Vi

KPATKA XAPAKTEPUCTUKA HA TIPOAYKTA. /0
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E7973 1800 mps |

Teveten 600 mg film-coated tablets SRR R L -
Teseren 600 mg punmupanu tTabneTku

1. UME HA JIEKAPCTBEHUS ITPOAYKT

2. KOJIMYECTBEH U KAYECTBEH CbCTAB

Enna ¢unmupana tabnetka cbabpika enpocapraH Mes3unat (eprosartan mesylate), eKBUBaJIEHTEH Ha
600 mg enpocapra-.

[ToMouHO BEWECTBO C U3BECTHO AEHCTBHE:
Beska dunmupana tabnerka cbabpxa 43,3 mg nakrosa (KaTo JIakTO3a MOHOXHAPAT).

3a NMbJIHKUA CMMUCHK HA NMOMOLLHUTE BElLlECTBA BUXKTE TOUKa 6.1.

3 JEKAPCTBEHA ®OPMA

Ounmupanmn TadneTku, 0enu, ¢ popmara Ha Kancyna, ¢ Haanue 5046 ot enHaTa crpaHa ¥ 0e3 HaaANKUC OT
Apyrara cTpaHa.

4. KJIUMHUYHU JAHHH

4.1 TepaneBTHYHH NOKA3aHHUSA
Teveten e nokasaH 3a JIeYEHHE HA €CEHUMAIHA XUIEPTOHMUA.
4.2 JI03HpOBKA H HAYMHH HA MPHJIOKEHHE

Lo3upoBka
[IpenopbunTennara go3a e 600 mg TeBeTeH BeAHBK AHEBHO.

an [MOBEYECTO IMNaAllUHCHTH MAKCHMAJIHO TMOHHKXCHHUE HA ApPTCPHAJIHOTO HaJIAraHC CC€ T10CTHUIa 34 2 1o 3
CEAMHLIH JICHCHHC.

TesereH MoOxe aa ce HM3MOJI3Ba CaMOCTOSATENHO WJAM B KOMOMHAUMA € JAPYrdH aHTHUXMINEPTEH3UBHM
nekapctBa (Bxk. Toukd 4.3, 4.4, 45 u 5.1). OcobeHO H3MOJA3BAaHETO HA THA3MAHM AHYPETHLIM KaToO
XHAPOXJIOPOTHA3W/ M KaJlMEB AHTAarOHUCT Karo HU(EAMNHUH ¢ MOAM(DHUUHUpaHO OCBOOOXKIaBaHe ca
Nnokasaju JONbJIHUTENEH ePeKT KbM edekTa Ha TeBeTeH.

TereTeH Moxxe na Obae npuemMaH ¢ iIK Oe3 XpaHa

[ 'epuampuunu nayuenmu
[Ipu nauueHTH B cTapyecKa Bb3pacT HE C€ M3MCKBA KOPUIMpaHe Ha J03UpOBKaTa.

Llo3uposxa npu nayuenmu ¢ YeprooOpobHu HapyuieHus

ChbllecTByBa OrpaHH4Ye€H OMUT ¢ TeBeTeH NpU MauMeHTH C YepHOApPOOHA HEeOOCT
4.4).



Hozupoexa npu nayuenmu ¢ 6vbpeunu Hapyuienun
[Ipy natfeHTH ¢ yMepeHO WM Texko 6BvOpeuHo HapyweHde (KpeaTHHUHOB KnupbHC < 60 ml/min),
JHeBHaTa 1032 He TpabBa Ja Haasuwasa 600 mg.

[Teouampuuna nonyrayun |
[Topanu nunca Ha naHHH 3a 6€30NacHOCT H ehUKACHOCT, HE Ce NpPenophuBa MPUIcKeHUeTo Ha TeBeTeH
NpH Jelia 1 IOHOLLH.

4.3 IIpoTHBONOKA3AHHSA

e H3BecTHA CBPBEXUYYBCTBUTENHOCT KbM €MPOCApPTaH WIM HAKOE OT MMOMOLLHHTE BELleCTBa.

o Bropu u Tper TpuMecTsp Ha HpeMeHHBOCT (BXkK. TOUkH 4.4 u 4.6).

¢ XeMOAWHAMHYHO 3HAYMMO OunatepanHo peHOBacKynapHo 3afonsgBaHe WM TEXKKa CTeHO3a Ha
eIHHCTBEH QyHKUHOHMpaul 6b0pek.

¢ EnHoBpemeHnHata ynotpeba Ha TeBeTeH ¢ alMCKMpPEH-ChAbPXKALLK NPOAYKTH € NPOTHUBOIMOKA3aHa NpH

NalMeHTH ¢h¢ 3axapeH avadetr wnu 6vOpeuno yepexxnare ( GFR < 60 ml/min/1,73m?) (Bxx. Touku 4.5
nS5.1).

4.4 CnennanHa NpeaynpexaeHds H NpeaANAa3sHH MEPKH NpH ynorpeba

YepHoapobHo yBpexkaaHe

Korato TesereH ce npuiara rpH NaLMeHTH ¢ EKO A0 YMEPEHO YepHOAPoOHO yBpexxaaHe € Heo0XoauMo
CrIELIHAJIHO BHHUMaHHE NOpaad (axra, 4e CBLIECTBYBA OrpaHHYEH OMHUT MPH MALKEHTH OT Ta3M
nofynaums.

bu6peuHo yBpexaaHe
He ¢ neobxoouMo amarmTupaHe Ha [03aTa MpH MALMUEHTH C Jieko J0 ymepeHo O610pedvHo yBpexaaHe

(kpeaTMHHHOB KIMpbHC 2 30 ml/min). lloBHiueHO BHHMaHHe € HEOOXOAMMO FMIpPH NALIMEHTH C
KpEeaTHHUHOB KIUPEBHC < 30 ml/min wnu npy nauyMeHTH Ha AUANH3A.

[TauneHTH ¢ pUCK OT O6BOpEUHO YBpe)KIaAHEe

[Ipy naumeHTH, ynaro OvOpeuHa dyHKUMA e 3aBMCHMMA OT NPOABDKUTENHA BPOJIEHA AKTHMBHOCT HA
CUCTEMATA PEHUH-AHTHOTEH3HH-AJIAOCTEPOH (HAmp. MaUMEHTH C TEXKa CbpAedHA HEAOCTATHBUHOCT
(NYHA-xnacupukauus xnac [V), OunarepanHa OnOpeuna aprepuanHa creHo3a HIH Onbpeuna

apTepManHa CTeHO3a Ha €OUHCTBEH OBOpeK) ChlUecTBYBa pPHUCK OT pa3BUTUE Ha ONUrypHsa W/ WM
NpOrpecHBHa a30TeMUs H paako ocTpa O6vOpeuHa HegocTtaTb4HOCT MO Bpeme Ha jeuyeHHe ¢ ACE-
UHXUOHUTOPH. Te3n cbOUTUA € NO-BEPOATHO Ja Ce MOABAT NPH NALMEHTH, JIEKYBaHU €IHOBPEMEHHO H C
auypetvk. He e nMano gocrarbyeH TepaneBTHUEH ONMUT ¢ aHMHOTEH3HH Il peuenTopHuTe GrokepH KaTo
TeseTeH 3a na ce onpeacay ganyu MMa noaodeH pUcK OT yBpexaaHe Ha OubpeuHara ¢yHKLHA NPH TE3H
vyyBCTBHTENHH nauueHTH. Koraro TemereH npeacTton aa ce npuiara Npd nauneHTH ¢ O6wbpeuHo
yBpexaaHe, 6pbpeutara pyHkuus tpabea na 6bae oLeHeHa NPEAH HaA4YaloTO Ha JIeueHHeTo ¢ TeBereH H
Ha OIpEJIC/IEHH NEPUOAH [0 BpPEeME Ha JIeYeHUeTo. AkO ce HabmogaBa BiouliaBaHe Ha OnOpedyHaTa
$YHKLMA IO BPEME Ha TEpaNMATa, JEHEHHUETO ¢ TeBeTeH TpAOBA 1a ce NpeoLieHH.

CnenHute Mepkd ca OUIM BKJAKOYEHW BB3 OCHOBA HA ONUTA C APYIH JiekapcTBa OT TO3WH KNac W ChLIO
ACE-uHxuburopu

Xunepxanuemus
[Io BpemMe Ha jledeHHMETO C APYrd JeKapCcTBa, KOHTO BIHAAT HAa CHCTEMara pPEeHWH-aHTMOTEH3HH-
alAOCTEPOH MOXKE Aa €€ NMOABM XHUIMEpKATHEMHA, 0CODEHO NMpH HaluuueTo Ha ObLOpeyuo-—wmpeycIaHe

/‘

W/UNH ChbplAeYHA HEAOCTAaTBUHOCT. [IpenopbuBa ce anekBaTHO HabnroneHHe Ha cepyMEdS
[MAUMEHTH B PUCK.

Ha ©a3zara Ha onura ¢ Apyrd JN€KapcTBEHW MPOAYKTH, KOMTO MOraT Ja MOBIH{
AHMMOTEH3UH-ANAOCTEPOH, €QHOBpEMeHHaTa ynoTpeba ¢ Kaauii-chXxpaHaBallK &
Kanui, 3aMecCTMTEIM Ha COJITa, ChAbPXKALUM Kaluil U APYTH JIEKApCTBEHHW MNpPOX



MOBHILAT HUBATA HA KATMA (HANp. XeNapHH, JIeKapcTBa, ChABPKALLH TPHMETONPHM) MOTaT /1a A0BEAAT 10
MOBUILEH CEpYMEH KaNUi U TpsaOBa Aa ce npwiarart ¢ NOBUILIEHO BHUMaHHe 3aeaHo ¢ TepeTeH.

JBoiiHo 610KMpaHe HA peHMH-aHrMOTEH3UH-aJ10CcTepoHOBaTa cucTeMa { RAAS )

MMa nanuu, dye enHospeMernara ynotpeda na ACE-uHxubHTOpH, aHrHoTeH34H LI-penentopuun 6aokepy
WIH ATHCKHMPEH MOBHLIABA DHCKA OT XMIIOTOHMA, XUINEPKaTMEMHA M HamalsBaHe Ha ObOpeuHara
¢ynxiuHs (BHOUHTENHO ocTpa 6BOpeuHa HemocTaTh4YHOCT). Ilopaan TOBa He ce mpenopbHBa ABOHHO
Gnokupane Ha PAAC upez kombOunmpanata ynotpeba Ha ACE-unaxuburtopu, aHrvoreHsmH II-
peLenTopHH OJ10KepH WM ANTUCKUPEH (BXK. TOUkH 4.5 1 5.1).

AKO ce MpeueHH, 4e TepanyaTa ¢ ABoitHO OnokupaHe € abconoTHO HeoOXxoauma, TOBa TpabGBa fa cTaBa
caMo noja HaOMOACHHMETO Ha CileUHaJHCT W NpU 4ecTO BHUMATENHO MOHHMTOpMpaHe Ha OnOpeuHarta
hYHKIUA, ENeKTPONIMTUTE U KPBBHOTO HalfAraHe.

ACE-uHxubutopy u anrnoteHsus Il-penenropnn Gnokepu He TpadOBa fa ce H3MOA3BAT €OHOBPEMEHHO
npu natueHTH ¢ AMabeTHa HedponaTus.

[IpBUHYEH XUNEPANTNOCTEPOHHIBM
ITalyeHTH ¢ MBPBHYEH XUNEPATAOCTEPOHHIBM HE CE NIPENOPHUBA Ja CE JIEKYBAT ¢ eNnpocapTaH.

XMIIOTOHUA

CUMIITOMAaTHUHZ XMUITOTOHUA MOXE Ja €€ MOABH NPH MALMEHTH C TEeXbK HENOCTHr Ha obema Ha
TEYHOCTUTE W/HIIK CONUTE (Hamp. BUCOKA A03a JUypeTHK). Te3n crcToanua Tpadea aa 6LAaT KOPUTHpPaHH
Npeay HaYaNnoTo Ha JIEHEHHUETO.

HcxemuuHa 60n1€¢T Ha ChPLIETO
ChlecTBYBa OrpaHHUEH ONMMUT MPH NALUMEHTH ¢ HCXeMHUHA 60J1eCT Ha CHPLIETO.

CTeHo3M HA AOPTHATA H MUTPATHATA KIanuw/xuneprpodhuuHa KapauoMHOIaTHA
Kakro npu Bcuuku Bazoaunaratop, TesereH Tpabea ga ce mpuwnara C TOBHILEHO BHHMAHHE IpH
NalKdeHTH C A0PTHa K MUTPAJIHA CTEHO3H WIH XUInepTpodUyHa KapAHOMHONATHA.

HWHTECTUHANICH aHCHOeIEM

3a UHTECTHHANEH aHTrHOEAEM ce chboOluaBa MpU MALUMEHTH, JIEKYBAHM ¢ aHruoteHswH I peuentopHu
aHTaroHucTH (Bxk. Touka 4.8). Te3nw nmauueHTH uMar kopemHa Oojka, rageHe, MOBPBIIAHE W JHUAPHA.
CUMIITOMMTE OTLLYMABAT CJIE NpeycTaHOBsABaHE Ha aHTHOTEH3UH 1] peuenTOpHUTE aHTAFrOHUCTH. AKO ce
AUarHOCTULIHpa MHTECTHHANEH aHTHOEAEM, JIEUEHHUETO C enpocapTaH Tp4aOBa fa ce NpeycTaHOBU MU Ja Ce
3aM0YHe NOAXOAALLO HADAIOAEHHE OO ITBJIHOTO OTLUIYMABAHE HA CUMITTOMHTE.

brOpeuna TpaHcILIaHTaLIUA
Hsama onut ¢ mauMeHTH Cb¢ CKopollHa 610peuHa TpaHCILTaHTaLHs.

bpeMeHHOCT

Jleuennero ¢ aHruoreH3uH Il-peuenropuu 6nokepu He TpabOBa Aa 3anousa no Bpeme Ha OpemeHHOCT. B
CAYHaHTe, KOraro JiedeHHero ¢ airnoteHsul Il-peuentopru 6nokepH € KpalHO HANOXKUTETHO MAalHEHTH,
nnaHupaiiy 6pemMeHHocT TpaOBa na ObAAT npexBbLPAEHH HA Apyra ajiTEpHaTUBHA AHTHXMUIEPTEH3WBHA
Tepanus, KOATC MMa YCTaHOBEH Npodgun Ha Oe3omacHOCT no BpeMe Ha OpemenHoct.. Korato ce
AUATHOCTHUUpA OpPEMEHHOCT, NEYEHHUETO ¢ aHruoreH3zuH ll-peucntopHu Gnokepu Tpabea aa cnpe
He3a0aBHO W aKo € MOAXOAALLO 1A C€ 3aloyHe aNTepHAaTHBHA Tepanus (BxK. ToUkH 4.3 u 4.6).

Hpyru npeaynpexxaeHns H rpeanaziy Mepku
Kakto e nabmopapaHo mnpd ACE-uHxubutopure, TeseTeH U NPYrHTe aHTHOTEHS
ONlokepH ca No-Manko e(heKTUBHU B HAMANABAHETO Ha KPBLBHOTO HAJATAHE NPH X0 -/ R
NPOM3XOA B CpaBHEHHE ¢ GaAnara paca, BEpPOSTHO TMOPaAH MO-BUCOKATA 4ecToTa f :
PEHUH NPH XUIIEPTOHULM OT aPpO-aMEPHKAHCKH NPOH3XOA.



[laupeHTH ¢ peAKHM HacneacTBeHH JedeKTH 33 TrajlakTo3Ha HENOHOCHMOCT, MBAHA JIAKTO3HA
HEAOCTATHYHOCT WM IMNIKOKO030-rajlakTo3Ha manabcopbuua He TpabBa aa ynorpebapar ToBa nekapcTBo.

4.5 BiaumopneiicTBHe ¢ ApYrd eKapCTBEHHU NPOAYKTH H APYTrH GOpMH HA B3IAHMONACHCTBHS

Tovil kaTo npu 1aLedO-KOHTPOJUPaHU KIMHUYHH NMPOY4YBaHUA € Habmo/aBaHO 3HAYMMO TMOBHMILABAHE
Ha CEpyMHHUTE HMBAa Ha Kaquid U Ha Oa3ata Ha onuta npy ynorpeba Ha APYrH JeKapcTBa, KOHMTO
MOBJIMABAT CHUCTEMaTa PEHHH-aHTMOTEH3HH-ATAOCTEPOH, CAHOBPEMEHEH TMPHUEM C Kalui-ChbXpaHsaBalllH
AUYPETHLIM, KAJIHEBH O00aBKM, 3aMECTHTENIM HA COATA, ChbAbPXKALUM KajJuil WUNKW APYrH JEKapcTBa
NOBHILABAIY CEPYMHHS KalWH (Hanp. XenapHH, JieKapcTBa, ChALPXKAIUM TPHMETONPHM), MOXe fAa ce
NIOBHIIH CEPYMHHS KAIHH.

JIJaHHM OT KAMHUYHH [pOY4YBAHUS [I0Ka3BaT, ue ABOHHOTO OnMokupaHe Ha pPeHHH-aHIMMOTEH3HH-
anaocrepoHopaTta cucteMa (PAAC) upes xoMOuHupaHata ynorpeba va ACE-HHXHOUTOPH, RHTHOTEH3UH
[I-penienTopH ONOKEPH WIN ANUCKUPEH CE€ CBBLP3BA C MO-BHCOKA YECTOTA HA HeXeNaHH CLOMTHA, KaTo
HanpuMep XHUIIOTOHHA, XMNEpKaTHEeMHUI U HaMaisaBaHe Ha ObOpeuHaTta QyHKUHA (BKIHOMMTEIHO OCTpa
OpOpeuHa HenOCTATBYHOCT), B CpaBHEHHE C ynorpedaTa CamMO Ha €/HO JeKapCTBO, ASUCTBALIO BBLPXY

PAAC (Bx. Touku 4.3, 4.4 u 5.1).
AHTUXMNEPTECH3IUBHUAT eQeKT MoXe Aa ObA¢ NOTeHUUpPaH OT APYTH AHTHXHITIEPTEH3HBHM JIEKapCTBa.

JloknanBaHu ca TOKCHYHOCT M oOpaTHMO yBeNnWuaBaHe Ha CepyMHaTa KOHLEHTpauMs Ha JWTHH npH
eHOBpeMeHHa Tepanus ¢ autueBd npenapati U ACE-unxubutopu. Ilogoben edpext npu ynorpedara Ha
TesereH, He MOe Aa ObAe U3KITIOYEH W 3aTOBA C& MpPEnopLYBa BHHMATEAHO HaGAoAeHHe HA HUBOTO Ha
CEPYMHHSA JINTHIH MO BpeMe Ha eJHOBPEMEHHATa UM ynoTpeba.

In vitro TeBeren He uHXUOHpa uuroxpom Psso enaumure CYPLA, 2A6, 2C9/8, 2C19, 2D6, 2E u 3A.

Kakro npu ACE-unxuburopvre, eTHOBpEMEHHO NMpUEMaHe HA aHTHOTeH3MH lI-peuenTopHu Gnokepu u
HCIIBC moxe aa aoseae A0 MOBMINEH PUMCK OT BiolIaBaHe Ha ObOpeuHaTa QyHKUMSA, BK1. BB3MOXKHA
octpa OBOpeyHa HENOCTATBUHOCT M TMOBHMILUABAHE HAa CEPYMHHMA Kanuk, oco0eHO npu nalHeHTH ¢
piiolieHa Ob0peuHa @yHkuua. KomOuHaluaTa TpabBa aa ce mpwiara ¢ NOBHIIEHO BHUMaHHE, 0COOeHO
Npy NanHeHTH B cTapuyecka Bb3pacT. [lauueHture TpAadBa Aa ObIAT XMApPATUPAHM AEKBATHO M Jl1a ce
o0cbau HabnwaeHe Ha 6bOpeuHaTa QyHKLUUA ¢ell HAa4anoTO HA TepanuAaTa U NEPHOANYHO Ce] TOBA.

EnnoepemenHo aeueHue ¢ nosaptad ¥ HCIIBC naaomeTauuH € aoseno o HaMansasaHe Ha epHKACHOCTTA
Ha aHrUOTEH3HKH [I-peuenTopHn ONOKEPH; HE MOXKE 1A C€ H3KTIOUM Kilac-¢(eKT.

4.6 @epruiiuTer, 5pEeMEHHOCT H KbpMEHE

bpeMeHHOCT

Ynorpebara Ha aHruoteHszuH ll-peuentopHr OnokepH He ce npenopbyBa MO BPEME HA MbPBUA
TPUMECTHLP Ha OpeMeHocTTa (B, Touka 4.4.). Ynotpebara Ha aHruoteHsuH [I-peuernropHy 6aokepu 1o
BpPEME Ha BTOPHSA M TPETHS TPUMECTHP € NPOTHBONOKa3aHa (BX. Touku 4.3. 1 4.4.).

EnuaeMHONOrHYHMTE JOKA3ATE/ICTBA MO OTHOLUCHHE Ha PHCKA OT TEPATON€HHOCT ClE€ll €KCIO3WULMA C
ACE-HHXUOMTOpH 1O BpeME Ha MbPBHA TPUMECTBHP OT OPEMEHHOCTTA HE €A 3aKJIFOUYMTENHM, BBIPEKH 4e
MATKO MOBMILIABAHE HA PHCKA HE MOXE [a c€ M3KMOUYH. JIOKaTO HAMAa KOHTPOJMPAHH €NMUAEMHONOTHYHH
OaHHH MO OTHOLUEHHUE Ha pPHUCKa ¢ aHrMoTeH3uH ll-peuenropHute Gnokepu, nmogodeH pUCK 3a TO3M Kiiac
JIeKapCTBa MOXKE Aa ChbUIECTBYBa. B cnyvauTe, koraTo JiedeHMETO ¢ aHTHOTEeH3HH Il-peuenTopa-8:
€ KpallHO HanOXXHMTEIHO TMNaUMEHTH, IUlaHUpaily 6peMeHHOCT TpaAOBa Aa OBuar rnpe /-/T. k4
alITepHATHBHA aHTHMXHUNEPTEH3UBHA Teparivia, KOSTO MMa YCTaHOBeH Mpodun Ha 6expmy ok
Ha OpeMeHHocT. Korato ce AMarsocTydLMpa OpPeMEHHOCT, JIEUEHHETO ¢ AHIHO R
bnokepn TpabBa ae cripe He3a0aBHO K Aa CE 3aMoyHEe aATEPHATUBHA Tepanui (BX. THYR {L ALY




Excnosuuns Ha auruoTeHsuH ll-peuerropHy G6nOKepH no BpeMe HAa BTOPHA M TPETHA TPUMECTHD Ha
OpeMeHHOCTTa  HMHAyLHMpa  (eroToKCHUHOCT npd  xopa (noHwkeHa ObbpeuHa  dyHxums,
ONMIOXUAPAMHHOH, 3abaBsHe B oOcu(MKaLMATA Ha 4epena) U HEOHATanHa TOKCHYHOCT (OnOpeuna
HEAOCTATPYHOCT, XHMOTOHUA, XMMEpKanUeMHs). AKO eKCno3uumaTra Ha aHruoteHsn ll-peuentopuu
Onokepy € OT BTOpHA TPUMECTHP, YATPA3BYKOBO H3CieABaHe Ha OwnOpeunara dyHKIMA M uepena ce
Npenopn4Ba.

Kepmadera, uyuiiTto Mallky ca npuemanu aHrdoTeH3wH ll-peuentopuu Onokepu Tpabea ga Obaar
HaOmogaBaT BHUMATETHO 3a XUMOTOHUA (BXK. TOUKH 4.3 u 4.4).

KupMmene

HaMma poctaTbyHO JAHHH OT NpUIOXeHHE Ha TeBeTeH MO BpeMe Ha KbpMmeHe, TeBeTeH He ce
npenopbiBa M € 3a TMPERNno4YHTaHE aNTepHATHBHO JIe4EHHE C Mo-Aobpe ycraHOBeH mNpodun Ha
bezonacHocT, 0COOEHO NMPH KbPMEHE HAa HOBOPOJIEHO WIH NpeXIeBpeMEHHO POJIEHO JeTe.

4.7 EdexTH BbpPXY cnocobHOCTTA 32 IogHpane n paoTa ¢ MAUINHH

EdexrsT Ha TeBeren BBpxy wwodupaHeTo M paboTaTa ¢ MallMHK HE € M3cjeaBaH, HO Ha Oasara Ha
QapMakOAHHAMHUYHHTE CBOHCTBA, MAJIKO BEPOATHO ¢ TEBETCH Aa OKa3Ba BIMAHHE BLPXY ¢NOoCcoOHOCTTA 3a
wodupane U pabora ¢ mawuny. [lpu ynpaBneHue Ha NPeBO3HO CPEACTBO WM NpH paboTa ¢ MallMUHU
TpabBa fa ce UMa IpedBMH], Ye MO BPeME Ha aHTUXMNEPTEH3HBHO JIEUCHUE MOHAKOTa € BB3IMOXHO 14 Ce
[MOSBH BHEHE HA CBAT WIH yMOpa.

4.8 HexeslalH JIEKAPCTBEHH pealmnn

Ha#i-uecto chobuiapaHuTe HEXeNaHM peakLWd NpH MNALKMEHTH, JieKyBaHHW ¢ TeBeTeH ca rinaBobosive H
HecreUdHYHH CTOMALIHO-YPEBHU OIUIaKBaAHHA, NoABABaIUH ce B okono 11% v 8% or nauueHTHTE,
CBHOTBETHO.

HEXEJIAHHA PEAKILIUH, HABTIOJIABAHH ITPU [TALIMEHTH, TIEKYBAHH C TEBETEH B
KJIMHUYHH M3IIMTBAHHA (n = 2316)




MedDRA-6aza Mmuoro yecTn YecTH Heuecrn
AAHHH HA CHCTEMO- (=1/10) (=1/100 no <1/10) (=21/1 000 no <1/100)
OPraHHyN KJARKCOBE
HapyueHnuna Ha CBpBbXUYBCTBUTENHOCT*
 MMYHHATA CHUCTEMA
Hapyienus Ha [‘maBobonue* 3amaiiBaHe™
HEPBHATAa CHCTEMA
Cb0BH HapyllleHHUS XHNOTOHHA
PecnupaTopHHy, | Punur
FPBAHH H
MEAHACTHHANHH
HapylleHHs
Hapyuienus Ha KoxHH anepruyHum AHrvoenem™
KoXara H MOAKOKHaTa peakuuy (Hanp. obpus,
THKaH [PYpHTYC)
CroMallHo-4peBHH Hecneunduuun
HapylueHHs CTOMAaLLHO-UPEBHU
oruiakeaHus (Harnp.
rajicHe, auapms,
NOBPbUIAHE)
OO1UM HapyLICHHA U AcTeHHA
peakilud Ha MACTOTO
Ha MPUJIOKEHHE

*He ce noapaBar ¢ No-BUCOKA 4€CTOTA, OTKONKOTO MpH nnauebo.

Onucanue Ha H30PaHM HEXENAHH peaKUHH:
Coolluend ca ciyyad Ha WHTECTHMHANEH aHruoeneM ciels ynorpeba Ha aHrnoteHsuH Il peuenropHu
AHTATOHHCTH (B3, TOYKA 4.4).

B JOMBAHEHHE KBM Te3M CTPAHMYHHTE pPEakUuWH, ChOOIIEHM MO BpeMe HAa KAMHWYHH H3MHWTBAHUA,
CJICOHUTE HekelaHH CbHOMTHA ca OWAM CINOHTAaHHO AOKIAJBAHM NO BpEME Ha MOCTMAapKETHHroBAaTa
ynorpeba Ha TesereH. HecroraTta He MOXe fa Ovae onpenencHa OT HATMYHHATE 1aHHH (HE € U3BECTHA).

Hapyiienus na O0b0peluTe U NUKOUHUTE NBETHUIA

Hapymena 6u6peuna pyHkuus, Biul. 6BOpevHa HEAOCTATBHMHOCT NP PHCKOBKH NMAalIMEHTH (HAMNp. NpH
cTeno3a Ha 6p0peyHarTa aprepus).

HapyuieHus Ha MYCKY/IHO-CKEIeTHATA CHCTEMA M CheAUHUTENHATA ThKaH
ApTtpanrus

Crob1iaBaHe Ha NOA0O3UPAHY HEXENAHU PEAKLIHU

CpoOlaBaHeTo Ha NMOAO3IHPAHY HEXENaHH peakluM ciiefl paspewaBadHe Ha ynorpeba Ha feKapcTBEHMA
MPOAYKT € Ba)XKHO. TOBa MO3BONABa Ja NPOAB/DKM HaONIOJNEHMETO Ha CHOTHOLUEHHETO MON3a/pHUCK 3a
nekapcTBeHus NpoIykT. OT MEOMUMHCKUTE CNIELMATNCTH C€ M3MCKBA Ja chOoOIaBaT BCAKa IMOJ03HpaHa
HeXXeJlaHa peakUHUs Ype3 HaUMOHAMHA CHCTEMa 3a ¢bollllaBaHe:

HsnenHATEHA arcHUMA NO JIEKapCTBaTa
ya. ,,JlamsaH ['pyep” Ne 8

1303 Codus

Ten.: +359 2 8903417

yebcaiiT: www.bda.bg

4.9 IIpeno3upane

JaHHUTE 3a nOpeno3ldpaHe TMpU Xopa ca orpaHuyeHd. CbUIECTBYBAT HMHIWB
MOCTMAPKETHHIOB OMNHT, KbACTO 03U A0 12 000 mg ca 6unu norvanaru. Iloseu



noknaasand cumntomu. [lpH eauH nauMeHT € HACTBRNIMA LMPKYJIATOPEH KOMArC Cjeld MOMTBUIAHE Ha
12 000 mg TesereH. [TauuentsT ce Bb3cTanoBHN HanwaHO. Hali-BepodTHaTa nposisa Ha mpeao3upaHe 6y
Morya aa 0bAe XMNoTOHWA. B ciyyan Ha mosBa HA CUMMOTOMATHYHA XMIIOTOHHA, TpAOBa Ja ce Ha3HauM
MOALBPKALLO JEYEHHE,

5 ®APMAKOJIOTHYHU CBOUCTBA
5.1 PapmMakojHHAMHYHHM CBOHCTBA
QapMaxkoTepanesTH4YHa rpyna: AHrnoreHsuH ll-peuentopen anrarouuct, ATC kom: CO9CAQ2

Enpocapran € MOLIEH, HEMENTUIEH, NEPOPAIHO AKTHBEH, He-OMdEeHWI0B, He-TeTpa3onoB aHrHOTeH3IHHII-
peuentopeH Gnokep, KOUTO ce ¢abp3Ba ¢ AT peuentopa. AHrHoTeH3uH II € MollleH BAa30OKOHCTPUKTOP H
MbPBUYHO AKTUBEH XOPMOH HA PEHHUH- AHTMOTEH3UH-AIJOCTEPOHOBATA CHCTEMA M Wrpac BaXKHA poNs B
naTopM3nONOruaTa Ha XUneproHuara. AsruoreHauH Il ce cespasa ¢ AT1 peuenropa B MHOIO ThKaHH
(Hanp. raagka ¢bpaoBa Myckynarypa, HaabvOpeuna xnesa, ObpOpek, CbpLE) H OCBIUECTBABA BaXXKHH
OnonoruuHKH €(eKTH KaTo Ba3IOKOHCTPHUKLUA, 33ibpiKaHE HAa HATpPUi H OCBOOOXKAABaHE HA AIOCTEPOH.
Anruorensut II yyactsa B 0OpazyBaHeTO Ha ChbpAeyHa U CBHAOBA XUMEPTpodHsa Upe3 cBoA eQeKT BbPXY
ChPACUHHUTE U rf1ajJKa MYCKYJIHU KIETKH,

EnpocapraH npoTHBOACHCTEA HAa e(ekTa Ha aHTHOTEH3WH II BBPXY KpBBHOTO HanaraHe, OLOpeuHus
KPBbBOTOK M CEKPELMATA HAa alAOCTEPOH MpHU 3ApaBH A0OpoBonun. KpbBHOTO Handrahe ce noaaLpKa B
MOCTOSHHU TPaHHULM, C TUTAaBHO MOHWXKEHUE 3a nepuod OT 24 4vaca, Oe3 pa3BMTHE HA MNO3HULIMOHHA
XHNOTOHMA OT mbpBata A03a. [IpekecBaHeTo Ha ynotpebara Ha enpocapraH He BOOM 40 Obp30
MOBHIIABAHE HA KPBBHOTO Handraue (“rebound” edexr).

HPH MAUUCHTH C XHIICPTOHHA NOHKXKABAHCTO Ha apTCPHANHOTO HaANAraHe HC BOJH OO0 INIPpOMAHA B
ChpAcHHATa 4eCTOTa.

B kannnyHoTo npoyusaHe MOSES (3abonesaeMOCT ¥ CMBPTHOCT ClIE MHCYIIT, €NPOCAPTAaH B CPaBHEHHE
C HUTPEHAMIIUH 3a BTOpHYHA npeBeHLUA) 1 405 nauveHTH ¢ XHNEpPTOHUA M aHaMHE3a 3a MO3BLMHO-CBAOB
HHIUIEHT Ca JIEKYBAHH C €NpocapTaH WM HUTPEHINTHH. B rpynara Ha aedeHue ¢ enpocaprad 78% ot
naupeHTHTe ca nonydaBanu 600 mg Beanbxk AHEeBHO U 12% or nauuedture — 0o 800 mg enpocapraH

IHEeBHO; B rpyrara Ha Je4yeHHe ¢ HUTpeHAUNHH 47% oT nauneHTHTe ca nonydasaad 10 mg u 42% ot
naupeHTHTe - No 20 mg aHesHO (11% ot nauueHTHTE ca nony4asain Ao 40 mg). [1o oTHOLIEHHE HA ¢BOA

AW3alH, NOpOYYBAHETO € OTKPUTO, [POCIMEKTHBHO, PaHZOMH3UPAHO 3acleneHO 32 OUCHABALUUTE.
[IppBruHaTa koMOMHHpaHA KpafiHa Liel BKIKO4YBA 00llla CMBPTHOCT, MO3BYHO-CBAOBH MHIHMAEHTH (TIA,
PRIND, uucynr) U CbpAeUHO-CBAOBM HHUWIOEHTH (HecTaOMNHA CTEHOKApAHMA, MUOKapAeH HHOpapKT,
CbpAeYyHa HeAOCTATHYHOCT, OenmoapobeH eMOonM3bM M (patayHa CbpOCYHA APHTMHA), BKIIOHMUTEIHO
MOBTOPHU MHUMACHTH. /KeNlaHHTe CTOMHOCTH Ha KPBBHOTO HA/raHe ¢a MOCTHINHATKH H MOJABPKAHM H
NpH ABeTe TepaneBTHYHH IPYIIH MO BpeMe Ha NpoyuBaHeTo. Haauue ca 3HaYUTENHO No-A00pH pe3ynTaT
(21% penaykuus Ha pMcKa) MO OTHOLIEHWE Ha MbpBHUYHATA KpaklHa Uen B rpyna Ha enpocaptad. Ilpu
AHANTKW3NPAHETO HA AAHHUTE 3a HACTBIBAHE HA TBPBU MHLMACHT, PE3yaTATUTE MOKA3BaT PEAYKLMA Ha
pucka ¢ 12% 3a MO3BbYHO-CBHIAOBY UHLKAEHTH K ¢ 30% 3a cbpAeUHO-CBAOBH MHLIMAEHTUH. TOBA € I'J1aBHO
nopany HamaneHata dectota Ha TIA/PRIND, HecrabunHata cTeHOKapaHa M chpaevHara
HegocTaThYHOCT. O6mAaTa CMBPTHOCT € HHC/IEHO MO-HMCKA B Ipynara Ha HHTPEHAMINMWH, B Ipyna Ha
enpocaprad ca no4uHanu 57 ot obuo 681 nauueHtn cnpamo 52 ot obwo 671 nauueHTH B rpynarta Ha
HutpeHaunud (HR 1.07, 95% CI 0.73 — 1.56, p = 0.725). daranuusat ¥ HedaraneH MUOKapAeH UHDAPKT
ca cboTBeTHO 18 cnpsamo 20 u uHcyntuTe — 36 cnpsaMo 42, T.€. YHC/AEHO ca B NoJ3a Ha enppegpsai. J1o
OTHOLIEHHE HA MbPBHUYHATA KpaidHa e, €heKThT Ha eNpocapTaH U3rexKaa no-u3pazeH v SRR

KOUTO He ca noayuaBainu 6eta-6nokepu. ‘§:~ -
w # ' ﬂ-_

[Ipu xunepToHUUM, ENPOCAPTAH HE MOB/IMABA TPUIITHUCPUANTE HA IMagHO, O0LIUs
(MMIONpOTEHH ¢ HUCKA IUTBTHOCT) XoaecTepona. B aonbiiHeHUe, enpocapTaH HAMA
Ha KpBBHATA 3aXap Ha rMaiHo.

1hfis




EnpocapraH He KOMNpPOMETHpa aBTOpErylaTopHuTe ObOpedHH mexaHu3Md. [Ipu 3apaBH BB3PACTHH
MBbXe, ENpocapTaH MOKa3Ba NOBHILIABaHe Ha cpeaHusa edexTnBeH OnOpeueH nnasMmed Tok. Enpocapras
nogabpxa ObOpeuHaTa (QYHKLMS MPH MALUMEHTH C €CEHUMANHA XMIEPTOHMA M Takusa ¢ ObnOpeuHa
HepocTaThuHOCT. ErpocapraH He HaMansaBa ckopocrra Ha O6bOpeunHara rnomepynHa ¢uiITpauMs npH
3APABH MbXE, AUUEHTH C XUIIEPTOHHS WIH NAaLMEHTH C pa3axdHa cTeneH Ha 6b0peuHa HeIOCTATBYHOCT.
Enpocapran uMa HaTpHypeTHMueH e(QeKT Npd 3JpaBH Xopa, noayyasauid OegHa Ha con  AMETA.
Enpocapran Moxe aa ce npunara 6e3onacHo NpH NalMeHTH C €CeHUMalIHa XMIIEPTOHHA M NMALMEHTH C
npoMeHnuBa creneH Ha OpOpeuHa HegocTaThuHOCT, 0€3 Aa NMPUUMHABA 3a/PBXKA HA HATPHH WIM
BlOLIaBaHe Ha ObOpeuHaTa QYHKLHA.

Enpncap’raH HC OBJAKHABA 3HAYUTC/IHO CKCKPELUHATA Ha ITHKOYHA KHCC/HHA B YpHHATA.

EnpocaptaH He noteHuMpa edekrure, cBbp3aHu ¢ Opaaukunud (Meauupanu ot ACE), Hanp. kaunuua, B
M3CNIeABAHE, CMELHAIHO HAMPAaBeHO 3a CPaBHABAHE 4YECTOTATA HA NOABA HA KAlUMUA NMPH MaLUMEeHTH,
JIEKYBaHHU C epocapTrad ¥ HHXUOUTOPU HAa AHMMOTEH3NH-KOHBEPTHPALLMA €H3UM, HECTOTATA HA MOABA HA
CyXa, NepcUCcTHpalla Kalluila Mpy NnalyueHTHTe, JeKyBaHu ¢ enpocapraH (1,5%) ¢ 6una 3HaunTenHo no-
HHCKa (p<0,05) oT Ta3zw npM NaUMEHTH, KOUTO ca JIEKYRAaHH ¢ MHXHOMTOpPM HA aHMMOTEH3HH
KOHBEepTHpalua ¢H3uM (5,4%). [loasara Ha KakBaToO M Aa € KalUUTMLA € CBINO 3HAYUTEIHO MO-PAAKO
cpewada (p<0,05) npu nauumentH, nexkypaHun ¢ enpocaprad (21,2%) or Tasn, HabGmoaaBaHa npH
JeKYBAHUTE C HUHXHOUTOPM HA AQHIMMOTCH3WH KOHBepTHpalMa eH3uM (29,9%). B pombaHuTEnHO
M3CJIe/IBaHe, MPOYUBall0 YECTOTATA HA MOSBA HA KALIAMLA NPU NALUMEHTH, KOUTO NpEaH TOBA ca UMAaM
KauuiHua npu npueM Ha ACE-uHxubutopH, yecToTaTa Ha cyxaTa, NepcucTHpaila Kawnuua e 6una 2.6%
npy enpocaprax, 2.7% npu mnauebdo u 25% npu ACE-uuxuburopu. Paznukara B uecToTaTa Ha nosBa Ha
cyxara, NepcHCTHpalla KauulvLa Mexay enpocapraH ¥ rpynure Ha ACE-uHxuburopure e Ouna
cTaTUCTHUeCKH 3HauuMa (p<(.01), aokato pasnukata Mexkay enpocaprad H miauedo He e. Yectorara Ha
MoABa Ha KakBaTO M Ja € Kaunuua € OMIa cbillo CTAaTUCTHUYECKH 3HauMMoO mo-Hucka (p<0,01) npwu
enpocaptad B cpaBHeHUE ¢ ACE-sHXHOUTOPH U He ce paznuuaBa CTATHCTHYECKH OT Ta3W npu naauedo.
B nonbanenue, npu ob6obiuen aHanu3, o0xpawail 6 ABOKHO-CNENH KIMHHYMHHA M3MUTBAHHA, BKTIOYBALIH
1 554 naumeHTH, YecToTaTa Ha IOABA HA KaluUlvia, choOlLIaBaHA CIMIOHTAHHO OT NALMEHTH, JIEKYBAHH C
enpocapTaH € B PaMKHTE Ha chiara yectora (3,5%), KakTo ¥ npu Te3u, nekysaHu ¢ nnauebo (2,6%).

B tpu xniuHH4HM u3nuTBaHUA (n = 791) e nokazaHo, ue e(EKTBT HA MOHHMXKABAHE HA APTEPHANHOTO
HaNAraHe ¢ €npocapTaH € MOHE TOJIKOBA I'OMAM, KOJKOTO M TO3M Ha ACE-unxuburtopa enananpun c

TEHACHLIMA 3a MO-roiiiMa ePHUKaCHOCT C enpocapTaH.

JBe ronemu paHpoMusupaHu KOHTpoaupaHH npoyuBaHuis — ONTARGET (ONgoing Telmisartan Alone
and in combination with Ramipril Global Endpoint Trial - Tekyio rnobanno usnureade 3a KpaiHH TOUKH
Ha TelMHUcapraH, CaMOCTOATENHO M B KoMOuHaiMa ¢ pamunpun) u VA NEPHRON-D (Knuuuuno
[POYYBAHE CBbP3IAHO ¢ pa3BUTHE HA Hedponarus npu auader, npoBeaeHo OT MUHHCTEPCTBO MO
BBIIPOCHTE Ha BeTepaHuTe) — npoyuysar ynorpebata Ha xomOuHauuaTa oT ACE-uHxuburop wu
anruoreHsyH ll-peuenroped 6aokep.

ONTARGET ¢ npoyusaHe, NpoBeJeHO NMPU MAUHEHTH ¢ aHAMHE3a 3a ChPACUHO-CBHIOBA WIH MOIBUHO-
chb0Ba Oonect, wiu 3axapeH Auaber THMN 2, NpUAPYKEHU € JaRHM 3a YBPeKAaHE HA eEKTOPHHU OpraHH.
VA NEPHRON-D e npoyuBane npu nauMeHTH e 3axapeH auaber tin 2 u auaberHa HedponaTus.

Te3an npoyuBaHMa He NOKa3paT 3HauMM OnaronpuatreH edekT BLpXY O6BOpeunuTe W/MNM chbpaeuHO-
CBAOBHUTE NHOCAEAMIMA H CMBPTHOCT, KAaTO ChUIEBpEMEHHO ca HabmonaBaHM TIOBHINEH PHUCK OT
XANEpKaIHeMHs, OCTpO yBpexaaHe Ha ObOpeunTe WHAH XHIOTOHHMA B CPaBHEHHWE C MOHOTEPANMUATA.
KaTo ce uMat npeaBua cXoaAHUTE UM dapMaKOOUHAMHUYHHK CBOMCTBA, TE3H PE3YNTATH Ca MPUFCORAMI] 32
npyru ACE-unxubutopu u aHruoteHsuH Il-peuentopun 610kepH.

ACE-unxubvropu v a"rnoreHsvH ll-penentopHu OnokepH cnegoBaTenHO He TpAQ)
eJHOBPEMEHHO MpH NalMeHTH ¢ AuabeTHa HedponaTUs.




ALTITUDE (KnuunuyHo npoyuBaHe MpOBEIEHO C ATHUCKUPEH MPH NMalMEHTH CbC 3axapeH agudaber Tvn 2 ¢
H3MOM3BAHE HAa CBHPACYHO-CHIOBU H ObOpeunHn 3abonsBaHus KaTo KpaliHM TOYKKH) € NpPoy4YBaHe,
MpeAHa3HaueHO Aa H3ciae[Ba nosasara oT A00aBAHETO HA ATUCKUPEH KbM CTaHaaptHa Tepanus ¢ ACE-
HHXMOMTOp MM aHrHOTeH3uH ll-peuentopeH Onokep npu nauMeHTH ¢bC 3axapeH aualer THn 2 H
XpOHHYHO OBOpeqHO 3alonsBaHe, CBLPACYHO-CBAOBO 3ab0onsBaHe WiM W AsBere. [lpoyuBaHero €
[MPEKPATEHO NPEXASBPEMEHHO NOPaAH MOBULIEH PHUCK OT Hebnaronpusatau nocneanuu. Kakto cppaeuso-
CbIOBaTA CMBPT, TAKA M HHCYJITHT Ca MO-UYeCTH B rpynaTa Ha aJUCKHPEH, OTKOJKOTO B rpynara Ha
nrauebo, a npeacTaBAsgBallMTE MHTEpeC HeXenaHW CbOMTHA W CEPHO3HM HeXenanu CchOUTHA
(XUrepKaIHEMHA, XHIOTOHMA U ObOpeuHa AUCPYHKUMA) ce cboOlIaBaT MO-4ecTO B Tpynata Ha
ANMUMCKUPEH, OTKOAKOTO B PyNaTa Ha raueoo.

5.2 DapMaKOKHHETHHH CBOHCTBA

Abcopbrys

AbcontorHara OMOHANHYHOCT Clled eOHOKpaTHa nepopanHa go3a oT 300 mg enpocaptan € okoo 13% B
pe3ynTaTr Ha orpaHuueHaTa nepopanHa abcopbuma. [IuxbT Ha NnazMeHaTa KOHLEHTPALIMA HA enpocapTaH
ce moctura 1 pgo 2 yaca clel nepopanHO MpUIOXKEHHe Ha rnaaHo. B npoyuesane 3a gososara
NPONOPLUOHAITHOCT, MJIa3MEHHTE KOHLUIEHTPALHH HA enpocapTaH ca MpOnopUHOHANHA npH A034 ot 100
no 200 mg, Ho no-Manko nponopuxoHanHu npu 2034 oT 400 u 800 mg. KpaliHuaT enumuHaLMOHEH
[MOJIYKHBOT Ha €NnpocapraH ciel NepOopanHo NnpuioxeHHe obukHorero € 5 no 9 uyaca. Ilpy xpoHHuHa
ynotpeba Ha enpocapTaH He ce HabnioaaBa IHAUMMO aKyMYJIHpaHe.

[IpunoxeHuneTo Ha enpocaptaH ¢ xpana 3abaes abcopbumsta muHumanHo (<25%), HabnogasaHo npw
Cmax H AUC, KoeTo He € OT KIIMHHYHA 3HAYHMOCT.

Paznpenenenue

CBBP3BaHETO HA €npocapraH ¢ IUIA3MEHUTE TPOTEMHH € 3HauuTenHO (npubamaurenHo 98%) wu
KOHCTAHTHO NP KOHLUEHTPALHOHHHA MHTEPBAI MOCTHUIHAT C PA3/IMYHHUTE TepaneBTHYHH N03H. Crenenra
Ha CBbpP3BaHE C MJIA3MEHWTE MPOTEHHH HE C€ BAMAE OT MoJia, BB3PacTTa, HAIMYMETO Ha udepHoapoOHa
AucthyHKUHMA WIH JieKa 10 cpeaHa cTeneH Ha 6b0peuHo HapyllleHHe, HO MOXa3Ba NMOHMKEHHE NIPH MaIbK
OpoO# NaLMEHTH C TEXKKH OLOpEUHH HAPYLIEHHUA.

Cnen nepopalHO M HMHTPAaBEHO3HO NpHIOKeHHe NpH Xopa Ha ['*Clenpocapran, enpocaptaH e
€AUHCTBEHOTO JIEKaPCTBEHO CBLP3aHO BELLECTBO, OTKPUTO B Mna3mata U ¢euec. B ypunara okono 20%
OT €KCKPETHpaHaTa pajuoakTHBHOCT € Ouna noa ¢opmara Ha auMA-TMIOKYPOHH[ Ha enpocapraH, a
ocraHanuTe 80% HenpoMEHEH enpocapTaH.

ObembT Ha pasnpeAeneHHe Ha enpocapraH € okoi0 13 nurpa. OOwMAT nnasMeH KIHWPBHC € okono 130
ml/min, B enMMHHHpaHeTO HA €npocapTaH y4acTBaT AXUTbYHA H peHanHa ekckpeuua. Cnel MHTPaBEHO3HO
npunokenue Ha ['“Clenpocapran okosio 61% OT pagHOaKTHBHOCTTA C€ YCTAHOBABA BbB (JeKAIHHTE MacH
n okono 37% - B ypusata. Cnea nepopaina nosa Ha [*Clenpocapran okono 90% oT panHOaKTHBHOCTTa
Ce YCTaHOBSBRA BbB (peKaNHHTE MAcH U OKONo 7% - B ypHHaTa.

Kakto croitHoctuTe B obnactra noa koHueurpaudoHHata kpuea (AUC), Taka H Cpax CTOMHOCTHTE Ha
€npocapTaH Ce NMOBHWLLABAT NMPH NALMEHTH B CTapyecka Bb3pacT (CpeoHO OKOMO 2 IbTH), HO TOBA HE
Hajara npoMsaHa B AO3HPOBKATA.

[1pyu nauuenTH ¢ yepHOoaApoOHM HapylueHus AUC croiiHocTuTe Ha enpocapraH (HO He U Te3H Ha Crax) Ce
NOBALUABAT cpedHO ¢ okoyo 40%, HO TOBAa He M3UCKBA NPOMAHA B JO3HPOBKATA.

B cpaBHeHMe ¢ UHAUBUAM ¢ HOpManHa OvOpeuna Qynkums, cpeaaute AUC 1 Crax CTOHHOSH OMS
30% no-BMCOKM NpM NaLMEHTH CBC CpeaHa cTeneH Ha ObOpeuHo yBpexknaHe (KpeaTHHWAQ s

59 mL/min) u okono 50% no-BHCOXH MPH MAUMEHTH C TEXKKA cTeneH Ha OnOffed
(kpeaTMHHHOB KJIUpBHC 5-29 mL/min). He ce Hanara npomMaHa B AO3HPOBKATA.

Hama paznuka BB (hapMakOKHMHETHKATA Ha EMPpOCapTaH NMpH MbXeE U XKEHH.



5.3 IIpeaknuHNUYHU AaHHAK 38 Be3onacHoOCT

O611a TOKCUMHOCT
IIpu nprem Ha enpocapTaH OT IUTBXOBE NpHU AHeBHA 21032 Ao 1 000 mg/kg B npoasmkenne 0o 6 meceua

H IIpH KYuCTa 40 1 roauHa , HC € YCTAHOBCHA 3HAYNTEC/IHA JICKAPCTBCHA TOKCHYHOCT..

PenpoaykTuBHa TOKCHYHOCT M TOKCHUYHOCT Ha Pa3BUTHETO

[Ipn 6pemenny 3aituy, enpocapraH BoAH A0 CMBPT Ha MaiikaTta W mioga mpu ao3a ot 10 mg/kg nueBHo,
CaMO KOrato € MpHeT B KBCHHUTE CcTaauHd Ha OpemeHHoctra. . [Ipw gosm or 3 mg/kg nOHeBHO €
Haba101aBaHA TOKCHYHOCT IIPH MaiKarta, HO He U Bb3/leiiCTBHE BLPXY IUIOAA.

[[eHOTOKCHYHOCT
[ eHOTOKCHYHOCT He € HabNKaaBaHa NPU CEPHA OT in Vitro W in vivo TeCTOBE.

KaHLIepOreHHOCT
He ¢ HabaromaBana KaHUEPOr€HHOCT [IPH IUTbXOBE U MHLIKH, HA KOWTO € JaBaHO ChOTBETHO 10 600 unu
2 000 mg/kg nHEBHO B MPOIBIKEHHE HA 2 FOJHHH.

6. PAPMAINEBTUYHU JAHHHU

6.1 CoucbkK Ha MOMOLIHHTE BEUIECTBA

CopplLeBHnHa Ha TabneTkara
JAKTO3a MOHOXUIpAT
MHKPOKPHUCTAJIHA LIETY103a
MPEeXETaTUHU3IUPAHO HUILLIECTE
KPOCNOBHAOH

MarHe3ueB CTeapar
Npe4yucTeHa Boaa

ObBuBKa
xunpomenosa (E464)

makporon 400
nonucopbat 80 (E433)
tutaHoB guokcun (E171)

6.2 HechbBMeCTHMOCTH

He ce npunara

6.3 Cpok HA FrOAHOCT

3 roAvHH.

6.4 Cnenuany ycJIOBUSA 32 ChbXpaHEHHE
[Tpu TremnepaTtypa nog 25°C.

6.5 Bua ¥ chALPKAHHE HA ONAKOBKATA

bert PVC/PCTFE/Al unu PVC/PVDC 6auctepn.

Teveten 600 mg, onakosku no 14, 28, 98 ¢punmupanu Tabnerky.




He BcHUKM BHIOBE ONIAKOBKM MOTAT Aa ObJaT nycHaTH B poaaxoda.
6.6 CnenHaHy npeanasHd MepKH npu K3XBhLpjsaHe
HamMa cneyuaniy H3HCKBAHUA 332 U3XBBHPJISHE.

HeHN3MoN3BaHUAT JIEKAPCTBEH NMPOAYKT HIH OTHAABYHMTE MaTEpUaIM OT Hero TpAbBa a ce U3XBLPIAT B
CHOTBETCTBHE ¢ MECTHHTE U3HCKBAHMS.

7. IIPUTEXATE] HA PEHIEHHUETO 3A YIIOTPEBA

Maiinan EOO/JI

Oduc crpana ,,Cepanka opucu®
Oyi. CuTHAKOBO Ne 48, er. 7
1505 Codua, brarapus

8. HOMEP(A) HA PAZPEIIEHHMETO 3A YIIOTPEBA

20011115

9. JATA HA IIbPBO PA3ZPEILIABAHETIOJHOBSIBAHE HA PAZPEHIEHHMETO 3A
YIIOTPEBA

Jlata Ha nnpBo paspetnaBaHe: 14 HoemBpu 2001 r.
JlaTta Ha nocneaHo nmoaHoBsARaHe: 23 anpun 2012 r.

10. JATA HA AKTYAJIM3HPAHE HA TEKCTA

01/2025




