KPATKA XAPAKTEPHCTHKA HA IPOAYKTA

‘ iR 110 NEKAFCTBATA
. WMME HA JEKAPCTBEHMS IIPONYKT N3MLIHUTENHA ATEHLL

Kpamxa xapaKmepucmuxea #d npogyxme - FIpuACKeruE i

T'acrpouun E3o 20 mg cToMalmHo-ycTONYHBH TabneTkH Ko Pee. Ne A0(HOLAG e

.................................

Gastrocid Eso 20 mg gastro-resistant tablets

2. KAYECTBEH H KOJIFYECTBEH CHhCTAB

Bcesaxa cromamno-ycroliunea tabneTka chabpxa 20 mg esoMenpason (esomeprazole) (kaTo Mardessen
JAHXAAPAT).

IloMomHH BeMIecTBA ¢ H3BECTHO AekHCTRHE:
Besika TabneTra chpbpka He mosede ot 5,65 my 3axaposa.

3a TBIHHESA CIHCHK Ha NOMOLHUTE BelIecTBa BHKTE Touka 6.1,

3. JIEKAPCTBEHA ®OPMA
CromainHo-ycToiunBa Tabnerka

CBeTIOpo30BH, ENHICOBHAHH, ABOHHO H3TBKHANH QHIMHpaHH Tabnetku, 6,55 x 13,6 mm.

4. KJIHHHAYHH JAHHH

4.1 TepanepTEUHA HOKA3aHAY

l'actpouna E30 e npeaHa3Ha4eH 3a KpaTKOTpaliHoO ledeHHe Ha CHMITOMH Ha peduryke (CTOMaumHH
KHCEITHHH, PETYPruTalisi Ha KUCEIHHH ) IPH BE3PACTHA.

4.2 [o3HpoBKa B HAYHA HA OPRIOKEHHEE

Hoanponpka

TIpenopsunrennara Ao3a € 20 mg esomenpaszon (egua Tabnerka) BEAHLXK JHEBHO.

3a na ce nocTHrHe nogoOpeHHe HA CHMITTOMHTE, Moke Aa Ople Heobxoaumo TabneTkHATe 1a ce pHemar B
OpoaBKende Ha 2 - 3 nocneioBaTenHu AN, [IpoABIDKHTEIHOCTTA HA IeUeHHeTO ¢ A0 2 ceamuti. [1pu

I'BJIHO oOnexvaBaHe HA CHMIITOMHETE JIEYeHHETO TPAOBA J1a Ce TpeKpaTH.

IManuenTeT TpabBa Aa ce MOCHBETBA Aa NOTHPCH KOHCYNTAIIHA C JIEKap, ako He ce NOCTHTHe obinekvyaBaHe
Ha CHMIITTOMHTE CJle]i ABYCEAMHYHO JISUEHHE.

Croenuanyy nonynanuy

Hayuermu ¢ 6vbpeuno yepexcoane
He ¢ HeoOxonHMO kOpHTHpaHe Ha A03aTa IPH TTALHEHTH ¢ yBpeAeHa On0peuna dyHKIHA
OrpaHHYCHHA ONMUT IIPH NAIHEHTH ¢ TexKa Op0petHa HeIOCTaTYHOCT, TAKHBA NALHE
JNEKYBAT ¢ NOBHIIECHO BHHMaHKe (BX. TouKa 5.2).
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Tlayuenmu c yeprodpobno yapesicoane

He ce Hanara KopHrupaHe Ha J03aTa OpH NALHEHTH C JIEKO 0 YMEPESHO H3PAa3eHo YEPHONPOOHO
yBpexAaHe. Bee nak, malMenTH ¢ TekKO YepHoApobHe yBpewaaHe TpaOBa Aa 64T KOHCYITHPAHH OT
JieKap npean aa npuemar [acrpouna Ezo (ek. Tours 4.4 1 5.2),

Tlayuenmu 8 cmapyecka evapacm (= 65 zodounu):
He ce Hanara npoMsHa B JOIMpOBKATA NPH NMALHEHTH B CTAPYESCKE Bb3pacT

ITeduampuvuna nonyrayus

HsaMa peneBadTHH naHHH 3a ynotpebara Ha I'acrpouug E30 npu neanatpHYHaTa [OTYIaUHs 32
HHIHKALHATA ,,KPATKOTPAHO JIEYCHHEe HA CHMIITOMH Ha peykc (CTOMAIIHH KHCEIHHH, PEerypruTauHs
Ha KHCeHHHE )",

Hauun Ha npunoxenne:
Tabnerrure TpaGBa a ce MOrTBLIAT LE/H, ¢ NONOBHH yama Boaa. TabnerkuTe He TpAbBa Aa ce JBBYAT

HIIH YYIIAT.

AnTepHaTHBHO, TabneTkaTa MoXe Aa ce AHCeprHpa B HOJOBHH 4alla Herasupada Boja. He tpabsa na ce
H3NOA3RAT APYTY TEYHOCTH, Thil KATO CTOMANIHO-YCTOHYNBOTO MOKPHTHE MOXKE Na CE pasTBOpH. Bonara
ce pa3OBpKRa, AOKATO TAONETKHTE Ce pasNafHAT H TEYHOCTTA C NENeTHTE Ce H3NHBA He3abaBHO HITH B
pamkuTe Ha 30 MAHYTH. YamaTa ce H3nnakea ¢ Boja A0 MONOBHHATA B ce H3nuea. [leneTtnre He TpabBa fa
¢¢ HbBYAT WIH CMAYKEBaT.

4.3 IlpoTHBOHOKA3ZAHHH

CBpBXUYBCTBHTEAHOCT KBM AKTHBHOTO BelecTBO, CYOCTHTYHpanH OeH3HMHAA30/IH HAH KbM HAKOE OT
NOMOLIHHTE BeMEeCTEA, H30poeHH B Togka 6.1.

E3zomMenpason He TpabBa Aa ce H3MON3Ba AHOBPEMEHHO ¢ HeldHHABHP (BXK. Touka 4.5).
4.4 Cuensanng upepynpexienns H Npeqna3HH Mepku npH ynorpeba

O61n

INaunenTtuTe TpabBa Aa 6BAaT HHCTPYKTHPAHH Ja C& KOHCYATHPAT C JeKap, aKo:

- HMAT 3HAMMTENHA HenmpeaHaMepena 3aryba Ha Ternio, peunIMBHpaLIo NoBppllane, Aucdarus,
XeMaTeMe3a HiIK MeJleHa | TIDH ChMHEHHE HIIH HaJHiHe Ha A3Ba Ha ¢ToMaxa. B TakuBa cayyau
Tpabra 1a ce H3KIIOYH BEPOATHOCTTA 32 MATTHIHU3ANNA, Thif KaTO JEUEHHETO C €30METIPa3’osl MOKe
Ja MackHpa CHMIITOMHTE H 1a 320aBH AHATHOCTHLHPAHETO.

- HMaT aHaMHe33 34 7384 Ha CTOMaxa HJIH OMEPANHH HA FACTPOHHTECTHHANHHS TPAKT

- €2 Ha IPOABILKHTENHO CHMITOMATHYHO JieueHHAe (32 4 HIIH IoBete CE/IMHIH) 3a nofobpspane Ha
AVCTIETITAYHH CHMITOMHA HIIH TIOHHXXABAHE HA CTOMAIHATa KHCETHHHOCT.

- HMAT KBATEHHIA M TEKKO W3Pa3ICHO YepHOApolro 3abonsabane.

- €a Ha BB3PAcT Haj 55 roAHHH ¢ BH3HHKHATH HOBH HJIH ¢ HACKOPO NPOMEHEHH CHMITTOMH.

TNagHeRTH ¢ NPOXLILKUTEHN PEKYPEHTHH AWCIIENTHYHH CHMITTOMHE WJIH CTOMAIIHN KHCEnNHH, TpaOBa
peZioBHO Ia 6bJaT HabnoaBAHH OT JieKyBalOHs TH Nekap. [TauHeHTHTE HAA 55 roJHHH, KOHTO €XEXHEBHO
IpHEMAT NPoAYKTH 6e3 JIeKapcKko NpeiNHCcaHre 3a MOA00PABaHEe HA XPAaHOCMIJIAHETO HIIM CTOMAINHH
KHCSAHHH TPAGBa na nHhOPMRpaT CBOA NEKap HIH PapManesT.

ITanuenTHTe He TpAGEa Aa npuemat [actpounn E30 ¢ npoQHIakTHYHA Ll 3a MPOABIIKE
BpeMe. _
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Jleuenueto ¢ vaxubuTopu Ha mporonnarta nommna (UIIT) Moxe cnabo Aa NOBHIIA PHCKA OT CTOMALIHO-
4pephH HHGpexuuy, npuauHeny ot Salmonella n Campylobacter, a npn XOCNHTATM3HPAHHE NAUMEHTH €
BE3IMOXKHO Cuino ¥ oT Clostridium difficile (sx. Touka 5.1).

Ilpenn aa npueMar To3M JIeKapCTBEH MPOAYKT MallieHTHTE TpalBa Ia ce KOHCYJITHPAT ChC CBOA JIEKap,
aK0 UM NPEACTON EHACCKONNA WM NIPOBEXJaHEe HA YPEeH JuXaTeNeH TecT.

KomGuHanmaTa ¢ Apyryu AeKapcTBEHH NPOLYKTH
EnnobpeMenno npuioxeHUe Ha €30Menpasol ¢ ATa3aHaBHP He ce Npenopbusa {BX. To4ka 4.5). Ako €

TIpELeHEHO, Ye eAHOBPEMEHHOTO HM MPHIOKEeHHE He MOXKe Aa ce H3berne, ce npenopbysa JCYEHHETO 3
ce NPOBESXkKAA ITOJ| CTPOr KEIHHHYEH KOHTPOI B KOMOHHAIINS ¢ NOBHINABAHE HA J03aTa Ha ATA3aHABHD 10
400 mg u 100 mg puronasmp. He Tpa6pa Aa ce npeprmaBa Ao3aTa oT 20 mg e3omMenpason.

Esomenpason e uuxuGurop Ha CYP2C19. INpu 3anoysase WiH NpekpardBaHe Ha JEIEHHETO C
esoMenpason TpAGBa a ce UMAT NpeBHA BE3MOKHH B3aRMOASHCTBHA ¢ APYTH IEKAPCTRA, KOHTO CC
Merabomzupar 9pe3 CYP2C19. Habmoaarano e B3aumMopeiicTEHE Ha KIONMUAOIPE H €30MENpasoll.
KIHHAYHOTO 3HAYEHNE Ha TOBA Bsauuoneﬁcmne He e n3BecTHe. Karo opeanasna MAapka, He CE
NpenopbuBa eAHOBPEMEHHOTO MPHIOKEHAE HA e30MENPa3ol ¥ KNOMHAOTPeN {BX. To4Ka 4.5).

[Maunenture ve TpaGea fa npueMar eguorpemMento apyru VI unu H, anraronucety.

BiaumonelicTerA ¢ 1aGopaTophy HicieaBaHUS
[loBuineHOTO ENAO Ha XpoMorpaHun A (CgA) MOXKe 12 NORARAE HA H3CIEABAHUATA 32 REBPOCHAOKPHHHM

TYMOpH. 3a Jia ce u3Gerde Topa B3auMoeiicTBHe, Neuyennero ¢ Factpouua E3o Tpaba na ce cnpe
BPEMEHHO Hali-MaJiko 3a 5 IHH npefu onpenemasero Ha CgA (Bx. Todka 5.1). Axo Hupata Ha CgA u
TacTpHHA HE €2 C& Bb3CTAHOBH/IM B ped¢PEHTHHTE CH TPAHHLH Cliell HAHAIHOTO ofpesiendne,
H3MepBaHeTo TpAbGBa aAa Obae noBropeHo 14 OHH Clie]] CMpaHe Ha JeUeHHETO ¢ HHXAOUTOD Ha
APOTOHHATA HOMIA,

C H KOXeEH aynye eputeMaTtoiec (SCLE

HuxubnropHTe Aa NPOTOHHATA IOMIIA ¢4 CBBP3aHH ¢ MHOTO pekH cnyuad Ha SCLE. Ako ce nosasiat
Tie3uH, 0coOEHO B YUACTBIIH OT KOXKATA, H3NOKEHH Ha CTAHYEBH JTHYH, H 4KO Te ¢4 CHIpoBoJeHH ¢ Gonku
B CTABHTE, NANMEHTHT TPA0Ba He3a0aBHO Aa MOTHLPCH MeMLIMECKA TOMOLT H MEAHIHHCKHAT CIELHATHCT
clienBa Ja oOMHCIH cnupaHe Ha npueMa ua [actpouua Eso. SCLE, HacTeIHA chiel MPEAXOIHO NEYECHHE C
HHEXMOHTOP HA NPOTOHHATA MOMIIA, MOXKeE Ja yBeslHum pucka or SCLE npu ynotpeba Ha ApyrH
HHXMOHTOPH Ha MPOTOHHATA IOMIA,

[loMoUIHA BEILECTRA
Harpuit

Tosa nexapctBo cbabpxa no-Mauko ot 1 mmol vatpuii (23 mg) 3a TabneTka, T.e MOXE Ja CE Kaxe, 4
MPaKTHYECKH HE ChIbpa HATpHEA.

3axaposa

Tosa nekapctso chbabpka 3axapuu cdepH (3axapoza). [TanHeHTy ¢ pefikH HacAeACTBEHH IpolIeMH Ha
HETIOHOCHMOCT KbM (DPYKTO3a, TTIOKO30-TAIaKTO3HA MaTabcopOLia HIH 3aXapo30-H30OMaNTa3Ha
HEI0CTAaTHYHOCT, He TPA0Ba la PHEMAT TOBA JIEKaPCTBO.

4.5 BzaamopeiicTBHe ¢ APYTH JeKAPCTBEHH NPOAYKTH H APYrH HopMH Ha B3aHMOJE

I[IpoyupanHs 3a B3aHMoaeHCTBHATA ca IPOBEKAAHH CaMO IIPH BB3PACTHH.
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ﬂbem Ha e30MENpa3oa BEPXY QaQMaKOKHHETHKaTa Ha ApYTH JCKAPCTBEHH TIPDOAYKTH

Toit KaTo e30MeNpa3oN € eHaHTHOMED Ha OMENPA30/ € Pa3yMHO Jia Ce B3eMaT npeABuA HaOmoAaBpaHATe
B3aHMOACHCTBHS ¢ OMENpa3ojl.

IIpomeaznu unxubumopu

CeuiecTByBaT ChOOIIEHHA 32 B3aUMOAEHCTEHE Ha OMENPa30/ C HAKOH NPOTEasHA MHXHOHTOPH.
KnHMHHYHOTO 3HAYEHNE M MEXAHM3MHTE Ha TE3H HaO0JaBAHN B3aHMOIEHCTBHA He BUHATH Ca H3BECTHH.
IMoeuineroTo pH Ha cTOMaxa 110 BpeMe Ha JICYEHHETO ¢ OMENMPa30i MOXe Aa npoMeHH abcopbuuara Ha
MPOTEa3HUTE MHXUGHTOPH. JIPYTH BEIMOKHE MEXAHUIMH 33 BIAUMOACHCTBHE ca 9pes nHxubupase Ha
CYP 2C19.

Habmoznaearo € noHmXaBaHe HA IA3MEHHTE KOHLEHTPALMH HA aTa3aHaBHp H HelpHHABHP, KOTaTO ce
TIpHJIAraT 3aefHO C OMENpa3oN H eHOBPeMEHHOTO HM MIPRJIOKEHHe He ce npenopeHBa. [Ipu 3nqpasn
A0OpOBONIH IHOBPEMEHHOTO TIpHIOKEHHe HAa oMenpazon (40 mg BeHBXK IHEBHO) C aTA3AHABHD

300 mg/pruronasup 100 mg BOAM 10 CHIIECTBEHO MOHMKABAHE HA EKCNO3NIHATA HA ATA3AHABHD
(nprbmsuTenno cuc 75% ce nonmxkarat AUC, Cry H Coin). TIOBHIDaBaHETO Ha J03aTA Ha aTa3aHABHP /0
400 mg ne xomnencupa edekTa Ha OMENPasON BEPXY eKCNO3HLHATA Ha arasanasup. [Ipu 3apasu
A06pOBONIIH eAHOBPEMEHHOTO NPHIOKEHHE Ha oMenpason (20 mg eAHOKPaTHO JHEBHO) H aTasaHaBHP
400 mg/puronaenp 100 mg BOAN A0 MOHMKABAHE HA EKCMO3MLKATA HA AT43aHABHDP ¢ MpHOIU3UTENHO
30% B cpaBHEHHE C EKCNO3HIHATA CIICH eJHOKPAaTeH AHEBEH MPHEM Ha aTa3aHasup 300 mg/pHTonaBHp
100 mg, 6es npuiiarane Ha omenpazon 20 mg eNHOKPaTHO AHEBHO. EHOBPEMEHHOTO MPHIOKEHHE Ha
omenpazon (40 mg BeAHLK AHEBHO) HAMANABA CpeaHuTe cTOMHOCTH Ha AUC, Cmax i Cmin na
Henduuaeup ¢ 36-39% u peayunpa cpeanute AUC, Cmax 1 Cmin Ha $apMaxoNOrd4Ho AKTHBHHAT
merabonut M8 che 75-92%. TTopagn cxoanuTe dapMakoANHAMHYHHE eeKTH B HapMAKOKHHETHYHH
CBOMCTBA Ha OMENPAZOT H €30MENPA30, €AHORPEMEHHO NPHIOKCHAE Ha €30MENpa3ol X aTasaHaBHp He
ce IIpenoprypa, a CAHOBPEMEHHOTO MPHAOKEHHE Ha €30MeNpa3o ¥ HelHHABHP € NPOTHBONIOKAa3aHo
(8. Touku 4.3 1 4.4).

KoraTo cakeHHaBHp ce IpHAAra eIHOBPEMEHHO C PUTOHABHP, TVIA3MEHHTE KOHIEHTPAlHH HA CAKBHHABHD
ce nosuwmaeat (80-100%) npu exnoBpeMeHHO NeYerne ¢ oMenpason (40 mg BenHbxk AHeBHO). JleuenneTo
¢ omenpason 20 mg BeAHbK JHEBHO He OKa3Ba BIHAHHE BHPXY €KCIIO3HUAATA HAa JapyHABHD H
aMNpeHaBUp (KOTaTO CE NPHANAraT €XHOBPEMEHHO C PHTOHABHD).

Jleuenuero ¢ ezomenpason 20 mg BeHEX AHEBHO HE OKa3Ba BIIHAHHE BHPXY €KCIEO3HIHATA HA
AMNPEHaBHP (CbC ¥ 6e3 CHIBTCTRAILO NpUIokeHHe Ha puToHABHp). JledeHueTo ¢ oMenpason 40 mg
PEIHBXK JHEEHO HE 0KA3Ba ¢(eKT BEPXY eKCHO3HIIUATA Ha TONHHABHD (NpH ENHOBPEMEHHO JIeUeHHE C
PHTOHABHD).

Memompexcam

Tlpd eAHOBPEMEHHO IPUAMKEHNE HA METOTPEKCAT ¢ MHXUOHTOPK Ha npoTonnaTta nomna (MIIT), npu
HAKOH NAlHEHTH KOHICHTPAIlAATE Ha METOTPEKCAT ce noBHIIaBar. [Ipn npHiaraHe Ha BHCOKA 1034
METOTPEKCAT MOXKE J1a C& HaNlOXKU BPEMEHHO TIPEYCTAHOBABAHE HA JICUSHHETO ¢ €30MEIpPasoll.

Taxporumyc
Crpobmapa ce, 4e MPH eAHOBPEMEHHO IPHNCKEHHE HA €30MCNIPA30N Ce YRENHYABAT [IA3MEHHTE

KOHLEHTpAHH Ha TakpoauMyc. TpaGea a ce MpoBeAe NO-4€CTO H BHAMATEIHO POC/eASBaHe Ha
KOHLEHTPALHHTE Ha TAKPOIHMYC, KakTo H Ha Gh0pedHaTta GpyHKkius (KNMHPBHC HA KpEaTHHHHA), H IPH
HeO0XOTHMOCT A03aTA Ha TAKPOIIMMYC 1A C€ KOPHIHpA.

Jlexapcmeenu npodykmu ¢ pH-3asucuma abcopbuyus
Ilonnxenara cTOMaNIHA KHCENHHHOCT MO BPEMe Ha JIEYEHHETO C €30Menpa3on Moxke Aa
MMOHHXH abcopbunATa Ha IeKapCTBEHH NpoayKTH ¢ pH-3apHcHMa cTomammHa abcopbu
APYTH NEKApCTBEHH NMPOIYKTH, KOUTO HAMANABAT CTOMALIHATA KHCEJIHHHOCT 110 BPeM
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€30MENpa3oll MOXe Ja Ce NOBAIH a0copOIMATa Ha IeKapCTBEHHA IPOAYKTH, KOHTO CE pHeMaT
NepopanHo, KATO KETOKOHA30Jl, HTPAKOHA30 H €pIOTHHHD U 1A ce noBHMIM aGcopOLMATa HA JHTOKCHH.

I[1pH 3ApaBn MHAWBHAK MPH STHOBPEMEHHO JICHEHHE ¢ oMeNpason (20 mg IHEBHO) H JHTOKCHH
GHOHANHYHOCTTA HA JUTOKCHH ce noBrinaea ¢ 10% (no 30% npu asaMa OT BeekH €CET NalHeHTH). B
pelKH ¢clydaH ce chobmana 3a AHrOKCHHOBA TOKCHYHOCT. Bhlpekn T0Ba € Heo6X0AHMO BHHMAHHE,
KOraTo €30Menpasol ce Npujiara BsB BHCOKH [03H TIPH NALMEHTH B CTAPHECKa BE3pacT. TepaneBTHYHOTO
MOHHTOPHpaHE Ha NUMOKCHH Tpa0Ba 1a ce 3aCHAR.

Hexapcmeenu npodymu, xoumo ce Memabonuzupam ypes CYP2C19

EsoMenpason uuxubupa CYP2C19, ocHOBHUAT e3oMenpa3on Metabonu3upany #3oensum. [lopaau Tosa,
KOTaTo e30MENpa3lo ce KOMOHHHPA ¢ IeKapcTBEHH BelLIeCTBa, KOHTO ce MeTaGoymzupar ot CYP2C19,
KaTo BapdapiH, GeHHTOHH, UHTATONPAM, HIMHNPAMHH, KJIOMHIIPDAMHH, JHA3€TIaM | Jp., MUIA3MEHHTE
KOHIEHTPALHH HA Te3H JEKAPCTBEHH NPOAYKTH MOTAT fa <& MOBHMAT H MOXE JA € HAJOXKH [TOHMKABaHe
Ha posara. IIpy knonuaorpen, npeanekapcrso, KOETo ¢e MPEBpbIa IO aKTHBHHTE CH METab0MMTH Ypes
CYP2C19, nnasMeHHTe KOHUSHTPALHH Ha AKTHBHHA MeTabONHT e BE3MOXKHO 12 Ce NOHHKAT.

Bapdapun

EanoBpeMeHHOTO MpHnoxkeHne Ha 40 mg e30Menpason npH NalkenTH, NeKyeadd ¢ BaphapHH B
KJIHHHYHO H3NHTBAHE [T0Ka3Ba, Y€ BPEMETO Ha ChCHPBaHe € B pedepeHTHHTE rpaHRuy. Burpexn Tosa,
NOCTMAPKETHHIOBC Ca HAOMONABaHM HAKOAKC W3OAHPAHM CIy4aH Ha nosumeny crodinoctry Ha INR ¢
KIHHHYHO 3HA4YEHHE N0 BpeMe Ha chIbreTBaino aevenne, [lo Bpeme Ha nevenne ¢ BapdapiH HIH ADYTH
KyMapHHOBH NPOM3BONHH CE NPENOpbHEa MOHATOPHpPaHE B HAYANOTO H KPas Ha CAHOBPEMeHHA TEpaNmHs ¢
€30MEenpazo.

Kronudozpen

Pesyarathre oT npoy4deaHHs npu 31paBH J0OPOBOILHE MTOKa3BAT papMakoxHHeTHaHO (DK)/
dapmaxonunamiriro (OJ) B3aumozeiicTere Mexay knonuaorpen (300 mg HatoBapeama f03a/75 mg
AHEBHA NOAXBPXKAINA 1033) H e30Menpasod (4() mg nepopanHo AHEBHO), KOHTO BOAST AO HAMAIABAHE HA
eKCNIO3HIIHATA Ha AKTHBHHA MeTaboIMT Ha knonuaorpen cpento ¢ 40% 1 1o HaMalsBaHe Ha
MAKCHMATHOTO HHXHOHpaHe Ha (AJI® nHayuupana) TpoMGOIATHATA arperalua cpenHo ¢ 14%.

B npoyusane npu 3apaBd 106pOBOJIH, KOTATO KIOMUAOIPEN Ce NPHIAra eAHOBpEMEHHO ¢ PHKCHpaHa
Ao3oea koMOHHAIMA esoMenpason 20 mg + aleTHACATMUMIOBA KuceHHa 81 mg B cpaBHEHHE ¢
KIIOMH/IOTPET CAMOCTOATENHO ce HabmonaBa HaMalsBase Ha eKCNO3HIUATA Ha aKTHBHUA MeTabonuT Ha
knonuaorpen ¢ nourn 40%. Brnpexn ToBa, MakCHMaNHHTE HHBa Ha HHXHOHpane Ha (AP HHAyUHpaHa)
TpOMOOIMTHa arperanus Npu Te3u A0OPOBOIIHA C4 €HAKBH B IBETE IPYITH.

ITo BpeMe Ha 0OCEPBALMOHHH H KIMHHYHHA NPOYYBaHUA ca HabMI0AaRAHH MPOTHBOPEYHBY JAHHH OTHOCHO
IJIHHHYHOTO 3HavYeHHe Ha ToBa OK/PD s3anmoaeiicTere Ha e30MeNpa3on Mo OTHOLIEHHE HA 3HAYHMH
ChPAEYHO-CHA0BH chOHTHA. KaTo mpeanazna mMApka, e[HOBpeMEHHATA YIIoTpeGa Ha e30Menpasol ¢
KIOTHAorpen TpAdBa ga ce u3barsa.

Denumoun

TlpH efHoOBpeMeHHO npuoXeRne Ha 40 mg e3oMenpazon MIA3MEHHTE KOHUEHTPALMH B Kpad Ha N030BHS
HHTEPBAN Ha (CHHTOHH NPH NMALMEHTH C eNHANIENCHS ce TopHIuaBar ¢ 13 %. [Tpenopsusa ce
MOHHTCPHpaHE Ha [LTa3MEHHTE KORLICHTpALHH Ha GEeHHTOMH B HAYANOTO HIH Kpas Ha TepamHaTa ¢
€30MENpazo.

Bopuxonazon
Owmenpason (40 mg Bennbxk AHeBHO) NoBKmapa Cmax 1 AUCT Ha BOpHKOHA301 (cy6c*rpg
CBOTBETHO ¢ 15% u 41%. '
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unocmazon
Owmenpason, KaxTo 1 e3oMenpazon Jefictsar Kato nuxuGuropu ua CYP2C19. B kppcrocato npoy4Base,
clie]] NpHiIarase Ha oMenpason B 103u ot 40 mg npu 3apasu gobpoeonid Cmax 1 AUC Ha nmTocTason ce
MIOBHINABAT CHOTBETHO ¢ 18% 1 26%, H HA ¢J]HH OT HErOBHTE aKTHBHH MeTabonuTi ¢ 29% H 69%
CHOTBETHO.

uzanpud
HpH 3apaey 1o6poBoNIY NpH €JHOBPEMEHHOTO NPHIOKeHAe Ha 40 mg e3oMenpaso H LH3anpHJ, IoU(Ta
IO/l KpHBaTa Na3MeHa KoHIeHTpauus/Bpeme (AUC) Ha nu3anpry ce noeuunasa ¢ 32% u
€NHMHHALHOHHUAT DONYXHBOT (1) ce yIbaxasa ¢ 31%, HO MAKCHMATHHTE MNA3MSHH KOHI[EHTPAUMH Ha
LH3ANPHE He ¢¢ MOBHIIABAT 3HayATeNnHo. Jleko yasmkennat QTc unaTepBan, Ha6mOJABaH CIE
€aMOCTOSATENHO NIPHIOKEHHE Ha IH3ANPHI, HE C¢ YAB/DKABA AOMBIHATENHO Clie]] KoMOHHMpaHo
NIPHNOXEHHE Ha HH3ANPHI ¢ e30Menpason (Bi. ChIO TouKa 4.4).

uQzenam
EanoppemennoTo npanoxenne Ha 30 mg esoMenpason BoAH A0 mOHWkABaKe Ha KnipbHca Ha CYP2C19
cybcrpara nuazenaum ¢ 45%.

lipovuenu rexapcmeenu npodyxmu, ¢ koumo Ke ce Habnoddean: KIUKWYHO SHAYUMU E3auMO0eticIieus
Amoxcuynin u xunuoun

JlokasaHo e, ue e30METPa3i He OKa3Ba KIHHHYHO 3HAYHMH edekTH BEpPXY (apMaKoKHHETHKATA HA
aMOKCHUMIIHH WK XHHHIHH.

Hanpoxcen unu pogpexoxcut

[lo Bpeme Ha KPaTKOCPOUHH NPOYYBAHAS, OLUEHABALTH eZHOBPEMEHHOTO MPHIIOKEHHE Ha e30Menpason U
HaNpOKCEH HIH poeKoKCHO He Ce YCTAHOBABAT KIHHHYHO 3HAYHMH (papMaKOKHHETHIHH
B3aEMojelicTBHA.

QBKTH Ha OPYTH JEKAPCTBEHH NPOAYKTH BEPXY dlagumcomne'r HKaTa HA €30MENpaioyl

Jexapcmeenu npodykmu, koumo wixubupam CYP2C19 u CYP3A44
Eszomenpason ce Merabonusupa ape3 CYP2C19 u CYP3A4. [1pu egHoBpEMEHHO NIPHIOKEHHE Ha

esomeiipazon H CYP3A4 unxu6uropa xnaputpoMumiH (e 500 mg ABa NBTH AHEBHO) EKCTIO3HLAATA
(AUC) s5a e30Menpa3o ce NoBuINaBa ABa WHTH. ENnoBpeMEHHOTO TPUIIOKEHNE Ha e30MENpason 1
koMOnHHpaH uHxu6ATOp Ba CYP2C19 1 CYP 3A4 Moxe Ja foBeJe A0 NOBHINEHA eKCNO3HIHA HA
e3oMenpason noeeve or Asa rbrd. HHxubuTopeT Ha CYP2C19 1 CYP3A4 BOPHKOHA30 NOBHIIGBA
AUC Ha esoMenpazon ¢ 280%. B Te3n catyaliii He ce H3HCKBa NOCTOSHHO KOPMrUpaHe Ha 03aTa Ha
eaoMenpasod. Bee mak Npr nalMeHTH © TEXKO 4epHOAPOGHO YBpeXIaHe, KAKTO H ako ¢¢ Hanara
MPOALDKUTENHO JIEYCHHE MOXKe [1a ¢ HAIOKH KODHTHpaHe Ha J03arTa.

Jexapcmeenu npedykmuy, koumo unovyupam CYP2CI9 u CYP3A4

JlekapcTeeHH POAYKTH, 33 KOMTO € H3BeCTHO, e HHAynpaT CYP2C19 anu CYP3A4 HIH H ABaTa €H3HMA
(xaro pudaMnunuy 1 XeIT KaHTapHoH (Hypericum perforatum)), MOTarT Aa TIPEAW3BHKAT NOHIDKABAKE Ha
TINA3MEHHTE KOHLSHTPALMH Ha €30MEIPa3oi Ipe3 YCKOpABaHe Ha MeTaboIH3Ma My,

4.6 DPepruanTer, GpeMeHHOCT H KLPMEH?

bpemennoct
Heronam obem nannu 3a GpemenHu sxenu (3a u3xoga ot 300 o 1 000 cnyuas Ha GpeMEHHOCT) He
NOKa3BaT Mai¢opMaTHBHA HIIH (PETATHA/HEOHATATHA TOKCUMHOCT Ha €30MENpasoll.

penpoAYKTHBHA TOKCHUHOCT (BoK. TOYKA 5.3).
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Karo npeana3saa mapka ce npeanouwta aa ce u3barsa ynorpebara na Factpouun Eso no BpeMe Ha
HpeMeHHOCT.

Ktpmene
He e u3secTHO nanu esoMenpason/aerosnTe MeTabonnTH ce €KCKpEeTHpAT B KbpMara npu xopa. Fima

HeAoCcTaThYHA HHQOpMaLKA 33 edeKTHTE Ha e30MenpasoN NPH HOBOPOAEHW KepMaueTa. E3oMenpason He
TpAOBa Ja ce HINOM3BA MO BPEME Ha KbPMEHE.

DepTHIHTET
TpH npoyyBaHuATa BBPXY JKHBOTHH C PALIEMHYHATA CMEC OMENPasol NPHoKeHa MEPOPATTHO He ce
HabmosaBaT edyekTH N0 OTHOLEHHE HA PEPTHIHTETA.

4.7 EdexTn Bupxy cnocobuoctra 32 modupane n paora ¢ Mamuun

Esomenpason 0kassa He3HaIHTENHO BAHAHME BbPXY ciocoSHOCTTa 3a modHpane WA paboTa ¢ MalIHHH.
Hexenany neKapcTBEHH peakIiH, KaTo 3aMaiiBane H 3aMbITIEHO 3PEHHE ¢a HEYECTH (BXK. Touka 4.8).
[augenTnTe He TpabBa Aa modHpaT WK H3NOA3BAT MALIMHH, KO CA 3ACETHATH.

4.8 Hexenann JeKapCTBEHH peaKnHH

Pesiome Ha npoduna Ha Gezonacnoct

I'nasoBonue, Gonku B 06nacTTa Ha KOpeMa, AHAPHA H rafieHe Ca CPE/l HEKEAHATE JIEKAPCTBEHH PEAKIIHH,
33 KOHTO ce cho0mana Hali-4ecTo B KITHHHYHH H3NHTBAHMSA (4 CHIUO H OT NOCTMAPKETHHIOBUA TIEPHOA).
OcBeH T0Ba, MPOQHIET Ha BE30NACHOCT € MoK06eH NpH PA3TMIHHM JIEKAPCTBEHH GOPMH, HEIHKAIIAH 34
AcYCHHE, RB3PACTOBH I'PYIH M NONYyNaluH nanneATH. He ca HaOMioAapaHN HekeNaHH peakiHH, CRbP3aHy
¢ Jo3ara.

TabnrveH cnuchk HA HEXCNAHHTE JAEKApPCTBEHH PEaKIIH

Crnenuure Hexenany NEKAPCTBEHH PeaKlMy ca HACHTH(GULMPAHH UK OACIUPAHH B KITHHHIHHTE
H3MHTBAHUA HA €30MENPAsoll M B MOCTMApKeTHHIOBUA nepuoi. PeakunnTte ca knacuuuupanu cnopes
MedDRA uecroraTa (MHoro dects > 1/10; yectn > 1/100 go <1/10; newects > 1/1 000 zo <1/100; peaxn
= 1/10 000 no <1/1 000; Muoro peaxu <1/10 000; ¢ HeusBecTHA 4ecTOTA (OT HAJTAYHHTE JAHHH HE MOYKE
Ia 6b1e HanpaBeHa OLEHKA).

CacTeMO-0praHBE K1acoBe YecToTa Hexce1aHH JeKapCTBEHH PeaKdH
HapymmeHnus na kpeBTa H Peaku Jlepkonerua, TpoMOOLIITONEHHA
nuMpraTa cHcTeMa MHoro peaxu ArpaHynonsTo3a, NaHUHTONECHHASL
Hapymenus Ha umMyHHaTa Peaku Peakuus Ha CBPBXYYBCTBHTEIHOCT,
CHCTEMA Halp. Tpecka, aHrHoeeM H
aHa(HIAKTHYHA peakiH/1IoK

Hapywenns va Metabonusma | Hewectn TTepudepeH 0Tox
XpaHeHeTo Penxn XHIIOHATPHEMEA

C HeuszBecTHa uecTOTa XunoMaraesueMHs; TeKKaTa

XUTIOMarHesHeMHua Moxe Ja
KOpeJIHpa ¢ XHIOKAIIHEMHA,

XHnoMarHesueMHATa MOKE Cb
JIOBEIE JIO XHIOKAHEMHS =~ o o] N

HenxuyHi HapymeHus Heuectn BescHue A ey
Penxn Bn3byna, OﬁPKMOWfWh T
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MHoro pesku Arpecri, XamOLUHHAIHH
Hapywenns Ha HepBRaTa Yectn TU'napobonue
CHCTEMA Hevectn JaMaaHOCT, NapecTe3u,
COMHOJICHTHOCT
Penkn BkycoBu HapymeHus
Hapywenns Ha ounte Peku 3aMBrieno BIKIaHe
Hapywenns Ha yxoTo H Heuectn Bepraro
JnabHpHHTA
PeciuparopHH, rpbIHy H Peaxn Bponxocnmasem
MEIHACTHHANIHH HapyLIEHHA
CroMamHo-4peBHH Hapymenna | Yectu Bonka B o0GnacTra Ha KopeMa,
KOHCTHHALHAL, Auapus, PnaTyieHnns,
rajfieHe/noBpbiNane, MOMUIH Ha
AbHOTO (yHAYyCa) HA cTOMaxa
{no6pokadecTBeHN)
Heuectu Cyxora B ycTata
Peaku CroMaThT, ¢TOMAITHO-YpeBHA

KaHIHuao3a

C Hen3BECTHA 9ECTOTA

MHxpocKonHYeH KOMHT

XenaroOunHapHH HApyLIEHHs

Heuectn

TopHinenn CTORHOCTH H&
YepHOAPOOHHTE SH3NMEH

Penxun Xenatut cpe HIH Ge3 xpaTeHAIIA
MBHoro peaxu YepHonpobHa HEAOCTATBYHOCT,
eeHLetdanonaTis Npy NaHeHTH ¢
aHaMHe3a 33 NPEANIIHD
YepHoApodHO 3aboniBane
Hapymmenns Ha koxata u Hevecta HepMarut, npypHTyc, 06pus,
MNOAKOKHATE THKAH YpTHKApHA
Penxw Anonenns, GOTOMYBCTBHTENHOCT
MHoro peaxn Epnrema myntadopme, cHHAPOM Ha
CrupbHc-/[MOHCBH, TOKCHYHR
enujepMansa Hekpoansa (TEN)
C HensBecTHa YecToTa CybakyTeH KOXeH Aynmyc
eputeMaTogec (Bx. Touka 4.4)
Hapymeunna Ha MyckyiHo- Penxn Aprpanrua, MEaNTHA
CKeNeTHaTa CHCTeMa | MHOro peAKH MycKy/Ha c1abocT
CBhEAUHHTEJIHATA ThKaH
Hapywenua Ha 6s6penuTe n M=roro penxu HnrTepcTunmanen HedpuT
MHKOYHHTE MBTHINA
Hapymeuwns na Muoro peaxn I'HBexoMacTHa
BB3NPOH3BOAHTEIIHATA CHCTEMA
H I'bpfiaTa
O6wH HapynieHus H ediexTH Ha | Peaxu HepasnonoxeHue, MOBHLICHO TIOTEHE

MACTOTO Ha NPHNIOKEHHE

CpobinaBane Ha HONO3MpAHH HEXKENAHU peaKiin

CrobiiaaneTo Ha MOKO3UPaHH HEXENAHH PEAKLHH CIE]| PaspeilaBaHe 3a yNoTpeba Ha NeKapCTBeHHs
IPOAYKT € BakHO. ToBa no3BonABa Aa MPOAbDKH HaOMONCHHETO Ha ChOTHOMERNETO NON3a/PHCK 3a

JCKAPCTBEHUA MPOAYKT. OT MENMIHHCKHTE CMELHANNCTH ce H3HCKBA Ja ChoOImMaBaT BCAKa Il
HEXe/laHa peakuud ype3s UsmbnHuTeIHa areHIHA o NekapeTBaTa, viI. ,, Jamsan ['pyes” Ne §;

Ten.: 02 8903417, yebealiT: www.bda.bg.
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4.9 Ilpepozapane

Ho TO3H MOMEHT OTIHTBT ¢ IIPEAIHAMEPEHO MPEAO3UpaKe e MHOro orpanuyeH. [Tpu npegosupase c 280 mg
¢a OIHCAHH CTOMAINHO-YPEBHE CHMNTOMH H cnaboct. Cnen mpunarane na eAMHHYHHA A03H 80 myg
e3oMernpa3on He ce Habmogasa noapa Ha ocoGeHn ¢OuTHA. He ¢ H3BecTeH cneunduyeH aHTHAOT.
EsoMenpason ce CBap3Ba ¢ IIA3MEHHTE IPOTEHHH W IOPAJH TOBA He ce OTCTPaHABA JIECHO Ype3 AHATH3A,
Jleyenuneto Tpa6Ba fa GbAE CHMITOMATHIHO H AA C& NpUAaraT o6y NoaIbpKaIH MEpPKH.

5. ®APMAKOJIOTHYHH CBOHCTBA
5.1 dapmaxoaaAAMEYHN CBOHCTBA

PapmMaxoTepanesTHyHa rpyna: JlekapcTea 3a neuenue Ha NENTHYHA A3Ba H racrpoeszodareanta
pednykcra Gonecrt (TEPB), nuxuburtopy Ha npoToHHaTa nomna, ATC kox: A02BCO05

EsoMenpazon e S-n3oMep Ha OMenpasoN H HAMAJIABa CTOMAIIHATA KHCENMHAA CEKpeLUs Ypes
CnenH(pHIeH TAPTETEH MEXAHU3BM Ha aelicteHe. Tol e cnennduden HHXHOKTOP HA KACENHHHATA IOMTIA
B TIapHeTannaTa knerka. R- v S-H3oMepuTe Ha oMenipazon HMar noaobHo gapMakoJHHaMHYHO JeHCTRHE.

Mexann3bM Ha JelicTBue
Esomenpason e cnaba ocHOBA H ce KOHUEHTPHPA H IPEBPBINA B aKTHBHA (JOPMa B CHITHO KHCENaTa cpeia

Ha CEKPETOPHHTE KaHAI4EeTA Ha APHETANHATA KNeTKa, KhieTo HHXHOupa ensuma H'K'-ATd-asa
(KlﬂlCﬁJ’ll/lHH&T& IIOMH&) H MOTHCKA KaKTQ Gasanﬂa'ra, TaKa H CTHMYIHpaHATA KHCEJTHHHA CCKPCLIHA.

DapmakonHHaMHIHH edeKTH

Havano ua edexra ce HaGmozaBa enun 1ac ciex mepopanes npueM Ha 20 mg u 40 mg esoMenpazon.
Cren MHOrOKpaTHO NpHIOKeHHe Ha 20 mg e30Menpason BEAHLX AHEBHO B IPOXBIDKCHHEE Ha IIET IHH
Cpe/HaTa MAKCHMAITHA KHCEIHHHA NPOAYKIHA Ce/] CTHMY/IMpaHe ¢ ISHTAraCTPHH Ce NoHHkaBa ¢ 90% Ha
TIETHA JI€H, IPH H3MepBaHe 6-7 Yaca cieql Mpuema.

Cren mepopanno npunoxenue #a 20 mg u 40 mg e30Menpason B NPOXBIKEHHE HA NET JHH MPH
nauuentd ¢ ['EPB croMamno pH Han 4 ce aoctura 3a cpeano speme ot 13 ¥ ceoTBeTHO 17 Haca, u ce
MOAABPIkA B HPOABIKEHHE Ha 24 yaca. Cnen npunarade Ha 20 mg €30Mepazoil NPONeHTHT NaHEHTH,
noaabpxany cromaindoto pH Haa 4 B mpogbmkenue Ha Hali-Manko 8, 12 1 16 taca e croTBeTHO 76%,
54% n 24%. CpoTBETHHYE NPOLUEHTH 3a e3oMenpason 40 mg ca 97%, 92% u 56%.

Hoxasana e Bpb3ka Mexay HHXHOHpaHETO Ha CTOMAIIHATA CEKPEHS H CKCTIO3HLHATA IPH H3MON3BaHE Ha
AUC karo cyporaTeH napamMeTsp 3a NNIa3MEHATA KOHIICHTPALHS.

Ilo BpeMe Ha JieucHHE C aHTHCEKPETOPHH NIEKAPCTBEHA NIPOAYKTH FACTPHHA B CEPyMa Ce IIOBHIHABA B
OTrOBOP HA MOHHXEHATA KMCENIHHHA CeKpenHd. B pesyntar Ha HamaneHaTa CTOMAlHA KHCEJIMHHOCT Ce
noeuiasa ¥ HABOTO Ha CgA. TloBumeHoTo HEBO Ha CgA MOXe Jja NOBNHAE HAa H3CTENABaHHUATA 32
HEBPOEHJICKPHHHH TYMODH.

Hanuunure nybnakysali naHHU NMOKa3BaT, Y€ MPHNAraHeTo Ha HHXMGHTOPH HA IPOTOHHATA MOMIIA
TpAGBa na ce NpeycTaHOBH MeXIY 5 IHH M 2 Ce;MHLH Nipean u3MeppaHe Ha CgA. Tosa ce mpasw ¢ uen
HHBaTa Ha CgA, KOHTO MOTaT Aa ¢a IbAJIHBO NoBHIEHH cief dedenne ¢ I, ma ce Bb3cTaHOBAT 10
pedepeHTHHTE CH rpaHALM.

ITpH HAKOH MALHEHTH chel IPOARDKATETHO JIEYCHHE ¢ €30MENpa3ol ce HabI0AaBa oBHIIEH
KIIETKH, BEPOATHO CBBP3aH C MOBHINEHHTE CEPYMHH CTOHHOCTH HA FaCTPHH. 7S

HamaneHara cToMalIHa KHCeTHHHOCT B pE3y/ITaT Ha pasiavHHA (QaKTopH, Bmmqmnnq,»fn@gﬁg

[N il
L, =N

MPOTOHHATA NOMIIA, OBKINABA CTOMAUIHOTO MAKPOOHO IHCI0 Ha GAKTEPHHTE, HOPMajiHG:

9
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CTOMRIIHO-UPEBHUA TPAKT. JieueHHETO ¢ MPOTOHHH HHXUOMTOPH MOXE Jia IOBELE A0 CNabo NOBHINABAHE
Ha pHCKa OT CTOMAIHO-YpeBHH HAQeKIHH, npudHHeHn oT Salmonella v Campylobacter, a ipu
xocnuTamusrpann 6onuu u ot Clostridium difficile.

Knuuwina euracaoct

Hloxasauo e, e esomenpazon 20 mg poay A0 eeKTHBAO HINEKYBAHE HA HECTH CTOMALIHH KHCEITHHH TIPH
NauMeHTH, DOJIyYapaly ¢Ha N03a 3a 24 yaca B NpoJbokeHHe Ha 2 ceAMUUH. B JBe MHOTOIIEHTPOBH,
PaHAOMH3HPaHH, ABOHHO-CIIENH, Miale(0 KOHTPONHPaHU OCHOBHU MpOy4Banus 234 NayveHTH ¢
aHaMHE3a 33 HECTH CTOMAIIHH KHCETHHE TOHACTOALIEM, ca NeKyBanH ¢ 20 mg e3oMenpazon
MpOABDKEHHE Ha 4 ceaMutii. CHMNTOMHETE, CBEP3aHH ¢ KHCENHHER pedyke (K&To KHCETHHH H
KHCENIMHRA PETYPrHTalns) €& OLEHEHH PETPOCNIEKTHRHO 3a 24 yacop nepHox. M B ApeTe npoyusanms oo
OTHOLICHHE Ha MbpPBHYHATA KpakiHa nen (reaHo ofnekyaBaHe HA KHCEIMHATE B CTOMAaxa, Ae(HHHPAaHO
KaTo JIHMCA HA €NH304H Ha MOBHIIEHA KHCETHHHOCT ipe3 MOCNeAHUTE 7 AHW Npean NOCAesHaTa BIH3HNTa
(33,9% - 41,6% cpemy rmuranebo 11,9% - 13,7%, (p <0,001). BropuuHara kpaiila nie/ 3a HAITBIIHO
obiexyaBane Ha KHCENHHHA B CTOMAXa, neMHUPAHO KATO JIHICA HA KHCEMHHH B CTOMaxa, OTOens3aHo B
AHEBHUKA HA NALNEHTa B NPOARDKCHAE Ha 7 MOCAENOBATENHY HH, € CTATHCTHYECKH 3HAYHMO Npe3 ABETe
ceamui - ceamnana 1 (10,0% - 15,2% cnpamo maaneGo 0,9% - 2,4%, p = 0,014, p <0,001) u ceqmuna 2
(25,2% - 35,7% cnpamo mnane6o 3,4% - 9,0%, p <0,001).

Hpyry BTOPHYHH KpaHHH LEH ca B IOZKPENa Ha MbPBHYHATE, BKTIOUHTENHO o6NexdaBane Ha
KHCEJIHHATE Ha CEAMHLA 1 H ceaMMIA 2; MPOLEHT OT 24 Yaca Ha JieH 6e3 KHCeNHHH B CTOMAXa Ha CEIMHIA
1 H ceAMuNA 2; cpeaHO M3pa3eHa TEXeCT Ha KHCEIMHUTE B CTOMaXa Ha ceIMHIa 1 1 2 cenmuia, u
BPEMETO OT HaJanoTo o TPaHOTO OT3IBYHABAHE HA KHCENHHHUTE 33 24-9acOB NEPHOJ U npe3 HOIITA B
cpaseHue ¢ nnaneo. [pubmusurento 78% o1 naunentuTe Ha Jeuenne ¢ 20 mg e3oMenpason
chobwmiasar 3a mbpeo o6NnexdaBaHe HA KUCEIMHUTE B CTOMAXA TIPE3 ITHPBATA CEAMHILA OT TEYCHHETO B
cpaBHEHRE ¢ 52-58% npu nnane6o. Bpemero 3a Tpaiino 0T3ByuaBaHe Ha KHCEAHHHTE B CTOMAXa,
OnpeJICNeH0 KaTo 7 MOCAEAOBATENHN JHH O3 KHCENHHH, OTGNA32HO 32 MHPBH LT € 3HAYHTENHO [0~
KpaTko B rpynarta Ha esomenpason 20 mg (39,7% - 48,7% o1 14-Tus AeH 8 cpasuenue ¢ naauebo 11,0% -
20,2%). CpesiHOTO BpeMe 10 MspEOTO obeKYaBaHe HA HOILHKTE KHCENHHH e | Ien, KoeTo e
CTaTHCTHYECKM 3HAYHMO B CpaBHEHHE ¢ ru1anedo pd eano npoyuBane (p = 0,048) 1 ce nobmpkaea no
3HAYKMOCT B ApYTO (p = 0,069). TipH okono 80% OT HOHTE He ce HabMOAaBa MOSBA HA KHCENHHK Npe3
BCHYKH NEpHOIN OT BpeMe H npH 90% o1 HomuTe He ce HAOmoJaBa MoABA Ha KHCESITMHHE OT CEIMHUA 2 Ha
BCAKO KINHHAYMHO H3NHTBAHE, B CpaBHeHHe ¢ 72,4% - 78,3% npu mnauebo. Ouenkara Ha W3neAORATENHTE
3a OT3BYYaBaHe Ha KMCETHHUTE B CTOMaxa € B CHOTBETCTBHE C OLIEHKATA HA YYaCTHHIHTE H ITOKA3Ba
CTATHCTHYECKH 3HAYHMH PAa3/IHKH MEXy e3oMmenpason (34,7% - 41,8%) B cpasHenHre ¢ nnavebo (8,0% -
11,4%). ITo rpeme Ha oneHKaTa Ha ceaMHNZ 2 H3CAEZOBATEIHTE YCTaHOBABAT, Y& €30MeIpaszon ¢
3HaYHTETHO NO-¢YEeKTUBEH OT Mnanelo 3a OT3BywaBaHe HA KACEAMHHATA peryprutauus (58,5% - 63,6% B
cpaBHeHHe ¢ Iaie6o 28,3% - 37,4%).

Cnen ouenka Ha uanocTHoTo Neuenue (OLJI) Ha nanpenTHTe, npoBeaeHa npes ceamuua 2, 78,0 - 80,7%
OT HaUMENTHTE, IpHeManH e3oMenpason 20 mg, B cpaBHeHHe ¢ 72,4 - 78,3%, npremany nnauebo,
CboG1NaBaT, Y€ CBCTOAHHETO HM Ce Nono6paBa. [To-ronamMara JacT OT TAX KNacH(HIHPAT 3HAYEHHETO Ha
TasH TIPOMAHA, KaTO BAXKHO A0 H3KITIOYHTESIHO BAXKHO 33 H3ThJIHSHHETO Ha ekeHeBHUTe nefivocTi (79-
86% na cenmana 2).

5.2. ®DapMaKOKHAHETMYHA CBOHCTBA

AbBcopbuua
Ezomenpason e na6unen B xicena cpeaa o NOpany ToBa ¢e MpHIara NEPOPATHO BbB BH/ HA CTOM
YCTOHYHBH rpasynu. In vivo npeBpbmaneTo B R-usomep € HeapaunTenno. AGcopbuusra Ha
¢ Obp2a, KaTo MaKCHMAHITE IJIa3MEHHA KOHLIeHTpaurH ce Habmoaasar npnﬁnﬂsn'renno
nprema. AGcomOTHATA GHOHANTHYHOCT € 64% ciiei IpHNATaHe HA €IHOKPATHA J03a OT
nosuinasa 10 89% ciex MAOTOKPaTHO NPHIOKEHHE BeANbkK AHeBHO. CMen npuiarane
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€30MENpazo) ChOTBETHHTE CTOHROCTH ca pectiekTHBHO 50% u 68%. [IpremMsT Ha Xpana 3abaes u
HaMalABa a0copOLMATa Ha e30Menpasoll, BLIPEKH Ye TOBA HE 0KA3Ba 3HAYMMO BIHAHKE Ha edekTa HA
€30MEeNpa3on BEPXY CTOMAIHATA KACETHHHOCT.

Pasnpenenenne
[paBuanEsT 06eM Ha pasnpeaenenHe B PABHOBECHO CHCTOAHHAE NPH 3PABH JHIA € TPHONTHIHTEHO
0,22 Vkg. EsoMenpason ce cBbp3Ba C IIA3MEHHTE IPOTEHHH B 97%.

Buo OpPMaIHA

EsoMenpazon ce MeraGoNisupa RalbIHO OT CHCTEMATA HA turoxpom P450 (CYP). OcHoBHara 4act 0T
MeTabonnsMa Ha e3oMenpason 3aBucH o1 nonumopduus CYP2C19 usoensam, OTTOBOpeH 3a
00pa3syBaHeTo Ha XMJPOKCH- H Je3MeTHIMeTabOMMTHTE Ha e3oMenpasol. OCTAHANATA YACT 3aBHCH OT
Apyra cneundrina uzodopma - CYP3A4, otroBopHa 3a 06pasyBaneTo Ha e30Menpa3on cyadoH,
OCHOBHHAT METa0OINT & (Na3MaTa,

EnnMuHEpaHe
Iloka3satenure no-nony oTpasAear npeaEMHo dapMakOKHHETHKATA Ha NALA ¢ PpyrkuHonnpawy CYP2C19
€H3MM, EKCTEH3HBHR MeTabonus3aTopH.

TotamHmsr nnasMer kmpsHC e okono 17 Lh cnen exHokpatha Kosa  okoiao 9 1/h cien MHorokpatHo
npuioxkeHne. Cliel MHOTOKPATHO [IPHIAraHe BeANBkK JHEBHO [IA3MEHHST eIHMHHALMOHEH TIONYXHBOT €
oxono 1,3 u. Ezomenpason ce enuMHHAPa HATHIHO OT MJ1a3MaTa MeKAY IPHEMHTE, Ge3 TeRAEHIMA 3a
KyMYTHpaHe NpH eAHOKPAaTHO JHEBHO NpuaokeHHe. OCHOBHUTE MeTa0OIHTH Ha €30Menpazoll HAMAT
e(eKT BBpXy ceKpenuaTa Ha cToMallHa kucenrHa. [lourd 80% oT mepopaiHo npHioxKeHATa 1033 Ha
€30MENPasol ¢¢ eKCKPeTHPa KaTo MeTaboTHTH B YPHHATA, & OcTananara upes Pexanuure. [lo-manko ot
1% oT TbpROHAYANHOTO JIEKAPCTBEHO BELIECTBO CE OTKPHBA B YPHHATA.

JIuneHHOCT/ HeNHUHEHHOCT

DapMaKOKKEETHKATA Ha €30MENIPa3ol € H3c/eBana B 4034 1o 40 mg ABa sTH AHerHO. [Ipu
MHOTOKPATHO MPHJIATaHe HA €30MENPa3oN AHOKPATHO AHEBHO IUIOIITA O] KPUBATA T/a3MeHa
KOHUEHTPAUHsA/BpeMe ce yBeiniapa, ToBa yReHUEHHE € A03a-3aBUCHMO H CJie/l MHOTOKPATHO MpHIIAraHe
BOAH IO NMO-CHIHO MPONOPUHOHANHO Ha A03ata Noenuiasase Ha AUC. 3aBHcHMOCTTA OT BpeMeTO H
J03aTa C€ ABIKAT HA MOHHMKEHH MeTabONH3LM IIPH MEPBC NPEMHHABAHE H CHCTEMEH KJIHPBHC, BEPOATHO
NpUYMHEHH 0T HHXHOHpaHeTo Ha u3oen3uMa CYP2C19 or esomenpason H/AIH HeroBus cyndoHos
MeTabonHT.

CrneuManHd noNyJallHK NauHeHTH

Crabu memaboruzamopu

[Tpubansarenno npu 2,9+1,5% or nonynanusta Auncea Pysxuvonspan CYP2C19 exsum u Te ca
HapedeHH cnabu MeTaGonn3aTopH. [IpH Te3H HHAMBAIM METAGONH3MET Ha €30MENPAa3cil BEPOATHO c&
KaTanusupa npeanMuo ot CYP3A4. Caen MHOrOKpaTHO npiiaraHe Ha 40 mg e30Menpason BEIHbkK
AHCBHO Cpe/iHaTa ILIoL oA KpHBATa IU1a3sMeHa KOHLeHTpauus/BpeMe e npubmsurenno 100% no-sxcoka
npH ciabuTe MeTabomu3aTOpH, OTKONKOTO Npy NHNaTa ¢ PpyHkuHonHpaw CYP2C19 eH3nM (eKCTEHIHBHH
Merabonusatoph). CpeHATE MAKCHMATHH TITA3MEHH KOHIEHTPALMH Ce IOBAINABAT ¢ OKoMo 60%.

Tesn HaXoNKK HAMAT OTHOMIEHHE KbM JO3MPAHETO Ha €30METIPA3OIN.

Hona
Cnen ennoxparHo npunarane Ha 40 mg esoMenpason cpefHaTa Mo Moj| KPHBATa Ma3MEHE,_

HAMAT OTHOLICHHE KBM AO3HPAHETO HA €30Menpasol.

"
2021-11 MAH transfer




Hepnoopebuo yepexcoane

MerabonusmeT Ha e3oMenpason npn GOAHH C NleKo KO YMEPEHO HAPYIIEHa BYHKUMS Ha YEPHHS Apob
Moxe Jia Obze Hapymen. TIpu NAUKEHTH C TEXKO YBpeZieHa 9epHOAPOGHa (PyHKIASA CTENCHTa Ha
MeTaboNH3Hpane ¢ HaMaNeHa, KOSTO BOAH 10 YABOSBAHE Ha TUIOUITA N0/ KPHBATA M1a3MEHa
KOHIEHTpauus/BpemMe Ha e3oMenpasoi. [Topaju TOBa NpH NAUHEHTH ¢ TeAKa ARCYHKINA He TpAbBa 12
ce NpeBHiNaBa MaKCHMaIRaTa 103a ot 20 mg. Ezomenpazon d riaBHATe My MeTaGoIHTH He MOKa3BaT
TCHACHIMA 338 KYMY/IHPaHe NIpH IpHeMaHe BeINEXK QHEBHO.

Bvbpeyno yepedsicdane
He ca nposexaann npoyupaHua pu NaLKeHTH ¢ MoHmKeHa 6u0peuna gyrxuma. Tril kaTo MeTaGonuraTe

Ha €30Menpasol ce eKCKpeTHpar Npes SuOpelHTe, HO HE H H3XOZHOTO CHEIHHEHHE, IPH NAUMEHTH C
Hapymena 6b6peuna diynkns He ce o4akBaT NpoMeny B MeTaGoNH3Ma Ha €30MENPasol.

Llayuenmu e cmapyecka ev3pacm (ka ew3pacm >63 200unu)

Hpu nauuenTy B crapyecka pu3pact (71-80 roguan) METaGoNHIMBT Ha S30MENPa3ol HE CE MPOMEHS
3HA4HMO.

5.3. IpeaxnnnauqBR AaAuA 3a GesonacHoer

Hexnuuuunure naHan He nokassat ocofieH puck 3a Xopa Ha 633ata Ha KOHBeHHHOBATHITEe
(papmakonornusm npoyuBans 3a Ge30nacHOCT, TOKCHYHOCT NP MHOTOKPATHO npHIIaraHe,
TFEHOTOKCHYHOCT, KapUHHOTCHEH MOTCHIHAN, PEeNPOAYKTHBHA TOKCHYHOCT ¥ TOKCHYHOCT 32 Pa3BHTHETO.
HexenanuTe peakumun, kouTo He ce HabmOAaBaT NMPH KIMHWYHATE NPOYYBaHHA, HO ce HabmonaBar npu
XHBOTHH 1IDH HHBA H& EKCITOZHUMA, TOA00UH Ha HUBATA HA KANAWYHA SKCTIOMHINA # € Bb3IMOXKHEC 1a HMaT
3HaueHHe 3a KTHHHYHATa yNoTpeba, ca kakTo cieABa: [1pu npoy4BaHus 3a KAHIEPOTEHHOCT BBPXY
TUTBXOBE ¢ PallEMHYHATA CMeC Ce HabmoNaRa XAnepiazns na croMmainaATe ECL etk 1 xkapuvHouzn.
Tesu cTomaAy edieKTH NpH MUIbXOBE Ca B PE3YITTAT Ha HPONb/DKHTENHATA H3PA3CHA XHIEPTacTPHHEMHS,
BTOPHYHO HA TOHWKEHATA CeKpenns HA CTOMAIHA KNCENHHA B Ca HabMoNaBaHy IPH ILTHXOBE CNelt
NPOABIKHTENHO JIEYeHHE ¢ HHXHOHTOPH Ha CTOMAIIHATA CEKPELHS.

6. DAPMAUEBTUYHH JAHHU
6.1. CnEC:K HA NOMOIMBATE BELIECTBA

ITenemu:

Crnonumep Ha MeTakpHIIOBa KucennHa-eTanakpunar (1:1)
Tanx

TpreTHnoB UMTPAT

Xunpomenosa

3axapuu ciepn (3axapo3a, apeBHYHO HHIECTE)
Marnesnes cTeapat

XHAPOKCHIPOITHIUENYN03a

Inuuneponos MonocTeapar 40-55

Iomicopbar 80

Hdpo na mabremrama:
Henyno3a, MUKPOKpHCTANHA
[Topnaor

Maxkporon 6000
Kpocnoeugor

Harpues creapun ¢ymapar
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2021-11 MAH transfer




IToxpumue na mabnemramay:
Xunpomenosza

Turanos guoxcun (E171)
Maxporon (PEG 400)

Yepsren xenezed okcua (E172)
Kbat xenesen oxcug (E172)
6.2. HecsBMecTEMOCTH
HenpunoxaMo

6.3. Cpok Ha roamoct

2 roguHH

6.4. Cpoenuains ycloBRA AR ChXpaBCHEAE
Ja ce cexpauasa non 30°C.

6.5. BEj H chALPXKAHAE HA ONAKOBKATA

Bmucrepu or OPA/anymunnii/PVC- anymunuepo gonuo
Bujose onakoekH: 7 H 14 cToMamHo-yCcTOHYHBY TabneTky.

He Benyku Bu0BE OnMakoBKu MoraT Aa GbaT MyCHATH Ha Masapa.
6.6. CnenBanHE NpeATAIHH MEPKA NPH HIXBLPALHE A paboTa

HsaMa ciennanHy H3HCKBEAHWA

7 IIPHTEJKATEJ] HA PASPEILIEHHETO 3A YIIOTPEBA
Teva B.V.

Swensweg 5

2031 GA Haarlem

Huzpepnauaus

8, HOMEP HA PA3PEIIEHHETO 3A YIIOTPEBA

Per. Ne 20150126

9. JIATA HA TBPBO PA3PEIIABAHE/TIOJHOBSABAHE HA PAIPEHIEHHETO 3A
YHOOTPEBA

Jarta Ha mepBo pazpemasane: 21.04.2015 r.

10. JATA HA AKTYAJNHIHPAHE HA TEKCTA
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