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1. HUME HA JIEKAPCTBEHMUA NIPOAYKT

E3omMenpazon Pomdpapm 40 mg npax 3a HHKEKIHOHEH/HHPY3HOH

2. KAYECTBEH U KOJIHYECTBEH CbCTAB

Bcekn ¢nakoH cpabppxka: 40 mg e3oMenpasol (KaTo HaTpHEBa COJI).
Cnen pastBapsHe B 5 ml HHDKEKIIHOHEH pa3TBOp Ha Hatpues Xnopua 9 mg/ml (0,9%) 3a HHTpaBeHO3HO
NPHIIOKEHHE, BCEKH ml OT pa3TBopa chAbpka 8§ mg e3oMenpasoll.

[ToMOIIHO BENIECTBO C U3BECTHO AcHCTBHE: Beeku uiakoH chabvpxka < 1 mmol HaTpuii (23 mg), T.e.,
MO CBIUECTBO ,,HE ChABPXKA HATPHH .

3a MBJIHHUA CITHCHK Ha MOMOIIHUTE BeElllecTBa BHKTE Touka 6. 1.

3. JIEKAPCTBEHA ©®OPMA

[Ipax 3a KOHUEHTpAT 3a HHXKCKLIHOHEH/HUH(]Y3HOHEH pa3TBOP
bsina no 6nenoxpaTa KOMIAaKTHA Maca WK Ipax

4. KIUHUYHHU JAHHHU
4.1 TepaneBTHYHH NOKA3AHHSA

E3omenpa3zon Pomdapm npax 3a HHKEKIIMOHEH U HH(Y3HOHEH Pa3TBOP € NOKAa3aH NpH Bb3PACTHH 3a:

* CroMaurHa aHTHCEKPETOPHA Tepalnus, KOraTro repopalHOTO MPUIIOKEHHUE HE € Bb3MOKHO, KaTo:
- ractpo-e3odareanna pepnykcua 6onect (C'EPB) npu nauneHTH ¢ €30)aruT WM TEXKH
CHMIITOMH Ha peduykc;
- 3a3/lpaBABaHE Ha CTOMAIUHA A3Ba, cBbp3aHa ¢ Jeyenue ¢ HCIIBC.
- npoduIaKTHKa Ha CTOMAallHa U AyoAeHasHa A3Ba, npuuyuHeHu ot jJeyenue ¢ HCIIBC npu
PHCKOBH IALMEHTH.
* IIpeBeHIHA HA MOBTOPHO KbPBEHE MPH MALUEHTH CJICA TEPANICBTHYHA €HIOCKOIHUA MPH OCTPO
KbPBEHE OT CTOMALUHA HWJIH AYOJEeHaJIHa A3Ba.

EBUMEHE-‘&S[}H PDM@EPM IIpax 3d HHXXCKLUHOHCH H HHQEBHDHEH P43TBOD € ITIOKA3dH IIpH ACLd H KOHOLIH

Ha Bb3pacT OoT 1 10 18 rojuHM 3a:

* C(CTOoMaluHa aHTHCEKPETOPHA TE€paNUs, KOraro nepopajHoOTO NPHIOKEHHE HE € Bb3MOXKHO, KaTo:
- ractpo-e3odareansa pepaykcHa 6onect (CEPB) npu nauuenTu ¢ eposuseH peduykc esodarut
W/WJIH TEXKKH CHMIITOMH Ha peduykc.

4.2 Jlo3upoBKAa H HAYHH HA NMPHJIOKEHHE

Bb3pacThHu
o3upoBka

CmomawiHo aHmucekpemopHo n1e4eHue, Ko2amo OpatHusm nbm He € 6b3IMONCEH
ITaimeHTH, KOUTO HE MOTAT [a IIPHEMAT NIEPOPAIHH JIEKAPCTBA, MOTaT Aa 6BAaT JeKyBaHn
napeHtrepanHo ¢ 20-40 mg Beanbxk AHeBHO. [TaunenTuTe ¢ pedaykce e3odarut Tpsdsa na 6paar
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nexybau ¢ 40 mg, seAHBXK IHeBHO. [lamueHTHTE, IEKYBAHY CHMITTOMATHYHO 33 pedrykcHa Sonecr,
TpaGBa na GpAaT nexyBanu ¢ 20 mg, BeaHBXK THEBHO.

Ja neveHMe Ha CTOMAIHHU A3BH, CBBP3aHH ¢ Tepannusa ¢ HCIIBC, o6HualinaTa no3a e 20 mg, BeAHLXK
OHEBHO. 3a MpOoWIAKTHKA Ha A3Ba Ha CTOMaxa U ABAHAECCTONPBCTHHKA, CBBP3aHa C TepamnHs C
HCTIBC, nauuenture B pHck Tpa6sa na 6p0aT NexyBanu ¢ 20 mg, BEAHBXK JHEBHO.,

OO6HKHOBEHO, MPOABLIDKHTENHOCTTA Ha HHTPABEHO3HAT TepalMA € KpaTkKa H TPeMHHABAHETO KbM
IEpPOPATHO feueHHe TPAOBa 1a ce M3BELPINM BEIMOXHO Hali-CKOpoO,

IIpedomepamssane na noemopro xuvpeene om cmomawna u OYO0eRaIna R36a

Crnen TepanesTidHa eHROCKOIHS I0PaJH OCTPA KhPBALIA CTOMAIIHA WIK OyOHNeHaJHa f3Ba, TpAOBa 1a
¢e HasHa4aT 80 mg Karo Gonyc- HHY3MA B IpoabIIKEHHE Ha 30 MHHYTH, ITOCJICABAHA OT
HEPCKBCHATA HHTPABCHO3H2 MHQY3HA 0T 8 mg/yac, npunarana B NporbikeHUe Ha 3 THA (72 4aca).

HeproasT Ha MapeHTepanHo NedeHHe TPAOBa Ja G5Ie nocTeaBan Ot NnepopaiHa KHCETHHHO-
IOTHCKALIA TEpanH4.

Hauni Ha npunoxenue

3a HHCTPYKIIMH 33 pasTBapAHE Ha JICKApCTBEHUA MPOAYKT NPEAH NPHNOXKEHKE BIDKTE TOUKa 6.6,

Hrocexyun

Ho3a o1 40 mg

5 ml oT npuroTBerus pastsop (8 mg/ml) Tpa6sa xa ce IPUIIAraT KaTo HHTPABEHO3HA HIDKEKLHA 3a
NEPHOJ OT NOHE 3 MHHYTH,

do3a ot 20 mg

2,5 m] UM NONOBHHATA OT Pa3TBOPEHHSA pa3tBop (8 mg/ml) Tpabra na ce npunara kaTo unTPaBeHO3Ha
HIDKCKIHA 33 IICPHOA OT OK0JI0 3 MUHYTH. Heusnomssauuar pazteop TpaGea Ja ce U3XBBPIIH,

Hughyaun

Ho3a or 40 mg
purotsenuaT pasTeop TpaGea aa ce npuiara nog (popMaTa Ha MHTPABEHO3HA HHGY3NA 33 EPHOJ OT

10 no 30 MuHyTH.
Ho3a ot 20 mg

ITonosunaTa OT MpHroTBEHNUA Pa3Teop TpAGBa A3 ce nprara nox GpopMaTa Ha HHTPABEHO3HA HHDY3HA
3a nepuon ot 10 10 30 munyTH. Hensnonssanuar pasrsop tpaGsa aa ce H3XBBPIH.

bonyc no3a ot 80 mg

IIpuroTseHuaT pasteop Tpabea na ce mpHiIara KaTo HENPEKbCHATAa HHTPaBEHO3HA HHYY3NS B
npoxbokeHHe Ha 30 MUHYTH.

0T yac
[IpurorsenuaT pasreop Tpa6Bsa fa ce mpUNara Karo HEMNPCKBCHATA HHTPABCHO3HA HHY3HA 32 nepHoL
ot 71,5 4aca (M3yncnena ckopoct Ha uHy3nsa 8 mg/uac. BuxTe Touka 6.3 3a CPOKAa Ha roJHOCT Ha
[IpHIOTBEHHA PasTBOP).

CreluanHy nomyaumH

bvbpeuna nedocmamuvunocm

He ce uancksa kopexins Ha [03aTa NpH NALHEHTH C HapyleHa 0bp0Opeuna dyuxuus. [Topagu R

OrpaHHYCHHA OITHT NPH NMAUMEHTH ¢ TeXKa OpOpeuHa HeJOCTATLHHOCT, TAKHBA MALHEHTH
ObaaT IeKyBaHH C MOBHILIEHO BHUMAHKE (BX. TOUKA 5.2.)

Heprodpobro yepexcdane



I’EPB: He ce n3ncKBa KOPHTHpaHe Ha J03aTa NPH NALMEeHTH ¢ JIEKO A0 YMEPEHO YepHOAPOOHO
yBpexaane. [IpH nauHeHTH ¢ TEXKO YepHOAPOOHO yBpexnaHe He TpAOBa Aa ce HalBHIIABA
MakCHMANHATA ZHeBHA Jo3a oT 20 mg Esomenpason Pompapm (Bx. Touxa 5.2.).

Kvypeawa 23ga: He ce Hanara Kopexiya Ha J03aTa IIPH MALHEHTH C JIEKO JI0 YMEPEeHo YepHOAPo6HO
yBpexaaHe. 3a MALKEHTH ¢ TEKKO YepPHOAPOGHO yBpexkIaHe, ClIeR HadanHa Gomyc no3a ot 80 mg
e30MeNnpason 3a MHGY3K, HENPEKbCHATA HHTPaBEHO3Ha HHY3MA, B 03a OT 4 mg/yac, B
npoawDKeHAE Ha 71,5 gaca Moxe Aa OpAe JoCcTaThYHa (BXK. TOUKA 5.2).

Cmapuecka sv3pacm
He neobxoauMo xopHrypaHe Ha No3aTa IPH NaUNEHTH B CTAPYECKa BB3PacT.

IleAuaTpH9Ha NOMyNalus

03 BKa

Heua u wonowu na evapacm om 1 oo 18 200unu

Jleuenue 3a NOMUCKAKE RA CMOMAWHAMA CEKPEYUA, KOZAMO NEPOPATHUAIN NHM HE € 6bIMONCEN
IlanMeHTH, KONTO HE MOTAT N1 TIpHEMAT NEPOPANHH JIEKapCTBa, MOTaT Ja 6bAaT JeKyBaHH
NapeHTECPANHO BEAHDX NHEBHO, KAaTO YacT OT ITLIHHA NepHo Ha Jedenne Ha I EPB (BrokTe mo3uTe B
Tabaunara 1mo-maoiy).

OOHKHOBEHO MPOSBWDKHTENHOCTTa HA HHTPaBEHO3HOTO NieueHue Tp6pa Aa 6Gbae kpaTka n
IPEMHHABAHETO KbM NEPOPATHO JICHEHHE TPAOBa [1a C€ M3BBPIIH Bh3IMOXKHO HaHf-CKOPO.

IIpenopbYNTEHH HHTPABEHO3IHH JO3H €30MeENPa3ol

Bripacropa rpyna |leuenne na eposusen peduryxe ezoparnt  [CHMNOTOMATHYHO Je4YCHHE HA

I'EPB
1-11 rozwmn Ll‘af.ar.u-::ur < 20_1{3: 10 mg BeAHEXK OHEBHO 10 mg BegHBA AHEBHO
Terno > 20 kg: 10 mg unn 20 mg senanpx
_ |THEBHO _
12-18 rozpumnm MO mg BenHBX MHEBHO 20 mg BeAHBK JAHEBHO

HaxyH Ha IpHIOXKEHHE
3a HHCTPYKLIMH OTHOCHO pa3sTBapAHETO Ha JEKAPCTBEHHA NPOAYKT MPEAH IPHIOKEHHE BIDKTE TOYKA

6.6.
Hmxexipis

o3a or 40 mg
5 ml oT npuroTBeHuA pasTop (8 mg/ml) Tpabea TpadBa Na ce HIDKEKTHPA UHTPaBEHO3HO, 33 IEPHON

OT IIOHE 3 MHHYTH.
Ho3a oT 20 mg

2,5.ml WK NONOBHHATA OT NPHIOTBEHHA PasTBop (8 mg/ml) TpsAGBa Aa ce HIDKEKTHPa HHTPABEHO3HO,
32 EpHOX OT NMoHe 3 MUHYTH. HeHsnon3sanuAT pa3Teop TpabBsa Aa ce HIXBBPIIH.

o3a o1 10 mg

1,25_ml ot npurorsenna pasTeop (8 mg/ml) TpsabBa 03 ce MHKEKTHPA MHTPABEHO3HO, 33 nepr;g.u—e?w —

noHe 3 MUHYTH. HenanonssanusT pasteop 1pabea 4a ce H3XBLPIIH. AT
v .m' _‘_._ “ S

Nudy3na ;,{; S T

Ho3a ot 40 mg s




ITpuroTBEHAAT pa3TBOP TPAOBa Aa ce MPHIIOKH KaTo HHTPaBeHO3HA HHY3nd 3a meprox ot 10 10
30 MUHYTH.

HNoza o 20 mg
[TosoBHHATA OT MPUTOTBEHUA Pa3TBOP TP#GBa Aa ce MPUICKH KaTO HHTPaBeHO3HA HHQY3H, 33

nepuox ot 10 no 30 MunyTH. HensnomsBaHuAT pa3TBop TpAOBa a c€ HIXBBLPIH.

Hoza ot 10 mg

Easa 9eTBBPT OT NPHIOTBEHMA Pa3TBOp TpA0Ba A Ce NPH/IOKH KaTO HHTPaBeHO3Ha HR(Y3HA, 33
nepuox ot 10 mo 30 MunyTH. Hensnon3paHuAT pas3rsop TpAOBa 1a ce HIXBLPIIN.

4.3 IIpornBonoxa3aHKsA

CBpBLXYyBCTBHTENHOCT KBM aKTHBHOTO BENIECTBO HIH KbM APYTH 3aMECTeHH OCH3MMHIA3ONMH HH KbM
HAKOE OT MOMOIIHHMTE BeIeCTBa, M30pOeHH B TouKa 6.1,

Esomenpasoln He TpafBa Ja ce H3MoN3Ba eHOBPEMEHHO ¢ HENGHHABKP (BX. TOUKa 4.)).
44 Cnenunanuu OpeaynpexieHHs H NpeanasHH MepKH NpHu ynorpeba

[py HaTHIHE Ha HAKAKBB TPEBOXXEH CHMIITOM (Hanp. 3HATHTENHA HeMpeAHaMepeHa 3aryba Ha Tero,
pPeLHAHBHPAIIO NOBPLOIaHE AMCGarusA, XeMaTeMe3a HIH MeJieHa) H KOraTo ce NO03Hpa K €
KOHCTATHPaHa CTOMAIIIHA A3Ba, TpAOBa Ja c¢ H3KIIOTH 3JTOKaYECTBCHOCT, ThH KAaTO JICUCHHETO ¢
e30MENpa3on MoxKe 12 ofeKuy CUMITTOMHTE Y Ja 330aBH AHAaTHOCTHIMPAHETO.

CroMamHo-ypeBEH HHPEeKIHH

Jedenuero ¢ HHXMOHTOPH Ha MPOTOHHATA MIOMIIA MOKE [a IOBEAE¢ N0 NICKO MOBHIICH PHCK OT
CTOMAIIHO-9peBHH HHeKuny kato Salmonella u Campylobacter (BXk. Touka 3.1).

AGcopOupa Ha BuTamMun B12

Esomernpa3on, KAKTO BCHYKH JIEKapCTBa ONOKHPAM CTOMAILIHATA KHCE/INHA, MOXE 13 HAMaNH
aGcopOumaTa Ha BuTaMux B 12 (unanoxo6anamus) nopaau xuno- Wiy axnopxuapust. Toea Tpabsa aa
ce HMa NPeABH/ NPHK NALMEHTH ¢ HAMANECHHU TEIECHH 3aNaCH HIH PHCKOBH (AKTOpPH 3a HaMaNleHa
aOcopbums Ha BuTaMHH B12 npH gearocpodda Teparmma.

XHIIOMArHE3REe MU

C100IIaBa ce 33 TEXKKA XHIIOMarHe3yeMHs NpH NAlHEHTH, NEKYBaHH ¢ HHXHOHTOPH HA MPOTOHHATA
nomna (UIII]) kaTo e3oMenpasos B IPOTB/DKEHHE Ha NOHE TPH MECella, a B IIOBEYETO CIIyYaH B
Opoab/DKEHHE Ha MoANHA. MoraT na ¢ NoABAT CEPHO3HH NPH3HALM Ha XMIIOMATHE3HCMHUA KaTo
yMOpa, TETAHUA, ACTHPHYM, KOHBYJICHH, 3aMAasHOCT H KaMEpH2 ApHTMHSA, HO T€ MOTAT Aa 3all04HaT
CKpHTO U Na OBaaT npesebpernath. [Ipy moseueTo 3aCerHaTH NAUMECHTH, XUIIOMArHE3HEMHATA C€
nono6pABa clel 3aMECTHTEIIHA Tepanus ¢ MarHesui u npekparaBane nprema Ha UIIII. I1pn
NauMeHTH, KOUTO c€ 04aKBa 4a ObaaT Ha MpoIBIDKHTENIHA Tepanna Hian konto npuemat HUIIII ¢
IMTOKCHH WIH JICKaPCTBEHH NPOAYKTH, KOMTO MOTAT [a MPHYHHAT XHIIOMarHe3neMus (Harp.

IUYPETHIH), 3APABHUTE CMELMANHCTH TPAOBa 12 HMAT NpeABHI N3MEPBAHE HA HMBATA HA MAarHE3HH
npeaM sanousaHe Ha nedexuero ¢ UIIII u neppoanuHo no BpeMe Ha JIEYCHHETO.

Puck ot ¢pa H

HuxubuTopure HA IPOTOHHATA NOMIA, 0CODEHO 2KO €& H3MOJI3BAT BLB BHCOKH JIO3H H 32 ABITBT
nepnoa oT BpeMe (> 1 roauHa), MOraT yMepeHo a NOBHILAT PHCKE OT $pakTypa Ha OeapoTo, KHTKATa
H rpsOHayHuA CTHAD, rNaBHO, [TPH NAUHMEHTH B CTAPYECKa Bb3PACT WIH [PH HATHYHETO HA APYTH
M3BECTHH PHCKOBH dakTopd. OCcepBanoRHy MPOYYBAHNSA MIPEANOJAraT, Y€ HHXHOUTOpUTE Ha
NPOTOHHATA [TOMIIA MOTAT Aa NoBHIIAT obmms puck oT ppakTypa ¢ 10-40%. B HaxoH ciydau, FoBa .

H"-“'\

[OBHILIEHHE MOXE & ce ABKH Ha RPYTH prcKoBy dakTopu. [TauuenTuTe, ¢ PHCK OT OCTEQIOPOTa, . \
- - "'.I" N

Tpa6Ba 4 NOTY4ABAT PHKH CHIVIACHO HACTOALIMTE KIMHHYHH PHKOBOACTBA H TPAORA na mar o

Nt - ' 1"'
aficKBaTeH MpHEM Ha BUTaMHUK D H KallHH. fo ST
r! N | " ’ . -::t
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Cy6akyTeH koxeH nymyc epureMaTonec (CKJIE)
MHXHOHTOPUTE HAa MPOTOHHATA ITOMIIA Ca CBBP3aHH ¢ MHOTO penky caydad Ha CKJIE. Ako ce nosABAT

Ie3UN, 0co6eHO B YHaCTBIH OT KOXKATA, H3JIOXKEHH HA CTLHYEBH IHYH, H 8K0 Te Ca CHIIPOBOZCHH ¢
apTpanTii, NalKMeHTsT TpaGea He3abaBHO A2 MOTBPCH MEAMLUMHCKA IOMOMI, @ MCAMIHHCKHUAT
crieLManKcT Tpabsa Aa o6MUCTH cnupadeTo Ha npueMa Ha e3oMenpason. CKJIE, RacTenua cnel
NpeAXoAHO iedeHHe ¢ HHXMOUTOP Ha MPOTOHHATA IoMITa Mojke Ja yenuuu pucka o1 CKJIE npu
yrniorpe6a Ha APYTH KHXHOHTODH Ha NMPOTOHHATA NOMIIA.

KoMOHHaIMg ¢ APYTH JIEKADCTBA
He ce npenopbusa eAHOBPEMEHHOTO NPHIOKEHHE Ha €30MENpa3o)l ¢ aTa3aHaBup (BX. TOUKa 4.5). Ako

KOMBHMHALMATA OT aTa3aHaBUp ¢ MHXMOMTOP Ha MPOTOHHATA NIOMIIA CE NPELICHH KaTo Hen30exHa, ce
NpenopLYBa BHUMATEIHO KIHHHYHO HabmoaeHye B KOMOHHALHMA ¢ YBEJIHYaBaHe Ha 03aTa Ha
aTazaHaBMp A0 400 mg cec 100 mg puTOHABHD; K03aTa oT e3oMenpa3on 20 mg He TpaOBa na ce
HaJABHIIABA.

Esomenpa3zon ¢ mexuburop Ha CYP2C19. [IpH 3amodsane WiIH NPHITIOYBaHE Ha TEPANHATA C
e3oMenpa3on, Tpatea Aa ce HMa MpeaBUA NOTCHIHATHHTE B3aUMOACHCTEBHA C JICKAPCTBCHH NMPOXYKTH,
xonto ce Merabonusnupar or CYP2C19, HaGmonasaHo ¢ B3aHMOAEHCTBHE MEXTY KIOMHAOIPEN H
esoMenpasoln (BXK. Touka 4.5), KnHHHYHOTO 3HaYEHHE HA TOBA B3aHMOJACHCTBHE € HEACHO. Kato
npennasHa MApKa, eAHOBpEMEHHATA yIIoTpeba Ha e3oMenpason H KIonuaorpen Tp:atsa fa ce H3barsa.

Hurepdepennma ¢ 1abopaTOpHU TeCcToBE
[ToBHmeHoOTO HHBO Ha XpoMoTrpaHHH A (CgA) MoXe Zia MOBJIHAC Ha HICICBAHHATA 34

HEBPOCHAOKPHRHH TYMOPH. 3a Aa ce H3berue Topa B3aUMONCHCTBHE, JICUCHHETO C €30MENpa3oll
TpabBa Aa 6bAe cnpaAHO, Haif-MaNIKo 3a 5 AHM, npeny onpeaciviHeTo Ha CgA (BX. Touka 5.1). Axo
nupata Ha CgA H racTpHHAa HE ¢a e Bh3CTaHOBIIH B pedepeHTHUTE CH IPaHHIH, cJIe]] HAYATHOTO
onpenelAHe, KaMEPBaHeTO TpA(Ba Ja ce MOBTOPH 14 JHM Clex crMpaHe Ha NeYeHHETO ¢ HHXHOHTOP
Ha MPOTOHHATA [IOMIIA.

4.5 BiaumopaeicTBHe C APYIH JEKApCTBEHH NPOAYKTH H APYrH GOpMH Ha B33HMOREACTBHE
EdexT Ha ¢30Menpa3o BLPXy $apMaKOKHHETHKATA HA JDYTH JIEKAPCTBECHH NPOAYKTH

[IpoTea3nn HHEXHOHTOPH

NmMa chobieHHA 33 B3aHMOACHCTBHA HAa OMENpPa3oyl ¢ HAKOH NpoTea3HH MHXUOHTOpH. KIHHHYHATa
3HAYAMOCT ¥ MEXaHH3MHTE Ha Te3H chOOImenn B3aUMOACHCTBHA HE BHHATH €3 H3BCCTHH.
ITorumeHoTO cTroMamHO pH No BpeMe Ha JIEYCHHETO C OMETPA30I MOXeE Aa npoMeHH abcopOuyara Ha
nporteasHure HHXubuTopy. Jpyrn BB3MOXKHH MEXaHH3MH Ha B3aHUMoAeHCTBHE Ca Ype3 HHXuOupaHe Ha

CYP2C19.

MMa cpo61IeHHA 3a MOHIKABAHE HA CEPYMHHTE HABA HA aTa3aHaBHp M HEJIPUHABHP, MPH

EAHOBPEMEHHOTO NPHIMKEHHE C OMENpa3oJl, NopalH KOETO TO HE ¢e MpenopbuBa. EAHOBPEMEHHOTO
NpHIOKeHue Ha oMenpason (40 mg BeaAHsX AHeBHO) ¢ aTasaHaBup 300 mg/puronasup 100 mg Ha

3apaBH NoGPOBONIIM BOAH 10 3HAYMMA PEAYKUMA HA EKCIO3HLIMATA Ha aTa3aHaBup (MPHOIHIMTENHO

75% noumwxasaie Ha AUC, Cyuax ¥ Cmin ). [TOBHILaBaHETO Ha A03aTa Ha atasaHasup ao 400 mg He
KOMIIGHCHPA BB3ACHCTBHETO HA OMENPAa30/ BbPXY €KCIMO3HUMATA HA aTa3aHaBHP. EAHOBPEMEHHOTO
NpHICKEHHE Ha oMenpason (20 mg BeaHbXK AHEBHO) M aTtasanasup 400 mg/puronasnp 100 mg npwu

3apasd 1o0poBOIIH BOIM QO NOHKKaBaHe ¢ npudnausurentHo 30% Ha €KCO3NLMATA HA aTa3aHaBHD B
CpaBHEHHE C eKCTIO3KLMATA, HaGM0AaBaHa NPK NpUIMKeHHe Ha arasaHasup 300 mg/puTonasup

100 mg BeaHBXK OHEBHO Ge3 omenpason 20 mg BEAHBXK AHEBHO. ENHOBPEMEHHOTO NPIIOKEHHE Ha
oMenpason (40 mg BeAHDXK AHEBHO) BoAM A0 noHiwkasaHe Ha cpeaHuTe AUC, Cuax H Crin Ha

Henduuasup ¢ 36-39% u va cpequure AUC, Coux M Cimin Ha $apMakonoru4Ho aKTHEBHHA MY

metabonut M8 cie 75-92%. Topaan cxoaHnTe GPapMaKOAHHAMHUYHH EDEKTH U t[)ﬂpMﬂl{DI{HHﬁTH'-IHH
CBOMCTBA HA OMENpPAa30/ ¥ €30MENpa3oil, EAHOBPEMEHHOTO NPHIOXKCHHE Ha €30MENpason T
aTa3aHABHUD HE CE NPenophuBa (BxX. Touka 4.4), a EAHOBPEMEHHOTO NPHIOKEHHE HA pdscm li PR
Hen(GHHABHD € MPOTHBOMOKa3aHo (BXK. Touka 4.3). i BTN
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MMa chro0meHHs 32 TOBUIIABaHEe Ha cepyMHaTa koHuerTpanus (80-100%) Ha cakBHHABHp (NpHIaraH
3a€HO C PHTOHABHP) OPH eXHOBPEMEHHO NPWIOXKEHHE ¢ oMenpa3oa (40 mg BeAHEX NHEBHO).
Jleqennero ¢ omenpason 20 mg BeAHEXK JHECBHO HAMA BIHAHHE BhPXY CKCITOZHI[HATA HA NAPYHABHP
(NpHilaraH 3a€J[HO C PHTOHABHP) M aMIIPEHABHP (TNIPHAAraH 33€AHO C PHTOHABHD). JIEYEHHETO ¢
esoMenpa3on 20 mg BEAHEK JHEBHO HE MOBIHABA CKCTIO3HIIMATA Ha aMIIPEeHaBUP (CBe Mnu Oe3
prTOHABHP). JlegeHneTo ¢ e3oMenpason 40 mg BeAHLK JHEBHO HE NOBIHABA €KCIIO3HUHNATA HA
JIOTIHHABHP (TIpHIaraH 3acfiHO ¢ PHTOHABHD).

MetoTpekcar
VMMa cpoflueHss, de NpH €AHOBpEMEHHO npuaokenne Ha MetoTpexcar ¢ HIIII, npu HAKOH MaLHeHTH
HMBAaTa Ha METOTPEKCAT ce NoBUIIaBaT. [IpH NpHIOXKEHHE Ha BHCOKA J03a METOTPEKCAT MOXe J1a ce

HaJIOXKH OOMHUC/ISHE Ha BpeMEHHO CIIHPaHe Ha MPHNOKECHHETO Ha €30MENpasol.

Takpoanumyc
HMa cro0meHHs, Y€ MpH eAHOBPEMEHHO NMPUIOKEHHE ¢ €30MENpa3ol, CepyMHaTa KOHLISHTPALHA Ha

TaKpONMHMYC e noBHiasa. Tpadsa Aa ce NpoBexa Mo-CTPOro NpocieasBaHe Ha CePYMHATa
KOHIUEHTPAUHA Ha TAKPOIHMYC, KaKTo M Ia ce cneau 6n0peynara GyHKINA (KpeaTHHHHOBUA
KITHPBHC), & IIPH HYKIa A8 ce KOPHTHpa 103aTa Ha TAaKpOJIHMYC.

Jlexapcrsenu npoaykTH ¢ pH sasncuma abcopbuus
[ToTHCKAHETO HA CTOMAIIHATA KHCEIHHHOCT IO BpeMe Ha JIEHeHHE ¢ €30MEeIpa3osl H JpyTH

HHXHOHTOPH Ha NPOTOHHATA MIOMIIA MOXe [a HaMalmH WIH YBEJTHYH pe3opOLmsaTa Ha IEKapCTBa, IAATO
pe3opOLHA e 3aBucHMa oT croMamHoTo pH. Kakro H npH ynoTpebaTa Ha IpYyTH JIEKapCTBa, KOHTO
NOHIDKABAT HHTPAracTpaIHaTa KUCESIMHHOCT, pe3opOLaTa Ha IeKapcTBa KaTo KETOKOHA301,
UTPaKOHAa301 H epAoTHHUO Moxe Aa Obae HaManeHa, JOKaTo Pe3opOLuATa Ha ICKAapCTBA KaTo
ZHTOKCHH MOXe Aa OvJe noBHmIeHa MIPH JICIEHHE ¢ e30MeNpasol. EAHOBpEMEHHOTO NPHIOXKECHHE Ha
oMenpa3od (20 mg AHEBHO) K AMIOKCHH [IPH 37paBH NoGpOBOMIM NOBKIIaBa GHOHANNYHOCTTA Ha
ourokcHu ¢ 10% (1o 30% npu asaMa oT mecer AoOpoBONLH). 33 THTOKCHHOBA TOKCHIHOCT C€
chobmasa panko. HezaBHcHMO 0T TOBa, KOraTo €30MeIpa3oi C¢ MPHiara BbB BHCOKH O3H Ha
MALMEHTH B CTAPYECKA BBIPACT, € HeoOX0aMMa NpeRnaMBoCT. TepaneBTHYHOTO 1EKAPCTBEHO
MOHMTOPHpPaHe Ha AHTOKCHH TpAOBa Aa Obae 3aCHICHO.

JlexapcTBeHu npoaykTu, Merabonusupany or CYP2C19

Esomenpason nuxu6upa CYP2C19, ocHOBHHAT eH3MM, MeTabonH3Hpall e30mMenpason. [lopaan Toea,
KOTATO €30MENpa3on ¢e KOMOMHUpA ¢ ICKAPCTBCHH NPOAYKTH, KOMTO ¢€ MeTaboNMM3NpaT oOT
CYP2C19, xaro auazenaM, MHTAIONPaM, HMHIIPAMHH, KJIOMHIIpAMUH, PEHHTOHH H JIp., IUTa3MCHHTE
KOHLIEHTPALMH HAa TE3H JIEKAPCTBEHH NPOJAYKTH MOIaT Aa OBAAT YBEIHYEHH H MOXKE J1a € HATOXKH
HaMansBaHe Ha J03ara. He ca mpoBexaaHH in vivo Npoy4BaHHA 3a B3AaHMOACHCTBHE IIPH BUCOKOAO30B
HHTpaBeHo3eH pexuM (80 mg + 8 mg/qac). [To Bpeme Ha TO3H PEXXUM ePEXTHT Ha €30MENPa30 BPXY
NEKapCTBEHUTE MPOAYKTH, KOUTO ¢e MeTaboansupat or CYP2C19 Moxe Aa 6bae no-CHIIHO H3pa3eH H
naiHeHTHTe TPAGBRA CTPHKTHO Aa c¢ HabmoAapat 3a HEXeJJaHH PeakilHy B NPOABL/HKCHUE Ha
TPHIHEBHOTO HHTPABEHO3HO JICYCHHE.,

InazenaM
EanoBpeMEHHOTO NEPOPATHO mpuiokeHue Ha 30 mg e3oMenpason e 1oBeno 10 45% HaMalABaHE Ha
KnupsHca Ha cyGerpata Ha CYP2C19 nuasenam.

{DeHHTORH

EnHOBpEMEHHOTO NMEPOPAIHO NpUIToKeHue Ha 40 mg e3omenpason H GpeHuTONH Boaun Ao 13%
VBEJHYEHHE HA Halfl-HUCKKTE [11a3IMEHH HMBA Ha GEHNUTOHH MPH NAaHEHTH ¢ emwtencus. IIpencprusa
ce MOHMTOPHPAaHE Ha MIa3MEHHTE KOHUCHTPAlMH Ha GEeHUTOHH, IIPH 3aN04BAHE WM NPEKBCBAHE HA
JISYEHHETO C €30MENPa3ol.

——
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L{unocTazon

OMenpa3oln, KaKTO H €30MeIpa3on AeHcTsaT kato HuxHbuTopr Ha CYP2C19. OMenpason, NpHIaras
no3u ot 40 mg Ha 37paBH AOOGPOBOJLM B KPBCTOCAHO MPOyBaHe, MoBHmasa Cmax and AUC 33
IIOCTA30N, CHOTBETHO ¢ 18% ¥ 26%, a €IMH OT HErOBHUTE aKTHBHY METabONHTH CHOTBETHO ¢ 29% H
69%.

Hnsanpya
IIpu 3apaBy n0GPOBOIIM XHOBPEMEHHOTO IEPOPATIHO MpHnokeHHe Ha 40 mg e30Menpason H

UM3ANPHA BOOH A0 32% yBenudeHHe Ha NUIOLLITA MOJ KpHBaTa Ha IUTa3MeHaTa KOHICHTPalnA-BPEME
(AUC) 1 no 31% ynopkasaHe Ha €ITHMHHAIMOHHHMA NOIYXKHUBOT (12 ), HO 6€3 3HaYHMO MOBHIIABAHE
Ha MMKOBHTE IUIa3MEeHH HUBa Ha LH3anpri. Jlexo yawpkeHUAT QTc nHreppan, HabmonasaH ciaell
CaMOCTORTENHO [IPHIOKEHHE Ha IIN3AIIpU, He ce YORKaBa JOMBJIHHTENHO, KOTaTO H3anpun €
NPHIOKEH B KOMOMHAIIUA C €30MEIpasol.

BapgapyH

EnnoBpeMeHHOTO NEpOpaIHO MPHIOXKEHHE Ha 40 mg e30Menpa3so NpH MNAUHCHTH, IEKYBAaHH C
BapdapHH B KIMTHHUMHO W3IWTBAHE, MIOKA3Ba, Y€ BPEMETO Ha KPBBOCHCHPBAHE € B PAMKHTC Ha
BL3IIPHETHTE rpaHULM. IIpu nocTMapKeTHHTOBOTO HabJloieHHE ¢ NIEpopaJicH e3oMenpason obaye ca
chOOIMEHH HAKONKO H30MMPaHH CHydas ¢ KIHHHIHO 3HaYKMo nosdieHHe HAa INR o speMe Ha
CBHIILTCTBAMO JNeucHUe. [IpenopraBa c¢ MOHHTOPHPAHE B HAYANOTO H B Kpas Ha CRITPTCTBALID
JIedeHHe ¢ e30MeNpason U BaphapHH HIK IPYTH KYMapHHOBH ITPOH3BORHH.

Kronuiaorpen

PesynTaTH OT Npoy4BaHHsi IPH 3ApaBH A0OPOBOALIH MOKA3BAT GapMaKOKHHETHIHO/
bapMaKoAHHaMHIHO B3aUMOACHCTBHE Mexay Knonugorpen (300 mg narosapsama n03a/75 mg
OHEeBHA NMOATBPXAMA [03a) H eaoMenpasoi (40 mg nepopanHo JHEBHO), KOETO BOAH 10 HAMAJICHA
EKCNO3UIMA Ha aKTHBHHA MeTaGoJIHT Ha KIomuaorpen cpeaHo ¢ 40% H 10 HaMalgBaHe Ha
MaKcHManHata MHxubnums Ha (AJD unaynmpaua) TpoMGoLMTHA arperalius cpeHo ¢ 14%.

Korato xnonuaorpen € mpunara 3aeano ¢ Guxcupada kom6uranus ot esoMenpason 20 mg + ACK
81 mg, cpaBHEH ChC CAMOCTOATEAHO MPHIAraHe Ha KJIOTIMAOIPEN B IPOYUBAHE CHC 31DABH
noGpOBONILM, HMA HAMAJICHA EKCIIO3MIMA HA AKTHBHUA MeTaGoHT Ha xionuaorpen ¢ nouru 40%.
BrIipekH TOBa, MAKCHMATHKTE KHBa Ha nHxnOuta Ha (AJIQ Hrgyurpana) TpoOMOOLIMTHA arperanus
IIPH TE3H NHIA € SAHAKBA B IPYNHTE Ha KIOMMAOrpes H KIONHAOrpeN + KoMbuxupanua (e3oMenpasol
+ ACK) nponyxr.

KakTo ot o6cepBallHOHHH, TAKa H OT KJIHHHYHHK NIPOY4YBaHHA, Ca ChOOINaBaHH NPOTHBOPEYHBY JaHHH
3a (papMakoKHHETHYHO/dapMAKOAUHAMHYHO B3AHMOACHCTBHE Ha €30MENpa3oi N0 OTHOLICHHUE Ha
CBILECTBEHH ChPACTHO ChA0BH ChOHTHA. KaTo npeanaHa MApKa, eAHOBPEMEHHO ITPHIIOXKEHHE Ha
€30MENpa3ol H Konuaorpen Tpabea na ce u3bsrea.

H3cepany JeKApPCTBEHH NPOAYKTH §e3 KIMHHHYHO 3HAYHMO B3aHMOACHCTBHE

AMorcuyuruK UM XURUOUN

HMMa paHHH, 4E€ €30MeNpa3oNl He O0Ka3sBa KIHHHYHO 3HAYHMH €(EKTH BLPXY
(papMaKOKHHETHKATA HA AMOKCHLIKIHH U XHHHIHH.

Hanpoxcen unu pogpexoxcutd

[IpoyuBaHHATA 3a OLCHKA HA SAHOBPEMEHHOTO NPHIOKEHHE Ha €30MENpa3oll ¢ HAPOKCEH HIH
podexokcHb, He MOKA3BaT KAKBATO M A3 € KIHHHYHO 3HaYMMH (apMakoKHHETHYHH B3aHMOACAHCTBHA B
pPaMKHTE Ha KpaTKOCPOYHO NPOYyYBaHeE.

LAUCK Ha I JICKAL BEHH PO I BBHDXY DADMAKOKHHETHKATA Hd C30MECITDA30J]

Jexapcmeenu npodyxmu, xoumo unxubupam CYP2CI19 u / uau CYP3A4 PP R

Esomenpason ce metabommsupa ot CYP2C19 » CYP3A4. EaHOoBpeMEHHOTO nepopanﬂe’ﬂpmﬁmcm

Ha e30Menpa30oi U KiapatpoMuusH (500 mg aBa MbTH KHEBHO), HHXHOHTOD Ha GYP3A4 e AOBENO .uu‘*-
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yisosapane Ha excroznimaTa (AUC) Ha ezomenpason. EAHOBpEeMEHHOTO NPHIOKEHHE HA €30MENPason
1 koMGunupan HaxuGuTOop Ha CYP2C19 u CYP3A4, MoXe fa 1oBele 10 YBEIHYABAHE HA
eKCITO3HLMATA Ha €30MelIpa30) nosede oT aBa mbtH. MixuburopsT Ha CYP2C19 n CYP3A4
BopHKOHa30]1, yeeanyaBa AUC, Ha omenpason ¢ 280%. O0nuaiino He ce Hanara KOpHTHpaHe Ha
[03aTa HA €30MENpPa3oN H B Apata clydad. Kopurupane Ha 103aTa, 0baue, TpadBa Aa ce nMa NpeBHA
TIpH NMAalHEHTH ¢ TEXKO ¥epHOAPOOHO yBpeKAaHe H aKO € NI0Ka3aHO NNPOABIDKHTENIHO NCICHNE.

Jexapcmsenu npodyxmu, xoumo unoyyupam CYP2CI9 u /unu CYP3A4

JlexapCTBEHHTE NPOAYKTH, 33 KOUTO € H3BecTHO, e nuayimpar CYP2C19, CYP3A4 win 1 ABata
eH3HMa (KaTo puaMIIMUKH H XBIT KAHTApHOH), MOTAT Aa A0BEAAT N0 NOHHXKABAHE HA CCPYMHHTE
HHBA HA €30MeNpa3ol, KaTo MOBHIIABAT HErOBHA METabOMHIBM.

IleanaTpraHa NOMyIalHA
[Mpoyasanmsa 33 B3aUMOAEHCTBHE Ca TPOBEKIAHH CaMO NPH BBE3PAaCTHH.

4.6 ©epruianTer, 5peMeHHOCT H KbPMEHE

bpeMEHHOCT
K/IHHMYHHTE JaHEM 33 EKCIIO3HIMA Ha €30MEIpason No BpeMe Ha OpeMEeHHOCT ¢a HeAoCTaTheHH, C

paleMH4HATa CMEC, JAHHKUTE 33 OMeNpa3sol BbPXY Mo-roaaM Opoit eKCIOHNPaHH OpEeMEHHOCTH OT
eNMUAEMHONOTHIHY NIPOYYBAHHA He NOKA3BaT MAIPOPMATHBHY HIH (HETOTOKCHYHH e(EKTH.
Wscneapanisd NpH XXABOTHH ¢ €30MEIpa3ofl He MOKa3BaT AMPCKTHH HIIH HHANPCKTHH YBPEX/IAIH
eheKTH MO OTHOIIEHUE HA eMOpHOHANHOTO/heTaTHOTO passuTHe. H3cmeABaHUS TIpH KHUBOTHH C
paleMHYHaTa CMEC He MTOKa3BaT AUPESKTHU HITH HHAUPEKTHH BPEAHH €(EKTH IO OTHOICHHE Ha
6peMEHHOCTTa, PAKIaHETO WIH NMOCTHATANHOTO passHTHe, HeobXoanmo ¢ BHHMaHHE MpH
npeanuCcBane Ha e30Menpasof Npu OpeMecHHM XKEHH.

OnpeaencHo KOIHYECTBO JaHHH 3a GpeMennH xkeHH (Mexxay 300-1000 nixoaa oT GpeMeHHOCTH)
IIOKA3BAT NUIIca HA (eTo/HEeOHATANHA TOKCHYHOCT Ha €30MEIIpas3oll.

IIpoy4yBanmusATa [IPH XKHUBOTHH HE ITOKA3BAT AHPCKTHH WIK MHOMPEKTHY BPEAHH CDEKTH HA
penpoOAYKTHBHATA TOKCHYHOCT (BXK. TO4Ka 5.3).

KBpMeHe

He e H3BeCTHO AATH €30MENPa30J1 Ce eKCKpEeTHpa B KbpMaTa NpH JoBeka. Mrdopmammsra 3a edekTHTe
Ha €30MENpa3on BepXY HoBopoaeHn/6ebera e Hepocrarbuna. [lopanu Topa e3oMenpason He TpaOBa Aa
ce Mpuaara no BpeME Ha KbpPMeEHeE.

DepTHIHTET

[MpoyupaHUATa IIPM XKUBOTHH C paUeMHIHATAa CMEC OMENpPA3o, NNPUIaraHa NepopaiHo, HE oKaspar
HaJIH4YHE Ha eDEKTH [0 OTHOIIECHHUE Ha QEPTHINTETA.

4.7 EdexTH BLpXY cnocofHocTTa 32 IoQHpaHe H padoTa ¢ MAIUKHH

EzoMenpa3on NORIMABA B MAJIKA CTENCH COCOOHOCTTA 32 wodupane 1 paboTa ¢ MAIIHHH.
Cro0maBany ca HEXeJIaHH peakiiiH, KaTo 3aMaliBaHe (HeIeCcTo) B 3aMBITICHO BIDK/IaHE (HEYECTO)
(BX. Touxa 4.8). AKO TAKHBA C€ PA3BHAT, MaLMEHTHTE He TpaA0Ba 1a mwodHupaT Wik aa paboTAT ¢
MALIHHH.

4.8 Hexelann JeKapPCTBEHH PeaKIHH

PesroMe Ha npodia Ha 6e30nacHOCT

Cpen Hali-4ecTo ch00LIABaHHTE B KIIMHHYHH NPOY4YBaHHA (H CBIIO TAKA [IPE3 NOCTMapKCTHHIOBHA
EPHOA) HEXKENAHH PEakLMu ca rnasobonue, Gonka B KOpeMa, Auapus u raaeHe. B nonsianenue,
npodTbT MY Ha G€30MaCHOCT € CXO/IEH 3a Pa3IHYKH NEKAPCTBCHH QOPMH, TEPANCBTHYHH NIOKA3aHHA,
BE3PacTOBH I'PYIIH K Nonynauuy nauveHty. He ca aeHTHHUKPARH 10303aBUCHMH HEXKENaHH
JIeKapCTBECHH PEAKLIVH.
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Cremorre HeXXEIaHH JICKapCTBCHH pPeakiiM ¢a HEeHTHOHMIMpaHH WK NONO3HPAHH B NpOrpaMara 3a
KIHMHMYHH H3IHTBAHMS 34 €30Menpaso’l, MpIIaraH NepopamHe WIK HHTPABEHO3HO H ITPe3
TTOCTMAPKETHHTOBHS MEPHO IPH TIEPOPATHO MpHIoKeHHe. PeakiuTe ca KacupHIMPaHH Criopea
YeCTOTATA: MHOIO YecTH > 1/10; wectt > 1/100 1o < 1/10; Hewectn 2> 1/1 000 o < 1/100; peaxu = 1/10 000
10 < 1/1 000; mHoro penxu < 1/10 000; ¢ HeM3BeCTHA YeCTOTa (He MoXe a ObJe oleHeHa OT HAMIHHTe

NaHHM).

‘CHC‘I‘EMU- OpraHeH KJjac

Hapyurerua Ha KpbBTa H JHM}HATA
cHcTEMa

[Hewenan edexT

MHuoro pelaxu

JleBkonmenus, TpoMOOLIMTONEHHA

ArpaHyJIoUMTO3a, NaHIIHTONICHHA

HapyureHus Ha MMYHHAaTa CHCTEMA

Penku

PeakIinH Ha CBPBXYYBCTBHTETHOCT, HAIIP.
TPECKa, aHTHOeIeM H aHadHIAKTHYHA
peaKI{Hi/ oK

|Hapymenun Ha MeTabonusMa H

XPaHCHETO

[TcuxuyHM pa3CTpOHCTBA

Hegecru

[TepudepeH oTok

-PEI[KH_

XHIOHATPHEMHSA

C "HeHn3BecTHA

Xunomaruesuemun (Bx. Touka 4.4); TeKKara

IHHp)’lIIEHHH Ha HEPBHATa CHCTEMa

YyecTOTa XHIIOMAarHe3HeMus MoXe a KOpelnpa ¢
XHIOKANUKREMHA, XHMIIOMArHEIHEMHATA MOKE
CBINO Aa ObAC CBLP3AHA C XMIIOKAUIREMHA.

Heuectu be3crHne

Penxu Pa3jnpasHeHue, 00BbpKaHOCT, AenpecHs

MHuoro peakd  |ArpecHid, XamOLHHAIIHA

YectH I'naBobonne

HevectH

CRETOBBPTEXK, NNAPECTEINA, COMHOIERTHOCT

‘Hapymeum Ha OUHTE

HapyieHus Ha yXoTo H nabupHHTa

HapymeHHe Ha BKyca

3aMEBITICHO IPEHNUE

PecrniupaTopHH, IPBAKA H
MeINacTHHANHKY HApYLUICHHA

Heuectn Bepturo
Penuu bpoHxocnazeM
CtoMallHO-4peBHH pascTpoiicTra  |HecTH AbaoMHHanHa O0oMKa, KOHCTHIIAIIUA, AHAPHA,

¢hnaTyneHuMA, raaeHe/mospolllaHe, MOMHIH Ha
TEHOTO (QYHOYyca) Ha CTOMaxa
(nobpokavdecTBEHH)

Heaectu Cyxota B ycTaTa

Penkn CToMaTHT, racTpOMHTECCTHHANIHA KaHINA032

HECTOTA

C HeH3BeCTHA

MHKpPOCKONHYEH KOJKHT

XenaToOWwIHapHH HApYIIEHUS

HegectH

[loBumenn YepHOAPOOHH eHIUMH

—

HapylieHHs Ha KOXkKaTa H
MOAKOKHATA ThKaH

Penxu XemnmaTHT ¢ umy 0€3 XBITEHHLA

MHoro peaxn  [YepHoapoOHa HeIOCTATBYHOCT,
eHIehanonaTHa NPy NalMeHTH ¢ aHaAMHE3a 32
NpearIIBo YepHoapobHo 3aboniBaHe

YecTn Peakuun Ha MACTOTO Ha MPWIOXKEHHE

HewecTH Hepmatur, cupbex, 00pHB, YPTHKapHA

Pegxu Anoneuud, GOTOIYBCTBUTETHOCT

Mruoro peaxn  |Epurema MynTadopme, cHHApoM Ha CTHBBHC-
JOXOHCBH, TOKCHYHA eNNAEepMAallHa HEXPOIIH3a
(TEH) T qh‘:::n
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C HemspectHa |CyOakyTeH KOXKEH NYIYC EPUTEMATOAEC (BXK.
4eCTOTAa Touka 4.4)
Hapyluenusa Ha MYCKYJIHO- Heuectn dpaktypa na OenpoTO, KHTKATA WIH
CKEeJICTHATA CHCTEMA H rppoHauHuA croeab (Bx. Touka 4.4)
ChEAHHMTENHATA THKAH Penxn ApTparys, MHaJITHA
Mmuoro peakn  |MyckynHa cnabocr
Hapyimmenns Ha 6n0pennTe U Muoro peakn  |uTepcTHIHMANEH HEQPHT: NPH HAKOH
ITHKOYHHTE ITBTHIIA MaUMeHTH € ¢hObMIaBaHa CEIIFTCTBALLA
OnOpeuHa HeAOCTaTBYHOCT
lHapyme:HHx Ha penpoaykTuBHara  |[MmBoro pemxat |['MHexoMacTHS
CHCTEMA U I'bPIMTE
OO0y HapylIeHHS H eQeKTH Ha Penkn 06110 HEpPA3TMONOKECHHE, TOBHIIEHO
MACTOTO HA MPHIOKCHUE NOTOOTACIAHE

* PeakuHH Ha MACTOTO HA NPUAOKEHHUE ca HaOMmoaaBaHH IVIaBHO B IIPOYYBAHE ¢ BUCOKA 1034
eKCIO3HIMA B MpoabkeHne Ha 3 aHu {72 vaca) (Bx. Touxa 3.3).

B otnenHu cIydau ce crolluasa 3a HeoOpaTHMO YBPEXKIAHE Ha 3PEHHETO NPH KPHTHYHO DONHM
NalMEeHTH, KOUTO Ca NMOoNMyvYaBaan OMenpason (pauemMat) noa Gopmara Ha HHTPABCHO3HA HHKEKLIHA,
0oco0eHO MPH BHCOKM AO3H, HO HE € YCTAHOBEHA NMPHYHHHO-CIIE[ICTBCHA BPb3Ka.

[Teouampuuna nonyrayus

[TpoBeaeHo € paHIOMH3HPAHO, OTKPUTO, MEXKAYHApOAHO MPOYYBAHE 32 OLICHKA Ha
(apMaKOKMHETHKATAa Ha MHOIOKPaTHH HHTPARBEHOIHH JI03H C MPHII0XKEHHE HA €30METIPA30/ BEIHBK
AHEBHO B NPOABIKEHHE HA 4 AeHa NPH NEJAHATPHYHH NaLUMEHTH Ha sb3pacT oT ( 1o 18 roauny (BX.
Touka 5.2). O6wo 57 naunenTH (8 Kena oT BB3pacTOBaTa rpyna 1-5 ronaxHu) ca BKJIIOYECHH B OLICHKATA
Ha GesonacHocTTa. PesayaTaTHTe ca B CHOTBETCTBHE ¢ H3BECTHHA Npodmn Ha 6e30MacHOCT Ha
€30MENPa3ol, H He ca HACHTHDHUMPAHA HOBR CHIHATH, CBbP3aHH ¢ O€30MacHOCTTa.

Cro0iasaHe Ha NONO3IUPAHH H AHH peaKIHH

CrobwapaneTo Ha NOAO3HPaHH HeXXeJaHH PeakuHH ClIek paspelliapate 3a ynotpeba Ha n1eKapcTBeHHs
NPOAYKT & BaXKHO. TOBa MO3BONABA Aa MPOAB/DKH HAONKOAEHHETO Ha CHOTHOLLIEHHETO NON3a/pHCK 32
EKapCTBEHHA MPOAYKT. OT MEAULHHCKUTE CNECLHATHCTH Ce H3HCKBA a ChOOIMIABAT BCAKA
MOZ03HPaHa HEXKEJIAHA PeaKlHs upes:

HManmwiiHATENHA areHUHA 1Mo JIEKapCcTBaTa

yia. ,,Jaman ['pyes” Ne 8, 1303 Codusn

Ten.: +359 2 8903417

yeOcaliT: www.bda.bg

4.9 IIpenosupane

[ToHacToOs1IEM OMMMTET C MPEIHAMEPEHO OTPaBAHE € MHOIQ OrpaHn4YeH. CHMMNTOMHTE, OITHCAHH BBLB
BpB3Ka ¢ MepoparHa 1o3a ot 280 mg, ca 6w o1 cTpaHa Ha CTOMAIIHO-YPCBHUA TPAKT H CHMITTOMH Ha
cnaGoct. ExHoxpaTHH nepopaHY 4034 0T 80 mg e30Menpa3onN ¥ MHTPABEHO3HO IPHIOKEHHE HA

308 mg B npoaBMKEHHE Ha 24 Yaca He ca JOBCIH A0 HAKAKBH CHOMTHA.

He e u3BecTeH crienndnueH anTuaoT. EsoMenpason ce CBuP3Ba € IUIA3MEHHTE MIPOTEHHH BHB BHCOKA
CTENEH | TOpaJy TOBA HE C€ OTCTPAHABRA JISCHO Ype3 Ananu3a. KakTo npy Bcexn cnyuad Ha
npeao3upaHe, JIeyeHHeTo TpAOBa 1a ObAe CHMNTOMATHYHO U Aa ce MPHAAraT oOLIH NoAXbPXKAaIIH
MEPKH.

5. ®OAPMAKOJOIHYHH CBOMCTBA

51 DapMakOAHHAMHYHH CROHCTBA

dapmaxoTepaneBTHYHa rpyna: JlekapcTsa 3a n1edeHHe Ha HapyIUEeHHdA, CBbP3aHH ¢
10



HHXKEOHTOPH Ha NMPOTOHHATa IMOMITa.

ATC xox: A02B CO05

Esomenpazon e S-H30Mep Ha OMEIpa3ol H HaMaNaBa CTOMAIIHATA KHCC/THHHA CEKPELHA 1pe3
crien(pHYEH NPULIETIEH MEXaHNIBM Ha felicreue. Tol e cneungnueH HHXHOUTOP Ha KHCEIMHHATA
MOMTa B IAPHETANHATA KieTKa. R- M S-M30MepHTe Ha OMenpason UMaT nogo0Ho ¢apMaKOAHHAMHYIHO
AehCTBHE.

Mexanu3pM Ha KeHCTBHE
Esomenpa3on e cnaba OCHOBa H ¢e KOHLEHTPHPA H IPeBpPbIla B aKTHBHA opMa B CHITHO Cpelia Ha

CEKpETOPHHTE KaHANYeTa B TapHeTaaHaTa KIeTKa, Kpaero Toi naxubupa HY, K*'-AT®-asa -
KUCEMHAATA NoMIa ¥ HExuOUpa KakTo Oa3anHaTa, Taka H CTHMYJIHpa KMCE/IMHHATA CCKPCLIHA.

(DapMakOAMHAMHYHH ePEKTH

Cnex S mm nepopalHo mpunoxeHre Ha 20 mg u 40 mg e3oMenpasod, € MOATLPKAHO CTOMaImHO pH
Hay 4, 3a CPEOHO BpeMe CxOTBETHO OT 13 1 17 9aca, B MPOALIDKEHUE Ha 24 Jaca Npy NaMCHTH C
T'EPE. EdextsT € moaoleH, HE3aBHCHMO Ja/TH €30MeNpasol Ce MpHIara NepopajiHO Win
HHTPABEHOIHO.

TloxasaHa € BpB3Ka MEXKINY HHXHOHpaHeTO Ha KHCETHHHATA CeKPELHA H EKCIIO3HIMATA Clel
MepopaTHO NMPUIOKEHNE Ha e3oMenpa3on npu uinoaspane Ha AUC karo CyporaTeH noxasaTesn 3a

I1a3MeHaTa KOHLICHTPALHA.

ITo BpeMe Ha MHTPABEHO3HOTO npmioxkeHue Ha 80 mg e3omenpason kato Soryc Hay3NA B
npoabiDkeHue Ha 30 MUHYTH, TOCNEABAHO OT HeNpeKhCHAaTa HHTpaBeHo3Ha uHdYy3Hs oT 8 mg/uac 3a
23,5 "aca, e 6110 noAABpKaHo croMamno pH Hax 4 v pH Haj 6, 3a cpeaHO BpeMe CHOTBETHO 0T 21 ¥
11-13 yaca, B mpogb/DKEHUE Ha 24 waca, NpH 34paBH NallHCHTH.

H3anexypane Ha pedurykc-e3ogarut ¢ esoMenpason 40 mg ce Habmonasa npuGIM3nTenHO NpH 78% oT
NAIMEHTUTE Ce SETHPH CeIMUIH H rpu 93% cien oceM ceIMHIIH Ha IIEPOPaNHO JICYCHHE.

B paHZOMH3MPaHO, ABOMHO CIANO, MIaLE00-KOHTPOIMPAHO KIHHHYHO NPoyyBaHe, 764 NauMeHTH ¢
eHAOCKONCKH MOTBLPACHO KbPBEHE OT MENTHYHA A3B4, XapaKTEpH3HPaHH KaTo Ia, Ib, Ila or IIb no
Forrest (cboTpeTHO 9%, 43%, 38% H 10%) ca Ounn paHAOMIIHMPaHH Aa NOMYYABAT €30MENPa30N
HH(pY3HOHEH pa3TBop (n=375) wiu naanebo (n=389). Cnex eHAOCKOICKA XEMOCTA32, B NPOAE/DKECHUE
Ha 72 yaca NalHeHTHTE nomy4Yasany win 80 mg e3oMenpason HHTpaBeHO3Ha HHYy3na 3a 30 MuH. ¢
MOCIeABAINA HenpexbCHaTa HHY3ua oT 8 mg/uac, uan manebo. Cnen HauaTHUA NEPUOR OT 72 yaca,
BCHYKH Mal[HEHTH Ca IMOIYdJaBand B Ipoawipkerne Ha 27 aHH 40 mg nepopaneH e3oMenpaso 3a
KucenunHa cynpecus. [IpOleHTHT Ha NOABa Ha MOBTOPHO KEPBEHE CIICA MO-MANKO OT 3 AHM, € Oux
5,9% B rpynara Ha esomenpason i.v. B cpasuense ¢ 10,3% B mane6o-rpynara. Ha 30-us nex cnen
IPHKAIOYBAHE Ha JIEYSHUESTO, IPOLEHTHT HA MOABA Ha NOBTOPHO K:PBEHE B rpynaTa Ha €30MENpason
copaMo rpynata Ha naueto e 6un crorsetno 7,7% cnpamo 13,6%.

ITo BpeMe Ha J€YEHHE C aHTHCEKPETOPHH JICKapPCTBEHH MPOAYKTH, FaCTPHHBT B CEpyMa ce NIOBHIIIABA B
OTrOBOP Ha MOHIDKSHATA KHCENHHHA CeKpeLnd. B pe3ynTar Ha HaMaJleHaTa CTOMAIHA KHCeIMHHOCT
ce nosuinansa ¥ HHBOTO Ha CgA. IToBHiueroTo HUBO Ha CgA MOXKE A2 NOBIHAC HA N3CACABAHHATE 34
HEBPOCHAOKPHHHH TYMOpH. Hamuynure rmyOnHKyBaHu AAHHK MIOKA3BAT, Y€ NPHIAraHeTo Ha
HHXHOHTOPH HAa MPOTOHHATA NIOMIIA TPAOBA Aa Ce NPEYCTAHOBH MEKIY 3 KHM H 2 CeAMMLIH IIPEaH
u3mepsane Ha CgA. Tosa ce npasH ¢ uen HuBaTa Ha CgA, KOMTO MOraT Aa ¢a JILXJIMBO NOBHUICHH
cnen nedensne ¢ UI1II, na ce Bh3CTAROBAT A0 pedSpPeHTHHTE CH I'PAHMIIH.

Kaxro npy Aelia, Taka ¥ [IpH BB3PACcTHH, IIPH NPOXL/DKKTE/HO IEYCHHE C €30MEenpa3ol ca
Habnoaapany nosuileH Opoil entepoxpoMadHuH KneTkH (EXK) KineTkH, BepOATHO CBBP3aHH C
NOBHILCHHTE CEPYMHH HMBA Ha racTpuHa. CUHTa Ce, Ue TE3H HAXOAKH HAMAT KIHHM'HA 3Ha4HMOCT.
[lo BpeMe Ha NPOALDKUTEIHO NEPOPATHO JICYEHHE C BHTHCEKPETOPHHU JICKAPCTBEHM NIPOAYKTH CE
cHOOIIABA 33 M3BECTHO YBEIHYCHHE HA YECTOTATA HA NOABA HA CTOMAILITHH XICIHCTH KHCTH )‘parﬂ' e ,f'r“‘:‘
npoMeHH ca GHIHOJOrHYHO CIECACTBHE OT H3Pa3eHOTO HHXHOMPAHE HA KHCE/TMHHATA cenp/cm; fe ca -
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noSpoOKavYeCTBEHH H BEPOATHO ca 0OpaTHMH.

[ToHmDKeHATA CTOMAIIHATA KUCENIMHHOCT B PE3Y/ITaT OT PAa3iIMIHH Bb3AeHCTBUA, BKIOUYHTEIHO
HHXNOUTOPH Ha NPOTOHHATA [IOMIIa, BOAM A0 HapacTBaHE Ha Opos Ha 6akTepHHTe, HOpMaNHH
oOHTaTeNnH Ha raCTPOMHTCCTHHAIIHKMA TPAKT, B CTOMaxa. Tepanusara ¢ HHXUOHTOPH Ha NPOTOHHATA
moMna, MoXe a JOBeAE X0 JIEKO MOBHILEH PHCK OT CTOMAaMHO-9peBHH HHOEKUHH APHYHHEHH OT
Salmonella u Campylobacter, a npH XOCIIHTATU3UPAHH NALHEHTH - BE3MOXKHHA Ca ChUI0 TAKHBA,
npuanHeHn oT Clostridium difficile.

[lepnaTpu4Ha nonyanus
B emno nnanebo-KoHTpONHpaHo Npoy4uBane (98 nalueHTH Ha BB3pacT 1-11 Mecena) ce olleHsBa

edHKacHOCTTa H 6€30MmacHOCTTa NPH NaLMeHTH ¢ Npu3Haim ¥ cuMnToMHu Ha ['EPD. EzoMenpason

1 mg/kg BeaHb3K JHEBHO € IPHIATaH NepopallHO B NPOAbIDKEHHE Ha 2 ceAMHIHM (OTKpHTa da3a), a
80 naiHeHTH ca BIUIIOYECHH 33 AOMBIHNTEIHH 4 ceAMULIH (ABOKHOCIANS, (a3a Ha IpeKpaTaBaHe Ha
NedcHKReTo). HiMa 3Ha9MMa paszmika MeKIY €30Merpa3on 1 niainedo no OTHOMEHHE Ha TBPBHYHATA
KpaiiHa TO9YKa - BpeMe 10 lipexparaBaHe MopaaH BJIODIABAHE HA CHMITTOMHTE.

B miane6o-KOHTpOIMpaHo mpoyaBaHe (52 NalMEHTH Ha BB3PAcT < 1 Mecen) ce olicHABa
etHKAacCHOCTTA H 6e30I1acHOCTTa NPH NammeHTH ¢be cuMaToMH Ha IEPB. Esomenpason 0,5 mg/kg
BEIHLK THEBHO € MPHIIAraH NepoparHo B NIpoabikeHUe Ha MuHuMyM 10 anu. HaMa sHaYnMa pa3nuka
MEXTY €30Menpasoi U Iwtauebo mo OTHOIIEHHE Ha MbpBHYHATA KpalHa ToYKa, NpOMAHA CIPAMO
M3XOQHOTO HHUBO B Opof Ha cimyuauTe ¢ nossa Ha cUMITTOMH Ha IEPB.

Pe3ynTaTHTe OT MEAHATPHIHHTE NPOYYBAHHA NOMBIHUTENHO MOKa3BaT, 4e (0,5 mg/kg # 1,0 mg/kg
€30MEeNpa3ol NpH KbpMadeTa, ChOTBETHO HA Bb3pacT < 1 Mecen K ot 1 Ao 1] Mecena, HaManiBa
CpeIHHs NPOLICHT Ha BpeMeTo ¢ uuTpae3odareanno pH< 4. IIpodwrsT Ha Oe3onacHocT moKa3Ba
CXOJICTBO € TO3H, Ha0MOAaBaH IpH BB3PaCTHH.

B npoy4sate npH neauaTpHIHU nauMeHTH ¢ [EPb (Ha Bw3pact < 1 go 17 roquun), MoAJIoKeHH Ha
asarocpouno nedenne ¢ UIIII, 61% ot nenara ca pasBUIH HUCKOCTENEEHA EHTEPOXPOMAPHHHO-
KJIETHYHA XMIICPIUIA3KA ¢ HEU3BECTHA KIHHHYHA 3HAYHMOCT ¥ 0€3 pa3BUTHE HA aTPOYHYCH racTpHUT
HAU KapPLUHHONIHH TYMOPH.

5.2 DapMAKOKHHEeTHUHH CBOHCTBA

PaznpeneneHue
[puBuHuAT 00eM Ha pasupeneicHHE B pABHOBECHO CHCTOAHNME NPU 3ApaBH JIHIA € TPHOIHIHTEIHO
0,22 1/kg TenecHo Terno. EsoMenpa3on ce CBbp3Ba ¢ IUIA3MEHHTE NpoTeHHH B 97%.

brotpanchopm

E3omenpason ce Merabonnsnpa HamrwIHO OT cucremara Ha uurtoxpoM P450 (CYP). OcHoBHaTta yacT
0T MeTaGoNH3Ma Ha €30Menpason 3asucH oT nonumoppuua CYP2C19, orroBopen 3a obpasyBaHeTo Ha
XHIPOKCH- H Je3IMETHNI- MeTaboNnuTH Ha e3oMenpa3o)]. OcTadanara YyacT 3aBHCH OT APYI chneurdHyueH
m3ocH3uM - CYP3 A4, o1TOBOpEH 3a 00pa3yBaHeTO HA €30MENpa3on cyadoH, OCHOBHHA MeTabOIHT B
Nna3Mara.

EnuMuHnpane
[MokasaTenute No-A0NY OTpa3sBaT NpeaUMHO (apMaKOKHHETHKATA Ha JTHLUA ¢ PYHKUHOHHpALIL
CYP2C19 eH3uM, €KCTEH3UBHH MeTa00IHU3aTOPH.

ToramHuAT nnazMeH KIEpBHC € okono 17 1/4ac cien eqMHHYHA 4038 K 0KOJI0 9 1/9ac ciex
MHOTOKPATHO NPUIOKeHHE. ENHMHHALMOHHMAT IINIA3MEH NOJITYXKHUBOT € 0KoJ10 1,3 yaca cien
MHOTOKPATHO NpHJIaraHe BeIHBXK JHEBHO. Mexay npHeMHTe e30Menpasol ce eIMMHHHPA HABJIHO OT
Nnna3MaTa, KaTo HAMAa TEHACHIMS 33 KYMYJIHpaHe NPH IPHEMAHE BEHDBXK THEBHO,
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OcHoBHHTE METabOJIHTH Ha €30MENpa3oil He 0Ka3BaT eQeKT BbPXy CTOMALIRATA KHCEHUHE CeKPEHMA, >
[Toutn 80% ot npHeraTa NepopanHo 1033 e30MENpa3oN c¢ EKCKPETHPa ¢ ypHHaTa KaTg MEFi6OnHTH, B
12 e
r , - ; . } .Il
) -"_'_ ' ﬂ:-;: i
NSRS T
- PR



OCTaHAaJIaTa 4acT - C mnpaxHeausTa. Ifoa 1% OT OCHOBHHUA JIEK2aPCTBEH MMPOAYKT CE OTKpPHBA
HEIIPOMEHEH B YPHHATA.

JIMHeHHOCT/HENHHEHHOCT

Obmara excriosuiua (AUC) ce ypeTHYaBa NpH MHOTOKPAaTHO NPHIOKEHHE Ha e3oMenpasoln. Tosa
YBEIHYCHHE ¢ A0303aBHCHMO H BOIH IO HENHHeHa 3aBHCHMOCT 03a-AUC cre MHOTOKPaTHO
npunarane. TasH 3aBHCHMOCT OT BPEMETO M 103aTa ce Ab/DKH Ha HaMaJIeHHe Ha MeTaboIH3Ma npH
IThPBO IIPEMHUHABAHE H Ha CHCTEMHHUA KIHPHHC, BEPOATHO NPpUYHHEHH OT HHXUOHPaHETO HA ¢H3HMa
CYP2C19 ot esoMenpa3on H/wiM HEropua cynpoHoB MeraboIHT.

Cnex MHOrOKpaTHO NpHAOXKeHHe Ha 40 mg noa gopMaTa Ha HHTPABEHO3HH HHDKEKLHH, CpeHaTa
MaKCHMalHa [JIa3MeHa KOHLEHTpauuA ¢ npubmasurensHo 13,6 micromol/l. Cnea nepopamsio
NpWIOKEHHE HAa CHOTBETCTBAIIM AO3H CPeAHATa MaKCHMaNHa MNa3MeHa KOHLEHTpaHA €
npubnusatenHo 4,6 micromol/1. ITo-mManko ysenudenne Ha o6iaTa excnosHuua (0T NPpUOAMIUTENHO
30%) Moxe Ia ce HaOMoJaBa clieX MHTPaBeHO3HO IPUIIOKEHHE B CPAaBHEHHE ¢ NTEPOPATTHOTO
npuioxenne, Habmonara ce MuHEHHO CIIpAMO J03aTa YBeTHUCHHE HA 06mMaTa eKCHo3uuus Clel
HHTPaBEHO3HO MPIIOKEHHE Ha e30Menpa3on Kato 30-MuHyTHa uHdy3us (40 mg, 80 mg wix 120 mg),
MmocneaBaHa OT NPOABIDKATENHA HHDY3HA (4 mg/h wm 8 mg/h) 3a 23,5 gaca.

Cnenpanuu rpynH DalHEeHTH

basnu memaboausamopu
[Mpu npuémmsrrenne 2,9+1,5% ot nomynaumara numcsa ¢yHkuHonupam CYP2C19 emsmm ute ca

HapedeHH 6aBHH MeTabomnsaropn. [Ipn Teau muia MeTabONH3MET Ha €30MENPA30/ BEPOATHO C¢
kaTanusupa npeguMHo oT CYP3A4. Crel MHOTOKpaTHO IIepOpanHo npunarake Ha 40 mg
€30MEINPa30J BEAHBX JHEBHO cpeaHaTa obia ekxcno3uuna € 6una npudnusutendo 100% no-ronama
npn GasuuTe MeTabONH3ATOPH, OTKONIKOTO NpH MHUaTa ¢ dyHkiHoHupam CYP2C19 ensuM
(excTensuBHK MeTabonuszaTopu). CpeIHHTE MAKCHMAINHH IUTA3MEHH KOHUCHTpAUHH ca OMIIH
nosHIIeHH ¢ okono 60%. Ilogo6uu pazmuky ca 6TH HaONORABAHH U UHTPABEHO3HO NMPHIOKEHHE
Ha e3oMenpa3oil. Te3d HaXORKK HAMAT OTHOLUICHHE KbM JIO3HPAHETO Ha €30MENpa3ol.

Ilon

Cnen eRHOKPAaTHO NEpOpanHo npunoxexue Ha 40 mg esoMenpason, cpeHara od1LIa EKCIIO3HIHA €
npubmsuTenHo 30% nmo-BHCOKa IPH JKEHH, OTKOIKOTO NpU Mbxe. He € ycTaHOBEHA pa3iinKa MEeXITy
NOJIOBETE CJieA MHOTOKPATHO MpHIaraHe BeOHBX AHeBHO. [Toaobnu pasnmukx ca Ounu Habmogasanu
NpH MHTPABEHO3ZHO IIPHIOKCHUE HA €30MENpason. Te3H HAXOAKH HAMAT OTHOLICHHE KbM NO3HPAHETO
Ha €30MENpasol.

YepronpoOHo yBpexaaHe

MeTaGoMM3MBT Ha €30MENpPa3o) IpH OOMHM € AEKO A0 YMEPEHO HapylieHa QyHKIHA Ha YepHHa Apod
Moxe aa &pae paoieH. Crenedra Ha MeTabonnaupaHe € HaManeHa MPH NalHEeHTH ¢ TEXKO yBpeaeHa
yepHOOpoOHa QyHKIHA, KOSTO BOAM 0 YABOABAHE HA EKCIIO3NUMATA Ha e3oMenpa3soi. [lopaau Tosa
npu napeHTH ¢ TEPD M ¢ Texkka aucyHxuna He TpsOBa Aa ce NPeBHIUaBa MaKCHMAIHATa 1032 OT
20 mg. [IpH naHeATH ¢ KbPBAIIA A3BA H C TEKKO MEpHOAPOOHO yBpeKaaHe, ClieA MbPBOHAYAIHA
Sonyc ao3a ot 80 mg, HENPEKbLCHATA HHTPABEHO3HA HHY3MA ¢ MAKCHMANHA 4033 OT 4 mg/uac B
npoab/DKeHne Ha 71,5 yaca Moxke aa Obae AocTaTb4HA. E3oMEnpason H rIaBHHTE My METaOONIMTH He
NOKa3BaT TEHACHIIMA 32 KYMYAHPAHE IIPH OpHIaraHe BERHEK AHEBHO.

b1OpeuHo yBpexaHe

He ca mpoBeKaaHH NpOYYBaHHA NPH NAaLUMEHTH ¢ HaMallcHa 6b0peyHa pyHKuMA. TrH KaTo npes
O010pennTe ce H3BLPIIBA CKCKPELHATA HA MeTAOOJIHTHTE HA €30MENpa3oll, HO He H eIMMHHHPAHE Ha
H3XO0AHOTO CheAMHEHHE, He Ce OYaKBaT NPOMEHH B MeTaboM3Ma Ha €30MENpa3’o NP NAUHEHTH C

yBpeacHa OnOpedHa QyHKuMA.

[TaieHTH B €CK
ITpu naumedTH B cTapaecka pu3pacT (71-80 roanHu) MeTabonuM3MeT Ha €30MENpasoN HE C€ MPOMCHE .
.- SEEEY A
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IleAHATPHIHA NOMYNAMA

B enHoO paHZOMH3UPAHO, OTKPUTO, MEKAYHAPOIHO IIPOYIBaHe C MHOTOKPATHO NO3HpaHe,

£30MeNpa3oll € NPUaraH BeOHBX JHEBHO KaTO 3-MHMHYTHA HEDKEKLUHA B IPOABIDKEHHE HA 4 THH.
[IpoyuBaHeTo BKIIO4YBA 00nI0 59 neaMaTpHYHH NALlHEHTH Ha BB3pacT oT 0 Jo 18 roauHH, oT KOHTO
50 nauuenTH (7 Aclla BLB BB3PacTOBATa I'Pyna oT 1 10 5 roaMHH) ca 3aBBPLINAH IPOYYBAHETO H Ca

OWIH OLIeHEHH N0 OTHOIICHHE Ha GapMAKOKHHETHKAT2 Ha €30MENpPa3ol,

Tabauuara mo-10ay ONMHCBa CHCTEMHATA CKCITO3HLIHA HA €30MENpPa3ost Ciiell HHTPaBEHO3HO
NPHIOKEHHE KATO 3-MHHYTHA MIDKEKIIUA NPH NEIHATPHYHH [TALHEHTH H [IPH BB3PacTHH 3paBH
noGposomm. CTolHOCTHTE B TabnmMiiaTa ca reoMeTpHdHy cpelnn (sHTepsan). Jo3arta ot 20 mg npu
BB3PAacTHH € OpHIOXKeHa KaTo 30-MHHYTHA MHOY3HA. Cssy max € HIMEPEHA 5 MHHYTH CNIC NPHIAaraHe
Ha JO3aTa NPy BCHMKH IPYNH NEAUATPHYHM MAUHEHTH H 7 MHHYTH CJICA NpHNaraHe Ha Jo3arta NnpH
Bb3pacTHH Ha xo3a oT 40 mg, H ciel cniupase Ha AHQY3UATA ITPH BB3PACTHH Ha fo3a o1 20 mg.

Bi3pacTosa rpyna [Mo3oea rpyna  |AUC(micromol*h/1) ICrsy max (micromol/I)
0-1 Mecer* 5 mg/kg (n=6) [1,5 (4,5-20,5) B.7 (2,7-5,8)
1-11 mMecena* 1,0 mg/kg (n=6) (10,5 (4,5-22,2) .7 (4,5-14,0
1 -5 roauux I0mg(n=7)  [1.9(2,9-16,6) EA (4,4-17,2)
6-11 rogumn 10 mg (n=8) 6,9 (3,5-10,9) 15,6 (3,1-13,2)
0 mg (n=8) 14,4 (7,2-42,3) la,s (3,4-29,4)
0 mg (n=6)** 10,1 (7,2-13,7) 8,1 (3,4-29.4)
12-17 ronunu 0 mg (n=6) 18,1 (4,7-15,9) Fl,l (4,8-9,0)
40 mg (n=8) 17,6 (13,1-19,8) 10,5 (7,8-14,2)
Br3pacTHH ROmg 1=22) 15,1 (1,5-11,8) E,Q (1,5-6,7)
MO mg (n=41)  [12,6 (4,8-21,7) 5 (5.4-17,9)

* [TameHT OT BB3pacToBaTa rpyna ot 0 1o 1 Mecen] ce AedHHEHpA KATO NAIHEHT ¢ KOPHIHpaHa
BBH3PACT OT > 32 HaBBPUICHH CEOMHLH H < 44 HaBbpIIEHH CEAMHLIM, KHAETO KOPHTHpAHATa Bb3pacT €
CYMa OT NeCTAalHOHHATA BL3PAcT M BB3PacTTa CIIe] pakaaHeTo, B HaBhpmieHH ceaAMHUH. [laltHenT ot
BE3pAcTOBaTa I'pyma oT 1 a0 11 Mecela HMa KOpHTHpaHa BB3pacT OT > 44 HABBPIICHH CEAMHUIH.
** JIpama naifHeHTH ca H3IKITIOYCH), eAMHUAT Hai-pepoaTHO cnab CYP2(C 19 merabonusarop, a
ApYTHMAT - Ha CBITbTCTBALIA Tepanus ¢ uuxnbutop Ha CYP3 A4,

[TpenBmxanms, OazupaHy Ha MOACITH COHAT, 9e (4, max CIIE] HHTPABECHOZHO IIPHIIOKCHHUE HA
esoMenpasoj, karo 10-munyTHH, 20-MUBYTHH H 30-MuUHYTHH HHQY3HH, LIE C€ NOHWKH CPpeaHO ¢ 37%
no 49%, 54% po 66% u 61% no 72%, peclIeKTHBHO, BB BCHYKH BB3PAacCTOBH M JO30BH I'PYITH B
CPaBHEHHE ChC CYUaHTe, B KOMTO 03aTa CE NpMara Kato 3-MHHYTHA HHXKCKIHA.

5.3 IIpeIKNHHHYHH AAHHH 32 OE30NACHOCT

HexnnEuuHHATE JaHHH HE NOKa3BaT 0co0eH pUCK 3a Xopa Ha §a3zara Ha KOHBEHILHOHAIHHTE
¢dapMaxoNOr¥YHH NPOyYBaHHA 3a 0€30MacHOCT, TOKCHMHOCT IIPH MHOTOKPATHO MpHaraHe,
reHOTOKCHYHOCT, KapIHHONCHEeH MOTEHIIHAY, penpOAYKTHBRA TOKCHYHOCT H TOKCHYHOCT Ha
pa3BHTHeTo. MU3cIeABaHNATA 3a KAHLEPONeHHOCT [IPH ILTbXO0BE, H3BBPILUCHH C MEPOPATTHO NPHIIOKEHHE
Ha PalLIEMHYHATA CMec, Ca MOKA3ATH XUIEPIUIa3HA HA CTOMAIIHUTE €HTEPOXPOMAQHHHH KIECTKH H
KapUHHONIH. Te3n CcTOMALUHY eheKTH ¢ IB/DKAT Ha MPOAL/KHTEIHATA H3pa3eHa XHNEpracCTpHHEMHA
BCNEACTBME H3 HAMAICHATA NPOAYKLUMA HA CTOMALIHA KUCSIHHA U ¢a HablloaaBaHu cie
NPOAB/IDKHTEIHO TPETHPAHE HA IUTLXOBE ¢ HHXHOMTOPH Ha CTOMALlIHATa cexpelni. B HeknmuHyHaTa
nporpaMa 3a HHTPABEHO3HO NPHIOKEHHE Ha €30MENpaso/l HAMa JaHHH 33 BaJOUPHUTATHBEH e(EKT, HO

e oTOens3aHa JIeKa TEKAHHA BBL3NATHTSAHA PEAKIINA HA MACTOTO HA HHAKCKTHPAHC CIIC ITIOJKOGXKHO

(napaBeHO3HO) HEDKEKTHpaHe (XK. Touka 4.8).

6. OAPMALEBTHYHHN JAHHHA

6.1

CHRCBK HA NOMOIMAATE BENIECTBA
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JAMHATpHEB enerar
Hatpues xuapokcua (3a xopexiusa Ha pH)

6.2 HecLBMECTHMOCTH

To3n TekapcTBeH OPOAYKT He TPAOBA a ce CMECBa HWIH BIHBa €MHOBPEMEHHO C IPYTH JIEKAPCTBEHH
NPOAYKTH, ¢ H3KMOYEHHe Ha NOCOYeHHTE B To4Ka 6.6.

6.3 Cpok Ba roguocr

Heomeopen naxon:
2 TOANHH.

Cned pexoncmumyupane:

Cnen pexoucturynpane ¢ S ml (0.9%) pasTeop Ha HaTpHeB xaopua 9 mg/ml , xuMuuecka ¥ PH3HIHA
cTabHIHOCT NpH ynoTpeba € noka3aHa 3a 12 waca npu 30°C.

Cnen pexoncTuTyHpaHe H paspexaase ¢xc 100 ml HrkeKuyoHeH pasTBOp HA HATPHEB XJIOpHA,
9 mg/ml (0,9%) e nokazaHa XUMHYECKA N PH3IUIHA CTAOMIHOCT tpH ymoTpeba B NPOALIIKCHHE Ha
12 gaca npu 30°C.

Ot MUKPOOHOJIOrHYHA TIeIHA TOYKa NPOXYKTHT TpA0Ba 2 ce H3nmon3Ba He3abaBHO. AKO He ce
M3M10/138a BeHAra, BpeMeTO H YCIIOBHATA 32 ChXpaHEHHE B YIIOTpeOa ca OTTOBOPHOCT HA OTpedHTeNns.

6.4 ChneunajHn ycJIOBUAl HA ChHXpaHeHHE

Ia ce cexpanssa nox 25°C.
Ja ce chbXpaHsABa B OPHIMHANHATA ONAKOBKA, 32 Aa ce MPCANa3H OT CBETIHHA.

6.5 BuaucbappXkKaHHe Ha ONAKOBKATA

[Ipax B 6Ge3uBeTeH (pnakoH OT CTHKIIO THI I, 3aTBOpPEH CbC CHBA, OpOMOYTHIIOBA r'yMeHa 3aIlyHIAJIKa,
ATyMHHHEBa 00KaTKa H 6:An0, I1acTMAacOBO OTIYIBAILO CE Kanaye.

Bua Ha onakoBkara: onakosku ot 1 ¢nakor win 10 $pnaxona.
6.6 CnenuaaHH npeanasHH MepKH NPH H3XBbLPasHe

[IpuroTBeHHAT pasTBOP TPAOBaA Ia ce NPOBEPH BU3YATHO 334 HANHYME HA YACTHUH M o0e3lBeTABaHE
npenu npunoxeHre. TpaGea aa ce nanon3pa caMo GHCTHP pasreop. Camo 3a EAHOKpaTHA ynorpeba.

AKO He € HeoODXOQHMO LUANIOTO [NPHIOTBCHO CHALPKAHHC Ha q]J'lﬂKﬂHa, HCH3NON3BAHUAT Pa3TBOP
Tpﬂﬁﬂﬂ Ja CC H3IXBDBPIH B CBEOTBCTCTBHE C MCCTHHTC H3HCKBAHHA,

Nxekuna 40 mg

Hxexunonex pasteop (8 mg/ml) ce npurorsa ypes nobasaxe Ha 5 ml 0,9% HaTpues xnopuz 3a
HHTPAaBEHO3HO NPHJIOKEHHE KBM (iiakoHa ¢ e3oMenpason 40 mg.

[IpMroTBEHHAT HEDKEKLIMOHEH pa3TBOpP € OHCTLP H Oe3LBETEH A0 MHOTO G1eI0XKRIT.

Hudvaug 40 mg

Hndy3sHoHeH pa3TBOp Ce NPHIOTBA YPe3 Pa3TBAPAHE HA ChAbPKAHHETO Ha €AMH (JIGKOH C -
e3omenpason 40 mg B 10 100 ml 0,9% pa3Teop Ha HATPHEB XJIOPHA 33 HHTPABEHO3HO nprﬁ‘lamhne o

._....i-n-

Hudyauxz 80 mg P , .-: __
ts s




Mudy3HoHeH pa3TBOp ce MPHTOTBA Ype3 pa3TBapAHE Ha ChIBPKAHHETO Ha 1Ba ¢rnakoHa ¢
esoMenpason 40 mg B no 100 ml 0,9% pasTBOp HA HATPHEB XJIOPH] 38 HHTPABEHO3HO NPHIIQKEHHE.

[IpurorseHHAT HEQY3HOHEH pasTBOp € OHcThp K Ge3uBETEH 10 MHOTO OMIEI0KBIT.

7. NPHTEXATEJI HA PAZPEIIEHHUETO 3A YIIOTPEBA

Rompharm Company S.R.L.
Eroilor Street, no. 1A, Otopeni, [Ifov County, 075100, Pymbuus

8. HOMEP(A) HA PASPEIIEHHUETO 3A YIIOTPEBA

PerncrpaunoHer somep: 20210208

9. JATA HA ITBPBO PAIPEILABAHE/MIOJHOBABAHE HA PAZPEIIEHHETO 3A
YIIOTPEBA

JlaTta na mepBo paspemasane: 21.07.2021

10. JATA HA AKTYAJIM3UPAHE HA TEKCTA

Jara Ha akTyanuiupaHe Ha TEKCTA:
07.2025

lﬁ i;r "



