000 go <1/1000), muoro peaku (<1/10 000), ¢
HEM3BECTHA 4eCTOTa (0T HATHIHHTE JJaHHH He MoXe 1a ObI¢ HanmpaBeHa OLCHKA).

CHcTeMO-0pPraHHH KJacoBe YecroTa Hexenana peaxu
MHpeKkiuMH H MHBECTALIHH YectH PecniuparopHa HHpEKII
HapyuieHns Ha KpbBTa H IMMGHaTa ‘ MHuoro peakH JlepkorneHus, HeyTpone




CHCTEMA arpaHyJIoLHTO3a
HapyimmeHns Ha MerabonusMa u MHoro peaku Xunepxannemus, XMMoHaTpHEMHUA
XpaHEHETO

HapyuieHHsi Ha HEpBHATA CHCTEMA

YecTH

3aMaliBaHe/BEPTHIO, TNaBOOONUE

PecniupaTopHH, TPBIAHH N
MEAMACTHHATHH HapyIUeHHA

MHoro peakH

Kaumnuua

CToMalUIHO-UpEBHH HApYILICH KA

MHoro peak#

I"'aneHe

CUCTEMA H ChCIMHHUTCIIHATA ThKaH

XemnatobWnuapHN HapyILIEHHUA MHoro peagxun [ToBumasaHe Ha HepHOOPOOHUTE
C€H3WMH, OTKJIOHEHHA B
YyepHOoApoOHATa QYHKIIMA WM XENIATHT

Hapylienns Ha koxkaTta ¥ noAkoxHata | MHoro peaku AHruoeaeMm, 0OpHB, ypTHKapHA,

ThKaH NPYPHTYC

HapyimeHHsa Ha MyCKYJTHO-CkeneTHata | MHoro peakn bonky B repda, apTpanrug, MHAITHA

HapyimeHnus Ha 60peuure 1
NUKOYHUTE TETULLA

MHoro peaku

Bu6peuno yBpexaaHe, BKITIOYATETHO
Ob0OpevYHa HeIOCTATHUHOCT MPU
NMpenpa3nookKeHy MaldeHTH (BX.
TouKa 4.4)

B nanenara TabiHila Mo-Noy ca NMpeacTaBeHH HEXENAaHUTE PpeaKLUH MPH MOHOTEpaITHA ¢

XHAPOXIOPOTHA3HA, OOMKHOBEHO B J03a OT 25 mg WIIH NO-BHCOKA.

CHcTeMo-opraHnH KIacoBe YecroTa Hexenana peakunsn
Hapymenus Ha KppBTa B TUM{HaATA Penku JleBKOTIEHHA, HEYTPOTICHHA H
CHCTEMA arpaHyJIOIHTO3a, TPOMOOLITONIEHNH,

ary1acTHYHa aHEMUA, KOCTHO-MO3BYHA
CyNpecHs, XeMOJINTHIHA aHEM U
Hapyluenus Ha UMYHHATa CUCTEMa Penku AHadUNaKTHYHH pEaKLIVH
Hapyienns Ha metabonmusMa YectH XHUNePKATHEMUS, XUTIEPYPUKEMMUA,
XpaHEHETOo ENeKTpoNuTeH aucbanaHc
(BKJTFOMHTENTHO XHIIOHATPUEMHUS K
| X HMOKaJIHEMHA )
[TCHXHYHMN HapYyLUECHHA Penku Hapyumenns Ra cbHA, 0€3M0KOACTBO,
Acnpecus
HapymmieHus Ha HepBHATa CHCTEMa Yectu [IpumansBsane, BEpTUTO
Peaku [lapecTe3nH
HapyineHus Ha O4MTe Penkwu [ IpexoHO 3aMBITIEHO BH)XXIaHe
ChbpOeuHy HapylICHHA Penxn APHTMHH
CpO0BH HApPYLUCHUSA Heuectn OpTocTraTiHa XMITOTOHHA
Penxu HekpoTwanpaul aHruuT { BaCKyJIuT,
KOXXEH BacKYJIHT)
PecniipaToOpHU, I'pbAHH U Penxu PecrinpatopeH ANCTpeC (BRIIOYHATETHO
MEJIHACTHHAITHHY HApYIUECHHS NMHEBMOHMsA H OenoapoOeH OTOK)
CToMamHO-YPEBHYN HAPYIIEHHA Heuectn AHOpEKCHS, 3ary0a Ha aneTur,
CTOMAILHO Apa3HeHe, THapPg,——
KOHCTHIIALHA
Penku [TlankpeaTHt




XenatoOunapHU HapyIIeHUs Penku Hkrep (nHTpaxenartancH
XOJIECTaTUUEH UKTED)

Hapyinenns Ha Ko)caTa M nogkoxHarta | Hevectn OO0puB, YpTUKapHA, peéakUUU Ha
TbKaH (hOTOMYBCTBUTETHOCT
Penxu ToxkcnyHa enuaepmanHa HEXPOJTH3A,

PEaKLUMH OT THUIA HA KOXKEH NYIMYC
EpPUTEMATOHEC, PELMANB HA KOKEH
JIYIIyC epHTEMaToaec

Hapymenwns Ha MyckynHo-ckeneTHata | Pegku MyCKyIJIHH CTiazMH

CUCTEMA H CheJHHUTENHATA ThKaH

Hapyinenus na 6nbpeuure u Yectn ['moko3ypus

NMUKOYBHUTE ITBTHILA Penxwu HapymweHa 0b0peuHa GyHKUMA H

| MHTEPCTULMANICH HEQPUT

O6wmy HapymeHnA H e(PEeKTH Ha YectH Cnaboct

MACTOTO Ha NMPHUJIOKCHHC Penxu (Deﬁpm'[me'r

Hacnensanus Yectn IlopniaBaHe CTORHOCTHTE Ha

XOJIECTEPOSIA ¥ TPHTTHLIEPHAHTE

Penxn IlosuiiaBaHe Ha CTOAHOCTHTE Ha

ypesita ¥ KpeaTHHa B cepymMa

CpobllaraHe Ha MOAO3MPAHY HEXKENaHN peakliny
CrobuiasaneTo Ha NOJO3HPARH HEXETAHU PEAaKIWK CJIe]T paspeilaBaHe 3a yrmoTpeda Ha mekapcTBeHHS

MPOIYKT € BaXKHO. ToBa NO3BOIABA Ia NMPOIbKU HabMIOAeHNeTO Ha CHOTHOLICHHETO MON3a/pHCK 34
JIeKapCTBeHNA MpoAyKT. OT MEIHLMHCKHTE CREHaMCTH ¢& H3KCKBa fa ChoOIaBaT BCAKA MOI03MpaHa
HeXXeNlaHa peaklus JUpeKTHO Ha MamenHuTe1Ha areHIus no Jexapcrsara (MAJT):

EBIITAPUA, Codus 1303, yn. laman ['pyes 8
Ten.: +359 2 8903417

En. TTouta: bda@bda.bg

yebcaiT: www.bda.bg

4.9 Ilpeao3upane

Cuvnmonmu
B13 ocHoOBa Ha ¢apMakolorudHn chobpakeHNA, U3TNIeXa BEPOATHO OCHOBHUTE ITPOSABU Ha TIpeIo3upaHe

Ha KaHAecapTaH LUIeKkceTwI 1a 6b4aT CHMITTOMATUYHA XHTIOTOHHSA WiIN 3amaiiBaHe, B oTACTHUTE
crOOLIEHUA 3a rIpeno3nupaHe (70 672 mg xaHAecapTaH WICKCETHT) BB3CTAHOBABAHETO Ha MTALHEHTHTE
npoTH4a 0€3 yCITOXKHEHHUS.

OCHOBHWTE CHMITTOMH Ha TIpeI03HPaHEe Ha XHUAPOXIJIOpOTHA3H] ca OCcTpa 3aryda Ha TEYHOCTH U
enekTponuTH. Morart aa ce HabGmonaBaT H CUMIITOMH KaTO 3aMaiiBaHe, XHUITOTOHHA, KaXa, TaXHKapAn,
KaMEpHY apUTMUH, CEAALINA/ HAPYLIEHO Ch3HAHUE H MYCKYIIHU KPaMIIH.

Jleuenue
JIuncsa xoHKpeTHa HH$OpMaLMa 0OTHOCHO npeno3npadeTo Ha Kaurab [1moc. Bee nak, B cny4aii Ha
Nnpego3upaHe ce NpeanaraT JaaeHuTe No-4011y MEPKH.

[Tpw Te3u niposiyn TpAOBA J1a ¢c¢ OOMHCITH WHAYUUPAHETO Ha OBPBIIAHE WITH CTOMAILIHA MPOMUBKA. AKO
ce pasBHe H3ABEHa XHUMOTOHMA, TPAOBA 1A ce 3aNl0YHe CHMITTOMAaTHYHO JIeHeHre ¥ 1a ce HabnoaaBsar ..

NOCTATHEYHO, IUTa3MEHNA 0beM TpsAOBa a ce MOBHILM Ype3 BIUBAHE HA M30TOHUYEH pa3TBOp
xnopua. TpsadBa aa ce U3CNenBaT CEPYMHUTE €NIEKTPOITHTH W ATKaTHO-KHCEIMHHOTO ChCTO



HYX1a, JIa ce KOpUrupar. AKO H3DpOEHHTE MepKH He ¢a AOCTAaTLIHH, MOXKE J1a CC IIpHarart
CHUMIaTHKOMHMETHIIHN.

KanzaecapTaH He ce OTCTpaHsBa 4pe3 XeMoaHanu3a. He e n3BecTHO 10 kakBa CTENECH XNUAPOXIOPOTHAZHI
ce OTCTpaHsABa Ype3 XeMOIHATH3a.

5. GOAPMAKOJIOr'HYHHU CBOHCTBA

5.1 dapMaxoanHaMHYHH CROMCTEA

({apmakoTepaneBTHYHa rpyna: AHrHOTEH3UH || aHTaroHNCTH +OHYpeTHLH
ATC kox: CO9DAO6

AHTHoTeH3WH 1] € OCHOBHHA BA30aKTUBCH XOPMOH OT PEHHH-AHTHOTEH3WH-aIA0CTEPOHOBATA CHCTEMA H
MMa PONS B NATOMHU3HONOTHATA HA XMIIEPTOHMATA M APYTH ChPASYHO-CHJOBH HapyllleHHd. Tol chmo
Taka urpae poJisi B [IaTOreHe3aTa Ha TCPMHHA/IHATa OpTraHHa XUTIEpTpodHs H TEPMHUHANTHOTO OPTaHHo
yepexaaHe. OcHoHUTe PW3HONOrHYHH eheKTH HAa aHTHOTEH3HH Il KaTO BA3OKOHCTPHKILNSA, CTHMYITHpaHe
0CcBOOOXKIABAHETO Ha AJIOCTEPOH, peryfalis Ha eNeKTPOJIMTHATa ¥ BOAHATA XOMEOocTa3a H CTHMYJTHpaHe
Ha KJIETHYHHA PacTexk, ce Meauupar upe3 peuernropa ot tvn 1 (AT1).

KaHaecapTaH MIEKCETI € NPOJEKapCTBO.

IIpu nepopanecH npHeMm, B poueca Ha pe3opOund B raCTpOMHTECTHHAITHNA TPAKT KaHIECapTaH
IIHIEKCETH e XMAPOIN3upa (ecTepHa XUAPONH3a) 10 aKTHBHOTO BEUIECTBO KaHAECapTaH.
Kannecapran e AIIPB, cenexkTuBeH no oTHoleHHe HA AT peuenropute, KOWTO c€ CBLP3Ba 3IPaBo M Ce
otaens 6aBHO oT peuenTopa. Tol HIMa MUMETHYHA aKTHBHOCT.

Kanpnecapran ve nmormusea ACE wnu aApyru eH3UMHH CHCTEMH, KOMTO 0OMKHOBEHO ¢a CBBP3aHH C
msnomsateTo Ha ACE uaxuburtops. [lonexe He oka3BaT eekT BBpXY pasrpaxiaHeTo Ha KHHHHHTE,
HHTO BBpPXY MeTabonu3Ma Ha JpyTH CheIUHEHUS — KaTo cyOcTaHuns P, € Mallko BEPOATHO Ja C€ 09aKBa
AIIPD na ce cBbp3BaT ¢ KaUIUIHUA. B KOHTPONTMpaHUTE KIIMHWYHH NMPOYyYBaHHs, CpaBHABALIN KaHOeCapTaH
rrtekcetiu1 ¢ ACE uHXUOHTOpH, YeCTOTaTa Ha pa3BUTHE HA KAlILUTHIIA NTPH NaLHeHTUTE, TPHEeMAllH
KaHaecapTaH [WIEKCETH, € Mo-HUcka. KanaecapraH He ce CBhp3Ba KbM HIH Ol0KHpa ApYTrH XOPMOHAIHH
peLenTOpH HITH HOHHH KaHaJTH, 33 KOMTO [a ¢ U3BECTHO, Y€ ¢a BaXKHH 3a CEPACYHO-CHA0BATA PETYIAITH.
AHTaroau3sMbT cripamo AT peuentopute BOAHM A0 A0303aBHCHMO MOBHHUIABAaHE HA IJla3MeHaTa
KOHLICHTpALMA Ha peHHH, aHrMOoTeH3UH | ¥ aurnoteHsuH 1, v noHmwxaBaHe MNasMEeHaTa KOHLIEHTpaLA Ha

U NOCTEPOH.

Edextnre Ha kaHAecapTaH LWNEKCETHI MIPH MPHEM Ha kKonu4yecTBa oT 8 mg nol6é mg (cpeana no3za 12 mg)
eHOKpAaTHA JHEeBHA 71034, BhPXY CBPASTHO-ChIOBATA 3200/I€BAEMOCT M CMBPTHOCT Ca OLICHEHH TNpH
paHAOMH3aHPaHO KJIHHHYHO NMpoydBaHe, BKITIOYBALIO 4 937 nalMeHTH B cTapuecka Bu3pact (70-89
FooHH, 21% Ha Bb3pacT 80 WM noBeye roIMHM) C jieKa J0 YMEpEHOo TeXKa XHIIEpTOHHA, NPOCICaAABAHH
B IIpOABINKeHHe Ha 3,7 ronuHu. TTauneHTUTE ca MpUeMany KaHAecapTaH LWIeKCeTH WiH 1uiatebo ¢
nobaBsHE MPH HYXA HA IpYTro aHTUXUINEPTEHIWBHO CPEACTRO.

ApTepHanHOTO HANSTaHE N0KA3Ba NMOHIKaBakHe oT 166/90 na 145/80 mmHg B rpynaTa Ha KaHaecapTaH M
ot 167/90 no 149/82 mmHg B rpynara Ha nnane6o.

ITo oTHOIIEHWE Ha ITBPBUYHATA KpaliHa TOYKa — 3HAYUMHU CHPAEYHO-ChI0BH CHOUTHS (CHPAEYHO-ChI0BA
CMBPTHOCT, HethaTasicH HHCYNT U HedaTaneH HHapKT Ha MHOKapaa) HIMa CTATHCTHYECKH 3HAYHMa
pa3zivka. B rpynara Ha kaHaecapTaH HUMIOeHTHTE ca 26,7 Ha 1000 nauuMeHTa rOQHIIHO, a8 B KOHTPOJIHATA
rpyna — 30,0 Ha 1000 naupenTta rogmmHo (oTHOCKTENEH puck 0,89, 95% CI 0,75 no 1,06, p=0,




XHUIpOXIOpOTHAZH NHXHOHNpa akTHBHaTA peabcobuma Ha HATPHH, IN1ABHO B JUCTATHATE TYOOIIH H
CTUMYJINPa eKCKPELIMATA Ha HaTpHi, xJtop ¥ Boda. brOpeunara exckpeuys Ha Kanui ¥ MarHE3WH ce
MOBHIaBA 10303aBUCHMO, JokaTo peabcopbuuaTa Ha KANMH ce MOBHIIABA. XHAPOXIIOPOTHAIH]
MOHIDKABA IIa3sMeHHuA obeM ¥ 0beMa Ha M3BBHKIIETBYHATA TCHHOCT, MOHIDKABA MHHYTHHS 00eM Ha
ChPLIETO H ApTEPHATHOTO HayATake. [Tpy ARNTOCPOYHO IE9eHHE MOHKEHOTO MepHEPHO
CBHIPOTHRIIEHHE JOTIPHHACA 32 TOHIDKABAHETO Ha apTEPHATHOTO HAMATAHE.

[oseMH KIHHAYHH NTPOYYBAHUA MOKA3BAT, Y€ ABJITOCPOYHOTO NEUCHHE ¢ XHIPOXIOPOTHA3KH/I HaMansaBa
pHUCKa 332 ChbPASYHO-Ch10BA 3a0011€BAEMOCT U CMBPTHOCT.

KaHjecapTaH U XHIOPOXJI0POTHAZHA UMAT aJHTHBEH AHTHXHIICPTCH3INBEH €PEKT.

[Tpy nalwmeHTH ¢ apTepuanta Xunepronus npueMa Ha KanTtab [ Lmoc Bogn 40 10303aBHCHMO H
MPOTEKHTEHO NOHMKABAHE HA apTEpHANTHOTO HansArane 6e3 peduiekTopHO MNOBHINABAHE HAa CHPAEYHATA
qecrora. Hama gaHHy 3a cepHo3eH HITH MpeKOMEPEH XWTIOTEH3UBEH edeKT Ha ImhpBaTa 4033 Wi pebayH]
edexT cnel ciMpaHe Ha JiedeHneto. Crel mpunaraHe Ha eqHokpaTHa fo03a Kanrab [moc kato usno
AHTUXHNEPTCHIUBHHIA eeKT 3anodsa 1a e MPOoABABa B paMKHTE Ha 2 yaca. OnrumancH €eKT ce MOCTHTa
B PaMKHTE Ha 4 ceAMHUM, KaTo B X0Ia Ha TRIATOCPOYHO Jiedekne ce 3arma3na. KanTtabd Ilmoc eqnokpartHo
NHEBHO OCHTYpsABA e()eKTUBHO H paBHOMEPHO TIOHWKABAHE HA apTEPHATHOTO HaNATaHe 3a MEPHo OT 24
qaca, ¢ MaJKa pasiuka MexIy edekra rnpu MakCHManHaTa d ITPpH HaM-HWCKATa KOHIIEHTPpAalMA B PaMKHWTE
HA UHTEpBATa HA NpHaraHe.

B neoitHo-casmo paHgoMu3npaHo npoyusake Kanrab [lmoc 16 mg/12,5 mg enHokpaTHO IHEBHO NTOKa3Ba
NOHKXaBaHEe Ha apTEPHATHOTO HAIATAHE B 3HAYUMO MO-TONAMAa CTEIEH H MOCTUTaHE Ha KOHTPOJI NpH
3HAYHMMO NOBeYe NaLMEHTH, OTKOIKOTO MPH H3MONA3BaHE Ha KOMOMHALIMATA N03apTan/ XHAPOXJIOpOTHA3NI
50 mg/12,5 mg enHOKpaTHO AHCBHO.

B nBofino-cnen#, paHIOMU3MPaHH NPOYYBaHUs, YECTOTaTa Ha HEXKETAHHUTE peaKUMH, 0CoOeHo Ha
KALLTHIIA, € mo-HUcKa npH neyeHue ¢ KanTtad Inroc, oTkonkoTo npu neyeHue ¢ komounaumu ot ACE
HHXAOWTOPH H XHAPOXJIOPOTHAIHA.

B 1Be KNIMHAYHY NMpoyYBaHUA (paHIOMA3NPaHU, IBOWHO-CIIAIH, MNauedo-KOHTPOIUPaHH, ¢ YCTIOPEIHH
T'PYITH) BKTIOYBAIIN CROTBETHO 275 1 1 524 pangoMH3Upany NaLMEHTH, MPHEMBT Ha KOMOHHALHATA
KaHJecapTaH LIEKCETWI/ XuApoxtopoTHasng B 1034 32 mg/12,5 mg v 532 mg/25 mg sogy Ao
MOHWKaBaHe Ha apTepHaTHOTO HaIATaHe choTBeTHO ¢ 22/15 mmHg v 21/14 mm Hg, xato noka3ssa
IHATHTEITHO MO-BUCOKA ¢EKTUBHOCT OT Ta3H Ha CHOTBETHHTE KOMIIOHEHTH MO OTAETHO.

B paHaoMuinpaHo, ABOMHO-CIAMNO, KIIMHHYHO NTPOYYBAaHe C YCTIOPEAHH MpynH, € YCTAHOBEHO, 4e
noGaBaHETO Ha 12,5 mg Wik 25 mg XUApOXNopoTHa3ni KbM JHEBHATA J03a OT 32 mg KaHAecapTaH
[UIIEKCETHN BOAX A0 JOMLJIHUTENHO NMOHWKaBaHE HA apTEpPHATHOTO HaNsraHe.

KoMOnHaumATa kaHaecapTaH LICKCETHI/XHAPOXNOpoTHa3HI 32 mg/25 mg nokasBa 3Ha4YMMO I0-BUCOKA
edekTHBHOCT OT KOMOMHauuaTa 32 mg/12,5 mg kaTto CpeTHOTO MOHHKXABAHE HA apTePHAIHOTO HAMATaHe
e ceotBeTHO 16/10 mmHg u# 13/9 mmHg,

KoMmbGunaupaTa kaHAeCcapTaH IUIEKCETHI/ XHOPOXJIOPOTHA3ZH MTOKa3Ba cXoAHa edhekTHBHOCT Oe3
3HAYECHHE OT Bb3pacTTa H Noja.

K®M MOMEHTa JIMIICBAT JaHHM 3a yroTpeOa Ha KaHaecapTaH [HACKCETHI/ XHAPOXIOPOTHA3HL TIPH
naifieHTH ¢ 0p0peyHo 3adongrane/HedponaTHs, HaManeHa neBokaMepHa QYHKUHA, 3aCTONHA ChpJcYHa
AEHHOCT W cliell HH(apKT Ha MHOKapAa.
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5.2 @OapMAKOKAHEeTHYHH CBOHCTEA

EHOBpEMEHHOTO MPHIOXKEHHE HAa KAHIECAPTaH LWIEKCETHT U XHAPOXIIOPOTHAZH HE OKa3Ba KITMHHUYHO
3HAYMMH edekTH BrpXy PapMaKkOKHMHETHKATA HM.

Abcobywsi u pasnpeoenerue

Kanoecapman yunexcemun

Crnep nepopaneH OpUeM KaHOeCcapTaH LHIEKCETHN C& NPEBPDhINA B aKTHBHOTO BEUIECTBO KAHAECAPTaH.
A6comoTnaTa GMOHATWYHOCT Ha KaHIecapTaH, ClcA MpHeM Ha NepopalicH pa3sTBOP Ha KaHAaecapTaH
urnexkcern e okoyo 40%.

B cpaBHeHHe ¢ NepopatHHA pa3TBOp, OTHOCHTENHATA OMOHANTHMUHOCT Ha TabneTraTta gopma Ha
KaHaecapTaH uunekcerwn € npubnusurento 34% ¢ MuHUManHa BapnabHIIHOCT.

CpenHaTa HKOBA IUTa3MeHa KoHuerRTpauws (Cmax) ce moctura 3-4 yaca cnell NpHeMa Ha TabneTkara.
C nosMInaBaHe Ha [03aTa B PAMKHWTE Ha TCPANCBTHYHHUA J030B IHAMA30H, CEPYMHATA KOHLIEHTPALUA Ha
KaHIecapTaH ce TOBMHIaBA B IMHEHHA 3aBHcHMOCT, He e HabmogaBana 3aBHCHMOCT Ha
dapMakOKHHETHKATA Ha KaHAecapTaH LWIEKCETHA oT nona. [ioilra noj KpUBaTa cepyMHa
koHLeHTpala/BpeMe (AUC) Ha kaHAecapTaH He ce NOBHSIBA 3HAYHMO OT MpHeMa Ha XpaHa.

KanzecapraH ce CBbP3Ra BB BUCOKA CTENCH ¢ TUTa3MeHHTe NpoTeuHH (Han 99%). I1puBuaHNAT 0OeM Ha
pasnpeneneHue Ha kanaecaptat € 0,1 /kg.

Xudpoxiopomuasuo

XuapoxsnopoTtHasnj ce pezopdupa 6bp30 B raCTpONHTECTHHANNHUA TPAKT, KaTo abCcoMoTHAaTa My
Oronannyroct ¢ npubnuznurento 70%.

EnHOBpeMEHHHUAT MNPUEM Ha XpaHa yBenuuasa pe3opbuusara My ¢ 0mu3o 15%. I1pyn nanpeHTH ¢be
Chbplle4Ha HeJOCTATHUYHOCT Y IBHO H3pa3eHHd 0TouM OMOHANUYHOCTTA My MOXE Ja HaMarnee.

Cabp3BaHETO HA XHOPOXJOPOTHASH]I C TUTA3MEHHTE MpOTEeHHN € NpubnusurenyHo 60%. IIpUBHAHUAT MY
obeM Ha pasnipenenexue ¢ npubnusurenyo 0,8 /kg.

Buompancgopmanun u erumunupane

Kanoecapman yunexcemun

KanpecapTtaH ce elMMHHUPA INTABHO HEMPOMEHEH C YPHHATa H XJITHYHHA COK, KATO B MaJKa CTENEH ce
eIMMHHHpa 4pe3 MeTabonusnpane B yepHus Apod (CYP2C9).

HanuuxuTe npoyuBaHus 3a B3auMozeicTBiA He nokassat edext Bppxy CYP2C9 n CYP3A4. B3 ocHoBa
Ha in vifro JaHHWTE HE e 0YaKBa 7 vivo J1a HACTBIIH B3aUMOJIEACTBHE C IeKapcTBa, YHETO
mMeTabonu3npaHe 3aBHCH OT H30€H3UMUTE Ha uuToXpoM P450 CYPIAZ, CYP2A46, CYP2C9, CYP2C19,
CYP2D6, CYP2E!, nnn CYP3A4. TepMHHaNHUAT NONYXKUBOT HA KaHAecapTaH € oxono 9 yaca. Ilpu
MHOrOKpaTeH MpHEeM KaHIecapTaH He ce KyMYyJlHpa B opranvsma. [1onykMBOTET Ha KaHJecapTaH 0CcTaBsa
HenmpoMeHeH (MpubnnsuTenHo 9 aca) npw npuaarade B koOMOWHAUMA ¢ xuapoxjaopoTHasua. [1pu
MHOT'OKpaTHO IpuiaraHe Ha KoMOMHaIMATa, He ce HabI0JaBa JOMBIHUTENHO KOMYINpaHe Ha
KaHJIeCapTaH B CpaBHEHHE C MOHOTEparunATa.

ToTanHUAT Ta3MeH KINPBHC Ha KaHaecapTaH € okono 0,37 ml/min/kg, npu 0B0pedeH KITUPBHC OKOMO
0,19 ml/min/kg.

bB0pearOTO eNMMMHHUpAHE Ha KaHIECapTaH Ce OCBILECTBABA Ype3 IMOMEpYJIHa QUITpALHA U Upe3
aKTHBHA TYOY/THa cexpeLms.

Crneq nepopajieH NpHeM Ha MapKHpaH kanzecaptad uwiekcerun ¢ '*C e ycraHoseHo, ue ¢
eKcKkpeTHpa npuosH3UTeNnHO 26% OT npueTaTa 103a (KaTo KaHgecapTan) U 7%

KaTO HEAKTHBEH MEeTabonuT.



YeproapoOHaTa TpaHchopMalna Ha xaHIecapTaH ce u3Bbpmsa oT CYP2C9, xo#tTo e uuroxpom P450
CH3UM.

Xuopoxnopomuazuo

XHApOXJIOPOTHA3H]L HE ¢¢ MeTaDONMHANPa U Ce EKCKpeTHPa MOYTH HAITBJTHO HETPOMEHEH 9pe3 rTyMepYyJiHa
GUATpalMd H aKTUBHA TYOYJ/IHA CEKpELIMA.

TepMHHATHHAT TIONYKHBOT Ha XMAPOXJI0poTHa3UA e pubiuanTenHo 8 gaca. [omyKHBOTET Ha
XHAPOXJIOPOTHAIH] OCTaBa HEMpoMeHeH (TIpuBnu3KTeHo 8 Yyaca) npy npwiarade B KOMOMHaLNA €
KaHAecapTaH ywiekceTw1. [Ipy MHOrOkpaTHO npuiarade Ha KOMOMHaUMATA ¢ KaHASCapTaH LIUNEKCETH,
He ce HabmoaaBa AOMJIHUTEIHO KOMYTUPAHE Ha XHIPOXJIOPOTHA3HA B CPpaBHEHHE C MOHOTEPATIUATA.
[Tpubmu3uTenHo 70% oT npHeTaTa NepopanHo A03a ce ENMMHHKPA ¢ YpHHATa B paMKHUTe Ha 48 4aca.

tﬂagmamxunemmca 8 Cneyuainy nonyaayuu

Kanoecapman yunexcemun

B cpaBHeHWe ¢ MIaay HHIWBHAM, PH TAKHBA B cTapHecka Bb3pacT (Haa 65 roawHH) MakCHMalHaTa
miasmMeHa koHueHTpaipis (Cmax) ¥ rnoinra ImoJ KpHWBaTa cepyMHa KoHUeHTpauna/speme (AUC) Ha
KaHJecapTaH Ce YBEITHYaBaT CLOTBETHO ¢ 0kono 30% u 80%.

Crnen nmpueM Ha onpeneneHa no3a Kanrab [Tmoc ofaue, MoBTHABAHETO HA apTEpHATHOTO HaNATaHe, KaKTo
H 4eCTOTaTa Ha HeXXENaHHTE PEeaKkLIHM ¢a CXOAHH TIPY MIIAGH NALMEHTH ¥ NALUEHTH B CTapuecka Bh3pacT
(BXK.TOUKA 4.2).

[Tpy manueHTH € NEKO 10 yMepeHO OB0peyHO yBpeKaaHe MaKCHUMaIHATa ITa3MeHa KOHLEHTpalus
(Cmax) ¥ riotrra moa KpuBarta cepyMHa koHlieHTpauus/Bpeme (AUC) Ha xaHaecapTaH ce yBenuyaear
CBOTBETHO ¢ 0koN0 50% u 70%, HO TEpMHHANHHWA NOMYKHBOT OCTaBa HENPOMEHEH B CPaBHEHHE C
NaLMEHTH ¢ HOpMaAITHA OBOpeyHa PYyHKIMS.

[Tpu nauueHTH C Tex ko OLOpeuHo yBpekaaHe MaKCHMATHATa IU1a3MeHa koHueHTpalus (Cmax) v ruioirra
MO KPMBATA CepyMHA KOHUeHTpauua/ Bpeme (AUC) Ha KaHecapTaH ce yBEJIHYaBaT ChbOTBETHO C
npuoIHaKTenHo S0% u 110%, a TepMHAHATHHA MOMYKHWBOT HA KaHAECAPTaH LIMIEKCETW NPUONTH3UTENHO
CE€ yIOBOSBA.

B B¢ KNHHWYHH TPOYYBAHHA, KaTO H B JBETE Ca BKITIOYEHU MAlHEHTH C JIEKO 10 YMEPEHO TEXKO
OBROpeUHO YBpEXKIaHe, C€ YCTAHOBABA NoBHmIaBaHe Ha cpenHata AUC Ha kaHzaecapTaH - €
npubnuantento 20% B egHOTO npoy4yBaHe U 8§0% B Apyroto nmpoyusaHe (BXK. Touka 4.2).
JIMncBa oNMUT OpH NALMEHTH C TEXKO Y€PHOAPOOHO yBpeKIaHE.

Xuopoxnopomuasuo
ITpyu maupeHTy ¢ 6LOpPEYHO YBPEXKAaHE TEPMUHANHMUA MONYKHUBOT Ha XHAPOXIOPOTHA3U] CE YAbNKABA.

5.3 IlpeaxaHHW4HH JaHHH 33 Ge3onacHoCT

[To oTHOIIEHHE Ha KOMOMHALMATA HE Ca YCTAHOBEHH Ka4Y€CTBCHO HOBU TOKCHKOIOTHYHH HAXOIKH B
CpaBHEHUE ¢ HAOMOAABAHUTE 32 OTAEIIHMTE KOMITOHEHTH.

B npenxMHHYHHTE NPOYYBAHHS € YCTAHOBEHO, Y€ BbB BUCOKH I03M KaHIecapTaH LIHICKCETHIT MOBIIHABA
HEraTHBHO PYHKIMATA HA OBOpeINTE H EPUTPOLIITHHTE MTOKA3ATE/ N MPU MHUILIKY, TUTEXOBE, KYUETa ¥
MalMYHH, 8 UMEHHO!

- HHIYIMpa edpekTH BEpXY OBOpeunTe KaTo MHTEepcTHLMAneH Kedput, TyOyHa qwiarauus, 0azodHIHO
OLIBETABAHE Ha TyOynuTe, KOMTO BEPOATHO ¢a CAEACTBHE OT XMIEPTEH3UBHIA MY €(EeKT, BOJEM A0
npoMsiHa Ha OkOpeuHaTa nepdysusg;

- HHAYUHPa XHANEPIa3znA/ XHNepTpodHs Ha I0KCTArTOMEPYTHUTE KIIETKH,; ,,& Hl)??i:\\
- IOHMXAaBa Opod HAa ePUTPOLUMTHTE, HUBOTO Ha XEMOIrNMIOOMH U XEMATOKPHT. ST N T T‘\
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CMATa Ce,ue Te3u NPOMEHHU CE AbJKAT Ha hapMaKONOrHUHOTO AEHCTBUE HA KaHJeCapTan U KIHHHUYHOTO
M 3Hauenue e cnabo. JJoOaBAHETO Ha XMAPOXIIOPOTHA3NA noTeHUKpa HepOTOKCHUHOCTTA HA

KaHJaeCapTaH.
[Tpu npueM Ha KanaecapTaH UMIEKCETH B KbCHUTE CPOKOBE Ha OPEMEHHOCTTA CE hHaBnwofaea eranta

TOKCHYHOCT. JI06aBAHETO HA XHAPOXJIOPOTHASHA HE NPOMEHS 3HAUUTENHO pesynTata ot npoyuBaHWsATa 34
hETOTOKCHHYHOCT W TOKCHUHOCT 33 pa3BUTHETO Ha NTbXOBE, MHULLKH Wi 3aiium (Bx.Touka 4.6).

B MHOTO BUCOKH AO3H KaKTO KaHAECAPTaH, Taka H XM APOXNOPOTHA3HKI NOKA3BAT reHOTOKCHUYHOCT.
JlaHHWTE OT in vifro v in vivo MPOY4YBaHHUATA 38 FEHOTOKCHYHOCT [oKa3BaT, ye B YCIOBHATA HA
KIMHUYHOTO MPUNOKEHKE € MAIKO BEPOATHO KaHZecapTaH 1 XMAPOXNOPOTHA3INI A4 NpoABAT MyTareHHa
WNH KhacTorenHa akTHBHOCT.

Hama nasHy KoeTo K Aa € OT JaBeTe AKTUBHH BeilleCTBa Aa € KaHil€pPOrcHHO.

6. DAPMAIIEBTUYHU NJAHHH
6.1 Crnycbk Ha NTOMOUIHNTE BELIECTBA

JlaxT03a MOHOXPHIAAT
[{apeBHYHO HHULIECTE
Makporo

X HAPOKCHTIPONHIILENY 1034
Kapmenosa xanimH
Marseaues cTeapar

Yenesen oxcud, KbaT (E 172)

6.2 HecbBMEeCTHMOCTH

HenpunoxuMo.

6.3 Cpox HA rOAHOCT
3 roauHH
6.4 CnenuaaHH yCJIOBHA HA CbXPAHEHUE

la ce chbXpaHsBa Ha MACTO, HEAOCTHIHO 34 NCLA.
Jla ce chxpansiga moa 25°C.
Jla ce chbxpaHsBa B OpMrHHANHATA ONAaKOBKA.

6.5 Bugu cbabpKaHBe HA ONIAKOBKATA

PVC/PE/PVDC — Al bnucTep

Eaun 6aucTep chabpka 14 Opost TabneTku.
BuaoBe ONakoBKH:

28 tabneTky (2 6nvctepa x 14 TabneTkn)
84 Tabnerku (6 Gnucrepa X 14 TabneTku)

He BCHYKH{ BWAOBE ONaKosky Morat Aa Obaar nycHaTH B npoaaxda.




6.6 Crennaianu NpeANa3IHE MEPKH NIPH H3XBLPJASHE

Hewsnon3sanusT JiekapcTBEH MPOIYKT WK OTHIAABYHHTE MATEPHAJIA OT HEro TpsOBa N1a ce H3XBLPIISAT B
CBOTBETCTBHE C MECTHUTE MIHCKBAHHS.

7. TIPHTEXATEJI HA PAZPELHIEHHETO 3A YIIOTPEBA
HOBEJ1 ®PAPMA EOOJQ

oyn. “bwnrapus” Ne 109

Codmsa 1404, bunrapus

8. HOMEP HA PAIPEILHEHHETO 3A YIHOTPEBA

Per. Ne 20150105

9. JATA HA ITHPBO PAZPELIABAHE/TIOJHOBABAHE HA PASPEHLIEHHETO 3A
YIIOTPEBA

Jlata Ha mepBO paspernasaHe: 30.03.2015
Jlata Ha mocneaHo nogHosABaHe: 23.03.2020

10. HJATA HA AKTYAJIN3HPAHE HA TEKCTA

01.2025




