KPATKA XAPAKTEPUCTHKA HA NPOAYKTA



1. HME HA JIEKAPCTBEBHSA MPOAYKT ; A I T

! &/ 47 - Y/
Kanra6 [Tmoc 32 mg /12,5 mg Tabnerku e R 3/17/(’7} ‘}
Cantab Plus 32 mg /12,5 mg tablets o . 08-03-1m ¢

2. KAYECTBEH H KOJIHYECTBEH CBCTAB

Besika Tabnerka cpapprka 32 mg KaHAECapTaH LHIeKCeTHR (candesartan cilexetily n 12,5 mg
xuapoxnopotuasun (hydrochlorothiazide).

[ToMomAE BelmecTBa ¢ H3BeCTHO AckcTBHE: BoAka Tabnerka ceabppxka 160, 200 mg nakTo3a MOHOXHAPAT
(Lactose monohydrate).

3a NBIHHA CIHCHK HA IOMOIIHHTE BELIECTRA, BHKTE Touka 6.1,

3. JEKAPCTBEHA ®OPMA

Tabnerxa.
CBeTNnopo30BH MPOABANOBATH Ta0AeTKH, ¢ AeNHTENHA 9Ye€pra OT €AHATA CTApHa H IpaBHpaH HaXNMC
Hoben ot apyrara cTpaua.

4. KJIHHHYHH JAHHH
4.1 TepaneBTHYHE NOKA3AHMHEA
KanTa6 Ilnoc e nokasan 3a:

¢ Jleyenpne Ha eceHnHanHa XHIIEPTOHAA NpH BB3PACTHH DALIHEHTH, [IPH KOATO HE CE I0CTHIA
ONITHMAJICH KOHTPOJI HA apTepHANTHOTO HAMATAHE Ype3 MOHOTEpanHd ¢ KaHaecapTaH HTHACKCETHII HITH

XHAPOXJIOPOTHASH/L.

4.2 lo3BpoOBKA H HAYHE HA NPEIOKEHHE

EO3H pOBKa

IMpenopsuntennara Ao3a Ha Kaurab Ilmoc e egua TabneTka BeIHEX JHSEHO.
IIpenopruBa ce 103080 THTPHPAHE C OTAENTHATE KOMIIOHEHTH - KAHIECAPTAaH LIHIEKCeTHA H
XMAPOXJIOPOTHASH,

OO0nuaiino aHTMXHOEPTEH3HBHEA eeKT ce NOCTHra B PaMKHTe Ha 4 CeMHIM ClleN] 3an04BaHe Ha
NEeYEHHETO.

Koraro e KIHHHYHO IPHEMITHBO, MOXE [ida C¢ B3eMe MIPeBHA RHPEKTHO HPeMARaBaHe OT MOHOTepanys
kbM neueHue ¢ Kanrab Imoc.

I[Ipenopwusa ce N030BC THTPHpaHe Ha KaHZecapTaH WWICKCETH NIPH IPEMHBABaHe OT MOHOTEpanus ¢
xuapoxaoporHasun. Kaxrat Inioc Moxe Aa ce mpraara Ha NalMEHTH, YHETO KPBBHO HANATaHe HE €
ONTHMANTHO KOHTPONHPAHO ¢ MOHOTEPAMHA ¢ KAHASCAPTAH LHJISKCETH WIH XHAPOXJIOPOTHA3H] HIIH C
mpueManeto Ha KaaTa6 ITimoc B io-HHCKH A03H.
OOnuaiino aHTHXHIIEPTEH3UBHUA e(heKT Ce mocTHra B paMKHTE Ha 4 CEAMHIHE OT 3ar04g3He
JIE4EHHETO.




Creyuannu Ronyiayul nayienmy

Hauuenmu 8 Cmap4ecka sv3pacm
Ilpn nanpenTH B CTapYecka BB3pacT He € HeoDXoZHMa KOpeKIHA Ha Ao3aTa.

TTayuenmu c eompecvdo8o obemno usuepneane

IIpH pACKOBH 3a Pa3BHTHE Ha XHIIOTOHHA NAUMEHTH, KAKBHTO ¢a TE3H C eBEHTyalHo obeMHO H3uepnBaKe,
ce Npenopbypa THTPHPaHe HA A03aTa HA KAHASCAPTaH IHAeKceTH (TIPH TAX MOXe Ja C¢ MMa NPeaBUA
HAYIHA 032 HA KaHAecapTaH UHIEKCeTHN OT 4 mg).

Hayuenmu c 6vbpeuno yepexcoaie

B Ta3n nonynanma ce npeAnoYHTaT GPUMKOBH NpeA THasHAHH AuypeTuil. [Ipn nanuenTH ¢ neko 10
YMEPEHO 4epHOAPOOHO YBpPeKaHe ce IPenophYBa THTPEPaHe Ha /103aTa Ha KaH/lecapTaH HIEKCETH]
(kpeaTHHUHOB KIHPBHC >30 ml/min/1, 73 m? tenecua nosbpxroct (TIT)), npean aa ce 3anouHe NeYeHHe ¢
KanTab [Lmoc. IIpy Te3d nauueHTH npenopbYKTeNHATa HAYANHA /1033 HA KaH/iecapTaH LHJeKceTusn e 4
mg.

Karrab Tlimoc ¢ mpoTHROMOKAa3aH NPH NalHEHTH C TeXKo OBOpEYHO YBpeXkAaHe, PH KOHTO
KpeaTHHHHOBHA KMHpPBHC € <30 ml/min/1, 73 m? TII (8x. Touxa 4.3).

Hayuenmu c wepnodpobuo yepexcoane

IpH nangenTH ¢ JIeKo 10 yMepeHO HepHOApOOHO YBpEeXkAaHe ce NPeNophysa THTPHPAHE Ha N03aTa Ha
KaHIecapTaH WHASKCETHIL, IPpeaH Ja ce 3anovuHe nevende ¢ Kanrab Ilmoc. Ipy Te3n nauuenTH
npenopeYBaHaTa HayasHa 1032 Ha KaHACCAPTAH [WIeKceTH e 4 mg.

Tlpu manmenTH ¢ TeXKO YepHoApobHO yBpexk/aHe W/HmH xonecrasa Kanrab Ilimoc e npoTHBonoKkasaH
(ex. ToukH 4.3).

Ieduampuvuna nonynayus

BesonacnoctTa M edukacHocTTa Ha Kanrab ITmioc npH felia Ha BB3pAcT OT HOBOPOXeHH Ao 18 roauHu Bee
OIIE HE C& YCTAHOBCHH,

Hsama HanuiHH JaHHH.

HauyH Ha NpHIOXKEHHE

IMepopanso.

KanTtab [1moc Moxke na ce mpueMa KaKTo Ha IafiHo, Taka ¥ cie)j XpaHeHe,

BHOHANHYHOCTTA Ha KAHASCAPTAH He ce MOBJIHABRA OT MPHEMa Ha XpaHa.

He e ycTanoBeHO KIHHHYHO 3HAYMMO B3AHMOJEHCTERE MeXAY XHAPOXIOPOTHAZHA H XpaHaTa.

4.3 IporeBonoxazanns

¢ CBpPBXYYBCTBHTENHOCT K6M AKTHEHHTE BEHIECTBA (KAHAECAPTAH HIEKCETHI H/HIH
XHAPOXTIOPOTHAINA) HITH KbM HAKOE OT MOMOIIHHTE BellleCcTBa, UIH KbM AKTHBHH BEIlECTBA,
NpOH3BOAHK Ha cyndonamMuIKTe (XMAPOXIOPOTHA3H) € AKTHBHO BEIECTBO, NPOU3BOJHO HA
cyndoHaMuaETE),

¢ BropH H TpeTd TpAMecTsp Ha GpeMeHHoCTTA (BK. Toukd 4.4 H 4.6).

Texko uepHORPOOHO YBpekIaHe W/HITH X0OnecTasa.

Texxo GBOpedHO yBpexknaHe (KpeaTHHHHOB KIHpEHC <30 ml/min/1, 73 m? TII).

PedpaxTepHa XHNOKATAEMHS ¥ XHISPKANIMEMHA.

ITonarpa.
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bvbpeuno yapescdane/6vopeuna mpancnaranmayus
B Ta3u nomnynaiiks ce NpenoprYBa H3NMOI3BAHETO Ha OPHMKOBHTE NP/ THA3HAHATE AHYPCTHIHE. 3aTOBA

xoraro Kanra6 Ilmoc ce n3monspa npH namyenTy ¢ HapymeHa 656peuta GyHKUMA € He0OXoaHMO
npocleaABaHe HA HHBATA HA KaNWii B KPBBTA, HA CEPYMHHA KPEaTHHHH M MHKOYHATA KHCETHHA.

Hama onuT no oTHomenHe NpwioxeHneTo Ha Kanta6 [moc npu nanmesTH cien H3BbplIeHa 0b0peyHa
TPAHCIUIAHTALHA.

Cmenosa na bvbpeynama apmepus

TIpH nauHEHTH ¢ ABYCTpaHHa CTeHO3a Ha 6hOpeunaTa apTeprs WIH Che CTEHO03a Ha 6B0pedna apTepus Ha
ennncTeeH Ou0pex, anrnoTensnH 11 penenTopaute aHTaroHHCTH (AT2 peLENTOPHATE 8HTATOHHCTH),
MOTraT Jia TOBKINAT HHBATA HAa KPHBHATA YPes H HA KPEaTHHHHA B CepyMa.

Anecme3sus u onepamusnu unmepsenyuy
IIpH nAIHENTH, KOATO Ca IEKYBaHH ¢ aHTHOTEH3HH [I pelenTepHUTE aHTArOHUCTH, 1O BpeMe Ha

aHECTE31A H ONEPaTHBHH HHTEPBEHIHNE € BE3MOXHE XHUNOTOHHS IOpa/in OI0Kaia HA PEHMH-ARTHOTCH3HH-
anjgocTepOHOBAaTa cHCTEMA. MHOTO paAKO, XHIOTOHHATA MOXe Ja € TEXKA H 1a H3MCKBA MHTPABEHO3SHH
BJIHBAHHA W/HNH NPHIOKEHHE HA BAa3OMPEcopH.

Bvmpecvdoeo obemno uzuepnsane
IIpH NauMenTH ¢ BETPeChAOBO 0OEMHO H/MITH HATPAEBO H34EPNIBaHE MOXKE Ja C¢ PA3BHE CHMIITOMATHYHA

apTepHania XHIOTOHUA, KAKBATO € ONMHCaHa NPH NPUIOKEHHe Ha JAPYTH CPeACTBA MOBAHABAIIH PEHHH-
aHTHOTEH3HH-ANIOCTEPOHOBATA cHcTeMa. ETo 3alo, He ce IpenopbyBa ynorpebara na Kanrab [Imoc,
IOKaTO TOBA CECTOAHHE HE CE OBNALEE.

Anecmesus u onepayuu
Ipu naumenTH, KOUTO ca JIEKYBAaHH ¢ AaHTHOTEH3HH [l penenTopHHTE AaHTarOHHCTH, MO BpeMe HA

AHECTE3HA H ONEpalHs € Bb3MOXKHA XHIOTOHHA nopaau 61okana Ha peHHH-AaHTHOTEH3HH-
aJI0CTEPOHOBATA CHCTeMa. MHOTO paaKo, XMIIOTOHHATA MOJKE JIa € TeKKA H la H3HCKBa HHTPABEHO3HH
BIIHBaHHA H/HWIH NPHIOKEHHE HAa Ba3OTPECOPH.

Yeproopobro yepexcoane
TuasnauTe TpaGea Aa ce HIMON3BAT ¢ IOBHLUIEHO BHAMAHHE NPH NALMEHTH ¢ HapylleHa YepHoApoOHa

(yHKIHA HITH NporpecHpaino YepHOAPoGHO 3a60IABaHe, 3aIOTO MPH TAX HE3HAYHTEHH IPOMEHH BbB
BOJBO-CJIEKTPOJIHTHHS OaNaHT € BE3MOKHO 23 RPOBOKHPAT HACTHNBAHETO HA XENATANHA KOMA.
JInncea xmaH4er onut ¢ Kantad [hinoc npu nankeHTH ¢ YepHOAPOOHO YBpeXAaHe.

Aopmua u mumpanna cmero3a {obcmpyxmusna xunepmpo@uyna KapouoOMUONamus)

Ilpu nauuenTH cTpajallid OT XEMOAHHAMHYHO 3HAYHMA OPTHA WIH MHTPAIHA CTEHO3a, HIIH OT
obcrpykTiBHA XHNepTpodHIHa KapAHOMHONATHA, ¢ IPENophyBa H3nonspaneTo Ha Kanra6 [Imoc, kakto
¥ Ha APYTH Ba3sOAHUJATATOPH, Ja C& H3BLPIIBA C OBHIICHO BHUMAHHUE.

ITvpeuven xunepandocmeporuzum
Karo nsno nanseHTHTE ¢ MEPBHYEH XKIEPATAOCTEPOHHIBM HE OTTOBApAT Ha JIEUEHHETO ¢

annoecTeporoBara cicrema. ETo 3aino ynorpedarara Ha Kanra6 [Lnoc B Tasd momynan,
NPETIOPBHEA.



Enrexmponumnyu napyuenus
CepyMHHTE eNeKTPONHTH TpAOBa Aa ¢¢ HACASABAT Ha MOAXONSIOA HATEpBani. THa3HAHTE, BIMOUHTENHO

XHAPOXAOPOTHA3MA, MOTAT [ NPSAH3BHKAT Pa3sBHTHE Ha €MEKTPOJIMTHH HapyNCHUA — XHIEPKAIIIHeMHH,
XHIIOKATHEMHA, XHIIOHATPHEMHS, XHNIOMATHE3HEMHA H XHITOXJIOPEMHYHA ANKANIO34.

THa3¥AHATE IHYPETHLH MOTAT Ja MPHYHHAT HaMansBaHe Ha yPHHHATA CEKpenud Ha Kanuuit i Ja
MpeqH3BHKAT NePHOAHTHO JIEKO NOBHINABAHE Ha KOHIEHTPAUMATA Ha Kani\i B cepyMa.

UspaseHara xunepxamireMus Moxe Ja e Oeller Ha HeH3sBEH XuneprapaTHpeoHAH3EM. [Ipeay 3anoysane
Ha fieYeHHe ¢ THa3UOH TpAOBa fa ce W3caeBa (hyHKIMATA HA OKONOIMHTOBHAHHTE KIE3H.
XHapoxnopoTHasH/| MOBHIIABA H0303aBUCHMO YPHHHATA EKCKpELHA Ha KanuH, KOeTo MoXe Aa 0Bejie 10
PA3BHTHE HA XUMOKaTHeMud. CUHTa Ce, ye To3H eeKT e no-cnalo u3pasen NpH npueM Ha KoMOHHAIMATA
— XHJPOXJIOPOTHA3HA H KaHAECAPTaH LHNEKCEeTHIL.

ITpu naupenTH ¢ YepROAPOOHA LHPO3a, IPH NALHEHTH ¢ NO-CHIHO H3pa3cHa AHype3a, HpH NalHCHTH
NpHEMAIH KOPTHKOCTEPOUAH HiH aaApeHokopTHkoTponeH xopMoH (AKTX) u npr nauuenTu ¢
HEAOCTATRYCH MepopalieH MPHEM Ha eNEKTPOIHTH, PHCKDT 32 Pa3BHTHE HA XHIIOKANHEMHS € TIO-TOJAM.
THasznauTe NOBHINABAT YPHHHATA €KCKPELNs Ha MarHesuif, koeTo MOXe Aa 0BeJe N0 PasBHTHE HA
XHIIOMaTHe3neMHA.

JleueHHeTO © KAHAECAPTAH LHIIEKCETH MOXeE [a NpeJH3BHKa XHIePKaIHeMns, 0COOCHO MPH MaLHEHTH
CBC ChpAevHH B/unu GuOpeunn yepexaanus. Exuospemensoro npunoxenne Ha Kanra6 ITmoc ¢ xanuii-
MecTAIH AUy PeTHIIH, KANTUeBH NPenapaTh KM 3aMeCTHTENH Ha roTBapCKaTa Cojl, KakTo H ¢ APYTH
NeKapCTBEHH NPOIYKTH, KOMTO OHXa MOTIH Ja IOBHILIAT CEPYMHATA KOHIIGHTPALHA Ha Kaauii (Hamp.
XenapHH HATPHil), MoXe /ia IOBEAE A0 NIOBHINABAHE Ha Kalua B cepyMa. IIpH Hykna cepyMHara
KOHIEHTpALHA Ha KanHii TpA0Ba Ia ce KOHTPCIHpa.

Memabonumnuu u endoxpunnu echexmu

THasHHATE AMYPETHLH MOTAT 4 HapyIIaT MNIKOKO3HHA Tonepanc. Tosa Tpabsa Ja ce uMa NpeABHA npy
NAnHeHTH ¢ AHaGeT, 3alM0TO MOXKE 1a C& HAIOKH KOPEKIIHA Ha 103aTa Ha aHTHAHAOETHHTE JIeKapCTBEHH
[IPOAYKTH, BKTIOYMTENHO M Ha HHCyamHA. T10 BpeMe Ha NiedeHHe ¢ THA3HIHH QHYPCTHIH MOXKeE 1a ce
MaHH(eCTHpa faTeHTeH auaber.

Habnmonarana e Bpb3Ka MeXIy NpHeMa Ha THA3HMAHHM IUYPETHIIM H MOBAINABaHe HA KOHLCHTPALMATa Ha
xosectepon u TpHrHnepazn. [Ipu aosure, kouTO ce chappikar B Kantab [Imoc, ca HabmozasaHu camo
MHHHEMANTHH e(eKTH.

TuasupHNTe AHYPETHLH NpeH3BHKBAT IIOBHIIABAHE HA KOHLUEHTPAHATA Ha THKOYHA KHCEHHA B cepyMa
H [PH MpeaApa3snoNoKeHH NalMeHTH MOTAT Ja IPOBOKHPAT Pa3sBHTHETO Ha NoJarpa.

Ilpu ynorpebara Ha Kanrab Ilmoc Te3n epeKTH ca MAHUMATHH.

Pomoyyscmsumernocm

Hma cpobineHus 3a peaknny Ha HOTOUYBCTBHTENHOCT IO BpeMe Ha IEYCHHETO C THASHAHH JIHY PETHLH
(k. Touka 4.8). AKo ce pa3BHe peakiHd Ha (OTOUYBCTBHTENHOCT, CE NPENopsUBa Aa ce Crpe eYeHHETO.
Axo PE300HOBABARETO Ha JIEHEHUETO € KpalfHo HeoOX0AHMO, ce IPenophYBa NpeANa3BaHe HA KOKHHATE
30HH, KOHTO Ca HII0’KEHH Ha CTbHYEBH JIbYH HITH Ha H3KYCTReHa Y B cBeTnmHa.

Obuiy
ITpu nauxeHTH, YniiTo cLAOB TOHYC M 6ROpeuHa GyHKIHA 3aBUCAT ITIABHO OT AKTHBHOCTTA HAa pEHHH-
AHHOTEH3HH-AIAOCCTEPOHOBATA CHCTEMA (Hamp. MaleHTH C TEXKa 3acToiHa ChbpAeHa He}.[ :
HIH nojuiexaino 6x0pedno 3aonapaHe, BRIIOYATENHO CTEHO3a Ha OROpe4HaTa apTepus /§
; 1)
s

chOOIMEHHA, Y€ IEYEHHETO ¢ NEKAPCTBEHH MPOAYKTH, KOHTO TOBNHABAT Ta3H CHCTEME
AIIPE, € CBBP3aHO ¢ 0CTpa XHIIOTOHHHA, a30TEMHEA, OA0TYPHA HIH pagKko ¢ octpa Ob
HeZOoCTaThIHOCT. KaKTO MpH BCHYKH AHTHXHIICPTEH3HBHH CPEACTBa, MNOMAMOTO TIOH
APTEPHANHOTO HaNATaHe MPH NAIMEATH ¢ MCXEMUTHA BoJiecT Ha ChpLETO WIH apTe



Ha CBPBXYYBCTBHTEITHOCT KbM XHAPOXJIOPOTHASH MOTAT /1A CE PA3BHAT KaKTO IPH MAlHEHTH ¢ aHAMHE3a
3a aneprud WIH OPOHXHANHA ACTMA, KAKTO M NP NalHeHTH Ges TakaBa aHaAMHe3a, HO MPH [TbPBUTE
BEPOSTHOCTTA € TO-TONAMA.

[Tpn ynotpeba Ha THA3HIHH JHYPETHUH HMa ChoOMeHH  3a eKkzanepGalud WIH OTKNOYBAHE Ha CHCTEMEH
NYIYC epHTEMATOEC.

AHTHXHNCPTeH3HBHUAT edekT Ha Kanrta6 [Iimoc Moxke Jia ce MOTEHIHpa OT APYTH aHTHXHIEPTEH3HBHH
CpeACTEa.

KanTab Ilmoc cbappka naxro3a MOHOXHIAPAT.

TNanyeHTH © PeAKA HACAEACTBEHH MPODJIEMH HA HEMOHOCHMOCT KbM (PpYKTO3a, ralakTo3Ha
HEMOHOCHMOCT, Laap nakTozen AedUUMT HAH NIOK030 — ranakTo3Ha Manabcopbuus, He TpaGBa aa
[pHeMaT TO3H MPOAYKT.

Bpementocm
ITo BpeMe Ha OpeMeHHOCT He TpAaGBa 11a ce 3aM04YBa JIeYEHNE ¢ AHTHOTeH3HH I pemenTopHH aHTArOHHCTH.

OcBeH ako NpOAB/DKABAHETO HA NIEYEHHETO ¢ aHrHoTeHsuH [ pellenTOpHA AHTATOHHCTH HE C& CMATA 32
KpalHO HeoOXOOHMO, MALMEHTKATE, KOHTO CMATAT Ja 3a0peMeHeaT, TpA0Ba Ja MPeMHHAT Ha Ie9eHHE C
aNTepHATHBHO AHTHXHOEPTEH3IUBHO CPEACTBO, KOETO € ¢ N0KaszaHa 6e30nacHoCT 1o BpeMe Ha
OpeMEHHOCT.

[Ipu ycTauopssane Ha GpeMeHHOCT, EYEHRETO ¢ anrHoTen3uH II penenTophn anTaronrcTH Tpabea 1a
cnipe He3a6aBHO H, aKo TOBA e HEOGXOAKMO, Ja Ce 3aNI0UHE ATCPHATHBHO NedeHHe (8. TOUkH 4.3 1 4.6).

4.5 BzaamoaeiicTBHe ¢ IPYrE HeKapcTBEHH NPOAYKTH H IPYTH GopMHE Ha B3aAmMoaeicTBHE

CheaMHeRnaTa, H3CNSBAHH B KIMHHYHY (PapMAKOKHHETHYHH NPOYYBAHMA, BKIIOYBAT BapdapuH,
JUTOKCHH, NIEPOPATHH KOHTPALENITHBH (T.€. ETHHHIECTPAAHON /IeBOHOPrecTpel), MHOeHKIaMun |
HudeaunrH. B Te3n npoyuBaHuA He ca YCTRHOBEHH KIHHHYHO 3HATHMH (papMaKOKMHETHYHH
B3aHMOICHCTRHS,

Moxe aa ce cuaksa kanui-ryQemnar edekr Ha XHAPOXIOPOTHA3HA Aa ce MOTEHUHPa OT APYTH
NEeKApCTBeHH ITPOLYKTH, CEbP3AHH Che 3ary6a Ha Kanui M XUnoKandeMus (Hanp. ApyrH kamui-rybeiu
JHYPETHIIH, TAKCATHBH, aM(pOTEPHLINH, KAPOEHOKCOIOH, NEHALMIHH G HaTpHi, MPOH3BOLHH HA
camHUMIoBaTa KMCenHHa, creporan, AKTX),

EnmoepeMennoTo npuioxkenne Ha Kautab [Imoc ¢ Kanuii-chXpaHABamu AHyPeTHIM, KATHEBH 100aBKH,
3aMECTHTEIH Ha NOTBAPCKATA COJl, ChAbDKAILIM KaNui, HIIH APYTH JICKAPCTBEHH NPOAYKTH (Halp. XenapHH
HaTpHi), MOXe Aa MOBHINH CTOHHOCTHTE Ha cepyMREHA Kanuii. [Ips HeobxoxaumMocT Tpabea ce
npeanpHeMe MOHHTOPHpPaHe Ha cepyMHHA Kamui (Bx. Touka 4.4).

Hanyuapanare 0T AHYPETHUM XHNOKAIHEMHS H XHIOMarHe3HeMns Ipepasnoiarar KbM pa3sBHTHE Ha
HOTCHIHAIHH KApAHOTOKCHYHH €eKTH Ha AMTHTATHCOBHTE TTIHKO3HIH H AHTHAPHTMHIHHUTE TIpeNapaTH.
IlpenopsuBa ce epHOSHYEH KORTPOI Ha CepyMHEA Kanuii, koraro Kantab [Imoc ce mpuiara ¢ Takisa
JIEKAPCTBEHH MPOJYKTH, KAKTO H CBHC CIIENHHTE IEKAPCTBEHH [IPOJYKTH, KOMTO MOTAT Aa peAU3BHKAT
wlorsades de pointes”:
e AHTHApHTMHYHH NpPENapaTH OT Knac | a - XHHNAKH, XHAPOXHHHIIHH, JHIOMHPAMEJ,
¢ AHTHapHTMHMYHH npenaparu ot knac 111 - amuomapos, coranon, godeTunua, HOyTHIHA,
¢ Hakon aHTHIICHXOTHLH - THOPHA3HH, XJOPIPOMA3HH, IEBOMENPOMAa3HH, TPHPTY
IHaMeMa3uH, CYIMHPKRA, CYATONPH, AMHUCYINPHA, THAPH, THEMO3HA, XaNOI
IpOnepHION;
HApyru — Genpuani, unsanpun, xideMannn, XxanogaHTPHH, KETAHCEPHH, MH3
cnapdnokcauus, TepgeHanH, BAKKAMHH, epHTPOMHLIHH,




I1pH enHOBPEMEHHOTO NpHeMaHe HA THTHEBH NPENapaty ¢ MHXHONTOPH HAa AHTHOTEH3HH-KOHBEPTHPAIHA
ensaM (ACE) u xuapoxnopoTHasii HMa chobleHns 3a o6paTiMo IIOBHIIABaHE Ha CEPYMHATA
KOHLICHTPALIHA Ha JIATHIA, KAKTO M TIPOABH HAa TOKCHYHOCT. FiMa choOmenns 3a noaoben edext u npu
npueM c aurkoTensuH Il peuenrropin autarouncTy. [Topaan ToBa, NPHIOKECHHETO Ha KAHJAECCAPTAH H
XHIPOXJIOPOTHA3H/ C JIATHH He ce NPenopbyBa. AKO NPHIOKEHHETO HA Ta3H KOMOHHAIMA Ce OKaXe
HeoOXoauMo, c¢ IpernopbyBa BHHMATENEH KOHTPOI Ha CEPYMHATA KOHLCHTPALHA Ha JIHTHA.

IIpu eapoBpEMEHHOTO NPHNOKEHAS HA AHTHOTEH3HH 1] peLlenTOpHH aHTArOHUCTA ¢ HECTEPOHAHA
npotuBoBb3nanuTennu cpeacrsa (HCIBC) {T.e. cenexturin COX-2 HHXHOHTOPH, alleTHIICANHIHIOBA
kHcennna (>3 g/nreBno) u Hecenxtusad HCTIBC) moxe aa ce nabmopaBa oTciabpane Ha
AHTHXUNCPTCHIHBHHEA e(exT.

Kakro u mpu ACE unxnGutopute, eqnospeMerHoTo npunoxkenue Ha AlIPB u HCTIBC npeacrasnssa
PHCK 33 BIOLIaBaHe HA ObOpeynaTa QyHKUHA, pa3BrTHE HA OBOpeYHA HEAOCTATEYHOCT, KAKTO H 33
NOBHINABAHE HUBATA HA CEPYMHHA KaNuii, 0cODEHO NpPA NauyMeHTH ¢ NpeABapHTENHO HapymeHa 6n0peuHa
¢yaxuma. Tasn xoMGuranma Tpabsa Ja ce MpHIara ¢ MOBHLIEHO BHUMAHHE, 0CO6SHO ITPH NALHEHTH B
cTapyecka pe3pact. [TanuenTaTe Tpabea fa HpAaT afeKBATHO XHAPATHPAHH H [0 BPEME HA TepanuATa
TpabBa Aa ce H3BBPIIBA NpocicAzsaHe Ha Op0peuHaTa yHKIHA, KAKTO H NEPHOJHYHO ClIE]] TOBA.

JIHyDETHYHNAT, HAaTpHHYPETHYHHAT H AaHTHXHMIICPTEH3HBHUAT edeXT Ha XHAPOXJOPOTHA3HA C€ MOATHCKAT
ot HCTIBC.

Pe3opbaaTa Ha XMAPOXJIOPOTHA3HA C€ OATHCKA OT KOJECTHIION HIH KONSCTHPaMHAH.

XHAPOXNOPOTHAZHA MOXe [a TIOTEHLHpPa eeKTa Ha HeACNONAPH3UPALIHTE MHOPEINAKCAHTH (Hamp.
TyboKypapun).

TrasuaHHTE AUMYPETHIH MOTAT Jja IOBHIIAT CEPYMHATa KOHIIEHTpal#d Ha KaJHii IOpay MOHIKABAHETO
Ha eKCKPelHaTa My. AKO € HeOOXORMMO /a ce NPEANHING XpaHHTeNHa 100aBKa, ChAbpXaina Kalunii, 1A
puTamuH D, TpaGra fa ce ciieau cepyMHaTa KOHLSHTpamua Ha Kanuui H 1o3ara Aa ce KOPHIHpa Cnopea
Hes.

BB3MOKHO ¢ THa3HIHTE J]a NTOTEHIMPAT XHNEPrIHKeMI3Hpamus epext Ha 6era-GrokepaTe 1 Ha
JHA30KCH],

BB3MOXHO € THa3HIHUTE JUyPeTHIH Ja NOBAINAT PHCKA 33 PA3BHTHE HA HEXENaH! PEAKLMH NPH NpHeM
HA AMAHTAMIHH.

BB3MOXHO ¢ aHHXONHHEPTHYHHTE CPEACTRA (Hanp. aTpoIHH, GHNEPHISH) 1a NOBHINAT OHOHATHYHOCTTZ
HA THA3SHAHHTE ARYPETHIH Ype3 NOATHCKAHE HA CTOMALTHO-IYPCBHHA MOTHITHTET H 3abapane Ha
CTOMAUIHOTO H3Npa3BaHe.

BB3MOXKHO € THA3HTHHTE JHYPETHLH ia HaMalaT Os0petHara eKcKpelHsa Ha IHTOTOKCHYHH IEKAPCTBEHH
nponyktH (Hanp. uukiogocdammua, METOTPEKCAT) # a TOTEHIHPAT MKEIOCYIIPECHBHHA UM e(exT.

IIpu eanoBpeMeHeH NpueM ¢ ankoxon, GapSuTYpaTh WiIH aHecTeTHIH MOJKE Ja Ce YTEMHH
OPTOCTATHYHATA XHIIOTOHHA.

JIeueHHeTO ¢ THa3HJEH JHYPETHK MOXKe [a BIOIIH TOKO3HHA TonepaHc. Moxke na e
KOPEKLIHA Ha J03aTa Ha aHTHAHAOETHHTE TEKAPCTReHH NMPOAYKTH, BKAIOYHTENHO H Ha



Metdopmun TpabBa na ce NpHIAra ¢ NOBHIEHO BHHMAHME IOPAAH PACKA OT Pa3BHTHE HA JIaKTOALMA034,
HHAYLHpaHa OT eBeHTyanHa 6s0pevyna HeIOCTATEYHOCT, CBBP3aHa C IPHEM Ha XHAPOXJIOPOTHA3HA,

XHAPOXIOPOTHA3ZHA MOXE Aa IpeAM3BHKA oTcnabBaHe HAa OTMOBOpa KbM AeHCTBHETO HA IPECOPHHTE
aMHHH (Halp. aIpeHaNHH), HO He 0 CTENeH Ha JIANCA HA pecopeH edexT.

XuapoxnopoTHa3H MOXKE Ja OBHILE PACKa 32 pa3sBHTHE Ha ocTpa Op0pedHa Hel0CTaTEYHOCT, 0CO0EHO
TIpH TPHIOKeHHe Ha HoHH KOHTPacTHH BelecTBa BbB BHCOKH JI03H.

E,ELHOBpeMEHHOTO JIEYEHHES ¢ IIHKIIOCTIOPHH NMOBHIIIARA PHCKA OT PA3BHTHE HA XHIEPYPHKCMHA H
YCIOXKHCHHA OT THIIA HA TOAarpa.

EnnospeMeHHOTO NeveHHe ¢ Gaknoden, aMHGOCTHH, TPHUHKITHYHH aHTHACTPECAHTH HIIM HEBPONETI THIM
MOJXe 2 JOBEAE A0 NOTEHIHpaHe HA AaHTHXHNEPTEH3HBHAS e(eKT B HHAYIHpPAHe HA XHTIOTOHHS.

4.6 @epTHaNTET, GpeMEHHOCT H KLPMEHE

Bpemennocm

He ce npenopsysa npHema na anrnoteH3HH 11 peLienTopHH AHTATOHHCTH NPe3 MbPBHA TPHMECTBP OT
OpeMeHHOCTTa (BX. To4Ka 4.4). Ilo Bpeme Ha BTOpPHS ¥ TPTHA TPUMECTHP Ha GpeMEHHOCTTA, MpHeMa Ha
anrHoreRsHH 11 penenTopHA aHTACOHKUCTE € IPOTHBONOKA3AH (BXK. TOMKH 4.3 1 4.4).

EnnpeMuonorauHATE NaHHH, KACASIM PHCKA OT TepaToreneH edekt cnej npaeM Ha ACE naxuburop
npe3 TEPEHA TPHMECTHP OT OPEMEHHOCTTA HE Ca €AHO3HAYHH, HO BCE MK He MOXE J1a C& H3KITIOUM JIEKO
MOBHINABAHE HAa PHCKA. Makap Aa HAMa KOHTPONHPAHY eNHIeMHONOTHYHA AAHHH, KACAeIH PHCKA MPH
npuem Ha AIIPA, npx To3n Kiac nekapeTsa MOXe Ja ChINECTBYBa NofobeH pack. OCBEH ako
Npoas/DKaBaHeTo Ha AeveHueTo ¢ AITPA He ce cMaTa 3a kpaliHo HeoGx0aHMO, TIPH MAITHEHTHTE, KOHTO
Bb3HAMEPABAT fa 3abpeMeHesT, TpAGBa Ja ce NIPeMHHE KbM JIeHeHHe C alTePHATHBHO
AHTHXHIEPTEH3HBHO CPENICTBO, KOSTO HMA YCTaHOBeH npodun Ha Ge3omacHoCT 3a ynoTpeba o BpeMe Ha
6pemenHocT. IIpu ycTaHoBABane Ha GpemennocT neuenreto ¢ AIIPA tpafsa Ja ce cripe He3a0aBHO H, 4KO
€ YMECTHO, /a IPEANpHEME ANTEPHATHBHO JAeeHHe.

HapecTHO €, 9e excriosHumTa Ha AIIPA npes BTopHus 1 TPETHA TPHMECTbP Ha GpeMEHHOCTTa HMa
deroroxcuien edext (namaneHa 6s6pedraTa GyHKIHA, OTHFOXHAPAMHHOH, 3a0aBeHa oCHpHKalks HA
YEpeNHHTE KOCTH) H HEOHATANHA TOKCHYHOCT (6b0peyHa HeJOCTATEYHOCT, XHMOTOHHA, XeNepKaATHEMHA )
(mx.TOuKH 4.3 1 4.4).

IMpr excnosuuua Ha AlIIPA cnea HawanoTo Ha BTOpHs TPHMeCTHp Ha OpeMEHHOCTTa, Ce NPEnoph4Ba
exorpaccka oneHka Ha OpOpeynHaTa HYHKUHA H CHCTOAHHETO HA YEPENHHTE YEMOCTH.

KtpmMauera, unnTo Maiiki ca mpuemanu AIIPA, tpafsa aa ca noj HemocpeACTBEHO HabmoaeHue 33
PA3BUTHE HAa XMMTOTOHUA (BXK. TOUKH 4.3 n 4.4).

Xuopoxnopomuasud
K/THHAYHHAT ONMT Kacaell pucKa OT IPHEM Ha XHAPOXJIOPOTHA3HA 110 BpeMe Ha GpeMeHHoCT €
orpaHH4eH, 0cobeHo npe3 MbPBHA TPHMECTEP. [IpoyYBaHHATA NPH KHUBOTHH €A HEROCTATHY
XuApoxnopoTHasHz NpeMHHABA [Ipe3 IalleHTaTa. BE3 ocHOBa Ha GapMaKOJOTHTHHA ME
AefCTBHE HAa XHAPOXIOPOTHASHI, MOXE A4 CE DHAKEA, Y€ IPHEMA MY TIPe3 BTOPHA H T
OpeMEeHHOCTTa € BEPOATHO A3 KOMNPOMEHTHpa (eTo-IaneTaprara nepdy3ud 1 Ja




NJI0AA H HOBOPOAEHOTO KaTO HKTep. B3aMOXKHH ca HapyllieHHA Ha BOAHO-CCKTPONHTHHA OajlaHC 1
TpoMOOLHTONEHHA.

XuApoxaopoTHasu He TpabBa /ia ce npmiara, IpH OTOMH 1O BpeMe Ha GpeMEHHOCT H TeCTalHOHHA
XHNEPTOHHA, IOPAJH PHCK OT MOHWKaBaHe HA IUTa3MeHAd 00eM H IaneTapHa xunonepdysus, Oe3
GnaronpusaTed edexT BEPXY X043 Ha Gonectra.

XuapoxopoTHa3HT He TpAOBa Aa ce NpHiara NPpH eCeHUHATHA XHNSPTpoQHs NpH OPEMEHHH KEHH, OCBEH
B CITyHaHTE, KOTaTo He MOXE J1a Ce IIPHJIOXKH APYTO JICYCHHE,

Kopuene

Anzuomensun II Peyenmopnu anmazonucmu (AT2 peyenmopru awmazonucmu):

INoHexe nuncea HHGopmans, kacaema ynorpebara Ha Kanra6 Ibnoc no Bpeme Ha KbpMeHe,
npunoxennero Ha Kanarab I[lmoc He ce npenopbaBa, KaTo 3a NPeAlovHTaHe JeYEHHE ¢ aNTePHATHBHH
NIEKAPCTBEHH CPEACTEA, KOHTO MMAT YCTAHOBEH Npodai Ha 6e30TacHOCT NPH KbpMeHe, 0cobeHo npu
KbPMEHE Ha HOBOPOACHO HAH HefoHOCeHO Gebe.

Xudpoxnopomuazud:

IIpu xopa XHAPOXJIOPOTHAH] CE EKCKpETHPa B KBPMATa B Manko Ko/n4ecTBo. THA3HANTE BbE BHCOKH
1I03H, [IPEH3IBHKBAIIlH HHTEH3WBHA AUYPE3a, MOraT Ja HHXuOHpaT o6pasyBaneTo Ha KspMa.
Hanonssanero Ha KanTab [Inioc no apeMe Ha KbpMeHe He ce IPEnopbYBa.

4.7 EdexTm BLPXY clioco0HOCTTa 32 mogapade # paboTa ¢ MAIIHHA

He ca npapenn npoyyBanus Ha edeKTHTE BEPXY criocobHOCTTA 32 modupaHe ¥ pabora ¢ Mamung. [Ipy
wodHpaHe 1 paGoTta ¢ MAITHAK TpGBa A3 C& HMAT MPEABU PEAKHTE CIYYaK Ha 3aMafiBaHe HIH
OTNAAHANOCT N0 BpeMe Ha nedeHuero ¢ Kanrab [lmoc.

4.8 Hemxenann JeKapCTBeHH PeaAKIHA

B xoHTponMpaHATE KTHHHYHHE Npoy4YBaHHA HA KAHAECAPTAH [HIEKCETHI/ XAAPOXIOPOTHASHA HEXKETAHHTE
PEaKIHH ca JIeKH ¥ mpeXoaad. Cly4anTe Ha OTHaAaHe NOPaAR HeXkeNaHH PEeaki[HH CBC CXO/IHA YECTOTA B
rpynHATe Ha KAaHAecapTaH WIEKceTHI/Xuapoxaoporuasig (2,3-3,3%) u nmnanebo (2,7-4,3%).

B wiMBHYEHTE IPOY4YBaHHS Ha KaHASCapTaH LHISKCETHN/XHAPOXIOPOTHAsH HeXelaHATE PEakiiua ca
CBEJICHH JI0 TAKHBA, 32 KOHTO HMA NO-PaHHH ChOGINEHHUS NpH KaHAecapTaH MAICKCETH H/HIH
XHAPOXTOPOTHAZHL.

B nanenara tabnuua no-foiy ca npeACTABEHH HEXeNaHHTE peaklHH OT KIHHHYHHTE NPOyYBAHHA H
MOCTMAPKETHHIoBHA ONMHT. B cOopen anann3 Ha AaHHHTE OT KIMHHYHUTE MPOYYBAHHA [IPH MALHEHTH C
apTepHANHA XHIIEPTOHHA HEXEJTAHHTE pedKIHH KbM KAHACCAPTAH IIUIEKCETH ca AePHHHPAHH crope]
YEeCcTOTaTa Ha Bh3HUKBaHE IIPK MPHEM HA KaHASCApTaH LMIeKCeTH], HaJBHIaBama ¢ none 1% vecrorara
PR IpHeM Ha nnanedo.

HWanonzpanute B TabnuuuTe B TOuKa 4.8 YECTOTH ca KAKTO CeaBa: MHoro dect (=1/10), yectn (>1/100
Jo <1/10), sevectu (>1/1000 no <1/100), penkr (>1/10 000 mo <1/1000), Muoro peaky (<1/10 000}, ¢
HEH3BECTHA YECTOTA (OT HANHYHMTE JaHHH HE MOXe fa ObJe HalpapeHa OleHKa).

CHcTeMO-OpraHHH KIacoBe YecToTa Hexenan
Hudexknnn H nHBecTalHA YecTtn PecrmpaTtopHa HH
Hapymenus na kpueTa B MMdHAaTa MHoro penxa JleBkoneHun, HEY




CHCTCMAa

arpa”yJoMHTo3a

MHKOYHHTE NBETHINA

Hapymenns Ha MeTaboau3Ma | MHoTO peakH XunepkardeMHid, XHIICHATPHEMHA

XpaHeHeTo

Hapyimenns Ha HEPBHATA CHCTEMA YectH 3amalisane/pepTaro, rnasobonue

PecniuparopHu, TPHOHA H MHuoro penkn Kanumna

MeAHACTHHANHA HapYWeHus

CTroMalHO-9pEeBHN HapyleHHs MHoro peka T'ageHe

XenaToOUAMapHN HapylHeHus MHuoro peaxH TloBHIDABARE HA YEPHOAPOOHHTE
€H3HMH, OTKJIOHSHHA B
dyepHOAPOOHATA DYHKIMA HIH XENaTHT

Hapywenida Ha koxkara 7 nogkoxHata | Muoro peaxn AHrHOeneM, 0OpHB, ypTHKApHA,

ThKaH HPYPHTYC

Hapyinenna Ha MyCKynHO-CKeleTHaTa | MHOro peiiku Bonxu B ropba, apTpanruas, MHAITHA

CHCTEMA ¥ CHeIHHHTEIHATA THKAH

Hapymenns na &ubpenute n MHoro peaxu Br0pesHO yBpexkIaHe, BKIIOYHTEIHO

Gu6pedra HEMOCTATETHOCT PH
NPeApasnoIoKEeHH NALHEHTH (BK.
Touka 4.4)

B manenara Tabnuua no-fody ca NpeAcTaBeHH HeXelaHHTE PEeakiuH NIPH MOHOTEpANHs ¢

XHAPOXJIOPOTHA3H/, OOHKHOBEHO B 4034 OT 25 mg WIH N0-BHCOKA.

CHeTeMO-0pranum KJiacone YecToTa Hexenana peaxing
Hapymenns Ha KpbBTa M THMQHATA Penkn JleBKOIIeHNA, HEYTPONCHHA H
CHCTEMA arpaHylneuuTo3a, TPOMOOLMTONICHHA,

anIaCTHYHA AHEMHA, KOCTHO-MO3BYHA
CYIPECHA, XEMOITHTHYHA aHEMHS
Hapyuienns Ha HMyHHATa CHCTEMA Penxu AnabHIaKTHYHH peakiiH
Hapymenns na Metabonusma o YectH XunepxkanueMus, XunepypHKeMHA,
XpaHeHeTo enexTponuTen aucbananc
(BKJIIOYHTENHO XMIIOHATPHEMHSA H
XHNOKUTHEMHES)
[euXHYHH HAapyIeHH: Pemxu Hapyinenns va cbHs, Ge3n0koiicTBo,
JeTpecHs
HapyineHud Ha HEPBHATA CHCTEMA Yectn ITpuManasane, BEPTHTO
Penxu INapecTesnu
Hapywrenud Ha ouHTe Peaxu ITpexoaHO 3aMBIACHC BIDKAAHE
ChpaeyHN HapylIcHHS Peaxu APHTMEH
CbAOBH HapyLIEHHA Hedect OpTocTaTHUHA XHITOTOHNA
Penkn HexpoTusupain anruuT (BacKy T,
KOXEH BACKYJIHT)
PecniuparopHs, rpsaHH B Penxun Pecriipatopen aucTpec (BKTIOYHTENHO
MEIHACTHHINY HAPYIUCHHA nHeBMOHMS H GenoapoteH o
CTOMAIDHO-YPEBHY HAPYIIEHHS Heuectu AHopexcus, 3ary6a Ha agfigg . /4
CTOMALITHO Jpa3zHene,
KOHCTHNAI{HA
Penxn - [MauxpeaTnt




Xenarobunuapuu HapymMeHHA Peaxn Hixrep (MHTpaxenarancH
XOJIeCTATHYEH HKTEP)

Hapymenns Ha koxkarta A moakoxHata | Hedectu OG6pHB, ypTHKapHA, peakliHy Ha
TBKaH (pOTOUYBCTBHTENIHOCT
Peaxu ToKCHYIHA ENMUACPMAITHA HEKPONH34,

peakliy OT THIIA Ha KOXEH JIYNyc
epHTEMATOZEC, PELHANE Ha KOKEH

AYMYC epUTEMATONEC
Hapywmenus Ha MycKyJIHO-cKeneTHata | Peaxku MycKynHH crazMH
CHCTEMA H CheIHHATENHATA THKaH
Hapyinenns Ha 6L6peuure n YecTu mokoaypus
NMHKOYHHTE METHINA Penxu Hapymena 6x0peuna GpyHkups 1
HHTEPCTHIHANEH RedpHT
Obmu HapymesHus ¥ edekT Ha Yect Canaboct
MACTOTO Ha MIPHIQKECHHC Penxn (Deﬁgm]um
Hzicneapanua YecTH IloBRmaBaHe cTOHOCTHTE HA
XONECTEPOIa H TPULITHIIEPHAHTE
Penxu TlosHInaBaHe Ha CTOHHOCTHTE Ha

yPesTa M KpeaTHHA B CEpyMa

Crobmaeane Ha NOM03HPAHH HEKENAHH PEaKIlHy
Cro0maBaHeTo Ha OJO3HPaHH HexXeJlaHH Peakuuu cilell paspellaBate 3a ynotpeba Ha ekapCTBEeHHS

NPOAYKT € BaxHo. ToBa MO3BOMABA /1A MPOXBILKH HAGMOAECHHETO HA CHOTHOMIEHHETO N0N3a/PACK 32
TEKAPCTBeHUA NPOAYKT, ‘OT MEAHLMHCKUTE CIIEIHANACTH Ce H3HCKBA /1a ChobIIABAT BCAKA TIOA03HpaHa
HexeNaHa peaklus JupekTHo Ha HamsaanrenHa areuud no Jekapersata (MAJD):

yn. ,,Jaman I'pyes™ Ne 8
Codmz 1303

Ten.: +359 2 8903417
en. nowa: bda@bda.bg
yebealiT: www.bda.bg

4.9 Tipenosmpane

Cumnmomu

Bb3 ocHOBa Ha dapMakoorHYHK ChOOpaXKeHNSA, HITJIEkK1a BEPOATHO OCHOBHHTE NMPOABH Ha Npe/lo3HpaHe
Ha KaHJECAPTaH LHIEKCeTHN fa (BbAAT CHMITOMATHYHA XUIIOTOHUS Wiy 3aMalisane. B otaenunte
CLOOImeHHA 3a pefosupaHe (a0 672 mg xaHAeCapTaH LHICKCETHII) PE3CTAHOBIBAHETO Ha NAlHEHTHTE
npotHya 6e3 yClnoKHEHRS.

OCHOBHHTE CHMITTOMH Ha IIPEAo3HpaHe Ha XHAPOXIOPOTHA3HA ca OCTpa 3ary6a Ha TeYHOCTH H
€JeKTPOTATH. Morar fa ce HabmoAaBaT H CHMIITOMH Kato 3amaifBane, XHIIOTOHHS, JKOKAA, TAXWKAPIHA,
KaMepHH apHTMHHE, cENaliia/HapyIIeHo Ch3HAHHE H MyCKYJIHH KPaMITH.

Heuenue
JluricBa KOHKpeTHa HH(OPMaNus OTHOCHD ipeAosnpaneTo ka KanTab Ilmoc, Bee nak, B cinyvaij Ba
npene3rpaHe ce npeffiarat AaAeHHTe NO-A0Ny MEPKH.

TTpu Te3u nposen Tpabea Ka ce oOMHCIH HHAYLHPAHETO HA TOBPHLIAHE HIIM CTOMANT
ce pa3sBHE H3ABeHa XHIIOTOHUA, TPAOBA Aa Cce 3amouHe CHMITTOMATHYHO JIEYCHHAE H 1A fe3
KH3HeHATE nokalareny. [lauuenTsT Ciezipa aa ce moctaeH no rps6, ¢ NOBAATHATH

DOCTATBYHO, NiasMeHus obeM Tpa6Ba Ja ce IOBRINH Ype3 BAHBAHE Ha WIOTOHHYEH Pd



XTIOpH . TpxﬁBa A4 ¢€ H3CNCABAT CCPYMHHTE CACKTPOIMTH H alKaNHO-KHCEIHHHOTO ChCTOAHHE H, NIPH
HYXJd, ia C€ KOpHTHparT, Axo PI36POEHHTE MEPKH He ¢a NoCTaThYHH, MOXE Ja ce pHaaraT i
CHMMNATHKOMHMETHIIH.

KaHpecapraH He ce OTCTpaHABa upe3 XeMoJHatH3a. He e H3BECTHO A0 KAKBa cTeNeH XHAPOXIOpOTHA3HA
Ce OTCTPAHREA UPE3 XeMOAHANK2A.

5. ©OAPMAKOJIOIHYHM CBONHCTBA

5.1 <PapMakoaHHAMERYHE CBOlicTBa

(apmMakoTepanepTYHa rpyna: ARTHoTeH3HH I aHTaroRUcTH +AHYpeTHIA
ATC kon: CO9DAO6

AHrrotensnH Il e OCHOBHMA Ba30aKTHBEH XOPMOH OT PEHHH-AHTHOTEH3HH-AI0CTEPOHOBATA CHCTEMA H
HMa poNis B NAaTO(HUIHONOTHATA HA XHAEPTOHHATA H APYTH CHPAEYHO-CHAOBH Hapymenud. Toii coino
TaKa MIpae polid B ATONEHE3aTa HA TEPMMHANHATA OPraHHa XHnepTpodHsd H TEPMHHAIHOTO OpPraHHoO
yBpexjane. OcHOBHMTE QHIKONOTHYHY e(exT! Ha aHTHOTEH3HH 11 kaTo BASOKOHCTPHKLINA, CTHMYINpaHe
0cBOOOKNABAHETO Ha ANJOCTEPOH, PETYNAllMA Ha €JIEKTPONTHTHATA H BOJHATA XOMEOCTa3a H CTHMYJ/IHpaHe
Ha KIEThYHHA PacTeX, ¢€ MeIUHpaT 4pes peuentopa ot tun 1 (AT1).

Kanaecapran mHaekceTHI € NpoiAeXapCeTBo.

Hpu nepopanex npueM, B Mpolieca Ha pe3opOIHA B TaCTPOHHTECTHHANHHA TPAKT KaH/lecapTaH
LHAEKCETHI C& XHAPOIH3Hpa (eCTePHa XHAPOIH3a) A0 aKTHBHOTO BELIECTBO KaHAeCcapTaH.
Kannecapra e AIIPB, cenextusen no ordomenHe Ha AT1 penlentoprTe, KoliTO Ce CBBP3Ba 3/paBo H ce
otnens 6apHo oT penentopa, Toll HIMa MHMETHHHA AKTHBHOCT.

Kannecaprar se nosinussa ACE ulH Apyrd eH3HMHH CHCTEMH, KOHTO 0OHKHOBEHO ca CBBP3aHH C
u3non3paHeTo Ha ACE unxuburopu. [NoHexke He oka3BaT e(ekKT PbPXY pasrpakAaHeTO HA KHHHHHTE,
HHTO BbpXY MeTabo/H3Ma Ha ApYTH CheAHHeHHN — kaTo cybcranuus P, e Malko BeposTHO [ia ce 04aKBa
AIIPB na ce cBbp3sar ¢ Kanumna. B koHTponHpanHTe KITHHHYHA NPOY4YBaHHA, CPaBHABALIH KaHAeCapTaH
munexceT1 ¢ ACE nnxnbaTOpH, YecTOTaTa HA PA3BHTHE HA KANLTHLA MPH NAHEHTHTE, MPHEMAINH
KaHAeCcapTaH WIIEKCETHI, e no-Hucka. KaszecapTan He ce CBEP3Ba KbM HITH O610KHpa JpyTH XOpPMOHATHH
penenTopH WK HOHHH KaHANH, 38 KOHTO Ja & H3BECTHO, Ye Ca BaJKHH 3a ChP/CHHO-ChAOBATA perynalus.
AHTaroHu3MsT cnpaMo AT1 penenTopHTe BOAH A0 Z0303aBHCHMO MOBHLIABAHE Ha IUTa3MEHATa
KOHUEHTpALHA HA PEHHH, aHIMOTEH3HH | 1 anrioTensuH 1, H noHAKkapaxe MWIa3MeHaTa KOHIEHTpalHa Ha
AIOCTEPOH.

EdexTtirTe Ha KangecapTan LWHIEKCETHN NPH [PHEM Ha KoJHMYecTBa oT 8 mg no16 mg (cpeana nosa 12 mg)
€JHOKPaTHA JHEBHA /1038, BBPXY CbpPIEYHO-CHA0BATA 3a0016BaEMOCT H CMBPTHOCT €4 OlIEHEHH TIpH
PAaHIOMH3AHPAHO KIHHHYHO NPOYyYBaHe, BK04YBanio 4 937 naunenty B cTapyecka pp3pact (70-89
roguud, 21% Ha ep3pact 80 11y NoBeye OAHHHA) C JIEKA A0 YMEPEHO TeXKa XUITEPTOHHA, IPOCieAABAHH
B npoxbkeHne Ha 3,7 roguny, [TaumenTaTe ca NPHEMANH KaHAecapTaH LH/IeKCeTH HWiH naanedo c
nobapAHe MPH HyKJa Ha IPYT0 aHTHXHIEPTEH3HBHO CPELCTBO.

ApPTepHIHOTO HAIMTdHE TIOKA3BA IOHMXKaBade oT 166/90 na 145/80 mmHg B rpynata Ha KaHAecapTaH H
ot 167/90 no 149/82 mmHg B rpynara na nnaueto.
Ilo oTHOLIEHHE HA MEPBHYHATA KpaliHa TOUKa — 3HAYMMH CEPAEYHO-CHAOBH CHOHTHA (Ch
CMBPTHOCT, HeaTaneH HHCYNT # HedaraneH HHQAPKT Ha MHOKAp/a) HAMA CTATHCTHY:
pasnuka. B rpynara Ha kanaecapTan HupaeHTHTE ca 26,7 Ha 1000 nanueATa rOAHITHO
rpyna — 30,0 sa 1000 nanuerTa rogumso (oteocutenen puck 0,89, 95% C10,75 a0 1,




Xuapoxnoporuana vaxubupa akTHEHATa peabeobuus Ha HAaTpHil, IIABHO B AHCTAIHHTE TYOONH H
CTHMYJIHpa eKCKPEIHATA Ha HaTpHii, X10p H Boxa. Br0peuHaTa ekckpelHs Ha KaTHA H MarHe3ui ce
MOBHINABA A0303aBHCHMO, J0KaTO peabcopOUHATa Ha Kanuuii ce MoBUIIABA. XHAPOXIOPOTHAZHA
MOHMKABa Ma3MEHAA 00eM M o6eMa Ha HIBBHKNIETHYHATA TEYHOCT, TIOHIKABA MAHHYTHH: 00eM Ha
CHpPLETO H APTEPHATHOTO HAXATAHE. [IpH ABATOCPOTHO IEYEHHE TIOHMKEHOTO REpHdepHO
CBIPOTHRJICHAE ACTIPUHACH 32 MOHIDKABAHETO Ha apTEPHANHOTO HAIATAHE,

T"onemy KNHHWYHE OPOY9YBaHHA NOKA3BAT, Y€ JBITOCPOUHOTO JICHEHHE C XHAPOXIOPOTHASHA HAMAIABA
PHCK2 33 CHPACSYHC-CHI0BA 3ab0neBaeMOCT H CMBPTHOCT.

Kanzgecapran u XHAPOXIOPOTAA3H HMAT 8JHTHBEH AHTHXHINIEPTEH3HBEH e(exT.

IpH naugenTH ¢ apTepuaiHa XunepToHHA npAeMa Ha Kanta6 [hioc Boa# Ao 10303aBHCHMO H
NPOABIDKHTENHO TOHHKABAHE HA APTepHATHOTO HaNAraHe Oe3 peduieXxTOpHO NOBHIIAaBAHE HA CHPASYHATA
4ecToTa. HAMa JaHHH 3a cepHO3eH WM NPEeKOMEPEH XHIIOTEH3HBEH edekT Ha bpBaTa 1032 WK pebaynj
edekT ciex ciupaHe Ha ieuennero. Cles NpHiiarane Ha eHokparHa go3a Kanrab ITmoc karo nano
aHTHXHIEPTEH3NBHAA ehexT 3an0uBa fa ce NpOsEsBa B paMkuTe Ha 2 yaca. OnTuManeH eexT ce mocTura
B PaMKHTE Ha 4 CEIMHIIH, KATO B X0/Ia Ha JBITOCPOYHO JiedeHue ce 3ana3pa. Kanrab [Iimoc ennokparno
ITHEBHO OCHIYpsBa e(EKTHBHO H PABHOMEPHO NOHMKABAHE HA aPTEPHANHOTO HANATaHe 3a EpPHO. OT 24
Yaca, ¢ MaIKa pa3s/inKa Mexay edexrta pH MAKCHMANHATA H TIPH Hali-HACKATa KOHLEHTPAlis B pAMKHUTE
Ha MHTEpPBAJa Ha NpHJarane.

B npoiino-ciamo pauaoMH3HpaHo npoyyBane Kantab ITmoc 16 mg/12,5 mg egHoKpaTHO AHEBHO OKa3Ba
TIOHHKABAHE HA APTEPHATHOTO HANAraHe B 3HAYHMO N0-TOJAMA CTENICH H TIOCTHraHe Ha KOHTPOJ MpH
3HAYHMO NOBeYe NAlHEHTH, OTKOJKOTO NPH H3MON3BaHe Ha KOMOHHAIHATA JIO3apTaR/XHAPOXIOPOTHAZHA
50 mg/12,5 mg enHOKpPaTHO AHEBHO.

B aBoiino-cnenn, paHIOMH3HPaHH NPOYHBAHHMS, YECTOTATA HA HEXENAHHTE peaklliH, 0co0eHo Ha
KallHna, e o-HUCKA NpH Nedenke ¢ KanTab [Tmoc, 0TKONKETO IpH n1edeHHe ¢ kombuuanuu oT ACE
HHXHOHTOPH H XHAPOXTOPOTHASH.

B xBe wIAHHMHHA OpoyYBaHuA (PaHAOMH3HPAHH, JBOHHO-CAANH, NNale00-KOHTPOIHPaHH, C YCIOpeAHH
TPYTH) BKAKOYBAINY CHOTBETHO 275 1 1 524 panAOMHAHpaHH NAUUERTH, NPHEMBT Ha koMOHHANMATA
KaHjecapraH LHIEKCETH/XHAPOXIOPOTHAZAN B 103K 32 mg/12,5 mg u 32 mg/25 mg soam 1o
FIOHHKABaHe Ha aPTePHANHOTO HAIATAHE ChOTBeTHO ¢ 22/15 mmHg m 21/14 mm Hg, kaTo nokasea
3HAYUTENHO MO-BHCOKa e(DEeKTHBHOCT OT Ta3H Ha COTBETHHTE KOMIIOHEHTH N0 OTAEIHO.

B panaoMu3npaHo, NBOHHO-CIANO, KITHHHYHO NPOYYBaHe ¢ YCOOPEAHH IPYIH, € YCTaHOBEHO, Je
aobassnero Ha 12,5 mg umi 25 mg xuapOXNOPOTHASHA KEM JAHEBHATA 032 OT 32 mg KaHAecapTan
LMIIEKCETH1 BOAH A0 ACITBIHHTENHO MOHHKABAHE HA APTEPHANIHOTO HANIATaHE.

KoMOGunaimaTa KanaecapTa liekceTwl/ Xuapoxnoporaasiz 32 mg/25 mg nokalsa 3HAYUMO NO-BHCOKA
ethekTHRAOCT OT KOMOHHaUMsTa 32 mg/12,5 mg KaTo cpeAHOTO NOHHXKABAHE HA APTEPHANHOTO HaNAraHe
¢ coTBeTHO 16/10 mmHg n 13/9 mmHg.

Kom6uHaumaTa KaHAECAPTaH LHIEKCETHII/ XHAPOXIOPOTHAZH] IOKA3Ba cX0/Ha edekTHBHOCT be3
SHAYE€HHE OT Bh3pacTTa H oJIa.

KM MOMeHTa nancBaT AaHHH 32 yRoTpeba Ha KaHAECApTaH LHIeKCeTHI/ XHIPOXIOPOTHA3H TIPH
nauHeHTH ¢ 656pedHo 3abonarane/uedponaTud, HaManeHa NeBOKAMEPHA DyHKIHS, 32CTONHA ChpacUna
JeHHOCT H cnesl HHpApKT HA MHOKAp/IA.




5.2 PapMaKOKHHETHTHE CEOHCTBa

EnnoBpeMeHHOTO NpAIcKEHHE HA KAHAECAPTAH [MIEKCETIU ¥ XHAPOXIOPOTHA3H]L HE OKa3Ba KIMHHYHO
3HAYHMH e(eKTH BEpXY PapMaKOKWHETHKATA HM.

Abcobyun u pasnpedenenue

Kandecapman yunexcemun

Cren nepopaneH npHeM KaHAeCapTaH LHNEKCETH C€ MPEBPHIA B AKTHBHOTO BELIlECTBO KaH/(ecapTaH.
Ab6comoTHata GHOHATHYHOCT Ha KAHAECAPTaH, clejl IpHeM Ha MepopalieH pasTBOp Ha KaHJecapTaH
LHIEKCETHI € oKoJio 40%.

B cpaBHeHHe ¢ mepopainus pa3TBOpP, OTHOCHTEHATA GHOHANHYHOCT Ha Tabnernara opMa Ha
KaHAESCApTaH WIIEKCeTHN e mpHOnn3uTento 34% ¢ MUHAMAaNHa BapHaOHIHOCT.

Cpennara nuxkoBa nasMeHa KoHUeHTpausa {Cmax) ce mocThra 3-4 yaca cieq npuema Ha tabnerkara,
C nosnmapaze Ha 103aTa B paMKHTE Ha TepaNneBTHYHHA 10308 JHANa30H, CEPYMHATA KOHLEHTpallis Ha
KaHJieCapTaH ce MOBHIIABA B THHeHHA 3apHcHMOCT. He e Halmonasana 3aBHCHMOCT Ha
(dapMakoKHHETHKaTa Ha KaHAecapTaH IuIekceTH:t oT nona. [nourra nol KpHBaTa cepyMHa
xonnenTpanns/speme (AUC) na kaHZecapTaH He ce MOBNHAABA 3HAYHMO OT NIpHEMa Ha XpaHa.

KanpiecapraH ce CBEP3Ba BbB BHCOKA CTENEH C IUA3MEHNTe npoTerud (Haa 99%). IlpusuaspaT 06eM Ha
panpenieneHue Ha KaHgecaprad e 0,1 Vkg.

Xuopoxaopomuasuo

XuApoxnopoTHasHz ce pe3opbupa OBp30 B racTPOHHTECTHHATHHA TPaKT, kaTo abcomoTHaTa My
6uonamrinoct ¢ npuGnuzurenno 70%.

EaHoBpeMeHHHAT NpHEM Ha XpaHa yBeluvaea pesopounara My ¢ 6mu3o 15%. [py nanuenTs cbe
CHpJeYHa HEAOCTATHIHOCT H ABHO H3pa3cHH OTONM GHOHATHYIHOCTTA MY MOXKE J1a HaManee.

Ceup3BaHeT0 Ha XHIPOXMOPOTHA3H] C ILIA3SMEHHUTE NPOTEHHY ¢ npubnu3nTento 60%. [IpusuaHnaT My
obeM Ha pasnpefenenue e npubnHsnrendo 0,8 Vkg.

Buompancopmayin u exumunupane

Kanodecapman yunexcemun

Kannecapras ce enMMHHApa IIaBHO HEMPOMEHEH ¢ YPHHATA U JTHYHHSA COK, KaTO B MAJIKA CTENEH CE
SIMMHHHpA Ypes meTabonusupane B yepHus npob (CYP2C9).

Hannuuure npoydsanns 3a p3aumoseiicTeus He nokaspar edext Bepxy CYP2C9 u CYP3A4. Bob3 ocHoBa
HAa in Vifro JaHHHUTE HE C€ OUAKBA in vive Jla HACTHIH B3anMoAeiiCTRHE C IEKApCTBA, YHETO
MeTabonH3HpaHe 3aBHCH OT H30eH3HMHTE Ha UHTOXpoM P450 CYPIAZ, CYP246, CYP2CY, CYP2C19,
CYP2D6, CYP2E!, nnu CYP3A44. TepMAHATHUAT MOLYKHBOT Ha KAHASCAPTaH € oKojo 9 yaca. Ilpu
MHOTOKpPAaTeH MPHEeM KaHIecapTaH He ce KyMyJIHpa B opranusMa. [TomyKHBOTBT Ha KaHAeCcapTaH 0CTaBa
HeTpoMeHeH (MpHONH3HTENHOo 9 yaca) NpH NpUraraHe B KOMOHHALMA ¢ XAAPOXJIOpoTHAasHT, [1pn
MHOTOKpaTHO MPUNaraHe Ha KOMOHHAUMATA, He ¢¢ HabmoaaBa JOITBITHHTENHO KOMYJIBpAHe Ha
KaHJecapTaH B CPaBHEHHE ¢ MOHOTEPANHATA.

ToTamHEAT nNa3MeH KNHPLEC Ha KaHecapral e okono 0,37 mi/minfkg, npi ObOpeYeH KIMPBHC OKOIO
0,19 ml/min/kg.

bubpeutoro enMMUHHpaHe HA KaHAECAPTAH C€ OCBIIECTRABA UPe3 MOMEPYIIHA QUITP:
akTHBHA TyOy/lHa ceKpeuni.

Cren nepopainen MpueM Ha MapKHpaH KaHAecapTaH uunexcetu ¢ 'C e ycranoseHo,
eKCKpeTHpa pHOau3nTenHo 26% oT npHeTara Ao3a (KaTo kaHaecapTaH) H 7% K4
MeTabonuT, okaTo BeB deneca ce OTKpHRAT NpHON3UTENHO 56% OT A03aTa KATO
KATO HEAKTHREH MeTabonmT.




YeproapoOHata TpaHchOpMAlIng HA kaHecapTaH ce H3gspinBa oT CYP2C9, koiite e nuToxpoM P450
SH3HM.

Xudpoxnopomuazud

Xu7pOXJIOpOTHA3HA He ce MeTaboNMU3Ikpa H Ce EKCKPETHPa NOYTH HAmbJIHO HEMPOMEHEH Ype3 IMyMepyJ/iHa
EnTpanms i akTHBHA TyGyJIHA CEKpeHHA.

TepMuHanHHAT NONYXHBOT HA XHAPOXJIOPOTHA3HA € NpAG3HTENHO 8 vaca. [Tony XKMBOTET Ha
XHAPOXJIOPOTHASH]L OCTaBa HempoMeneH (npubnusutenHo 8 Jaca) npy npaiaraHe B KOMOMHAIMS C
KaHaecapTaH munexceTn. IIpH MHOTOKpaTHO npHiaraHe Ha KOMOHHAIIMATA ¢ KARAECAPTAH LHIGKCETH,
He ce Habmonasa AOIMBIHATENHO KOMYJIHPAHE HA XHAPOXJIOPOTHAIH/ B CPaBHEHHE C MOHOTEpAIUATA.
Mpubmuanrenno 70% oT MpHETATa NEPOPATHO 1034 C¢ ENMMHHADA ¢ YPHHATA B pAMKHATE Ha 48 vaca.

Dapmaxoxunemura 8 CReYUQIRY RONYIAYIL

Kandecapman yunexcemun

B cpaBHeHHe ¢ MJTaJH HHAMBHAH, TIPH TaKHBa B CTApYECKa BE3PACT (Hal 65 rOAHHE) MaKCHMAJHATA
nnasMeHa koHUeHTpauna (Cmax) H NiolTa N0/ KpHBaTa cepyMHa KoHueHTpamua/BpeMe (AUC) na
KaHJECapTaH Ce YBEIHYABAT CHOTBETHO ¢ okono 50% u 80%.

Cnen npueM Ha onpenenesa aosa Kanra6 ITnioc ofave, noBIHABAHETO Ha apTEPHANHOTO HANATAHE, KAKTO
H 4eCTOTaTa Ha HexKeJlaHHTE pPeakifiH ¢a CXOAHH TIpH MJaJH NAUHCHTH H NalHCHTH B CTApUecKa Bb3pacT
(Bx.TO9Ka 4.2).

IIpu manueHTH ¢ JeKo A0 yMepeHo Gr0peyvHo YBpexRIaHe MAKCHMANHATA IUI23MEHa KOHLEHTpaLuA
(Cmax) » nnomra noj KpHBaTa cepymHa KoHleHTpauus/BpeMe (AUC) Ha kaHAECAPTaH C€ yBeNnHYaBaT
cBOTBETHO ¢ 0K0NO 50% 1 70%, HO TepMHHAIHHA NOTYXKHEOT OCTaBa HENPOMEHEH B CPaBHEHHE ¢
NIAIMEHTH ¢ HOpManHa O6b6peuna dynkoms,

IIpH naumenTH ¢ Texko GEOPEYHO YBpekJaHe MAKCHMANHATA IUIa3MeHa KoHLeHTpamua (Cmax)} u niomra
noj KpHBAaTa cepyMHa koHUeHTpaums/epeme (AUC) Ha kaHJecapTaH c€ YBEIHYABAT CBOTBETHO ¢
npubmuzuTenHo 50% u 110%, a TEPMHHATHAS MOTYXKHBOT HA KAHJECAPTAH IHEKCETHI NPHOIHIHTEIHO
ce yABosBa.

B nBe xiuHEAYHH NpoyYBAHHA, KATO K B JBETE CA BKIIOYCHH HAllHEHTH C JIEKO A0 YMEPEHO TEXKKO
On6peuno yepexaane, ce yCTaHOBABA OBHINABaHe Ha cpeanata AUC Ha kaHaecapTaH - ¢
npubausuTenno 20% B eqHoTO Npoyyeane u 0% B Apyroto npoyusane (B¥. Touxa 4.2).
JIuncea ONHT NPH NALHEHTH ¢ TEXKO YepHOApoOHO yBpeAIaHe.

Xudpoxnopomuasud
IIpn namerTH ¢ 6b0peyHO YBpEX/IaHe TEPMHHANANS NONYXHBOT Ha XHAPOXIOPOTHAZH] C€ YAb/KaRa.

53 Ipeaxanan4AH gaHHH 33 GezonacHoCT

ITo oTHOWERNE HAa KOMOMHAIHATA He ¢a YCTAHOBEHH KAYECTBEHO HOBH TOKCHKOJIOTHYHH HAXOOKK B
cpaBHeHHe ¢ HaOMmoJapaHuTe 3a OTACTHATE KOMIIOHEHTH.

B npeaxnHHAYHHTE NPOYYBaHHA € YCTAHOBEHO, Y€ BB BHCOKH JI03U KaHAecapTaH MHICKCETHII MOBJIHABA
HerarusHO QYHKIHATA Ha OE0pelnTe H epUTPOLIATHHTE MOKA3ATENH PH MHIIKH, ILTBXOBE, KY4eTa 1
MaliMyHH, a HMEHHO:

- WHAYynupa edexTn BLpXy GbOpenuTe KaTo HETEpCTHIMANEH HedpUT, TyGY/IHA AHNATAUYIAEIOMY e

el a0

npoMsHa Ha OnOpeunara nepdyaus;
- HHAYLIMpa XHIEPIUIasHA/XunepTpodua Ha I0KCTArTIOMEpYJTHHTE KIETKH;
- NOHKXaBa 5pos HA CPHTPOLMTHTE, HABOTO HA XEMOITIOOHH H XEMAaTOKPHT.



CMATa ce,9¢ Te3H NPOMEHH Ce AbDKAT HA PapMaKoNorHYHOTO JSHCTBHE HA KAHAECAPTaH H KIIHHHYHOTO
HM 3HaueHHe ¢ cnabo. lobaBAHETO HA XHAPOXIIOPOTHAHA NOTEHIHPA HE(PPOTOKCHIHOCTTA HA
KaHAecapTan.

Tlpn npHeM Ha KaHAeCapTaH IHIEKCETHI B KbcHHTE CPOKOBe Ha GpeMEeHHOCTTa ce HabmoNapa deTanHa
TOKCHYHOCT. [lofasateTo Ha XMAPOXIOPOTHA3K He NPOMEHS 3SHAYNTENHO PE3yNITara oT NPOYYBAHMATA 32
(ETOTOKCHIHOCT H TOKCHYHOCT 3a PAIBHTHETO HA IUTBXOBE, MHUIKH HIIH 34| (BX.Touka 4.6).

B MHOro BHCOKH JI03# KaKTO KaHAECAPTAH, Taka H XHAPOXJIOPOTHA3H] MOKA3BaT NeHOTOKCHYHOCT.
HauuuTe ot in vitro W in vivo Npoy4BaHUATA 32 TEHOTOKCHYHOCT NMOKA3BAT, Y€ B YCIOBHATA HA
KIMHHYIHOTO NPHJIOKEHHE € MAKO BEPOSTHO KaHAECAPTaH H XHAPOXIOPOTHA3ZHA A2 IPOABAT MyTareHHa
H/IH KIACTOTeHHA AKTHBHOCT.

Hama paHHA KOETO M A3 € OT JABETE AKTHRHH BEIUECTEa Ja € KaHICpOTEHHO.

6. PAPMAIIEBTHYHHA TAHHH
6.1 CoHchK B2 IOMOIEATE BEIECTBA

JlaxT03a MOHOXPHAAT
Lapepudro Hulliecte
Maxporon
XHApOKCHIPOTHALETY 1034
Kapmenosa kanmaii
MarHesHeB creapar

Kenezen okcng, xeaT (E 172)

6.2 HecnhrMeCTHMOCTH

HenpunoxamMo.

6.3 Cpok ua rogaocr

3 ronuHM

6.4 CpensajHE ycJIOBHY HA ChXpPAHCHHEE
Jla ce cpXpaHaBa Ha MACTO, HENOCTEIHO 34 Jieng.
Ja ce cpxpanssa mog 25°C.

Jla ce cpxpangpa B OPHIHHAIHATA ONAKOBKA.
6.5 BHapg v CHALPKAMEES HA ONAKOBKATA
PVC/PE/PVDC — Al Gnucrep

Enun 6nacTep chappxka 14 6pos Tabnerkn.
Banose ONaKOBKH:

28 Tabnetxu (2 Omnctepa x 14 TabneTkm)

84 tabnerxu (6 Ommcrepa x 14 Tabnerkn)

He BCHYKH BHIOBE 0ONAKOBKA MoraT Aa OpAaT MycHaTH B mpoaakGa.




6.6 CoenHanmd DpeANA3HH MEPKE NPH HIXBLPJIgHE

HensnonspaHuAT AeKapcTBEH TPOAYKT HIH OTNATEYHATE MATEPHAIH OT HETO TPAOBA Ja Ce H3XBBPIIAT B
CHOTBETCTBHE C MECTHATE HIHCKBAHWAL

7. IIPATEXATEJ HA PAJPEHIEHHETO 3A YIIOTPEBA
HOBEJ ®APMA EOO/]|

ya. OkonospeeteR meT Me 36

Codun 1415, Bearapus

8. HOMEP HA PAZPELHIEHHETO 3A YOOTPEBA

Per. Ne 20150105

9. JATA HA ITBPBO PAIPEINIABAHE/NIOHOBABAHE HA PASPEHIEHHETO 3A
YIIOTPEBA

Hara Ha mTepBo paspewapane: 30.03,2015

Jata Ha nocnenHo nogHosseane: 23.03.2020

10. JATA HA AKTYAJIN3UPAHE HA TEKCTA

12,2021




