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KPATKA XAPAKTEPUCTHKA HA MPOJYKTA o oo
PSS/ 1 b -03- 202

1. UME HA JIEKAPCTBEHUSA IMTPOAYKT

["acTpounn E30 20 mg cToMaluHo-yCcTOHYUBH TabIETKH
Gastrocid Eso 20 mg gastro-resistant tablets

2. KAYECTBEH U KOJIMUECTBEH CbCTAB

Besika cromainHo-ycToiyiBa Tadnerka cbabpxka 20 mg e3omenpason (esomeprazole) (KaTto MarHe3ui
AUXHApAT).

[loMOILLIHH BelecTBa ¢ H3BECTHO JICHCTBHE:
Besika Tabnerka cbabpka He noseue oT 5,65 mg 3axapo3a.

3a NbJIHUS CMTUCHK HA NMOMOLIHHTE BelllecTBa BHKTE Touka 6.1.

3. JIEKAPCTBEHA ®OPMA

CromalHo-ycToiiunBa Tadnerka

CBeTJIOPO30BH, €JTUIICOBHAHH, IBOHHOM3MbKHAIM QUIMHPAHH TabeTKH, 6,55 X 13,6 mm.

4. KJIUHUYHHU JAHHH
4.1 TepaneBTHYHH NOKA3AHHA

["acTpouna E30 € npeaHa3HayeH 3a KpaTKOTPaiHO N€4eHUe Ha CHMITTOMH Ha peduiyKe (CTOMallHH
KHCEJIMHH, perypruTalus Ha KHCEJIMHHU ) MPH Bb3PaCTHH.

4.2 Jlo3HPOBKA H HAYHH HA NMPHJIOKEHHE

Jlo3upoBKa

[IpenopbunTennara ao3a e 20 mg ezomenpason (eaHa TadneTka) BeIHbXK JAHEBHO.

3a aa ce nocTUrHe 1nojlodpeHue Ha CHMIITOMUTE, MOXKe Ja ObJe HeoOX0 MmO TabieTKUTe J1a ce rnpuemar B
NpoAbKeHUue Ha 2 - 3 nochae0BaTeH| JAHH. [IpoaABb/DKHTEIHOCTTA Ha JIeYeHHETO € 10 2 ceAMHULM. [1pu

MbJIHO o0JieKYaBaHe Ha CHMIITOMHUTE JIEUEHUETO TPAOBa Ja ce NMpeKpaTH.

[TauueHTsT TPAOBa Ja ce NOCHBETBA J1a NOTLPCH KOHCYJITALlUA C JleKap, ako He Ce MOCTHIHe o0JieKyaBaHe
Ha CHMIITOMHTE CJIe/l ABYCEAMHUYHO JIEYEHHE.

CneuuanHy nonyjaiuH

layuenmu ¢ 6OvOpeuHo yepeldcoane
He e HeoOX01MMO KOpHIrHpaHe Ha 103aTa NpH NalMeHTH ¢ yBpeaeHa ObOpeuHa gyHKius.
OrpaHHu4YeHHs OMUT MPH NALMEHTH C TekKa ObOpeyHa HELOCTaTbYHOCT, TAKHBA MALUHEHTH

JIEKyBaT ¢ MOBHLIEHO BHUMAaHHE (BXK. TOYKa 5.2).
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Iayuenmu ¢ veprodpobro yepexcoane

He ce nanara xopurupaHe Ha A03ara MpH NAUHEHTH C JIEKO 10 ymepeﬂo U3pa3eHo YepHOAPOOHO
yepexkaane. Bee nak, nauHeHTH ¢ TeXKO YepHOAPOOHO yBpexkiaHe TPAOBa Aa ObAAT KOHCYITHPAHH OT
nexap npeay na npuemar ['acrpouns E3o (8Xk. Toukd 4.4 n 5.2).

ITayuenmu & cmapyecka gb3pacm (> 65 2o0unu).
He ce Hanara npoMsiHa B Z03UPOBKATA NTPH NMAaLHEHTH B CTapyecKa Bh3pacT

ITeouampuvna nonynayus

HsiMa peneBaHTHH JaHHH 3a ynotpebata Ha [actpouna E3o npu nenyaTpuyHaTa OmynaLys 3a
HHIMKAUMATA ,,KPaTKOTpaiHO JeyeHue Ha CAMIITOMH Ha pednyKce (CTOMaUIHM KHCEJIHHH, perypruTalms
Ha KUCENHHK)".

HauuH Ha NpHAOXKEHHE:
Tabnerxure TpsbBa Aa ce NONILIIAT KENH, C NOJIOBHH Yauia BoAa. Tabnerkure He TpaOBa Aa ce ALBYAT

WA YYTAT.

AnTepHAaTHBHO, TabNeTkara MoXe Ja ce JUCTeprupa B NoJoBHH Yalla Herasupasa soja. He tpabsa na ce
M3N0I3BAT APYTH TEYHOCTH, Thil KaTO CTOMAaILIHO-YCTOHYHBOTO NOKPHTHE MOXe Ja ce pa3TBopu. Boaara
ce pa30bpKRea, A0KATO TabNeTKUTE ce pa3najHaT H TEYHOCTTA C NIENETHTE Ce U3NKBA He3a0aBHO WK B
paMknTe Ha 30 MuHyTH. Yainara ce u3nnaksa ¢ BOJa 10 NONOBHHATa W ce u3nuea. Ilenerure dHe Tpabsa na
Ce TbBYAT WIH CMA4KBarT.

4.3 IlpoTHBONOKAa3aHHS

CBpBbXUYBCTBUTENHOCT KbM aKTHBHOTO BElIECTBO, CYOCTHTYHpaHH BEeH3UMHAA30H HIH KbM HAKOE OT
NOMOLUHHWTE BELECTBA, H30poeHH B Touka 6.1.

EsoMenpa3on He TpsOBa Aa ce W3MON3Ba €AHOBPEMEHHO ¢ HendHHABHP (BX. Touka 4.3).
4.4 CnenHaJBH NpeAynpeXAeHHS H NPeANa3HH MePKH NpH ynorpeoda

Obwy

[TaunentHTe TpAOGRA Ja ObAAT MHCTPYKTHPAHH J1a CE KOHCYJITHPAT C JIeKap, aKo:

- HMaT 3HaUMTENHA HeMpeHaMepeHa 3ary6a Ha Tero, pelHAHBHPALIO NOBPhIUAHE, aucdarys,
XeMaTeMe3a WK MeJieHa ¥ PA CbMHEHHUE WIH HallM4YKE Ha f3Ba Ha CToOMaxa. B takusa cny4aH |
TpsaGBa Ja ce H3KIYH BEPOSTHOCTTA 32 MAJITHIHH3ALHA, Thil KaTo JIEYEHHETO C e30MeNnpa3oyl MOXe
Ja MacCKHpa CUMIITOMHUTE H Ja 3a0aBH AHArHOCTHIHPAHETO.

- MMAT aHaMHe3a 3a A3Ba Ha CTOMAXa WK ONepaLNH Ha raCTPOHHTECTHHANIHHA TPaKT

- ca Ha NPOABJDKHTENHO CHMITOMATHYHO JeueHHe (3a 4 WY nopedye CeAMHIM) 3a nogodpsaBaHe Ha
AUCTIENTHYHH CHMIITOMH WIH NOHUAKAaBaHE Ha CTOMALIHATA KHCETHHHOCT. |

- MMAT XBJATEHHLA HIIH TEXKKO H3pa3eHo YepHoApobHOo 3abonsapaHe.

- ca Ha Bb3pacT HaJ 55 roAMHH ¢ Bb3HHKHANH HOBH UM ¢ HACKOPO NPOMEHEHH CHMITTOMA.

[TauHeHTH ¢ NPOALIKUTENHH PEKYPEHTHI AUCTIENTHYHH CHMITTOMH WM CTOMAILHHW KHCETHHH, Tps0Ba
peAoBHO Aa Obaar HabnoJaBaHH OT JEKyBallMA ' ieKap. [lalMEHTHTE HaZ 55 rOAXNHH, KOHTO eXEAHEBHO
NMpHEMAT NPOAYKTH 0e3 JleKapcKo NpeANHCaHHe 3a NoJoOpsBaHe Ha XPaHOCMHAAHETO MITH CTOMAUIHH
KHCeJIMHH TpsOBa Ja HHPOPMHPAT CBOA Nekap HIH PapMaLIeBT.

[MauuentuTe He TpaOBa na npuemar I"actpouna E3o ¢ npodunakTutHa uen 3a NPORLIKHUT
BpEME. |

EE/H/0309/001/1A/017




Jleuenneto ¢ HHXUOHTOPH Ha npoToHHaTa nomna (UIIT) moxe cnado na nouiLH pHCKa OT CTOMAILHO-
ypeBHH uHdexuuy, npuunHery ot Salmonella w Campylobacter, a npu XOCIHTATH3HPAHH NAUHEHTH €
Bb3MOXHO cbL0 U o1 Clostridium difficile (BX. Touka 5.1).

TIpeau Aa npHeMat TO3H NIEKApCTBEH NPOJYKT NalHeHTHTe TPAOBa 1a ce KOHCY/ITHPAT ChC CBOA JEKap,
aKO MM NPEIACTOH €HIOCKONHA HIH NPOBEXKIAHE HA YPEEH AUXATENIEH TECT.

KoMOHHALNATA ¢ APYTH NEKAPCTBEHH NMPOAYKTH
EnqHOBpEMEHHO TIpHIOXEHHE Ha €30MEeNpa3osl ¢ aTa3aHaBUp HeE ce NpenopbyBa (BX. Toyka 4.5). Axo e

[pEeLEHEHO, Y& €IHOBPEMEHHOTO UM NPHIOKEHHE HE MOXKE 1a ¢e H30erHe, ce Npenopbpyba JICUeHHETO Ja
ce NPOBEXa NMOA CTPOr KIHHHYEH KOHTPOJ B KOMOHHALMA ¢ MOBHLIABAHE HA A034Ta Ha aTasaHaBUp A0
400 mg u 100 mg puronasup. He TpabRra aa ce npesnmasa no3ara ot 20 mg e3oMenpasol.

E3oMenpa3zon e unxubutop Ha CYP2C19. [pu 3ano4BaHe HITH MPEKPATABAHE HA JICYCHHETO C
e3oMenpa3on TpaOBa Aa ce HMAT NPeABHI BE3MOXHH R3aHMOAEHCTBHS ¢ APYTH JIEKAPCTBA, KOHTO CE
meTabonmu3upar uypes CYP2C19. HabniogaBaHo e B3aUMOJEHCTBHE HA KNOMHAOTPE/ H €30MENpas3ol.
KnuHHYHOTO 3HaYEHHE Ha TOBA B3aHMOACHCTBHE He € U3BeCTHO. KaTo npeana3ka MApKa, He ce
NpenopbyBa € AHOBPEMEHHOTO NPHJIOKEHUE HA €30MENpa3on M kionugorpen (Bx. Touka 4.5).

[TaunenTure He TpabBa Aa npueMat eaAHoRpeMeHHO apyru UIIIT unu H; avtaroHucri.

BaaumMoaefcrsus ¢ 1abopaTopHH H3CAECABAHKA

[ToBniieHoTo HUBO Ha xpoMorpaHiH A (CgA) Moxe n1a nos/ivde Ha U3cneIBaHHATA 32 HEBPOCHAOKPHHHH
TyMOpH. 3a Aa ce u3berHe ToBa B3aumonelictaue, neueHuero ¢ ['acrpouna E3zo tpadea na ce cripe
BpeMEHHO Hal-MaJIKo 3a 5 AHM npeau onpenensHeTo Ha CgA (Bx. Touka 5.1). Ako HuBata Ha CgA n
racTPHHa HE ¢a ¢€ Bb3CTAHOBU/IH B pediepeHTHHTE CH IPaHMIH ClEe] HAYATHOTO ONpenensHe,
H3MepBaHeTo TpsGBa Aa 6bae noBTopeHo 14 AHU CleA CNHpaHe Ha ICYEHHETO C HHXHOUTOp Ha
NMPOTOHHATA NOMINA.

CybakyTeH koxeH aynyc epuremMaronec (SCLE)

NuxnOKHTOpUTE HAa MPOTOHHATA NOMIIA Ca CRBP3aHH ¢ MHOIro pekd ciaydad Ha SCLE., Axo ce nosBAT
1e3uH, 0coOEHO B YYaCTBhIIH OT KOXAaTa, H3JIOKEHH Ha CTbHYEBH JTbYH, H aKO TE Ca CBIIPOBOACHH € DonkH
B CTABHTE, NALUUEHTLT TpAOBa He3abaBHO Ja NOTHPCH MEAULIMHCKA NOMOL H MEAMLIHHCKHAT CIIELIHATHCT
cnenBa aa o6MucnK cnupane Ha npueMma Ha I'actpouma Ezo. SCLE, sacTbnun ciea npeaxoaHo NedeHHe ¢
HHXHOHTODP Ha NPOTOHHATa NOMNA, MoXe Aa yeeauuu pucka or SCLE npu ynotpeba Ha apyru
HHXMOUTOPH HA NMPOTOHHATA MOMIIA,

TexkH koxHE HExenanh peakiiud (SCAR)

MHoOro paako BbBE BpPb3Ka C JISYEHHETO ¢ €30MENpa3o ce ChoOLaBa 3a TEXKH KOKHH HEXEJIAHH peakUHH
(SCAR), kato eputema Myntudopme (EM), cunapom Ha Stevens-Johnson (SJS), TokcHuHa ennaepManHa
Hekpoansa (TEN), nexapcTeena peakuus ¢ eosuHo¢uaus U cuctemdy camntomu (DRESS), xouto morar
Ia ObaaT »KHBOTO3aCTpalIABALLY WIIH JIETAHH.

[NauneHTHTE TPaGBa Ha ObAaT HHGOPMHPAHH 33 NPHIHALMTE H CHMIITOMHTE Ha TEXKaTa KOJXKHa peaxLHs
EM/SJS/TEN/DRESS u Tpsa6Ba ne3abaBHo 1a NOTBPCAT MEAHUHHCKH ChBET OT CBOA JieKap, KOraTo
3abenexar KakBUTO H Aa OMN10 moKa3aTeHy NPU3HALH UM CHMNOTOMH. [1pH noasa Ha NpU3Hayy H
CHUMITTOMH Ha TEXKH KOXHH peakLUHHd Ne4eHHEeTO ¢ e3oMenpason Tpadsa aa ce npekparu He3abaBHO U npH
HeoOXOAHUMOCT J1a C€ OCHIYPH AOMBJIHUTENHO MEAHLIMHCKO JIeYCHHE/BHHMATENHO HabmoaeHue.
JIeuenuero e Tpabsa aa ce pb3oOHOBARA NpH nanueHTH ¢ EM/SJIS/TEN/DRESS.
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JIoMOIIIHM BEllleCTBa

Hatpuii
Topa nexapcTBO ChAbLPKA NO-MaNKoO 0T 1| mmol Hatpuit (23 mg) 3a TabneTka, T.e MOXE A3 Ce KaKe, Ue
MPAKTHYECKH HE ChABLPAKA HaTpHH.

3axapo3a

ToBa nekapcTBO CbABPAKA 3axapHu cepu (3axapo3a). [lawneHTH ¢ peaKH HacaeACTBEHH NPobJIEeMH Ha
HEMIOHOCHMOCT KbM (PPYKTO3a, IIOK030-TalakTO3Ha ManabcopbLns uau 3axapo3o-H3oManTasHa
HeAO0CTAaThMHOCT, HE TPAOBa Aa NPHEMAT TOBA JIEKAPCTBO.

4.5 BiaamogelicTBHe ¢ APYIH JeKapCTBEHH NPOAYKTH B Apyrn GOpMHA Ha B3aHMoAeHcTBHE
[IpoyuBaHHA 3a B3aUMOACHCTBUATA Ca MPOBEKAAHH CaMO NPH Bb3PACTHH.
Edexty Ha e3oMenpa3on Bbpxy GapMakOKWHETHKATA HA JIPYTH JIEKAPCTBEHH NPOIYKTH

Tl kaTo e3oMenpa3on € eHaHTHOMEP HAa OMEIPa30Jl € pa3syMHO Ja ¢e B3eMar npensua HabnoaaBanHTe
B3aUMOACHCTBHSA C OMETpas3oll.

Ilpomeasnu unxubumopu

CrlecTByBaT Ch00IKCHHA 33 B3aUMOACHCTBHE Ha OMENPAa30) C HAKOU NPOTEa3HH HHXHOHTOPH.
KIHHHYHOTO 3HAYEHHE M MEXaHH3MHTE Ha Te3H HalMoaaBaHH B3aHMOAEHCTBHA He BUHATH Ca H3BECTHH.
[losuireHoto pH Ha croMaxa no BpeMe Ha JIeUeHHETO C OMenpasos MoXe 1a NpoMeHH abcopOLMATa Ha
APOTEA3HATE HHXHOUTOPH. JIpYTH BB3MOXKHH MEXaHH3MH 32 B3aUMOZIEHCTBHE ca upe3 HHXHOHpaHe Ha

CYP 2C19.

Habnonasano e noHmkaBaHe Ha M1a3MEHHTE KOHLIEHTPALMH Ha aTa3aHaBUp ¥ HelIQHHABHD, KOTATo Ce
npunarar 3aciHO C OMENPa3oN U €JHOBPEMEHHOTO HM NPHIOXKEHHE He ce npenopbysa. [1pu 3gpasn
A00pOBOANH €1HOBPEMEHHOTO NPUNOXKEHHE Ha oMenpasos (40 mg BeOHBX JHEBHO) C aTa3aHABUP

300 mg/puronasup 100 mg Boau 40 CHLIECTBEHO MOHHUKABAHE HA EKCIIO3UIUATA Ha aTa3aHaBHDP
(mpubnusntenso cve 75% ce nonmmaBat AUC, Cuax ¥ Cmin). [ToBHIIABAHETO Ha 03aTa HA ATA3aHABHD 110
400 mg He xoMneHcHpa eexTa Ha OMENpasoN BbPXY €KCNOo3MUMATa Ha atasaHaBup. [1pu 3apasu
A00poBOALH €AHOBPEMEHHOTO NPUIIOKEHHE Ha oMenpason (20 mg eAHOKPAaTHO AHEBHO) H ATa3aHABHP
400 mg/putoHasup 100 mg BOAK 10 NOHHXKABAHE HA €KCNO3MLUKATA HA aTA33aHABHMD ¢ NpUOIH3INTENHO
30% B cpaBHEHHE C EKCMO3HLHMATA CIE/ €IHOKPATeH AHEBEH npHeM Ha araszaHasup 300 mg/pHTOHaBHp
100 mg, 6e3 npunaraxe Ha oMenpason 20 mg eAHOKPAaTHO AHEBHO. EAHOBPEMEHHOTO MPUIOKEHHE HA
oMenpason (40 mg BeHbXK AHEBHO) HaMansBa cpeaHnTe crotinocti Ha AUC, Cmax # Cmin Ha
HengHHaBHp ¢ 36-39% u peayuupa cpeanute AUC, Cmax n Cmin Ha ¢papMakoJOrHYHO aKTHBHHAT
meTabonHT M8 cue 75-92%. [lopaau cxoaunTe papmakogHHAMHYHH edeKTH ¥ (PapMaKOKHHETHYHH
CBOACTBA Ha OMENPA30a ¥ €30MENPa3ol, eIHOBPEMEHHO MPHJIOKEHHE HA €30MENPa3o H aTa3aHaBHP He
¢€ TIpenopb4Ba, a CAHOBPEMEHHOTO NPHIIOXKEHHE HA €30METIPa3on K HelpHHABHP € NPOTHBONOKAa3aHO
(Bx. Touku 4.3 u 4.4).

Korato cakBHHABHD ce nNpHjiara eAHOBPEMEHHO C PUTOHABHP, NN1a3MEHUTE KOHLUEHTPAUHH Ha CAKBHHABHP
ce nosuiuaear (80-100%) npn eaHoBpeMenHo neveHue ¢ omenpason (40 mg BeaHsX JHEBHO). JleueHueTO
¢ oMenpa3on 20 mg BeAHbXK AHEBHO HE 0KA3Ba BIIMSHUE BhPXY €KCMO3UIAATA HA AAPYHABHP H
aMnpeHaBup (KOraTo ce npuiarar €1HOBPEMEHHO ¢ PUTOHABHD).

JleyeHnreTo ¢ eaoMenpason 20 mg BeAHHK AHEBHO HE OKa3Ba BIHAHHE BBPXY €KCMO3HLHATA
aMnpeHaBHp (Cbc U 6€3 CLIBTCTBALLO NMPUIIOKEHHE HA puTOHABUP). JleyeHneTo ¢ oMenpas
BEANBXK JHEBHO HE 0Ka3Ba €eKT BbPXY €KCMO3HLUHATA HA IONHHABHUP (IIpHU € JHOBPEMEHH
PUTOHABUP). -
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- Memompexcam |
[Tpy e1HOBPEMEHHO NPHIOKEHUE HA METOTPEKCAT ¢ HHXHOHUTOPH Ha npoToHHara nomna (UIIT), npn
HAKOM MaUMEHTH KOHLEHTPALlMNTE HA METOTpeKCcaT ce nosuiuasar. [1pu npuiarade Ha BHCOKa 1032
METOTPEKCAT MOXKE Ad C& HAJIOXKH BPEMEHHO NPEYCTAHOBABAHE HA JIEUEHHETO C €30MENPa3ol.

Taxpoaumyc

Cphobaea ce, ye NMpu eIHOBPEMEHHO PUACKEHHE HA €30MENPA30 C€ YBETHYABAT I1a3sMECHHTE
KOHLEHTpalKK Ha TakponuMmyc. TpabBa Aa ce npoBelie NO-4eCTO ¥ BHHMATENIHO NPOCEAABaHE Ha
KOHLIEHTPALHHTE HAa TAKPOMIUMYC, KaKTO H Ha 6b6peuHaTa pyHxuus (XMpPBHHC HA KpEaTHHHHA), H NPH
HeoOXO0HMOCT 103aTa HA TAKPOJHMYC JIa C€ KOPHTHPA.

Jlexapcmeenu npodyxkmu ¢ pH-3asucuma abcopbyus
[MoHukeHaTa CTOMALIHA KHCEIMHHOCT 110 BPEME Ha JICYEHUETO ¢ €30MENPA30 MOXKE Ja NMOBHUILIHN WK

nonmxH abcopbunnaTa Ha NeKapcTBEHN NPOAYKTH ¢ pH-3aBucHMa cromaiuna abcopbuns. Kakro u npu
ApYyrY JEeKapCTBEHH NPOAYKTH, KOHTO HAMANABAT CTOMAIIHATA KHCEIMHHOCT MO BpeMe Ha JISYEHHE C
€30Menpa3os MoXe Aa ce NOBUIIH abcopbuuaTa Ha JekapCTBEHH NMPOAYKTH, KOHTO Ce MPHEMAT
NEPOPATHO, KATO KETOKOHA30JI, MTPAKOHA30J H EpNOTHHHOD W Aa ce NMoBHIIH abcopbiumaTa Ha JHFOKCHH.

Ilpu 3a1paBH MHAHBHIAH NPH €AHOBPEMEHHO JIeueHHe ¢ oMenpasol (20 mg AHeBHO) H JHI'OKCHH
OHOHANHYHOCTTA Ha AUFOKCHH ce nosuLuara ¢ 10% (a0 30% npu asama ot BCekH eceT nauueHTH). B
PENKH CAy4aH ce cboOinaBa 33 JHFOKCHHOBA TOKCHYHOCT. Bbnpeku ToBa € HeOGXOANMO BHHMAHHE,
KOI'aTO €30MEeNpa3oi ¢ NpMiara BbB BUCOKH J03H NPH NMaLMEHTH B CTapyecka Bb3pacT. TepanesTHYHOTO
MOHHTOPHPAHE Ha JUIOKCHH TpAOBa Aa ce 3aCHIIM.

ﬂexgmniéenu npodyxkmu, xoumo ce memabonuzupam ypes CYP2CI19
Ezomenpazon naxubupa CYP2C19, ocHOBHHAT e3oMenpalon Merabonu3snpain u3oeH3uM. [lopazu 1oBa,

KOraTo €30Menpasol ce KOMOHHMpa C IeKapCTBEHH BeLllecTBa, Kouto ¢e Metabonusupar ot CYP2C19,
kaTo BapdapuH, GEHHTOUH, LHUTATIONpaAM, IMUNIPAMUH, KNIOMHIIPAMHKH, ANa3enaM U Jp., IIa3MeHHUTE
KOHLIEHTPALIMH Ha Te3H JIEKapCTBEHH MPOAYKTH MOTAT d C€ MOBHILAT U MOXE Jla C€ HAN0XKH NOHIDKABaHe
Ha fo3ata. [Ipy knonugorpes, npeanekapcTBo, KOETO CE NMPEBpPhLLa 0 AKTHBHHTE CH METa0OIHTH upe3s
CYP2CI19, nnasMeHuTe KOHUEHTPALIMK Ha AKTHBHHA MeTabOJIHT € BLb3MOXKHO Aa Ce NMOKHXKaT.

Ba uH |
EnnospeMeHHOTO npunoxeHre Ha 40 mg e30Menpasos NpH NallieHTH, JIEKYBaHH ¢ BapapuH B

KIHHHYHO H3MHTBaHE NOKa3Ba, Y€ BPEMETO Ha CbCHPBAHE € B pedepeHTHHTE rpaHuiuy. Bbnpexy Topa,
MOCTMAPKETHHIOBO €4 Ha0NIOAABAHM HAKOJIKO H30JINPAHH CTYyYMaH HaA NMOBHIUEHH CTOHHOCTH Ha INR ¢
KIHHHYHO 3HAYCHHE 10 BpEME Ha ChbITbTCTBALLO JeyeHHe. [1o BpeMe Ha neueHHe ¢ BapdhapuH WAH Opyry
KYMapHHOBH NPOH3BOJAHH C€ NPenopbyBa MOHUTOPHPAHE B HAYAJNIOTO H Kpas Ha eJHOBPEMEHHA Tepanus ¢ -
€30Menpason.

Knonudozpen .
PesynTtarute 0T NpoyuBaHus npu 3apasu 106poBOAUN MoKazsaT papmakoxkHHeTHYHO (PK)/

dapmaxkoanHamMuyHo (P J]) B3anmoaetictere Mexay knonnaorpen (300 mg HaTosapsala 203a/75 mg
AHEBHA noAabpxalia 103a) U esomenpason (40 mg nepopaiHO ZHEBHO), KOUTO BOAAT A0 HAMAalABaHe Ha
€KCNIO3MLIHATA HAa aKTHBHHS MeTabONNT Ha knonuaorpen cpearo ¢ 40% u a0 HaMansaBaHe Ha
MaKCcHMaNHoTO HHXuOupane Ha (AP HHayuHpaHa) TpoMOOLMTHATA arperalus cpeaHo ¢ 14%.

B npoyusaHe npH 34paBH J00pOBOJILIH, KOraTo KNONUAOIPEN ce NpHiiara eAHOBPEMEHHO ¢ PHKCHpaHa
03083 KOMOHHALMA e30Menpason 20 mg + aueTHNICATHIIHIOBA KHCenHHa 81 mg B cpaBHeH / &N 1o
Sty :

KAOMUZOrPEN CAMOCTOATENHO ce HaOnogaBa HaMaNsBaHe Ha eKCNO3KULHATA HA aKTHBHHA yia¥:
knonugorpen ¢ nouth 40%. Bbnpexn ToBa, MAKCHMANHNTE HUBA Ha HHXUOUpaHe Ha (A JKD @1

TPOMOOUUTHA arperaLus NpU Te3x J00POROILH ca eJHAKBH B JABETE IPYNH.

L
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1o BpeMe Ha o0cepBaLlMOHHHA M KJIHHHYHH NMPOYYBaHHA ca HaboaBaHy NPOTHBOPEUMBU AAaHHH OTHOCHO
KJIMHUYHOTO 3Ha4yeHHe Ha ToBa OK/DD B3aumozeficTeue Ha e30Menpasosl N0 OTHOLIEHHE Ha 3HAYUMH
ChbPIEYHO-CHAOBH ChOMTHA. KaTo npeanasHa MApKa, eAHOBpEeMEHHATa ynoTpeba Ha ezoMenpason ¢
Knonpaorpen tpadea 1a ce H3bsarea. | |

Denumoun

[Tpy enHOBpEMEHHO NMPUIOKEHHE HA 40 mg e30Menpa3on INa3MEeHHTE KOHLISHTPALMH B Kpas Ha 1030BH3
HHTEPBa Ha QEHUTOMH NPH NALMEHTH C eNUIencus ce nopuiaear ¢ 13 %. [penopbusa ce
MOHHTOPHpaHe Ha NNa3MEHHTE KOHUEHTPpaluH Ha PeHUTOHH B HAYAJIOTO MIIH Kpas Ha TepanuaTa ¢

€30MEeNpaso.

Bopuxorazon
Omenpazon (40 mg seaubxk aHeBsHO) noeriuapa Cmax u AUCT Ha BopukoHaszon (cybctrpar 3a CYP2C19),

¢pOTBeTHO € 15% H 41%.

Lurocmaszon

OMmenpa3on, KakTo H e3oMenpason aelicrear karo HHxuOUTOpH Ha CYP2C19. B kpBhecTOCaHO NpoyuBaHe,
cnen rnpujaraie Ha oMenpaszon B 1034 ot 40 mg npu 3apasu Aob6posonun Cmax 1 AUC Ha yHTOocTason ce
NOBHIIABAT CHOTBETHO ¢ 18% W 26%, K HA eIMH OT HErOBHTE aKTHBHH MeTabonHuTH ¢ 29% 1 69%

CBOTBETHO.

L[uzanpuo |
[Ipu 3apaBu A0OPOBOILMA IPH €AHOBPEMEHHOTO MpUIOKeHUE HA 40 mg e30MeNpa3on H LH3anpua naollra
MoJ KpUBaTta niasMeHa koHucHTpauus/speMe (AUC) Ha unsanpuj ce nosumansa ¢ 32% u
eJTHMHHALHOHHHAT NONYXKUBOT (ty,) ce yabnxaea ¢ 31%, HO MAKCHMANTHUTE IUIa3MEHH KOHLEHTPALIHH Ha
LIH3aNpPHA HE C€ NOBHILABAT 3Ha4HTeNHO. Jleko yabimxkeHusT QTc uHTepsan, HabmoaasaH cinen
CAMOCTOSTENTHO MPAIOKEHHE HA LH3ANPHA, HE C€ YABIKABA JOMIBJIHHTETHO Clie] KOMOHHUpPAHO
IPHUIOKEHHE Ha LH3aIpH] ¢ €30Menpa3on (BX. Cbllo Touka 4.4).

uazenam
EnnospemenHOTO npunoxkenue Ha 30 mg esoMenpason BOAU A0 NOHWXKAaBaHe Ha KnupbHca Ha CYP2C19
cyOcTpara auazenam ¢ 45%.

IIpoyuenu aexapcmeeru npodykmu, ¢ KOumo Ke ce vabaoasam KIUHUYHO 3HAYUMY 83aUMOQCUCMBUR
Amoxcuyunun 4 XuRUOuH:

JlokazaHo e, Ye e30Menpasos He OKa3Ba KIWHHYHO 3HaUNMU edeKTH BbpXy GapMakOKMHETHKATA Ha
AMOKCHLUIHH HIIH XHHHAHH.

Hanpoxcen unu poghexoxcub |
[To BpeMe Ha KPaTKOCPOYHH NMPOY4BaKHA, OLEHABAIIH €AHOBPEMEHHOTO NPHJIOKEHHUE Ha €30Menpa3on H
HAaIPOKCEH HIH podekokcub He ce YCTaHOBABAT KIHHHYHO 3HAYHMH (PapMaKOKHHETHYHH

B3aUMOOeHCTBHA.

EdekTH Ha ApyrH JekapcTBEHH NPOAYKTH BbpXY PapMakOKMHETHKATa Ha e30Menpa3o

Jexapcmaenu npodyxmu, koumo unxubupam CYP2C19 u CYP3A4

Ezomenpason ce Metabonusnpa upes CYP2C19 u CYP3A4. Ilpn eAHOBPEMEHHO NPUNOXKEHHE HA
e3omenpaszon H CYP3A4 unxudburtopa knaputpoMuunH (no 500 mg npa NbTH AHEBHO) €KCMNO3H1HATA
(AUC) Ha e3oMenpason ce NoBHLIaBa ABa METH. EAHOBPEMEHHOTO MPHI0XKEHHE Ha €30Menpa3es B Np
xoMOHHHpaH HHXHOuTOP HAa CYP2C19 1 CYP 3A4 MoXxe na qoBeae A0 NOBHILEHA eKCNo3 / Lk
e3oMenpa3on noseye ot A8a mpTH. HaxubuTopeT Ha CYP2C19 n CYP3A4 BopukoHa3on , 7R # g
AUCrt na esoMenpason ¢ 280%. B Te3n CHTyalldH HE C€ H3MCKBA NOCTOSHHO KOPHTHPAHe ag AN~ ~
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e30Menpa3oll. Bece nak npH NauUeHTH C TEXKO YePHOAPOOHO yBpeXaaHe, KaKTO H aKO ¢e Hanara
MPOAB/IKHUTENHO IEUEHHE MOXE N1a CE HANIOXKH KOPHIHpaHe Ha 103aTa.

Jexapcmeenu npodyxmu, xoumo unoyyupam CYP2C19 u CYP3A44

JlekapcTBEHH NMPOAYKTH, 32 KOUTO € H3BeCTHO, Ye uHAyupar CYP2C19 unn CYP3A4 unu v ABaTa eH3uMa
(xaTo pHgpaMIHLHH U XKBIT KaHTapUOH (Hypericum perforatum)), MoraT a ipeZIN3BHKAT NOHHXABAHE HA
NNa3MEHHTE KOHLIEHTPAaUHH Ha €30MENpa3on ype3 yCKopaBaHe Ha meTtabonuima My,

4.6 DepTHARTET, GpEeMEHBROCT H KbDMEHE

bpeMeHHOCT
Heronsim 0bem naHHM 3a 6pemennH xkeHH (3a u3xoga ot 300 g0 1 000 cayyas Ha OpeMeHHOCT) He

noka3ear MaagopMaTHBHA UNH (peTalHa/HEeOHATATHA TOKCUYHOCT Ha €30MeMnpasol.

[IpoyuBaHHATa NPH )KHBOTHH He MTOKA3BaT MPEKH UK HENPEKH BpeAHH €(eKTH, cn'hpsaHH C
PENnpoOAYKTHBHA TOKCHYHOCT (BX. TOYKa 5.3).

KaTo npeanassa Msipka ce Npeano4HTa Aa ce H36arsa ynorpeGara Ha [acrpouns E3o no BpeMe Ha
OpeMeHHOCT.

KnpMeHe
He € H3BECTHO JATH €30MENpa3ol/HeroBUTe METabOIMTH CE eKCKpeTHpaT B KbpMaTa npu xopa. Mma

HE0CTaTh4Ha HH(OpMaLMI 3a e(PEKTHTE HA €30MENpa3on NpH HOBOpoAeHW/KepMayeTa. Ezomenpason He
TpaOBa J1a Ce H3MOJI3BA 110 BpEME Ha KhpPMEHE.

QepTUANTET
I1pH npoy4YBaHHATA BLPXY *XHBOTHH C paLleMHYHATa CMEC OMENPa3ol NPHUIOKEHA MEPOPANHO HE CE
Habnlogasar edeKTH MO OTHOLIEHHE HA PePTHIIHTETA.

4.7 EdexTH BBLpXY cnocobHocTTa 38 1odHpane B piﬁon ¢ MRIIHHHA

E3zomenpason oka3Ba HE3HAUYUTENHO BJHAHKE BBPXY CNOCOOHOCTTA 3a wodKpaHe uiH paboTa ¢ MallMuH.
HexenaHu lekapCTBEHH peaKklMH, KaTo 3aMaliBaHe H 3aMBIJICHO 3peHHe ca HedecTH (BXK. Touka 4.8).
[TauneHTHTE He TpAOBa na IMOGUPAT HAK H3MOJI3BAT MALLIMHH, aKO Ca 3acerHaTH.

4.8 HexelaHH NeKAPCTBEHH PeAKNAH

Pe3iome Ha npodnna Ha 6e30nacHoCT

["naBoOonue, 6oNKH B 001aCTTa HA KOPEMa, AHAPHS H rajfieHe ca Cpell HEKENAHHTE JIeKapCTBEHH PEaKLHH,
38 KOHTO Ce cboOLlaBa Hal-4eCTO B KITHHHYHH H3NHTBaHUA (& CBLIO H OT NOCTMAPKETHHIOBHSA MEPHOL).
OcseH ToBa, NpodHIBT Ha Ge3onmacHocT € noaobeH NpH pa3NHYHY JekapcTBeHH GOPMH, HHANKALHH 32
JIeYeHHE, Bb3PaCcTOBM IpyNH H nonynauuy nauueHtd. He ca HabnonaBaHu HexXeNnaHH peakluy, CBbP3aHH
C A03aTa.

TabnuyeH cNUChK HA HEeXKENAHHTE NEKADCTBEHH PEAKIIMK
CneauuTe HexellaHH NEKAPCTBEHH PEAKIIMH Ca HAEHTHOULHPAHHA HIIH NOLO3HPAHH B KIUHHYHHTE
H3NHTBAHHA HA €30MENPA30J H B NOCTMAaPKETHHIOBHA nepHoa. Peakuuute ca knacnduuupany crope
MedDRA decrorata (MHOro yectn > 1/10; yectu > 1/100 no <1/10; newectn = 1/1 000 no <1/100; peaxn
> 1/10 000 no <1/1 000; MHOTO peaku <1/10 000; ¢ Hen3BecTHa YecTOTa (OT HAIMMHHUTE JAHHH HE MONKE
Ja OBpjle HanpaBeHa oOlIeHKa).
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CHeTeMO-OpPranHH K1acoBe YecTOTA Hexenanu JeKapcTBeHH peaKNHH
Hapywenns Ha KppBTa H Pe ks JleBkoneHus, TpoMOOUMTONEHUS
AuMpHaTa cHcTEMa MHuoro peaku Arpa”HyiouHTO3a, NaHUHTONEHHS
HapyiueHHs Ha HMyHHAaTa Peaknu Peakun Ha CBpbXUYBCTBHTE/IHOCT,
cUCTEMa Hanp. Tpecka, aHrHOEAIeM H
aHa(pHNIAKTHYHA peaKLMA/ILOK
Hapymenus Ha metabonnama i | Heuectn [lepudepeH oTOK
XPaHECHETO Penkn XHMOHATPHEMHSA

C Heu3BecTHA 4YECTOTa

XHNOMAarHe3HeMHA, TeXKarTa
XHNOMArHe3HeMUus MOXe Ja
KOpenupa ¢ XHnokKailHeMus,
XHNOMarHe3sMeMMsaTa MOXe ChIlo Ja
JOBEAEe 10 XHMOKaTueMus

[ICHXHYHN HapYLICHUS Heyectn be3cnbHHe
Penkn B130yaa, obbpkanoct, renpecus
MHoro peaku Arpecus, XxaiouHHALHWH
HapyuieHus Ha HEpBHATa | HecTH I naBobosne
cucTeMa Heuectn ‘3aMasnHOCT, nMapecTe3us,
COMHOJICHTHOCT
Peaky BKyCOBH HapyIl¢HHS
Hapyuienus Ha ouHTe Peaxu 3aMbINEHO BIOKJaHE
HapyuieHns Ha yXoTo Heuectn Bepruro
NaOHpHHTA |
PecniupaTtOpHH, MPBLIAHK U Penxn bpoHxocnassm
MEAHACTHHAIHH HapYLUEHHUS
CromaiHo-upeBHH HapylleHus | YecTH bonka B obnactra Ha kopeMa,
KOHCTHNALMA, AHAPHA, DAATYJICHIHS,
rajeHe/moppoillaHe, MONAIHN Ha
ABHOTO ((PyHAYCA) HA cTOMAaxa
{nobpokayecTBeHH)
HeuecTH | Cyxorta B ycTaTa
Penxu CToMaTHT, CTOMAUIHO-4YPEBHA

KaHAH 1034

C Heu3BECTHa vecToTa

MHKpPOCKONTHYEH KOJIHT

:

XenaTtoOHHapHH HapyilEeHUA

HeyecTH

[loBHILIEHH CTORHOCTH HA
qepﬂo,upoﬁume eH3K¥MHU

Penxu | XenaTHT CbC WK be3 XbJATeHHIa |
MHoro peaxu YepHoapoOHa HEAOCTATHYHOCT,
eeHuedanonariug npy naMeHTH ¢
aHAMHE3a 33 NPEIULIHO
4epHopobHOo 3ab0sABaHe
HapyuieHua Ha KoXkata H HeuecTH HepMaTuT, NpypUTyc, oOpHB,
MOAKOXHATA ThKaH YPTHKapHA
- | Penxu Asoneuus, GoTodyBCTBHTENHOCT
MHoro peaku Epurema Myatudopme, CHHIPOM Ha

CrupbHc-JDKOHCBH, TOKCHYHA
enuaepmanHa Hekpoausa (T
NEKAPCTBEHA peaKiius ¢
€O3UHOUINS H CHCTEMHY
(DRESS)
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C HeHM3BeCTHA 4eCTOTA CybakyTeH KOXEeH Nynyc
€pHTEMATOAEC (BXK. TOUKa 4.4)

HapyuieHHq Ha MYCKYJIHO- Penxu Aprpanrus, MMaNrus
CKC/ICTHATA CHCTOMA K MRoro peaky Myckynna cnabocT
ChbEAHHUTEJIHATA ThKaH _
HapyuwieHus Ha 660penure u MHoro peaxku HUHTepcTULiHaNIeH HEQPHT
MUKOYHUTE MbTHILA
Hapyuienusa Ha MHoro peaxu I'uHexoMacTug
BbL3MPOH3BOANTENIHATA CHCTEMA
K rppaara _
O61uu HapyweHus ¥ epekth Ha | Peakwn Hepa3inonoxeHue, NOBHILEHO NOTEHE
MACTOTO Ha MPHIOKECHHE

CpobimaBaHe Ha NOJIO3UPAHN HEXKETAHH DEaKLIHH
Cro0ImaBaHeTo Ha NOA03HPAHM HEXENAHH PeaKLHH clie] pa3pelllaBaHe 3a ynorpeda Ha JiekapCTBEHHA

NPOAYKT € BaXHO. ToBa no3sonssa Aa NpOAb/DKH HabMI0ACHHETO HA CHOTHOLIEHHETO NON3a/PUCK 33
NeKapCTBEHHA NMPOAYKT. OT MEAULMHCKHTE CNIELHATHCTH C€ U3KHCKBA Jia ChoDLIaBaT BCAKa NOAO3HpaHa
HEXeNaHa peakuia uype3 U3mbIHHTENHA areHUHs N0 JIEKapCTRaTa, yi. ,,JlamsaH ['pyes” Ne 8, 1303 Codus,
ten.: 02 8903417, yebecaliT: www.bda.bg.

4.9 IIpexoznpane

J1o TO31 MOMEHT ONHTBT € IPEAHaMEPEHO Npefo3rpaHe e MHOro orpaHn4eH. [1pu npeaosnpane ¢ 280 mg
ca ONMUCaHH CTOMALHO-YPEBHH CUMINITOMH M caboct, Cnea npunaraHe Ha eAMHuYHM 1034 80 mg
e30Menpasos He ce HaboaBa nosasa Ha 0codeHH ChOUTHA. He € H3BecTeH cnelndUueH aHTHAOT.
Esomernpa3on ce CBbp3Ba € [IJIa3sMeHUTe [TPOTEHHH M NMOpaAH TOBA He ce OTCTPAHABA JIECHO upe3 AHATH3A.
JleweHuero TpadBa ga Obae CHMNTOMATUYHO U JIa ce npuaaraT o6LH MoATbPXKAIlH MEPKH.

5. GOAPMAKOJIOTHYHH CBOHCTBA

5.1 ®apMakOAHHAMHYHH CBOHCTBA

(dapmakoTepaneBTHYHa rpyna: Jlekapcrsa 3a leYeHHe Ha NefNTHYHA A3Ba H ractpoe3odareansa
pednyxcHa 6onect (I'EPb), unxuburopu Ha nporoHHara nomna, ATC xon: A02BCO0S5

EzoMenpason e S-U30Mep Ha OMENPa3ol 1 HAMAIABA CTOMALLIHATA KHCEIHHHA CEeKpeLina ypes
crielM¢ryeH TapreTeH MexaHH3bM Ha aelicTeue. Tol e cneundyyeH HHXUOMTOD Ha KHCEIKHHATA NOMIIA
B napHeTanHarta knetka. R- 1 S-u3oMmepuTe Ha oMenpason UMaT noaocdHo papmakoanHamuvHo elicTeue.

MeXaHH3bM Ha IcHCTBHE

Esomenpazson e cnaba ocHOBA M c€ KOHHEHTPHPa H NPeBpbllla B akTHBHA (PopMa B CHITHO KMCEJIaTa cpela
Ha CEKPETOPHHUTE KaHalyeTa Ha apMeTaTHATa KNeTKa, KbAeTo MHXHOHpa eH3nMa H'K'-AT®-a3a
(kMceNIHHHATA TOMNA) ¥ MOTHCKA KaKTo Oa3anHaTa, Taka H CTHMYJIHpaHAaTa KHCEIHHHA Cexpelns.

QapMakoaAMHaMUM K eeKTH

Hauano Ha edekra ce Habmioaaea euH Yac cneq nepopanes npuem Ha 20 mg u 40 mg esoMenpason.
Cnen MHOTOKPATHO NpHIOKeHHe Ha 20 mg e30Menpa3o BEAHBK JHEBHO B NPOAbAXKEHHE HA NET JHH
CpeAHaTa MaKCHMaIHA KHCE/IMHHA MPOAYKIUHS Cliel CTUMYIUPAHE ¢ NTEHTaracTpHH ce NOHH

neTHus AcH, NpH H3MepBaHe 6-7 Yaca cnea npueMa. /

Cnea nepopanHo npuioxeHue Ha 20 mg v 40 mg e3oMenpa3on B NPOALIKEHHE Ha MET [JHE
nauuedTH ¢ ['EPb cromaiiHo pH Han 4 ce goctHra 3a cpeno BpeMe ot 13 H ChboTBeTHO
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noaabpxa B NpoAbkeHHe Ha 24 yaca. Cnex npunarade Ha 20 mg e3oMenpa3on NpOLEHTHT NalUEHTH,
noaabpxani cromawHoTo pH Han 4 B npoabtkenne Ha Hali-Manko 8, 12 u 16 yaca e cboTBeTHO 76%,
34% u 24%. CroTBEeTHHTE NpOLEeHTH 32 e3oMenpason 40 mg ca 97%, 92% u 56%.

JlokasaHa € Bpb3ka MEXAY HHXHOUPAHETO HAa CTOMALIHATA CEKPELIMA H €KCTIO3HIMATA NIPH H3NO/J3BaHE HA
AUC karto cyporateH napaMeTsp 3a NJ1a3MeHaTa KOHLEHTPALHA.

1o BpeMe Ha NeYeHHE C AHTHCEKPETOPHH JIEKAPCTBEHH NPOAYKTH racTpMHA B CEpyMa ce NOBHIABA B
OTroBOp Ha NMOHHWXEHaTa KHCENHHHA CeKpelus. B pe3ynTaT Ha HaMaleHaTa CTOMALIHA KUCEJIHHHOCT ce
noBuLIaBa H HUBOTO Ha CgA. [TopHIIeHOTO HUBO Ha CgA MoXe 1a NOBJHAE Ha H3C/IeABAHUATA 34

HCBPOCHAOKPHHHH TYMODA.

Hanuunure nydnukyBaHu AaHHM NMOKa3BaT, Y€ MPHJIAraHETO Ha HHXUOHTOPH Ha NPOTOHHATA NOMIA
Tpa6Ba Aa ce NpeyCcTaHOBU MeXAY 5 AHU M 2 ceamuuM npeau niMepsane Ha CgA. Tosa ce npasu ¢ uen
HuBarta Ha CgA, KOHTO MOraT J1a ¢a JTbXJIMBO NOBHIIEHH ciea nedenne ¢ UTTII, ga ce gp3cTaHoBAT A0
pedepeHTHHTE CH 'PaHHIIH.

[Ipy HAKOM MALHEHTH ClIeA MPOAWDKHTENHO JIEYeHHE ¢ e30Menpa3on ce Habmoaasa nopyiuen 6poii ECL
KN€TKH, BEPOATHO CBBP3aH ¢ MOBHIUIEHHTE CEPYMHH CTOWHOCTH Ha racTpuH.

Hamanenara croMalllHa KHCENTHHHOCT B PE3YJITaT Ha pasiiiuHH GakTOpH, BKIOYHTEIHO HHXUOHTOPH Ha
MPOTOHHATA MOMIA, OBHLIABA CTOMALIHOTO MUKPOOHO YHCO Ha ODaKTePHHTE, HOPMANHO OOHTABALIH
CTOMALLHO-YPEBHHA TpakT. JIeYeHHeTO ¢ MPOTOHHH MHXUOUTOPH MOXKe 1a A0Bele 4o cnabo noBHiIaBaHe
Ha PUCKa OT CTOMAIIHO-YpeBHY WHEKUMH, NpHUHHeHH oT Salmonella w Campylobacter, a npw
xocniutanuiupasu Sonnu u ot Clostridium difficile.

KjinHu4Ha ePHUKACHOCT

flokazano e, ye esoMenpazon 20 mg BOAH 10 ePEeKTHBHO HINIEKYBaHE HA Y€CTH CTOMALUHH KHCENHHN TpH
NalHeHTH, MONTy4YaBalllh eqHa 1034 3a 24 yaca B MPOABIKCHHE Ha 2 CeAMULIH. B 1Be MHOroneHTpOBH,
PaHIOMH3INPaHH, IBOHHO-CNIENH, Nauebo KOHTPOIHPAHH OCHOBHH NPOYYBaHKA 234 NalHenTH ¢
aHaMHE3a 32 YECTH CTOMAIIHH KHCEJIHHH NOHACcTOALLEM, ¢a IeKyBaHH ¢ 20 mg e3oMenpason
NpoAb/DKEHHE Ha 4 ceaMuLH. CHMITTOMHTE, CBbP3aHH ¢ KHCENHHEH pedayke (KaTO KHCENMHY H
KHCEIMHHA PETYyPruTalis) ca OUEHEHH PETPOCNEKTHBHO 3a 24 yacoB nepuoA. U B ABeTe npoyyBaHHa no
OTHOLIEHHE Ha bPBUYHATA KpaliHa Le (MbJHO obnekyaBaHe Ha KUCETMHUTE B CTOMaxa, AepuHUpaHO
KaTO JIMIICA HA EMH30H Ha MOBUILIECHA KHUCEIHHHOCT Mpe3 MOCACAHHTE 7 IHH RPEAH NOCIeHATA BH3HTA
(33,9% - 41,6% cpemy nrauebo 11,9% - 13,7%, (p <0,001). BropyunaTta kpaliHa uen 3a HAMBJIHO
o0nexyapaHe H& KHCEJIHHH B CTOMaxa, AePHHHPAHO KATO JIHICA HA KHCEJHHH B CTOMAaxa, 0T6ena3aHo B
AHCBHHUKA HA NMAalHEHTA B NPOARIKEHHE Ha 7 MOCE10BATE/IHH JHH, € CTATHCTHYECKH 3HAYHMO Mpe3 ABETe
cenMuiM - ceamuna 1 (10,0% - 15,2% cnpamo nnauedo 0,9% - 2,4%, p = 0,014, p <0,001) u cenmuua 2
(25,2% - 35,7% cnpamo nnauedo 3,4% - 9,0%, p <0,001).

Jpyrn BTOpMYHH KpaiiHH Le/iM ca B NOJKPeNna Ha TbPBHYHATA, BKIIOUYMTENHO 005eKuaBaHe Ha
KHCETHHHTE Ha CeAMHLA 1 ¥ ceaMmLa 2; MPOUEHT OT 24 yaca Ha feH 0e3 KHCeJIHHH B CTOMAaXa Ha ceIMHULA
1 1 cenMHua 2; CpeaHO H3pa3eHa TEXeCT HAa KHCEMIMHHTE B CTOMaxa Ha ceaMuua 1 u 2 ceamuiua, u
BPEMETO OT HAYAIOTO A0 TPARHOTO OT3ByYaBaHe Ha KHCENHHUTE 3a 24-4acoB NEPHO H NMPE3 HOLITA B
cpaBHeHue ¢ mauedo. [Tpubnusurentno 78% ot naunenture Ha neveHue ¢ 20 mg esoMenpason
cboOLIaBaT 3a MbpBO 0ONEKYaBaHe HA KHCENUHUTE B CTOMAXa NPe3 ITEPBATA CEAMHLA OT JISYEHHETO B
cpaBHeHHe ¢ 52-58% npu naauedo. Bpemeto 3a TpatiHo 0T3ByuaBaHe Ha KHCEIHHHUTE B CTOMAaxa,
OTNpeAeNeHO KaTo 7 nocnenosaTenHu JHH 6e3 KHCeInHH, oTheNa3aHo 3a TbPBH BT € 3HAYHTENHO MO~
KPAaTKO B rpynara Ha ezoMmenpason 20 mg (39,7% - 48,7% ot 14-us feH B cpaBHeHHe ¢ mnaue6o 11,0% -
20,2%). Cpeanoro Bpeme 10 MbpBOTO 06N€KYaBaHE HA HOLHHTE KUCENTHHH € | JIeH, KOeTo € WA o
CTaTHCTHYECKH 3HAUHMMO B CpaBHeHHUe ¢ nnaunedo npu enHo npoyusate (p = 0,048) u ce 1 7 K BB TTO
3Ha4HMOCT B Apyro (p = 0,069). [Ipu okxono 80% ot HowKTe He ce HabmoaaBa NosBa Ha /KK
BCHYKK NEpPHUOaH OT BpeMe U NpH 90% oT HomuTe He ce HabMo1aBa nosgBa HAa KHceNUHH[OEC
BCAKO KIIHHHYHO H3MHTBaHe, B cpaBHeHHe ¢ 72,4% - 78,3% npun mnauebo. Ouerkara Hz % Rl
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34 OT3BYYaBAaHE HA KHCEIHHUTE B CTOMAaXa € B ChOTBETCTBHE C OLIeHKATa Ha YYaCTHHIIMTE U NTOKA3Ba
CTATUCTHYECKH 3HAUMMH pasnUKHd Mexay e3oMerpason (34,7% - 41,8%) B cpasHenue ¢ nnauedo (8,0% -
11,4%). [1o BpeMe Ha oLleHKaTa Ha ceMHLIA 2 H3CIEAOBATENHTE YCTAHOBABAT, Y€ €30MEeNpa3o €
3HAYUTEIHO NO-¢pekTHBEH OT nnauedo 3a OT3By4aBaHe HA KHCEJIHHHATa perypruTtauni (58,5% - 63,6% B
cpaBHeHUe ¢ mauedo 28,3% - 37,4%).

Cnen oueHka Ha usanocTHOTO nedenue (OLLJI) Ha mauneHTHTE, NpoBeaeHa npe3 ceamuna 2, 78,0 - 80,7%
OT MalHEHTHTE, TpUEManH e3oMenpason 20 mg, B cpaBHeHHe ¢ 72,4 - 78,3%, npuemanu nnauebo,
chOOILABAT, Y€ CHCTOAHUETO UM ce TioA00paBa. [To-ronsgMara vacT OT TAX KiacupuLHUpaT 3HAYEHHETO Ha
Ta3H NPOMAHA, KATO BAXKHO 0 HIKINIOYHTENHO BAKHO 32 H3NMBITHEHHETO HA ¢XeAHEeBHHTE AeliHocTH (79-

86% Ha ceamMuiia 2).
5.2. QMapMAKOKHHETH9HH CBONCTBA

Abcopbiing

E3zoMenpason € n1abuyieH B KUCena cpeia M opaju ToBa Ce Npuiara nepopalHo BEB B Ha CTOMALLHO-
yCTONYHBH IpaHyJH. In vivo npespbillaHeTo B R-H3oMep € HesHauuTenHo. AGcopOuusTa Ha e3o0Menpa3on
¢ Hbp3a, KATO MaKCUMATHUTE IJ1a3MEHH KOHLEHTpaLuu ce Habmoaasat npubnusurento 1-2 vaca cnen
npuema. AbconorHara SnoHann4HOCT € 64% cnen npunarase Ha eAHOKpaTHa 1032 oT 40 mg u ce
nosuwasa 10 89% cnen MHOrOKpPaTHO NMPHICKEHHE BEAHBXK AHEBHO. Cnea npunarade Ha 20 mg
e30Menpa3o)l CbOTBETHHTE CTOHHOCTH ca pecneKTHBHO 50% u 68%. [IpueMbT Ha xpaHa 3a0aBsa »
HamManasa abcopObumaTa Ha e30Menpazoln, BLIPEKH Y€ TOBA HE OKa3Ba 3HAYHMO BIHAHHE HA edeKTa Ha
€30MeNpa3os BbPXY CTOMALIIHATA KHCENTUHHOCT.

Pa3znpenenenue
[IpuBuHUAT OOEeM Ha paznpeaeneHHe B PABHOBECHO ChCTOAHHE TIPH 3[IPaBH JIMLA € NPHONH3INTENHO

0,22 I’kg. EsoMenpason ce ¢Bbp3Ba ¢ MIA3MEHUTE NPOTEHHH B 97%.

bHoTpaHCOpMaLHA

E3zoMenpazon ce Merabonuzrpa HambaHO OT cHcTeMara Ha uutoxpoM P450 (CYP). OcHoBHaTa 4acT or
mMeTabonn3Ma Ha esoMenpason 3aBucH OT noMophuus CYP2C19 n3oen3nm, OTroBopeH 3a
oOpa3yBaHeTO Ha XHAPOKCH- R Ae3MeTHAMEeTa00NHTHTE Ha e3oMenpason. OcTaHanara 4acT 3aBUCH OT
apyra cneunduuna uzogopma - CYP3 A4, otropopHa 3a obpasyBaHeTo Ha €30Menpa3on cyJjidoH,
OCHOBHHAT MeTabo/IHT B N1a3mara.

EnuMHHHApaHE
[NokazarenuTte No-10ay OTpas3ABaT NpeaHMHO papMakOKHHeTHKaTa Ha n1uua ¢ dynkunonupat; CYP2C19

CH3HUM, EKCTCH3HBHH MET&GDJIHB&TGPH.

TotanHHAT M1a3MeH KIMpPBHC € 0kono 17 /h cnep eaHokparHa ao3a u okono 9 1/h cnea MHorokpartso
npunoxxkeHre. Cnea MHOroKpaTHO npuaaraie BeAHbX AHEBHO IJIA3MEHHUAT €JIMHMHHALHOHEH MOJNYKHBOT €
okosio 1,3 4. E3oMenpa3on ce enMMHHKEpPa HAMWIHO OT MJIa3MaTa MeXAYy MpHEMHTe, 6e3 TeHeH M 3a
KYMYJIHPaHe NPH €AHOKPATHO JHEBHO MpHnoxeHue. OCHOBHHTE MeTabOMUTH HA €30MeNnpa3o HAMAT
e(eKT BbpXy CEKpelHaTa Ha cToMallHa kucenuHa. Iloutn 80% ot nepopanHo npunoxeHara 103a Ha
e30Menpa3oi ¢e eKCKPeTHpa KaTo MeTabOJIMTH B YPHHATA, a OcTaHanaTa upe3 dpexanuute. [lo-Manko ot
1% OT MLPBOHAYANHOTO JIEKAPCTBEHO BELIECTBO CE€ OTKPUBA B YPUHATA.

JInHeAHOCT/ HENHUHEHHOCT
dapMakOKHHETHKATa Ha €30MENPa3lon € uicieasaHa B 1034 A0 40 mg npa mbTH AHeBHo. [Ipn
MHOIOKpPaTHO NpHJIaraHe Ha €30MeNpason €AHOKPATHO JHEBHO MJIOLITA N0 KpUBaTa a3
KOHLEHTpaLua/BpeMe ce yBenu4yara. ToBa yBeJIHYEHHE € 103a-3aBHCHMO H Cllel MHOTOKD2
BOJH JI0 NO-CHIIHO NPONIOPUHOHATHO Ha f03aTta nosuinasane Ha AUC. 3aBucuMocTTa 0
A03aTa ce Ib/DKAT Ha MOHHKEeHH MeTaDoNn3IbM NPH MTbPBO NPEMHHABAHE H CHCTEMEH
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npHYKHeHH ot nHxuGupanero Ha uloeHsnma CYP2C19 ot ezomenpason B/MnH HEroBUA CyIpOHOB
mMeTaboIHT.

CHCEH&J’IHH NoIyJdalHH NauHCHTH

Crabu memabonuszamopu

[Ipubnusurenso npu 2,9+1,5% ot nonynauusra nuncea pyHxuronnpait CYP2C19 enszum u Te ca
HapeuyeHH cnabu metabonuzaropu. [Ipy Te3n HHAKBUAM MeTabOMH3MDBT HAa €30MENpPa3oN BEPOSTHO CE
kaTtaan3upa npeanmHo ot CYP3A4. Cnen MHOrokpaTHO npunarase Ha 40 mg e3oMenpasol BeAHbX
JHEBHO CpefHaTa Mol Mo KpHBaTa miasMeHa KOHUEeHTpauusa/speMe e npudbnusurtento 100% no-sucoka
npu cnabute MeTaboNH3aTOPH, OTKOJIKOTO Npy axuara ¢ pyHkuuorupail CYP2C19 eHsnM (ekcTeH3uBHH
MeTtabonusaropu). CpeaHuTe MAKCHMANHH NINA3MEHH KOHLECHTPAlLHH C€ NMOBHLIABAT ¢ 0koJ0 60%.

Te3n HAaXOAKH HAMAT OTHOLHCHHE KbM JA03NPAHETO Ha €30MeMNpasol.

Tlon

Cnen enHokpaTHO npunaraie Ha 40 mg e3oMernpa3on cpeiHara ol nog KpHsara ja3MeHa
KOHILeHTpalua/BpeMe ¢ npubdbnuintento 30% rno-BUcoka NpH KEeHH, OTKOJKOTO NpU Mbxke. Crien
MHOTOKpPaTHO Npuiaraie BeAHbX AHEBHO HE € YCTaHOBEHA pallinka MeX Ay noyiopere. Te3n HaXoAKH
HAMAT OTHOILIECHHE KbM JO3UPAHETO HA e30Menpasoll. ‘

Yepnodpobro yepexcoane
MeTtaboan3mMbT Ha e3oMenpazon npu 60JHU € JIEKO A0 yMepeHOo HapyLieHa Py HKUMS Ha YepHUa apob

Molke Aa Obae HapyueH. IlpH nauueHTH ¢ TEKKO yBpeaeHa YeproApoOHa PyHKIMS CTENEHTa Ha
meTaboNH3HpaHe € HaMaJieHa, KOeTO BOAM A0 YABOABAHE Ha IUIOLLITA NOJ KpUBaTa [1a3MeHa |
KOHLICHTpalLHA/BpeMe Ha e3oMenpason. [Topaau ToBa NpH NalHEeHTH C TeXKa AMCOYHKUHUA He Tpabsa na
ce nNpeBpHlIaBa MakcuManHara ao3a ot 20 mg. E3omenpa3on ¥ rnasBHuTe My MeTabOINTH He NoKa3BaT
TEHJICHLHA 32 KYMYJHPaHe NpH NPpUEMAHE BEAHBX JHEBHO.

bvbpeuno ygpexcoane

He ca nposexaaHud npoyuBaHHA NMPH NALUHEHTH ¢ NOoHHXKeHa 6B0peuna ¢pyHkuus. Toli kato MmetabonuTure
HA €30MeNpa3oi ce eKCKpeTHpaT npe3 OuOpeLiuTe, HO HE H H3XOAHOTO CheAUHEHHE, IIPH aUHEHTH ¢
HapylueHa OpOpeura pyHKLMA He ce OMaKBaT NPOMEeHH B MeTab0/1H3Ma Ha e30Menpasol.

Hayuenmu e cmapyecka sv3pacm (ha @b3pacm =05 200utu)
[pu naumeHTH B cTapuecka Bu3pacT (71-80 roauHn) MeTabOIM3MBLT Ha €30MENpPa3osn He Ce NPOMEHS
3HAYHUMO. |

5.3. Tlpenmnﬂnqnn ARHHH 38 6elonacHocT

HexknuHHYHHTE AaHHW HE NOKA3BaT 0co0eH PUCK 3a XOpa Ha fa3aTta Ha KOHBEHIMOHANHUTE
¢bapMaKoJIOFH4YHH NpOYy4BaHHA 32 He30MacHOCT, TOKCHYHOCT NPH MHOTOKPATHO MpHJIaraHe,
FE€HOTOKCHYHOCT, KapLMHOMEHEH MOTEHIMAJ, PEeNnPOAYKTHBHA TOKCHYHOCT ¥ TOKCUYHOCT 32 Pa3BHTHETO.
Hexenanure peakLMH, KOMTO He ce HabMoaBaT NPH KIXHHYHATE NPOYUYBaHKs, HO ce HabmonasaT npu
YKHBOTHH MPH HUBA Ha €KCMO3HUMA, NOAOOHH Ha HMBATA HA KIIHHHYHA €KCNO3HLINA H € Bb3MOXHO A2 HMaT
jHaYeHHe 3a KIMHWYHATA ynorpeba, ca kakto ciaeapa: [Ipn npoyuBaHus 3a KAHLIEPOr€HHOCT BbPXY
MUILXO0BE C paueMH4HaTa cMec ce Habmoaasa xunepnnasui Ha croMauiHiTe ECL knetkn H kapuHHOHKAM.
Te3u cTroMallHy eheKTH NpH TTbXOBE Ca B PE3YJITAT HA NMPOABJDKHTE/IHATA H3PA3eHa XHUIIEPracTPHHEMHH,
BTOPHYHO HAa MOHMKEHATA CEKPELMsA Ha CTOMALHA KHCENIHHA ¥ ca HabmogaBaH# NpH IUTbX0BE CNel
MPOABIKHUTETHO JICUEHHE C HHXHOMTOPH Ha CTOMALHATa CEKPELInA.
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6. PAPMALIEBTHYHHA JAHHH

6.1. ChnEcHLK Ha NOMOIIHATE BellecTBA

[Tenemu.

CenoiuMep Ha METaKPUJIOBa KHCENUHa-eTuaakpunar (1:1)
Tank

TpueTujI0B UUTpAT

XunpomMenosa

3axapun chepH (3axapo3a, UaPEBHYHO HHLIECTE)
Marxe3nes creapar

XHAPOKCHNIPOMUILICTY 1034

nuneponos MoHocTeapat 40-55

[Monucopbart 80

AHAopo na mabremxama:

Llenyno3sa, MUKPOKPHUCTATHA
[ToBuaoOH

Makporon 6000

KpocnosunoH

Harpues creapun ¢ymapar
IToxpumue na mabnemxama:
XUnpomenosa

Turanos auokcua (E171)
Makporon (PEG 400)

YepeeH xeneseH okcu (E172)
XKbat xenesed okcua (E172)
6.2. HecbBMECTEMOCTE
Henpunoxumo

6.3. Cpok na roguoer

2 FOAMHH

6.4. Chnensannm yc10BHA HA ChXpaHeHHe
Jla ce cexpanasa noa 30°C.

6.5. Baja g chrALpKAHHAE HA ONAKOBKATA

Bnuctepu ot OPA/anyMunuit/PVC- anymusueso ponuo
Bunose onakoBku: 7 1 14 cToMaluHo-ycToiiunsH Tabnerku.

He Bcuuky BHAOBE ONakOBKH MOrart jAa Obnat nmycHaTH B npojaxda.
6.6. CnenHaJnH NpeANa3AH MEepKH NPH HIXBLPJdgHe H paboTa

Hama cnenpManin H3HCKBaHRA
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7. IMPUTEXATEJI HA PAZPELHLIEHHETO 3A YIIOTPEBA
TevaB.V.

Swensweg 5

2031 GA Haarlem

Hnaepnanaus

8. HOMEP HA PASPEUIEHHETO 3A YIIOTPEBA

Per. Ne 20150126

9., JATA HA ITBPBO PAZPELIABAHE/TIOAHOBABAHE HA PA3PEIHIEHHETO 3A

- YIIOTPEBA

JlaTa Ha mbpBO pa3spelaBaHe: 21.04.2015 .
Ilara Ha nocnenHo noanosaBaHe: 23.08.2019 r.

10. JATA HA AKTYAJIM3UPAHE HA TEKCTA

03.03.2025.
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