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Hexcuym 20 mg cTomaluHo-ycToi4nBy TabneTku
Nexium 20 mg gastro-resistant tablets BT PAUL IS/ rg

Paspelionue
'$3 -08- W1
2.  KAYECTBEH H KOJIHYECTBEH CHCTAB 100808 Mt cvesvirrcrisrisssens Sosereesios

Beska cromaniHo-ycTolvuBa TabneTxa chappxka 22,3 mg e3oMenpason MarHe3HEs TPHXKIPAT,
exkBHBaneHTeH Ha 20 mg e3oMenpazon.

Iomommo(H) BeuiecTrO(a) ¢ M3BECTHO ACHCTE
Beska croMamuo-ycToiiuynea TabneTka chIbpxa 28 mg saxaposa.

3a TEAHYA CIIMCEK HA TIOMOIMHKTE BEIECTRA BIKTE TOUKa 6.1.

3. JIEKAPCTBEHA ®0PMA
CroMamHo-ycroifansa Tabnerka

CreTn0 po30BH, NIPOXBITOBATH, GHKOHBEKCHH (ruiMupany Tabnerxu ¢ rpasupano 20 mg BepXy
enHara ctpaHa M A/EH — Bepxy npyrara.

4. KIMHHYHHA JAHHH
4.1 TepaueBTHYRE BOKAARHA
Hexcuym Tabnerky ca oka3aHu PH BL3PACTHH 3a:

Iacrpo-ezodareasna pedykcna Gosecr (TEPB)

e JleueHse Ha epOIHBEH PedIIyKCEH €30(paruT.

¢ [lpommmKkATENnHO NeYeRne Ha NAMEHTH C 03ApaBA e30(aruT 3a NPeJOTBPATABAHE HA PEUMIMR.
*  CHMOTOMATHYHO TeYeHHE Ha racTpo-esodareanta pedurykena Somect (I'EPB).

B xomOuuanng ¢ nogxozama aATHGAKTEPRLIHR TePATEBTHYINS cXeMa HA NeYeHHe 38

epanaxannsg ua Helicobacter pylori u uocTarane Ha:

¢ 3asapargBane Ha AyOJcHANHa %384, CBBp3ana ¢ Helicobacter pylori u

» IlpeaoTepardBane Ha peLMIHB Ha IENTTHYHH A3BM IIPH MALKEHTH C 384, cBBp3aHa ¢ Helicobacter
pylori.

HannrenTH HYKI2eUR ¢e OT NPOXL/DKNTE/IHA TEPANHS ¢ HECTEPOHAHH NPOTHROBBLINATRTEIRH

JexapeTes (HCUBJT)

* 3a3npaBABaHe Ha CTOMAllIHA 3Ba, CBbp3aHa ¢ neuenue ¢ HCIIBJL.

e [Ilpodunakruka Ha cTOMAlNHA M AYOACHATHA A3BA, IPUYHHEHH oT NedeHune ¢ HCTIBJ npu
PHCKOBH MAlLMEHTH.

IoaanLpxane Ba XeMOCTA3ATA H NPeBeHHN Ha NOBTOPHO KbPBEHE NPHA CTOMAIMNAA HIH
KYOIeHAHA R3BA CJie]] JieeHHe ¢ UHPpY3HoHeH pa3TBop HA Hekcaym.

Jledenne na cangpom Ha Zollinger-Ellison
HexcuyM Tabnertku ca noka3aHn NpH IOHOWH Hajl 12 roaBlnHa B3pacT 3a:

T'acTpo-esodareanna pegaykcua Gonect (TEPH)
» Jleuenne Ha epo3rBeH pedIykceH e30(arnr.




»  TIpONWDKHTENHO JIeYeHNE HA MAIMEHTH ¢ 03APABAT €30()aIHT 3a PEJOTBPATABAHE HA PELTNINB.
e CHMITOMaTHYHO ICYeHKe HA racTpo-csodaremina pediryxcua Gonect (I'EPE).

B xomOunanis ¢ RETHGHOTHIH 32 JeueHHe HA AYOACHAHA 2384, Npaganens or Helicobacter
pylori

4.2 [Ho3upoBKa H HAYHH HR OpAJIGKeHHe
O3UPOBKA
Bvapacmuu
Iacrpo-esodareasna pedayxcna 6onect (TEPB)
* JleyenHe Ha epO3MBEH c-e3odarnT
40 mg pennLX AHEBHO B IPOSBIDKEHHE Ha 4 CeAMHLH.

Ilpenoprusa ce AOMBLIHUTENHO 4-CEAMHYHO JIHEHHE NPH NAUHEHTH, TIPH KOHTO e30)aruThT HE €
3a37pABAT HIH CHMITTOMHTE HEPCHCTHPAT.

e II HO JIEYEHNE Ha GHTH ChC 383 an esodarsT 3a OTBDATABAHE HA
20 mg BeaHbLK JHEBHO.
»  CrMoroMma 0 NeJYeHHe Ha rac 3 anHa cHa QolecT, Pb

20 mg Be/iHbK AHEBRO NpH NalHeHTH Ge3 e30(arur. AKO He Ce YIOCTHIHE KOHTPOR Ha
CHMITTOMHT® C1e) 4 Ce/IMMIY, TIANMEHTHT TPAORA Aa ce H3che(Ba AOITLIHHTENRO. Clesy KaTo
CHMITTOMHTE OT3BYYAT, MOCAEABALI KOHTPOM HA CHMITTOMATHKATA MOKe A2 Ce JIOCTHTHE KaTo ce
B3eMaT 20 mg BerHLK nEeBHO. [lpu HeoGXomumocT Morat Ja ce npueMat 20 mg BeIHEX AHEBHO,
Korarto ¢ Heobxonumo. Hpu naunerTy nexysany ¢ HCITBJI, npu kOMTO € HalMIle pHCK OT
Pa3BHTHE HA CTOMAIIHA A3Ba ¥ A3Ba Ha NBaHANCCETONPECTHAKA MIPH NOCHEABAINHA KOHTPOA HA
CHMIITOMATHKATA HE CE MIPENOPHYBA PEKUM HA NPHEMaHE Ha IeKapCTBEHMS NPOMYKT NPH Hy KA.

B xom6unanna ¢ noIxoaaina aHTHGAKTEPHANHA TePANEBTHYHS CXEMA HA NEUCHHE 34
epannxanua ua Helicobacter pylori n

o 3Ja3ApaBABaHC HA JyOneHaNHa 3Ba, cBbp3aHa ¢ Helicobacter pylori v

L) OTEDATABAHE HA Ha 1le A3B M DNANHeHTH ¢ 4388, cBnp3asa ¢ Helicobacter
prlori.

20 mg Hekcuym c 1 g amokcHIpUnH H 500 mg KIapUTPOMMIH - BCHUKHTE JBA ITTH JHEBHO B
npogLuKeHue Ha 7 AHH.

IlagpeBTH HYXAACHH Ce OT HPOILLKHTENRA Tepanas ¢ HCITBJE

» 3a3apardBaHe Ha CTOMAUIHA s38a cabpaana ¢ HCTIBJI: OGuuaimara 103a e 20 mg seunx
JHEBHO B [IpONBIDKEHHE Ha 4-8 ceaMuin.

¢ [ipodunakruka Ha cTOMAIUIHA H AYOACHATHA 9384, NTpHUMHenH oT neuenne ¢ HCIIBJI npu
pUcKOBY natenTy: 20 mg BeAHTX JHEBHO.

Ionanpxane Ha XeMOCTA3ATA H NPEBEHLNI HA NOBTOPHO KLPBEHE HPY CTOMAIIAA WIH
AYOJEHANNHA H3BA CEN JeveHHe ¢ HHPY3HOHEH pa3Teop Ha Hexcnym

40 mg seHEX AHEBHO 33 4 ceaMuuH. [lepHonsT Ha nepopaita Tepanus TpaGea Ja Geae NpeaxoKaaH
OT KHCe/IHHHO-CynpecHpalna Tepanud ¢ Hekcuym 3a undysua 80 mg, karo Gomyc-undysus 3a

30 Mun., nocneaBaHa OT HENPEKLCHATA HHTPaBeHO3HA uHGy3us or 8§ mg/h B npoankeHHe H
(72 =), pixcre KXI1 na HekcHyM npax 3a MIDKEKUMOHE/HHGY3HOHEH pa3TBOp.

Jleuenne na chaapom Ha Zollinger-Ellison
IMpenopruBasata MeppEOHaY&IHa 4033 € Hekcrym 40 mg apa meTH AHEBHO. B noc
nosuposkara Tpadea aa 6nae cxoOpaseHa ¢ KHAWBUAYANHHUTE HYXIH U ACHUCHHETO
38BHCHMOCT OT KJIHHHYHHTE Nokazareln. B3 ocHOBA HA HATHMHUTE KIHHHYHH J§



YACT OT MALMEHTHTE MOFAT 13 GHIAT KOHTPONMPaHK IpH 103K ot 80 o 160 mg e30Menpa3os AHEBRO.
Tlpn nozuposka Han 80 mg AHeBHo, Aosara TpabBa Aa ce palfeNu B ABa MPHEMa Ha JIEH.

Cuenmanyy oy 1adu

Bvbpeuno yepexcoane

He e neobxonumo Koprurupane Ha 03aTa NPH NALMEHTH ¢ YepeleHa 6v6peuna ¢yukupn, [Topamn
OrpaHM4EHMs OTIHT TIPH MALMEHTH C Texka Gr0penHa KeAOCTATHYHOCT, TAKHBA NALMEeHTH TpabBa 1a
C¢ NEKyYBaT BHHMATENHO (BX. TO4Ka 5.2).

Yepnodpobro yepexcoane

He e Heobxonumo kopHrupane Ha 103aTa NPH HAUHEHRTH ¢ JIEKC 0 YMePEHo YepHonpobsio
yspexxnaue, IIpn naupenTH ¢ TEKKO YepHOAPOOHO YBpeXKnaHe He TPAOra Ja Ce HAXXBHPIL
MakcuManHa ao3a oy 20 mg Hekcrym (BX. Touka 5.2).

Toif kaTo 6HOHATHHOCTTA H BPEMETO Ha NOMYKHBOT B fUTA3MATA Ha OMENIPA30]] Ca YBEIMIeHH,
JueBHa fo3a ot 10-20 mg Moxe na 6bae ZOCTATHAHA.

Cmapuecka ev3pacm
He e HeobX0aHMO KOPHTHpaHE Ha I034TA IPH NALMEHTH B CTAPYECKA BL3PACT,

Tleouampuuna nonynayus
FOnowu nao 12 200wmuna svapacm

I'acrpo-elodareanna pedpayxena 6onect (TEPB)

o Jledenue na epo3upes peduykc-esodarur
40 mg BeasK JHEBHO B IPOAWDKEHHE Ha 4 CeIMHUIIH.
[Ipenopsusa ce NOSTENHATENTHO 4-CEAMUTHO IEYEHHE TIPH NIALIKEHTH, TP KOMTO e30(aruThT He €
3231PaBLT WIH CHMIITOMHTE NEPCUCTHPAT.

o II HO Jiguesye Ha NallHeHTH Che 3a3 an e30dharyr 23 NpeNoTBpATIBAHE HA B
20 mg BeAHBIK AHEBHO.
¢  CuMnTom 0 JeYCHHE Ha Ha cha Donect i

20 mg BeaHBX AHEBHO NPH NaLmeHTH O3 e30daruT. AKO He ce NOCTHIHE KOHTPOA Ha
CHMITTOMHTE CAeN 4 CeAMHLM, NALHEHTHT TPpA0Ba Ja ce H3cIeaBa NOMLIEKTENHO. Cen KaTo
CHMITTOMHTE OT3BYYAT, NIOCNEABALL KOHTPOS HA CHMITTOMATHKATA MOXKE 4 C€ DOCTUIHE K&TO Ce
B3eMay 20 mg BenuBAK THEBHO.

Jleaenne Ha nyoaeHanna nisa, npainnena ot Helicobacter pylori

Korato ce n36upa noaxonaia koMGHHIpaHa Tepanid, TpAOBA Aa CE BIEMAT NPEABHA OPHIMATHNTE
HaLHOHARHY, PETHOHATHH H JIOKJIHH HACOKH OTHOCHO 0akTepUaTHATA PEIUCTEHTHOCT,
NPOXLIKUTENHOCTTA Ha IEHEHUeTo (Hail-decTo 7 AHH, HO MOHAKOTA A0 14 quH) M nogxoasia
yniorpeba Ha aHTHOAKTEPHATIHN 8reHTH,

Jlevennero Tpabea Aa ce HabnOAABA OT COCLMATHCT,

[TpenopruanaTa 1033 3a €30MeNpaloN e cleAHara:

Terno O3NPOBKA

30-40 kg Kombuuaums ¢ nea antubuoTuka: HexcHym 20 mg, aMoKCHUHIHH

750 mg u wiapuTpoMMuH 7,5 mg/kg TeNecHo TEMNO ce NPHNAraT Bg

38€THO IBa TbTH THERHO B MPOIBUKCHHE Ha efHa CEAMHLIA.

>40 kg KomGunanus ¢ n1sa antubuoruka: HexcayM 20 mg, aMokeu Z
KNapHTpoMHLIMH 500 mg ce npHiarar BCHYKM 3a€THO 1B ITh : S '}9

_ Ty

AL/DKEHHE Ha €JHA CeAMNLA,




Heng noa 12 roanmna pL3pacT
3a AO3MPOBKATA NPH NAUMEHTH AA BB3pacT oT 1 20 11 roaunw, ce ornecere xuM KXT1 Ha Hexenym
CTOMAIHO-YCTORYHBY FPaHYJIH 33 NEPOPANIHA CYCIICH3MA.

Ha A IDWIOKEHHE

Tlpu nauneHTH, KOHTO CE 3aTPYAHARAT Na NPErTLIIAT, TAGKETKHTE MOTAT A& CC PRITBOPAT B NONOBHH
uaiiza poza. He Tpabpa Aa ce M3non3paT APYTH TEHHOCTH, Thi KATO CTOMANIHO-YCTOWIHBOTO MOKPHTHE
MOXe Ia ce pasTBopH. Paxbupratire, noxaTto TafneTKHTe Ce pa3APOOAT H H3NHIITEe TEYHOCTTA ¢
nieneTHre He3abaBHO Wiy B paMkuTe Ha 30 MuHyTH. ManiakHere YamaTa ¢ MoNORHH Yamsa Boa H
H3nHIATE ChabpiKanueTo. [lenerure He TpabBa Aa ce ALBYAT HIH CMAYKBAT.

[Tpy nanmeHTH, KOHTO HE MOTAT Ja MOT/TBILAT, TabNeTKITe MOTaT 1a Ce PAITBOPAT BLB BOJA U
Pa3TBOPHT A4 Ce NPKIONHK ¢ MOMOIITA HA HA30-TaCTpaTHa coHaa. BaxkHo e aa ce ycraHoBH sany
u30paHHTe CIPHHUOBKA H COHJIA ¢a NOAXOMIINH, 32 NOATOTORKA H MHCTPYKIWMH 38 TPHIOKEHHE BIDK
Touka 6.6.

4.3 TporneonoxasaHas

CBphXYyBCTBHTEIHOCT KbM AKTHBHOTO BEINECTBO, CyOCTHTYMpanu GeH3HMHIA30NH HIH HAKOE OT
TIOMOUHHTE BELIECTHA, OHCAHH B TOYKA §.1.

EnHoBpeMeHHO NPIIOKEHHE Ha €30MEIPa3oll C ICKAPCTBa KATO ATA3aHABHD U HeAQHHABHP He ce
npenopbuna (BXK. ToUKa 4.5).

44 ChennaJsn npeaynpe:kieHud B HpeANasHHd MEPKHE NPH yHOoTpeda

[Tpu Hamu4HeTO HA KAKBHTO M Aa G0 06e3NoKOMTENHM CHMIITOMH (HAIP. 3HaUMMa 3ary0a Ha Teryo
€3 IaNNeHTET a CH € MOCTABSI 32 LIEN PEAYKIHMS HA TErNOTO, IOBTAPSIO CE HOBphUlane, Aucharus,
XEMATeMEIHC HIH MeeHa) H B CTy4aHTe, B KOMTO C€ MOA03HPA WM € HArHOCTHIIMPAHA CYOMAliuHa
a3pa, TPAOBA [a ce MIKIMOUH HANTMMHETO Ha JOKAYECTBeHO 3360 IABaNE, Thil KaTO IEUEHHETO ¢
HexcuyM MoXe Aa 3aBoaTMpa CHMNTOMHTE M 11 3aasy Adarsosara.

Hpoasmxurenna ynotpeba

[MammenTHTE HA MPOTB/LKHTENHO edeHHe (0COOEHO TE3H, KOHTO MOMYYABAT TEpallHs 3a NOBeue OT
roguHa) TpAGBa fa ca noj peosHO HabmoneHue,

Jedenne ipH HyKJa
Ha natgentHTe, KOHTO ce iekyBaT ¢ Hekcuym nipy Hyxoa, Tpabsa fa ce 00bpHe BHUMAHKE Na ce

CRLPIKAT He3a0aBHO ¢ JICKYBalllHg CH JIeKaD, aKO CAMITTOMHTE HM [TPOMEHAT XapakTepa CH.

Epanmkaims sia Helicobacter pylori

Korato ce npeanucea exoMenpason 3a epanukauma Ha Helicobacter pylori, TpaGea fa ce umat
OpeIBHI BE3MOXHHTE IEKAPCTBCHH B3aHMOJESHCTEIA Ha BCHYKM KOMIIOHEHT! Ha TPOHHATA Tepanmus.
KnapurpoMHLMH ¢ MoueH nHxHOuTop Ha CYP3A4 1 Toea TpAGBa fa ce B3eMe MpeABHA, KAKTO H
NPOTUBOMNOKA3IAHUATE H B3AHMOJEHCTBHATA HAa KIAPUTPOMHLMEA, KOraTO TPOIHATA TEpanus ¢e
ApAIara Npu NAUMEHTH, KOHTO B3EMAT eIHOBPEMEHHO APYTH NEKapCTBa, MeTaboNH3HpalH c¢ OT
CYP3A4 (kato nusanpsa u Jp.).

CroMainno-ypepHH HHE:
Tepannusra ¢ uHXHOGHTOPH Ha MPOTOHHATA TOMITA MOXE 42 JOBEJE A0 IEKO IOBHIL: gqx\w No
CTOMALIHO-YPEBHH HHPEKIMH, KaTO TaKMBA, PHYHHEHH OT Salmonella u Campy,
TO4Ka 5.1)

Abcopbuiun Ha Byramun B12



Esomenpaion, KakTo BCHUKY JIEKaPCTBR, H10KHPAIH CTOMAUIHATA KHCEIHHA, MOTAT 1A HAMANAT
abcopbumaTa Ha BuTaMue B12 (uMarokobanaMun), opagu XHNo- WK axnoxuapus. Toea Tpabsa na
¢e HMA NpeJBK/ [PH MalMEeHTH ¢ HAMAJICHH TEJIECHH 3ANACH WITH ¢ PHCKOBY (PAKTOPH 3a HAMAeHA
abcopbuua Ha BuTaMiH B12 npn AbNrocpodHa Teparms.

XHnoMarne3veMus

Crobirasa ce 3a TexKa XHIOMarHe3yeMHs TIPH NALMEeHTH, TEKYBaHH ¢ HHXHOMTOPH HA POTOHHATA
nomna (UIIT) kato ezoMenpazon B NpoABIDKEHHE HA MOHe 3 Mecella, & B IOBEYETO CTy4as B
NpoADKEHHE Ha ToAHHA, CepHO3HM NPU3HAIIM Ha XMNOMArHe3HEMNsA KATO YMODa, TETAHMN,
JIEeTHPHYM, KOHBYJICHH, 3aMaiiBaHe U KaMEpHA aDHTMHSA MOTAT Ja ¢ HOABAT, HO T¢ MOTaT Aa 3ano9yHaT
CKpHTO ¥ 1a 6pnar npenebpernaTy. [Ipn noBeueTo 3acerHaTi MAIMEHTH, XMITOMATHESHEMHSTA Ce
noacOpsBa ciie/, 3aMECTUTENHA TEPaNHA C MarHe3 i H MpeKpaTaBaHe npuema wa WIITL

INpw nanderTH, KOXTO ce O4aKea 4a OBAaT HA MPONBDKHTENHA TEpannd WM KoUTo npueMar HITI &
KOMOHHALMA ¢ JUrOKCHH WIH JICKAPCTBA, KOUTO MOTAT A2 MPEAMSBHKAT XMIIOMArHe3ueMus (Hanp.
JHYDETHIH), 3APABHUTE CTICHMANHCTH TPAOBa 1a HMAT NPEBHA HIMEPBAHE HA HHBATA HA MarHesui
npeay sanousane Ha Tepamis ¢ HIIIT 4 nepHOoAHYHO NO BpeMe HA NEYEHHETO.

Puck ot pakTypu

HuxubKuToprTe Ha MPOTOMHATA NTOMINA, 0COGEHO aKO ¢ MAMON3BAT BEB BHCOKH AO3H H 3@ ABJIET
MepHOA OT BpeMe (> 1 romiHa), MOTaT YMEpeHo Ja IOBMIIAT PHCKA OT $pakTypH Ha GepoTo, KMTKATa
KM rpeOHAUHHA CTHIG, FIABHO NPH NAlMCHTH B CTapYecKa BB3PACT WM HPH HATHYHE HA ADYTH
H3BECTHH PUCKOBK (axTopr. O6cepBalMOHHN NPOYUBAHUA IPESNONAraT, 4¢ HHXHOHTOpHTE Ha
TPOTOHHATA MOMNIA MOraT Aa TIOBKIIAT 0010 pHck ot ¢paxrypa ¢ 10-40%. B Haxow cayvaH ToBa
IOBHIIEHHE MOXE /12 C& AWLKH Ha 1pyTH pHcKoBH (aktopi. TansenTire ¢ pHcK 0T 0CTEONOpo3a
TpAGBa 1a NONYYaBAT IPIKK CHINIACHO HACTOAMATE KTHHHYHE PHKOBOACTBA H TpabBa 1a mMar
47eKPaTeH npueM Ha BUTaMHH D » xamguii.

CyGaxyTeH xoxeH aynyc epurematonec (SCLE)

HuxuGuTopHTe Ha MPOTOHHAYA TOMIIA ¢8 CBBP3aHH ¢ MHOTO peakH coyuan Ha SCLE. Axo ce nosssr
Je3uH, 0CoGEH0 B yYACTBLH OT KOKATa, H3N0XKEHH Ha CITEHUSBH JTBYH, H AKO T€ Ca CHIPOBOACHH ¢
Oonky B cTABHTE, MALMEHTHT TPAORA HE3a6aBHO A2 MOTHPCH MEIMIMHCKA TIOMOII ¥ MEUIIHHCKHST
CAELMANHCT CNieABa Na oOMHCIIHA ciiMpaHe Ha npHema Ha HexcryMm. SCLE, HacTsiiHn Clieq MPeaxoato
Nevenre ¢ HHXHOHTOP Ha MPOTOHHATa NOMNA, MozKe 1a yeenkvu pucka oT SCLE npu ynotpe6a Ha
JApyra MHXuGHTOPH Ha IPOTOHHATA NIOMIIa.

KombyuupaHne ¢ Jpyru JeKapCTBEHU NPOZYKTH
Pezynratd o1 npoy4saHRA NpH 3apapd JoOPOBONLM NOKA3RAT

dapMakoKHHeTHHHO/dapMaKOANHAMIYHO B3ARMOAEHCTBHE MexAy Kionuzorpen (300 mg
HATOBRpRAaWa 103a/75 mg JHeBHA NOANBPXKANA 1032) H e3oMenpazon (40 mg nepopanHe AHEBHO),
KOETO BOJIH 110 HAMANCHa EKCIIO3HIMA HA AKTHBHHSA META00uT Ha Knomaorpen cpenro ¢ 40% u ao
HaMa1ABaHE Ha MaKCHMANTHATa HHXMOKHIWA na (AJIO vHaynIMpaHa) TPOMGOLIMTHA arperauus CpemHo ¢
14%. Bpa 0CHOBA Ha Te3W JAHHH, SAHOBPEMEHHO NTPHIOKEHHE Ha e30MENPa3’oll M KIONMIOrpen
Tpabsa aa ce n3Garpa. Bk obio Touka 4.5.

Koraro ce npeanmcsa e3oMenpasosn 3a iedeHHUe NPK HYHAA, TpAGEA a2 & MMa TIPEIBHA
BB3MOXKHOCTTA 38 B3aHMOACHCTEHA ¢ APYIH JIEKAPCTBA, THDKAINHK c6 Ha UTyKTYHpaHeTo Ha
1nasMeHHTE KOHIIGHTPAlHK Ha €30Menpason. Bk Touka 4.5,

3axaposa
Toau sporykT chabpxa 3axaposa. IlaupenTire ¢ penxv HacneACTEeHN 3a00ngBaHus -1-. :

HETIOHOCHMOCT KbM QpyKTO3aTa, ¢ MalabCopOLIMA Ha CTIOK03a-TatakTo3a HIH HEJOC K
CyKpasa-HioManTasa He Tpabea na ynoTpeOABAT TORA NEKAPCTBO.

Hopnugpane Ha nabopaTOPHUTE PE3YNTATH
IMoBrmeHOTO HUBO Ha XpoMorpakul A (CgA) MOXKe Aa MOBIMAE HA HICICARS

HEBPOEHAOKPHHHN TYMODH. 3a na ce usberHe Topa naaumoneﬁc'rnne, JNEYECHHETO € €3(

L]



TpaGRa Ra ce cnpe BpeMeHHO Hali-Manxo 3a 5 1um npeau orpenenarero Ha CgA (8x. Touxa 5.1). Axo
HuBaTa Ha CgA M racTpuHa He ca ¢¢ BE3CTAHOBIIH B pe)epPEHTHHTE CH FPAHMLIA CI6/] HAYATHOTO
onpe/ciAne, H3IMepBaHeTo TPA6Ba fa 6bAe MOBTOPeHO 14 AHKM ClieA CHMpaKe Ha JICYSHHETO ¢
HHXHOMTOD Ha NPOTOHHATA NOMIIA.

Cranpxxanye Ha HaTpul

To3u iekapCTBEH NPOAYKT CHABPRA MO-MAKO oT | mmol Hatpuii (23 mg) Ha Tabnerka, Taka ye
OpaKTHYeCKH HE CHIBPKA HATPHIA,

4.5 BaammogelcTBRE ¢ APYTH JeKapcTBEHE NPOAYKTH B ApyrH GopMn Ha B3anmojeficTBue
EdexTn Ha e30Menpaion sbpxy $apMAKOKHHETHKATA HA APYI'H JeKAPCTBA

IIpomeaznu unxubumopu

Crobuiapa ce 3a B3aHMONEHCTEHE Ha OMENPA3oN ¢ HAKOK AHTUPETPOBUPYCHH METHKAMEHTH.
KnpaugroTo 3HaUCHHe B MEXaHH3MHUTE, KOHTO CTOST 38/ TE3H BIAHMOREHCTBUA HE BHHATH ¢a
H3BecTHY. [loBuiieHoTo croMamzo pH o BpeMe Ha IEYEHHETO ¢ OMENMPA3OII MOXKE A2 TIPOMEH
abcopOLmaTa Ha AHTHPETPOBUPYCHNMA MeAMKAMEHT. JIPYTH BEIMOMHE MEXAHHIMH Ha
B3aHMozielicTne Morat Aa OBaat nocpeacraom CYP2C19.

IMpu HAKOM AHTHPETPOBHPYCHH MEAKKAMERTH, KATO ATR3AHABHD M HendUHABHD, ce crobmana 3a
MIOHHAABAHE HA CCPYMHHTE HMBA NPH CHBMECTEH [PHEM C OMENPA3ol, NOPAAH KOETO HE C&
NpenopLUYBa €IHOBPEMEHHO TIPHIOKeHHe. EXHOBPEMEHHOTO IIpHJIOKEHHE Ha oMenpason (40 mg
BEIHBXK JHEBHO) ¢ aTasaHasHp 300 mg/prronapup 100 mg npu 3apaeyu JoOpOBOILM MOHMKABA
3HAYMTEHO EKCNOIHIMATA Ha aTasaHaBHp (TpuGmisuTenHo 75% moxikasae #a AUC, Cuax ¥ Cain ).
VrenudenneTo Ha A03aTa Ha arasanasHp Ao 400 mg se KOMNEHCHPa RIHAHHETO HA OMENIPA30 BLPXY
eKCno3uMATa Ha aTasanasup. ITopanu cxomauTe dapMakoansamMuann edekTH B GapMaKOKHHETHIHH
XApaKTEPUCTHKY Ha OMETIPA3oN H €30MEIPa3OT, THOBPEMEHHOTO NIPHIOKEHHE HA €30METIPA3IO) ¢
AHTHPETPOBHPYCHH MEIWKAMEHTH XaTO aTa3aHaBup (Bx. Touka 4.4) u HenduHABHD (BXK. To4Ka 4.3) He
ce Mpenopbysa.

IIpu ApyrH aHTHPETPOBHPYCHH MEAUKAMEHTH, KATO CAKBHHABKD, ce CholIasa 33 OBHINABANE Ha
cepyMHUTe HHBA, HAKOH aHTHBHPYCHH MEAHKAMEHTH OCTABAT C HENPOMEHEHH CEPYMHIN HHBA NPH
€AHOBPEMEHHO NPWIOKEHHNE ¢ OMENPa3ol,

Memompexcam

Crobinasa ce 32 IOBHIDEHA HABA HA METOTPEKCAT, KOTATO € [IPHEMAH 33€HO ¢ HHXUOHMTOPH Ha
NpPOTOHHATA noMna. [Ips npHaokeHHe Ha BUCOKH JO3K METOTPEKCAT MOMKE A ce 0OMMCITH BpeMEHHO
TIPEKBCBAHE HA €30MENpa3ol.

Taxponumyc
Hma crhofinenns, ue eIHOBPEMEHHOTO NIPHIIOKENHE Ha €30MENpa3o/] IIOBKINABA CEPYMHITE HIHBA HA

TAKPOTHMYC.

Jexapcmeaenu npodyxkmu ¢ pH 3asucuma pezopbyus

TloTuckaneTo Ha CTOMAIIHATA KHCETHHHOCT 110 BPEME Ha [ieYeHHE ¢ €30MENpa’on u APYTH
HAXHOUTOPH Ha MPOTOHHATA NOMIIA MOXKE J]a HaMaJM WM YBeIHUK pe3opOimaTa Ha JexapeTRa,
4gTO pesopbuma e 3aBuckma or croMauidoto pH. Kaxro u nipu ynorpe6ara Ha apyru nexapersa,
KOMTO MOHIKABAT HHTPAracTpaHaTa KHCE/TMHHOCT, pe3opOLMATa Ha IEKAPCTBA KATO KETOKOHA3OM,
HTPAKOHA30J H ePAOTHHHO MOXe Na Obae HaManeHa, NOKATO pe30pOUMATA HA JIEKAPCTAA KATO
AVrOKCHMH MOe a Oblie NOBHIICHA IPH JIEYeHHUe ¢ e30Menpason. EAHOBpeMEHHOTO W«.
omenpason (20 mg qHeBHO) H AMTOKCHH NpH 3apasn noGpoBoM NoBUInaBa 610 o/ goris
auroxcus ¢ 10% (no 30% npu neama or gecer A0GpoOBOLH).

Hexapcmsenu npodyxmu, memaboruzupanu om CYP2C19
Esomenpason maxnbupa CYP2C19, 0cHOBHHAT eH3HM, MeTabonMHpai e3oMeripa
KOT&TO €30MENpasoll ce KOMOHEMPA ¢ JIEKAPCTBEeHI nPOOYKIMU, KOKTO ce MeTabo



CYP2C19, xato nHazenam, HMTANONPaM, HMMITPAMMH, KIOMUTIPaMEH, PeHHTORH K Ap., IIa3MEHHTE
KOHUEHTPALHH HA Te3H ACKAPCTBA MOKE /12 ¢ YBEeHUAT H JIa Ce HAIOXKY HaMaleHue Ha Jozarta. Tosa
TpA0Ba N1 ce MMa npeABHL, 0cobeHO KOraTo Ce NPEANNCEA 32 JJEHEHHE IPH HYXKI4.

Juazenam
Ensiospementoro npunoxenue Ha 30 mg esomenpason e 1oseno 10 45% HaManeHne Ha KIHPHHCA HA
cyberpati Ha CYP2C19 va nuasenam.

Denumoun

EnxoBpeMeHHOTO Rpunoikenne Ha 40 mg e3oMenpason € Aoseno A0 13% ybenuueHHe Ha Haii-
HHCKWTE I1a3MenH HuBa Ha GeHuToNA Npe 6ok ¢ emutenchs. Hpetioprusa ce MOHHTOPHpaHe Ha
[1a3MEHHTE KOHUEHTPAIMH HA HEHWTOMH NPH 3aM0YBaHE WIN NPSKBCBAHE HA NEYEHHETO C
€30Menpasol.

Livnocmaszon

Osenpason, kaxro H e3oMenpaso, AelicThaT kato HHxuGHTOpE Ha CYP2C19. Omenpason, npunaran
B €/IHO KPBCTOCAHO Npoyysade 8 Jo3M ot 40 mg npH 3apasH A00poponiy, yBeniuapa Cmy 1 AUC Ha
munocTason ceoTBeTHO ¢ 18% 1 26%, 8 eAWH OT HeroBHTE AKTUBHH MeTalOIMTH CROTBETHO ¢ 29% K
69%.

LHuzanpuo

IIpy 3apary noOpOBONIM EAHOBPEMEHHOTO MpUIoKeHHe Ha 40 mg eaoMernpason e JoBeno 10 32%
YBENIHYEHHE HA IUIOMTA f0 KpHBaTa kounerTpampi-speme (AUC) 1 1o 31% yawbkarane Ha
BpEMETO Ha OMYKHBOT (t12), HO He € HAbMONABAKO IHAYMMO YBEIMYABAHE HA MAKCHMATHHUTE
UIa3Mesy HHBA Ha Hu3anpua. Jlexo yawmxenuar QTe uHTEpBan, HabmoasaH ciiell CAMOCTOATEITHO
TIpWIOKEHME Ha IH3aNpPHU, He Ce ¢ YBeTUYII JOMBITHHTEIHO, KOTaTo LH3anpua e 611 faaeH b
KoMOHHALHA ¢ e30Menpazot (BK, M TovKa 4.4).

Bapdhapun

B pamMkuTe Ha KNTHHHYHO NPOYYBAHE BPEMETO 33 KOArY/IaliHs TIPH RAUMEHTH IPHEMAIH
eaHOBpEMeHHO 40 mg e30Menpa3os ¥ PaphaphH He NPEBUIIABA AOMYCTHMHTE CTOMHOCTH, BoItpexs
TORBA, CJIe]l paspeilaBaHeTo 3a ynoTpeba, ca HabmoAaBaHy HAKOAKO H3OAHPAHH CIyYay ¢ KIMHHYHA
3HaHHMOCT Ra noBumeHo HuBo Ha INR, Tlpenoprusa ce nekapcko nabnioaeHne Ha NAMERTHTE,
KOHMTO 3aM04BAT M MPEKPATABAT AHOBPEMEHEH NPHEM BapdapiH Wik IPYTH KyMAPHHOBH

RPOM3BOIHH.

Knonuodozpen

Peaysrrath oT npoyuBaHus npu 38pasu Z06POBOMLM OKA3BAT
apmaxoxuHeTHYHO/hapMaKoIUHAMIIEO B3auMoeHcTBue MeXTy Kitonpgorpen (300 mg
HATOBapBalla 103a/75 mg AHEBHA NOAXBPKallla /103a) ¥ esoMenpazon (40 mg nepopanHo AHEBHO),
KOETO BOAH A0 HAMANCHA eKCIO3HIMA HA aKTHBHIA METaGOHT HA KNOMKOOrpen cpeaHo ¢ 40% u 1o
HAMAMBane HA MAKCHMARHATE HHXHOHIHA Ba (AJ]D nanylmspana) TpoMGOLMTHA arperalis CpeIHo ¢
14%.

Korato knonuiorpen e npunaran 3aeHo ¢ GukcHpana komGuHauma ot esomenpason 20 mg + ACK
81 mg, cpaBHEH CbC CAMOCTORTENHO NPHIATaHe Ha KIOMKAOTPEN B IPOYUYBAHE ChC 3APABH
00POBONIIH, KMA HAMAJICHA eKCTIO3MIMA Ha AKTUBHMA MeTaGoONHT Ha KIOTHZOTpeN ¢ nouth 40%.
ObGaue, MakcuManHiTe HHBA HA MHXNOMIAA Ha (AJI® MHIynKpaHa) TPOMGOLMTHA ArPETaums Npy
TE3H JIMLA € eJHAKRA B rPYNHTE HA KIOMHJOrPen K KIOMHAOTpeN + KOMORHUpaHna {e30Menpazon +
ACK) nponykt, BepoaTHO 1IOpaJIH eHOBPEMEHHOTO MPIWIOKEHHE Ha Hucka no3a ACK,

He € cHrypHo, ob6ave, 1o Kakpa CTeNEH TOBA B3aMMOJISHCTBYE € KIMHHYHO BRKHO. E
NPOCTIEKTHBHO, PAHAOMH3MpaHO (HO He3aBBPIIECHO) NMpoyyBane (npx Han 3 760 n
cpasHasanio paanebo ¢ oMenpason 20 mg npy NALMEHTH, TEKYBAHN ¢ KIOTHAO
HepaHJoMH3KMpaHH, post-hoc aHATH3M Ha JAHHH OT FONIEMM, IPOCNIEKTHBHY, P
MpOYYBaHHY 3a KITMHAYeH w3xox (ripH Haa 47 000 naumenTH) He npeacTass a0




NIOBMIIEH PHCK OT HEXENAHO CHPAECYHO-CHA0BO chiMTHE, KoraTo Kknomiaorpen u MIII, prmounTenso
€30MENpPAa30i, Ca NPpHIaraHi ¢AHOBPEMEHHO,

IIporBopeyHBH ABHHH 38 KIHHHYHHTE FIOCIEHUM OT (hapMaKOKHHETHIHO/QapMaKkoAHHAMUSHO
B3aMMOAEHCTBHE Ha €30MeNpason Nno oTHolueHwe Ha 3naunTendd CC cs6HTHA Ca JOKNaABaHH OT
oficepsaronn K XTHHHMHR ApoyyBannd. Karo npeanasua MspKa eiHoBpeMeHHara ynotpeSa ¢
Kionunorpen Tpsbea Aa ce w3barea.

Hznedsanu nexqpcmeenu npodyxmu 6e3 KITUHUYHO IRAYUMO 83aumoleticmaue

Amorcuynnun u XuruOun

JoKazaHo e, ue e30MenpasoN HAMa KITHHWMHO 3HaWHMH epeKTH BhpXy $apMaKOKHHETHKATA HA
SMOKCHUMITHH HWIH XHHHHH.

Hanpoxcen uru pogexoxcub
He e ycranoBeHO KNHHHIHO 3HAYHMO (apMaKOKHHETHHHO B3aUMOASHCTBHE NIPH eTHOBPEMEHHOTO
HPHIOKECHHE HAa €30METIPA30]1 M HATIDOKCEH WITH €30METIPa3oN U podeKoKcHb B paAMKHTE Ha

KPaTKOCPOHKH KTHHHYHH NPOYYBAHHA,

Edextn Ha APYTH JeKapCTBEHE BPOIYKTR BhPXY PAPMAKOKEHECTHKATA HA €30MENPA0J

Mexapcmeenu npodyxmu, koumo unxubupam CYP2C19 w/unu CYP3A4

Eszomenpason ce MetaGonmsupa o1 CYP2C19 u CYP3A4. EnHoBpeMEHHOTO NIPHIIOKEHHE Ha
e3somenpason d HHXu6HTOPET Ha CYP3A4 iapurpomunivH (500 mg 1Ba sTH JHEBHO) € JOBEN0 A0
yaposiBaHe Ha excnosuunaTa (AUC) Ha esomenpaiona. EAHOBpEMEHHOTO IPHICKEHME Ha
€30Menpa3on 4 komMOunmpan HExXuOHTOP Ha CYP2C19 1 CYP3 A4, xaTo BOPHKOHA30/T, MOXKE 2
JOBEAE 10 YBE/IMYABAHE HA €KCTIOIMIKATA Ha €30MENpasof [oBede OT ABa NHTH. BROpekd Topa, He ce
Hatara KOPHTHpaHe Ha 103aTa Ha e30MeIpaso)t U B iBATa ClIyvas.

Hexapcmeenu npooyxmu, xoumo unoyyupam CYP2C19 u/unu CYP3A4

Jlekaperea, nisecTHH kato BHAYKTOpH Ha CYP2C19 uny Ha CYP3A4 win ¥ Ha nparta (kato
PHORMITHIIMH H XKBJIT KAHTAPHOH) MOTAT Jja AOBEAT 10 MOHKABAHE Ha CEPYMHMTE HHEA Ha
€30MeNnpa3eNl KaTo MOBHUIABAT METAGOII3MA HR €30MENDA30N.

Hennarpuuna nonynauns
Tlpoydpanms 3a p3anMOeliCTBHA Ca MPOBEXAAHN CAMO IPH BB3IPACTHH,

4.6 @epruanrer, GpeMenHOCT B KbpMEnHE

Bpemennoct
KAMHMMHNTE AaHHHK 38 €KCTIO3HIHA Ha HekcHyM no Bpeme Ha GpeMEHHOCT ca OrpaHuyeHy,

EnuneMuonoriyHy u3cneBaHNA ¢ palleMHIHATA CMEC OMENpA30i MPH N'OMIAMAa eKCOIHIMHS 110 BpeMe
Ha 6peMEeHHOCT He MOKAIBAT BPERHH HIM TOKCHUHE 38 eMOpruoHa edextu. Macneasanus npu :HBOTHH
¢ e30Melpa3oN He TIOKA3BaT AUPEKTHY WIH MHAWPEKTHH ¢eKTH N0 OTHOINEHHE HA
eMOpHOHATHOTO/beTanHoTo paserTHe. Hicneapanus npu XHBOTHH C PAEMHYHATA CMEC HE TIOKA3BAT
IYPEKTHH WIH HHAHPEKTHH eheKTH o OTHOWICHHE Ha OPEMEHHOCTTA, PRKAAHETO WK
NOCTHATAIHOTO passHTHE. HeobxonMMo ¢ BHEMaHuE npy npeamucBaHe Ha HexkeryM nipu GpeMeHHu
HEHH.

Orpanv4eHo KOAHYECTRO NaHHH OpH OpeMeHHH XKeru (H3Xoa oT OpemenHocT: Mexny 300-1 000) ue
coyn ManoGopManHy Wik HeTo/HEOHATATIHA TOKCHMHOCT Ha €30METIPa3oJ,

IpoyqBanua NpH kHBOTHY He NIOKA3BAT AMPEXTHH WIH HHANPEKTHH BPeAHU edeKkTH M)
HA PerpoayKTHBHA TOKCHYHOCT {BXK TOYka 5.3).

KnpMeHe



He e p3BecTHO JanH e20MeNpasoN Ce eKCKPETHPA B KEPMATA IIpH HoBeka. He ¢ HanmuHa ocTaTsHo
HHPOpMaMA 33 e(eKTHTE HA €30MENPA30N NPH HOBOPOAeHH/ /kbpMaueTa. Esomenpason He TpaGra na
ce NpUara A0 BPeME Ha KEDMEHe.,

DeprinnTer

Mpoyusanus npy XUBOTHH ¢ PALIEMHSHATA CMEC OMEIPA30I, IPHIAraH NEPOPANTHO, He FIOKA3BAT
edexry no ornomenwe Ha gepTUNUTeT.

4.7 EgexTu Bhpxy cnocobnocrra 3a miopupaae u pabora ¢ MamuAn

Esomenpason uMa He3SHAYUTENCH eekT BEPXY coco0HOCTTa 3a Iopupane i paboTa ¢ MALIMHA,
Panoprysany ca HEXXEAHM IEKAPCTBCHK PEaKUMH KATO CBETOBEPTEK (HEUECTA) K 3AMEBINICHO 3peHue
(pazaxa) (Bx. Toyka 4.8). AkO NalMeHTHTE Ce NOBAHABAT, He TPpAOBa 13 wodHpar WK aa paGorart ¢
MAIIHHH,

4.8 Hexesann NeKAPCTBEHN PEAKURY

Obobmenue Ha npoduna Ha GesonackHocT

I'napobonue, abgoMuHanna Gonka, IMApUS K FafeHe ca CPeHl Te3M HeKellaHH PeaKiMy, KOHTO ca
ACKNaABaHK HAH-YECTO NPH KITHHIMAK NPOYIBaHHS (H CHIEO TaKa OT IOCTMAPKETHHIOBA YTIOTpeOa).
B nonmnnense, npogureT Ha Ge3onacHocT e noaobeH 3a pamyHyTe HOPMYANPOBKH, TEPANEBTHYHH
TI0K@32HNS, BRIPACTOBM I'PYIHK W TIONMyalMH NatHedTH. He ca waenTHdUIMpaRn N0303aBUCHMHA
HEXEIAHH PEAKIIHK.

TabnuwueH cNHCHK © HEXENAHH NEKAPCTREHH PEaKIM

Chepnure HexeNaHy NeKapCTBEHH PEAKIIMA ca HAGMIONaBAHM WK [IOA03HPAHM [0 BpEMe Ha
KIMHHMHHTE H3NHTBAHHA HA €30MENPasof U OT MOCTMaPKEeTHHIOBa yootpe6ba. Huro enua or TaxX He €
Guna cepp3ana ¢ Ao3aTa. Cropen YECTOTATA HA TAXHATA NOABA HEKENARMTE PEAKLMH CE NENAT HA
(vecti = 1/100, < 1/10; Hewectn 2 1/1 000, < 1/100; pexxn > 1/10 000, < 1/1 000; MEoro peoxu
<1/10 000).

Curemo-opranen Kiac Yecrora Hewenana aekapcrsena
peaxknasg
Hapywenus 8 kpheTa H Peaxu JlenxoTieHus,
nHMbHATa cHcrema TPOMBOLMTOITCHHS
MHoro peaxu Arpanynonyrosa,
MaBINTONEHNs
Hapywenns na umynsata Penxs CBpBbXYYBCTBHTENHOCT
cHCTeMa Hallp. TPecka, aHTHOeIeM H
aHa(hHIAKTHYHA
pPEAKIINA/TUOK
Hapyweuns na Heuyectnt Tlepudepen 010K
Merabonmzama v xpaneneto | Penxu XunonarpueMns
HeussectHa yecToTa XHnoMarHe3HEMH; TEKKATA
XH{IOMarHe3ueMHA MOJXe 13
NOBEMIE A0 XUIIOKANIHEMHUS;
XHIIOMATHE2HEMHES MOXE
CBLIO TAKA [ia AOBEAE A0
XHUNOKATHEMHUA
[MewxuyHYU HApYINEHUs Heuectu Hucomuwn
Penxu Paznpaznenve, 06bp
Jienpecus
MHoro peakn Arpecus, XanonyH;
Hapyniesnd Ha HEpPBHATA Yectu TnaeoGonye [
CHCTEMA Heuectn CBeTOBBPTEK, N
COMHNOJICHTHOCT
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Penxn

Hapyineuns Ha Bxyca

Hapywmenus B 3peHueTo

Penxn

3aMEBriIeHo 3pennHe

Hapymenps Ha ciyxa 1
pecTHOynaphu paetpoiicTra

Heuectn

Bepruro

PecipaTopHH, TOPAKAIHY H
MeHACTHHATHH HAPYINEHHS

Penxu

bpoHxocnazbm

CTOMAIHO-YPEBHH
HapyIeHHs

Yectn

AGaomusanHa Gomka,
KOHCTHITAUWA, JHADHA,
naTyneHImA,
raneHe/MOBPLIIAHE, MONHIH
Ha ABROTO (PyHIyca) Ha
cToMaxa (nobpoKaYecTReHN)

Heuectn

Cyxora B ycTara

Penxu

CromaTwr,
TAaCTPOMHTECTHHATHA

KAHOW03a

MHoro peaxu

Miuxpockonuses KOJHT

YepHoapoGHH HapyIIeHHS

Hevecti

Hosuimeny yepHOApPoGHU
SH3HMH

Penxn

Xenatur che Han bea
KBITCHHIIA

MHoro peaxH

Yepuoxnpobaa
HEAOCTATHYHOCT,
eHnedanonath npy
NANYEHTH ¢ aHAMHE3a 33
NpeaHITHO YepHOAPOGHO
3afondpaxe

Hapyntensa Ha KoxaTa u
MOOKOKHATA THKAH

Hevectn

Hepmatut, cppbex, olpun,
YPTHKADHA

Penxu

Asnonenys,
(hOTOMYBCTBHTENHOCT

MHoro peaxyH

Epurema Myntadopme,
CHH/ZIpOM Ha Sfevens
Johnson, TokcHaHA
SIACPMATTHA HEKpONi3a
(TEH), octpa
TeHepaTH3upaHa
€K3aHTeMATO3HA MyCTyA033
(AGEP), nexapctaex oOpHB
€ E03HHOMMITHA H CUCTEMHH
cumiromu (DRESS)

HewzpecTHa YecTota

CybaxyTed KoxKeH mymyc
epHTeMaToniec (Bk. ToUKa

a4)

Myckynockenersn,
HApYLICHHA HA
CHeIUHHATENHATA THKAH H
KOCTHTE

Hevecrn

dpaxtypa Ha Geaporo,
KHTKATA WK MPBOHATHUA

cTHIG —

Penxu

Msoro penxx

1




Hapywesus #a 6s06peture 1 | MHOro pesku Hureperuumancy HedpHr
NMKOMHATA CHCTEMa

PenpoayxrreHa cHcTeMa MHoro peaxu TunexoMacTas
Hapymenus ot o6y Penxu OTnagHanocT, NOBKIDEHO
XapaKkTep H HapyUeHUd B TIOTOOTARNAHE

MACTOTO Ha NIPHJIOKEHIEe

Crobmasane Ha DOJO3NPARN HEKETIANH PEAKIHE

CroliasaneTo Ha NIOIO3BPAHY HEMKENTAHH PEAKIIAU ClIEX paspelnaBate 3a yNoTpe©a Ha JIeKapCTBeHus
MPOAYKT € BAXHO. ToBa NO3BONISRA 1A IPOTBIDKH HAGMIONCHHAETO Ha CHOTHOWEHHUETO NOM3a/PHCK 38
NeKapcTBEHHA MPOAYKT. O MEIUILIMECKHTE CIIELIMANHCTH Ce H3HCKBA Ja ¢5001aBaT BeAKa
NOAO3MPAHA HEKEIAHA PeaKiHd A0

Bvarapas

HsmrsnauTesHa areHilds no Aexapcrsara ya. ,.Jamau [pyes” Ne 8
1303 Codun

Ten.: +359 2 8903417

yebcalit: www.bda.bg

4.9 Iipenoanpane

Jo nnec HAMa OMHUT ¢ NpeAHaMepeHo oTpassHe, CHMITTOMKTE ONMCAHHA BHB Bpbika ¢ 280 mg ca
racTPOMHTECTHHANIHH CHMIITOMH H CHMITTOMH Ha ciaboct. Exnnpund nosu ot 80 mg we ca goBenu Ao
daxaxso cxbHTHE. He e m3necTen cnetmduden antuaot. E3oMenpasol ce csbp3pa ¢ MA3MEHHTE
[IPOTERHH B MHOTO BHCOKA CTETIEH W [I0PA/IH TOBA HE CE OTCTPRHABA NECHO vipe3 auanm3a. Kaxro mpu
BCCKH CiTyvait Ha npeno3Hpane, JISUCHHEeTo TpAdea Aa 6B1e cCHMITTOMaTHYHO M A ¢e Npunarat ofiuy
MORABPHKALUTHE MEPKH,

5.  ©APMAKOJIOTHYHHM CBOMCTBA
5.1 ®apmaxoanramaunn cBoficTea

DapmaxoTepanesTiryna rpyna; JlexapeTsa 3a JieueHne Ha pasCTPOHCTEA, CBLP3aHM ¢ XHCETMHHOCTTA,
HHXHOHTOPH HA NPOTONHATA FIOMNA
ATC kom: A02B C05

Easomenpazon e S-H3oMep Ha OMeNpason H HAMAIIBA CTOMAIIHATA KHCETUHHA CeKPELHA 4pe3 BHCOKO
NpHUENeH MEXAHUILM Ha JelicTane. Tol e cneunduuer HHXNGHTOp HA MPOTOHHATA [HOMIIA B
napheTansara Knevka, R- u S-n3oMepHTe Ha oMenpason HMaT nonoGHo hapMaxoTMHEMHYHO
JelicTBEe.

MexanusnLM Ha feiicTBHe
Esomenpason e cnaba 0cHOBA ¥ ¢¢ KOHLIEHTPHpA H NPEBPEIA B aKTHRHA GopMa B CHIHO kMcenaTa

Cpeaa Ha CEKPETOPHITE KABANYETa B MAPHETATHHTE IUTIETKH HA CTOMAIHATA JIMIraBHila, KEAETOo ToH
raxubupa enauma H', K*-AT®-a3a ~ oCHORHa eH3HMOCHTYpABaNa 1eHHOCT Ha IPOTOHHATA NIOMIE U
HHXHOMpa KaxTo Ba3anHaTa, TAKa M CTHMYMHPAHATA KHCENHARA CEKPELMA.

Q&QM&KOAP_!E&MH‘!HH egb_gm

Cnen nepopanen nprem va 20 mg 1 40 mg e30Menpason HAUATOTO Ha edexra ce
eauH 4ac. [lps MHOroKpaTHO NpUiIcKeHUe Ha 20 mg e30MEnpa3on BEAHEXK JAHEB!
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HA €T JHH CPEAHATA MAKCHMANHA KHCCIWHHA NPONYKIMS CJICA CTHMY/IHPAHE C TICHTAFACTPHH ©
HaMansia ¢ 90% rmpy H3Meppane 6-7 vaca clen NpueMa B IeH NeTH.

Cnen ner auu nepopanio npwickenre Ba 20 mg 1 40 mg esomenpason cromMalHoTo pH Han 4 e
TOIIBPIKAHO CBOTBETHO B NPONKIDKEHNE HA cpeHo Bpeme ot 13 u 17 yaca ot 24-q9acoBua nepuoj
npH nauiedTd ¢ FEPB. IIponenrsT or nanmedTs Ha 20 mg €30Menpasoit, KOKTO Ca NOAABPKATH
croMamHoTo pH Haz 4 B npoawLkeHne Ha Hailt-manko 8, 12 u 16 4aca e 6un croTeTHO 76%, 54% B
24%. CroTseTHITe NPOUEHTH NpY e3omenpaszon 40 mg ca Guma 97%, 92% u 56%.

Hokasaua ¢ Bpn3ka MeKIy HHXHONPAKeTO HA CTOMAUIHATA CEKPElMA H eKCIOIMUMATA IPY
mnonssane Ha AUC Karo pedeperTed nokazaren 3a IUia3MEHATA KOHUCHTPRIHA,

Hsnexysane Ha pedayke-e3odarur ¢ ezomenpason 40 mg ce sHaGmoaasa npudiusurento npu 78% or
TASHEHTHTE CACA YeTHPH CeaMMITH 1 npu 93% cnepn oceM ceaMuild.

Enuocenmiriio nevenue ¢ esomenpason 20 mg Asa MsTH JHEBHO H ROAXOMALIM 2aHTHOHOTHIIE BONM
Ao ycneiusa epanukauns Ha H. pylori npn npubnnsurento 90% ot nanuedTHre.

Cnen neuexne 3a epajHKaLMA B TIPONLIDKEHNE HA eTHA CEAMHIA Ce CYHTR, H€ HIMA HYX[a OT
NOCAEABAIa MOHOTEPalTHA ¢ aHTHCEKPETOPHH J1eXapcTsa 3a eieKTHBHO HIEKYBaHE HA A3Ba U
OTCTPAHABAHE Ha CHMITTOMMTE NPH HEYCIOMHEHH NYOSEHATHH A3BH.

B pasgoMu3HpaHo, ABOHHO-CAANO, INAUCGO-KOHTPONMHPAHO KIKHHYRO NPoy4YsaHe, 764 NalHeHTH ¢
CHAOCKOTICKH NOTBBPAEHO KbPBEHE OT NENTHYHA A3Ba, ¢4 OMTH PAHIOMHIHPAHH /1A NIONYyuaBat
HekcuyM undyznoden pasreop (n=375) unu mnaueto (n1=389). Crea enzocKkoncxa xeMocTaia, B
mponb/ukeHHe Ha 72 Yaca nalMeHTHTe nonyqasany mny 80 mg esoMenpalon uaTpabsedosna uHbyIns
3a 30 MHH. ¢ nocaeaBama HenpexbeHaTa HHGY3HA oT 8 mgsh, i nnaueGo. Cren HavanHus NepHoOA
0T 72 4aca, BCHYKH NANMEHTH NOY4aBaH B NPOIRDkeHde Ha 27 aud 40 mg nepopanen Hekcuym 3a
KCeauHHa Cynpecns. [IpoLeHTET Ha MOARA Ha TIOBTOPHO KEPBEHE cliel mo-Mauko ot 3 auu, 6wt 5,9%
B rpynara Ra Hexcuym B cpasHerme ¢ 10,3% B wiaueSo-rpynara (p=0,0256). Ha 7-us u 30-us aex
Ciiell IPHKIOYBAHE Ha NEYSHHETO, NPOUEHTET Ha NOABA HA MOBTOPHO KHPBEHE B rPYNATA Ha
HekcdyM cripaMo rpynara Ha nnanedo 6un croTBeTHO 7,2% cripamo 12,9% (p=0,0096) u 7,7%
crpamo 13,6% (p=0,0052).

o Bpeme Ha neueHHe ¢ ARTHCEXPETOPHM NIEKAPCTECHH NPOAYKTH F'ACTPHHA B CEPYMA C¢ MOBKINIARA B
OTTOBOP HA MOMIDKEHATA KHCEIHWHHA CeRpella. B pesyaTar Ha HaMATEHAT2 CTOMAIAA KHCENHHHEOCT

<e nosMillana ¥ HEBOTO Ha CgA. TTomnenoro HuBo Ha CgA MOzke A8 NOBJIHAE HA U3CJICARAHMATA 32
HECRPOCHAOKPHHHH TYMODH.

Hamrigure nybnuxysany JaiHK NOKA3BAT, Ye MPHIATAHETO Ha HHXHOMTOPH HA NIPOTOHHATA NIOMIIa
TpsOBa /la Ce IPeyCTAHOBY MeXIly 5 HU M 2 ceAMHUM npeay wamepsane na CgA. Tosa ce npasu ¢
ien nueara Ha CgA, KOMTO MOraT a ca NBHK/IHMBO TOBHIUeHH chier nedenne ¢ WITTL, na ce
BB3CTRHOBAT JI0 PSDEPEHTHUTE CH [PAHHUM.

Kakto npn nena, Taka ¥ Npy BLIPACTHH NPH MPOSBDKATENHO REHEHHE C £30MENpason ca
Habumopasany nosuives 6poii ECL, BepoATHO CBEp3aKH ¢ HOBHILEHHTE CEPYMHEN HHBA HA TACTPUHA.
Cunra ce, e Te3H HAXOAKY HAMAT KIHHAYHA 3HAYUMOCT.

Ito BpEME HA NPOIBRDKUTENHO ACYeHE ¢ AaHTHCCKPETOPHH JIEKapCTBa ce crO01IABA 338 M3BECTHO
YBCIHYEHHE HA YECTOTATA HA 110ABA HA KHCTO3HO-ASTCHCPRTUBHH NPOMEHH B CTOMALl
Te3n IMPpOMEHH Ca CIEACTRIRE OT NPOABIDKUTCIIHOTO KHXHGHP&H& HA KHCCITMHHATA CEeppl
CUHTA, Y€ TE €a noﬁpoxaqecmeuu.

TompkeHaTa CTOMAITHATA KUCENIMHHOCT B PE3YNTAT OT PasiHdHH BB3ACHCTBHA, BRINS
HHXHOHTOPH Ha IPOTOHHATA NIOMIA, BOJM JI0 HapacTRaHe Ha 6pod Ha Gakrepunre, |
obHTaTeNH Ha rACTPOHNTECTUHASIHUA TPAKT, B cToMaxa. Teparuara ¢ HHXMOHTOPH ¥
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TIOMINIA MOXE Ja JOBE/e A0 JIEKO ROBHIICH PHCK OT CTOMAITHO-YPEBHH WH(EKIMH, KATO TAKHBA,
npyyrHesH ot Salmonella u Campylobacter, a npH XOCTHTATM3HPAHK NALMEHTH - BB3MOKHE Ca ChIIO
M TaKuBa npuaviHenn ot Clostridium difficile.

HHYHA €& CH 30ACHOCT
B 1pe KTHHHUNM IINUTBAHKA B CPABHERHE ¢ paHHTHAMY, HekciyM noxasea no-nofsp edexr npu
JieueHHe HA CTOMALIHA 93B3 Npy naimeHTH npuemamu HCTIBJL, sxmounrenno COX-2 ceneKkTHRHA
HCIIBJL

B 1pe xnMHMYHE M3IHTBAHHA B cpasHeHue ¢ miane6o, Hekcuym noxassa no-5oGup edexr ipu
OpOQHIAKTHKE Ha CTOMANIHA H {yoaeHanHa 138a npy namuet ka HCIIBJI (1a ew3pact > 60 w/wi ¢
npesHinsa 13pa), sxmounrenno COX-2 cenexrusnn HCTIBJL

HeanaTpyusa NONyIALMSA

B npoy4pase npu nematpyuay nasuueHTy ¢ FEPB (2 Br3pact < 1 jo 17 ronuum), npuematiy
AWITOCPOYHA TEPANHA ¢ HHXUOHTOP HA MPOTOHHATA oM, 61% OT neuaTa ca paIBHNK JeKa CTefex
ECL-knerrypa Xunepnnasus ¢ HeWIBecTHA KIHHIMHA 3HAYMMOCT ¥ Gea passutHe Ha aTpoduteH

FACTPHT KB KAPUMHOHAHH TYMOPH,

5.2 <dapmakoKEHeTHIHH CBOHCTBS

AGcopbuwa

Ezomenpaion ¢ naGuieH B Kucena cpeaa # NOpajJi TOBa Ce [PUJara NepopaiHo BBE BHA He
CTOMAIHO-YCTOMYKBH rpaHyxu. [Ipespsmaneto B R-n3oMep in vivo e BesuaunTtenno. Pezopbuusta
HA ¢30Menpaion € OBp3a, KATO MAKCHMATHHTE I1A3MeHM HYBA c¢ Hallloaasat NpHEIH3HTETHO

1-2 vaca cnen npHema. AGcomoTHaTa GHORANHYHOCT ¢ 64% Cnex eaMEWYRA A03a oT 40 mg U ce
nopxmasa 10 89% ciea MHOroKpaTHo npIoKeHNe BeOHBX AueBHo. [Ipu 20 mg ezoMenpason
CHOTBETHHTE CTOHHOCTH ca pecrieKTHBHO 50% H 68%.

EnnoBpeMenroTO IpHEMaHE © XpaHa MoxKe Aa 320aBH B Hamany pe3opOLMATa Ha e30Menpasos,
BBIIPEKH Y€ TOBA HE OKA3Ba 3HAYHMO BIHAHHE HA ¢EKTa HA e30MENPA30N BEPXY CTOMAIIHATS
KHCENHHHOCT.

Pa3 eleHHe
OBembT Ha pasnpelelicHAE B PABHOBECHO CHCTOSHHE NIPH 30PARHA NHLia € pubmmurenuo 0,22 kg,
E3omMenpasol ce cBLp3Ba ¢ IJIA3MEHHTE BPOTeHHH B 97%,

Enorpanchopmauns

Esomenpazon ce MeTaGonM3Hpa HABIIHO OT CHcTeMaTa Ha MHToXpoM P450 (CYP) T.e. ot HeroBuHTe
nsomepd CYP2C19 u no-Manko or CYP3A4. OcroBrata 9acT OT MeTalonuaMa Ha €30MENpason
3apucH oT nojmmophrus CYP2C19, orrosopen 3a oGpazyBaHeTo Ha XMAPOKCH- W EIMETHII-
meTabomuTy Ha e3oMmenpason. QcTaHanarta YacT SaBHCH OT Apyr cneduued wioeHsum - CYP3A4,
OTroBOPEH 33 00pasyBaHETO Ha e30Menpa3on cy GO, OCHOBHHAT MeTabonuT B NAA3IMarta.

Enuvunupane
Tloxasarenure no-aony 0TpazABaT NpeAUMHEC GapMAKOKHHETHKATE Ha JIHLIA ¢ DYHKIMOHHPALI

CYP2C19 en3um, eKCTEH3MBHH MeTaGoIIH3aTOPH.

ToranuuaT nnasmen KIMpPEHC e okono 17 Vh caen exmursa g03a 1 oxono 9 I/h cnesy MEOTOKpaTHO
apunoxeHne, [L1a3MeBHsT NOMYXHROT € OKONO 1,3 Y CIe MHOTOKPaTHO NPIIAraHe BeAHEHX

KyMYIHpaHE NIPB NPpHEMAHRC BEIHDXK JTHEBHO.

I'nasruare MeTabonuTy Ha e30MeNPa3oN HAMAT eeKT BupPXY CTOMALIHATA KHCE
Hourn 80% ot mepopanHaTa 033 Ha e30MENpPa3oll ce EKCKPETHPAT N0 POpMATY
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Jiunetinoct/HeaunelinocT

PapMaKOKHHETHKATA HA €30MEITPR20]I € HACISABAHA IIPH J03H 0 40 mg apa iTETH AHEBHO. [Li0mmTa
TIOZ KPHBATA KOHIEHTPAlHA-BPEME CE YBE/IHUABA IIPH MHOTOKPATHO NPHIAraHe Ha €30MEnpason.
ToBa yBemuuenne 3aBHCH OT A03aTa d BOIM AC NOBeYe OT NPOTIOPIMOHANHO Ha J03aTa YBETHMCRHE Ha
AUC cnen mHOroxpaTHo nprnaraqe. Tasy 3a8HCHMOCT OT BPEMETO W J034TA €€ JH/DKH HA HAMAICHAES
Ha MeTabonu3Ma Py THPBO MPEMHHABAHE H HA CHCTEMHHS KIMPHHC, BEPOSTHO MPHUKHEHH OT
unxubupanero Ha exsama CYP2C19 ot esomenpason w/HiH HeroBus CynOHOR MeTabOJHT.

Coenuajisy rpyns DagHed T

Crabu memabonuzamopu

HpuGmusatenno mpu 1-2% or nonynatmdara nuncea ysaxudonupam CYP2C19 ensum 1 1e ca
HapeaeHd cnabu MeTabonuszaropy. IIpH Te3d nuua MeTaGONHIMEBT Ka €30MEINpa3os BEPOSTHO ce
Karanusupa apemmuo ot CYP3A4. Cnen MHOrOKpaTHo QipHiarade Ha 40 mg e30Menpa3on BeIHbK
AHEBHO CPERHATS IUICLY JI0] KPUBATA KOHICHTpauMs-speMe ¢ Ouia mpubmmsurenno 100% no-ronama
npu cnabure MeraGonn3aTopy, OTKONKOTO IpH MAanaTa ¢ Gyuxumonspau CYP2C19 enzum
(ekcTen3uBHH MeTabonn3aTopH). CpeHUTe MAKCUMANTHY TUIA3MEHH KOHLIEHTPAIH ca 6HH
NIOBUIUEHH ¢ 0koi10 60%. Tean HaXoNKH HAMAT OTHOLUEHHE KEM JOZHPAHETO HA £30MEnpPasol.

Ilon

Cnien enHokparso npriarase Ha 40 mg e30Menpason cpeAvaTa IO 0/ KPHBATE KOHUSHTPalIHs-
Bpeme e npubaniuTenHo 30% no-roiimMa npy xkeHn, OTKOAKOTO Npy MExe, He e ycTanopeHa nonona
pa3nuKa Ciiei MHOTOKPATHO MpUaraHe BEAHEXK NHeBHO, Te3n HAXONKH HAMAT OTHOMIORHE KBM
QO3HPAHETO HA €30MENPA30IL.

Yeproopoluo yepexcoarne

MeraGonnimeT Ha e3oMenpason npH GoMHH ¢ JIeKO 40 yMepeHo Hapyumiena GYHKIKA Ha depHHs Apo6
moxe na Onne iomen. Crenenta Ha MeTaboNHRNpaHe e HAMAJIEHA NP NIAIMEHTH C TEXKKO YBpPEacHa
YepHOAPOOHA PYHKUMA, KOCTO BOAH [0 YABOABAHE HA IUICLITA NOJA KPUBATA KOHLIEHTPALMA-BPEME Ha
e3omenpasoi. [fopanw TORA NPK MALRIEHTH ¢ TexKa aucdyHkims He TpaGRa fa ce NpesUiiasa
MaKcHManTHaTa jo3a oT 20 mg. Esomenpozon # rnasuire My MeTaGONMTH He NOKAZNAT TCHACHIIHA 38
KyMYJIHpaKe NPH TIpHeMaHe BEIHBRK THEBHO.

Brvbpeuno yepescoane

He ca npopexnamy Npoy4Basus MpH NaigeHTH ¢ Hamaneka Gx0peuda Gpyukima. Trif kato npes
Bu6peuTe ce MIBLPIIRA SKCKPELHATA Ha METaGOMHTHTE HA €30MENPAZ0N, HO HE ¥ SIMMHHHPAHETO Ha
H3XOQHOTO CHEIHEHMNE, HE C& OUAKBAT MPOMEHH B MeTaboIHIMa Ha €30MeNPa3son MPH NAUMEHTH ¢

yBpenena OBOpedna Qyuxims,

Cmapuecxa ev3pacm
MetaboausMBT Ha €30MENPa3oNt He Ce NPOMEHS 3HAMHTEIHO NPH NAUMEHTH B CTAPYECKA BHIPACT
(71-80 roapum).

Heduampuuna nonyaayus

FOrowu na evspacm mexcoy 12-18 2odunu:

Cnen Maorokparer npaeM Ha 20 mg u 40 mg ezomenpason, obiara exkcoszdums (AUC) 1
MOCTHraHe Ha MaKCHMAHA IL1a3MeHa KOHUESHTPAUMA (tmax) TIPR AeLa MeXKIy 12- u 18,
BB3PAcT ¢ca CHH3IMEPHMH Ch¢ CTOHHOCTHTE HabMOAaBaHN TIPH BE3PACTHY NaliKe
IOO3HPOBKH Ha e30Menpasoll,
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5.3 [Hpeaxasunyns AARHN 33 GelonacHocT

HekmuHKaHN AaHHH OT KOHBEHIMOBAIIHY NPOYYBAHKA HE YCTRHOBABAT HAKAKAH OCODEHM PHCKORE 32
YOBEKA BB3 OCHOBR Ha drapMaxonoryysa 6e30nacHOCT, TOKCHMHOCT CIed MHOTOKPATHO TpETHpaHe,
FEHOTOKCHYHOCT, KRHIEPOreHeH MOTCHIMAN, TOKCHYHOCT MO OTHOIIEHHE HA PENPOTYKTHBHOCT
pasBuTHe. HeskenaHH leKapCTBEHH Peakitii, KOMTO He ca HaG/iofaRaHy B KHHAYHH NPOYBAHNE, HO
AREHTH(GHUMPAHH IPH KHBOTHM (IPH HHBA HA EKCTIOZNINA GN3KY A0 Te3H OT KAHHWIHH NpOyIBaHHS
¥ ¢ BB3MOXKHA BPB3KA ¢ KIMHHYHOTO NPHIOKEHME €A KAKTO CNeIIBA:

HzcienBanusTa 3a KAHIEPOreHHOCT IPH IIBXOBE, HIRLPLUSHH ¢ PALSMIMHATA CMEC, C& TT0Ka3aIH
XHNEpNNaus Ha cromainaute ECL-knetin # kapauHouIy. Teszn cToMalHy edexTH Bpu RTEXOBETe
€€ JIBJDKAT Ha NPOIWDKMTE/IHATA HIABCHa XHIIEPTaCTPHHEMHSA BCICACTBIE HA HAMAICHATA MPOXYKIMA
Ha CTOMall¥a Kucennna u ca Habmogaranu crell MPOTLDKHTENHO TPETHPAHE HA IUTEXOBE C
HHXHOUTOPH Ha CTOMAIIHATA CeKPEiHA.

6. GAPMAHEBTHYHH JARHH

6.1 CpnBcpk Ba DIOMOMHATE BEHIECTBA

I'nuueponos Mosocreapar 40-55

Xunponosa

Xunpomenosa

Kenezen okcia (tabnerkn 20 my: veppennkaso-kadss # xwar) (E 172)
Marnesues creapar

Cenonsmep Ha MeTakprIosa KHcenaHa-eTiwiakpanar (1:1), 30 npouentha gucnepcus
MukpokpHucTanHa Uemrynosa

CunTeTHYeH napadun

Makporomu

IlomucoptBar 80

Kpocnorunon

Harpuer creapswidymapat

3axapuH chepn (3aXapo3a 1 LAPSBUYHO HHIIECTE)

Tanx

Turanos znoxcn (E 171)

Tpuerwios uurpar

6.2 HecosMecTAMOCTR

He e npunoxuMo.

6.3 Cpok =& roAKOCT

3 ronuen

6.4 Cnenuanne yeioBHR HR ChAPaHEeRHe

Jla ce cpxpansBa B OpHTHHANHATA ONAKoBka (OmucTep).
Ja ce cpxpansea nox 30°C.

6.5 Bnau ¢hbALPAARAE HE OHAKOBKATA
baucrep o anymunRNeBo GonHo.
Bnucrepun onakosku ¢ 14 Tabnerky,

6.6 Coennannp npeIna3sy MePKH NPH HIXBL{IAHE # pabora
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Hama cneusianHy n3UCKBaHUA 38 HIXBBIIAHE,

Ipunoxenye ¢ racTpanHa coHxa

1. Tlocrapere Tabnerxara B NOAXOAAMIA CIPRHIOBKA H HANE/IHETe CIIPHHUOBKATA ¢ PUGTHINTENHO
25 ml pona u npubnusnTesHo 5 mi p3ayx. Tosa e HeoBxoauMoO, 34 [ Ce NPEAOTBPATH
3aNyIIBAHETO HA COHJATA OT TOMM4eTa 0T Tabnerkarta.

2. He3aGaBHO pasxiiaTeTe CIPHHIOBKATS 32 OKOJNO 2 MHHYTH, 32 Aa pasTBOpuTe TabreTKAaTa.

3. 3anprikre CHPUHUOBKATA WINPABEHA CHC 3A0CTPEHUA KPAl HArope H IPOBEPETE JanH He ©
3aMyIHCHA.

4. Ilpuxpenere cnpHHIOBKATA KbM COHAATA KaTO NPOIBLKHTE 12 1 ABPAKHTE B CHIIOTO NMONOKEHHE.

5. Pasknartere CNpHHUOBKATA ¥ A HACOUETE C BBPXA Hajony. Mmwkexnpaitre 5-10 ml eanara 8
coHaata. Wssanere cipHHIOBKATA Cile/l HEDKEKTHPaHETO H 3 padkiareTe (CNPHHNOBKATa TpalBa
22 ce ABPKH CHC 3a0CTPEHM KPpail HArope, 3a Aa He C¢ 3aIyIn).

6. OOnLpHeTe CIPUHNIOBKATA ChC 380CTPEHMA Kpal COYEI HANOAY H BEHATA HEDKEKTHPAHTE olie
5-10 mi B conpara. [TosTopete Ta3n npotieAypa AOKATO CHPUHLIOBKATA CE M3IPAIHH.

7. Axo HMa HyXK/a g ¢¢ OTMHE BEIIECTBO, KOETO © OCTAHATIO B CIPHHLIOBKATA, HAITB/IHETE

COpHHLIOBKATa ¢ 25 ml Bofia ¥ 5 ml BE3NYX ¥ NOBTOPETE 11€Ta CTHIKE. 38 HAKOH COHAH Ca
HeobxoaumMu 50 m! Boza. _

7. IPHTEXATEJ HA PASPEIIEHUETO 3A YIIOTPEBA

Grinenthal GmbH,

Zieglerstrale 6,

52078 Aachen,

Tepmanus

8. HOMEP(A) HA PASPEINEHHUETO 3A YIIOTPEBA

20020294

9.  JATA HA ITHbPBO PASPEIHABAHE/ITONHOBABAHE HA PASPEIIEHHETO 3A
¥YIIOTPEBA

Jlata Ha mepso paspewwarane: 03 denpyapu 2002 r.

JHara wa mocienso noguorgpage: 25 onn 2007 ¢,

10. JATA HA AKTYAJM3HPAHE HA TEKCTA

TloapoGHa uigopMalliA 38 TOIM IEKApCTREH NPOIYKT € NpesocTaBeHa Ha yebcaiira
HanwenxwuTeHaTa areHUMA MO AekapeTBaTta: hitp://www.bda.bg.

.......
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