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KPATKA XAPAKTEPUCTHUKA HA ITPOIYKTA

1. HUME HA JIEKAPCTBEHHUA I[TIPOAYKT

E3omenpason Pompapm 40 mg npax 3a HHKEKUHOHEH/HH(Y3HOHEH pa3TBOp
Esomeprazole Rompharm 40 mg powder for solution for injection/infusion

2. KAYECTBEH U KOJIMMECTBEH CbCTAB

Bcekn ¢rakon cpabpxka: 40 mg e3oMenpa3ol (KaTo HaTpHEBa CO).
Cnen pastBapsine B 5 ml HHXKEKIMOHEH pa3TBOp Ha HaTtpues xjopua 9 mg/ml (0,9%) 3a MHTpaBEHO3HO
MPHJIOKEHHE, BCeKH ml 0T pa3TBopa chAbpKa 8 mg e3oMenpaso.

[ToMOINIHO BENIECTBO ¢ M3BECTHO JekcTBHE: Beekn ¢nakon chabpika < | mmol Hatpwmii (23 mg), T.e.
1O ChLIECTBO ,,HE ChABPXKA HATPHH"".

3a MBIHUA CIIMCHK HAa MOMOIIHUTE BELIECTBA BUKTE ToYKa 6.1,
J. JIEKAPCTBEHA ®OPMA

[Ipax 3a KOHLIEHTpAT 3a HHKEKUHOHEH/HH(DY3HOHEH pa3TBOp
bsina no 6GnenoXxpaTa KOMNAKTHA Maca HIIM TTpax

4. KIMHHUYHU JAHHH

4.1 TepaneBTHYHH NOKA3AHUSA

E3zomenpason Pomdapm npax 3a HHKEKUHOHEH U MHQY3HOHEH Pa3TBOP € MOKa3aH [1PH Bb3DACTHH 3a:

* CromauHa aHTHCEKpPETOpHA TepaIus, KOraTo MepopansHoTO NMPHIIOKEHHE HE € Bb3MOXKHO,

KarTo:

- racrpo-e3ogdareanna pediykcna 6onect (CEPB) npu nauueHTH ¢ €30 aruT W/HIH TeKKH
CHMIITOMH Ha pediykc;

- 3a3JpaBsiBaHE Ha CTOMalllHA sA3Ba, CBbp3aHa ¢ neyenue ¢ HCIIBC.

- NpoQWIAKTHKA Ha CTOMAIlIHA H JyOJIeHalHa A3Ba, NpHYHHEHH oT jedene ¢ HCITBC npu
PHCKOBH ITALHEHTH.

*  IlpeBeHuus Ha NOBTOPHO KbPBEHE NPH MALMEHTH CE TeparneBTHYHA €HA0CKOMHS IIPH OCTPO
KBbPBEHE OT CTOMAIlIHA HJIH AyOJEeHAJIHA A3Ba.

Ezomenpaszon PomdapM npax 3a HHKEKIMOHEH U MHGY3HOHEH pa3TBOP € MTOKa3aH IPH Aela U IOHOLIH
Ha BB3pacT OT 1 1o 18 roamHy 3a:
* CTOMAaIllHA AaHTHCEKPETOPHA Tepamus, KOrato nepopaJHOTO MPHUIOKEHHE HE € Bb3MOKHO,
KaTo:
- ractpo-e3ogareanta pedaykcHa 6onect (I'EPB) npu nauuenTty ¢ epo3usen peduykc e3oharut
W/WIH TEKKH CHMIITOMH Ha pediykc.

4.2 Jlo3MpoBKa H HAYMH HA NMPHJIOKEHHE
BB3pacTHH

03MpPOBKA

Cmomawno anmucekpemopHo nevenue, Ko2amo nepoparHuim nom He € 6bIMONCEN

[lanpeHTH, KOUTO HEe MOraT Ja NpHeMaT NepopaHHU JIEKapcTBa, Morar Ja ObaT neKyBaHu

napenTepanto ¢ 20-40 mg Beanwxk aAueBHo. [Tauuenture ¢ pedaykcen esodarut tpsads

nexkyBaHu ¢ 40 mg, BeaubxK AHeBHO. [TauuMenTHTe, JIEKYBaHH CUMIITOMATHYHO 3a pedn

Tpsi6Ba 1a Obaat nexkyBanu ¢ 20 mg, BeHEX JHEBHO.
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3a JeueHHe Ha CTOMAILHH A3BH, cBLp3auH ¢ Tepanud ¢ HCIIBC, o6uyaiinaTta no3a e 20 mg, BeaHbX
IHEBHO. 3a NpodMIaKTHKA Ha A3B3 HAa CTOMaxa W ABaHAIECETONPBCTHHKA, CBBP3aHAa C TePaIHts ¢
HCIIBC, nanMeHTHTE B pUCK TpAOBa na Obaar nexkysanu ¢ 20 mg, BEAHBXK THEBHO.

OBHKHOBEHO, NMPOIBDKHTEIHOCTTA HA HHTPaBEHO3HATA TEpPAKA € KpaTKa H MPEMHHABaHETO KbM
NepopajHo JeueHUe TpAOBa Aa ce U3BBLPIIH BE3MOXHO HaH-CKOPO.

IIpedomepamasane Ha NOBMOPHO KbPEEHE OM CMOMAWKA U OyOOEHaAna A364a

Cnen TepaneBTUYHA SHAOCKOMHA NOpaau OCTpa KBpPBIIA CTOMAIIHA HITH XYOJCHaNHa A3Ba, TpAOBa Aa
ce HasHayaT 80 mg kato Gonyc- uHY3UA B NpoAbIKEHHE Ha 30 MHHYTH, NOCNEABaHa OT
HeNpeKbLCHATa HHTPABEHO3HA HHPY3Hua oT 8 mg /yac, npunaraHa B NpoabIDKeHUE Ha 3 nuH (72 Jaca),

[IepHOIBLT HA NApEHTEPANHO NeucHue TpAGBa Na ObAE NOCNAEABAH OT NEPOPATHA KMCETUHHO-
DOTHCKAILIA TEPAITHA.

HayHH HA IPpHUIOKEHHE
3a HHCTPYKLIMH 3a PasTBapAHE Ha JIEKAPCTBEHKA NPOAYKT NpeaH NPpWIOKEHHE BHXTe TouKa 6.6.

Huacexyun

Ho3a ot 40 mg
5 ml ot npuroTeeHua pa3Top (8 mg/ml) TpsbBa fa ce npUIAraT KaTo HHTPABEHO3HA MHXKCKLIMA 32
nepHoO OT NOHE 3 MHHYTH.

Ho3a or 20 mg
2.5 ml HIM NOJIOBHHATA OT pa3TBOpeHuna paarpop (8 mg/ml) TpadBa na ce npunara KaTo HHTPaBEHOZHA
HIDKEKIHA 33 MepHo OT 0KoI0 3 MHHYTH, Heusnosssanusar pastsop Tpadsa Aa ce H3XBBPJIM.

Hughysun
Ho3za ot 40 mg

[IpuroTBeHHAT pasTBoOp TPAOBaA Oa ce npuaara noa fopmMaTa Ha MHTPABEHO3HA HH(PY3HA 32 IEPHOJ OT
10 no 30 MuHyTH.

Ho3a ot 20 mg |
[TonoBuRaTa OT MPHTOTBEHKR pasTBOP TpsOBa na ce npunara noxd ¢dopmaTa Ha HHTpaBEeHO3HA NHDY3HA
3a neprod ot 10 no 30 munytH. Henanomssauust pasTeop TpAOBa Oa C€ H3XBBPJIH.

Boayc go3a ot 80 mg
[IpuroTBeHuAT pa3srBop TPAOBA [a ce Npuara KaTo HENPEKbCHATA WHTPABECHO3HA HHQY3HA B

npoab/xkeHHe Ha 30 MMHYTH,

Hoza ot 8 mg /yac

[MpuroTBeHUAT pasTROp TpAOBA Aa Ce NpUIara KaTo HeMpeKbCHaTa HHTPABEHO3HA MHQY3IHA 32 Neproa
ot 71,5 yaca (M3YHCAEHA CKOpOCT Ha HH(PY3na 8 mg/gac. Buxre Toyka 6.3 3a CpoKa Ha FOAHOCT Ha
NPUIOTBEHUA Pa3TBOp).

CneunajlHy monyjgauuy

Bvbpeuna Hedocmamuvunocm

He ce H3McKBa KOpPEKLMA Ha A03aTa NPH NaUKEHTH ¢ HapylueHa onbpeuna gpyHkuus. [lopaau
OrpaHHYECHHS OTIMT NPH NMALHEHTH C TexKa OpOpeyHa HEAOCTATHLYHOCT, TAKHBA NALHEHTH TpADBa Aa
ObJaT JIEKYBAHH ¢ NOBHIICHO BHUMAaHKE (BXK. TOuKa 5.2.)

Yeprodpobro yepesicoane
['EPB: He ce M3UCKBa KOPUTHPpAKHE Ha A03aTA MPH MALHEHTH ¢ IEKO J0 YMEPEHO YEPHOAp
yBpexaaHe. [Ipn MamHeHTH ¢ TEXKO 4epHOApoOHO yBpexaaHe He TpabBa fa ce HaABMIL
MaKCHMAIHATA IHeBHA no3a or 20 mg Esomenpazon Pomdapm (8x. Touka 5.2.).
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Kvpeawa a3ea: He ce Banara KopeKUUA Ha {03aTa NIPH NALUHEHTH C JIEKO X0 YMEPEHO yepHOApOOHO
yBpexIaHe. 3a DauMeHTH ¢ TeXKo YepHoapoOHO yBpexaane, Cliel HaJaHa Gomyc mo3a ot 80 mg
e30Menpasoln 3a HHY3Hs, HenpeKbCcHaTa HHTPAaBEHO3Ha HHY3nd, B 103a OT 4 mg /4ac, B
npoabiDkeHKe Ha 71,5 gaca Moxe Aa 6ble nocTaTh4Ha (BX. TOUKA J.2).

Cmapuecka sv3pacm
He Heo0XOAHMO KOPHUIHpaHe Ha 03aTa NpH NALUMeHTH B CTApYeCKa BL3pacT.

[TeguaTpUyHa I nanHg
O3HDOBKA

Heya u lonowu Ha eb3pacm om | oo I8 z00unu

Jevenue 3G NOMUCKAHE HA CIMOMQUIHAMA CEKPEYUR, KO2amo nNepopantusim oM He € 8bIMONCEH
[TauKeHTH, KOHTO HE MOraT Aa NpHEeMarT IIepOopaHH JIEKapCTBa, MOTaT 1a OBAAT ICKyBaHU

2PEHTEPATIHO BEJHLK AHEBHO, KATO YACT OT ITbJIHMA MEPHOA Ha nevenue Ha [EPD (BnxkTe nosure B
tabnauuara no-aony).

OGHKHOBEHO NMPOXLIDKHTEIHOCTTA Hd HHTPaBEHO3HOTO JieyeHHe TpAbBa A2 OuAe kpaTka 1
IPEMHHABAHETO KbM [EPOPAIIHO JieyeHHe TpAOBA Ja Ce H3IBBPIUH BE3IMOXKHO Hai-CKOPO.

IpenopbYMTEIHH HHTPABSCHO3HH 103H €30MeNnpa3o

Bun3pactopa rpyna | JleueHne Ha epozuBeH peduiykc esodarur CumntomaTnuHo Jevenue Ha EPD

1-11 rogunu [Terno <20 kg: 10 mg BeOAHbXK JHEBHO i0 mg BeAHBXK OHEBHO

Terno >20 kg: 10 mg unu 20 mg seAHBX
NHEBHO

12-18 roann 0 mg BeAHDLX AHEBHO 20 mg BEAHDBX JHEBHO

HauyHH Ha IpHUNOXCHUE

3a MHCTPYKUHMH OTHOCHO pa3TBapPAHETO Ha ICKAPCTBEHHA NMPOAYKT NPEIH NPHUIOKEHHE BIKTE TOYKA
6.6.

NHxexuns
Ho3a ot 40 mg

5 ml ot npurorseHus pasrop (8 mg/ml) Tpabsa TpaOBa na ce HHKEKTHpPa HHTPABEHO3HO, 33 NEPHOL
OT [IOHE 3 MHHYTH.

JTosza ot 20 mg
2.5 ml WIH [OJIOBMHATA OT NPHroTBeHKA pasTRop (8 mg/ml) TpsabBa Aa ce MHKEKTHpa HHTPAaBCHO3HO,

33 MEPHOR OT NOHe 3 MUHYTH. Heusnon3saHuAT pa3Teop TpabBsa na ce U3XBBLPIIN.

Jozaor 10 mg

1,25 ml ot npuroTeenns pasteop (8 mg/ml) Tpabsa N1a Ce HHXEKTHPA MHTPABEHO3HO, 33 NEPHOL OT
noHe 3 MuEYTH. Hensnon3saHuAT pa3rBop TpAbBa Aa ce H3XBLPIIH.

Hupysus



Joza or 40 mg
[IpuroTBEHHAT pa3TBOp TPA0Ba fa Ce MPHITOKH KaTO HHTPABEHO3HA uH(Yy3ua 3a nepuon ot 10 oo 30

MHHYTH.

Ho3a ot 20 mg

ITo0BKHATA OT IPHTOTBEHHA Pa3TBOp TPAGBa fa ce MPHIOXKH KaTO MHTPABEHO3HA MHQY3HA, 33
nepron ot 10 no 30 muryTi. Hensmonssauuat pa3TBop TpA6Ba a ce H3XBBPIIH.

Josa ot 10 mg
FExHa 4eTBbPT OT MPUrOTBEHMA pasTBop TpsAOea na ce MPUIICKH KaTO HHTPABCHO3HA HHDY3HUS, 32

nepuon o1 10 xo 30 MuEYTH. HeH3NON3BaHUAT PasTBOP TpAOBa [a C€ H3XBBHPJIH.

4.3 IIpornBOonoxkazaHUA
CBpbX4yBCTBHTETHOCT KbM aKTHBHOTO BEIECTBO HIH KbM DY 3aMECTCHH OeH3HMMAAZ0IN HWIH KBM
HAKOE OT MOMOLIHHTE BEIIECTBA, H30poeHH B TOUKa 6.1.

EzoMenpa3sosn He Tpsa0Ba Aa ce H3NO/A3Ba EAHOBPEMEHHO ¢ HENQHHABHP (BXK. TOUKA 4.5).
4.4 CrneuuaiHH NPeNyNPERIEHUS H NPeANa3HN MEPKH NPH ynoTpeba

[IpH HanMuHe Ha HAKAKHB TPEBOXKEH CHMITTOM (Harnp. 3HAYHTEIHA HETIpeHAMEPEHa 3ary0a Ha Terno,
PELMMBHPALIO NOBPBIAHE AUChATHA, XEMaTEME3a WIM MeJIEHa) H KOTaTo C€ NIOJ03NPa KK €
KOHCTATHpaHa CTOMAIIHA A3Ba, TpPAOBa Ja ce HIKIIOUH 3M0KaYECTBEHOCT, THH KaTO JICUEHHETO C
€30Menpa3ol Moe 1a O0JISKIH CHMITTOMHTE ¥ Za 3a0aBH JHATHOCTHIMPAHETO.

CTroMamHo-YpeBHH HHPEKIHH
JleuenneTo ¢ MHXUOHUTOPH HA NPOTOKHATA NMOMITA MOXE Ia ZOBEAE A0 ACKO MOBHINEH PHCK OT

CTOMAIHO-YpeBHH HHpeKUuu xato Salmonella u Campylobacter (BX. Touka 53.1).

AOcopbums Ha BHTaMuH B12

EzoMemnmpa30J1, KAKTO BCHYKY JIeKapcTBa ONOKHMPALiH CTOMAIIHATA KHCCIIHHA, MOXKE 1a HaMalld
abcopbumaTa Ha BuTamMuH B12 (1manokoOanaMHH) NOPaiH XUIIO- MITH aXA0PXHIDPHA, Tosa Tpabsa oa
ce MMa NPEABH IPH MAMMEHTH ¢ HaMAseHH TEJIECHHU 3aIaci WK PHCKOBH (aKTOpPH 32 HAMaJNCHA
aGcopOLMa Ha BUTaMKH B 12 np# ABATOCpOYHa Tepanus.

XHNnoMarHe3HeMHs

Crobmasa ce 3a TeKKa XHIIOMarHe3HeMNs NpH TallMeHTH, JIcKyBaHH ¢ HHXHOMTOPH Ha NMPOTOHHATA
noMmna (MUITIT) kaTo e3oMenpason B NPOALDKEHHE HA NOHE TPH MECELA, a B NMOBEYETO CIYHaH B
NpOXB/DKEHHE Ha FOAHHA. Morar J1a ¢e OKBAT CEPHO3HH NPH3HALH Ha XHIIOMArHC3HEMHA KaToO
YMOP&, TETaHKA, JSIMPHYM, KOHBYJICHH, 3aMasgHOCT H KaMepHa apHTMHA, HO T€ MOTaT A3 3ano4Hat
cKpHTO ¥ 1a GbaaT npeHebperHary. [IpH nopedeTo 3aCerHaTH MaUHEHTH, XHNOMAarHe3HEMHATA CC
nomo6pABa Clel 3aMEeCTHTENHa TEpAliA ¢ MarHesui 1 npexpatapade mpreMa Ha UIIIL Ilpu
IANMEeHTH, KOHTO Ce 04aKBa Ja ObAaT Ha MpoXL/KKTENHA Tepanna uan kouTo npueMat UIII ¢
JUTOKCHH MM JIEKapCTBEHH TIPOAYKTH, KOHTO MOraT Aa NPpHYHHAT XHIOMarse3neMusa (Hanp.
JUYPETHIH), 3APABHHTE CIICIIHANHCTH TpAOBA a UMAT NPEABUA H3IMEPBAHE HA HMBATA HA MarHe3ni
npenH 3ano4dBaHe Ha nedennero ¢ I n neproaAnIHO NO Bpeme Ha JICUCHHETO.

Puck or ¢paKTypH

WUHXHOMTOpHTE Ha NPOTOHHATA ITOMIIA, 0cOOCHO aKo CE H3MON3BAT BB BACOKH JIO3H H 33 IBJIBI
nepHoA oT Bpeme (> 1 roxHHa), MoraT YMEpPEHO Ja MTOBHILIAT pPHCKA OT ¢pakTypa Ha 6¢ApOTO, KHTKATA
# rphOHATHHA CTRIE, IMaBHO, NPH NALMEHTH B CTAPYECKa BR3PacT HIIH IIPH HATHYHETO Ha ApYTH
M3BECTHM PHCKOBH (hakTopu. OGCepBaLMOHHH NIPOYYBaHHA NPEANONaraT, 4¢ HHXHOHTOPHTE Ha
IPOTOHHATA TIOMIa MOTAaT Ja MOBHILAT OOHA PHCK OT ¢pakTypa ¢ 10-40%. B HAKoM Ciry4dan, TOBa

aJicKBATEH NpHEM Ha BUTaMMH D H KanuuH.




CyGaxyTten koxen aynyc epuremarojec (SCLE)

HHXHOHTOPHTE Ha IPOTOHHATA OMIA Ca CBbP3aHK ¢ MHOTo peaky crydau Ha SCLE. Ako ce noasaT
Ae3UH, 0coBOeHO B YUACTBLM OT KOXKaTa, HIIOKEHN Ha CIBHYEBH JIBYH, H aKO T¢ Ca CHIIPOBOACHH C
apTPAITHA, MALKEHTHT Tpa6Ba He3abaBHO A3 NOTHPCH MEAHUMHCKA MOMOIL, & MEANUHHCKHAT
criequanucT TpabBa Aa o6MHCIH CIHPaHETO Ha NIpreMa Ha esoMenpason. SCLE, HacTeNMA Cex
NpeaXoaHo NeYeHHe C HHXUOUTOP Ha NPOTOHHATA MIOMIIA MOKE Ia YBENIHYH PHCKA OT SCLE npn
ynoTpe6a Ha ApyrH HHXHOUTOPH Ha NPOTOHHATA IOMNA,

Texxn KOXHU Hexenann peakunn (SCAR)
MHoro panko BbB Bpb3Ka € JICHCHHETO € €30Menpason ce ch00MmIaBa 38 TEKKU KOXHH HEXE/IAHH

peakuun (SCAR), kato epurema Myntrgopme (EM), cnapom Ha Stevens-Johnson (S]S), TOkCHUHA
emaaepMania Hekponn3a (TEN), nekapcTBeHa peakius ¢ €03HHOMHITHA H CHCTEMHU CHMITTOMH
(DRESS), konTo MOrat aa ObJaT )KHBOTO3aCTPAILABALLH HWIH JICTATHH.

[MauuenTtuTte Tpabsa na GbAAT HHGOPMKPAHH 3a NPH3HAUNTE H CUMITTOMHTE HA TEXKATA KOXHA
peakupa EM/SIS/TEN/DRESS u Tpa6sa ne3abaBHo 112 MOTEPCAT MEAHIHHCKY CHBET OT CBOA NEKap,
KOraTo 3abeexaT KakBUTO U A2 610 NOKa3aTeIHK MPU3HALK HIH CMMITOMH. [IpH nosipa Ha
[PU3HALM ¥ CHMITTOMH Ha TEXKH KOXHH PEaKLHH JIEYEHHETO C e30Menpason TpAbsa na ce NpekpaTy
He3a6aBHO M NPH HEOOXOMMUMOCT Aa CE OCUTYPH HOMBIHATENHO MEAHLMHCKO JICHCHHE/BHHMATEIIHO
Ha6mionenue. Jlewenuero He TpaGBa Aa ce Bp3o6HOBsBa npy nauueHTH ¢ EM/SJS/TEN/DRESS.

KombuHalvs c ApyTru JeKapcTBa
He ce npenopbyea eHOBPEMEHHOTO MPHIOKEHHE HA €30METNIPA30N ¢ aTa3aHaBup (BX. Touka 4.5). Ako

KOMGUHALIMATA OT aTa3aHABHP C HHXHOMTOP Ha IPOTOHHATA MOMIIA CE NPELUEHH KaTo HeH30exHa, ce
MpenopbYBa BHHMATENHO KIKHHYHO HabmoeHHe B KOMOHHALIMA ¢ YBeIMYaBaHe HA /103aTa Ha
atazanasup a0 400 mg che 100 mg puToHaBHp; A03aTa OT e3oMenpa3zon 20 mg He TpAOBa na ce
HaJBHIIABA.

Esomenpason e waxuburop Ha CYP2C19. Ipn 3amousane WK NpHKITIOUYBAHE HA TCPAMUATE C
e30Menpasod1, TpAGBa Aa ce UMa NMpesBKI MOTEHUHATHUTE B32UMOIEHCTBHA C fICKAPCTBEHH NPOIYKTH,
koHuto ce Merabonuaupar oT CYP2C19. HabmoaaBaHo e B3aHMOASHCTBIE MEXKAY KIONHAOIPeN H
ezoMenpason (BX. Touka 4.5). KIMHHYHOTO 3HAYCHHE HA TOBA B3anMOAeNCTBHE € HeACHO. Karo
NpeanasHa MApKa, eJHOBPEMEHHATA YNoTpeba Ha €30Menpason K KIONUAorpen TpAOBa Na ce n3dATBa.

Unurepdepenuus c 1abopaTopHH TECTOBE
MMoBMteHOTO HMBO Ha XpoMorpaHuH A (CgA) MoXe J1a MOBJIHAC HA H3CNIEABAHMATA 33

HeBPOEHIOKPHHEH TYMOPH. 3a Aa ce H3berne Tosa B3aMMOJACHCTBYE, ICUEHHETO C €30MCNPa30
TpabBa na 6bAe CNpAHO, Hait-Manko 3a 5 aHu, npenw onpenensHero Ha CgA (8. Touka 5.1). Ako
HuBara Ha CgA M racTpHHa He ¢a ce BBH3CTAHOBHNM B PeepPeHTHHTE CH rPaHKLM, CIEJ HAYTHOTO
onpenensxe, HIMepBaHeTo TpAGBa 1a ce NOBTOPH 14 NHYU cnel CHpaHe Ha JIEYEHHETO ¢ HHXXOHTOpP
Ha MPOTOHHATA [TOMIIA.

4.5 B3anmogelicrsHe ¢ APYTH JeKapCTBEHH MPOAYKTH H APYrH GopMH HA B3aHMOeHCTBHE
EdexT Ha e30Menpa3oy BbPXY apMaKOKHHETHKATA HA XPYIH JIEKAPCTBEHH NMPOAYKTH

[Tporeaznn HHXNOHTOPH
Hma cbobImeHHs 3a B3aUMOCHCTBHA Ha OMENpPa3oll ¢ HAKOK MpoTeasHu KHXHOUTOpH. KiiHKHYHaTa
JHAYHMOCT H MEXaAHH3IMHKTE Ha Te3W ChOOLIEHH B3IAUMOAEHCTBHS HE BUHArH Ca U3BECTHH.
MosuweHOTO cTOMamHo pH o BpeMe Ha NeUeHKETO © OMENpa3os MOXe Aa poMeHH abcopbumsTa Ha
npoTeasHHTe HHXHOHTOPH. JpyrK BB3MOXKHH MEXAHHIMH Ha B3aMMOAEHCTBHE ca upe3 HHXHOHpaHe Ha
CYP 2C169.

MMa chOBLIEHHSA 3a MOHMKABaHE HA CEPYMHHTE HUBA HA aTa3aHasHp H HeJAGHHABHD, [PH
eAHOBPEMEHHOTO MPHIIOKEHHE C OMENpPa3oN, NOPaaH KOETO TO He Ce Npenopbusa. EnHOBpeMeHpOT
IPHAOXKEHHE HA OMepa3on (40 mg BelHbXK OHEBRO) ¢ aTazaxasup 300 mg / puronasHp | lﬁ:/ XN
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37ipaBH HOOPOBOIIH BOJAM A0 3HAYHMA PENYKLIHA HA EKCIIO3HINATA HA aTa3aHaBHp (IPHOMH3NTEIHO
75% nommxkapane Ha AUC, Chpux M Cmin ). [ToBHIIABaHeTO Ha m03aTa Ha aTasaHaBHp 10 400 mg He
KOMIIEHCHPA BB3AcHCTBHETO Ha OMENPA30N BbPXY €KCIIO3HLMATA Ha aTa3aHaBHp. EAHOBPEMEHHOTO
npHicKeHHe Ha oMenpason (20 mg BeaHBX OJHeBHO) U atasaHasup 400 mg/puTonasup 100 mg npu
37paBH JOOPOBOJILY BOAK OO NOHKXKaBaHe ¢ NMpUbmM3HTENHO 30% Ha €XCMO3HLHKATA HA aTa3aHaBHD B
CpaBHEHHE ¢ EKCIIO3ULMATA, HabmIonaBaHa Npy NpHIOKEHHE Ha aTazaHasup 300 mg/puronasnp 100
mg BeAHBK OJHeBHO De3 omenpason 20 mg BeAHBK AHEBHO. ENHOBPEMEHHOTO IIPHIOKEHHE Ha
oMenpa3on (40 mg BeAHBXK AHEBHO) BOAHX A0 noxuxasaHe HA CpeIHUTE AUC, Cinux # Crin HA
Henduuasup ¢ 36-39% u Ha cpeqHuTe AUC, Cinax ¥ Cmin Ha $apMaxoIOTHYHO aKTHBHAUA MY
meTaGomuTt M8 cre 75-92%. Iopany cxonHuTe dhapMakoAHHaMH4HHK eQeKTH H PapMaKOKMHETHYHH
CBOHCTBA Ha OMEMPA30J H €30MENpa3oil, ¢AHOBPEMECHHOTO NPHIOKEHHE HA €30MCNpPa3on
aTa3aHaBHp HE C€ NpenopbuBa (BX. To4ka 4.4), a EAKOBPEMEHHOTO NIPHAOKEHHE HA €30MENpa3on H
HendHHABHP € NPOTHBONOKA3aHO (BX. ToukKa 4.3).

NmMa crofuieHya 3a noBHIIABaHE HAa cepyMHara KoHnueHTpauns (80-100%) na cakBuHaBHp (npHIIaraH
33¢IH0 C PHTOHABHp) NpH €JHOBPCMCHHO MNPHIOKEHHE ¢ oMmenpazon (40 mg BeAHBXK AHEBHO).
Jleqeunero ¢ omemnpalon 20 mg BeORLXK JIHEBHO HAMA BAMAHHE BBPXY €KCIIO3HLMATA HA NapyHABHD
(npunarad 3aeAHO C PUTOHABHpP) M aMnpeHaBHp (NPHAAraH 3aeAHO ¢ PHTOHABUP). JleueHHeTo ¢
esomenpason 20 mg BeXHBXK OHEBHO HE IIOBJIHMABA CKCIIO3MUKATA HA aMmmpeHasup (ChC HIH Oe3
putoHasup). Jleuenuero ¢ e3zomenpason 40 mg BeAHBXK AHEBHO HE [OBAMABA CKCMO3MLMATA HA
NONHHABHP (TpUWIarad 3a¢dHo ¢ PHTOHABHD).

MeToTpexcar
Nma choOlieHHs, e npu eIHOBpEMEHHO NprioxeHne Ha MetoTpekcat ¢ HIIII, npy HAKoM nauueHTH

HHMBATA Ha METOTpEKcaT ce ropuwasar. [Ipy npunoxeHHe Ha BUCOKA [03a METOTPEKCAT MOXE 1A C¢
HaI0XH OOMMCIIIHE HA BpEMEHHO CIIMpaHe Ha NMPHACKEHHETO Ha e30MEnpason.

TakpoIHMYC

HMa croOlienns, Ye NpH €AHOBPEMEHHO NPHIOKEHHE ¢ €30MENpasofl, CEpyMHaTa KOHLEHTPaLUA Ha
TAKpONHMYC c¢ noBumasa. [pgabBa aa ce nposexkaa NO-CTPOro NPocneNiBaHe Ha CepyMHaTa
KOHIEHTpAIMs Ha TAKPOIHMYC, KAKTO H Ja ce ciend Op0peynara QyHKIMA (KpEaTHHHHOBHS KAHPBHC),
a pH HY>a Ja C€ KOPHUTHPa A03aTa Ha TaKPOJIHMYC.

JlekapcTBenn npoaykty ¢ pH 3asucuma abcopbuma

[ToTHCKAHETO HA CTOMALLHATA KHCEAHHHOCT NO BpEME Ha ICYCHHUE ¢ €30MENpas3oi U ApyTrH HHXKOHTOPH
Ha NPOTOHHATA [TOMIIa MOXKe 43 HAMAIIN HIIH YBENU4H pe3opOLuaATa Ha JEKapcTha, YHATO pesopbunsd ¢
3apucHMa oT croMmawHoTo pH. Kakto u npm ynorpebara Ha Apyru JICKapCTBa, KOUTO IIOHIKABAT
RHTparacTpaiHaTa KHCeIHHHOCT, pesopbumsTa Ha JjekapcTBa KaTO KETOKOHAa30Jl, HWTPAaKOHA30l H
epnoTHHUO MOXe na Obae HaMalleHa, A0KaTo pe3opblMATa Ha ICKapCTBa KaTO AMMOKCHH MOXeE 1a Obae
[OBKLIEHA NPH JieueHue ¢ ezoMmenpasoln. EqnospemesHoTO Npunoxenne Ha omenpaso (20 mg AHEBHO)
M AUTOKCHH NpH 3apasH 106poBoniM noBuinaga GuoHanWuyHocTTa Ha AMroxcHe ¢ 10% (ao 30% npw
nBaMa OT AeceT noOpoBOALIM). 3a AMIOKCHHOBA TOKCHYHOCT €€ CchobLlaBa paako. HezaBucHMO OT TORA,
KOraTo €30MENpasoll Ce MPHJIara BbB BUCOKH J03M HA MAUMEHTH B CTAPUECKA BB3PACT, € HeoOxoAnMa
MpennasiBkBoCcT. TepaneBTHYHOTO AEKapCTBEHO MOHMTOPHPAHE Ha ANTOKCHH TPpsaOBa 1a Obe 3aCHIIEHO.

JlexapcTBeHH npoaykTH, Metabonnsupanun ot CYP2C19

Esomenpazon nuxubupa CYP2C19, ocHoBHUAT eH3UM, MeTabonu3vpall ezoMenpasoi. [Topagu ToBa,
KOTaTo €30Menpa3oll ce KOMOHHHPA ¢ NEKapCTBEHH NPOAYKTH, KOUTO &€ MeTabomu3npar ot
CYP2C19, xato Aua3enam, iUTANIONpaM, HMUIIPAMHH, IJIOMHIIPAMHH, QEHHTOHH H [p., INIa3MEHHTE
KOHLEHTpAIlHH HA TE3H JIEKapCTBEHH MPOAYKTH MOTAT Aa OpAaT YBEIHYEHH H MOXKE [1a C€ HAIOXKH
HaMaNsABaHe Ha Jo3aTa. He ca nposexciady in vivo NpoyYBaHUA 3a B3IAaUMOJAEHACTBHE NDH BUCOKOZO30B
WHTpaseHo3eR pexxuM (80 mg + 8 mg/vac). ITo BpeMe Ha TO3H peXHUM ePeKThT Ha €30MENPa30a BLPXY
REKapCTBEHHTE MPOAYKTH, KOUTO ce MeTabonusupar ot CYP2C19 Moxe aa Obac no-CHITHO H3PaseH Y
nalHeHTHTe TpaOBa CTPHKTHO Aa ce Haluogasar 3a HEXENAHU PEaKUKH B TPOABLNKEHAC Ha
TPHAHEBHOTO HHTPABEHO3IHO JICHEHHE.,

[Inazenam




EaHoBpeMEHHOTO epopanBe npunoxkeHve Ha 30 mg esoMenpason € Aoseno A0 45% HaMalsBaHE Ha
KIHpbHea Ha cybeTpaTta Ha CYP2C19 nuazenam.

QOeHHTOHH

EqHOBPEMEHHOTO MIEPOPAHO NpHIoKeHHe Ha 40 mg ezoMenpa3on H PeHHTONH Boau Ao 13%
yBelIM4eHHE Ha Hal-HHUCKHUTE [U1a3MEHH HMBA Ha GEHUTOMH NPH NalKeHTH ¢ enunencus. Ilpenopsuea
ce MOHHTOPHPAHE Ha [UIa3MeHHTE KOHUCHTPAlHH Ha GeHHTOMH, NPH 3a7I04BaHE AU NPEKECBAHE HA
IeYEeHHETO ¢ €30MENpasoll.

BoprkoHa30:
Omenpazonst (40 mg BeaHBK nHEBHO) NoBUINABA Crax and AUC,, Ha BopukoHason (cybcTpar Ha

CYP2CI19) croTBeTHO ¢ 15% 1 41%.

[IunocTazon

Omenpa30i, KaKTo K e30Menpason acicreat kato uuxnbutopu na CYP2C19. Omenpason, npunaraH s
nosu ot 40 mg Ha 3apaBi HoOPOBOJNLH B KPECTOCAHO NPOYYBaHe, noBHImana Cra and AUC 3a
LHIIOCTA30M, CHOTBETHO ¢ 18% 1 26%, a eAUH OT HETOBUTE AKTHBHHY METAOONHUTH CBHOTBETHO ¢ 29% M

69%.

Ilu3anpyun
[Ipn 3apasu 1oOpOBOILK € AHOBPEMEHHOTO NEPOPAnHO NpHioxkeHre Ha 40 mg esomMenpason u
LM3anpu Boon 40 32% yBenHYEHHE Ha TUIOIUTA N0 KPHBATA HA M1a3MEHATa KOHUEHTPaluUA-BpeMe
(AUC) u 5o 31% yapioxaBaHe Ha eTMMHHALMOHHNA ITOTYXKHBOT (112 ), HO €3 3HaYHMO TIOBHIIABAHE
Ha MUKOBHTE MNa3MEHH HUBa Ha nu3anpua. Jleko yavmkeHuatr QTc uarepsan, Habaoaasax cnea
CaAMOCTORTENHO NMPUIOKEHHE HA LH3aNPHA, HE CE YAB/XKABA RONBAHHTEIHO, KOraTo UM3aNpHA €
MPUI0KEH B KOMOUHALMA C €30MENPA3OI.

Bap@dapHH

EnHoBpeMeHHOTO NepopanHoe npuioxkesye Ha 40 mg e30Menpaso NpH NaLKUEHTH, JICKYBaHH ¢
BapdapyH B KIMHUYHO M3MMHTBAHE, MOKA3B4a, Y€ BPEMETO HA KPBBOCHCHPBAHE € B PAMKHTE Ha
BB3NPHETHTE TPAHNLA.

[Tpx nocTMapKeTHHroBOTO HabMAeHNe ¢ nepopaneH esoMenpason odbaue ca cro0IEHN HAKOIKO
H30NHUPaHH CIYyYas ¢ KIMHHYHO 3Ha4YuMO nopuweHne Ha INR no speMe Ha CBIOBTCTRALLO NEYCHHE.
[Ipenoppusa ce MOHHTOPHpAaHEe B HAYWIOTO M B Kpas Ha CHIIBTCTBALLO NCYCHNE ¢ €30MEPa30 U
BapdapuH MAH APYTH KYMapHHOBH MPOU3BOIHH.

Knonugorpen
Pe3ynraTH OT NPOY4BaHHA NPH 3ApaBH A0OPOBOALM NMOKA3BAT
dapMakoKHHETHYHO/PapMaKOJHHAMHYHO B3auMoeicTBre Mexdy knonraorpen (300 mg
HaToBapBaula n03a/75 mg AHeBRHA MOAALPAKALLA 0033) 1 e3oMenpason (40 mg nepopanHo AHEBHO),
KOETO BOAH A0 HAMaJIeHa €KCIO3HIMA Ha aKTHBHHA MeTaboiuT Ha kionunorpen cpearo ¢ 40% u no
HaMaJIgBaHE Ha MakcHManuaTa HHxnonuKg Ha (AJI® meayunpaHa) TpoMOOUNTHA arperalyg CPeaHo ¢
14%.

Korato xionnaorpes € mpuiaraH 3aegHo ¢ ¢pukcHpana koMmOnHauws ot esomenpason 20 mg + ACK

81 mg, cpaBHEH CHC CAMOCTOATE/IHO NpPHaraHe Ha KIonuaorpes B IpOy4YsaHe Che 3ApaBy
nobpoBonus, HMa HaMaJIeHa €KCIIO3ULIMA HA aKTHBHHA MeTaboNKT Ha knonuaorpes ¢ noyty 40%.
Brnpeku ToBa, MAKCHMANHHTE HMBa Ha HHXHONuUKA Ha (AZI® nuayurpana) TpoMOOUMTHE arperawus
[TPH TE3H JIHLA € €AHAKBA B I'PYNIHUTE Ha KIOMUAOIPeN ¥ KRONHAOTpen + KOMOMHHpaHHA (€30MeENpason
+ ACK) npoaykr.

KakTo ot 00cepBallnOHHHK, TAKa U OT KIWHHYHH MPOYYBAHHS, ¢4 CHOOLLABaHH MMPOTHBOPEYHBH AaHHH
33 (PapMaKOKHMHETHYHO/PapMaKOARHAMHYHO B3aHMOACHCTBHE Ha €30MENpPa3o Mo OTHOLLISHHE Ha
CBIECTBEHH ChPACYHO ChAOBH CHOMTHA. KaTo npeanasHa Mapxa, eAHOBPEMEHHO MPHIIOKEHNE Ha
€30Menpa3o M Knonuaorpen tpadea ga ce nidAraa

HN3cneBaHu NICKAPCTBEHH NIPOAYKTH 683 KIHHHYHO 3HAYHMO B3aHMOACHCTBHE

AMoKCUYUIUN UAK XUHUOUH




MMa JaHHHM, 4Ye €30MENpa3oN He OKa3Ba KIMHAYHO 3HAUYMMH €QEKTH BbpXY
($apMaKOKMHETHKATA HA aMOKCHIHINH B XHHHIHH.

Hanpokcen wiu pogpexoxcud
[IpoyyBaHBATA 33 OLUCHKA Ha €AHOBPEMEHHOTO NPHUIIOKEHHE Ha E30MENIPA30J ¢ HANPOKCEH WITH
podexokcnb, He NOKA3BaT KAKBUTO M J1a € KITHHWYHO 3HAYUMH HapMaKOKMHETHUHN B3aHMOAEHCTBHA

B PAMKHTE Ha KPaTKOCPOYHO NPOYyUBaHe.

EdexTH Ha ApYTH NeKapcTBEHW NPOAYKTH BhDXY {papMakOKMHETHKATA HA e30MEeNnpasod

Jexapcmeenu npodykmuy, koumo unxubupam CYP2C19 u/unu CYP3A4

Ezomenpason ce metaGonmzupa ot CYP2C19 n CYP3A4. EaHoBpeMEHHOTO [IEPOPANHO NIPHIIOKEHHE
Ha e30Menpaso K krapurpomuimi (500 mg asa meTH AHeBHO), HHXHOHTOP HAa GYP3A4, e noseno ao
yABOABaHE Ha eKkcno3uumnaTa (AUC) na esoMenpason. EqHOBpeMEHHOTO NPHIIOKEHHE Ha
esomenpa3on U KombuHupan naxuburop Ha CYP2C19 n CYP3A4, moxe na aoseae A0 yBenH4IaBaHe
Ha EKCNO3HUMATA HAa €30Menpa3oi noseye ot aAsa weTH. HHxHOuTOpsT Ha CYP2C19 v CYP3A4
popuKoHa3od, yBeanuasa AUC, Ha omenpason ¢ 280%. ObnyaliHo He Ce HaJlara KOpUrupaHe Ha
103aTa Ha €30Menpa3oil ¥ B ApaTta cirydas. Kopurupane Ha fo3ara, obaue, Tpadpa 1a ¢€ mma NpeasHI
NpPY MALHEHTH ¢ TEXKKO YEPHOAPOOHO yBpeXaaHe M AKO € MTOKA3aHO NMPOALIDKHTENHO JICHCHHE.

Jlexapcmaenu npodyxmu, xoumo undyyupam CYP2CI9 u /uau CYP3A4

JlekapcTBEHHTE MPORYKTH, 32 KOMTO € H3BECTHO, ye HHAyurpat CYP2C19, CYP3A4 unu u aBara
eH3uMa (xkaTo pudaMIHUMH 4 XKBAT KAHTAPHOH), MOraT /1a 0BEAT [0 MOHKMXABAHE HA CEPYMHHTE
HHBA Ha e30MENpa3oJl, KaTo MOBHUIUABAT HETOBHS META0OIHILM.

[TegnaTpHuHAa NOTTYIALIMA
[IpoyuBaHuA 3a B3aHMOJEHCTBHE Ca TPOBEXKIAHH CaMo NPH Bb3PACTHH.

4.6 @epruaKTeT, OPEMEHHOCT H KEPMeEHE

bpemeHHOCT

KnuHMYKNTE DaHHH 33 €KCIO3MIHA Ha e30Menpasol 1o BpeMe Ha 6peMeHHOCT ca HeaocTarbuHu, C
paleMHYHATa CMEeC, JTAaHHHUTE 33 OMENPA30f BHPXY MO-ronsM Opoit ekcrioHHpaHH OPEMEHHOCTH 0T
ENMOEMHOOTHYHH NIPOYYBAHHUS HE TIOKA3BaT MaNQOPMaTHBHH HITH QETOTOKCHYHH edexTH.
Hacneasanus NpH XUBOTHH C €30MENPA30T HE NOKA3BAT AUPEKTHH WIH WHIHPEKTHH YBpeXJaUlH
e(eKTH TIO OTHOMEHHEe Ha eMOpHOHATHOTO/deTanHOTO pa3BuTHE. V3cIenBaHHs MPH XKHBOTHH C
palleMHYHATa CMeC HE MOKA3BAT AHPEKTHH HIH AHAMPEKTHH BPEAHH €DEKTH N0 OTHOLUEHHE Ha
GpeMeHHOCTTa, paXXJaHeTo W NOCTHaTaNHoTo pasBHTHE. HeobxoanMo € BHHMaHHe npH
MpeANHCBaHe Ha €30Menpa3on NpH OpeMeHHH KEHH.

Onpeneneso KOMUYECTBO AaHHH 32 GpeMentu keHu (Mexxay 300-1000 nsxona ot bpeMeHHOCTH)
MOKA3BaT JUMca Ha PeTo/HeoRaTaTHA TOKCHYHOCT Ha e30Mernpa3son.

[IpoydBaHHATA NPH KUBOTHH HE MOKA3BAT AUPEKTHHY WK HHIWPEKTHH BPeHH e(peKTH Ha
PENPOAYKTHBHATA TOKCHYHOCT (BX. TOYKa 3.3).

KspMeHe
He e H3BecTHO AaXIH €30Merpa3on ¢e eKCKPETHPa B KbpMaTa [IPH YOBEKa. HMudopmauusaTa 3a eeKTHTE

Ha e30MeNnpa3o BEpXY HoBopoacHH/6ebeTa e HenoctaTb4Ha, [Topanu ToBa ezoMenpazon He TpAbBa Aa
ce TIpHIIara no BpeMe Ha KbpMEHE.

QOepTHIHTET
[IpoyuBaHHATA IIPH XKUBOTHH ¢ PAlCMHYHATA CMEC OMENPA30N, IPUIATAHA IIEPOPANHO, HE TOKA3BAT
HAJIHYHME Ha e(PpEXTH 10 OTHOLICHHE HA PEPTHINUTETA.

4.7 EdexTn BBpxy cnocofHocTTa 38 WodupaHe U paboTa ¢ MALIVHY

E3oMenpa3on NOBAXsABA B MaNKa CTENEH cnocofHocTTa 3a wodupaxe 1 pabota ¢ Malunk




Crob1IaBaHM ca HeXEIAHH peaKiIuHi, KaTo 3aMakBaHe {He4eCTO) H 3aMBIICHO BHXKIAHC (He4ecTo)
(8. TouKa 4.8). AKO TAaKHBa Ce Pa3BUAT, MALMEHTUTE He TPSGBA 1a OGHPAT HIIH 13 pafotaT C
MALIMHH.

4.8 Hexe/laHH JeKapPCTBEeHH PEAKIHH

PestoMe Ha npodnna Ra Ge3onacHoCT
Cpen Haii-4ecTO CHOOIIAaBAaHATE B KIIMHUYHH NPOYYBAHMA (M CHLUO TAKa MMPE3 NOCTMAPKETHHIOBHA

MepHO/) HEXENAHN peaklvH ca raaBobomue, Gonka B kopeMa, Iuapus H raficHe. B NONMBAHEHHE,
npo@MITLT My Ha §e30MacHOCT € CXOAEH 32 PA3IHUYHK IEKAPCTBEHH QOPMH, TEPANEBTHUHH MOKa3aHNA,
BB3PACTOBH IPYIH M MONMyNauyH NauueHTH. He ca naeHTHHIMpaHH 10303aBHCHMY HEXKEIaHU
JIEKAPCTBEHH PEAKLIHH.

COHCBK Ha HEKENAHUTE peakiHy B TaONHYEH BU]L

ClieHUTE HEXEJIAHH JIEKAPCTBEHH PeakLyy ¢a HACHTHINLUHMPAHN HIH TIOAO3HPAHH B IPOrpaMaTa 3a
KTHHHTHE H3MMTBAHMA 33 €30MENpasot, Npiiarad Mepopanto Wi HHTPABCHO3HO U 1Ipe3
MOCTMAPKETHHI OB TMEPHO/I, IPH NEPOPATHO IPHIOKEHHE. PeakuuuTe ¢a KnacHQHIHPaHH CIOPEa
yeCTOTaTa: MHOTO HecTH >1/10; wect >1/100 10 <1/10; Hedectu > 1/1 000 mo <1/100; peaxn 21/10 000
10 <1/1 000; Muoro peaxy <1/10 000; ¢ Heu3BecTHa YecTOTa (HE MOXKE Aa Obae oueHEHa OT HAIHUHHTE

JAaHHH).

CHcreMo- OPraHed KJac YecToTa lHEHEE:JIHH edexT
Hapynienus Ha KpbB8Ta M nMMdHaTa Pesku _JleBkoneHua, TPOMOOLHTONEHHUS
cucTeMa __[Mnoro penxn | ArpasyniouuTosa, NaHUKTONEHHA -]
Hapyuienua Ha KMyHHATa CHCTEMA Peaku Peaxuun Ha CBPBXYYBCTBHTENHOCT, HAIIP. TPECKa,
aHrHOeHeM M aHapHMaKTHYHA peaKLMs/IOK

HapymieHusa Ha MeTabonu3Ma |Hewectn FHEthlJEpEH OTOK
XPaHEHETO |Pexu |XHHUHHTPEMHH - .

C HenspecTHa  |XunomarHeszneMusa (BX. TOuka 4.4); Texkara

YyeCcTOTa XHITOMarHe3MeMUA MOXE Aa KOpenupa ¢

XHIOKaJIHEMHUA, XHOOMArHe3HeMHUaTa MoXe ChLLo aa
OBIe CBLP3aHA C XHITOKATHEMNA.,

N I r

[TcuxHyHM pa3cTpoicTBa _HeqecTH bescbhHe .
|Penkn [PasnpasHenne, 00BPKAHOCT, JETIpecHd
| _MHum peaxH |Arpecus, XaJIOLMHALHH
'Hapymtmuﬂ Ha HCPBHATa CUCTEMA Yectn I"nacbonne _
|HeuecTH _ _CBC‘T{}BLPTE: napecTe3us, COMHOJIEHTHOCT
LPeth IHa1:1},!111«3»1114?; Ha BKyca
|HapyImeHHS Ha OuHTe |HeaecTn |3aMBIiICHO 3peHHE
HapymieHus Ha yXoTo U JTaDHpHHTA {HeuecTH Beprturo
rf"«e:ncrnq:la'rtzar[:um,. Ir'PLAHH H Penku bpoHxocnasbpm
|MEAHACTHHANHK HapyLIEHHA ] _ . _
CToMamHO-4YPERHH pa3CcTpoicTsa YecTH Ab6poMHHanHa O0NKa, KOHCTUNAUMA, JHAPHH,
¢$naTyneHums, rajeHe/MoBphINaHe, MOJaHIH Ha ABHOTO
1(cbym::yca) Ha cTOMaxa (,uoﬁpm:_gqec'rﬂerm) _
E‘_IE‘IEGTH Cyxora B ycTaTa . |
Penxu CroMaTHT, FaCTPOHHTECTHHAMIHA KaHAKA03A

C Hen3zsectHa  |MHKpOCKOMHYEH KONMHT

XenaroOnnHapHH HapyIICHHA




Penxu XernaTuT ¢ WIH 0e3 KBIATEeHHUIIA _|

MmHoro peaxn  |YeproapoGHa HEAOCTATLYHOCT, eHUE(ATONATHA IPU
MalMeHTH ¢ aHaMHe3a 3a NPEAMILIHO YepHOAPOOHO

|3abonaBane
HapymeHns Ha Koxkara M noakoxnata |Hecn _Peaxﬂuu Ha MACTOTO Ha NPHITOXKEHHE
ThKaH HeuecTtn Hepmatut, chpbex, 06pHB, ypTHKApHA
Peaxn Anoneuns, POTOUYBCTBHTEIHOCT

Mmoro peaxn  (Eputema myntudopme, curapoM Ha CTHBBHC-
IKOHCBH, TOKCHYHA enuaepManna Hekponusa (TEH),
AeKapCTBEHa peakuUs ¢ €03HHOPHUNNA H CHCTEMHH

| |cHMITOMH (DRESS) .
C wenspectHa |CyOakyTeH KOKEH JIYNyC epHTEeMaToncc (BX. ToUKa
_ |gecroTa _4.4) ]
HapymeHus Ha MycKynHo-ckeneTHata |HeuecTn dpakTypa Ha 6e1pOTO, KHTKATa UITH rPEOHAYHHA
CHCTEMA H CHEIUHHUTEIHATA THKAH cTha0 (Bx. Touka 4.4)
r_l?_’f,um ApTpanrus, MHaNTHi

: Muoro peakH Myckynna cnaboct

Hapyuenns Ha 6b6peunte u nukounute |Muoro peaks  |MutepcTrumanes HEPPHT: NpH HAKOH NALKUCHTH €
ThTHLLA cpobulasana CpNeTCTBAINA OB0peUHa HEAOCTATHYHOCT

HapynieHus Ha penpoayKTHBHATA Muoro peakH  [['MHekomacTHA
CUCTEMA M MBPANTE

O6mu HapyweHHs H epekTH Ha MACTOTO |PeakH OO0 Hepa3MoNoXeHKe, MOBUILEHO NMOTOOTALNAHE
[Ha MIPHIOKEHHE

* PeaklIMH Ha MJACTOTO Ha NPHNOXKEHHE ca HabII01aBaHH TIaBHO B NMPOYYBaHE ¢ BHCOKA J03a
EKCNO3HIUA B NpoabikeHue Ha 3 AHM (72 yaca) (Bx. TOUKa 3.3).

B oTaenku ciy4au ce chobiuasa 3a Heo0paTHMO YBPEXKAAHE HA IPEHHETO NPH KPHTHYHO OOMHM
MALMEHTH, XOHTO C4 NMOJiy4aBany oMenpason (paueMar) noa ¢popMaTa Ha HHTPABEHO3HA WHKEKLHA,
0coOeHO MpH BHCOKH A03H, HO HE € YCTAHOBEHA IPHUHHHO-CIIEACTBEHA BPb3Ka.

Ieouampuura nonyaayus

[IpoBeAeHO € paHAOMH3HPAHO, OTKPHUTO, MEXAYHAPOIHO NPOYUBaHe 3a OLICHKA Ha
dbapMaxOKHHETHKATAa KA MHOTOKPATHY HHTPABEHO3HH KO3H C NMPHIOKEHHE Ha €30MENpPa3soil BEAHBX
AHEBHO B NMPOABIDKEHME HA 4 IeHa NPH MeAUATPHYIHH NMAaMeHTH Ha Bb3pacT oT 0 A0 18 roannx (Bx.
Touka 5.2). O6mo 57 mamenTH (8 Jeua oT Bb3pacToBaTa rpyna 1-5 rooMHH) ca BKIIOYSHH B OLIEHKATA
Ha BesonacHocTTa. PeaynraTHTe ca B CHOTBETCTBHE € H3BECTHHA NMPOoGHII Ha O€30MaCHOCT Ha
€30MENpPasoll, H He ca HACHTHOHLIMPaHA HOBY CHTHAH, CBBP3aHH ¢ 6€30MacHOCTTa,

CroblllaBaHe Ha MOJO3INpAHHA HEXENaHH DEAKLIHH

Cpo0IaBaHeTo Ha MOJO3APAHH HEeXeTaHH peaKIlHu Clel paipelllaBaHe 3a yrnoTpeda Ha IeKapCTBeHNS
NpOAYKT € BaxHo. ToBa no3ponssa Aa NPoABIKH HaGMOICHHETO HA CHOTHOLUEHHETO NOI3a/PHCK 32
NEKapCTBEHHA NpoayKT. OT MEAHIHHCKNTE CNELMAIHMCTH Ce H3HCKBA Ja ChoOIaBaT BCAKa
MOAO03MPaHa HEXKEIaHa peaxiiua ypes:

HanknHUTENHA areHuMs no NeKapcTbBaTa

yn. ,,Jlamsan ['pyes” Ne 8, 1303 Codus

Ten.: +339 2 8903417

yeOcaliT: www.bda.bg

4.9 Ilpepoiupane

[ToHACTORLIEM OMHTLT ¢ IPEHAMEPEHO OTPAaBAHE € MHOIO orpaHuyeH. CHMITOMUTE, OIUC
BpB3KA C NepopanHa ao3a oT 280 mg, ca 6HnH OT cTpaHa Ha CTOMALIHO-YPEBHHA TPAKT H

Ha cnaboct. EnnokpaTtau nepopaniu o3 ot 80 mg €30Menpason H HKHTPABEHO3HO Np
10



308 mg B IpoABIKEHHE Ha 24 9aca He €a JOBEIH X0 HAKAKBH CHOUTHSL.

He e u3pecreH crenudryeH aHTHIOT. E3oMenpa3on ce cBbp3Ba ¢ INIa3MeHHTe IIPOTEHHN BEB BUCOKA
CTelled M MOpaJM TOBA HE C€ OTCTPAHABA IECHO 4pe3 AHanu3a, Kakro npu BCekH cimyyaH Ha
Ipedo3ypaHe, IEYeHHETO TpA6Ba Ja 6bae CHMITOMATHYHO M Jla Ce IIpHIaraT o0y oaIbLpxaH
MEPKH.

5. ©OAPMAKOJOINYHU CBOUCTBA

5.1 dapmakoIHHAMH4YHH CBOHCTBA
dapMaKoTepaneBTHYHa rpyna: JIekapcTa 3a I€YeHHe Ha HapYIUeHHA, CBbP3aHH ¢ KHCCIIHHHOCTTA,
HHXMOHTOPH Ha NPOTOHHATA MOMIIA.

ATC xoa: A02B CO05

E3oMenpa3on e S-nioMep Ha OMeNpa3o/l H HaMalfBa CTOMallHaTa KHCENHHHA CCKpELIHs Hpe3
crieludHueH MPHLUETEH MEXaHU3tM Ha aelicTeue. To# e ceunduyueH HHXHOUTOP Ha KUCETHHHATA
[TOMIIA B MapHeTanHaTa KieTka, R- M S-n3omMepHTe Ha oMenpa3ofl uMaT nofobHo gapMakoaVHAMHYIHO
JeVCTBHE.

Mexagu3nM Ha JIEHCTBHE
Ezomenpa3zon e cnala OCHOBA M C€ KOHLEHTPHPA M NMPEeBPbllla B AKTHBHA ¢opmMa B CUNHO KHcenaTa

Cpela Ha CeKPETOPHUTE KaHan4eTa B [TapHeTalHaTa KIeTKa, KpaeTo Toi nHxubnpa H, K*-AT®-a3a -
KUCE/IMHHATA NOMIA U HHXHOupa KakTo 6a3a1HaTa, Taka 1 CTHMYJIHPA KHCETHHHATA CCKPELMA.

dapMakoJHHAMHYHH eEeKTH
Cnen 5 aum nepopanto npuinoxkenue Ha 20 mg 1 40 mg esomenpason, € NOANLPXEHO cToMawHO pH
Haz 4, 3a CpeHO BpEME CHOTBETHO oT 13 M 17 yaca, B MPOAB/DKEHHE Ha 24 4aca NpH MALHESHTH C
T'EPE. EdexTsT € moaobeH, He3aBHCHMO alTH €30MENPa3QIl e Npuiara nepopanto Uiu
HHTPAaBEHO3HO.

JTokazaHa € Bph3Ka MEXAY HHXHOHPaHeTO Ha KHCETHHHATA CEKPELIHA Y eKCITO3HUHATA CIeN
epOpaIHO NPUIOKEHNE Ha e30Menpasol NpH K3non3eane Ha AUC kaTo CyporaTeH mokasaren 3a
MAa3MeHaTa KOHLUEHTPALMA.

[To BpeMe Ha MHTPaBeHO3HOTO NpHIoxkeHHe Ha 80 mg esomenpaszon kaTo Donyc HHQY3uUA B
npoAb/Dkenne Ha 30 MHHYTH, IOCHEBaHO OT HeMpeKbcHaTa HHTpaBeHo3Ha HHY3uA oT 8 mg/uac 3a
23,5 uaca, e 6uno moanepxano croMatko pH Haa 4 u pH Han 6, 3a cpeaHo BpeMe ChOTBETHO OT 21 H
11-13 yaca, B npoab/pKkeHHe Ha 24 gaca, TIPH 3ApaBY MaLUCHTH.

H3nexyBaHe Ha pedaykc-esodarut ¢ esomenpaszon 40 mg ce nabmonara npubausnrenHo npx 78% ot
MALUMEHTHTE CNeA YeTHpH ceaAMHLH U nipy 93% cnen oceM ceIMHLIK HA TEPOPANTHO NIEYCHUE.

B panoMH3HpaHO, ABOHHO-CIIANO, M1aueb0-KOHTPONKPaHO KIMHHUHO MpOYYBaHe, 764 NauHeHTH ¢
EHOCKONCKH MOTBLPACHO KbPBEHE OT MENTHYHA A3B3, XapaKTepusupanu Karo Ia, Ib, Ila or IIb no
Forrest (cxoTBeTHO 9%, 43%, 38% 1 10%) ca OwnH paHAOMH3IHPAHH KA ITOJIyYaBaT €30MENpa3ol
HHby3noHeH pa3TBop (n=375) nnu nnauebo (n=389). Crnea enmockoncka XxeMocTasa, B POXbIKCHHE
Ha 72 yaca NauMeHTUTE NOAy4aBand Wik 80 mg e30Menpa3on HHTPaBeHO3Ha HHDY3MA 33 30 MUH. C
[OC/IEABAINA HEMPEKLCHATa HHBY3HA OT 8 mgfyac, uiH nuanebo. Cnex HayanHus nepuod oT 72 yaca,
BCHYKH NMALMEHTH ¢a TIONYYaBaIH B mpoasiikeHue na 27 nuu 40 mg nepopanex e30Menpason 3a
KHCEHHHA cynpecus. [IpOLEHTHT Ha NOAB2 Ha MOBTOPHO KBLPBEHE CIEA NO-MAJIKO OT 3 AHH, € 1A
5,9% B rpynarta Ha €30Menpason i.v. B cpasrenne ¢ 10,3% B nnanebo-rpynara. Ha 30-ua aex cnen
MPMKIIOYBAHE Ha JIEYEHHETO, NIPOLECHTHT Ha 10ABa Ha NIOBTOPHO KBbPBEHE B IPYTaTa Ha €30MENpasod
cripsiMo Tpynara Ha rmaueGo e 6un ceotsetHo 7,7% cnpamo 13,6%.

[lo BpeM¢e Ha JIEYCHHE C AaHTUCCKPETOPHH JICKAPCTBEHH NMPOAYKTH, FaCTPUHBT B CEpyMa CE MOBHLLIABA
B OTTOBOD Ha MOHMKEHATa KHCENHHRA CeKpelna. B pe3ynTaT Ha HaManeHaTa CTOMALIHA KHCETHHHOCT
ce noeHuasa ¥ HHBOTO Ha CgA. [ToBrieHoTO HHBO HA CgA MOKe 43 MOBJIMAC HA U3CASIBAHHATE 32
HEBPOEHIOKPUHHMA TyMOpH. HanuuHuTe nMyOiNKKyBaHW JaHHH NOKA3BaT, Y€ NPHIIAraHETO Ha




cien meyenue ¢ UITTT, ma ce Bb3CTaHOBAT [0 peQepPeHTHHATE CH TPAHULH.

KaxTo npy fena, Taka H NpH BL3PACTHY, NPH NPOABIKUTEIHO JIEIEHHE C €30METIPa3on ca
Habnionasany nopuwier 6poit ECL kneTky, BEpoATHO CRBP3aHH C NOBKILCHUTE CCPYMHH HHBA Ha
ractpuHa. CuHTa ce, 4e Te3H HaXOIKH HAMAT KIHHHYHA 3HaYHMOCT.

[To BpeMe Ha MPONB/IKUTEIHO NEPOPATHO TEYCHHE ¢ AHTHCEKPETOPHH JICKAPCTBCHH MPOIYKTH C€
cH0O6IIaBa 3a H3BECTHO YBEIMYEHHE HA YECTOTATa Ha TIOABa HA CTOMAIIIHH XKJIE3UCTH KUCTH. Te3n
pOMEHH ca PU3MOIOrHYHO CACACTBHE OT M3pa3eHOTO HHXMOHpPaHe Ha KNCEIKHHATA CEKPELH, TE Ca
nobpokayecTBEHH H BEpOATHO Ca 00paTHMH.

[MoHMKeHaTa CTOMAHATA KHCEIMHHOCT B PE3YNTAT OT pa3iHUHA Bb3NECHCTBUA, BKITIOYHTETHO
HHXKOUTOPH HA MPOTOHHATA NOMIIA, BOAM O HApacTBaHe Ha Hposa Ha DaxTepHUTE, HOPMANRHK
oGHTATENH Ha TACTPOMHTECTHHAIHHA TPaKT, B CTOMaxa. TepamusaTa ¢ HHXMOHTOPH Ha MPOTOHHATA
[MOMII3, MOXe fIa JIOBEAE N0 JIEKO NOBHMIIEH PHCK OT CTOMAITHO-YPEeBHH HHPEKIIHH NPHYHHEHH OT
Salmonella 1 Campylobacter, a npH XOCHHTANTH3NPAHH NALUHEHTH - BE3MOXHH Ca CHbUIO TAKUBA,
npuyrHeHH ot Clostridium difficile.

[TenuaTpHyHa nonynatixd
B exso muauebo-KoHTponMpaHo npoyysaHe (98 nauxeHTH Ha BB3pacT 1-11 Mecela) ce oleHARA

ebHKaCHOCTTA M (€30IMaCHOCTTA NPH MALHEHTH ¢ NpH3HauM B cuMirroMH Ha EPB. Ezomenpason

1 mg/kg BEAHEXK AHEBHO € MIPHIIAraH NEPOPATHO B MPOXBIDKEHUE Ha 2 ceaAMHLH (OTKpHTa da3a), a 80
MalMEHTH Ca BKTIOYEHH 34 JONMBJIHHTENHN 4 ceAMUUH (QBoHHOCHANA, ¢a3a Ha NPEeKpaTABaHE Ha
nevenneTo). HsaMa 3HauMMa pasiHKa MeXAY €30Menpa3of H miauedbo no OTHOLIEHHE Ha MLPBAYMHATA
Kpa#iHa TO9Ka - BpeMe A0 NPEeKpaTABaHe NopaaH BAOIIABaHC HA CHMITTOMHTE,

B nnane6o-KOHTpOAHpaHO NpoyuBaHe (52 nalMeHTH Ha BB3pacT <1 Mecew) ce oLeHABa ehHKACHOCTTA
1 6e30MacHOCTTa NIpH nauueHTH ¢be cumnroMn Ha I'EPB. Esomenpason 0,5 mg/kg BeAHBXK AHEBHO €
IPUJIATaH NepopasHo B NIPOALDKEHNe Ha MHHUMYM 10 gy, Hsma 3HauuMa pasziiuxa Mexay
e30MeNnpa3o K Iauebo 1o OTHOLIEHHE Ha MbPBHYHATA KPaHHa TOYKA, NPOMAHA CTIPAMO H3XOMHOTO
HHBO B OpOA Ha CNydauTe ¢ moasa Ha cnmnToMH Ha ['EPB.

PesynTaTHTE OT NEANATPHYHHTE MPOYYBaHNUA ZOMMBIHHTENHO Noka3sart, 4e 0,5 mg/kg 1 1,0 mg/kg
€30MENPa3ol NPy KbpMadera, CHOTBETHO Ha Bh3pacT <1 Meceu u oT 1 o 11 Meceua, HamansBa
CpeAHHA MPOLEHT Ha BpeMeTO ¢ MHTpaezopareanto pH<4. ITpodunrsT Ha Ge3o0macHOCT nokassa
CXOACTBO ¢ TO3H, HAO/IOAaBaK MPH BB3PacTHH.

B npoyuBaHe npH meguarpu4HH nauueHTH ¢ [EPD (Ha Bu3pacT <1 no 17 roanHy), NoanoxkeHy Ha
aesrocpoyuHo nevenue ¢ UIII, 61% oT aeuara ca passuaH HuckoctencHia ECL-knersuna
XMIEPNNAa3da ¢ HEH3BECTHA KJIMHUYHA 3HAUUMOCT M 0€3 pa3BUTHE Ha aTPODHNUECH raCTPUT HITH

KapLHHOHIHH TYMOPH,

5.2 DapMaKOKHHETHYHH CBOHCTBA

Pasnpenencuue

[IpuBHAHKAT 06eM Ha pasnpefecHHE B pPaBHOBECHO CLCTOSHHE NIPH 3/IpaBH JIMLA € MPUOIHIHTENHO
0,22 1/kg TenecHo Terno. EzoMenpazon ce CBbP3Ba € TUTA3MEHHUTE TPOTEHHH B 97%,

buotparchopMalns

EzoMenpason ce MeTabonn3ipa HAmbJIHO OT cHcTeMaTa Ha uutoxpom P450 (CYP). OcroBHara 4acT
ot MeTabonu3Ma Ha ezomenpason 3asuck ot nonuMopdHus CYP2C19, otrosopeH 3a oOpasyBaHETO
Ha XHAPOKCH- M Je3MeTIII- MeTaboaHTH Ha e3omenpa3on. OcTaHdanaTra 4acT 3aBUCH OT ApPYF
crenuduyeH u3oeH3uM - CYP3A4, otroropeH 3a 00pa3yBaHeTO Ha €30MENpPa3o CyaI(OoH, OCHOBHHA
MeTaboNMHT B a3mara.

EduMUHHDAHE
[Toka3aTennre no-AGAy OTpa3fBaT IpeAHMHO (apMaKOKHMHETHKATA Ha JIHLA ¢ QYHKLHMOHNApALLl

CYP2CI19 eH3uM, eKCTEH3UBHN MeTabOMH3ATOPH.
TOTAMHUAT NIasMeH KIMPHHC € oxolo 17 1/uac cnen eanHHyHa no3a v okono 9 1/4ac cruex

MHOrOKPaTHO NpHIoXKeHne. ENMMAHaUIMOHHMAT N1a3MEH MOMYXHBOT € okono 1,3 vaca cnen
MHOT'OKpaTHO IIpUJIarane BeOQHBX OJHEBHO.
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MexnRy nIpHeMHTe e30Menpa3ofi ¢e eIMMHHUPA HAITH/IHO OT I/Ia3MaTa, KaTe HAMA TCHACHIIHS 33
KyMyJIHpaHe NpH IpHEMaHe BEOHDK JHEBHO.

OcHoBrUTE METaDONMHTH Ha €30MEMPa30/ He 0Ka3BaT edheKT BEPXy CTOMAIUHATa KHCEeTHHHA CEKpeLHA
[oytu 80% OT npueTaTa NEPOPATHO 4033 €30MENPA30il C€ EKCKPETHPA ¢ YPHHATA KaTo MeTaboInTH, a
OCTaHANIATA 4YacT - ¢ H3npakHeHUATa. [Toa 1% OT OCHOBHHSA NEKAapCTBEH NPOAYKT C€ OTKPHBA
HENPOMEHEH B yPHHATA.

JInHEeRHOCT/HETUHEHHOCT

O6niata exkcrro3unua (AUC) ce yBennvuasa IpH MHOTOXPaTHO TIPAITOKEHHE Ha e30Menpason. Tosa
YBCJIHYEHHE € 10303aBHCHMO H BOJIM JI0 HEeNMHHEeWHa 3aBHcHMOcCT £o03a-AUC cnes MHOrOKpaTHO
npHiaraHe. TasH 3aBHCHMMOCT OT BPEMETO H A03aTa ¢€ Ab/MXKH Ha HaMasieHHe Ha MeTaboansMa npu
IThPBO NPEMHHABAHE H HA CHCTEMHMA KIHPBHC, BEPOATHO IPHUHHEHH OT HHXHOHpaHETO Ha EH3UMa
CYP2C19 ot e3oMenpa3on W/unu Herosua cyndoHos MeTabOIHT.

Cnen MHOrokpatHo npunoxeHue Ha 40 mg noa ¢opmMaTa Ha HHTPaBEHO3HH HH)KCKLIMH, CPEAHATA
MaKCHMaJIHa [11a3MeHa KOHUEHTpauus € npudnusurento 13,6 micromol/1. Cnen nepopanto
INPHIOKEHHE Ha ChOTBCTCTBAILM 03U CPEAHATA MAKCHMANTHA IUTa3MEHa KOHUECHTpaLHs €
npubm3autento 4,6 micromol/1. ITo-manko ypenHyeHHe Ha of11aTa eKCo3HUHA (OT NPHOIHIUTENHO
30%) moxe Oa ce Habmoaasa /€A HHTPaBEHO3IHO NMPHIOKEHHE B CPABHEHHE ¢ IEPOPANHOTO
npunoxeHue. Habnmogapa ce nuHeRHO, CIpAMO A03aTa, YBEIMYCHHE HA 001IAaTa EKCAO3HLKA ClIea
HHTPABCHO3HO NPHIOXKEHHE Ha e3oMenpason xaTe 30-muHyTHA nHgy3us (40 mg, 80 mg nau 120 mg),
NocAeABaHa OT NPOALIDKUTENHA HHPY3uA (4 mg/h unu 8 mg/h) 3a 23,5 yaca.,

CrenHaaHy IPYTIH MaUHEHTH

Basuu Merabonniaropu

[Ipn npubnusurenno 2,9+1,5% ot nomynauuara nuncea pyHkunonupail CYP2C19 enzum 1 1e ca
HapeueHHd OaBHH MeTabonuzaropu. Ilpu Tesu nuua MeTaboIM3MBT HAa €30MENpa30yl BEPOATHO Ce
katanusnpa npearMHo ot CYP3A4. Cnex MHOrOKpaTHO nepopanHo npriarane Ha 40 mg
€30MeNpa3oNl BEAHBX FHEBHO cpeaHaTa o01a excno3uuma e Ouia npubnuzurenno 100% no-ronama
npH OasHHTE MeTa00IHU3aTOPH, OTKOJIKOTO NpH NHuaTta ¢ pyHKuuonupaw] CYP2C19 enzum
(excTen3nBHR MeTabonn3atopH). CpeaHuTe MaKCHMAaJIHH IUIa3MeHH KOHLUCHTpaLMH ca Ounu
nosHINEHH ¢ o0koso 60%. [lozoOuu paznnky ca 6unu HabMAaBaHK NP HHTPEBEHO3HO NPHIOKEHHE
Ha e30Menpason. Te3n HaxoaKn HAMAT OTHOLIEHHE KBM JO3HPAHETO HA €30MENpas3ol.

[lon

Cnen eAHOKPaTHO NMEepopanHe nNpunoxeHne Ha 40 mg ezomenpason, cpeaHaTa obLa eKCno3num ¢
npubmnanTenHo 30% no-BUCOKA NMPH KeHH, OTKOJNKOTO NpH MBxke. He e yCcTaHOBEHA pailiika MeXay
[TOJIOBETE Clle] MHOTOKPATHO MpAlarane BEOIHLXK JHEBHO. [Toao0HH pasnnku ca 6unu rabmogasaHH
[IPM HHTPABEHO3HO MPHIOKECHHE Ha e30Menpasoll. Te3d HaXx0AKH HAMAT OTHOLIEHHE KbM A03HMPAHETO
Ha €30MENpa3ol.

YepHoapoOHo yBpexaaHe
MeTabonu3mMbT Ha €30Menpa3os npu OONHH C IEKO 10 YMEPEHO HapylieHa PyHKUHSA HA YEPHHUA Opod

Moxe Ja 0pae BiomeH. CteneHTa Ha MeTaloIH3HpaHe € HaMaJIeHa NPH NAUHEHTH C TEKKO yBpeleHa
uepHOApoOHa PYRKIIMA, KOETO BOAK IO YIROABAHE HA €KCMO3HLUMATA Ha e3oMenpason. Ilopaawn ToRa
npy nanueHTH ¢ [EPD u ¢ Texka anchyHkuua He Tpadea ga ¢ NpeBHILaBa MaKCHMaIHaTa Ro3a ot 20
mg. [Ipy nauuenTH ¢ KLpBALLA A3BA U C TEXKO YepHOAPOOHO yBpeKaaHe, cield MbpBoHayanHa Gomyc
no3a ot 80 mg, HenpeKbLCHATAa HHTPABCHO3HA MHGY3HA C MAKCHMATHA 1033 OT 4 mg/yac B
npogwixeHne Ha 71,5 yaca Moxe aa Obae qocTaThyHa. E30MEnpason U rIIaBHAUTE MY METaD0JIMTH He
[MOKa3BaT TCHACHLKA 33 KyYMYJIMPaHE NpHU MpHiaradHe BEAHLXK AHEBHO,

bnbpeuno yBpexaaHe

He ca npoBexaaHu mpoy4BaHUA NPH MaUYeHTH ¢ HaManeHa 6n6peuna gpyukuus. Twit kaTo npes
OpOpeurTe ce H3BBPIIRA EKCKPELUHATA Ha META0ONHTUTE HAa €30MENPasol, HO HE H EIMMHHHPAHE Ha
M3XOJHOTO CHEAWHEHHE, HE C€ OYAKBAT NPOMEHH B MeTa00/IHIMa Ha €30MENPA30I NIPH MALART wﬂ no
yBpeaeHa Ou6pedna GyHKUMS, XN

[TauHeHTH B cTapuecka Bh3pacT (>65 roiMHH)
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I[Ipn nauMeHTH B cTapuecka BbapacT (71-80 roaunn) MeTaboJH3MBT HA €30MENPA3ON He Ce MPOMEHA
SHAYHUMO.

[TeapaTpriHa NOMyaalus
B eaHo paHIOMH3NPAHO, OTKPHTO, MEXIYHApOJHO NPOYYBAaHE ¢ MHOIOKPAaTHO N03HpaHe,

e30Merpa3ol € NPHIArad BEAHBXK JHEBHO KaTo 3-MMHYTHA HHXKEKUHA B MPOABIDKCHHE Ha 4 THU.
[poydsaneTo BKIIOYBA 00O 59 MeAHaTpHIHM NaUHEHTH Ha BE3pacT oT 0 go 18 roauny, ot kouro 50
nanpentH (7 Aeua BbB BH3PacTOBATA rpymna 0T 1 0 S FOAMHH) €a 3aBLPLIMIM NPOYYBAHETO H ca OHIH
OlICHEHH IO OTHOIMIEHHE HA (papMaKOKHHETHKATa Ha €30MEIIPa3ol.

TaGnuuaTa no-A0Iy ONHCBA CHCTEMHATa €KCIIO3HIIMA HA €30MENPAa30il CIEA HHTPaBEHO3HO
NPUAOKEHHE KATO 3-MUHYTHA MIDKEKIIHA NPH NeAHATPUYHH ITALIHEHTH H NPH Bb3PACTHH 3APaBH
nobposonun. CroiinocTiTe B TabiKMuaTa ca reoMeTpHYHH CpefiiM (MHTepsan). Jlosara ot 20 mg npu
BB3PACTHH € NPUNoKeHa KaTo 30-MUHYTHA HHGY3HA. Cs, max € H3MEPEHA 5 MHHYTH CNICA NpUNaraHe
Ha JI03aTa NPW BCHYKU IPYNH MEIHATPHUYHH NMALUMEHTH M 7 MUHYTH CJIEA IIPUIAraHe Ha [03aTa NpH
BB3PacTHH Ha J03a 0T 40 mg, H ciex cnupaHe Ha MHQY3UATA NPH BB3PACTHH Ha 1032 OT 20 mg.

B13pacroBa rpymna lo3oBa rpyna AUC(micromol*h/l) Css, max {micromol/)
0-1 Mecen* 0,5 mg/kg (n=6) [1,5 (4.5-20,5) 3,7 (2,7-5.8)
1-11 Mecena™ 1,0 mg/kg (n =6) 10,5 (4,5-22,2) 8,7 (4,5-14,0)
l -5 rogpHHn 10 mg (n =7) (7,9 (2,9-16,6) 9.4 (4,4-17.2)
6-11 romgHu

10 mg (n=8) 6,9 (3,5-10,9) 15,6 (3,1-13,2)

20 mg (n=8) 14,4 (7,2-42,3) 6 (3,4-294)

20 mg (n=6)** 10,1 (7,2-13,7) 8,1 (3,4-29,4)
12-17 roauHH

120 mg (n=6) 8,1 (4,7-15,9 [7.1 (4,8-9,0)

K0 mg (n=8) 17,6 (13,1-19,8) 10,5 (7,8-14,2)
Bb3pacTHH

20 mg (n=22) 5,1 (1,5-11,8) 3,9 (1,5-6,7)

K40 mg (n=41) 12,6 (4,8-21,7) 18,5 (5,4-17.9)

* [TauueHT OT Bh3pacToBaTa rpyna ot 0 no 1 Mecel| ce AepHHUpa KaTO NAUKMEHT ¢ KOPHTHpaHa
BB3pACT OT >32 HABBPIUCHHM CEOAMMUK H <44 HaBBPLWICKHM CEAMUIIM, KBACTO KOPHIKApaHaTa BRL3pacT e
cyMa OT NeCTARMOHHATA BB3PACT M BB3PACTTa CNeA PaXAaHEeTo, B HaBbpIUCHH ceamuuM, [launenT ot
8H3pacToBaTa rpyna ot 1 o 11 Mecena HMa KOpPHIrupaHa BB3PACT 0T >44 HaBLPIUCHH CEAMHLM.

*% TTgaMa TTALIHEHTH Cca U3KITIOUEHH, eINHHUAT Hal-BepoaTHO cna® CYP2C19 merabonnsarop, a
ApPYrHAT - Ha CBIIBLTCTBRANA Tepanua ¢ uuxudurop Ha CYP3 A4,

[Ipeasuxaanus, 6asHpaHn HA MOOCAH COMAT, Y€ Css, mux C/1€ HHTPABEHO3HO NPHJICKEHHUE HA

10 49%, 54% no 66% n 61% po 72%, peCIeKTHBHO, BLB BCHYKH BB3PACTOBH H Z030BH
CpaBHEHHE CHC CIIYYaHTE, B KOHTO A03aTa C¢ NpHnara Kato 3-MuHYTHa HHXEKLIHS.
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5.3 IIpeax/IHHHYHH JaHHH 32 (e30MaCHOCT

HekNMHEUYHKUTE JaHHM HE ITOKa3BaT 0Co0eH pHCK 32 Xopa Ha 0a3aTa Ha KOHBEHIHOHATHHTE
dapMaKOJIOrHYHHA Npoy4YBaHM 3a 6€30MaCHOCT, TOKCHYHOCT IPH MHOTOKPaTHO MPHIIAaTaHe,
I'eHOTOKCHYHOCT, KapIHHOT€HeH OTEeHUHAN, peNpOAYKTHBHA TOKCUYHOCT M TOKCHYHOCT Ha
pa3BHTHETO. M3cnenpanKsTa 3a KAHIEPOTEHHOCT IIPH IUTbX0BE, H3BBPLUICHH C NIEPOPATHO
TPHNOXKEHUE HAa palleMHUYHaTa CMec, ca MOKa3allk XHIepnnasus Ha cromaltHuTe ECL-xneTku u
xapurHonad. Tesp cToMAllHH ¢(eKTH Ce ABKAT HA NPOABKUTEIHATA H3Pa3eHa XHIEPracTpHHEMHUA
BCNIEACTBHE HA HaMalleHaTa NPOIYKIMA Ha CTOMALLIHA KHCENMHHA M ca HabmoaaBaHH ciel
NPOABLKUTENHO TPETHPAHE Ha IUTHXOBE ¢ HHXHUOMTOPY Ha CTOMAIIHATA CEKpelus. B HeKIHHHYHATa
IIporpaMa 3a HHTPABeHO3HO NPHIIOKEHHE Ha €30MeNpa30l HAMA JaHHH 33 Ba3OMPUTATHBEH €(EKT, HO
e oTOensn3aHa JeKa ThKaHHA Bh3MAIUTENHA peakuyd Ha MACTOTO Ha HHXKEKTHPAHEe CJIe]| MOAKOXKHO
(mapaseHO3HO) HHXKEKTHpaHe (BXK. To4ka 4.3).

6. ©OAPMAIIEBTHYHN TAHHH

6.1 ChOHCEK Ha IMIOMOLUHHTE BelllecTRA

JIHHATpHEB eAcTAT
Hartpuer xuapokcuy (3a kopekiiua Ha pH).

6.2 HecLBMeCcTHMOCTH

To3M NeKapeTBeH NPOIYKT He 1pa0sa da ¢ CMECBa HIIH BIIMBA €HOBPEMEHHO C APYTH JIEKapCTBEHH
MPOAYKTH, C N3KIIOYEHAE Ha MOCOUEHUTE B To4Ka 6.6,

6.3 Cpok Ha rogHocT

Heomsopen gnaron:
2 rONWHH

Cneo pexoncmumyupawe:

Cnex pexoHcTuTyHpaHe ¢ 5 mi (0.9%) pa3TBop Ha HaTpHeB xiopra 9 mg/ml , XMMHYHA 4 PH3IHYHA
cTaOHIHOCT NpH ynotpeda € aokasana 3a 12 yaca npu 30 ° C,

Cnen pexoHCTATYHpaHe B paspexuaane ¢b¢ 100 ml HHXexuroReH pa3TBOp Ha HATpHES XJaopua 9
mg/ml (0,9%) e noka3zana xuMuyHa 1 $HU3HYHA cTabMIIHOCT npu ynorpeba B MpoaLDKeHHE Ha 12 yaca
npu 30 ° C.

OT MUKpOOHOJIOTHYHA TJIE/IHA TOYKA NPOAYKTHT TpAOBa Aa ce H3Noa3Ba He3abaBHO. AKO HE e
W3T10J138a BE€JHATa, BPeMeTO H YCJIOBHIATA 3a ChbXPpaHeHHe B yriotpefa ca OTTOBOPHOCT Ha
noTpeOHTENA.

6.4 CrHeuMAJIHH YCIOBHS HA ChbXPaHEHHE

Ha ce cexpanssa mog 25° C.
Ja ce ceXpaHABa B OPHIHHAIHATA ONAKOBKA, 33 Ja ce MMpedna3l oT CBETIIHHA.

6.5 Buau cbABpKAHHE HA OMTAKOBKATA

[pax B 6e3uBeTeH pakOr OT CTHKIO THII [, 3aTBOpPEH Che cuBa, OpoMOYTHIIOBA IYMEHA 3aMyLLIANKA,
anyMHHMeBa obkaTka K Oan0, IIacTMACcoBO OTYYNBALLD €€ Kanaye.

Bu/1 Ha onmakoBKaTa: 0nakoBkH oT 1 ¢nakoH wnu 10 ¢pnakoHa.
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6.6 ChneuHanHH NpexNAIHH MEPKH NIPH H3XBLPJIsSIHE

[IpHroTseHAT pa3Teop TpAGBa a ce NPOBEPH BH3YAJHO 332 HATMMHE HA YACTHLIH K 00e3lBeTABAHE
npeau npunoxeHue, Tpadea na ce uanonsea camo OUCTBp pa3TBop. CaMo 3a €AHOKpaTHa ynoTpeoa.

AKXO He € HeoOX0AHMO LIANIOTO TIPHIrOTBEHO CLABPKAHNE HA (P1AKOHA, HEN3NOJI3BAHHUAT pa3TBOP
TpaGBa a ce U3XBBPJIH B CHOTBETCTBHE C MECTHHTE H3HCKBaHHA.

Huxexina 40 mg

Huxexunonen pastsop (8 mg/ml) ce npurotes upes gobasgHe Ha 5 ml 0,9% HaTpHes xJopuy 3a
HHTPaBeHO3HO NPHIIOKeHHe KbM (pJlakoHa ¢ e3omernpason 40 mg.

TIpHroTBEHHAT HHXEKLIHOHEH pasTBOp ¢ GUCTEp M Oe3lBETEH A0 MHOTO BACA0KBIIT.

Hudvaug 40 mg
HNHuby3noHEH pasTBOp Ce NPHUIOTBA Ype3 pa3TBApAHE HA CHABPKAHKUETO HA €AMH QUIAKOH ¢

ezoMenpaszon 40 mg B a0 100 ml (,9% pa3Tsop Ha HaTPHEB XNOPHA 33 HHTPABEHO3HO IIPHIIOXKEHHE.

Uudyaua 80 mg
Hudy3noHeH pa3TBOp Ce MPHTOTBA HUpe3 Pa3TBapsAHE Ha CLABLPXKAHUETO Ha ABa (JIaKoHa C
ezomenpazon 40 mg B go 100 ml 0,9% pasTBop Ha HaTpHEB XNOPHI 32 HHTPABEHO3HO MPHIIOXKEHHE.

[IpuroTeeHUAT HHY3HOHEH pa3TBOP € BHCTLD ¥ Oe3UBeTeH A0 MHOMO ONEIOKEIIT.
7. TPHTEXATEJ HA PASPELIEHHETO 3A YIIOTPEDBA

Rompharm Company S.R.L.
Eroilor Street, no. 1A, Otopenti, Ilfov County, 075100, PymbpuuA

8. HOMEP(A) HA PASPEIIIEHHETO 3A YIIOTPEBA

PerncTpalHOHEH HOMEP:;
20210208

9. [OATA HA ITbPBO PASPEIIABAHE/TIOJHOBABAHE HA PAZPEHIEHHUETO 3A
YIIOTPEBA

JlaTa Ha MBEPBO pa3pelliaBaHe:;
21.07.2021

10. JATA HA AKTYAJIN3UPAHE HA TEKCTA

JlaTta Ha aKkTyaau3npaHe Ha TEKCTa:
05.2025
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