KPATKA XAPAKTEPUCTHUKA HA ITIPOAYKTA,
OIMMAKOBKA U JINCTOBKA




1. HUME HA JIEKAPCTBEHMA ITPOAYKT | . : /:.DJ / 3 }/j (

Emanepa 20 mg ctomaliHO-yCTOHYHBH TBBPAH KarcyJ/u " - g £ / /—7 /(7 /—7/ ,.-*J'“/ }?5’, Joi

Emanepa 40 mg cromaluHO-yCTOHYMBH TBBPAMW KarcyJiu
Emanera 20 mg hard gastro-resistant capsules
Emanera 40 mg hard gastro-resistant capsules
2. KAYECTBEH H KOJIMYECTBEH CBCTAB
Emanepa 20 mg ctoMaluHO-YCTOHYHBH TBBPAMW KATCYJIH

Besika ctomalHo-ycToiuMBa TBbpAa Kancysia chabpika 20 mg e3omenpason (esomeprazole) (kato
MarHe3ueB AMXHUApaT).

Emanepa 40 mg cToMaliHO-yCTOWYHWBH TRbPAU KANCYJiu

Besaka cromaliHo-ycroiiunBa Tebpaa Kancyna cbabpika 40 mg esomenpason (esomeprazole) (kato
MarHe3veB AMXHIpaT).

[lomoI111HH BelecTBa C U3BECTHO J1EHCTBHE:

20 mg croMauHo- 40 mg cromaluHo-
YCTOHYHMBH TBBPAH YCTOHYMBH TRBPAH
KarcyJiu KancyJu
3axapo3a 28,464-32,556 mg 56,928-65,111 mg

3a MbJIHUA CMUCHK HA MOMOILIHHWTE BELLECTBA, BHK TOYKa 6.1.

3. JIEKAPCTBEHA ®OPMA

CTomalHO-yCTOHYMBU TBBHPAH KarncyJ/u

20 mg:

Tsanoro v kanavyero Ha KancyJiara ca cBet/10 po3oBu. Kancynure cbabpikar 6eu 1o nouru 6enu
nejieTy.

40 mg:

Tanoro u kanayero Ha Karicyjara ca no4tH po3osu. Kancynure cbabpikar 6e1u 10 noutu 6enu
NneneTH.

4. K/IMHHYHHA JAHHHA

4.1 TepaneBTHYHH NOKA3AHHSN
Emanepa kancynu ca nokasaHu 3a JIeYeHUEe Ha Bb3PaCTHH MPH:

I'acTpo-e3odareanna pedaykcua 6oaect (I'EPB)
- JIeYEHUE Ha epo3uBeH pedlyKceH e30¢arur

- NPOAB/KHTEIHO JICYEHHE Ha MALMEHTH C 03/paBsil €30(arur 3a npeoTBpaTABaHe Ha peunauB
- CHMITTOMAaTHYHO JIEYEHUE Ha ractpo-e3odareanta peduykcra 6onect (C'EPB) -

B koMOHHANMs ¢ DOAX0ASINA AHTHOAKTEPHA/IHA TepaneBTHYHA CXeMa HAa Jiey
epaankanuns na Helicobacter pylori n:
E 3a3/lpaBsiBaHE Ha AyOEHAIHA A3Ba, CBbp3aHa ¢ Helicobacter pylori v
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- npeaoTBpaTABaHe HA PeLMIMB HA MENTUYHH S3BH MPU NMAaLMEHTH C S3Ba, CBBP3aHa C
Helicobacter pylori

ITanuenTH, H3HCKBAIIH NpoAbL/KHTEAHO Jeuenne ¢ HCIIBC:

- 3a3/lpaBsiBaHe Ha CTOMalllHa A3Ba, cBbp3aHa ¢ JieyeHue ¢ HCIIBC.

- npoUIaKTUKa HAa CTOMALLHA U 1yO/leHa/IHA A3Ba, nMpu4rHeHH ot Jieyenue ¢ HCITIBC npwu
PHUCKOBH MAaLIMEHTH

[loaabpxkane Ha XxeMoCTa3aTA H NPEeBeHIHs HA OBTOPHO KbpPBeHE MPH CTOMALIHA HJIH
AYOJEHAIHA A3BA CJie] JedenHe ¢ HHPy3HOHEH pa3TBoOp

Jleuenne Ha cunapom Ha Zollinger Ellison

Emanepa cTtomalHo-ycTonYyBY TBbPAM KANCYJIM 3a MOKA3aHM NP IOHOLIM HA Bb3pacT Haa 12 roauHu
3a:

I'acrpoesoparnaana pedaykcua 6osect ('EPB)
- Nle4yeHHe Ha epo3uBeH pedykceH e3odaruT

- ABJAroCpOYHO JICHCHHUE Ha MaLHCHTH C U3JICKYBAH 330(1)31‘[’[’1' 3a NpeaoTBpaTiBaHe Ha MOBTOPHA
nosea

- CHMITOMAaTHYHO JIeYeHHE Ha racTtpoe3odaruanta pedaykcua 6onect (C'EPB).

B xomOnnanus ¢ AHTHOHOTHIH NPH JieYeHHe HA IYOAeHAIHA A3Ba, npaunHena ot Helicobacter
pylori.

4.2 JI03HpPOBKA H HAYHH HA NPHJIOKEHHE

goau POBKa

Bon3ipacTHn:

I'acTpo-e3odareanna pedpaykcna 6osect (I'EPB)

- Jleuenue na epozusen peghnyxc-ezoghacum
40 mg BeAHbK JHEBHO B MPOABKEHHE HA 4 CEIMULIM.
[Ipenopbysa ce JOMBIHUTENHO 4-CEAMUYHO JIEYEHHE MPH NALUEHTH, MPH KOUTO €30(haruThT He
€ 3a3/1paBs/l W CUMITTOMMTE NMEPCUCTHpAT.

- IIpoovadxcumenno nevenue Ha nayuenmu CvC 3a30pasan e3oghazum 3a npeoomspamsaeane Ha
peyuous
20 mg BeIHBXK JIHEBHO.

- Cumnmomamuyno nevenue na cacmpo-ezopaceanna pegaykcrua 6orecm (I'EPE)
20 mg BeHBIK AHEBHO IPH NauueHTH 6e3 e3odarut. AKo He ce NOCTUrHE KOHTPOJI Ha
CUMIITOMHUTE clieq 4 ceAMHLUM, NaUMEeHTHT TpaOBa aAa ce uicneaBa aombjaHuTeHo. Crien kaTo
CHMITOMMTE OT3BYUYaT, MOCJI€/IBAL KOHTPOJ HA CUMITTOMATUKATA MOKE /1a C€ JOCTHIHE KaTo Ce
B3emar 20 mg BeaHbK AHEBHO. [Ipu HeoOxoaumocT nauneHTuTe Morar aAa npueMar 20 mg
BEHBK AHEBHO NpH Hyk1a. [Ipu nauuenTu nekysauu ¢ HCIIBJL, npu KOUTO € HanuLie puck or
pa3sBMTHE HA CTOMAlIIHA A3Ba M A3Ba HA BAHAECETONPBCHUKA MPH MOCIEABALLMA KOHTPOJI HA
CUMITOMATHKATa HE CE NPENnopbYBa MPUEMaHe Ha JIEKaApCTBEHUSA MPOAYKT IPH HYK/1a.

B xomMOuHanus ¢ noaxoasima anTH0AKTEPHAIHA TepaneBTHYHA CX€Ma HA JIeYeHHe

epaguxkauus na Helicobacter pylori u:

- 3az0passsawne Ha 0yooeHanHa a3ea, cevpszana c Helicobacter pylori

. npeoomepamaeane Ha Peyuous Ha NeNMUYHU A36U NPU NAYUEeHMU C 1364, C6b
Helicobacter pylori 20 mg Emanepa ¢ 1 g amokcuumanH v 500 mg k1apuTpomMy
BCUUYKUTE [BA MMbTU JIHEBHO B MPOAB/DKEHUE HA 7 JIHM.



ManuenTH, Hy’KAaeumH ce oT npoab/ukaTeAHa Tepanus ¢ HCITBC
- 3azopaessane na cmomawna a3ea cevpsava ¢ HCIIBC:

Obwuuaiinara n103a e 20 mg BegHBX AHEBHO. [IpoabkuTenHOCTTA HA JieueHHeTo € 4-8
CeAMHULIH.

- Ilpogpunaxmuxa na cmomawna u oyooenanna s3ea, npuyunenu om aevenue ¢ HCIIBJI npu
PUCKOBU NAYUEHMU.
20 mg BEAHBXK AHEBHO.

[loaabpkane HA XeMOCTA3aTA H NPEBEHIHN HA NOBTOPHO KbPBeHe NMPH CTOMANIHA HJIH
AyOJeHAHA A3BA cJjel JiedeHue ¢ HHPY3HOHeH pa3TBop

40 mg BEAHBIK AHEBHO 3a 4 CEAMMLM Cliel i.V.MHYLIMpaHa NPeBEeHLIUs Ha KbPBEHE MPH NMenTHYHA
A3Ba.

Jledenne na cunapom na Zollinger Ellison

[IpenopsuBanara nppBoHayaiHa a03a € EmManepa e 40 mg apa nsTH AHeBHO. B nocneacreue
N03upoBKaTa TpaOBa n1a Obae cboOpazeHa ¢ MHAMBUIYATHUTE HYX/IH U JIEYEHHETO /14 MPOABIDKH B
3aBMCHUMOCT OT KJIMHM4YHMTE MoKa3arejd. B3 OCHOBa Ha HATMUHWTE KIIMHUYHH JaHHH [10-roisMa
4acT OT MaUMEeHTHUTE MoraT J1a ObaaT koHTpoaupanu npu no3u ot 80 ao 160 mg e30Menpason JHEBHO.
[Ipu nozuposka naa 80 mg aHEeBHO, A03aTa TpsOBa Ja ce pa3aesy B [1Ba IPHEMa Ha JICH.

Creyuanuu nonyaayuu

lTayuenmu c 6vOpeuno yspeacoane

He e HeoOxoaumo kopurupase Ha J103ata npu NnalMeHTH ¢ yBpeaeHa os0peuna pyukums. [opaau
OrpaHHY€HHs OMNHT IPH NALMEHTH C TeXKKa ObOpeuHa He1OCTaTBLYHOCT, TAKHBA NMALMEHTH TpAOBa Na
Ce JIEKyBaT BHUMATEJIHO (BHX pa3aen 5.2).

[Tayuenmu ¢ yepnoOpobHo yepedcoane
He e HeoOxoaumo Kopurupate Ha 103aTa NpH NalMeHTH ¢ KO 10 YMEPEHO YePHOAPOOHO

yBpexaaHe. [Ipy nauueHTH ¢ TeKKO 4epHOAPOOHO yBpekKaHe He TpaOBa 1a ce HaAXBbP.iA
MakcuMaiHa 103a ot 20 mg Emanepa (Bxk. Touka 5.2).

Ilayuenmu 6 cmapuecka év3pacm
He e HeoOXx0auMO KOpurupaHe Ha 103aTa Mpu MauMeHTH B CTapyecKa Bb3pacr.

lleduampuuna nonyarayus

IOnomn Ha BB3pacT HaA 12 roaguHm:

I'acrpo-e3odareanna pedpaykcna d6osect (I'EPB)

- JIeYEHHe Ha epo3uBeH peduykc-e3odarur
40 mg BeAHbK JHEBHO B MPOABIKEHHE HA 4 CeAMULH
[IpenopbuBa ce AOMBAHUTENHO 4-CEAMUYHO JICYEHHUE MPHU NALMEHTH, MPU KOUTO €30(aruThT He
€ 3a3/1paBsjl WK CUMITTOMUTE MEPCUCUTUPAT.

- MPOAB/KHTEHO JIEYEHHE HA MALIMEHTH ChC 3a3/1paBsil €30(haruT 3a NpeoTBpaTaBaHe Ha
peLMIUB
20 mg BEIHBbK AHEBHO

- CUMIITOMATUYHO JIEYEHHE Ha racTpo-e3odarecanna peduykcHa oonect (I'EPD)
20 mg BeIHbK AHEBHO NPH NaUMEHTH 6e3 e30(haruT. AKO HE C€ MOCTUTHE KOF

CUMINTOMMTE OT3BYHYAT, MOC/IE/ABaLl KOHTPO/I HA CHMIITOMAaTHKAaTa MOXKeE 14
B3emar 200 mg BEAHBHK AEHBHO.



Jleuenne Ha AyoaeHanHa s3Ba, npuunnena or Helicobacter pylori

[Ipu u3b0pa Ha noaxoasa KoMOMHKMpaHa Tepanus, TpadBa Aa ObAaT B3eTH B npeaBul oQHLHAIHUTE
HALMOHAJIHK, PETHOHAJTHU M JIOKAJIHH YITbTBAHUA OTHOCHO OakTepuanHarTa yCTOWYHMBOCT,
MPOABL/KUTETHOCTTA HA JIeUeHUETO (Hai-4ecTO 7 AHM, HO NMoHsAKora 10 14 AHK), U MOAXOAALIOTO
W3MON3BaHe Ha aHTHOAKTepHasiHK areHTH. JleueHueTo TpsOBa aa Obae HabMOJABAHO OT CHELMAIHUCT.

[lpenopbunTenHara 103UpOBKA €:

Terno JlozupoBka

30-40 kg KomOuHaums ot aBa antuOuoruka: Emanepa 20 mg, amokcuumiud 750 mg u

KJ1apuTpOMHULIMH 7,5 mg/Kg TesiecHO Terio ce npuemMar 3aeHo J1Ba MbTH JIHEBHO
3a €/1Ha ceAMHLIA

> 40 kg KomOuHauus ¢ asa anHtubuoruka: Emanepa 20 mg, aMokcuuunue 1 g m
KiapuTpoMHULMH 500 mg ce npreMart 3aeIHO Ba MbTH IHEBHO 3a €/1Ha CeAMHULA

Jeuna noa 12 roanmua Bb3pacr

Emanepa He TpsaOBa 1a ce npunara npu aeua noa 12 roauinHa Bb3pacT, Thil KaTO HAMa HAJIMYHH
JAHHH.

HauuH Ha MPHJIOXKCHHUEC

Kancynure TpsOBa aa ce normsiuat ueau ¢ Bojga. Kancyaure He TpaOBa 1a ce AbBYAT MM CMAYKBaT.

[Ipy naumeHTH, KOMTO Ce 3aTpyAHABAT [a NMPErabilaT, KarncyJauTe MOrarT /1a Ce€ OTBOPSAT W MeJIeTUTE 1a
Ce CMECAT C MOJIOBHH Yailla HerasupaHa Boaa. He tpsabBa aa ce u3non3sar Apyrd T€YHOCTH, ThH KaTo
CTOMAIIIHO-YCTOHYHBOTO MOKPHTHE MOXKE J1a ce pa3TBOpU. Boaara ¢ neserure ce u3nupa He3abaBHO
Wiy B pamkuTe Ha 30 MuHyTH. Yawara ce U3niaksa ¢ MoJIOBHH Yallia BOJA U ChAbPIKAHHETO CE
u3nusa. [leserure He TpAOBa Aa ce AbBYAT WJIM CMAYKBaT.

[Ipy nauMeHTH, KOMTO HE MOraT Jia NMorjbLIAT, Kancy/JaMTe MOraT Jia C€ pa3TBOPAT BbB BOJA U

pa3TBOPBT A4 C€ MPHJIONKH C MOMOLLUTA HA Ha3o-racTpajiHa coHaa (=16 Fr - 1Fr= 0,33 (mm) (BXx. TOYKa
6.6).

Jla He ce norabiua Kancy/a AeCHMKaHT, KOATO € M0CTaBeHa B KOHTEHHepa.
4.3 IlporuBonokasanus

CBpbX4yBCTBMTETHOCT KbM aKTHBHOTO BELLECTBO, CYOCTUTYHpaHH O€H3MMHAA30/IH WIIH HAKOA Jpyra
ChCTaBKAa HA JIEKAPCTBEHHUA NPOAYKT, U30poeHH B Touka 6.1.

E3omenpa3son He Tpabea na ce npwiara eJHOBPEMEHHO C aTa3aHaBup U HelipuHaBup (BXK. TOuKa 4.5).
44 Cpeunansu npeaynpexieHHs H CICNHA/IHH NPeANa3ZHH MEPKH NPH ynorpeda

[Ipu HanUuMeTo Ha KAKBUTO U Ja OWI0 00€3MOKOUTE/THH CUMITTOMH (Harp. 3HauKMMa 3aryda Ha TerJio
0e3 NauMeHThbT J1a CH € NOCTaBsAJ 3a LieJ1 peAyKLUMs Ha Terjao0To, MOBTapsALLIO Ce NMoBpbiuaHe, aAucharus,
XE€MaTEME3HC HITH MEJICHA) U B CJIyYaHuTe, B KOMTO C€ MOJA03Mpa WK € JHarHOCTULMpaHa CToMallHa
A3Ba, TPAOBA [1a C€ M3K/IIOYM HAJIHYHMETO Ha 3J1I0KA4YeCTBEHO 3a00/IBaHe, Thil KaTO JIEYEHHUETO C
Emanepa moxe 1a 3aBoaiipa CUMIITOMMUTE W /1a 3a0aBW quUarHo3ara.

[IpoasmkuTenHa ynorpeba |
[TaumeHnTuTe HA NPOABLIKUTENHO JledeHHe (0COOeHO Te3U, KOMTO MOoJTyyaBaT Tepanus

roauHa) TpsOBa aa ca noj peoBHO HaOMIOAEHHUE.

JleyeHune npu HyI 1A \



Ha nauuenTuTe, KOMTO Ce JIeKyBaT caMo MpH Hy»k/a, TpsOBa aa ce 00bpHe BHUMaHUE J1a Ce CBbpKaT
He3a0aBHO C JIEKYBaLUMs CH JIeKap, aKO CUMITTOMUTE UM MPOMEHST XapaKTepa CH.

Epanukauus Ha Helicobacter pylori

Koraro ce npeanucsa e3omenpa3son 3a epanukauusa Ha Helicobacter pylori, Tpabsa na ce umar
MpeABH Bb3MOXXHHUTE JIEKAPCTBEHH B3aMMOACHCTBHUA HAa BCHYKH KOMIIOHEHTH HA TPOHHATa Teparus.
KnaputpoMuuun € mouieH uuxuburop Ha CYP3A4 u ToBa TpsabBa aa ce B3eme npeaBu, KakTo U
MPOTHBOMNOKA3aHHUATA U B3aUMOICHCTBHUATA HA KJIAPUTPOMHULIMHA, KOraTo TPOMHATA Tepanus ce
Mpuiara rnpy nalMeHTH, KOUTO B3EMaT €JHOBPEMEHHO JIPYrH JIeKapcTBa, MeTabosIM3Uupalliu ce OT
CYP3A4 karo umsanpua.

CromaiHO-4YpeBHH HHDEKLIHU
JleyeHneTo ¢ HHXMOMTOPH Ha MPOTOHHATA MOMIIAa MOXeE J1a A0BE/E /10 JIEKO MOKaYBaHe Ha PUCKA OT
CTOMALLHO-4peBHU HHpekumu kato Salmonella w Campylobacter (Bxk. To4ka 5.1).

AOcopObuusaTa Ha BuTamuH B12

E3zomenpason, KakTo BCHYKH KMCEIMHHO-OJIOKMpaLIH JIEKapCcTBa, MOXKE /1a Hamaiu abcopOuusaTa Ha
BuTaMuH B12 (unankobanamun) nopaau xuno- uinu axaopxuapus. Toea Tpsadsa 1a Obae B3eTo noj
BHUMAHHE MPH NALUMEHTH, C HUCKH CTOWHOCTH WJIM NPH HAJTHYKHE HA PHCKOBH (haKTOpH 3a HamaJsieHa
abcopOuua Ha BuTamuH B12 npu npoab/ukuTenHa repanus.

XHUnomarHesnemus

[Ipn naumeHTH, nekyBaHu ¢ HHXHOUTOpH Ha npoTtoHHara (MUITIT) karo e3omenpazon B nNpoab/KEHHE
Ha Hal-MaJIKO TPH MECeLla, a B MOBEYETO CI/Iy4aH W Ha roJIMHa, KMa CbOOLLIEHHS 3a TeXKKa
xunomarHesnemus. Cepuo3HH NPosABH Ha XUIOMArHE3UEMHMS KaTo rajieHe, TeTaHus, AC/THPUYM,
KOHBYJICHH, 3aMassHOCT U KAMEpHa apUTMHs, MOTaT J1a ce MpOoABAT, HO T€ MOraT /a 3arnoyHar
He3abena3aHo 1 aa Obaat npenedpernatu. [Ipu noBeyeTo OT 3acerHaTMTe NalLUEHTH
XHUIMOMarHe3uemMusTa NpeMUHaBa CJe/l NPHEM Ha MarHe3MeBH 100aBKH W MPEKpPaTABAHE HA JIEYEHHETO
¢ MIIIL.

[Ipu naumeHTH, 3a KOMTO Ce OYaKBa, ye 1ie ObAaT Ha MPOAB/KHUTEIHA Tepanus, WK KOMTO npuemar
HUIIIT ¢ AMrokCHH UK IeKapCeTBa, KOMTO MOraT J1a NPUYUHAT XHIOMarHe3uemMus (Hanp. AHypeTULLH), €
HEOOXOAUMO MEULIMHCKHUTE CMELMATIMCTH J1a B3€MaT I0/1 BHHMaHUE U3MEPBAHETO HA MArHE3UEBHTE
HUBa rpeau 3anousaxe sieueHuero ¢ UIII, kakTo u nepuoAHYHO No BpeMe Ha TepanuATa.

Puck om ¢ppaxmypu

MuxuOuTOpHTE HA NPOTOHHATA MOMIIA, OCOOEHO aKO C€ M3I10/13BaT BbB BUCOKH 03U MPOAL/DKUTEIHO
Bpeme (Haa | roauHa) morar ci1a®o 1a NoBHILAT pUCKa OT (pakTypa Ha O€ApOTO, KUTKATa WIIH
rpbOHaYHKUA CTHAO, MPEAMMHO NMPH NALUMEHTH B HAaMpeHaa Bb3PacT WM MPH HAJIMYHE HA APYTH
puckosH akropu. [loapobuu u3cneaBanus, nokasear, 4e HHXMHOMTOpPUTE HA MPOTOHHATA NMOMIA,
MOraTt Ja noBuiat oomMaT puck ot ppaktypu ¢ 10-40%. YacT ot ToBa NOBHILIABAHE MOXKE J1a Ce
AbJDKK HA Apyru puckoBu dakropu. [lauuenTure, puckoBM 3a ocTeonoposa, TpsaOBa aa noayuar,
cnopej CbBpEMEHHHUTE KIIMHUYHH HACOKH, a/IeKBaTeH NpUeM Ha BUTaMUH D 1 Kaumid.

CybakyreH koxeH nynyc epuremarosaec (SCLE)

MuXxuOUTOpUTE Ha NPOTOHHATA NMOMMA ca CBbP3aHu ¢ MHOro peaku ciaydau Ha SCLE. Ako ce nosBar
N€3UH, OCOOEHO B YYAaCThLM OT KOXKATa, U3JI0KEHH Ha CIIbHYEBH JIbYH, H aKO T€ Ca ChIIPOBOAEHH C
OO/NKH B CTaBHUTE, NMAUMEHTHT TpAOBa He3a0aBHO Aa MOTHPCH MEAMLIMHCKA MOMOLL U MEAULIMHCKUSAT
CneLMaNuCT cnesa Aa odmMucau cnupaHe Ha npuema Ha Emanepa. SCLE, HacThnui ciea npeaxoaHo
Ne4YeHHe ¢ MHXHOMTOP Ha MPOTOHHATA nomna, Moxe Ja yseauuu pucka ot SCLE npu ynorpeba Ha
APYrd HHXHOMTOPH HA MPOTOHHATA MOMIIA.

KombuHupaHe ¢ Apyry 1eKapCcTBEHU MPOAYKTH
EanoBpemenHara ynorpeba Ha e30Menpasol ¢ ata3aHaBUP HE € NMpenopbYUTe/HA (BHXK
AKO ce MpeLeHH, Ye KOMOWHHPAHEeTO Ha aTa3aHaBUp C HHXHOMTOPH HA NPOTOHHATA M0}
HEeU30€eKHO, ce npenopbyYBa BHUMATEIEH MOHMTOPHHT C MOBHILIABAHE HA /103aTa HA AT}
400 mg cve 100 mg putoHaBup, kaTo He OMBa Ja ce HaaBMIuara 20 mg e3omenpazon|

Ezomepazon e CYP2C19 unxuburop. [lpu 3ano4saio wiu npyu npukio4BaLlo jge4eHMs



€30MeNnpason € HeoOXO0AUMO J1a Ce UMa NPeABU/L MOTEHIIMATHOTO B3aMMOJEHCTBHE C JIEKAPCTBA,
merabonusupawu ce ot CYP2C19. Habnronara ce B3auMoaeHCTBHE MEXKTY KJIONMUAOPren U
oMernpason (BHXK Touka 4.5). KIMHMYHOTO 3HaYeHHEe Ha TE3H B3aMMO/ICHCTBUS HE € ACHO. 3a J1a ce
MPeoTBpaTH TOBA, KATO NPEANa3Ha MApKa MOXe /1a Ce€ MU3M0J13Ba KOMOMHALMA OT €30Menpason 1
KJIOMUAOpre..

KoraTo ce npeanycsa e3oMenpasol 3a JISYEHHE NpU Hy»K/aa, TpaOBa 1a ce umMa npeaBu
Bb3MOXKHOCTTA 3a B3aMMOAECHCTBUA C APYIH JIEKAPCTBA, Ab/DKALM c€ HAa (DIYKTYMpaHETO Ha
JIJa3MEHWTE KOHUEHTPALMK Ha e30Menpasoia (BHxK Touka 4.5).

[loBausBaHe Ha 1a0OpaTOPHUTE pE3YJITATH

[ToBuieHOTO HUBO Ha XpoMorpaHuH A (CgA) Moske 1a NOB/IMsE HA W3C/IEIBAHUATA 34
HEBPOEHIOKPHHHM TYMOpPH. 3a 21a ce M30erHe ToBa B3aMMOEHCTBHE, ieueHHeTo ¢ EmaHepa TpsaOBa na
Ce Crpe BPEMEHHO HAl-MaJIKO 3a 5 AHHM npeau onpeaensHeTo Ha CgA (Bk. Touka 5.1). Ako HMBaTa Ha
CgA ¥ racTpvHa He ca ce Bb3CTAHOBMIIM B ped)epeHTHUTE CH MPAHMLIM CJIe/l HAYaTHOTO OTpe/eIsSHeE,
H3MepBaHeTO TpAOBa na Obae noBTOpeHO 14 aHM cnel cnupaHe Ha JIEYEHHETO C MHXHOMTOp Ha
[POTOHHATA IOMIIA.

3axapo3a
Emanepa cbabpika 3axaposa. [lauMeHTH ¢ peaku HacaeACTBeHH NpobJIeMH Ha HEMTOHOCHMOCT KbM

¢pykTO3a, rMOK030-rajlakTo3Ha MaabcopOLIMs WK 3aXapo30-H3oMaliTazeH NedULUT He TpsadBa 1a
MpUeMar TOBa JIEKapCTBO.

Harpuii
ToBa nekapcTso chabpka no-manko ot 1 mmol Harpui (23 mg) Ha kancya, T.e. MOXe J1a Ce KaxKe, 4e
[MPAKTUYECKH HE CbhAbPIKA HATPHH.

4.5 B3aamoaeHcTBHE C APYIrH JiIeKAPCTBEeHH NPOAYKTH H APYrH (JOpMH HA B3aHMOAEHCTBHE

EdexTn Ha e3o0menpa3oia BbpXy papMakoOKHHETHKATA HA APYrH JIEKapCTBA

[Ipomeasznu unxubumopu

Mma cbo01IeHHs 3a B3aMMO/IEHCTBHE HAa OMENpa30Jia ¢ HAKOH NpoTea3sHH HHXUOMTOPH.

KUIMHHYHOTO 3HaY€HHE U MEXaHHW3Ma Ha Te3M JOKJIa1BaHU B3aUMO/ICHCTBHA HE BUHATH Ca W3BECTHH.
[ToBuieHoTo cToMaiHo pH no Bpeme Ha Ie4eHUETO ¢ OMENPa30sl MOXKE Aa npomeHu abcopOumsTa Ha
poTeasHUuTe HHXHOUTOPHU. JIpyru Bb3MOXKHH B3aUMOAEHCTBHSA ca ype3 uHxubupanero Ha CYP 2C19.
3a NOHMIKEHH CEpYMHH HUBA HA aTa3aHaBUP W HEN(HHABHP € CboOLIAaBaHO MPH KOMOMHHPAHETO C
OMEINpasoJl, KaTo €IHOBPEMEHHHAT UM MPHEM HE Ce MpenopbyBa. EAHOBPEMEHHOTO MPUIOKEHHE Ha
omenpason (40 mg BeausxK AHEeBHO) ¢ aTtaszaHaBup 300 mg / puronasup 100 mg npu 3apaBu
NOOPOBOJILIM € I0BEJIO 10 3HAYMTEIHO HAaMAJISBaHE HA €KCIO3ULIMATA Ha aTa3aHaBup (MPHOIM3UTENHO
75% namanenume Ha AUC, Cpax ¥ Cin). YBeTMuaBaHeTo Ha no3arta Ha atasaHasup 10 400 mg e
KOMIIEHCHPA BIIMAHHETO HAa OMENpPa3oJl BbPXY €KCIO3ULIMATA Ha aTa3aHaBup. EAHOBpeMEHHOTO
npuioxkKeHue Ha omenpason (20 mg BeaHbxk AHEBHO) ¢ aTtazaHaBup 400 mg / puronaBup 100 mg npu
3JipaBH J00POBOJILM € JOBEJO 0 3HAYMTEIHO HaMa/IiBaHe HAa eKCIIO3ULIMATA HAa aTa3aHaBHp C
npubausuTenHo 30%, cpaBHeHO ¢ ekcrno3uuuaTa Habmonasana npu atazaHaBup 300 mg / puroHaBup
100 mg BeaHbxK AHEBHO, O€3 omenpazon. EanoBpeMeHHUAT npueM Ha omenpason (40 mg aHeBHO)
HaMasaBa CpeAHUAT AUC ,Ciax ¥ Chin, Ha HeslpuHaBup ¢ 36-39 % u cpearo AUC ,Ciax ¥ Ciin 3a
(hapMaKonoruyHoO akTUBHUAT MeTabonuT M8 e HamaneH cbe 75-92%. [Topaau cxoauuTe
(papmakonoruuHu epekTH U papMakOKHHETHYHHU CBOMCTBA HA OMEIPA30J1 H €30MeNnpasol,
€IHOBPEMEHHHMAT NPHUEM HA €30MENpa30Jl U aTa3aHaBHUP HE ce npenopbyBa (BxkK. Touka 4.4), a
€/IHOBPEMEHHHMAT MPHEM Ha €30Menpa3on U HeaduHaABUP € NPOTHBOMOKAa3aH (BXk. Touka 4.3). -

PUTaHOBHP) MO BPEME Ha JIEYEHHETO CbC oMenpasoi (40 mg BEAHBK AHEBHO). Hequ
omerpa3on 20 mg BeAHBK JHEBHO HE € UMAJIO €(EKT BbPXY EKCIO3ULIMATA Ha 1apYH}



amrnpeHaBup (¢ Wy 6e3 eJHOBPEMEHHO JieYeHUue ¢ puToHaBHp). Jleuenuero ¢ omenpaszon 40 mg
BEAHBK JHEBHO HE € UMaJIO e(heKT BbPXY €KCMO3ULMATA Ha JIONHHABUP (MPH €IHOBPEMEHEH NPHEM Ha
PUTOHABHP).

Memompexcam

CvboOluaBa ce 3a NOBULICHW HHBA HA METOTPEKCAT, KOraTo € NpUeMaH 3ae/lHO ¢ HHXHOUTOPH Ha
npoToHHata nommna. [lpu npunoxeHue Ha BUCOKO 103M METOTPEKCAT MOXKE /1a C€ OOMMCIIH BPEMEHHO
MPEeKbCBAaHE HAa €30Menpa3oi.

Taxpoaumyc
Mma cbollueHus, ye eIHOBPEMEHHOTO MPUIIOKEHHE HA €30MEeNpa3oJi NMoBMLIaBa CEPYMHHTE HHBA Ha
TaKpOJIUMYC.

Jlexapcmeenu npooykxmu ¢ pH-3aeucuma pezopoyus

[loTuckaHeTo Ha cTOMallHATa KUCEJIMHHOCT MO BPpeME Ha JIEYEHHE C e30Menpasosl U APyry
HMHXMOWUTOPH Ha MPOTOHHATA MOMIIA MOXKE [1a HAMAJIW WJIK YBEIHYHM pe30pOuusaTa Ha 1eKapCTBa, YHATO
pe3opOums e 3aBucKuma ot croMawiHoTo pH. Kakto npu ynorpe6ara Ha apyru jiekapcTea, KOUTO
MOHHKABAT HHTPAracTpHa/IHaTa KHCEIMHHOCT, pe30pOLuMsaTa Ha JIeKapCTBa KaTo KETOKOHA30J1,
WTPAKOHA30J1 U EpJIOTHHUO MOJKE 1a Ob/Ie HamMalleHa, 10KaTO pe30pOLMATA Ha JIEKapCTBa KaTo KaTo
JUIOKCHH MOeE [1a Ob/1e NMOBHILEHA NPH JIEYEHHE C e30Menpa3oil. EAHOBpeMeHHOTO npuioKeHHe Ha
omernpasos (20 mg AHEBHO) K AOIOKCHH MPH 31paBH 100POBOJILK NOBHILABA OMOHAIMYHOCTTA Ha
aurokcuH ¢ 10% (no 30% npu asama ot aecet A006poBoLK). JIMrOKCHHOBA TOKCHYHOCT €
AOKIaaBaHa paako. Berpeku ToBa, NpUA0OKEHHETO HA BUCOKH /103H IMTOKCHH NMPH MALUEHTH B
cTap4ecka Bb3pacT TpAOBa 1a e ¢ BHuMaHue. [Ipu ToBa TpadBa na ce npuiara TepaneBTHYEH
JIEKapCTBEH MOHUTOPHHI HA JUIOKCHH.

Jlekapcmeenu npooykmu, memaodoauzupanu upez CYP2C19

E3zomenpazon uaxubupa CYP2C19, ocHOBHUAT eH3uM, MeTabonu3upall e3omenpa3zona. [Topaau Tosa,
KOraTo €30Menpasos ce KoMOMHHMpa ¢ nekapcTBa, KOMTo ce merabonuszupar or CYP2C19, kaTto
Auasernam, UMTajJonpaMm, UMUIIpaMKHH, KIOMUNPaMUH, GEHUTOHH M JIp., MJIa3MEHUTE KOHLIEHTPALIMM Ha
TE3H JIEKapCTBa MOXKE J1a C€ YBEIHYAT M [1a Ce HAJIOKH HaMasleHHe Ha ao3ara. Tosa TpabBa 1a ce uma
MpeaBUa, 0COOEHO KOraTo ce npearnucBa 3a JIeYeHHe NMPH HYXK/1a.

Juazenam
EnnospemenHoTo npuioxkenue Ha 30 mg ezomenpaso e aoseno 10 45% HamalleHHe Ha KIMpPbHCa Ha

cyoctparu Ha CYP2C19 Ha nuaszenama.

Denumoun

EnnospemenHoTo npunoxkenue Ha 40 mg esomenpaszon e aoseso a0 13% ypennuyeHue Ha Hali-
HHCKHTE IJ1a3MEHH HUBA Ha (PeHUTOMHA npH OosiHK ¢ enwiencus. [IpenopbyuBa ce MOHUTOPHpPAaHE Ha
JIa3MEHWTE KOHLEHTPALUMH Ha HEeHUTOMHA MPH 3aroYBaHE WIIH MPEKbCBAHE HA JICYEHHUETO C
€30Menpasol.

Bopuxonazon
Owmenpason (40 mg BeaHbx A1HEBHO) noBHILABA Cpax H AUC: ¢ 15% u 41%, pecneKTUBHO Ha
BOPHKOHA30.1.

Lunocmason
Owmenpasos, KakTo U e3oMenpa3so, AeicTea kato mHxuourop Ha CYP2C19. Omenpason, npuer B A03a
ot 40 mg npu 31paBu 100pOBOILM B KPOCOYBBP NpoyyuBaHe nosuinasa Cmax 1 AUC 3a 1mno
18% u 26%, CHOTBETHO, U €IMH OT HErOBUTE aKTUBHH MeTaboIuTH ¢ 29% U 69% cHOTB

Luzanpuo
[Ipu 3npaBu 100pOBOILK €AHOBPEMEHHOTO NpUioKeHue Ha 40 mg e3omenpason e Ao



njasMeHu HUBa Ha umsanpu. Jleko yabmxenust QTc unrepran, Habn0AaBaH clel CAMOCTOATENIHO
NPUI0KEHHUE HA LIM3ANPHU/, HE CE € YBEJIHUYWI JOMBJIHUTEIHO, KOraTo Lu3anpua e Oun naaeH B
koMOMHaLus ¢ e3oMenpason (Bux U pasaen 4.4.).

Bapaghapun

B paMkuTe Ha KJIWHUYHO NPOYy4YBaHE BPEMETO 3a CbCUPBAHE [PH MALIMEHTH, MPUEMALLH
eaHoBpeMeHHO 40 mg e3omenpa3on U BapadapuH He NpeBULIaBa J0NMYCTUMMTE CTOHHOCTH. Bbhnpeku
TOBA, CJIe]] MyCKaHe Ha nasapa, ca HabK0JaBaHH HAKOJIKO W30JMPaHM Cily4yas ¢ KIMHHYHA 3HAYMMOCT
Ha nouieHo HUBO Ha INR. [Ipenopbusa ce nekapcko HabOAeHHE HA NALIMEHTUTE, KOMTO 3aNoY4BaT
U MpeKparaBaT eJIHOBPEMEHEH NMPHEM Ha e30Mernpason ¢ BapgapuH HIH JAPYTrH KyMapHHOBH
[IPOU3BO/IHH.

Knonuooepen

PesynraTu ot usciieaBaHUs MpH 34paByd 100POBOJILM ca NoOKa3ainM, ye (papMaKOKHHETHYHH
(©K)/bapmakoaunamuynu (D /1) B3aumoaeiicteus Mexay knonuaorpen (300 mg HaToBapeaiuia
no3a/75 mg noaabprKalla AHeBHa 103a) U e3omenap3oin (40 mg nepopaiiHa 103a) KMaT 3a pe3yaTar
MOHHIKEHA €KCINO3HLIMA Ha aKTUBHUA MeTaboJIMT Ha Kjionuaorpen cpeaHo ¢ 40% v noHoXeHO
MakCcUMaJTHO WHxuOupaue (A lD-uHnayurpano) Ha TpombourTHATA arperacus cpeaHo ¢ 14%.

[1pu u3cnensaxe npu 31apBH 100POBOILIM, KOTaTO KJIONKAOTPE/ € MPHJIOKEH 3aeaHO ¢ (PUKCHpaHa
n030Ba KOMOMHaLMs e3omenpason 20 mg + aueTwicanuumnosa kucenrHa 81 mg ce Habmonasa
MOHHYKEHA EKCMO3HLHUA Ha aKTUBHUSA MeTabOoUT Ha Kionuaorpen ebe cpeano 40%, crnpsamo
CaMOCTOATETHO MPHJIOKEHHUE Ha Kionuaorpen. Obaye, MAKCUMaIHUTE HUBA HA MHXUOMLKA Ha (A 1D
HHylLHpaHa) TPOMOOLIMTHA arperaiys npy Te3U JIMLA € €1HAKBA B IPYNHMTE HA KJIONKWAOTPe U
kionuaorpen + koMouHUpaHus (e3omenpazon + ACK) npoaykr, BeposTHO Nnopajiu €IHOBPEMEHHOTO
npujioKeHue Ha Hucka ao3a ACK.

[IpoTHBOpEYHBH NaHHU OT KIIMHWYHHUTE npoy4ysBaHus Ha OK/D/] BzaumMoaeicTBUA HA €30MeNpa3os mno
OTHOILIEHHE Ha 3HAYMMH CHPACYHO-CHAOBH HHLIMJIEHTH Ca NOJIy4eHH KaKTO NMpu obcepBallMOHHH, TaKa
W NPH KJIMHWUYHHU rpoyyBaHus. Karo npeanasHa Msapka eIHOBpeMeHHaTa yrnorpeda Ha KJIOnmuaorpe
TpsOBa 1a ce u3bsArea.

H3cae1Banu JIeKAPCTBEHH NPOAYKTH 6€3 KJIHHHYHO 3HAYHMH B3aHMO/IeHCTBHSA

Amoxcuyuaun u XuHuOuH
Jloka3aHo e, 4ye e3omenap30/1 HAMa KJIMHUYHO 3Ha4MMH e(eKTH BBpXY (hapMakoKHHETUKATa Ha
aMOKCHLIMJIMH, XMHH/IHH.

Hanpoxcen uu poghexoxcub

He ca ycTaHOBEH KJIMHHYHO 3HAYUMHU (PapMAKOKMHETHYHH B3aUMOIEHCTBHS MPH €JHOBPEMEHHOTO
MPHJIOKEHHE Ha €30MENPAa30J1 U HANMPOKCEH WJIH Ha e30Menpa3os U poeKoKCHO B paMKHUTE Ha
KPaTKOCPOYHH KIMHUYHH [POYYBAHUS MPOYYBAHHUA.

EdexTn Ha Apyru JieKapcTBeHH NPOAYKTH BbPXY papMaKOKHHETHKATA HA €30Menpa3ol

Jexapcmeenu npooykmu, koumo unxubupam CYP2C19 w/unu CYP3A4
E3zomenpa3son ce merabosmzupa ot CYP2C19 u CYP3A4. EnHoBpeMEHHOTO NpUIOKEHHE Ha
e3omerpasosl U MHXuOuTopsT Ha CYP3A4 xiapurpomunus (500 mg ABa NbTH JHEBHO) € JIOBEJO 0
yaBosiBaHe Ha ekcriosuumsaTa (AUC) Ha ezomenpasona. EAHOBPEMEHHOTO NMpUIOXKEHHE HA
e3omeripaszost ¥ komouHupan HHXHOMTOP HAa CYP2CI19 u CYP3A4, moxe aa noBese 10 yBe/iMyaBaHe
Ha eKcno3uuuaTa Ha e3oMmenpa3zon noseue ot Asa NbTH. CYP2C19 u CYP3 A4 unxuburop
BopukoHa3oJ1 yeenuuara AUC Ha omenpazon ¢ 280%. Kopekuus Ha n03aTta Ha €30Menpa3Qiseéce-
H3MCKBA IPH Te3W CUTyauuu. Bbnpeku ToBa, ajantupaHe Ha jo3ata TpaOBa 1a ce uma
NALMEHTH C TEIKKO YEPHOAPOOHO yBpEekKIaHE M KOraTo € MoKasaHo MpoAb/DKUTENHO JIg

Jlexapcmeenu npooykmu, koumo unoyyupam CYP2C19 w/uru CYP3A4



Jlekapctea, 3a kouto ce 3Hae, ye uuayuupat CYP2CI19 unu CYP3A4, uau v apere (KaTto Hanpumep
pUudaMnUUMH WIH XKBJIT KAHTAPHOH) MOrarT Ja 10Beat 10 NOHHKEHH CepyYMHH HUBA Ha €30Menpason,
Yype3 3aCHJIBAHE HA HENOBUAT META00IU3BM.

Ileduampuyna nonyiayus
[IpoyuBaHus 3a B3aUMOJEHCTBUSA Ca MPOBEKAAHH CAMO MNPH BH3PACTHH.

4.6 @eprunaurer, )peMEeHHOCT H KbPMeEHe

bpemenHoct

KivnnyHK 1aHHy 3a ekcno3uuusa Ha EmaHnepa no Bpeme Ha OpeMEeHHOCT ca OrpaHHYeHH.
EnuaeMHonornyH H3c/ie/IBaHuA ¢ paLeMHUYHaTa CMec OMerpas3oll MpHU rojisiMa eKCro3HLMs Mo BpeMe
Ha OpeMEHHOCT He MoKa3par MajipopMaTHBHU WK peToTokcHuHM edekTH. U3cneaBanus npu
’KHBOTHH C €30MENpa30sl HE MOKAa3BaT AUPEKTHH WIH UHAMPEKTHH €(EeKTH 110 OTHOLIEHHE Ha
eMOpuoHanHOTO/heTanHoTo pazBuTHe. M3ciieiBaHUs NPH KUBOTHH C paLieMMYHATa CMEC HE MoKa3BaT
JAMPEKTHH MW UHIHPEKTHHU €(EKTH MO OTHOLIEHHE Ha OPEMEHHOCTTa, PaXK/IaHETO MITH
MOCTHATaJIHOTO pa3suTHe. [lopaau ToBa 3acera € yMeECTHO Bb3AbpikaHe OT yrnoTpeda Ha e3oMenpason
NMpyH OPEMEHHH KEHH.

OrapHU4YeHO KOJIMYECTBO JaHHH NpH OpemenHu xeHu (Mexay 300-1000 cnyyau npu OpeMeHHH
’KEHH) He Nnokas3sa mangopmMauuu WiK ¢eto / HeoHaTalHa TOKCHYHOCT Ha €30Menpasoll.

[IpoyuBaHusTa 11pH )KHBOTHH HE NOKA3BAT AMPEKTHHU WIH HHAMPEKTHU BPeIHH e€(PEeKTH MO OTHOILIEHHE
Ha penpoayKTHBHATa TOKCHYHOCT (BX. TOYKa 5.3).

Kbpmene

He e u3BecTHO aanu e30Menpason ce eKCKpeTupa B Kbpmara npu YoBeka.He e HanwuHa nocratbyHo
WH(popMaLus 3a epeKTUTE Ha e30Menpa3on Npu HOBOpoAeHH/ KbpmaueTa. [Topaau ToBa e3omenpason
He TpsOBa aa ce npuiara rno BpeMe Ha KbpMEHe.

OepTUanTeT
[IpoyyBaHus npH HKUBOTHH C palleMHYHATa CMEC OMENPa30Jl, NpUjaraH rnepopajiHo, He NoKa3ear
e(PEKTH MO OTHOLLUCHHUE Ha (PepTHIIUTETA.

4.7 Ed¢ekTn BbpXY cnocobHOCTTA 32 IopupaHe H padoTa ¢ MAIIHHH

Ezomenpa3on uMa He3HauuTeneH epekT BbPXY CnocoOHOCTTa 3a wodupaHe U pabora ¢ MalIMHM.
JloknanBaHM ca HEXENaHW JIEKAPCTBEHH PEaKLMM KaTO CBETOBBPTEXK (HEYECTa) U 3aMbIJIEHO 3pEHKHE
(psiaka) (Bxk. Touka 4.8). AKO naLUMEeHTUTE Ce MOBJIHAAT, Te He TpAOBa aa wodupar Wik aa padboTaT ¢
MalUWHH.

4.8 Hexenanu JileKapcTBeHH peakuHH

O600wenue Ha npoduna Ha 6e30NacHOCT

[‘naBoGonue, 601KkH B KOpema, AHAPHs U NaJICHE Ca CPEA Te3H HEXKEJIaHH JIEKAPCTBEHH PeaKLMu, KOUTO
ca OW/IM Hal-4ecTo NpH KIMHUYHHWTE NPOYYBaHUs (@ ChILO M NMPH MOCT-MapKeTUHroBa ynotpeba). B
NOMbJIHEHHE, NPOPUIBLT Ha Oe30nacHOCT € NoAoOeH 3a pasiiuHu GOPMYJIMPOBKH, TEPANIEBTUYHH
MOKa3aHHsA, Bb3PACTOBH I'PYIH U NomnyJauuy ot naudeHTy. He ca HabnroaasaHu n0303aBUCUMMMU
HEXKEJIaHH JICKAPCTBEHH PEaKLIMH.

Tab1uyeH CIUCHK HA HEXKETAHUTE JIEKAPCTBEHH PEaKLIUH
CneaHMTE HEXKENAHU JIEKAPCTBEHHU PeakLUH ca HabyoJjaBaHH MM MOJO3UPaHH MO B
KJIMHUYHUTE U3MUTBAHUA HA €30MENpa3o/l U OT NOCT-MapKETHHroea ynorpeda. Hut
Ouia cBbp3aHa ¢ ja03ara.




Cnopen yecTtoTaTa HEXKEJJAHUTE pPeakLMU ce JIeAT Ha:

- MHOTro 4YectH (=1/10)
- yectu (>1/100, <1/10)

- neuectu (>1/1 000, < 1/100)
- peaku (>1/10 000, <1/1 000)

- muoro peaku <1/10 000, ¢ Hen3BecTHa YecTOTa (HE MOXKE Aa Ce MPEABHAHN OT HAJIHYHHUTE

JIAaHHH )

an BCAKO rpyrnupane 1o 4eCTora, HEXKC/IaHUTE pE€aKlHH Ca NpeACTaBE€HH B HU3XOAAlLll peAa 1o

OTHOLICHHUEC HA TECKECTTA.

CucremMHO-OprasneH KJjac YecroTa Hexeniana JiekapcTBeHna peakunus
HapylyHus Ha KpbBTa M Penku JIEBKONEHMSA, TPOMOOLIUTONEHKS
AumpHata cucTema MHoro peaku arpaHyJIOLMTO3a, NaHLUTONEHHUS

HapyuieHus Ha MMyHHara cucTema

Penku

peaKkLMHH Ha CBPbXYYBCTBUTEHOCT Harp.
TpecKa, aHTHOe1eM H aHadUIaKTHYHK
peakLMH/1IoK

Hapywenus Ha metabonuzma u
XpaHEeHeTo

HeuecTn

nepudepeH eaem

Penku

XHIIOHATPHEMHA

C HeusBecTHA

XUIMOMarHe3nemus (suoic pazoen 4.4),;

YyecToTa Te)KKaTa XHINOMarHe3ueMus MOoXe /a
KOpEJIMpa ¢ XUIOKaJILIHEMHS
[IcnxnaTrpuyHM HapylLIEHHS Heuectu WHCOMHHS
Penku Bb30yaa, 6e3nokoicTBO, Aenpecus
MHOro peaku arpecHs, XamlouHHaLHKU
Hapyuenus Ha HepBHaTa cuctema |Yectu riasodomnue
HeuectH 3aMasHOCT, Nnapacre3us, CbHJIUBOCT
Penkwu HapylIEHHs Ha BKyca
HapyweHnus Ha 3peHHeTo Penku 3aMbIJIEHO 3PEHHE
HapyueHus Ha yxoTo U Heuectu BEPTHIO
nabupuHTa
PecniupatopHu, TopakaiHHu U Penku OpoHxocna3zbM
MeIMaCTeHATHH HapyLUeHUS
CromMaliHo-4ypeBHU HapymieHus  [Yectu KopeMHa 00Jika, KOHCTUNALIMS, THAPHA,
dnarynenums, rajieHe/nOBpbLIAHE, MTOJTUITH
Ha AbHOTO (dyHayca) Ha cTomaxa
(nobpokauecTBeHH)
Heuectu CyXOTa B ycTara
Penku CTOMATHUT, raCTPOMHTECTUHAJTHA KaHM103a

C Heu3BeCTHa

MHUKPOCKOTICKH KOJIUT

4ecToTa
XenaroOunuapHu HapyLleHHS HeuecTu MOBHIIIABAHE HA YEPHOAPOOHHUTE EH3UMHU
Penkwu XEMaTUT ¢ UK 0e3 )KbJITeHUIA x% ——"
1/ 3 |
MHoro peaku 4YEepHOAPOOHA HEAOCTATBYHO! :
eHuedanonaTus nNpy nauues
ChC ChLUECTBYBALLO YEPHO]
3a00/19BaHe
Hapywenus Ha koxxara u HeuectH AEePMaTHT, NPYPHUTYC, 0OpH




MO/IKOKHATA ThKaH Penkwu anoneuus, GoToOUYBCTBUTETHOCT
MHoro peaku epurema MynTudopme, cHHApOM Ha Stevens-
Johnson, TOKCHYHa enuaepMasiHa HEKPOJIM3a
(TEH)
C HeusBecTHa cybakyTeH KOXKEeH JIYIyC epuTeMaro/iec (Bx.
4ecToTa To4Yka 4.4)
HapyweHnus Ha Heuectn ¢pakTypu Ha Oeapo, KHTKA WK rppOHaYeH
MYCKYJIHOCKEJIETHATa CUCTEMA H cTBIO (udc pazoen 4.4)
MHoro peaku MYCKYJIHa ciabocT
Hapymenus Ha 6b0peuure 1 MHoOro peaku HHTEPCTHLHANIEH HEPPUT, NPH HAKOM
MMKOYHHUTE IMbTULLA MALUMEHTH € J0KIaJBaHa €JHOBPEMEHHO
ObOpeyHa HeaOCTATBYHOCT
HapymeHus Ha penpoaykTtuBHata |MHoOro peaku r’MHEKOMaCTHS
CHUCTEMA U IbpPAUTE
OOy HapywieHus ¥ ot msacToto  |Peaku HEepPa3MnoJ0KeHHE, MOBUILEHO MOTEHE
Ha MPHII0KEHHETO

CroOliaBaHe Ha MO03MPAHH HEXENIAHH PEaAKIIUM
Cbob1uaBaHeTo Ha NOO3MPAHH HEXENaHH peakLMHu Clie/] pa3pellaBaHe 3a yrnorpeda Ha JIeKapCTBEHHUS

MPOAYKT € BaKHO. ToBa no3posisgBa 21a NPOABIKK HaOMOAEHUETO Ha ChOTHOLLIEHHETO NOJI3a/PUCK 3a
neKapcTBeHus NpoAyKT. OT MEAULIMHCKHUTE CNELMAIMCTH CE M3HCKBA [1a ChOOLLABaT BCAKA
MoA03UpaHa HeXKeslaHa peakiys upes

H3nbanuTeHa areHuMs no jekaperaara

yi. . JlamsH ['pyes” Ne 8

1303 Codus

Ten.: +35 928903417

yeOcaiiT: www.bda.bg

4.9 Ilpeno3upane

Mma MHOro orpaHH4€H OMHT ¢ NMpeAHaMepeHo oTpaBsiHe. CUMNITOMUTE ONMUCAHH NMPH NMPHEM Ha
280 mg ca croMalliHO-YPEBHU M CUMNITOMM Ha caboct. Exunnynu no3u ot 80 mg He ca nosenu 1o
HAKAKBO CLOMTHE.

He e usBecTeH cneunpuyeH aHtuaot. Ezomenpasosn ce cBbp3BRa ¢ mia3MeHUTE MPOTEMHHU B MHOIO
BUCOKA CTEINEH W MOpaay TOBA HE CE OTCTPaHABA JIECHO 4pe3 Axanu3a. KakTo npu Bceku cliiyyai Ha

npe0o3upaHe, Je4eHHETO TpAOdBa Aa Obae CUMNTOMATHYHO M /a ce NMpuJjarat oOLH MOAIbPKALIX
MEPKH.

5. ®APMAKOJIOTMYHH CBOMCTBA

5.1 PapmakoJHHAMHYHH CBOlHCTBA

dapmakoTtepaneBTiHyHa rpyna: JlekapcTsa 3a KHCETHHHO-aCOLIMMPAHH HApyLLEHUs, HHXUOUTOp Ha
nporonHara nomna ATC koa: A02B C05

E3omenpa3os € S-u3oMep Ha omenpaso/l 1 HamajisiBa CTOMallHaTa KUCE/IMHHA CeKpeLu
MPHULEIEH MEXaHU3bM Ha AeHcTBue. Tok e cneundryeH MHXUOUTOP HA MPOTOHHATA 1)
napueTanHara Kietka. R- u S-u3omepure Ha oMenpaszon umar noaodHO hapmMakoau
JIEHUCTBHE.



MexaHW3bM Ha JIeHCTBUE
Ezomenpason e ciaba 0cHOBA M C€ KOHUEHTPUPA W NMPEBPbLIA B aKTHBHA (pOpMa B CUIIHO KucesarTa

cpeaa Ha CEeKPEeTOPHUTE KaHA/IYeTa B NapUETAIHUTE KJIE€TKH Ha CTOMALUHATa JIMraB|LUa, KbAETO TOM
uHxuOupa enszuma H' ,K'-ATd-a3a - ocHOBHa €H3UMOCHTYpsBallla ICHHOCT HAa MPOTOHHATA MOMMNa M
MHXHOMpa KakTo OazanHaTa, TakKa U CTUMYJIMpAHAaTa KUCEJTMHHA CeKpeLIMs.

dapmakoarHaMH4YHH edeKTH

Cnen nepopanen npuem Ha 20 mg u 40 mg e3oMenpasos Ha4anoTo Ha edekra ce HaboaaBa cien
eauH yac. [lpu mHorokpatHo npunokerue Ha 20 mg e3omenpasos BeAHBXK AHEBHO B MPOAbIKEHHE
Ha MET JIHK CpelHaTa MaKCHMa/lHa KUCEJIMHHA NMPOAYKLHA C/Ie/l CTUMYJIMpaHE ¢ MeHTaraCTpH1H €
Hamansia ¢ 90% npu uamepsane 6-7 yaca ciaes npyema B JCH METH.

Cnen ner aHu nepopaiHo npunoxeHue Ha 20 mg u 40 mg e3omenpasos cromaumHoto pH Hag 4 e
NOIbP’KAHO CHOTBETHO B MPOJAB/DKEHHE Ha CpeaHO BpeMe OT 13 u 17 yaca ot 24-yacoBus nepyon
npu naueHTy ¢ IEPB. TlpoueHTsT OT nauueHTHTe, KOMTO ca NnoAabpKaak ctoMaiiHoTo pH Haa 4 B
NpoAb/DKeHUE HAa Ha-Maiko 8, 12 1 16 yaca e Oun cborBeTHO 76%, 54% 1 24%. ChOoTBETHHUTE
npoueHTH npu ezomenpazon 40 mg ca 6unu 97%, 92% u 56%.

H3nonssaiikn AUC karo 3amMecTUTEN HA napaMeTbp 3a MU1a3MeHaTa KOHLUEHTPALHA, Bpb3KaTa MeXxay
MHXMOMPAHETO Ha KUCETMHHATA CEKPELIUs M EKCIIO3HULIMATA € BU/HA.

HM3nekyBane Ha pednykc-e3odarut ¢ ezomenpaszon 40 mg ce Habaroaara npubausuTenHo npu 78% or
NMaLUeHTHUTE CJIe/] YETUPH ceAMULM U npu 93% cnen oceM ceAMULM.

EanoceiMuuHO neuenue ¢ esomenpason 20 mg ABa MbTH AHEBHO M MOAXOAALH AHTHOHOTHIIH BOIH
110 ycneuiHa epagukauma Ha H. pylori npn npubausurento 90% ot nauueHTHTe.

CJ'IE,[[ JICYCHHC 3a €paluKalluia B NpOAB/DKCHHUE Ha €1Ha CE€AMHLA CC CUHUTA, Y€ HAMA HYXK/a OT
nocjieasalia MOHOTEpanusa C aHTUCCKPETOPHH JIEKAPCTBA 34 E¢CKTHBHO H3JICKYBAHEC HA A3Ba H
OTCTPAHABAHC HA CUMITITOMUTE [NPH HCYCJIOXKHEHH NYOACHAJIHH S3BH.

B panaomu3upaHo, 1BOHHO-CIANO, M1aLe00-KOHTPOIHPAHO KIMHUYHO MMPOYYBAHE, MALMEHTH C
€H0CKOMNCKH NOTBbP/ACHO KbPBEHE OT nenTvyHa s3ea karo Forrest la, Ib, [la nnu IIb (9%, 43%, 38%
v 10 % pecnekTHBHO), ca OWIM paHIOMHM3MPaHM J1a N10J1y4aBaT e30Menpa3oli HHPY3HOHEH pa3TBOP
(n=375) wau mnauedo (n=389). Cien eHaockoncka XeMocTasa, B NpoOAb/BKEHHE Ha 72 yaca
nauMeHTUTe nosyyasanu i 80 mg ezomenpason UHTpaBeHO3HA WH(PY3us 3a 30 MUH. ¢ nocieaBalla
HenpekbcHaTa uHGy3us ot 8 mg/h, wiu nnauebo. Cnen HauanHusg nepuoa ot 72 yaca, BCHUKH
MalMEHTH NOJY4YaBaJIM B Npoab/nkeHue Ha 27 auu 40 mg nepopasieH e30Menpa3on 3a KUCeJIMHHA
cynpecus. [IpoueHTsT Ha NosBa HA MOBTOPHO KbPBEHE Clle]l MO-MaJIKO OT 3 AHM, 6un 5,9% B rpynara
Ha e3omenpason B cpaBHeHue ¢ 10,3% B nnauebo-rpynara. Ha 30-1 neH cnea npukioyBaHe Ha
JICYEHHETO, MPOLIEHTHT Ha M0ABa Ha MOBTOPHO KbPBEHE B rpyrnara Ha €30Merpa3oj CrpAMO rpynara
Ha rauedo oun cvoreeTHO 7,7% cnpsamo 13,6%.

[lo BpeMe Ha leueHHe ¢ aHTUCEKPETOPHH JIEKAPCTBEHH NPOAYKTH FraCTPHHA B CEpyMa Ce NMOBHILABA B
OTrOBOP Ha MOHWXKEHATa KUCEJIMHHA cekpeuus. B pesynrar Ha HamasleHaTa CTOMallIHA KMCEJTMHHHOCT

ce noBuiuasa U HUBOTO Ha CgA. [TosulueHOTO HMBO Ha CgA MOKe J1a MOBJIMAE HA M3C/Ie/IBAHUATA 34
HEBPOEH/OKPHHHH TYMOPH.

Hanuuyuure myOiMKyBaHu JaHHH MMOKA3BaT, Y€ MPWIaraHeTo Ha HHXWOUTOPKU Ha NMPOTOHHATA MOMIIA
TpsOBa /1a ce npeycTaHOBU MEXKY 5 AHHU M 2 ceaMUUM npeau uamepBaHe Ha CgA. Tosa ce npasu ¢

ues HuBaTta Ha CgA, KOMTO MOrar Ja ca JIbx/J1MBO noeuiieHu caen jeuenue ¢ UIII, pa ce G
Bb3CTAHOBAT 10 pe)EPEHTHUTE CH I'PAHMLIM.

KakTo npu eua, Taka 1 nNpu Bb3pacTHH MpH NPOABDKUTETHO JIEHEHHE C €30MEeNnpaso
HaOnroaaBanu nosuuieH o6poi ECL (eHTepoxpoMaduH-noaoOHH KIETKH), BEPOATHO
MOBULIEHUTE CEPYMHH HUBA Ha racTpuHa. CUMTA CE,4 € Te3M HAXOAKH HAMAT KJIMHH




[lTo BpemMe Ha NPOAB/HDKUTETHO JIEYEHHE C AHTUCEKPETOPHHM JIeKapcTBa ce ChoO11aBa 3a M3BECTHO
YBEJIMYEHHE HA YECTOTATa Ha MOABA HA KHUCTO3HO-/Ier€HEPAaTHBHHU MPOMEHH B CTOMALIIHUTE €PO3HH.
Te3n npoMeHH ca cieacTBHE OT MPOAB/HKUTENIHOTO HHXHOMpaHe Ha KMCe/IMHHATA ceKpelus. 3acera ce
CYMTa, Ye Te ca JOOPOKAYECTBEHH.

[ToHwxkeHara cToMaliHaTa KHCEJTMHHOCT B pe3yJ/ITaT OT pa3/IMuHH Bb3ACHCTBUA, BKIKOUHTETHO Ha
MHXUOMTOPH Ha MPOTOHHATA MOMIIA, BOAM 0 HapacTBaHe Ha Opos Ha OaKTepHUHTE, HOPMAITHH
o0UTaTEIM Ha CTOMALUHO-YPEBHHUSA TPAKT, B CTOMaxa. JIedeHHeTo ¢ HHXMOUTOPH Ha MPOTOHHATA
MOMIa MOXeE Ja A0Be/IE 0 JIEKO MOBHILEH PUCK OT CTOMALIHO-YPEBHH HH(EKLIMM, KATO TAKKUBA,

npu4YrHeHu ot Salmonella w Campylobacter v, npyu XOCNUTAIM3UPAHH NALMEHTH € Bb3MOXKHO CBIIO
Clostridium difficile.

KauHuuHa edukacHOCT

B nBe KIMHMYHHK M3NWTBAHKSA B CPABHEHUE C PAHUTH/IMH, €30MENpa3oi nokassa no-100up edekT npu

JieYeHHe Ha cTomaluHa a3sa npu naumeHTy npuemaw HCIIBC, srmountenio COX-2 cefleKTHBHU
HCIIBC.

B 1Be KJIMHMYHH H3MUTBAHHWA B CPaBHEHHE C 1u1auedo, e3oMenpason nokasea no-100sp edekr npu
npouIaKkTHKa Ha CTOMAalHA U AyoaeHanHa a3sa npu nauueHT Ha HCITIBC (Ha Bb3pact >60 w/unm ¢
npeaviuHa s3ea) skmountenHo COX-2 cenekruin HCIIBC.

[leanaTpuyHa nonyaius

[1pu npoyusane ¢ neauarpuunu ['EPB naumenTu (<1 no 17 roauinHa Bb3pacT) noay4asaiiu
avarorpaiHo neyenue ¢ HUIII, 61% or neuara ca passuau neka crened Ha EKJI knerbuna
XMMEPIUIa31s ¢ HEU3BECTHA KJIMHUYHA 3HAYUMOCT, Oe3 pa3BUTHE Ha aTPO(HUYEH raCTPHUT HIIH
KapLUMHOWIHH TYMOPH.

5.2 ®dapMaKOKHHETHYHH CBOICTBA

AbcopbOuus

E3zomenpa3son e 1abuiieH B KMcesa cpesia U nopajy TOBa ce Mpuiiara nepopajiHo BbB BH/1 Ha
CTOMAIHO-YCTOHYMBH rpaHyu. [Ipespbiuanero B R-uszomep in vivo e HezHauurenHo. AbcopOuusaTa
Ha e3oMernpa3osna € Obp3a, KaTO MaKCUMaTHUTE TNJ1a3MEeHH HUBA ce HaOmonasaT npubau3uTenHo 1-2
yaca cje npuema. AbcomoTrHara GuoHanu4HoCT € 64% cnen eauHuvHa ao3a ot 40 mg M ce
nosuasa 10 89% cie/ MHOroKpaTHO NMpuiokKeHue BeaHbkK AHeBHO. [Tpu 20 mg ezomenpason
CBOTBETHUTE CTOHHOCTH ca pecnekTUBHO 50% u 68%.

EAHOBpeMEHHOTO nNpUeMaHe ¢ XpaHa MoXke J1a 3a0aBH U HaMalu pe3opOLMATa Ha e30Menpaso.ia,
BBIIPEKH Y€ TOBA HE OKa3Ba 3HA4YUMO BJIMSIHME Ha eeKTa Ha e30Menpa3o/ia BbpXy CTOMAlIHaTa
KHCETMHHOCT.

Pasnpeaenenue

OGeMbT Ha pasnpeae/eHHe B pABHOBECHO ChCTOSHHE TIPH 3ApaBu Jinua e npuoiusurento 0,22 L/kg.
Ezomenpa3onsT ce cBbp3Ba ¢ Mi1a3MeHUTe MPOTeHHH B 97%.

buorpancopmanus

E3zomenpason ce merabonusupa HambJIHO OT cucTemara Ha UMTOXpoM P450 (CYP). OcHoBHara yacT
oT MeTabosiu3ma Ha e3oMenpasona 3aBucu oT noaumopduus CYP2C19, otrosopen 3a o6pasysaneTo
Ha XHUJPOKCH- U Ne3METH/- MeTaboIuTH Ha e3oMenpa3ona. OcTaHanara 4yacT 3aBUCH OT APYT

cneunduyeH uszoensum - CYP3A4, orroopeH 3a oOpaszyBaHeTo Ha e30Mernpasol cy.ihoH, o
MeTadOoJIUT B Mia3mara.

EnvumMuHupane
[Tokasarenure no-gony oTpassaBar npeauMHoO (papMakOKMHETHKATA HA JIMlia ¢ PyHKLL

CYP2C19 en3um, ekcTeH3MBHH MeTab0/IM3aTOPH.



ToranHuaT nna3meH KIHpbHC € 0kojo 17 L/h cnen equauyna no3a u okoso 9 L/h cie MHOrokpaTHo
npuinoxeHue. [L1azMeHUIT noaykMBoOT € 0KkoJo 1,3 4 ciea MHOrOKpaTHO NMpHJlaraHe BeIHbXK JHEBHO.
E3oMenpa3os ce enMMHHMpa HAITB/JIHO OT T1a3MaTa MeK/1y MPHEMHUTE, KaTo HAMAa TEHIEHLMA 3a
KyMYJIMpaHe NnpH npuemMaHe BeAHbK JHEBHO.

[ naBHUTE MeTabOAUTH Ha €30Menpa3o/1 HAMAT e(PEeKT BbPXY CTOMALIIHATA KHCEJTMHHA CEKPELIUS.
[Toutn 80% or nepopanHara 103a e30Menpas3osl ce eKCKpeTupa Kato MeTaboJIMTH B YpUHaTa, a
OCTaTBLKBT - ¢ pekanmure. [Toa 1% OT U3X0AHHA KOMIIOHEHT Ce€ OTKPHBA B YpPHHATA.

JInHeHHOCT/HENMMHEHHOCT

(dDapMaKOKHHETHKATa Ha €30MENpa3o € u3caeaBaHa npu ao3u 1o 40 mg aBa bt AHeBHO. [Tnourra
10/l KpHBaTa KOHLIEHTPALMA-BpPEME C€ YBE/IMYaBa NPH MHOMOKPAaTHO MpUiaraHe Ha e3oMenpasoJia.
ToBa yBenuyeHue 3aBUCH OT 103aTa U BOJAH 10 MOBEYE OT MPONOPLHOHATHO HA /103aTa yBEIMYEHHE HA
AUC cnen MHOrokpaTtHo npunarase. Ta3su 3aBUCMMOCT OT BPeMETO M 103aTa Ce AbJDKH Ha HaMaJIeHHE
Ha MeTado/IM3Ma NpPH MbPBO NMPEMHUHABAHE U HA CHCTEMHMSA KJIMPBHC, BEPOSTHO MPHYHHEHH OT
uHxuMbupaneTo Ha eHzuma CYP2C19 ot e3omenpa3zoia u/uiu Heroeus cy,1ihoHOB MeTabOHT.

CrneuranHy rpynu nauueHTH

Crabu memabdoruzamopu

[1pubnusurenno npu 2.9+1.5% ot nonynauusra nuncea ¢pyukumonupam CYP2C19 ensum u e ca
HapeueHH cs1adbu Metabonuzaropu. [Ipu Te3u nuua meTabosIM3MBT Ha €30Menpa3oia BEPOATHO Ce
katasusupa npeaumHo ot CYP3A4. Cnen MHorokparHo npuaarade Ha 40 mg e3oMenpasosi BeIHbK
JHEBHO Cpe/iHaTa IOl Mo/l KpUBaTa KOHUEHTpauus-speme e ouna npubaunsurento 100% no-ronsma
npu ciabure MetabosiM3aTOpH, OTKONKOTO npH Juuara ¢ pyukumonupaiy CYP2C19 enszum (cHiaHu
merabonuzaTopu). CpeiHUTE MAKCHMAJTHH MJIa3MEHH KOHLEHTPaUHH ca OU/IM MOBHILIEHH C OKOJIO
60%. Te3n HaxO/IKH HAMAT OTHOLLUEHHE KbM JI03UPAHETO HA €30Menpa3oa.

llon

Cnen enHokpaTHO npuiarade Ha 40 mg e3oMernpasos cpeiHaTa 1oLy oj KpUBaTa KOHLUEHTPaLMs-
Bpeme € npudnusutenHo 30% no-ronsMa npu KeHU, OTKOJIKOTO npu Mbxke. He e ycraHoBeHna nosiosa
pasjiuKa ciie/l MHOrOKpaTHO NMpuJiaraHe BeAHbX AHEBHO. Te€3u HaAXOJKH HAMAT OTHOLUEHHE KbM
J03UPAHETO HA e30Mernpa3ona

Yeprnoopobro yepesxcoane

MeTabonu3MbT Ha €30Menpasosl npH OOTHH € JIEKO 10 YMepeHO HapyllieHa GyHKLUs HA YepHHUS Jpod
MOKe n1a Obae BioweH. CteneHTa Ha MeTado/IM3MpaHe € HamMalleHa MNpH MaLMEHTH C TEXKKO YBpe/IeHa
4yepHOApoOHa QyHKLMS, KOETO BOJH 0 YABOsBaHE HA IUIOLUTA MO/ KPUBATa KOHLEHTPALHA-BpEME Ha
ezomernpasona. [Topaau ToBa npu nauMeHTH ¢ TexxkKa qUchyHKIMS He TpaOBa /1a ce npeBuilaBsa
MakcumasHara no3a ot 20 mg.

E3zomMenpo3on v rinaBHuTe My MeTabo/IMTH HE MOKa3BaT TEHAEHLIMA 32 KyMyJIHpaHe npu MpHeMaHe
BEHBIK IHEBHO.

bvopeuno yepescoane
He ca npoBex/1aHu npoy4yBaHus Npy NalMeHTH ¢ HamaieHa ObOpeuHa dyHkuus. Tl kaTo npes

ObOpeumnTe ce U3BbPIIBA EKCKpeLMATa HA METabOTUTHTE Ha €30MeNpa3oia, HO HE U €JIMMUHUPAHETO
Ha U3XOJHOTO CHEIMHEHHE, HE CE OYAKBAT MPOMEHH B MeTaboNM3Ma Ha e30Menpasoa Nnpu NnauueHTH
¢ yBpeaeHa Ob0peuHa pyHKLm.

Cmapuecka 8b3pacm
MeTabosM3MBT Ha €30MENpasosl HE CE MPOMEHSA 3HAYUMMO [PH JIMLIA B HaNpeHaaa B
FOJIMHH ).

[leanarpuyuHa nonyjaauus



HOunomu mexay 12-18 rogunn:

Cnen mHorokpareH npueM Ha 20 mg u 40 mg e3omenpasoJ, obuiara ekcno3uuus (AUC) u Bpemero 3a
JOCTHIaHEe HA MAKCHUMAaJTHA MJ1a3MeHa KOHLUEHTPaUMA (tmax) NPpYU OHOWK Mexxay 12 u 18 roauinHa
Bb3PacT ca CbU3MEPHUMH CbC CTOMHOCTHTE, HAO/IKOAABAHH NPH Bb3PACTHH NALMUEHTH U NPH JIBETE
AO3HPOBKM Ha €30Menpaszoi.

5.3 Ilpeaxk/IHHHYHH AaHHH 32 De30macHOCT

HEeKJIMHUYHHU JaHHU OT KOHBEHLIMOHAJIHU NMPOYYBAHUA HE YCTAHOBABAT HAKAKBH OCOOEHH PHCKOBE 3a
4YOBEKA Bb3 OCHOBA Ha (PapMaKo/10rHyHa 0€30MacHOCT, TOKCHYHOCTTA CJI€l MHOIOKPaTHO TPETHPAHE,
KaHLIEPOre€HEeH MOTEeHLUHA, TOKCHYHOCT MO OTHOLLIEHHE Ha PENpOAYKTHBHOCT U pa3BuTHe. Hexenanu
JIEKapCTBEHH PEAKLIMH, KOMTO HE ca Had/I0JaBaHH B KIIMHWYHH MPOYYBAHUSA, HO MACHTH(PHULIMPAHHU
MPH >KHBOTHH NPH HUBA HA €KCMO3HLMA OJU3KH 10 T€3W OT KJIMHWYHH MPOYyYBaAHMS W C Bb3MOXKHA
BPb3Ka C KJIMHUYHOTO MPUIOKEHHE Ca KaKTO CJIe/1Ba:

M3cnenpanusTa 3a KapLUeHOreHHOCT MPH TUTbXOBE, U3BBPIIEHH C palleMHYHATa CMeC, Ca NMoKa3aiu
xunepruiasus Ha cromatiHuTe ECL- knetku v kapuuHonau. Te3u ctomaluiu epekTH Npu nibXoBeTe
Ce€ AB/DKAT HAa NPOAB/KUTE/IHATA W3ABEHA XUNEPracTPUHEMHUS BCII€/ICTBHME HA HAMaJsleHaTa NpoaAyKLHs

Ha CTOMAlIIHA KHCEJIMHA U ca HabmoaaBaHu cnel Npoab/KMTENHO TPETHPAHE Ha IUIBXOBE C
MHXMOMTOPH HA CTOMALIIHATA CEKPELIMA.

6. PAPMAIIEBTHYHHU JAHHHA

6.1 ChnucbK HA NOMOIIHHTE BelleCcTBa

Japo Ha kanicynara (neaeTH):

3axapo3za

LlapeBuyHO HULIECTE
[loBuaon K30

Harpues naypuncyndar
[Tonu(BMHUIOB aKOX0:)
Turanos auokcua (E171)
Makporon 3000

Makporon 6000

Tank

Texbk MarHesueB kapooHar

Cournonumep Ha MeTakpuioBa kKucenuHa-eTunakpuaar (1:1)
[lonucopbart 80

KarncysiHa oOBHBKa:

Kenatun

TuranoB auokcua (E171)
Yepsen xenesen okeua (E172)

6.2 HecbBMecTHMOCTH

Henpunoxumo.
6.3 Cpok Ha rognoct

baucrepna onakoska/HDPE koHTelHep
2 rOJIHHH.

Cnea nbpeonavanno oreapsaHe Ha HDPE kouTeiiHep




[IpoaykTsT TpsaOBa Aa ce u3non3ea B paMkuTe Ha 6 meceua. CbXpaHaBaiiTe KOHTEHHEPA MIBHTHO
3aTBOPEH, 3a /ia C€ NMpeanasu oT Biara.

6.4 Coeuna/jun npeanasHyu MEpPKH NPH CbXpaHeHHe

baucrepHa onakoska, cherosiua ce or OPA/AI/PE +DES ¢duam/Al + PE doauo
Jla ce cbxpaHsBa B OpUrMHAIHATA ONAKOBKA, 3a /1a Ce Npeanas3y OT BJiara.

baucrepHa onakoska, cberosa ce or OPA/AI/PVC/Al donuo
Jla ce cbxpansea noa 30°C.
Jla ce cbXpaHsBa B OpUrdHajHaTa ONakoBKa, 3a Ja ce npeanasu OT BJara.

HDPE konTeiinep
CobXxpaHsBaiTe ONakoBKaTa IUTbTHO 3aTBOPEHA, 3a /1a Ce Mpe/AnasH OT Biara.

3a YCJIOBHATA HA CbXPAHEHHUE CJIE€] IMbPBOHAYA/IHO OTBAPAHE HA JICKAPCTBCHHA NMPOAYKT BHIKTE TOYKaA
6.3.

6.5 Jlannwu 3a onakoBkKarTa

baucrepna onakoska (OPA-AI-PE + DES ¢unm/Al + PE donuo): 7, 14, 15, 28, 30, 50, 56, 60, 90, 98
1 100 cTtomMalHO-yCTOHYMBH TBBPAU KArcCyjH, B KyTHS.

baucrepHa onakoska, cecrosua ce ot (OPA/AI/PVC/Al donwmo): 7, 14, 15, 28, 30, 50, 56, 60, 90, 98
1 100 cTomalHO-yCTOHYHMBH TBBPAU KArCyJiH, B KYTHS.

HDPE konreiinep ¢ PP 3anywanka v cywmresn: 98 cromaliHO-yCTORYMBH TBBPAM KANCYJ/IH, B KYTHA.

Jla He ce nornbla Kancyaara cbC CYLUMTE], C/I0XKEHA B KOHTEHHepa.

He Bcuuku BHAOBE ONAKOBKM Morar aa ObaaT Ha nasapa.
6.6 Cpnennajnn npeina3s’HH MEPKH NPH H3XBbpJisiHe H pabora

Hsama cneunanHy U3HCKBaHMA 34 H3XBbPJIAHE.

Bceku HeM3nos3BaH JIeKapcTBEH MNPOAYKT WM OTNAaAb4HUTE MaTEpHalId OT Hero TpsAadBa J1a ce
U3XBBHPJIAT B CHOTBETCTBHE C H3UCKBAHUATA HA MECTHOTO 3aKOHO/IATEJICTBO.

[Ipuaoxenne upe3 cromamua conaa (=16 Fr)*

k. OTtBopeTe Kancynarta U U3CHNETE MNeJIETUTE B NOAXOASALLA CMPHHLOBKA W HAITh/IHETE
CIPUHLUOBKATA ¢ NpHOM3uTeNHO 25 ml Boaa u npubauszurento 5 ml Bb3ayx.
3a HAKOM COHAM, € HeoOxoauma aucnepcus B S0 ml Boja 3a npenoTBpaTsaBaHe Ha 3anyiliBaHe Ha
COHJATa OT IEJIETHTE.

2. He3abaBHo pa3kiaTere CpMHIIOBKATA 3a pa3npeae/ieHHe Ha rpaHyJIuTe B CYCIIEH3HUA.

3 3apbKTe CIIPUHIIOBKATA W3MpPaBeHa CbC 3a0CTPEHUA Kpai Harope U MpOBEPETE JallH HE €
3arylieHa.

4 [ Ipukpenere cipyHUOBKAaTa KbM COHAATA KaTO MPOABL/DKHTE [1a 1 IbPXKHUTE B ChLLOTO
MOJIOKEHHE.

5 Pa3knarere cnipuHIIOBKaTa U 4 HacouyeTe ¢ Bbpxa Haaony. Unxkektupaiite 5-10 ml Be Tt

conjara. M3panere CipyHLIOBKATA CJIE/I HHKEKTUPAHETO U 51 paskiaTere (CnpHHL
a CE€ AbPXKH CbC 3a0CTPEHUSA Kpai Harope, 3a Ja He Ce 3aITyLK).

6 OObpHETE CIIPHHLIOBKATA ChC 3a0CTPEHHUSA Kpak, Covelll Hal0Ny U BEAHAra u
5-10 ml B connara. [loBTopere Ta3u npoueypa A0KaTo CrIPUHLIOBKATA Ce U3,



7 Hanwsnnere cnpuHuoBkaTa ¢ 25 ml Boga u 5 ml Bb3ayX M nosTopere cThiKa 5, ako UMa Hy»/a
/1a C€ OTMHE BEILECTBO. 3a HAKOM COHJIM ca HeoOxoaumu 50 ml Boaa.

- INPUTEXATEJ HA PASPEIIEHHUETO 3A YIIOTPEBA

KRKA, d.d., Novo mesto, Smarjeska cesta 6, 8501 Novo mesto, CrioBeHus

8. HOMEP(A) HA PASPEHIEHHUETO 3A YIIOTPEBA

Emanepa 20 mg cromaluHO-yCTOMYMBH TBLPAM Kancyu - Per. Ne 20100136
Emanepa 40 mg croMaliHO-yCTOHYMBH TBBPAM Kancyau - Per. Ne 20100137

9. JATA HA ITBPBO PA3SPEIIABAHE/TIOJHOBSABAHE HA PASPEHIEHHUETO 3A
YIIOTPEBA

Jlara Ha nbpBo pazpewasane: 05.03.2010
Jara Ha nocneano noaHosaBane: 17.04.2015

10. JATA HA AKTYAJIMBUPAHE HA TEKCTA

25 KOuu 2020

—




