KPATKA XAPAKTEPUCTHKA HA TIPOAYKTA



 VBMLAHATENHA ATEHLIAA NO TEKAPCTBATA

LCITUKA H& ﬂPOQYKma Tpusoxenue 1

1. HWME HA JEKAPCTBEHMA ITPOAYKT Kpamka XapaKimep / j‘p
Komt P82. Np coweeler?: 26 reaes .. o
Kantal [Tnroc 32 mg /12,5 mg Tabnerkn & é’ /7 % J’U\'—‘ /_
Cantab Plus 32 mg /12,5 mg tablets oy i _/ L
PaspetueH 73 m
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2. KAUECTBEH H KONMMECTBEH ChCTAB ‘22

Beska rabnetka chappxka 32 mg KaHaecapTaH UHIeKceTHn (candesartan cilexetil) u 12,5 mg
xuapoxnopotrasun (hydrochlorothiazide).

TToMOLIAN BEIIECTBA ¢ H3BECTHO AckcTRHE: Beaka TabneTka chappka 160, 200 mg nakTosa MOHOXHApPAT
(Lactose monchydrate).

3a IBIHHA CIIHCHK Ha MOMOIITHHTE BCIISCTRA, BHIKTEC TOYKA 6.1.

3. JEKAPCTBEHA ®OPMA

Tabnerka.
CBeTnopo30BH NpONBIATOBaTH Ta0NETKH, ¢ ACHHTENHA 4YepTa OT €AHaTa CTapHa W TPaBHPAH HANMHC
Hoben ot opyrata cTpaHa.

4. KJIUMHWUYHHU TAHHH
4.1 TepaneRTHYHH NOKAIAHHA
Kanrab ITmoc e nokazan 3a:

e JleyeHHe Ha €CEHIIHAJIHA XHNEPTOHHI NPH BH3PACTHH NAHCHTH, IIPDH KOHTO He Ce ITIOCTHTa
ONTHMAIIEH KOHTPOJ HA APTEPHATHOTO HAJIATAHE YPe3 MOHOTEpanHa ¢ KaHAecapTaH HISKCETHI HIlH
XHAPOXNOPOTHASH/L,

4.2 JJo3HpOBKA H HAYHH HA NPHJIOKEHHE

Hosuposka

[IpenopsunTennara mosa na Kantab INaroc e enxa Tabnerka BETHEXK JHEBHO.
I'Iper[op'm{Ba C€ JO30BO THTPHpPAHE C OTACNHHTS KOMIIOHCHTH - KaHJeCapTaH LUHNEKCEeTHI H
XKHIPOXIOPOTHA3HI.

O6u4aiiHO aHTHXMMEPTEHIHBHNA e(eKT ce MOCTHra B paMKHTe Ha 4 CEIMHLIH CAE/, 3aN0YBAHE HA
NedeHHeTo.

KoraTo e KIHHHYHO MPHEMIHBO, MOXKE JIa Ce B3eMe NpeIBH FHPSKTHO NPEMHHAABAHE OT MOHOTEpaNHS
KbM deueHne ¢ Kantad [Lmoc.

IpenoptiBa ce 4030BO THTPHPAHE HA KAHASCAPTAH LUIEKCETH1 TIPH NPEMHUHABAHE OT MOHOTEPAIHA ©
xuppoxnopotHazua. Kantab ITmoc Moxe 1a ce npuiara Ha IAMEeHTH, YHETO KPBBHO HA/IsTaHe He e
ONTHMAIHO KOHTPOIHPAHO ¢ MOHOTEpANHAS ¢ KaHASCAPTAH [[HIEKCETHI HITH xunpoxaopoma:mn HIIH C
npueManeTo Ha Kantab [lmoc B mo-HHUCKH J03H.
O6H4aHHO AHTHXUIIEPTEHINBHAA e(PEXT Ce NOCTHTa B PAMKHTE Ha 4 CEAMMUM OT 3anoJj
JEYECHUETO.




Cneyuanuu RORYAQUUU BAYHEeHMU

Hauuenmu 8 CMAapyecKka swv3pacrt
HprI NalHCHTH B CTap4yecka Bh3pacT HE © HCOﬁXO}IHMa KOpEKIHA Ha 103aTa.

Hayuenmu ¢ sbmpecy0080 00eMHo uzuepneane

Tpu pUCKOBH 32 Pa3BHTHE HA XMITOTOHHUSA NALMEHTH, KAKEUTO Ca TE3H ¢ eBEHTYalHO 00eMHO H3UeplBake,
ce NpenopLYBa THTPHPAHE Ha JI03ATA Ha KaHJecapTaH LUekceTH (TIpy TAX MOKE Ja ¢€ HMa Apefpu]
Ha4anHa f03a Ha KaHJecapTaH LHJIEKCeTHN OT 4 mg).

Hayuenmu ¢ 6vbpeuno yapescoane

B Ta3si momynanus ¢e npeAnovHTAT GpHMKOBH NpeA THA3HAHHA AHypeTnuH. IIpH nauyuenTH ¢ 1eko A0
yMepeHo 4epHo/ipobHO yBpexkaaHe ce NpelNopbyBa THTPHPaHe Ha 103aTa Ha KaHJecapTaH IHIeKCeTH
{xpeatHHHHOB KnupbHE >30 ml/min/1, 73 m? Tenecna nosbpxHocT (TI1)), mpeau fa ce 3ano4YHE Ne4YeHHE C
Kanrab IMroc. [Mpu Te3u nauneHTH NpenopbYnTeIHATa HAYATHA 1033 HA KaHAecapTal UHIIEKCeTH € 4
mg,

Kanra6 Inoc € npoTHROMOKA3aH MPH MALHEHTH ¢ Texko OBOpeuHo yBpexaaHe, IPH KOHTO
KpPeaTHHHHOBHA KIHPEHC € <30 ml/min/1, 73 m? TII (Bx. Touka 4.3).

Hayuenmu ¢ 4epnodpotino yapexcoane

ITpu nauueHTH ¢ IEKO 10 YMEPEHO YepHOAPoOHO yBpekIaHe Ce MPenopb4yBa THTPHPAHEe Ha A03aTa Ha
KaHJecapTaH LHIeKCEeTHN, IpeH Aa ce 3anoure jevenre ¢ Kantab [Tmoc. [pu Tesn nanpedT
HpenopBYBAHATA HAYATHA 1032 Ha KAaHJecapTan LunekceTan e 4 mg.

I1pu nauuenTy ¢ Texko YepHOIpoOHO yBpekaaHe H/HH xonecTasa Kantab [Imoc e npoTHBOnokasau
(Bxx. ToukH 4.3).

Heduampuyuna nonyaayus

BezonacHocTTa ¥ edukacHocTTa Ha Kantab Ilmoc npH Jietia Ha Bb3pacT OT HoBopoZAeHH a0 18 roguHu Bee
Olle HE Ca YCTAHOBEHH.

Hsama HanHYHH JTaHHH.

Haunn ga IPHITOKECHHE

TNepopanHo.

Kanra0 Inioc Moske a ¢¢ MpHeMa KaKTO HA TIATHO, TAKA U CE XPaHEHe.

BHOHAaAHYHOCTTA HA KAHJAECAPTaH He CE NOBIHARA OT MpHEMa Ha XPaHa.

He e ycTaHOBEHO KJIMHHYHO 3HAYHMO B3aMMOIEiiCTEHE MEXKAY XHAPOXIOPOTHASHI H XpaHaTa.

4.3 [IpoTHEONOKAIAHHY

» CBpPBXYYBCTBHTEIHOCT KbM aKTHBHHTE BELIECTBA (KaHAESCAPTaH LHIIEKCETH HHIH
XHAPOXJIOPOTHAIHI) HIH KbM HAKOE OT IIOMOILHHTE BEILECTRA, HIIH KEM aKTHBHH BEIISCTBA,
NMpOU3BOAKE Ha cyadoHaMuANTE (XUIPOXIOPOTHA3N/ € AKTHBHO BEILIECTRO, IIPOM3BOAHO Ha
CyN{QoHaMHAHTE).

BTopH ¥ TpeTH TpHMecThD Ha OpeMeHHOCTTa (B3K. ToukH 4.4 1 4.6).

Texkko 9epHOAPOOHO YBpexAaHe H/UAHN X0aecTasa.

Texko 6p6peuHo yBpexkaane (KpeaTHHHHOB KIMpbHC <30 ml/min/1, 73 m? TIT).

PedpakrepHa XHNOKUTHEMKS U XHIIEPKUILIHEMHS.

Iloparpa.




4.4 CroenHaJHH NpedynpeRAcHHA H UpeANA3HA MepKH OpPH ynorpeta

Bubpeuno yepexcoane/bvbipeuna mpancnrianmayus
B Ta3i nonynanysA ce Npenopbysa H3MON3BaHETO Ha OGPUMKOBHTE Mpe] THAZUAHATE NUYPETHIH. 3aT0BA

korato Kanrab [1ntoc ce namon3ea npy nanneHTH ¢ HapyueHa 6s0peuna dyHKLUHS € HeoDxoAHMO
npoclieiABaHe Ha HUBATa Ha KaIHi B KPBBTa, Ha CEPYMHHA KPDEATHHIH H THKOYHATA KHCENHHA.

Hsma onuT mo oTHOwWeHWe npunoxkeHreTo Ha Kantad [moc npy nmanHeHTH el H3BbpIIeHa 0b0peuna
TPaHCTUIAHTALHA.

Cmeno3g na 6vbpeynama apmepus
[Ipn nauxeHTd ¢ AByCTpaHHA CTEHO3a Ha OLOpevnara apTepis HIH ChC CTeHo3a Ha 6v0peyna apTepus Ha

enuHcTBeH Ob0pek, anrHoTensnn 1l penenropante anraroHucts (AT2 penenTopHHTe AHTATOHHCTH),
MOTAT Oa [IOBHINAT HHBATA HA KPBBHATA Ypes B HA KPEaTHHHHA B CEpyMa.

Anecmesusn u OREPAMUCHY HHIMEPEEHUUY
[Ipn nanueHTH, KOMTO ca TeKyBaHH ¢ aHrnoTeH3HH Il peueiTOpHITE AHTATOHACTH, O BpEMeE Ha

aHecTe3Ud U ONIEPATHEHY MHTEPBEHLHH € BE3MOXKHA XHIIOTOHHS DOpalH OoKaza Ha peHUH-aHTHOTEH3HH~
anJIoCTEepOHOBATA cHeTeMa, MHOTO paaKo, XHITOTOHHATA MOXKE J1a € TEXKA H Aa H3HCKBAa HHTPaBEHOIHY
BRHBAHHA H/MIH IDHNOXKEHHE Ha BA30IPecOpH.

Bvmpecvdoso obemno uzuepnsane
Tpu nauHeHTH ¢ BRTPeChA0BO 00EMHO H/HITH HATPHERO H3YEPIIBAHE MOXKE Ja Ce Pa3BHE CHMITOMATHIHA

apTepUaIHa XHIOTOHHA, KAKBATC ¢ OMHUCAHA TIPH NPHIOKEHHE Ha APYTH CPEACTEA NOBINABAIIH PEHHH-
AHTHOTEH3HH-AII0CTEpOHOBATa cucTeMa. ETo 3amo, He ce Npenopbysa ynorpedara va Kanrab Ilmioc,
IOKaTO TOBA CHCTOAHHE HE Ce OBNajee.

Auecmesun u onepai

IIpu nangeHTH, KOUTO ca JeKyBaHH ¢ aHrHOTeH3HH Il pelleNTOpHHTe AaHTATOHHCTH, 110 BPEME HA
aHecTe3usd U OMEepallid & BE3MOKHA XHIFOTOHNA nopasy 0nokana Ha peHHH-aHTHOTEH3HH-
IIOCTEPOHOBATA CHCTEMa. MHOrO paiKo, XHIIOTOHHATA MOKE Ja € TeXKKa H Ja H3HCKBA HATPABSHO3HH
BAHBAHHA WHITH IPHIIOKEHHE HA Ba3OMPeCOpPH.

Yepnoopobuo vepeacoane

TuasuauTe TpsOBa 12 ce M3NON3ZBAT ¢ NOBHIIIEHO BHUMaHHE MPH NALMEHTH ¢ HApYII¢HA YepHoApobHa
(YHKLHMSA HIH NPOrpecHpamo 4epHoapodHo 3aboniaBane, 3all0To NPy TAX HE3HAYUTEIHH IPOMEHH BBB
BORHO-EMEKTPONHTHHA GaNnaHc € BE3MOXHO Ja POBOKHPAT HACTHIBAHETO HA XENATallHA KOMA.
JNuncea xnuaudeH onuT ¢ Kanta6 [Imoc mpH NauueHTH ¢ Y4epHOAPoOHO YBpexIaHe.

Aopmua u mumpanna cmeno3sa (0bcmpykmugHa xunepmpo@uuna xapouoMuonamus)

[Mpyn NauHeHTH CTpajally OT XeMOZHHAMAYHO 3HAMMMA a0PTHa HIHM MHTPaJIHa CTEHO34, HIH OT
ofcTpyKTHRHA XHNepTpodHIHA KAPIHOMHOTIATHSA, CE MPenopLyBa H3NoI3BaneTo Ha KanTab [1moe, kakTo
H Ha APYTH Ba3ORMUNATATOPH, A2 C€ H3BBPIIBA C FFOBHLIEHO BHUMAHHE.

Ilvpeuven xunepandocmeponusbm
Kato a0 nanmesTHTE ¢ NBPBHYEH XHIEPANIOCTEPOHA3EM He OTIOBAPAT HA NEYEHHETO

AHTHXMIIEPTEH3HBHH JISKAPCTBEHH [IPOAYKTH, AelcTRAIH Upe3 HHXHOHpaHe Ha PEHHH- -aHHOTEH3MH-
anjoctepoHoBara cucteMa. ETo 3amo ynorpeGarara Ha Kantab [Lnoc B Tasd nonynamus
npenopbsYsa.




Erexmpontmuu HapyuieHus

CepyMHHTE ENEKTPOIHTH TPAOBA [a ce H3CHAeBaT Ha NOAXOMALIN HHTEPBANH. THASHANHTE, BRKAKMHTEAHO
XHAPOXJIOPOTHAZHE, MOTAT Jia NPEAU3BHKAT Pa3BHTHE HA €NCKTPOIHTHH HApYLIEHHA — XHIEPKATLHEMHE,
XMIOKANHEMWA, XHIOHATPHEMHA, XHNOMarHe3HeMHA H XMNOXIOPEMHYHA alKalo3a,

THasHAHNTE JHYPETHLA MOTAT A3 IPHYHHAT HaMangBaHe HA YPUHHATA CeKpeliHs Ha Kannuii 1 ga
NpelH3BHKAT NepHOAXYHO A€KO NOBHINABAHE HA KOHLICHTPALHATA HA KANIHI B cepyma.

H3paseHara xunepkanuueMus Moxe 13 e Oener Ha HenssBeH XHllepnapatHpeonsbM. [Ipeau samousane
Ha JledeHHe ¢ THa3uau TpAOBa Aa ce Hicienpa QYHKIHATA HA OKOJIOIHUTOBHIHHTE KIE3H.
XHApoxJIOPOTHAZH], TOBHILIABA A03034BHCHMO YPHHHATA EKCKPELIHA Ha KK, KOSTO MOKE Aa DOBEIE 10
pa3BUTHE Ha XUTOKaNHeMus, CUHTa ce, e TO3H eeKT € no-cnabo u3paseH npu npHeM Ha komObuHaumsTa
— XHAPOXTOPOTHASHA H KaHASCAPTaH HHICKCCTHIL.

IpH nauBeHTH ¢ YepHOApoOHa HPO3A, NPH NAIHEHTH ¢ NO-CHIIHO U3pajcHa IHYpe3a, IPH NaluueHTH
IIPHEMALIH KOPTHKOCTEPOUIH WK afpeHOKopTHKOTponeH XopMoH (AKTX) 1 npH nauHeHTH ¢
HeJOCTATBYEH IEPOPANIH IPHEM Ha €NEKTPOINTH, PHCKBT 3 Pa3BHTHE Ha XHITOKATHEMHS € TI0-FOJISIM.
TuasuanTe MoBHINABAT YpUHHATA EKCKpeLa HA Markesui, kOeTo MoXkKe Aa AOBEAE [0 Pa3BHTHE Ha
XHIIOMAarHeineMHu4.

JledenueTo ¢ kaH/ecapTaH LMIIEKCETHA MOXeE [a NpeJH3BHKA XHNepKaIneMus, ocoOSHO MPH NalHeHTH
ChC ChpAe4HH u/ntH Os0peuny yepexaanus. EqnospeMenHoTo npunoxenne Ha Kanra6 [lmoc ¢ kanuii-
HECTAH AXYPETHLIH, KAIHEBH MperapaTy HIH 3aMeCTHTEIH Ha FOTBapCcKaTa CoJl, KakTo H ¢ IpyrH
JIEKAPCTBEHU TTPOYKTH, KOUTO OHXa MOT/IM /1A TOBKILAT CEPYMHATA KOHUEHTPALMSA Ha Kalui (Hamp.
XEMIapHH HaTpHil), MOXe Ja JOBEAE N0 [IOBHLIaBaHe Ha Kauua B cepyma. [Ipu Hyxna cepymHara
KOHLIEHTpallug Ha Kanuii TpsOBa Ja ¢e KOHTpOnHpa.

Memabonumnu u endoxpunnu edexmu

TuasuaHuTe AHYPETHIIH MOTAT 2 HAPYILIAT TI0Ko3HKs TonepaHc. Toga TpabBa Aa ce HMa NpeABHE IPH
MAlHEeHTH ¢ AHa0eT, 3amoTo MOXKE J1a ¢ HANIOKH KOPEKLH Ha 103aTa HA AaHTHIHAOCTHHTE NeKapCTBEHH
MpOAYKTH, BEJIIOUHTENHO H Ha HHCyNHHA. [lo BpeMe Ha JedeHHE ¢ THA3HIHH AMYPETHIH MOKE Ja Ce
MaHu(ecTHpa NaTeHTeH Anaber.

HabmionaBsaia e Bpb3ka MeXRY TIPHEMa Ha THASHIHH DUYPETHLH W [IOBHIIABAHE HA KOHIICHTpALMATA Ha
X07ecTepol u TpRraHLepnIu., [Ipa A03uTe, KOMTO ce ceabpikaT B Kantab [Tmoc, ca nabnonaBaHu camo
MHHHMAJIHH e(eKTH.

THasuaHUTE AHYPETHNH NpeAA3RHKRAT MOBHIIABAHE HA KOHLEHTpALMATA Ha NHKOYHA KICETHHa B CepyMa
U IIPH [PeApasNoioXeHH MAIMEHTH MOTaT 4a MPOBOKHPAT PasBHTHETO Ha Moaarpa.

Ilpn ynorpedara Ha Kanrab [lnioc Tezn edextd ca MUHEMAHH.

DomouyscmeumeHocn

HmMa cpodlleHnis 3a peakllii Ha OTOUYBCTBUTENHOCT IO BPEME Ha TEYEHHETO ¢ THASHAHH QHYPETHIH
(Bxk. To4ka 4.8). Ako ce pa3BAe peaxiiug Ha OTOUYBCTBHTENHOCT, C€ NPENOPhUBA J1a € Cupe JIeYeHHETO.
Axo PB300HOBSBAHETO HA JICUCHHETO € KpaiiHo HeoOX0AHMO, C€ MpenophyuBa peina3saHe Ha KOKHHTE
30HH, KOMTO €a H3N0XEeHH Ha CTBHYEBH JIbYH WITH HAa H3KYCTBEHA Y B cBET/IHHA.

Obuwu

ITpu nauMenTu, yuiTo CHAOB TOHYC H GBOpedHa (hYHKIHA 3aBHCAT [TABHO OT AKTHBHOCTTA HAa PeHHH-
AHTHOTEH3HH-aNI0CTEPOHOBATA CHCTEMA (HAIP. MALHEHTH C TeXkKa 3aCTOHHA CbPAEeHA HENOCTATBIHOCT
i noAneskauio Gu6peyuno 3abonnBake, BINTIOUMTENHO CTEHO3a Ha 6B0OpeyHaTa apTepus), uMa
cbOBHLICHNS, e IEUeHHETO ¢ JIeKAPCTBEHH MPOAYKTH, KOWTO MOBIHABAT Ta3H CHCTEMA, BKIIOYHTENIHO

HEAOCTATBbYHOCT. KakTo nMpy BCHYKH AHTHXHIIEPTEH3HBHH CPEICTBA, rofIAMOTO ITOHH
ApTEPHATTHOTO HANATAHE NPH NALHEHTH ¢ KCXeMHYHA DONECT HA ChPUETO HIIM apTepo;
MO3BYHO-CBA0BA DONeCT MOKE Aa JOBefe A0 pa3sBUTHE HA HHOAPKT Ha MHOKap/a |



Ha CBPBLXUYBCTRHTEIHOCT KBM XAAPOXIOPOTHATH MOTAT Aa CE Pa3BHAT KAKTO [IPH MALIMEHTH ¢ aHAMHE3a
3a aeprus WK OpOHXMANHA ACTMA, KaKTo W npH naupeHTH §€3 Takara aHAMHE3a, HO OPH MHPBUTE
BEPOATHOCTTA € MO-TONAMA.

IMpu ynoTpeba Ha THA3HIHH AHYPETHUM MMa ChOGILEHN 3a eK3alepdanns HiIH OTIIIOUBAHE HA CHCTEMEH
AYIYC EPHTEMATOAEC.

AHTHXUNEPTEHIUBHUAT €dekT Ha KanTad [Tnioc Moske Aa ¢ NOTEHUMpPA OT APYTH AHTHXHNEPTEHIHEHH
cpeicTsa.

KanTab Ioc cbaspika NakTo3a MOHOXMpAT.

ITanueHTH ¢ penky HacnencTBeHH NpodieMH Ha HEMOHOCHMOCT kKbM (pyKTO3a, ranakTosHa
He[oHOCHMOCT, Laap nakTo3eH Ae(HINT WK M:0K030 — FAAKTo3Ha Manabcopbuns, He Tpabea Ja
HPHEMAT TO3X POAYKT.

Bbpemennocm

Mo BpeMe Ha GpemenHocT He TpadBa A2 ce 3aM04Ba ISUYSHHE ¢ aHrnoTeH3UH Il perenTopHH aHTaroOHHCTH.
(OCEEH aKko NPOABIKABAHETO HA JIEUSHHETO ¢ aHrMOTEH3HH |} PeUeNTOPHM aHTArOHHCTH HE €& CMATA 33
KpaifHO HeoOX0uHMO, NauHeHTKNATE, KOHTO CMATAT A4 3a0peMeHeaT, TpAOBa /la IPEMHUHAT Ha JIedeHHE C
anTepHATHBHO AaHTHXHIEPTEH3UBHO CPEIICTRO, KOLTO € ¢ JoKka3aHa De30MacHOCT 0 BPEMe Ha
OpeMEHHOCT.

IMpu ycTaHOBsABaHE HA OPEMEHHOCT, IEYEHHETO ¢ AHMHOTeH3HH [T peuenTopHH aHTaroHHCTH TpAOBa Aa
ciipe He3a0aBHO H, AKO TOBA € HE0OXOAUMO, J1a ce 3all0YHE ANTEPHATHBHO NeueHue (Bx. Toukn 4.3 u 4.6).

4.5 BoaxumoaeiicTBHE ¢ APYTH JeKAPCTBEeHH NPOAYKTH H APYTH (OPMA HA B3aUMoeHcTBHE

CobelMHeHHsTa, H3CTIeABaHH B KIMHHYHH (apMaKOKUHETHYHH Mpoy4BaHHA, BKIIOYBAT BaphapHH,
IHUIOKCHH, TIEPOPAIHH KOHTPANENTHBHY (T.e. eTHHHISCTPAIuON /NeBOHOprecTpen), FTHOeHKIaMun 1
Hutdenunud. B tesn npoyyeanud He ca YCTAHOBEHH KIMHUYHO 3HAYMMH (apMaKOKMHETHUHH
B3aHMOICHCTBHS.

Moke fa ce 0Makpa KamHi-rybemuaT edekt Ha XHAPOXIOPOTHA3H A4 CE IOTEHIMPA OT JPYTH
JIEKAPCTREHH TIPOAYKTH, CBbP3aHH ChC 3aryfa Ha Kauiiil H XHTIOKanHeMHA (Hanp. Jpyry kaini-ry6einu
JHYPETHLH, TaKCaTHBH, aM(pOTepHIHH, kapOeHOKCONOH, MeHHUMTAR (G HaTpHi, MPOH3BOIHH HA
CATWIMIOBATA KHCEIHHA, cTeporiM, AKTX).

Ennospemennoro npunoxkenue Ha Kaurab TTaoc ¢ kanuii-chXpansBaliy AHy peTHIH, KalHeBH nobasky,
3aMECTHTE/H Ha FOTBAPCKATA COJ, ChABPIKAIMA Kannii, HIH APYIH JIeKapCTBEHH NPOAYKTH (HAIp. XENapHH
HATpHIA), MOXE Jla OBMIIH CTOHHOCTHTE Ha cepyMuua Kanuid. I1pi HeobxoaumMocT Tpadea ce
ApeANpHEME MOHHTOPHPAHE HA CEPYMHHA Kamiil {Bx. Touka 4.4).

HHAyuHpaniuTe OT ANYPETHLUH XHITOKATUEMHAA H XUIIOMArHe3HEMHA NPEIPa3noarat KbM pasBHTHE HA
TOTEHIAATHH KapAHOTOKCHIHH e(heKTH Ha JUTHTATHCOBHTE FIHKO3ZHAY B aHTHAPHTMHYHHTE NpenaparH.
[IpenopsuBa ce mepHOAHYEH KOHTPON Ha cepyMHUA Kannii, korato KanTab [lntoc ce npunara ¢ Takusa
AeKapCTBEHH NPOIYKTH, KaKTO H CBC CIEJHHTE NeKapCTBEHH IPOAYKTH, KOHTO MOTAT Aa NPEIH3BHKAT
~torsades de pointes ™.

¢ AHTHAPUTMHYHHE Npenapard oT kiac | a - XHHHARH, XHAPOXHHH/HH, JH30NHPAMH],

¢ AHTHAPHTMHYHE Openapati OT kiac Il - amuosapoH, cotanon, AodeTHnuA, Hby THIHI;

s H#KOH QaHTHNCHXOTHLH - THOPHAA3KH, XIOPIPOMa3HH, ISBOMenpoMasiH, TpudIyonepasiH,
MaMeMasHH, CYNITHPHA, CYATOTPHII, AMACYIIPHJ, THANPHT, THMO3H[, XaloIeprao,
JpONEepHION;

Jpyri — Genpuaun, muzanpua, AadeManus, xanohadTPHH, KETAHCEPHH, MA30TIa¢
crapduioxcalun, TepheHannH, BUHKAMAH, SPUTPOMHIHH.




[Tpu eqHOBpeMeRHOTO MpHEMAHE HA THTHEBH NpeNapaTi ¢ HHXHOUTOPH HA AHrHOTEH3HH-KOHBEPTHPAIHS
eH3uM (ACE) 1 xuapoxnopoTHa3u HMa croDLLeHus 3a oOpaTHMO MOBAIIABAHE HA CEpyMHaTa
KOHIEHTPALIHS HA JUTHIA, KAKTO ¥ IPOABH Ha TOKCHYHOCT. UMa chobuieHns 3a noxobed edext H MpH
npuem ¢ aurroTensus 1l penentopiy autaronucty. Hopaay Tona, NpHACKEHHETO Ha KAHASCAPTAH U
XMIPOXIIOPOTHA3MA C JIMTHI He ce IPenopbyBa. AKO MPHIOKEHHETO HA TasH KOMOHHAMA Ce OKaKe
HeOoOX0MMO, Ce MPEIophYBa BHEMATENEH KOHTPOI Ha CEpYMHATA KOHUSHTPAllMA Ha JIHTHA.

Ipu enHOBpPeMEHHOTO TPIJIOKEHHE Ha AHTHOTEH3KH ] pelenTOpHH aHTATOHHCTH C HECTEPOHAHH
npotieosksnanuTentu cpeactea (HCIBC) (t.e. cenektusaz COX-2 MHXUOHTOPH, ALETHACATHIHIOBA
kucennHa (>3 g/nuesno) n necenkruean HCIIBC) Moke Aa ce HabmionaBa orcnabBane Ha
AHTHXHNEPTEH3HRHHUA edeKT.

Kakro u npu ACE nnxuGuropuTe, eqnoBpeMenHoTo npuiaoxkenne Ha AIIPb n HCIIBC npeacrasnasa
PHCK 3a BlolIaBaHe Ha ObGpeunara ¢yHKnA, pasBuTHe Ha OROpeuHa HEAOCTATHYHOCT, KAKTO H 32
MOBHIIABAHE HHBATA HA CEPYMHHMS KATHH, 0co0eHO NPH NAUHEHTH ¢ npefiBapuTeNHo HapylieHa Ob0peyna
dbyskuna. Tazu komGHHaLMA TpaOBa Aa ce NpHIara ¢ TOBUIIEHO BHHMaHHE, 0COGEHO NPH NaUHEHTH B
cTapyecka Bp3pact. [Taupenture Tpabra aa 6b0aT aleKBaTHO XMAPATHPAHH U NO BpeMe Ha TepanuaTa
TpabBa Ja ce H3BBPLIBA IpOC/eABaHe Ha GE0peyuHaTa QYHKIAL, KAKTO H NEPHOIUYHO CIE] TOBA.

JlHypETHYHHAT, HATPHIYPETHYHHAT H AHTHXHNEPTEH3UBHUAT edeKT Ha XHAPOXIIOPOTHA3HA C& MOATHCKAT
ot HCIIBC.

PCSOPGHHHTa Ha XHAPOXJIOPOTHA3H] C€ MOATUCKA OT KOJIECTHIION HIH KONE€CTHPaMHH.

XuIpoxXJIOpoTHa3H MOXE 12 MOTEHIHPa eeKTa Ha HENEIOAAPU3HPALIIHTE MHOPEIAKCAHTH {HAMD.
TYGOKYpapHH).

THazuaHUTE IMYPETHIH MOraT [ NOBAIIAT CEPYMHATA KOHLIEHTPALHA Ha KaJTHi MOpajiH NOHMKABAHETO
HA eKCKpeluaTa My. AKo € HeoBX0IHMO 1A ce penuile XpaHnTenHa 100aBka, ChIbmKAIA KAnuni, i
BHTamMHH D, TpabBa aa ce cnefin CEPYMHATA KOHIOEHTPAlHA HA KaNluii H [03aTa Ja & KOPUrUpa Cropen
Hesl.

BB3MOXKHO € THa3HIHTE a NOTeHLIHpaT XHNepriukeMusnpaiius edext Ha 6eta-61okepuTe H Ha
IIMA30KCHA.

BB3MOKHO € THA3HIHATE JHYPETHLH A3 MOBHINAT PHCKA 33 PA3BHTHE HA HEXENAHM PEAKUMH NPH NPUEM
HA aMAHTATHH.

BE3MOKHO € aHHXOJIHHEPTHYHKTE CPEACTBA (Hanp. aTpomnuH, GUNepH ieH) 1a NOBHIUAT GHOBANHYHOCTTA
HA THA3UJHATE JHYPETHLH Ype3 NOATHCKAHE HA CTOMAILHO-YPERHHS MOTUIIMTET H 3a0aBiHe Ha
CTOMAILHOTO H3MpAa3BaHe.

BB3MOXHO € THa3UIHHTE AUYPeTHIIH Ja HaManaT On0pedHara excKpellua Ha ITHTOTOKCHYHH JTEKAPCTBEHH
TpoAYKTH (Hanp. UKKIo(ocHhaMHI, METOTPEKCAT) i Ja IOTEHIUHPAT MHEIOCYTPECUBHUA HM e(eKT.

[Ipu egHOBpEMEHEH TIPHEM C ATKOX0J, HapOHTYpaTH M aHECTETHLIM MOXKE Ja C€ YTeXKHH
OPTOCTATH4HATA XHINOTOHHA.

JleueHHETO C THA3UICH QHYPETHK MOXKE J1a BIOLIH ITIFOKO3HHA TonepaHe. Moske na e
KOpEKLMA Ha A03aTa Ha aHTH,[lHaﬁeTHl‘lTe JCKapCTBEHH NPOJIYKTH, BKTHOYHTCIHO H H



MeTtdopMan TpaOBa Aa ce NpHIara ¢ NOBHUIEHO BHHMAHHE IIOPaJH PUCKA OT PAa3BHTHE Ha NaKTOAMH033,
HHZYIHPaHa OT €BEHTYaIHa OBOpeyHa HeIOCTATHYHOCT, CBbP3aHa C NIPHEM Ha XHAPOXJIOPOTHAIHA.

XHApoxIOpoTHA3N] MOXE Aa MPeJH3IBHKa 0TciabBaHe Ha OTrOBOPA KbM IeHCTBHETO Ha NPECOPHHTe
aMHHH (Harp. aApeHaTHH), HO HE A0 CTeNeH Ha JIHIca Ha IpecopeH edekT.

XuApOXIOPOTHA3H]I MO3KE JIa IIOBHIIY PHCKA 3a Pa3BHTHE Ha OCTpa HpOpedHa HEAOCTATHYHOCT, 0CO6EH0
NpH NpHA0KEHHe Ha HOTHH KOHTPACTHH BElleCTBA BbB BHCOKH JO3H.

EnnoRpeMeHHOTO fedeHne ¢ HHKAOCTOPHH [HOBHINABE PHCKA OT PA3BHTHE Ha XUNIEPYPHKEMHS U
YCNO}KHeHHA OT THIA Ha nojarpa.

EnnopeMeHHOTO NeveHe ¢ Gaknodien, aMHGOCTHH, TPHIHIUIHYHE AHTHASMPECAHTH HWIH HEBPOIETITHLIH
MOXe fla JoBele 10 MOTeHHpaHe HA aHTHXHAEPTeH3UBHUA edeKT H HHAYLHpaHe Ha XHIOTOHHA.

4,6 depraauTeT, GPEMEHBOCT H KbPMEHE

bpemennocm

He ce npenoprwura npuema Ha aHr#oTeH3uH I1 pelleNTOpHE AHTATOHKUCTH NPE3 MEPBHA TPHMECTED OT
Opemennocrra (Bx. Touka 4.4). [To Bpeme Ha BTOpHS M TPTHA TPHMECTHP Ha OPEMEHHOCTTA, MPHEMa Ha
aHrHoTen3uH Il penenTopHH aHTATOHHCTH € NPOTHBONOKA3aH (BXK. Toukd 4.3 1 4.4).

EnupeMuonorHyHuTE JaHHH, KACAEIH PUCKa OT TepaToredeH edekt cre npiem Ha ACE uaxnburop
Npe3 IbPBHS TPHMECTBP OT OPEMEHHOCTTa He ¢a eNHO3HAYHH, HO BCe NaK He MOXeE Aa Ce H3IKITIOUH JIeKO
NOBHINABaHe Ha pHCKa. Makap Aa HAMA KOHTPONHPAHH SMHASMHOJIOTHYHHE JAHHH, Kacaellld PHCKA NPH
npueM Ha AIIPA, MpH TO3K KNIac NeKapeTBa MOXe Aa ChIIecTBYBa noaober puck. OCBeH ako
IPOABIDKABaHETO Ha NederreTo ¢ AIIPA He ce cMATa 3a KpaiiHO HEOGXOAMMO, MPH MALHEHTHTE, KOHTO
BB3HaMepsaBar Ja 3abpeMeHenT, TpAGBa Aa ce IPEMHHE KEM JICUeHHE ¢ alTepHATHBHO
AHTHXMMEPTEH3UBHO CPEACTBO, KOETO HMA YCTaHOBEH TIpodui Ha Oe3zonacHocT 3a ynoTpeda o Bpeme Ha
Opemennocr. [pH ycranoesisaHe Ha GpemennocT neveHneto ¢ AIIPA tpaGsa na ce cnpe HezabaBHO 1, ako
€ YMECTHO, Aa IpeANpHeMe aTTEPHATHBHO IeYeHHeE.

H3BecTHO €, ue excnosunuaTa Ha AIIPA npes BTOpuA H TPeTHA TPHMECTHP Ha SPEMEHHOCTTa UMa
deTotokcnueH edekr (HamaneHa GeOpednara (yHKUHA, OMHIOXHAPAMHHOH, 3abaBeHa ocH(HKaLHA Ha
YEPENHATE KOCTH) U HEOHATAJIHA TOKCHYHOCT (6B0pedHa HeJIOCTATBYHOCT, XHIIOTOHHS, XENEPKATHEMHA)
(Bx.ToukK 4.3 u 4.4),

ITpu excniozuika Ha AIIPA ciiex HauanoTo Ha BTOPHS TPUMECTEP HA GPEMEHHOCTTE, CE NPENOpPBYBa
exorpadcka ouerka Ha OnOpeuHara pyHKUHA U CHCTOAHHETO HA YEPENHHTE YEMIOCTH.

Knpmauera, unuto Maiixu ca npuemain AlIPA, TpaGBa Aa ca o HemocpeacTBeHo HabmoaeHne 3a
Pa3BHTHE Ha XUIOTOHHA (BXK. ToukH 4.3 1 4.4).

Xudpoxnopomuasud
KNHHE#YHUAT OMHT KACASI PHCKA OT NPHEM HA XHAPOXIOPOTHAINA MO BpeMe Ha OPEeMeHHOCT €
orpaHHucH, 0co0CHO NIpe3 MbPBHS TpUMECTHP. [1poyuBaHHATA IIPH KHBOTHH C& HEROCTATHYHH.
XvapoxmopoTnasu/ IpeMHHABa Npe3 mianeHTaTa. Bo3 ocHoBa Ha qaapmajconomqﬂnﬂ Mexaau.a'bM Ha
AeficTBHe Ha XHAPOXIOPOTHA3H, MOXKE J]a CE OYAKBA, Y¢ TIPHEMA MY TIpe3 BTOPHS H TS e
OpeMeHHOCTTA € BEPOATHO Ja KOMINPOMEHTHpa (pero-nnanerapHara nepdysus u .ua




NJI0Ja ¥ HOBOPOAEHOTO KATO HKTEpP. Bb3MOXHH ca HApylIeH! HA BOAHO-ENEKTPONHTHHA DanaHc U
TpOMOOLNTONCHHA.

XuapoxnopotHaza He TpAGBA & ce IpMiara, NP OTOLH N0 BpeMe Ha OPEeMEHHOCT H reCTauMOHHa
XHIIEPTOHHA, TOPATH PHCK OT MOHMKABAHE HA IUTa3MeHHs 00eM U IUaueTapHa Xunonepdysus, 6es
GnaronmpusaTed edexT BpXy xo0a Ha GonecTTa.

Xuapoxnoporuasua e Tpabpa aa ce MPUIAra MpK €CeHIMANHA XUIepTpodua pH OpeMeHHH KEHH, OCBEH
B CIIy4auTe, KOTaTO HE MOKE Jja C& IPHIIOKH APYIO NeYeHHE,

Kvpmene

Anzuomen3sun Il Peyenmopru anmazonvucmu (AT2 peyenmopnu anmazonucmu);

[MoHexe nuncBa WHpOpPMaLKs, kacaelna ynotpebara Ha Kantab Ilmoc mo BpeMe Ha KbpMeEHe,
npunoxenneto Ha Kanta6 [Tnoc He ce mpenopbYBa, KaTo 3a NPEeAIOUHTaHE JEYEHHE C aNTEPHATHBHH
JEKAPCTBEHH CPEACTBA, KOMTO HMAT yCTaHOBeH npodHi Ha Ge30macHOCT IPH KbPMEHE, 0Co0eHo TIPH
KBPMEHE HA HOBOPOASHO HIIH HeOoHOCeHo Dede,

Xudpoxnopomuasud:

TTpu Xopa XMAPOXITOPOTHASH] Ce EKCKPETHpPa B KbPMAaTa B MAJKO KOMYECTBO. THa3HIMTe BBB BHCOKH
J03H, TIPeIH3BHKBALIH HHTEeH3HBHA JHYPe3a, MOraT 1a HHXuOupar o6pasyBaHeTo Ha KbpMa,
Hanonseanero Ha KanTab Ilnioc no BpeMe Ha KBpMeHe HE ce IIpenopeYBa.

4.7 EdexTn Bppxy cnocoOROCTTA 33 WwodHpane B paGoTa ¢ MAINHHA

He ca npaBend npoy4saHns Ha epeKTHTE BHPXY ¢Noco0HOCTTA 3a Wodupane H padoTa ¢ MatwHan. [Tpu
modupane ¥ paboTa ¢ MallHHH TPL0Ba Ja ce MMAT NpeIBH PeAKHTE Cy4YaHd Ha 3aMaiiBaHe HIH
OTNaJHANOCT O BpeMe Ha NledeHueto ¢ Kantab [ntoc.

4.8 Hexenanu JeKAPCTBEHA PeaAKRHH

B KOHTPONHPAHATE KIMHAYHA TIPOYVMBAHMS HA KAHJECapTaH LHIEKCETHI/ XHAPOXIOPOTHA3H]L HEKETAHHTE
peaxnyH ca JIeKH B npexoaud. CiyuanTe Ha oTHagaHe [MOpagy HEXeTaHH PeaklHd CbC CXO/HA YeCTOTA B
IPYNUTE HA KAHJCCAPTAH IMACKCETH/XuapoxnopoTrasun (2,3-3,3%) 1 nnauebo (2,7-4,3%).

B KIHEHYHHTE NPOYYBAHMA HA KaHAECApPTaH LHIEKCeTH/XHAPOXIOPOTHASH] HEXENAHHTE PeaKkiHa ca
CBEJSHH 10 TAKHBA, 32 KOMTO HMA I10-PAHHHK ChOOLICHHA TpH KaHIECapTaH UMJICKCETH H/HIH
XHAPOXIIOPOTHAIHK]L.

B napenara Tabnuua no-aony ca NpeACTaBEHH HEXENAHHTE PEaKlMH OT KIHHHYHHTE MPOYYBAHHA H
NOCTMAPDKETHHIOBHA OITHUT. B CSOPEH AHAIIM3 HA JAHHHTE OT KNHAUYHHTE NpOyYBaHHA NPH NanHEHTH C
apTepraiHa XHIIEPTOHHS HEKENAHNTE PeAKLHHE KbM KaHeCapTaH UEKCETHN Ca NeGHHHPAHH CTIOpen
YECTOTATA HA BH3HHKBAHE MPH MPHEM HA KaHAecapTaH LIHISKCeTHN, RaBHIaBaia ¢ noxe 1% vecrorara
npu npueM Ha naane6o.

Wsnon3sannTe B TaGIHINTE B TOUKA 4.8 USCTOTH ca KAKTO CleABa: MHOTO YecTH (>1/10), wectn (=1/100
a0 <1/10), newectu (>1/1000 no <1/100), peaku (=1/10 000 xo <1/1000), muoroe peaxu (<1/10 000), ¢
HEH3BECTHA YecToTa (0T HANHYHKTE AAHHH He MOKe Aa Objie HanpaBeHa OLEHKa).

CHeTeMO-OpraHHH KIACOBE YecTOTa
Hudekuun H HEBeCTALHH YecTn
Hapymenns Ha KpbBTa ¥ TUMHATA MHoro peaxH




CHCTEMA

arpaHyJIoLHTO3a

Hapymenns Ha MeTabonu3Ma H
XpaHeHeTo

MHoro penxn

XunepkanneMHsl, XHIOHATPHEMHA

HapymeHHﬂ Ha HEepBHAaTa CHCTCMa

YectH

Jamaiipatie/BEPTHTO, TIABOOOJIHE

Pecniupatoph#, TPBAHE H
MEJHACTHHANHH HAPYLIECHHA

MHoro peaxu

Kamnuna

CTOMaH]HO-‘-IpeBHH HApPYLIEHHA

MHoro penku

Tapeue

XenaroOuiHapHH HapylDeHHS

MHoro penku

TorHIUaRAHE HA YEPHONPOOHATE
€H3UMH, OTKJIOHEHHA B
YyepHoapoOHATA PYHKIHA UK XETATHT

Hapyinenns Ha xoxara ¥ IOAKoKHATA
TBHKAH

MHoro peaku

Anrunoenewm, 06puB, yprukapus,
NPYpHTYC

MHKOYHHTE IThTHIIA

Hapymenns na MyckynHo-ckenetnata | MHoro peakn Bousikx B repba, apTpairia, Maaarus
CHCTEMA H CheIMHNTENHATA ThKaH
Hapyinenus na OnhOpeuute u Muoro penxua Bu0pedno yepexaane, BRIIOUUTENHO

6B0peyHa HeAOCTaTLYHOCT NIPH
npeApa3moNeXKeHH NalUeHTH (BX.
TouKka 4.4)

B namenara TaGmuia mo-A0Iy ¢a NpeACTABEHH HeXelaHHTe peakiHi NPH MOHOTEPAIHA ©

XHAPOXJOPOTHA3KMI, 0OHKHOBEHO B Z03a OT 25 mg WK T0-BHCOKA.

CucTeMo-0praHHHE KJIACOBE YecToTa Hexelana peaknaa
HapyineHns #a xpeBra K qumdHaTa Penkn JleBKOIIeHHS, HEYTPOLICHHA H
cHcTeMa arpa’yJIoHuTO3d, TPOMOOIMTONEHHA,
anaacTHYHA AHEMHA, KOCTHO-MO3BYHA
CYTIPECHs, XEMOMUTHYHA aHEMHA
HapylilcHHA Ha AMYHHATA CHCTEMA Penxu AHadHIaKTHYHE peaknHH
Hapymenus Ha merabonuiMa B YectH XunepKanueMHs, XUTIEpYPHKEMA,
XpaHeHeTo eNeKTPOINTEH AHcOaIaHe
(BKJIIOYHTENIHO XHIIOHATPHEMHA H
XUIIOKATHEMHA)
[NcuxuYHH HApYIEeHUs Penxu Hapyuenus Ha cbHA, GesmokoiicTso,
JenpecHs
Hapyluenns Ha HepBHaTa CHCTEMA Yeern [IpuManssane, BEPTHIO
Penxu [Tapecresun
Hapyuenns Ha ounTe Penxu [IpexonHo 3aMBITIEHO BHXKIAHE
CBpACYHH HapyeHHA Penxu ApUTMEHR
ChI0BM HapyLICHHA Heuectu OprocTaTHiHa XHNOTOHHA
Penru Hexpotusupaln aHruMT (BacKyJIHT,
KO3KEH BACKYJINT)
PecniHpaTOpHH, rpbaHY U Peaku PecniupatopeH AUcTpec (BKIIOYHTENHO
MeHACTHHAIHH HAPYILEHUA nHesMonns B GenoapobeH oTok)
CroMallHo-4peBHy Hapy HeHNA Heuecn Aunopexcns, 3aryda na aneTHT,
CTOMALIHO Apa3sHeHe, AP o
KOHCTHH&I.IHSII’ ,m
Penxkn ITankpearuT / V -




XenaToOHIHapHA HapyLIEHHA Penxn Hkrep (uaTpaxenaTanen
XOJIECTaTHYEH HKTEP)

Hapymenna Ha koXkaTa H mogkoxHara | Hevectn OO6puE, YPTHKApHA, PEAKLHH Ha
TbKaH ¢$oTOUYBCTBHTENHOCT
Peaxn TokcHuHa enHpepManHa HEKPOH3a,

peaKiHH OT THIIA Ha KOMKEH JIYIIYC
€pHTEMATOMEC, PELIUAHB HA KOXKEH
TYIOYC epHTEMAToec

Hapywenns Ha MycKynHo-CkeneTHara | Penkn MycKynHH criazMu

CHCTEMA H CheMHUTENHATA ThKAH

Hapyirenns Ha GvOperute u YecTH ' moko3ypus

[THKQYHHUTE MbTHILA Peaxu Hapyinena 6u06pevra GyHKIHA 1
HHTEPCTHUHANCH HEQPUT

O6mu rapyienus 1 edekTH HA Yectu Cnaboct

MSCTOTO Ha NPHIIOKCHHE Penmgcu Qebpunurer

Hicnenpanus YectH IloBHnIaBaHE CTOHHOCTHTE Ha
XOJIECTEPOJIA H TPHINIHIEPHAHTE

Penkn IMopywiaBaHe Ha CTOHHOCTHTE Ha

ypeATa H KpeaTHHa B cepyma

Crod1arane Ha NOAO3HPaHH HeXKENAHH PEAKIHH
Crobinasaneto Ha IOO3HPaHH HEXXENAHH PEaKUMH Clie pa3pelllaBaHe 3a ynoTpeba Ha TeKapcTBeHHA

NPOAYKT € BaxkHo. ToBa o3BoNABa na MPOIBIDKH HabNloAeHHETO Ha CHOTHOLIEHHUETO MOMI3a/PHCK 33
NexapcTBEHHA NPOIYKT. OT MEIHIMHCKHTE CIICIHANHCTH ¢e H3HCKBa Aa chobiapaT BCAKa MOA03KpaHa
HEXKENaHa peakuHs JUpekTHo Ha U3meiHHTeNnHa arednaa no ackapersata (MAJ):

B'bJIFAPUA, Cogma 1303, yu. Hamsu [pyes 8
Ten.: +359 2 8903417

En. lMoma: bda@bda.bg

yebeadT: www.bda.bg

4.9 Ilpeaozupape

Cumnmomu

B3 ocHoBa Ha Q)apmafccmomqﬂn mﬁpaﬂceﬂm, H3TICHK A BEPOATHO OCHOBHHTE NIpOARH Ha NIPpeno3lpaHe
Ha KaBAecapTal NUICKCeTHN Ja ObIaT CHMITOMATHYHA XUNIOTOHHA MM 3amaiiBane. B ornennure
cBOOMEHUA 22 npefo3upane {10 672 mg KanAecapTan HUNeKceT ) BE3CTAHOBABARETO HA MALHEHTHTE
npoTtH4a 0e3 yCIoKHEHHS.

OCHOBHHTE CHMITOMH Ha NpeA03NpaHe Ha XHAPOXIOPOTHA3H] Ca 0CTpa 3aryba Ha TeUHOCTH H
enekTpoNnTH. MoraT Ja ce Habmronagat 4 CHMIITOMH KaTO 3amaliBaHe, XMIIOTOHHS, KaKAA, TAXHKApAHA,
KaMEpHH apuTMHH, CEALHA/HAPYIIEHO Ch3HAHHE H MYCKYJIHH KPaMIIH.

Jlevenue
Jiuncea KoHKpeTHA HEGOpMalHg OTHOCHO Tipefo3HpaHeTo Ha KanTab Ilmoc. Bee nax, B ¢ny4aii Ha
Npeno3upane ce NpeasaraT fajeH|uTe no-101y MepKH.

ITpu Te3u nposeu Tpabea Aa ce OOMHCAH HHAYLHPAHETO HA IOBPBUIARE HITH CTOMAIIHA MPOMHBKA. AKO




HYK[2, a ¢e KODHTHpaT, AKO H30poeHHTe MEPKH He ca JOCTAThYHH, MOKE Ja C& NPHIararT v
CHMIATHKOMAMETHIIY,

Kaﬂnecap'ran HE C€ OTCTpaHABa YpC3 XeMOAHANTH3A. He e H3BECTHO AQ KaKBa CTENEH XHAPOXNOPOTHA3KA,
CC OTCTpaHABA UPE3 XCMOIHANH3a.

5. GAPMAKOJIOTHYHH CBOMCTBA

51 @apmaxkonwHAMHYHH CBONCTBa

dapmaxorepaneerayna rpyna: AHruorensud I aHtaronucrs HIHYpeTHIH
ATC xon: COSDAOG

Anruotersu I ¢ OCHOBHHS BAa30AKTHBEH XOPMOH OT peHHH-aHMHOTEH3HH-ATINOCTEPOHOBATE CHCTEMA U
HMa POJIA B NATOPH3AOAOTHATA HA XHIICPTOHHATA H APYTH ChPASYHO-CHACEH HapyuieHus. Toll chimo
TaKa HTpae poA B MATOTE€HE3aTa HAa TEPMHHAIHATA OpraHHa XHUIIepTpo(dHA ¥ TEPMHHAITHOTO OPraHHO
yepexcaane. OcnosruTe Guanonornanu edexT® Ha anrnoredsud I kaTo BA3OKOHCTPHKNMSA, CTHMYINpAHE
ocBob0XIaBaHETO HA AlIOCTEPOH, PETYNALMA Ha ENCKTPOIHTHATA H BOAHATA XOMEOCTAa3a H CTUMYIHpaHe
HA KJIEThYHHA PacTexX, ce MeAHHpaT upes peuentopa ot tan 1 (AT1).

KanzaecapTan [¥IEKCETHII € NPOTEKapCTRO.

TTpu nepopaneH npuemM, B Npoleca Ha Pe3opSlUNA B FACTPORHTECTHHANHIA TPAKT KAHNSCAPTAH
UHJIEKCETHIT Ce XHAPONH3Hpa {€CTEPHA XHIPONHK3a) A0 aKTHBHOTO BEUISCTBO KAHJECAPTaH.
Kannecapran ¢ AIIPB, cenexTHBeH no oTHoweHHe Ha AT1 peLienTopuTe, KOKTO ce CBBLP3Ba 3ApaBo H ce
otaena 6aBHo OT peuentopa. Tol HAMa MUMETHYHA AKTHBHOCT.

Kannecapran ne nosnussa ACE MM Apyry eH3UMHH CHCTEMH, KOWTO O0OHKHOBEHO €2 CBBP3aHH C
n3nompanero Ha ACE unxutntopy. Ilonexe He oka3paT eeKT BBPXY pa3rpakAaHeTo Ha KHHHHHTE,
HHUTO BEpPXY MeTabonu3Ma Ha APYTH CheAHHEHHA — KaTo cy0cTanud P, e MaJIKO BEPOATHO Ja ¢ 04aKsa
AIIPB na ce cBpp3Bar ¢ Kawjuua. B koHTpon#paHHTe KNMHHYHH MPOYYBAHHS, CPaBHABALNM KaHIecapTaH
uunekcetin ¢ ACE uEXHOHTOPH, HeCTOTaTa Ha Pa3BHTHE Ha KalNTHLA [IDH NallHEHTHTE, IPHEMAalIH
KaHJiecapTaH UIEKCETHIL, € Mo-HucKa, Kanaecapran He ce CBbP3Ba KbM HAH GIOKHPA APYTH XOPMOHAIHH
PELENTOPH HIIH HOHHH KAaHAJH, 3a KOHTO [1a € H3BECTHO, Y€ €4 BOKHHM 34 ChPAEYHO-CHI0BATA perynarus.
AHTarouusmsT cipaMo AT1 penenrroprre BOAH 10 0303aBHCHMO NOBHIIABAHE HA Ma3MeHATa
KOHLICHTPALMA HA PEHHH, aHTHOTeR3MH | u aurnotensuH Il, ¥ moHMxapaHe TIA3MEHaTa KOHISHTPALHA Ha
aJIOCTEPOH.

EdbexTuTe Ha KaHAECAPTAaH LIMACKCETH TIPH NPHEM Ha KONMHECTBa 0T 8 mg nol6 mg (cpeana xosa 12 mg)
€NHOKpaTHA JHEBHA A038, BbpXY CBEPACUHO-CBAOBATA 3ab01eBaeMoCT H CMEBPTHOCT Ca OLCHCHH NIpH
PaHIAOMH3AHPAHO KIMHUYHO MPOYYBaHe, BKMIOYBAINO 4 937 NauHeHTH B cTapuecka Bu3pacT (70-89
rofguHH, 21% Ha Be3pact 80 WIH NOBeYe FOAWHH) ¢ IEKA IO YMEPEHO TEXKA XHIIEPTOHHs, NPOCcIesBaHH
B MpoAB/DkeHre Ha 3,7 romuny. [lauueHTHTe ca MpHEMATH KAHACCAPTAH LHJIEKCeTH MK naarebo ¢
n00aBARE NPH HYAAA HA APYTO ZHTHXHIEPTEH3IHBHO CPEACTEO.

ADTepHAIHOTO HANATAHE MOKA3Ba MOHEXKaBaHe 0T 166/90 na 145/80 mmHg B rpynara Ha KanzecapTaH H
ot 167/90 no 149/82 mmHg B rpynara Ha nnauebo.

Ilo oTHOIIEHHE Ha TEPBHYHATA KpalHa TOYKA — 3HAYHMH ChPACUHO-CHAOBY CBOHTHS (CHPASYHO-CHAOBA
CMBPTHOCT, HedaTanen HHCYNT H Hedaranen HH(MAPKT HAa MHOKAPAa) HAMA CTATHCTHYECKH 3HAYHMa
passmxa B rpynara Ha Kanpecapran unupgentwre ca 26,7 ua 1000 naumenTa roamIyoe, a B  KOHTpOUIHATa




XuapoxnopoTHasuj ARxHOUpa akTHBHATA peabcoOlys HA HATPHH, MABHO B THCTANTHATE TYOOAH H
CTHMYJIHpa SKCKPELaTa Ha HATPHIL, X10p H BoAa. bEOpeunaTa eKCKpelia Ha Kauil W MarHesuii ce
MOBHILIABA J0303aBHCHMO, JOKATO peabcopOLHATa Ha KalnKi ce MOBUINaBa. XHAPOXIOPOTHAZH]
MOHHKABa IUTa3Menns o0eM i 00emMa Ha H3BBHKJIETHYHATA TEUHOCT, TOHHKABA MAHYTHHR 00eM Ha
CEPLETO H apTePHAIHOTO HaATaKe. [IpH IbArocpouHo eYEHHE IIOHIKEHOTO NEPHPEpHO
CBIPOTHR/ICHAE JONPHHACA 33 TIOHHKABAHETO HA apTEpAANHOTO HAIATaHe.

FoneMu KIMHEMYHH OPOYYBAHHA TIOKA3BAT, Y€ ABJITOCPOYHOTO NEYEHHE C XHAPOXIOPOTHA3H HAMATSBA
PHCKA 3a ChpAEYHO-CHI0Ba 3a00/16BaeMOCT M CMBPTHOCT.

KaHnecapTaH H XHAPOXNOPOTHA3H HMAT 3AHTHBCH aHTHXHITCPTEHIHBEH etbeKT.

[Ipu nauMenTH ¢ apTepuanta xuneptoHus npueMa na Kaurab [Inioc Bogn fo A0303aBUCHMO ¥
OPOALIGKUTEIHO NOHIDKABAHE HA apTEPHATHOTO HandraHe 06e3 pedneKTOpHO NOBHILABAHE Ha ChpAeuHaTa
gecToTa. HAMa naHHK 3a cepHO3EH HIH MPEKOMEPEH XHITOTEH3HBEH edeKT Ha MbpBaTa f03a MK pebayHA
edekT cnen cnapade Ha neverreTo. Cnen npunarade Ha eAHOKpaTHa Aosa Kantab [Tmoc kaTo usno
AHTHXMIIEPTEH3MBHAA e(EKT 3aN04pa fa Ce NposBiBa B pAMKNTE Ha 2 yaca. OnTuManeH edekr ce nocTHra
B PAMKHTE Ha 4 CeJMHIIM, KaTo B X0Ja Ha ABArOCPOYHO Jeuekne ce sanasea. Kanrab [Lnoc eaHokparHo
JIHeBHO OCHTYpPABa edeKTHBHO ¥ PABHOMEPHO [IOHIDKABAHE Ha apTePHANHOTO HAajATaHe 3a [lepHOj oT 24
4aca, ¢ MAJIKA Pa3iAKa MeXAY eeKTa IPH MAKCHMATHATA H TIpH Hali-HHCKaTa KOHLEHTpalus B pAMKHTE
Ha HHTepBaa HAa IpHJIaraHe,

B nBoiino-cnano panpomisHpano npoy4rane Kanrta6 [Inroc 16 mg/12,5 mg efHOKpaTHO NHEBHO MOKa3Ba
NOHHXaBaHe Ha apTepHANHOTO HajiiraHe B 3HAYUMO MO-ToJIAMa CTeNeH H [IOCTHTaHE Ha KOHTPOJ TIpH
3HAYHMO MoBeye NalHeHTH, OTKOJIKOTO NPH H3N0N3BaHe HAa KOMOHHALMATA JIO3APTaH/ XHAPOXIOPOTHASH
50 mg/12,5 mg eIHOKPaTHO THEBHO.

B asoiiHo-cneny, paHIOMH3HpaHA NIPOYHBaHHA, YECTOTATA Ha HeXENaHUTe peakLiH, ocofeHo Ha
Kalliiiba, € No-HACKa npu aedenre ¢ Kaunrab Ilmoc, orkonkoTo npH neueHue ¢ koMOrHauuu ot ACE
HHXUOHTOPH ¥ XUAPOXIOPOTHAZHA,

B aBe X1HHHYHK Npoy4BaHKS (paHIOMH3KPAHH, JBOHHO-CAANE, IIauebo-KOHTPOIMPAHH, ¢ YCIOpeaARH
rpynH} BKIWOYBAMHM cLoTBeTHO 275 1 1 524 pagaoMM3HpaHH MAUHEHTH, NPHeMbT Ha koMOHHALIMATA
KAHASCAPTAH IMASKCETHI/XHAPOXNOPOTHAZAA B 034 32 mg/12,5 mg n 32 mg/25 mg sogu 1o
IIOHWKABaHEe HA aPTEPHANHOTO HaNArane croTReTHO ¢ 22/15 mmHg u 21/14 mm Hg, kato noxasea
3HAUHMTENHO MO-BHCOKA ¢EKTHBHOCT OT Ta3H HA ChOTBETHHTE KOMITOHEHTH IO OTHENHO.

B pasaoMu3HpaHo, 4BORHO-CIANO, KIHHHYHO [IPOYYBaHe ¢ YCIOPEAHH IPYIH, € YCTAHOBEHO, Ye
mobapanero Ha 12,5 mg uiaK 25 mg XHAPOXIOPOTHA3KA KbM JHEBHaTa J03a oT 32 mg KaHAecapTaH
LMIEKCETHN BOOH AQ JCIBIHETEIHO NOHHKABAHE HA APTEPHANHOTO HAIATAHE,

KombuHaLuaTa KaHaecapTaH HHTEKCETH/XHAPoXIopoTrasuy 32 mg/25 mg noKassa 3Ha4uMMO MO-BHCOKA
edexTHBHOCT OT KoMOHHANHATA 32 mg/12,5 mg KaTo CPpefHOTO MOHIKABAHE HA APTEPHANTHOTO HaNAraHe
e ceoTBeTHO 16/10 mmHg n 13/9 mmHg.

KomOuHauusTa KaHIecapTal LUIeKCeTHIL XMAPOXNOPOTHA3H] MoKa3Ba cXoaHa edexturuoct Ge3
3HA4YCHHUE OT BB3PACTTA H ITOJI4A.

K®M MOMeEHTa JIHTICRAT JAHHH 33 ynoTpeba Ha KaHAecapTaH IHIEKCeTHI/XHIPOXIOPOTHAIH IPH
nausenTy ¢ &u0peyno sabonspane/sedponarna, Hamanena nesokamepna hyHKUNA, 3acToMHA ChpAcUHa
AeftHOCT M cliel HH(papKT Ha MHOKapAa.




5.2 PdapMaKkoKHAETHIHH CBOHCTEA

EasoBpeMeHHOTO NPUNOKEHNE HA RARAECAPTAH LUIEKCETH H XHAPOXIOPOTHA3HA HE 0KA3Ba KIIHHAYHO
3HAYHMH eeKTH BBPXY (PapMaKOKHHETHKATa UM.

Abcobyun u pasnpederenue

Kandecapman yyurexcemun

Cnen nepopailed NpHeM KaHAecapTaH LWHIEKCETHN ¢¢ NPEBPEILA B AKTHBHOTO BELIECTBO KaHAECAPTAH.
AGcomoTHata GHOHANMUYHOCT Ha KAAAGCAPTAH, CISK IPUEM HA IEPOPAJieH PasTROP Ha KaHAecapTaH
HIIEKCETUI € 0koio 40%.

B cpaBHeHune c nepopanHHA pa3TBOP, OTHOCHTENHATA GHOHATHYHOCT Ha TabneTHaTa hopMa Ha
KauzecapTaH muiekceTHN € npuinnauTenno 34% ¢ MunuMania BapHadHiIHOCT.

Cpepnara nukoBa nasMeHa koHuedTpauus (Cmax) ce nocTura 3-4 yaca cieg npiema ua Tabnerxara.
C nosuuIaRaHe Ha 03aT4 B PAMKHTE HA TEPANeBTHYHHA L0308 AHANa30H, CEPYMHATA KOHIUCHTpALMA HA
KaHJecapTaH ce TIOBHIIARA B AHHelHHa 3aBucHMocT. He ¢ HabmoaasaHa 3aBHCHMOCT Ha
(papMakoKHHeTHKaTa HA KaHJecapTaH LiIeKceTHn ot nona. [lnomra nox kpuearta cepyMHa
koHnenTpauns/BpeMe (AUC) Ha kauTecapTaH He ce OBIHABA 3HAYAMO OT mMpHEMA Ha XpaHa.

KauaecapraH ce cBbp3Ba BbB BHCOKA CTENEH ¢ ILNa3sMeHHTe MpoTerHH (Hag 99%). [TpusuanuaT obeM Ha
pasnpegeneHre Ha kanaecapTas e 0,1 Vkg.

Xuopoxanopomuazuo

XuapoxnopoTuasu/ ce pe3opbupa 66p30 B racTPOHHTECTHHAHHS TPAKT, KaTo abCconioTHATA My
GuoHanH4HoCT € Npubausntento 70%.

EnHoOBpeMEeHHHMAT NIpHEM Ha XpaHa yBelH4YaBa pe3opOuuaTa My ¢ 6130 15%. [IpH nauueHTH ¢be
Chbp€YHa HETOCTATRYHOCT H ABHO H3Pa3eHH oTOLM OHOHATHYHOCTTA MY MOXe 1A HaMaee,

CBBp3BaHeTo Ha XHAPOXIOPOTHASH] C ILNa3MEHHTE IPOTEHHH € mpuémuzuTemHo 60%., TIpHBHIHAAT My
obeM Ha pasnpeseneHuc e npuGnazutendo 0,8 kg,

buompancdropmanus u enumunupane

Kanoecapman yunexcemun

KannecapraH ce¢ eTHMHHHPA MaBHO HEMPOMEHEH ¢ YPHHATA H XTBYHHAA COK, KATO B MAJIKa CTETIeH C&
eTHMHHMpa Ype3 MeTabonu3upane B YepHus qpod (CYP2L9).

HanmuunnTe npoyuBanus 3a e3auMopeiicteua ue nokazeat edexr pupxy CYP2C9 u CYP3A4. B3 ocHoBa
Ha in Vitro JaHHMTE HE Ce 0YaKBa in vive 1a HACTBNH B3aMMOJEHCTBHE C IEKapCTBa, YHETO
MeTaloNu3Upane 32BUCH OT WIOSHIMMMTE Ha iinToxpom P450 CYPIA2, CYP246, CYP2CY, CYP2C19,
CYP2D6, CYP2EI, unu CYP3A4. TepMHHANHUAT NOYKHBOT Ha KAHAECApTaH € okono 9 vaca. [pu
MHOTOKPATCH [IPHEM KaHAECAPTaH He C& KyMynHpa B OpraHu3Ma. [1oayxuBoThT Ha KaHAECAPTAH 0CTaBa
HenpoMereH (puOan3uTenHo 9 yaca) npu Npunarade B koMOHHALWHA ¢ XMIpoxnopoTrasuy. [pn
MHOTOKPATHO NpUJIarane Ha KOMOWHALHATA, He ce Habm0daBa JONLITHETENHO KOMYIHPaRe Ha
KaHJIeCapTaH B CPABHEHHE ¢ MOHOTEPATTHATA.

ToTankuaT nnazmed KIHPBHC Ha kanzecapTal e oxono 0,37 ml/min/kg, npu Guipeuen KARPHHC OKONO
0,19 ml/min/kg.

BrbpeunoTO enHMBENpaKe HA KAHAECAPTAH ¢ OCHLISCTRABA Upe3 raoMepynHa GUnTpaLHa | Ypes
AKTHBHA TyOYITHa CeKpelHA.

Crien nepopanes NpHEM Ha MApKHpaH KaHAecapTaH uunekceTin ¢ **C e ycranoBeHo, 9e ¢ ¥,
eKcKpeTHpa npubnusutenno 26% ot NpretaTa A03a (KaTo KaHAecapTaH) H 7% Kkaro Heal
MeTaboJIHT, HOKATO BEE (elieca ce OTKPHBAT NpHGIH3UTENHO 56% OT 103aTa KATO KaHAE
KATO HEaKTHBEH MeTaboIuT.




YepuoapoGHata TpaHcopMaLua Ha KaHZecapTaH ce u3pbpiusa o1 CYP2CY, koiito e upToxpom P450
€H3UM.

Xudpoxnopomuazud

XuApoXNopoTHa3KI He ce MeTabonu3lipa H ce eKCKPEeTHPA MOYTH HAITBIIHO HeNnpoMeHeH upes IyMepyiHa
GbUITpaLyA ¥ aKTHBHA TyOy/IHA CeKpeLua.

TepMHBEaTHHAT IOMY>KHBOT Ha XHAPOXIOPOTHA3MA € NpuGan3nTenHo 8 4aca. [lomykHBOTHT Ha
XHAPOXJIOPOTHA3MA, OCTARA HEMPOMeHeH (ApHONHIRTeNHO § Yaca) Npu npunarade B KOMOWHALMA ©
KaHgecapTad nuiekceT. [Ips MHOTOKpaTHO IpHIarase Ha KOMOHHALMATA ¢ KAHIECAPTAH [IHIEKCETHI,
He ce Ha0MiojaBa JOIMBIHATEHO KOMYJIApaHe Ha XHIPOXIOPOTHASHI B CPaBHEHHE ¢ MOHOTEpAITHATA.
Ilpu6mazutenno 70% o npHeTara nepopaTHo 1032 Ce eIMMHHHPA C YPHHATA B paMKHTe Ha 48 uaca.

(Dapmakoxuuemuxa 8 CReyudIny RORYVAAUUY

Kandecapman yunexcemun

B cpaBreHMe ¢ MIaZH HHAHBHAH, TIPH TAKHBA B CTAPYECKA BL3pacT (HaJ 65 rofHHH) MaKCHMAaTHATa
njiasMena KoHIeHTparua (Cmax) ¥ IIoITa o/ KpHBaTa cepyMHa koHUeHTpauus/speme (AUC) Ha
KaHAecapTaH ce YESAHYABAT CHOTRETHO © okono 50% u 0%,

Cnen npuem Ba onpefeneta A03a Kantab Ihnoc o6ave, NOBTHABAHETO Ha APTEPHANHOTO HANAraHe, KakTo
H YECTOTATA Ha HEKENAHMTE PEakLHH €A CXOAHH NpH MIAAH NaUHeHTH H NallHeHTH B CTAPHECKA Rb3pacT
(Bx.TOuKR 4.2).

INpH naugexTH c 1eKxo A0 ymMepeHo 6506peuHo yBpexkIaHe MakcHMAalHaTa IIa3MeHa KOHLUEHTpalHs
(Cmax) ¥ niorra MoA KpUBaTa cepyMHa kouueHTpauus/BpeMe (AUC) Ha kaHzecapraH ce yBeNHYapar
¢bOTBETHO ¢ oKOoNe 30% 1 70%, HO TepMHHANHAA [I0JIyKHBOT OCTABA HE[IPOMEHEH B CPABHEHHUE C
NAIMeHTy ¢ HopManHa 6s0peyuHa GyHKIHA.

Ipy nauuerTH ¢ Texko 6BGpedHo yBpekIaHe MAKCHMANHATA IUIa3MeHa KoHLeHTpauda (Cmax) i IiomTa
TIOZl KPHBATA cepymia KonLenTpaun/epeMe (AUC) na kanzecapTan ce yBeIHMaBaT CbOTBETHO C
nprGauznTentno 50% u 110%, a TepMAHATHMAA MO1YKHUBOT HA KAHASCAPTAH WHIEKCETHI PHONHIHTENHO
ce yaBosga.

B ABe KIIHHHMHH MPOYYBAHHA, KATO H B IBeTES €4 BKIMIOYCHH NAHEHTH C JICKC A0 YMCPEHO TCKKO
6B6peuHo yBpexnaHe, ce ycTaHOBABa NoBHLIasaHe Ha cpenHara AUC Ha kanzecaprad - ¢
npubamzutensoe 20% B egHoTo npoyusate U 80% B ApyroTo mpoy4baie (Bx. Touka 4.2).
Jluricea onMT NpH MALMEHTH ¢ TEXKO 1epHOAPOOHO YBpeKIaHe.

Xudpoxnopomuazud
[ipu nanpenTn ¢ 6s6peuno yBpexnane TEpMHHATHEA MONYXKABOT HAa XHAPOXIOPOTHAZR] C& YABIDKABA.

5.3 IlpeaxknAuEYHE TaRUH 32 Ge30MACHOCT

Ilo oTHOMIEHHE HA KOMOHHAIIHATA HE CA YCTAHOBEHH KAYECTBEHO HOBH TOKCHKOJIOTHYHH HAXOAKH B
cpaBHeHHe ¢ HaOmoAaBaHHTE 33 OTAENHHTE KOMIIOHEHTH.

B npeaxmHHHYHNTE NPOYYBAHUA € YCTAHOBEHO, Ye BEB BUCOKH J03H KaHIecapTaH LHISKCeTHIT TTOBIHABA
HeraTHBHO (YHKUMATA HA HbOpeHTe H epPHTPOLIHTHHTE MOKA3ATENH IIPH MHLIKH, IUIBX0BE, Ky4yera H
MafiMyHH, 8 HMEHHO:

- HRaynupa obeKTH Bpxy GEOpenuTe xaTo HHTEpcTHUHANEH HedpuT, TyOynHa aunaraia, GazodHano
OLBETABAHE HA TyOYIIHTE, KOMTO BEPOATHO Ca CIEACTBHE OT XHNEPTEHIUBHHA MY edekT, BO,I[C]J_[ bl
npoMsAHa Ha GeOpeuHara nepdy3us;

- HHAYUMPA XHOEpIasug/xuneprpodus Ha IOKCTarnoMepy THATE KIETKH;

- NOHH*kaBa OpoA HA EPHTPOLUTUTE, HHBOTO HA XEMOrTIOOHH H XEMATOKPHT.




CwmaTa ce,ue Te31 NPOMEHH ce NbIKAT Ha HapMaKoNnOruuHOTO AekcTare Ha KalecapTal 1 KIMHEYHOTO
HM 3HaYeH#e € cabo. [lobapaHeTo Ha XHAPOXIIOPOTHA3H | [IOTeHIHPa HePPOTOKCUYHOCTTA Ha
KaHJeCapTaH.

Ipy mpHeM Ha KaHAecapTaH HUJICKCETHN B KECHUTE CpoKoBe Ha OpeMeHHOCTTa ce Habmonasa (eTtanya
TOKCHYHOCT. J]o6aBAHETO Ha XHAPOXIOPOTHAZHA HE MPOMEHS 3HAMHTENHO Pe3yNTara OT NPOy4YBAHHATA 34
(ETOTOKCHYEOCT ¥ TOKCHYHOCT 3@ PAa3BHTHETO HA NIbXOBE, MAINKH HIIH 3aiimy (BxX.TouKa 4.6).

B MHOTrO BHCOKH /103H KaKTO KaHIECapTaH, TAka H XHAPOXJOPOTHA3H/ MOKA3BAT FeHOTOKCHIHOCT.
JIaHHHTE OT in vitro W in vive NpOYYBAHHATA 33 FeHOTOKCHIHOCT NOKA3BAT, U B YCIOBHATA HA
KIMHHYHOTO TIPHIOXKEHHE € MAJIKO BEPOATHO KAH/IECAPTAH U XHAPOXNOPOTHAIN/ Ia IPOSRAT My TATEHHA
MM KNaCTOTeHHa AKTHBHOCT.

Hsama naHHE KOeTO H J1a € OT JBETE AKTHEHH BCLICCTEA /14 € KAHLCPOrcHHO.

6. DAPMAIIEBTHYHH JAHHH
6.1 Coschbk Ha HOMOIMEHNTE BEIMECTBA

JlakTo3a MOHOXpHAAT
l1apesr4Ho numecte
Makporoa
XHAPOKCHNIPOTIHALENYJI03a
Kapmenoza kanuwmii
MarnesHes creapaT

XKenesen okcup, kbt (E 172)

6.2 HechpmecTHMOCTH

HenpunoxnmMo.

6.3 Cpox ua rognoct

2 roauHH

6.4 Cpennaann yc10BHA HA CHXpPAHEHHE
Ja ce ChXpansBa HA MACTO, HEAOCTHITHO 33 AELA.
la ce cexpanasa noa 25°C.

Jla ce cbXpansaBa B OPHTHHANHATA ONAKOBKA.

6.5 BuaucpIbpXKanKe HA 0OAKOBKATA

PVC/PE/PVDC — Al 6nuctep

Enwu Onuctep chabpxa 14 6pos TabneTkm.
BuioBe onakoBKH:

28 tabnerku (2 Gnuctepa X 14 Tabnerkn)
84 Tabnertkn (6 6nmuctepa x 14 Tabnerkn)

He BcHuky BHAOBe ONAKOBKH MOraT na Obaat nmycHaTh B npoawkla.




6.6 Cnennannn IPpEANAIHH MEPKH IPpH A3XBLPJHHE

HeusnonssauuaAT nekapctBen npoyKT HIM OTNAABbUHHTE MAaTEpHaiH OT Hero TpAOBa a ce H3XBEPIAT B
CBOTBETCTBHE ¢ MECTHHTE H3MCKBAHMUA.

7. INPHTEXATEJ HA PAZPEIIEHHETO 3A YIIOTPEBA
HOBEJI ®PAPMA EQO[J

OxonoepescTed mbr Ne 36

Coina 1415, Beirapus

8. HOMEP HA PA3ZPEIIEHHUETO 3A YIIOTPEBA

Per. Ne 20150105

9. JATA HA NbPBO PA3PEITABAHE/MOXHOBABAHE HA PAJPEIIEHUETO 3A
YIIOTPEBA

Jara Ha nepeo paspeluaeate: 30.03.2015

JaTa Ha NOCIenHO NOAHOBSBaHE:

10. JATA HA AKTYAJIH3HPAHE HA TEKCTA

02.2020




