KPATKA XAPAKTEPHCTHKA HA MPOLYKTA



1. HUME HA JJEKAPCTBEHHS INPOAYKT

Hexkconpan 20 mg CTOMAIUHO-YCTOHYHUBH TaOlleTkH
Nexopral 20 mg pastro-resistant tablets

2. KAYECTBEH H KOJIHYECTBEH CBCTAB

Beska cromammo-yeroiiuusa Tabnetka ceaBpxka 20 mg esomenpason (esomeprazole), kato
MarHe3ueB JMXHIpaT.

[Tomowno Remectso ¢ M3BeCTHO NelicTaue: 3axapoaa.

3a NBAHKA COHCERK Ha MOMOUIHHTE BELIECTBA BMIKTE TOUYKA 6.1,

3. JEKAPCTBEHA ®OPMA

CromaiHo-ycroityisa Tabrerica
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Br3pacrun

Kparxotpaiito neueune Ha cumnromu na pedayke (mapene i kHcemMHNa PETypryranus).

42 lo3uposka n naumm Ha HPHJIOKEHHE

gomgosxa

INpenopruanara noza e 20 mg ezoMenpason (eaua TabmeTka) aneBHO.

Moxce aa e HeoGxoqumo fa ce pHEMA M0 eaHa TabieTka B 2-3 mocaenoBaTelHl AHM 10 JOCTHTaHe
nogobpsarane Ha cuMirToMuTe. TPOXBIKUTETHOCTTA Ha fleueHHeTo ¢ 1o 2 ceamui. Crejy karo ce
AOCTHrHE NMONOGPEHUE HA CHMIITOMHTE, JIEYEHHETO ClelBa 1a e NPEyCTAHORH.

AKO CHMITTOMHTE He Ce TIOHOGPAT B PAMKHTE Ha 2 ceIMMIIM, IAUMEHTDT CEARA 13 CE KOHCYNTHpPa
¢ ekap.

Cnetannu notynaruu

Hayuenmu c yepedena 6v6peuna yuxyus

He ce nanara xopurupane Ha gozata [Py NalwenTy ¢ yepeaeHa 6ubpeuna dyukuusa. [opagm
OTpaHHYCH#tS ONHT MPH IAUMCHTH ¢ TexKa Gb6peuna HCAOCTaTLYHOCT, TaAKMBA BOTHH TpaGea Aa ce
JIEKYBAT BHHMATEIIHO {BXK. TOuKa 5.2).

Hayuenmu ¢ yepedena 4epHOOPOOHA Gynkyus

He ce nanara kopurupane Ha gozara 1pH NALHCHTH C JIEKO /10 YMEPEHO YepHOAPOGHO yBpexkaaHe.
Ilpu maumerT ¢ Texko 4EPHOAPOGHO YRpexkiane € HeoGxoauMa KOHCYITaLMA € IeKap npejiu
PHEMAHE Ha e30MENpaso (K. TOUKHA 4.4 u 5.2),

Hayuenmu ¢ cmapuecka ev3pacm {nao 65 2oduny)
He e neobxonumo kopurupane na nozara ITPH MAIMCHTH B CTApPHECKa BH3PACT.

Heduampuuna nonynayus




¥Ynorpe6ara va Hekconpan npu nauuenTs oA 18 roaunm 3a noxasanue , Kpatkorpaiino neuenue
Ha CUMIITOMM Ha pediyke (NapeHe H KHCETHHHA peryprurauus)® He e noaxonsiua.

Hauuu Ha npuioxerue

Tabnetxure Tpsa6Ba 1a ce HOrTBINET LEITH, C NONOBHH Yama eoda. TabnerkuTe ne TpxOBa aa ce
AbBYAT WIH Pa3TpPOIIABAT.

Karo anteprarusa (3a naumenTy cue J4TPYAHCHO MpPErNTbIaHe) TableTKuTe MoXe fa ce pasTeopAT
B MIO/I0BHH Halua Herasupana sofa. He Tps6ea fia ce Hamonzpar ApPYTH TEYHOCTH, THH KATO MOsKE
A4 Ce pa3TBOPH CTOMAINHO-YCTORYHBOTO NOKpHTHE. Jla ce pa3bbpkBa BHUMATENHO, [OKATO
TablleTKaTa e pasnaiHe M TEYHOCTTA C MeNeTHTe [1a ce HamHe BEJlHara WM B paMKuTe Ha 30
MHHYTH. Yalrara TpaGBa na ce uannakue 10 MONOBHHATA ¢ BOJA M CHABDKAHHETO [1a CE€ H3NMHeE,
Ienerure e TpsGBa aa ce ALBYAT WM cMauKBAT.

4.3 Ilporusonokazamns

CBpPEXTYBCTBHTENIHOCT KbM aKTHBHOTO BELIECTRO, CYOCTHTYMpaHy 6EH3HMUAAZ0MH HITH KbM
HAKOE OT MOMOUIHHTE BEIIECTRA, M30POEHH B Touka 6.1,

Esomenpason e Tpatsa na ce npunara CAHOBPEMEHHO € HeAUHaBMp (BX. Touka 4.5).
4.4 Coenuaann IIPexynpeneHns ¥ NpeiNa3sHH MEPKH PH ynoTpeda

O61y nonoxkenus
ITauuenTuTe TpsGRA 13 GLAAT MHCTPYKTHpaHHU 12 ce o0bpHAT KbM JieKap:

- Ilpu nanuvde Ha cbiwecTeena HeTpeqHaMepeHa 3aryba Ha TerIo, peLAHBHPAILO
MOBPLINAHE, IMC(HArHS, XEMATEME3a HIIH MeICHA, KAKTO IIPH CBMHEHME 33 CTOMALIHA A3Ba WK
AMArHOCTHUMpaHa Takasa. Torara TpaGBa 1a 6B1e HIKITIOYEHO ATOKAYECTREHO 3abossBaue, T
KaTG [ICHCHUETO C E30METIPA3ON MOJKE /1a MACKMPA CHMIITOMMTE M 13 336881 MOCTABIHETO Ha
JAHarHosa.

- AKo ca MMaJTH cToMaIHA 738 WK ca GPeThPIENH raCTPOMHTECTHHAIHO XMPYPrHYHO
NeveHHe.

- AKO Ca 6HITH Ha IPOBIDKHTENHO CHMITOMATHYHO JIeYeHHe 1a JIOLIO XPAHOCMMIIAHE HITH
napeHe 3a 4 WITH MOBeYe CeMHUIH,

- AKO HMAT KhJITEHHIIA WTH TEXKKO 4epHOAPoOHO 3abonaBate.

- AKO Ca Ha BB3PacT Haj 55 rOAMHK ¢ HOBH WiN HACKOPO NPOMEHEHH CHMIOTOMH.

[laumenTHTe ¢ THArOCPOURM NOBTAPALM Ce CHMITTOMH Ha JIOIIO XpaHOCMHJIAHE FITH NapeHe
TpsbRa N2 MocewaBaT iekaps cu Ha perymapHy uaTepBanu. [laumenture Han 55 roguimma Bb3pacT,
KOWTO NMPpHEMAT €XEHCBHO KAKBHTO M A4 € HE NPEANMCAHH OT nexap obnekyapau 10moTo
XPaHOCMUJIAHE iy MAPCHE NPOLYKTH, C/ie1Ba Aa UHDOPMHPAT CBOS dapmauesT Wi nexap.

[aumenTyre e TpaGea na npuemar npoabkuTento Hekconpan karo npesanruren JeKapcTReq
HPOLYKT.

Jleuennero ¢ uuxubuTOpH Ha llpoTorHaTa nomna (MIIIIT) moxe na qoBene ao Jeko noeuwen pHCK
OT CTOMAIIHO-4PEBHE HH(DEKLMM, KATO HANP. TAKMBA, NpHYHHEHH ot Salmonella u Campylobacter
H TIPH XOCHHMTATH3IHPAHH NALMEHTH — BbaMoicHO ot Clostridium difficile (Bx. Touxa 5.1).

MaumenTuTe, Ha KOUTO NPEICTOM EHAOCKOMICKO H3C/IEABAHE WM JIMXATENEH TECT C
©C KOHCYJITHDAT C NIeKaps CH, NPEM Ja IPHEMAT TOBA JIEKapCTBO. P

Kombuuauus ¢ apyru nexapetpenu OPOAYKTH
EnHospemenHoTO NpHIOKEHNHE Ha €30MENpazoji ¢ aTa3aHaBUP HE e IPENnophY




Ax0 kOMOHHaUMATA OT arasanasup ¢ UIII ce cuuta 32 HensGexna, NPEnopbYBa & BHHMATEITHO
KJMHHYHO HabmliofeHye Ipu mpuiarake Ha KOMOMHAI® ¢ yRe/IMYABAINA Ce 1033 Ha aTa3aHABHD /IO
400 mg cpe 100 mg PHTCHABMp.

He tpa6pa na ce npesuwaga ao3ata ot 20 mg e30Mernpason,

Esomenpazon e unxu6urop va CYP2C19. IIpu 3anousane Wi npHIO4BaKHE Ha NeueHKHeTO C
€30Menpaso, TpAGBa a HMa Bh3MOKHOCT 33 B3aMMOASHCTBHE ¢ JIEKAPCTBEHH MPOIYKTH,
meTaGom3upann upes CYP2C19. Ha6monasa ce B3QUMOJICHCTRHE MEXTY KIOMHIOIpeN 1
esomenpason. KimnuHoTo 3sHavuenne Ha ToBa B3aHMoIeliCTRHE © HEYCTaHOBEHO. YoTpe6ara Ha
€30MeNpaso ¢ KNONKAOIPen He Ce Npernopbysa (B, TOUKa 4.5).

Hauperture He tpa6ra na npuemar Apyr UIT ann Hz 6nokep ennorpemento.

Cybakyren koxen nynyc epuremaroec (SC LE)

Huxubutopure na npororHara mommna ca CBbP3a8HH ¢ MHOTO peaky ciydad Ha SCLE., Axko ce
TOABAT JIE3HH, OCOOCHO B yHACTBLLH OT KOKATA, HIIOKEHH HA CITLHYERH JIBYH, H 3KO TE Ca
ChIIPOBO/IEHH C BONKM B CTABHTE, NALMEHTHT TPAOBA He3abasHO Aa NOTHPCH METHUMHCKA NOMOLL,
H JICKAPAT C/1€Ba 12 OOMHCITH CIIHPAHE Ha NpHeMa Ha Hekconpan. SCLE, nacTsnun ciex
HPEAXOLHO NeHeHre C HHXHOUTOP Ha IPOTOHHATA MOMIIa, MOsKe 13 yBenHuH prcka ot SCLE npu
ymorpeba Ha Ipyru mHXMOMTOpU Ha MPOTOHHATA [TOMITA.

Llosnuaeane na naGoparopuure pesynrati

IoBuenoTo vuBo Ha XpomorpanuH A (CgA) MoiKe /la OB/THse Ha M3C/1eIBAHMATA 33
FICBPOCHIOKPHHHHA TyMOpH. 3a /1a ce H30erHe TORA BIaMMOAEHCTRHE, TCUSHHETO ¢ €30Menpason
TpAbBa 1a ce CIIpe BpeMeHHO Hail-MaJIko 3 5 AHH Npeay onpeaenne Ha CgA (BX. Touka 5.1). Ako
HHBaTa Ha CgA M racTpuHa He ca Ce BR3CTAHOBMIM B pedepeHTHUTE CH rpalKIH ched HAYAIHOTO
ONpEAe/IAHE, u3mMepBaHeTo Tps6Ba a Gbae nosTopeHo 14 THu cren CHHUPAHE HA JIEYCHHUETO C
HHXUGHTOD Ha MPOTOHHATA MoMTIa.

Tosa nexapcTeo cnanpika 3axaposa.

INaumentH ¢ peaxu nacneacTeenn 1IpO6IEMH Ha HEMOHOCHMOCT KBM dpykrosa, rmokoso-
TaJ1akTO3Ha ManabcopOLua Wik 3aXapo3o-H3oMaITazeH ReduuHT He TPaGBa a npHeMar Topa
JIEKapCcTBO.

ToBa nexapcTeo chppica no-mamxo ot 1 mmol HaTpwii (23 mg) B ejna Tabrerxa, T.¢. MOke a ce
Kaxe, Y€ [PAKTHYECKH He ChIbPKA HATPHIA.

4.5 BsaumoneiicTeue ¢ APYTH JIEKADCTBEHW NPOAYKTH ¥ APYrH HOpPMH Ha BIaHMOaeicTBHE
Ipoyusanns 3a BzaumoneiicTeusTa ca TIPOBEKAAHH CAMO NMPH BBIPACTHH.
EdekTy Ha ezoMenpason Bepxy (apMakokHHeTHKATa Ha APYIU NexapcTReHM [POYKTH:

Toi karo €30MENpazoNl € eHAaHTHOMED Ha OMENPA30J1, CE 0YaKBa JIEKAPCTBEHHTE BIaUMOIEHCTBHA
A2 0b1aT Dog00HM.

1. Hpomeaznu unxubumopu
Hma chofuenns, ve omenpason BraumoneiicTsa ¢ HIKOH aHTHPETPOBHPYCHH MEIMKAMENTH.
KiMHUIHOTO 3HAYeHHE U MEXaHM3MUTE Ha Te3u B3aHMOZEHCTBHSA HE BUHATH Ca M3BECTHM.
INoBummenoto cromamno pH 1o Bpeme Ha feueue ¢ OMEMpasos Moxe Aa NpoMeHH abcopbuusra
Ha aHTUPETPOBMPYCHUS MEAMKAMEHT. JpyTH BHAMOKHY MEXAHHIMH Ha B3aHMOJEHCTBHE MOraT fa
CC OChLUSCTBABAT Ype3 HHXHOupane Ha CYP2C19.

Hpu Hstkon aHTIpeTpoRUpycHy MC/MKAMCHTH, KaTO aTa3aHasup W HeIIMHABHD ce cOBIIAR =
TMOHIKABAHE HA CEPYMHWTe HMBA NDH CHBMECTEH NPHEM C OMENpA30)l, nopagu




AUC, Crax #1 Crin). TioBHImaBaHe Ha go3ara Ha arasanaeup 10 400 mg ne komnercupa edexra Ha
OMEINpa3oJT BLPXY eKCMO3HULKATA Ha aTA3aHABHP. Iopanu cxonuure papmakoguuamiunm etexTn H
(apMakOKHHETHYHH CBOMCTBA Ha OMETIPA30]l H €30MeNpa3ol, eHOBPEMEHHOTO NPUIOKEHHE Ha
€30MENpasol ¢ ATasaHABMP He Ce NMPENOPBYBA, 2 eHOBPEMEHHOTO IIPHITOKEHHE HA €30MENPasoN H
HEJIPHHABHD € NPOTHBOMOKA3aHO (i 1.4.3 1 1.4.4),

Hoknaasanu ¢a noBuiLen: cepymuit HuBa (80-100%) na CaKBMHABHD (IIPH CHITETCTEAILA yTIoTpeba
Ha PHTOHABHP) 11O BpeMe Ha €IHOBPEMEHHO JICYEHHE C oMenpason (40 mg Be/IHBK AHERHO).
Jleuennero ¢ omenpason 20 mg CAHOKPATHO JHEBHO HAMA €QEKT BbpXy €KCIIOZHUMATA Ha
AapyHaBHp (IpH CRITRTCTBALLA YHoTpeha Ha PHMTOHABHD) M aMpeHaRup (NP CLIObTCTRANA
ynorpeba Ha puTOHaBup).

Jleuennero ¢ 20 mg CIOMENPAION BEAHRIK JHEBHO HAMA eDeKT BHLPXY EKCIOIHIMATA Ha
amnpeHaBup (¢ H 6e3 ¢embTCTRANIA ynorpe6a ua putonarup). Jlevenuero ¢ omenpaszon 40 mg
BEAHDBXK NHCBHO HAMA €(EKT BbPXY EKCTIO3MLIMS Ha TONUHaBHP {CbC CHIILTCTBALIA YTIOTpe6a Ha
PHMTOHABHD).

2. Memompexcam

Crobiara ce 2a noBMILEHHY HHBA Ha MCTOTPEKCAT, KOIaTo € NpUeMaH 3aeHO ¢ HHXHOHTOpH Ha
NpoToHHATA noMna. [ Ipu npunoxeHHe Ha BHCOKM a034 METOTPEKCAT MOKE 3 Ce ODOMHCITH
BPEMEHHO MPEKBCBaHE HA E30MENPa30JT.

3. Taxporumyc

Hma crobumenns, ve eanospemennoTo MPHJIOKCHHE Ha €30MENPA30/1 MOBHILABA CEPYMHHTE HHBA
Ha TakpoauMmyc. KonueHTpauuure Ha TAKPONHMYC, KaKTO 1 Ha OL6peunata (yHkuus (xpeaTuuun)
TpAGBa 1a ce Hab/IO/IABAT AKTHBHO M 103aT4 HA TaKPONMMYC [a C€ KOPHIHpa, AKO € HeoBX0oauMO.

Jlexapcmeenu npodvkmu, yusmo abcopbyus zaeucu om pH

[loruckaneTo Ha cToMamraTa KuceNHHHOCT NO BpEMe Ha IEHYCHHME C e30MeNpa3oi ¥ Ipyru
HHXMOGHTOPH HA IPOTOHHATA IIOMIT2 MOYKe 1A IOBHLLM HITH NOHWKH abcopO1NATa Ha nekapcTBeHu
TNPOIYKTH, aKO MEXaHUIMELT UM Ha aGCOPOMpaNE 3aBUCH OT CTOMANIHOTO pH.

ADCopOLMATA Ha leKapCTReHH MPOAYKTH KAaTO KETOKOHA30/1, MTPAKOHA30.1 ¥ ePIOTHHHG MOsxe 1a
Ob/lc HAMANEHa T10 BpeMe Ha JIeHEHHETO ¢ €3oMerpazon, xokaTo abcoplSLMATA HA JHUTOKCHH MOKe
J1a ce yBeSIn4H,

Ennospemensoro npunoxenue Ha omenpazon (20 mg qHeBHO) H AUrOKCHH TIPH 3APABH
1106pOBOLHM NOBHIIABA GHOHANHYHOCTTA Ha AurokcHH ¢ 10% (a0 30% npu aeama or gecer
no6poBonuu). Psako e 6una cho0IuaRaAHA QUrOKCHHOBA TOKCHYHOCT. Tpabra obave na ce BHHMaBa,
KOraTo e30Mepasoil Ce Nputara BhB BUCOKH 1034 [PH NALMEHTH B crapyecka puapact. Torasa
Tps0Ba A1a Ce 3aCHITH TepaTieBTHYHOTO HAGIIONEHHE Ha JAHTOKCHH.

Jexapemseny npodykmu, memaboruzupany om CYP2C19

E3zomenpason urxu6upa ocrosro metabonuznpawms ro enzum CYP2C19. 3aToBa, Korato
€30MCMpa3oil ce KOMGMHHPA C JIPYTH NeKapCTBeHi "pOaYyKTH, meTabonuzupanu or CYP2C19, karto
Bapdapun, GeHUTOMH, UUTaNONpaMm, MMHIIpaMHH, KIOMHIIpAMHH, A4a3enaM, ¥ Ap., IIa3sMeHHTe
KOHLUCHTPALIMH HA TE3H aKTHEHH BEIIECTBA MOKE 2 CE MOBMLLAT H ¢ HEOOXO0ANMO MOHHKEHHUE Ha
TAXHATa /1034,

IlnasmennTe KOHUEHTPALMH HA aKTHBHUS MeTAGOIUT Ha KJIONMAOTpEN, TpaHehOoPMHpaH upes
CYP2C19, moxe na 6u1aT HaManequ.

Bapgapun

EnroBpemeHHo npuioxkenue Ha 40 Mg €30MeNpa30l PH NaLHEHTH, No.yyaBaiiy Bapha
BPEMC Ha KIHHUYHO MPOY4BAHE € MOKA3aNo, 4¢ BPEMETO Ha CBCHPBAHE He NPEBUUI \\\W\@\

AOUYCTUMUTE CTOHHOCTH. BBIPEKH TOBa 1o Bpeme Ha NOCTMAPKETHHIOBO Habo H\ﬁ@' F’fg.
YCTAHOBEHH HAKOJIKO Ciiy4vas Ha MOoBuuIeHue Ha INR ¢ KTdHMYHO 3HaYeHHE, AK
KOHTO npreMar BaphapuH WIH IPYTH KyMapHHORH MPOU3BOAHHY, C€ HANATA ChIl




€ €30MENpa3oit, T CEPHOIHO CE NPEMOPBYEA 12 Ce MIBLPLIBA HaG/IOACHHE TIpH 3an04BaHe U
NPHKTICYBAHE HA TEYESHHETO.

Kionunorpen

Pesynratu or npoyuBanus npu sgpasu MOGPOBONIM NMOKA3BAT, Ye HapMAKOKHHETHYHO/
dapmakoAMHAMUYHO BiauMOeHCTBIE MEXAy kiormmaorpen (300 mg HaTosaprama 103a,
nocneBaka ot 75 mg HEBHa NOARLpKALIA no3a) u e30Menpason (40 m £ NepopanHo AHEBHO),
BOAH 110 HaMalleHa eKCIO3HLMS HA aKTHBHHA MeTaboINT Ha KIon#Acrpen cpeaHo ¢ 40% u ao
HaMa/liBaHe Ha MAKCHMA/IHATA HHXUOHUHA Ha A J[D MHAyUHpaHa TPOGOLMTHA arperalus cpeHo ¢
14%,

Koraro xnomuaorpen e nprnaran saemmo ¢ ¢puKcHpaHa komBrHaNWA oT esomenpazon 20 mg +ACK
81 mg, cpaBHeH Che caMOCTORTEMHO MPHIAraHe Ha KNOMHMIOTPeN B POyYBaHe Che 31pPaBH
A06POROJILIM, MMa HAMATIeHA CKCIO3HLMA Ha aKTHBHHA MeTaBoMHT Ha Knonygorper ¢ mouru 40%.
Obaue, MaKcHMaTHHTE HHBA Ha MHXHOUIMA Ha AJI® vHaymupana TpoMGoLmMTHA arperauMs npu
Te3H WA Ca €IHAKBH B IBETE IPYIiu.

Ot obcepBalMOnHY ¥ KIHHHYHY NpoyHBaHWA Ca NOKIANBAHH POTHBOPEYHBH JAHHH 33
ICIHHHHUTE NOC/IEAN LK OT haPMAKOKHHETHYHO/ (PAPMAKOIMHAMHUUHO B3aMMOIEHCTRHE Ha
C3OMETIPA30IT O OTHOWICHHE HA 3HAYHTEITHH ChPIEHHO-CH0BM ChOHTHS. KaTo npeanasha Mapka
¢AHoBpeMeHHaTa ynotpeba ¢ knonugorpen TpaGaa 1a ce n3barsa,

Deuuronn

EanospemennoTo npunoxeHue Ha 40 Mg e30MeNnpason e J0bes1o A0 13% nosuiueHMe Ha Haii-
HHCKHTE NITa3MEHH HUBA HA GEHHTOMH NIPH NALMEHTH C emHIeTICH, Hpenopruga ce miasmennre
KOHUIEHTPAUWK Ha PeHHTOMH qa Hbhaar MOHMTOPHPAHH, KOTATO CE 3aM0YBa HIIH CIMpPA JIEYCHHE ¢
€30Menpason.

Bopukonason

Owsenpason (40 mg Bequbx AHEBHO) nosuwaea Cmax u AUCT Ha BOpHKOHazo: (cybeTpar Ha
CYP2CI19) ¢ 15% u 41% cboTReTHO.

HHJIOCT&SOJ]

Owmenpason, kakro u €30MENPason, ASHCTBAT KaTO UHXHOUTOPU Ha CYP2C19, Omenpazos,
Npuyiarat npy eHO KPbCTOCAHO MPOYyYBaHe B 1031 0T 40 Mg OpH 31paBu 100POBOILM, YBEIHYaBa
C max # AUC Ha unToCTa307 CHOTEETHO C 18% 1 26%, a etuH OT HeroBuTe AKTHRHK MeTabomuTH
CHOTBETHO ¢ 29% u 69%.

H3arnpy
Ipu 3apasu nobpoBoIM chrbTCTRAMO Npunoxenre Ha 40 mg ezoMenpason Boau no 32%
TOBAUICHAS Ha ITOLUITA MO KPUBATA KOHLCHTPALMS-BPEME (AUC) u no 31% yawnxasaue Ha
CITUMUHAITMOHHKS TI0Ty)KHBOT (t1/2), HO HE M JI0 RHAYMMO MOBHILIEHHE HA MaKCHMATHHUTE M1a3MEHU
HHBa Ha LM3anpua. JIeko yabmKxeHusT QT-uuTepsan, HabMmoNaBaH Cles| CAMOCTONTEIHO
IPHIIOKEHHETO HA LM3ANIPHL, HE CE € YBEMUM 0IIBAHUTENHO, KOTATO uu3anpus e Oun naned g
KOMGHHALMS ¢ €30MeTpasoll.

lluasenam

EnrospemennoTo npunoxenne na 30 mg €30Menpa3on ¢ noseno 10 45% HamaineHue Ha KITHPBHCA
Ha cybeTpara Ha CYP2C19 Ha auasenam.

Hzcaedsanu AeKapcmeenu NPodyxmu 6ez KAURUYHO 3HAYUMO 63auUMOOeHcmaue

AMOKCHIHIUH ¥ XUHHAUH
HokazaHo e, ye €30MENpazon HAMa KIMHHYHO 3HAYHMHU edexTH BBpXyY dapmakoxH
AMOKCHLIMIMH ¥ XHHMIHH.




Hanpokcen uiy podexokcut

IpoyusanusaTa, ouensBalw eAHOBPEMEHHOTO NPIIOKEHHE Ha €30MENpPazoT U HANPOKCEH WITH
podekoKcHE, He ca OTKPHIH HUKAKBH KIHHHYHO 3HAYHMHE ¢apmMakOKHHETHMHH B3aUMOIEHCTBHS
M0 BpeMe Ha KPATKOCPOUHH NTPOYUBAHHS.

Edexrn na apyra Jexapersenu MPOIYKTH BEPXY GapMAKOKHACTHRATA HA €30MelPa3o.

Jlexapcmesenu npodyxmu, koumo wnxubupam CYP2C19 w'uny CYP3A4

E3somenpason ce meraGommuzupa or CYP2C19 u CYP3A4. EnHOBpeMeHHOTO IpHIOKEHHE Ha
e3omertpason ¥ HHxubHTop Ha CYP3A4 - knapurpomuums (500 mg 2 (IETH OHEBHO) € JOBENO 0
yAposiBaHe Ha excnosuumata (AUC) Ha e3omenpasoi. EAHOBpeMeHHOTO mpiioxeHe na
€30MeNpa3on i KoMOuHHpaH uHXuOUTOp Ha CYP2C19 n CYP3A4, MOske 112 10BEle NTOBUILIABALE
Ha PKCTIO3MIMATA HR C30MENpaso/] i1obese 0T 2 mbTi. Bhipex# ToBa He ce Hanara afanTHpaxe Ha
Aosata Ha esoMenpasolt. Hixuburopst Ha CYP2C19 u CYP3A4 sopukonazon nosumnasa AUCE Ha
omenpason ¢ 280%. He ce uznckea kopekums Ha 103arta Ha €30MEeNpas’oll B HUTO CAtia OT TezH
CHTyauuu. Brnpeku To8a, Tpabea 1a ce ofMucIH KOPHIHpaHe Ha [[03aTa MPH [IALMEHTH C TEKKO
4EepHOAPOGHO YBPENIaHE M B CITy4aii Ha MPONBIKHUTENHO JIEHEHHE.

Jexapcmeenu npodyxmu, xoumo undyyupam CYP2C19 w/unu CYP3A4

JlekapcTsa, 32 KOUTO € M3BECTHO, Ye uHIyuupar CYP2C19 unn CYP3A4 unn u gpata (kato
PUGAMIMUHA M KBLIT KAHTAPHOH), MOTAT A3 JOBECAAT 10 HAMAIIABAHE Ha CEPYMHHTE HHBA Ha
€30MENPA30N, ThH KATO MOBUIUARAT MeTaGONMIMa MYy.

4.6 ®epraauTeT, GpeMEHHOCT H KhLpMeHe

Bpementoct

Orpannyeno KONMHECTEO JAHHHU 32 NPHIIOKEHHE npH GpeMeHnM xeHu (MpocaeaeHH OpeMEHHOCTH
Meaxay 300 — 1000) He nokasea MandopMaluH Wik (eTo/HEOHATAIHA TOKCHYHOCT Ha
€30MenpasoiL.

TIpoyuBanusTa NpH XUBOTHY, [IPOBESEHH C €30METIPA3OI, HE CA NOKASATH JHPEKTHH WK
WH/IHPEKTHH HeG.1arONPUATHH eEeKTH MO OTHOIUEHHE Ha PENPOLYKTHBHA TOKCHUHOCT (Bx. TouKa
5.3). '

Kato npesanTtuBHa Msipka ¢ npenoppyHTENHO Aa ce u36ArBa ynoTpedara na Hekconpan no speme
Ha OpeMeHHOCTTA.

KnpmMene
He e uspectHo namu €30MENpasol ce CKCKPEeTHpa B KbPMATA MPH HOBEKA,

He e HanmuHa foctathuso undopmaius 3a eleKTHTE Ha E30MeNpason NpH HOBOpOAEHH/
KbpMaueTa.
E3somenpazon ne Tpabea 1a ce npuiara 1o epeme Ha KbpMEHeE.

Peprinurer
ItpoyyBaums npu xusoTHM © paLICMHHATA CMEC OMENPaz0l, IPUNTATraH IIEPOPANTHO, He oKa3BaT

etexT BupXy deprunurera.

4.7 EdexTn BBpxy cnocobuocrTa 3a mednpande 1 pabora ¢ MaHAR

Ezomenpason uma HesHauuTenen edexr BBPXY CIIOCOOHOCTTA 34 IOdHpane i paboTa ¢ MALIHHM.
Hexxenanm nexapcTBenH peakLny KaTo CBETOBLPTEX U 3aMBLITICHO 3pEHHUE Ca HewecTH (BIK. TouKa
4.8). AKO ce MposRAT, nallMeHTATE He TPAGEA Aa woHpar Wik 1a paboTAT ¢ MALIHHH.

4.8 Hexenann nexapcrpent peaknuu

O6obmenne Ha npoduna Ha GezonacHocT




Inasoboue, abromunanta 6omka, THApHA H rafeHe ca Cpe/l Te3y HERENHH pEeaKUMH, KOHTO ca
AOKA/IBAHH Haii-4€CTO MPH KIHHUYHK MPOYUBAHMA U IIPH IOCTMAPKETHHTORA yToTpeGa.
Hpodmwrst Ha Ge30nacHOCT € nonoben 3a pasTHIHATE IEKAPCTBEHH (hOpMH, TEpATIEBTHUHH
TOKA3aHHA, BL3PACTOBM IPYNH H NIOIYNALMK NaiMeHTH. He ca uaeHTMgHumpanu 10303aBHCHMH
HEXKEeNMaHy peaKivH.

TabnuveH cIMChK ¢ HEeKETAHH JIEKAPCTBEHH PEAKIIHK
B pamkuTe Ha nporpaMaTa 32 KNTMHUYHH W3THTBAHKMA M CJIE/ HATH3AHETO Ha €30MEIpason Ha
Mas3apa ca HISHTHOUUHPAHH KIIK CE NONIO3MPAT ONIMCAHMTE HEXKEIAHH JIEKAPCTREHH peakuyH, Huro
eHa OT TAX He € OHna cBhp3ana c no3aTa.
Hexenanure nexapeTBerH peakiH ca KIaCU(ULUEPaHH [10-10Jy [0 YECTOT2 K Crope. CUCTEMO-
opraHHus Kac. YectoTuTe ca nedunupany KaTo: MHOTO yecTv (>1/10), uectu (>1/100 o <1/1 0),
Heuectn (21/1000 mo <1/100), penxu (>1/10 000 no <1/1000), ¢ HeusBecTHA yecTOTA (ot
HAITHYHHUTE AAHHH He MOXKe Ja Objie HanpaBeHa OLEHKA).

MedDRA- Yecrr Heuectn Peaxn Muoro peaxn | C
6a3a faunn HEH3BECTH
Ha CHCTEMO- a YecToTa
opraHud
K1acose
Hapymennsn JIEBKOTICHHUA, arpafyno-
HA KPLRTA H TpOMGOLIMTO- | IIHTO3a,
JHMIpHATA NEeHHA MaHIHTOTE-
cacTema HUA
Hapymenun PeaKkHH na
Ha REMYHHATa CBPBXYYBCTBU-
cHCTeMA TEJHOCT,
Harp. Tpecka,
aAHTHOCNIEM K
aHapuIaKTHY-
Ha
peaKLMA/MWOK
Hapymenus nepudiepeH | xunoHatpwe- XHMomar-
Ha OTOK MHA HE3HEMHS;
mMeTabonuni- TEMHKATA
MaH XHIomar-
XpaHeHeTo HEZHEMMSI,
MoOke /12
6nne
CBBP3aHA C
XHIOKATI-
HHEMHA H
XHIIOKa-
HeMms
Henxnann Bescbhue pasznpasHeHHe, | arpecus,
HapyUIeHHS ofLpKaHocT, XamOLUHWHAIHNA
Aenpecus
Hapymenws | rnasobon | ceero- HapyLieHye Ha
Ha HEPBHATA | We BBPTEX, BKyca
CHCTEMA napecTe3vy,
CBHHIMBOCT
Hapymennsn 3AMBIIIEHO
HA OYHTE 3peHue




{ BbTHINE

Hapymenus BEPTHIO
Ha YXOTO H
Ia0HpHHTA
Pecnuparop- Oporxocnazbm
HH, TPLAHA H
MeIHaCTH-
HATHH
HApYIIeHHs
Cromamno- KOpeMHa | cyxora B CTOMATHT, MHKPOCKO-
YpeBHH 6o.1Ka, ycTata CTOMALUHO- NICKHA KOUT
HApymeHusn 3amek, YpeBHA
AHApHS, KaHAMHAO3a
baarynen
~IIHA,
rajgeHe/
MOBpPH-
axe,
HOMHIH
Ha
ABHOTO
(dynayca
) Ha
cTOMaxa
{a06poxka-
YECTBEHH)
XenaroGuana NOBHUIEHW | XGUATHUT C WIH | uepHOIpobHa
pHH YEPHO- 6e3 KRITeHHIA | HETOCTATEY-
HADYIIEeHHS ApobHH HOCT,
SH3UMH eHuedanomna-
THY NIpH
NALMEHTH ¢
aHaMHe3a 3a
NpPeIHINHO
YEPHOAPOOHO
3abonsBate
Hapymeunusn IEpPMaTHT, anoneuud, epuTeMa cybakyTen
HA KOXKATa ¥ cbpbex, $OToUYBCTBHT | MynTHGOPME, aynye
NOAKOKHATA o0pus, eNTHOCT CHHAPOM Ha €pHUTEMATO-
TbhKaH YPTHKapus Stevens- aec {(Bx
Johnson, T.4.4)
TOKCHYHA
ClRaepManHa
HEKpo/x3a
(TEN)
Hapywenus apTpanrus, MYCKYJIHa
HA MYCKY.IHO- MUAITHA cnaboct
CKeJIETHATA
cHCTEMA H
CheTHHHTE-
HATA THKAH
Hapymennn HHTEPCTHLIHA-
Ha ObGpennre JIcH Hedpur
H NHKOYHHTE




Hapymennx THHCKOMACTHA
Ha
BBL3NPOU3BO-
AHTEJTHATA
CHCTEMA H
rspaaTa
O6mn OTHAAHANOCT,
HADYIICHHUSA | 3aCHITEHO
epexTH na H3TIOTABAHE
MACTOTO HA
NPHRAOKEHHE

C'boﬁgganaﬂe Ha T1003HPaHH HEXKENaHU PEAKITHH

CrobiapaHeTo Ha NoA0MPAHN HEKeIAHH Peakiuu crejl paspelasane 3a ynorpeOa na
JICKapCTBeHI NPOAYKT ¢ BaxXHO. Tosa nossonssa a mpornmici HabmoneHueTo Ha
CBOTHOIICHUETO NOI3A/PHUCK 3 NIEKAPCTBEHHS NPOIYKT. OF MEAMLMHCKHTE CTIELIHATHCTH CE
H3UCKBA Na ChOGLUABAT BCAKA MOAO3MPAHA HexKenaHa peakius upes Hanwnuurenna arennms no
nekapcrsara, yn. JlamsH Ipyes Ne 8, 1303 Codwin, ren: +359 2890341 7, yebcal: www.bda.bg

—_—

4.9 TIpexosnpane

OmaTsT ¢ npeAuaMepeHo npeo3upane e MHOro orpanuteH. CHMNTOMHUTe, onucaHK npw
npuemawre na 280 mg, ca or crpaHa Ha CTOMAIIHO-YPEBHHS TpaKT U cnaboct. Eanokpathure qoam
ot 80 mg ca npuemanu Ge3 HUKAKBY nposBH. He e u3secten cneunduuen anrumor. Ezomenpason
€ CELp3Ba B ro/iAMAa CTEMNEH ¢ Ma3MeHUTe NpOTEHHH, NOPaaH KOETO HE MOLICKH HA JHATH3A.
Kakro u npu apyrv cityuau va TTPESO3UPAHC, JleverneTo TpSORA 1a Gbie CUMITTOMATHYHO | 113 ce
NpHiarat o6iio noanspkaii| cpescTsa.

5. ®APMAKOJIOTMYHH CBOMCTBA
5.1 ®apmakoaunamuunu croitcTBa

DdapmakorepanesTHYHA rpyTna: HHXMOHTOPH Ha TPOTOHHATA NOMNa
ATC kon: A0O2BCO5

Esomenpazon e S-usomep na omenpason u nomukasa COKPCLMATA Ha KUCENMHHA B CTOMAXa
TIOCPEACTBOM CrieLHHEH MEXaHH3BM Ha sielicTBue. Toii e cneuuuueH HEXUBHTOp Ha
KHCC/THHHATA MOMIIA B MAPHETANTHHTE KIETKH. R- U S-H3oMepHTe Ha OMenpason uMar CX0jHa
dbapmaxogunamMuyna akTuBHOCT.

Mexauuanm Ha geiicreue

Ezomenpason e cnaba ockosa, kosTo ce KOHUCHTPHPA H NPEBPLLIA B AKTHBHA (OPMA B CHTHO
KHCENaTa Cpena Ha CeKPETOPHHTE KaHATK Ha [IapUETATHUTE K/IETKH, KB/IETO HHXHOUPA eH3MMa
H+K+-AT®aza - ochoBnaTa CH3MMOOCHTYpsiBaIlla AEHHOCT Ha TIPOTOHHATA OMNA K HHXHOUpa
KaKTO Ga3ajiHaTa, Taka U CTUMYJIHpaHaTa CeKpeIMA Ha KUCEIHHA,

DapMakoIHHAMUYHH edexTn

Cnea nepopanen npuem Ha esomMcitpazon 20 mg u 40 mg Hayanoro Ha eexTa HaCTBLNBA
Ha 1 1ac. Cnen npunoxense Ha 20 Mg €30MENpas’on BEAHBK JHEBHO B IPOALIDKEH
CPCIHOTO [THKOBO HMBO HA KHCEJIMHHOCT Cleq CTHMYJIALMA ¢ NEHTAracTPHH € 6
90% npu 3mepawe 6 -7 yaca cnen NPHEMA Ha [IETHS JIEH.

Cren netanesHo nepopatto NpuROKeHHe Ha 20 mg wnu 40 mg €30MENpPa3ol,
G0 NoanLpxKaHO Haz 4 B NpoAv/pKkenve Ha 13 yaca n 17 vaca oT 24 vacoBus n



naunenTd ¢ IEPB. ITauuenrure, NOARbpxamM cToMalso pH Hast 4 Haif-manko 3a 8, 12 1 16 yaca
¢ esomerpason 20 mg, ca Gumm peciekTHBHO 76%, 54% w1 24%, CrorBeTHHTE NponeHTH 38
e3omenpason 40 mg ca 97%, 92% u 56%.

Hokasana e Bp3ka Mesay HHXKHOHpaHeTo Ha cTOMalIHaTa CEKPELIHS W CKCTI03HLIMATA NIPH
nanonseane Ha AUC kato pediepenren nokasaren ua miasvenara KOHILIEHTpALIHA.

o BpemMe Ha neueHue ¢ aHTUCEKPETOPHH JICKAPCTBEHH NPOIYKTH, TACTPUHBT B cepyMma ce
TI0BUIIABA B OTTOBOP Ha FIOHMIKEHATA KHCEINHHA CeKpelns. B PE3YNITAT HA HAMATIEHATA CTOMAIITHA
KHCC/IHHHOCT C€ MOBHIWABa M HEBOTO Ha CgA. [TOBHINEHOTO HHBO Ha CgA Moxe 1a noeimse na
HM3CICNBAHUATA 32 HEBPOEHAOKPHHHM TyMODH.

Hanuunure nyGauxysaHu panuu TOKa3BaT, e PUTIAraHeTO Ha HHXHOHTOPH Ha MPOTOHHATA
nomra TpAGBa f1a ce MPeyCTAHOBH MKIY 5 fuu 1 2 CeaMULA Tipean u3MepBaHe Ha CgA. Toga ce
Tpasy ¢ e HuBaTta Ha CgA, KOHTO MOTAT J1a ca TBb¥UIMBO HOBHILIEHM cnen nevenue ¢ UINIML aa ce
Bb3CTAHOBAT [0 pehepeHTHUTE CH rpaHuULy.

11pH naunenTH Ha NPOABIKUTENHO Jieuenne ¢ e30Menpa3oN € 61uno HabNIOIABAHO MOBHIIEHHE Ha
ECL- xneTkure, BepOsTHO CRBP3AHO ¢ MOBHIICHETE CepYMHM HuBa Ha ractpuna. Cuura ce, ue Tesy
HAXOAKH HAMAT KJIMHHYHA 3HAYHMOCT.

Hamanenara cromamna kucenuunocr MOpajn KAKBUTO K [1a € MPUYKMHH, BKJL. ynoTpeba na
MHXUOHMTOPH Ha NPOTOHHATA TIOMIIA, BOAM JI0 IOBHILABAHE B CToMaxa Ha 6pos Ha GakTepunTe,
HOPMaJIHK OOUTATENH Ha raCTPOMHTECTHHANHIS TpakT. JleweHHeTo ¢ uHXMGHMTOPU HA poToHHATA
MOMITa MOKE 112 IOBE/E A0 JIEKO MOBHIIEH PHCK OT CTOMALOHO-YPERHU MHMEKLIMH KATO TAKMBA,
npuutenu ot Salmonella v Campylobacter. IIpu XOCUHTANM3NMPARH ALMEHTYH ca BH3MOKHM
CBIUO HHOEKUMH, nupuunHeHu or Clostridium difficile.

KinHhuuHa edekTHBHOCT

Hoxkasano e, ue 20 mg ezomenpazon edexTHBHO NleKyBa yecTHTE KUCEAMHY NPH MAIHEHTH,
HOJIyYaBallM €aHa 0033 Ha 24 4aca B NPOARIXKCHHE Ha 2 ceamuun. B e MHOI'OLIEHTPOBH,
PaHIOMU3UPAHH, ABOHHO-CIICIIH, n1auebo- KOHTPOIMPAHN OCHOBHH NpOy4BaHUS ca JIeKyBauu 234
TMAIHEHTA CbC CKOPOLUHA AHAMHE3a Ha YeCTH KHCeNHHK ¢ 20 mg e30MenpasoJl 3a 4 ceAMHLIH.
CHMITOMH, CBLP3aHH ¢ KHCENTHHEH peditykc (KaTo KUCETHHU H KUCETHHHA peryprutammsa) ca
GHWIH OLEHeHH PETPOCNEKTHEHO 32 nepuos ot 24 yaca. U B geere npoy4rauus PE3YNTATET ¢
e3oMenpazon 20 mg ¢ 3HauHTeIHO MO -100Bp B CPaRHEHME ¢ U1a1e60 32 ITbpPBHYHATA Kpaiina
TOUKa, ITRIHO O0/IEKYABAHC HA KMCE/IHHH, OPEIE/IEHH KATO JIunca Ha €MH30/IH Ha KHCETMHH rpe3
MoCeqHUTE 7 AHH Npenu NocIegHOTO NOCeLIeHHE (33,9% - 41,6% cnpamo mwaneo 11,9 - 13,7%,
(p <0,001). Bropuunara kpaitsa touka Ha mbano obnexuaBaHe Ha KHCETHHH, ofpefe/IeHa KaTo
JTHTICA HA KUCC/IMHM B NHEBHUKA HA NALMEHTA B NIPOIBIIKEHHE Ha 7 MOCNEIOBATENHH IHY Ca
CTATHCTHYCCKM 3HAYMMH NP3 BeTe - ceamuna 1 (10,0% - 15,2% cnpsamo nnaue6o 0,9% - 2,4%, p
=0,014, p <0,001) u ceamuua 2 (25,2% - 35,7% cnpamo riauebo 3,4% - 9,0%, p <0,001).

Apyru BTopuaHK kpaiiiy TouxK [OAKPEIAT ['bPBUYHATA KpaiiHa TOUKA, BKITIOUMHTETHO
ObJIeKYaBaHE HA KMCENUMHH B ceaMuua | W CEAMHLA 2, IPOLIEHT OT AeHOHOWIMS /24 uaca/ Gea
KHCEMHHN Npes ceMUUa | 1 ceamuua 2, CpeHO TEXKU KHCETHHY B ceMuua | 1 ceamuua 2 u
BPEME 110 MPBOHAYAITHO H NPOABIKABAIIO OBNEKUCHHE OT KHCE/IMHH 34 24-4acoR nepHO M mpes
HOLUTA B CpaBHeHHe ¢ wiauebo. [Tpubnusutento 78% ot cyGexture Ha 20 mg e3oMenpason
cbOGWARAT 32 THPBO OBTIEKUABANE OT KUCEAUHH B PaMKWTE Ha MLPBATA CEIMHLA OT JICUEHHETO B
CpaBHEHME ¢ 10 52 - 58% 3a nmanebo. Bpemero 3a TpaiiHo obnexyaBane Ha KMCeTHHH, onpeeseHo
KaTo 7 NOCICA0BATE/IHH THH Ge3 KMCeNHHY ca PETHCTPHPAHH 3a MMbPBH KT, € 3HAYHTETHO
kparko B rpynara Ha esomenpason 20 mg (39,7% - 48,7% ua 14 -us JeH CHpAMO mna;
20,2%). CpenmoTo Bpeme a0 NBPBOTO OONIeKYaBAHE HA KMCETHHMTE Npe3s Howra e
CTATHCTHYECKH 3HAYHMO B CpABHEHHe ¢ IaueGo B eqHo npoyusane (p = (0,048)
CTOHHOCT B Apyrus (p = 0,069). Okono 80% of HOUIHTE ca GuTH Ge3 kucemunm
ot BpeMe U 90% ot HommTe ca Gunu Ge3 KucenuHu 10 2 CEAMHMIIA OT BCHKO KM




B CpaBHeHHMe ¢ 72,4 — 78,3% 3a nnane6o. Ouenxure Ha HicTIeAoBaTeNUTE 3a 00eKyaBaHeTo OT
KHCC/TMHK ¢4 B CBOTBETCTBHE C OLIEHKHTE Ha cyOeKThTe, TIOKA3BalH CTATHCTHYECKH IHAUMMH
PAATHKN MEXTY esomenpason (34,7% - 41,8%) e cpasnenwe ¢ mwiauebo (8,0% - 11,4%).
Hscnenorarenure cobino taka YCTAHOBABAT, Y€ €30MENIPA3OI € 3HAYMTETHO MO-eEKTUBEH OT
nnaueGo 3a obnekyapaHe Ha KHCeIHHHA perypriraims (58,5% - 63,6% cpewty nnauebo 28,3% -
37,4%) no Bpeme Ha ouenka npes 2 ceAMuIa.

Cuien LSIOCTHA OLIEHKA Ha NeYeHHETo (Overall Treatment Evaluation - OTE) na mauuenty na
ceamuua 2, 78,0-80,7% or nauuenture Ha 20 mg €30MeNpa3on Chobmarar, ue ChCTOAHHETO UM ce
NOZOOPABA. B CPaBHEHHE Che 72,4 - 78,3% 3a nnane6o. [MoBeHeTo oT THX OLICHABAT BAXKHOCTTA HA
TasH NIpOMAHA KaTO BAKHA A0 MIKTIOUHTEHO BAXKHA B H3BBPIUIBAHE HA ©XKEHEBHHTE CH ACHHOCTH
(79 - 86% na ceamuua 2).

5.2 ®apmaxkoxkHHeTHYHH CBojicTBa

AbcopBrms

Ezomenpazon e khcennnmo naburen u ce Mphiiara MepopaTHO KaTo CTOMAWHO-YCTOHYHBH
rpanyy. [lpesprianeto my B R-uzomep in vivo e Hesnaumtesno. Abcopbuusra Ha e3omenpason e
Obp3a, KATO MAKCHMATHUTE IIA3MEHH HUBA Ce Habmoaasat npubnuIMTeHO 1-2 yaca cen
npHemMa,

AbcomoTHara GuoBaHYHOCT € 64% Cl1ell enHOKpaTHa J103a ot 40 mg H ce nopumasa a0 89% cren
MHOFOKpaTHo MPUIOXKEHHE BEAHEK AHEBHO. TIpH 20 mg €30MeMNpa3os ChOTBETHHTE CTOMHOCTH ca
pecniekruBHO 50% H 68%,

Ennospemennoro npremane ¢ XpaHa moxe Ja 3abasm v Hamanu aboopbuuara Ha e3oMernpason,
MaKap 4e TOBa HE OKa3Ba 3HAYMMO BIHSHUE Ha chekTa Ha €30MeNpa3on PepXy cTOMAaIIHATA
KHCEJIHHHOCT.

Pasnpenenenue

O6embT Ha pasnpenesnenue r steady state chcrosHe npy 3Apas nuua e npubnusurento 0,22 Ikg
TEJIECHO Ter10. E3omentpason ce cBbpaea B 97% ¢ MTa3MEHHTE [IPOTCHHU.

buotpancdopmanms

Ezomenpazon ce MeTaboMH3Hpa HAITLIHO OT uuroxpom P450 cuctemara (CYP), T.e. ot Herosute
mw3omepu CYP2C19 u mo-manko or CYP3AA4, MeTaGonusMBT Ha e3omenpason B Hali-rosgMa
cTeneH sarucu ot nonumopdurs CYP2C19, otroropen 3a 00pazyBaHeTO Ha XHAPOKCH- U
Ae3METHIT- MeTAbONNTH Ha e30Menpazona, OCTaHAIATA YacT 3aBUCH OT APYT CneunpuueH
soeH3uM - CYP3A4, otrosopen 3a obpasyBaneTo Ha €30MENpa3oN CyN(oH, OCHOREH MeTaBOMUT
B IU1a3Mara.

Envmubupaue

Tokasarennre no-gony orpasssar TIPEAHUMHO apMaKOKMHETHKATA 1PH I C byHKUHOHHpaLK
CYP2C19, rapeuenn excrersupay MerabomuzaTopu.

ObmusT nnasmen KJITHPBHC € okono 17 I/h cnex CHOKpaTHa 11034 1 okoso 9 Ih crep MHOTOKPATHO
nipuioxkenue. [nasmeHuaT nonyxusor e okono 1,3 yaca CNell MHOTOKPATHO IPUNAIAHE BEIHDLX
AHEBHO. E30MeNpaloi ce eNMMHRHpa HATBIHO OT [1a3MaTa MY [PHEMMTE, O€3 TEHACHLHA 3a
KyMyAMpaHE MPU IPHEMAHE BEJAHBK QHERHO.

OCHOBHHTE METaBOTUTH Ha C30MELIPA30.T HAMAT €EKT BBPXY CTOMALIHATA KMCENMHHA Cekpe
Iouru 80% ot nepopanHara sj03a €30Menpa30t Ce eKCKPETHPAT KATO MeTaboIHTH ¢ vish
OCTaHAJIOTO KOJIHYECTBO - ¢ (eueca. [To-manko oT 1% or HA3X0JHOTO BEIIECTBO CE O %
YPHHATA.

JIuHelHOCT/ HenunelinoeT




DapMaKOKMHETHKATA Ha €30Menpaso e Guna npoy4RaHa npu no3u 10 40 mg ABa NLTH THEBHO.
Inourra mox xpueara KOHUEHTpALH/BPeME C¢ yBenuuara nipy MHOTOXPaTHO NMPWIOKEHKHE HA
e30menpason. Tosa ysenuyeHue € 1030-38RUCHMO H BOJH [0 HOREUE OT NPONOPLUHOHATHO HA
Ao3ata nosuwetne Ha AUC cren MHOroKpaTHO npanarane. 3aBHCHMOCTTA OT A03aTa 1 BpemeTto ce
AB/DXU Ha HAMANIEHHE HA METabOMIH3MA Ha TILPRO NpCMHHaBaHe (first pass) u cucreMuus KIMpPEHC,
BEPOATHO MPHIMHEHH OT HHXMOUpaHeTo Ha enzuma CYP2C19 ot €30MENIPAZ0II W/MIIH HETORMS
cynpoHOB MeTabomuT.

DapMaKOKHHETHKA [TPH CTIELHANHH I'PYIH NARHEHTH

Crabu memabomzamopu

Hpubnmurenno 2,9 +1,5% ot X0parTa He NpUTeKaBaT QyHxiHOHUpaw ensum CYP2C19 1 ce
Hapu4aT ciabu MeTabommsatopu. [pu Tezun X0pa MeTaboNM3MBT Ha €30MENPA30I BEPOATHO ce
kaTanusnpa npeaumuo ot CYP3A4. Cren MHOrOKpaTHO npuiarade Ha 40 mg ezomenpazon
BEAHBH AHEBHO, CPe/IHATA CTOMHOCT HA MOLTA NOJ KpUBaTa KOHUeHTpalHi-BpeMe € Gula
npubansurento 100% mo-rongma npu ciabute MeTaboaM3aTOPH, OTKONKOTO HPH HLIATA ©
dyuxuHonupaw CYP2C19 enzum (eKCTeH3UBHM MeTaGonu3aTopH). CpelHuTe MakcHMaIHu
23MCHN KOHLERTPALNH Ca OUTH MOBHIIEHH ¢ 0Koio 60%. Tesy ¢axTH HAMAT OTHOLIGHNHE KBM
NO3HMPOBKATA HA €30MeNpazoJl.

Ilon

Cnea enHokparen npuem Ha 40 g €30MeNpazon CpeHaTa CTOHHOCT Ha ILIOLITA oS KpHBaTa Ha
KOHLIEHTpaUus-epeMe e npubauznrento 30% no-romsMa IIPH HKEHH, OTKOJIKOTO npH Muxe. Crey
MHOrOKpaTHO MPHIIOXKEHKUE He ca GINK HabMIJaBaHl NOI0BK pavivuma. Tezu daxry wamar
OTHOLIEHHC KbM NO3UPOBKATA Ha E30MEIPasOU,

Heprodpobno yepexcoane

Merabonuamur Ha esomenpason [IpH NAUHEHTH C Nleka 10 yMepeHa 4epHOIpobHa AUCYHKIAS
MOXe la © HapyuneH. CrenenTa Ha MeTabonu3npane e HaManeHa NPH MAUMEHTH C TEXKO HapylleHa
HEPHOMPOGHA QyHKLIMA, KOETO BOLKM 110 Y/IBOABAHE HA [IOLLTA MO/l KPUBATA KOHUEHTPALMA-BPCME
Ha e30Menpasof. 3aToRa NPH NMALHEHTH ¢ TEKKa muchyHkuma ne TpsbSea aa ce OpeBUIapa
MakCHMaTHaTa 1034 oT 20 mg. E3omenpason Hiu HeroBuTe OCHOBHK MeTabOoMUTH He noKassaT
TEHACHUMA KbM KyMY/THPAHE IIpH [IPHEMAHE BEIHBNK QHEBHO.

Bvopeuno yepescoane

He ca nporexcaanu npoyuranus NpH MalMenTy ¢ Hamanena 6v6peuna dyrkuus. Trit kaTo npes
6b6penvTe ce enuMuuEpar MeraGonuTHTe Ha C30METIDA3ON, HO HE M H3XOJHOTO BEWIECTBO, HE ce
04aKBa MeTAOONH3MBLT Ha €30MeNpas’on Aa ce TIPOMEHU MPH NALMEHTH ¢ yBpesiena GuGpeuna
DyHKUNS,

Cmapuecka 6vspacm (>65 romunn)
Mera6omuambT Ha ezomenpason He ce TPOMEHS CHINECTBEHO NPH NALUMEHTH B CTAPYECKA Bb3PacT
(71-80 romuum).

5.3 Tpexknunuuun yanuu 3a Gezonacuoct

Hpeaxnnnuunnre npoyuanus He nokassar ocofen PHCK 33 4OBEKa Bh3 OCHOBA HA
KOHBCHUMOHAIHHTE Npoy4BaHus 3a hapMaKoiorHyna 6e3011aCHOCT, TOKCHHHOCT Ciex
MHOTOKDATHO IPHIIOMKEHHE, TEHOTOKCHYHOCT, KaHIePOreHeH NOTEHLMAI, TOKCUYHOCT NO
OTHOLWICHHUE PEMPOYKTHBHOCT W pasBuThe. Hexenauu ACKAPCTBEHH peaKi[Hu, KOUTO
Hab01aBaHy B KTHHKMYHK NPOYHBAHHA, HO CA UICHTHPUUMPAHH TIPH JKMBOTHH IPK
€KCTIO3HLKA ONU3KHM 110 Te3H OT KITHHUYHK NPOYUBAHHA 1 € BLIMOXNHA BPH3KA C KII
[IPHTIOKEHHE, ca KAKTO CNenpa;




H3ciienBanusTa 3a KaHLEPOr€HHOCT NPH IUTbXOBE, H3BBLPLUICHH € palEMHYHATA CMeEC, ca MOKa3allu
XHNepriasug na croMamnute ECL- kaeTkH v xapimHonu. Te3w cToMauHy edekTH npu mILXoBe
CE NBJDKAT HA NPOOBIBKHTEIIHO H3ipaleHara XHIEPracTPHHEMHA BCIIEICTBME HA HaMmalaeHa
IPORyKO¥A HA CTOMALIHA KHCC/THHA W Ca HaGMONaBaHy Clel MPoabIKHTETHO TpeTHpaHe Ha
MIIBXOBETE C P[HXHGHTO])H Ha CTOMAaNIHAaTa CEeKpELIHA.

6. PAPMAIIEBTHYHM JAHHHA
6.1 Cunebk Ha NOMOIMHHTE BEHECTBA

lleremu

ChNonuMep Ha METAKPHIIOBA KHCEJIMHA-ETHN akpunar (1:1), 30% mucnepcus
Tank

Tpuerrnor unrpar

Xunpomenosa (2910 (3 cPs))

3axapuu chepu (mesh 60/80)

Marnesues creapar

Xuapokcunponwiienynosa

I'maueponoe monocreapar 40-55 (Tun 1)

IMoaucop6ar 80

Hopo na mabinemxama:

Mukpokpucranta uenynosa

Ioeugon K-29/31

Maxporoa 6000

KpocnoBuaoH (Tum A)

Harpues creapun gymapar

DurMo80 nokpumue Ha mabremxama:
Omanpait pozos 03B34284

Xunpomenosa (2910 (6 cPs))

Turanos guwokenz (E171)

Mackporon (PEG 400)

Kt xenesen oxcun (E172)

YepseH sikeneseH okcua (E172)

6.2 HecnBmecTHMOCTH

Henpuioxaamo

6.3 Cpok na roguocr

24 meceua

6.4 Coenuanuu yc10Bns Ha chxpaneHHe
Ja ce cbxpanssa nog 30°C.

6.5 Bia B cCRALPKAHKE HA ONAKOBKATA

14 cromaiHo-ycTORYHBH TAG/IETKH Ce OnaKopar 5 OPA/anymunnit/PVC/anymunu

6.6 Coennanum npeanazau Mepku NPH H3IXBLP.ISIHE B paGoTa




Hensnonspanuar npogyxr unu otnagsanute MaTepuan oT Hero TpabBa na Ce UIXBLPIAT B
ChOTBETCTBHE C MECTHHTE H3HCKBAHHUA.

7. TOPATEXKATEJ HA PAIPENIEHHETO 3A YIIOTPEEA
CODAPMA A

yn. Hiuencko moce 16, 1220 Codns, buarapus

8. HOMEP(A) HA PASPEHIEHHETO 3A YIIOTPEEA

Per. No

9. JATA HA IBPBO PA3PEIRABAHE/MOTHOBABAHE HA PA3PEIIEHUETO 3A
YIIOTPEBA

Hara Ha nbpBo paspemapane:
10. JATA HA AKTYAJIH3UPAHE HA TEKCTA

Onu, 2022 r.




