1. UME HA JEKAPCTBEHHSA NPOAYKT

Hexcuym 40 mg croMamHo-ycroHainBH Ta0neTkH
Nexium 40 mg gastro-resistant tablets

2. KAYMECTBEH H KOJIHYECTBEH CBCTAB

Beaka cToMamHO-yoToMumBa TabneTka cbaepka 44,5 mg e3oMenpason MarHe3HeB TPUXHApAT,
eKBHBa/leHTeH Ha 40 mg e3oMenpason.

Tomommo(y) semecTro(a) ¢ H3BeCTHO NeHcTBHE
Bceska croManiHo-ycrotiinea Tabnetka ceabpika 30 mg 3axaposa.

3a mTEJIHAA CNHCEK Ha IOMOIIHHATE BELISCTRA BHXKTE TOUKA 6.1,
3. TEKAPCTBEHA ©®OPMA
Cromanrso-ycroiunsa TabineTka

Po3osn, mpoaABIroBatH, GHKOHBEKCHH (QruiMHpaHu TabneTku ¢ rpasupalo 40 mg BbpXy eaHATR CTpaHa H
A/EI - BpXy Ipyrara. T
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I'actpo-ezodarecanna pedaykcua Gonecr (FEPB)
o JleueHue Ha epo3uBeH pedrykceH e3odarut.

¢ IpoawmpkuTenlo ieveHye Ha NAlMSHTH ¢ O3APABAA €30QaruT 3a NPeIOTBPATABAHES HA PELIHIHB.
e  CuMmToMaTHIHO JeuyeHue Ha racrpo-e3otdareanta peduaykcha Sonect ('EPB).

4. KJIMHAYHH JAHHHA

B xominBanug ¢ NoAX0AANa AHTEGAKTEPHAIHA TEPANCBTHYHA CXEMA Ha JIeWeHHe 33 ePAIHKANMA HA

Helicobacter pylori & nocTuranse na:

*  3a3npassABaHe Ha AyoJeHauHa 13Ba, cBbp3aua ¢ Helicobacter pylori n

o TlipefoTspaTsBaHe HA PelMAWB HA TICNTHYHH A3BM TIPHM NALMEHTH ¢ A3Ba, cBLp3aHa ¢ Helicobacter
pyilori,

TMaupenTy HAYKAREWH Ce OT NPOSLDKHTETHA Tepanufl ¢ HECTEPOHAHH NPOTHEORBLINAIUTENHH

Jexaperea (HCTHIRBJD)

¢ 3anpasssade Ha CTOMAILHa 9383, CBBp3aHa ¢ neyenme ¢ HCIIBJL

e IIpodunakTuka Ha CTOMamHA B IyoJeHamHa #3Ba, npuunHeHd ot sedenue ¢ HCIIBJI mpu puckosw
TIAIUEHTH.

HoaanpkaHe HA XeMOCTAZATA M NpeBeHIHH HA MOBTOPHO KbPBeHe NPH CTOMANIHA HJIH [yOXE€HATHA
A3BA C/Ie] JedeHHe ¢ HRPY3HOReH pasTeop Ha Hexcnym.

Jledenne Ha ceaApoM Ha Zollinger-Ellison

HexcuyM TabneTky ca nmoKazaHH TIPH FOHOIIK HAJ 12 rOJMMIHA BB3PAcT 3a:
I'acTpo-ezopareanna pedurykcna 6oaecr (I'EPB)

o JleueHwe Ha eposuBed pedutykceH esodarnr.

¢ [IpogkmKUTENIHO IEYSHME HA TIALUEHTH C 03/IpaBiil e30(aruT 3a npeoTBp
¢ CHMITOMATHYHO JIEY€HHEe Ha racTpo-e3odareanta pedayxcua 6onect ('EP




4.2. lo3BpoBKa R HAYER A2 NPHIOKCHAE
O3MPOBK;
Bw3pacmuu

TacTpo-esodareanna pedaywrcaa Gonect ('EPB)

» JleneHue Ha epo3MBeH pednykc-e3oharwt
40 mg BeNHEK JHEBHO B MPONL/DKCHHE HA 4 CEIMKLIA.
[Mpenopsusa ce AOMBIHHTENHO 4-CEIMMYHO NEYEHHE NMPH NAUMEHTH, NPH KOMTO €30(arWThT HE €
3a37paBAT WM CHMITTOMHTE EPCHCTHPAT,

o II JIHO JIeYCHHE Ha NAIHEHTH ChC 3a31paBin e30(haruT 3a NpenoTBPaTIB a B
20 mg BeaHBK NHEBHO,

s« CHMUTOMATHYHO JeYeHHe Ha racTpo-esofdareanya cHa Gopect (TEPH

20 mg peaAwbk AHSBHO NpH MauueHTH Ge3 e3odarut. AKo HE €& IOCTUTHE KOHTPOJ HA CHMITTOMHTE CIIe[T
4 cepmuup, NanMeHTHT Tpabea fa ce micaenpa NonMwiHMTENnHo. ClEN Karo CHMIITOMMTE OT3BYYAT,
HOCTIEABAIll KOHTPOJI HA CHMITTOMATHKATA MOMKE [id C€ AOCTHIHE KaTo ce B3emar 20 mg BEIHEXK JAHEBHO.
Tlpu HeobxoaumocT Morat aa ce npueMar 20 mg BeAHBK JHEBHO, KOrato ¢ HeoOXoaumMo. IIpy manyeHTH
nekysanH ¢ HCIIBJI, npu xoMTO € HANHLE PHCK OT Ppa3BHTHE HA CTOMAallHA A3B3 M 3Ba HA
JBAHAIECETONPLCTHHKA TIPH TIOCTICABAMIHA KOHTPON Ha CHMIITOMATHKATA HE C€ NIPENOophYBa PEAHM Ha
npHeMaHe Ha TeKapCTReHHA MPOAYKT IIPK HYXKAa.

B xomGEHanASA ¢ N0AXOAAMIA aHTA(AKTEPHAIHA TepaNeBTHYHA CXeMa HA JieMeHHe 34 epaAHKANME
ua Helicobacter pylori u

s 3a3gpaBABaHE HA AyOJACHATHA 4384, cBHp3aHa ¢ Helicobgcter pylori n

s [ipenoteparspane Ha peryaMB HA NENTWYHM J3BK NPH alMeHTH ¢ $3Ba, chbp3ada ¢ Helicobacter
pvilori.

20 mg HekcuyM ¢ 1 g aMOKCHIMIHH H 500 mg K1apHTPOMHIMH - BCHYKHMTE [Ba IIBTH JHEBHO B
NPOOBIDKEHHE Ha 7 JHM.

HauuenTn, HyxAaeMH ce 0T NPOAb/DKHTENBA Tepanns ¢ HCIIBJI
e 3aznpaBaABaHe HAa CTOMAIIHA %382 ¢Rbp3aHa ¢ HCIIBJI: O6uuaiinaTa 103a € 20 mg BEAHBX THEBHO B
npoabIDkende Ha 4-8 cenMuim.
o TIpodHnakTiKa Ha CTOMAIIHA W AYyOAEHANHA f3Ba, npuuuHeHH oT NeweHue ¢ HCTIBJI npy puckosr
HAUHeHTH; 20 mg BeARLK JHEBHO.

Hoagnpxane Ha XeMOCTA3aTa H NpeBeHIHS HA NOBTOPHO KbpBeHe IPH CTOMAIIHA HAH JY0[deHANAA
f3Ba clie] JeueHne ¢ HHdy3uoneHn pasTrop Ha Hexcuym

40 mg BenmxK JHEBHO 3a 4 ceamuith. IleproasT Ha nepopanHa Tepanus Tpadpa Aa 6bAe MpeaxoxaaH ot
KHCENHHHO-cynpecHpauia Teparmus ¢ HekcuyMm 2a undysus 80 mg, karo Gonyc-uHgysud 3a 30 muH.,
MOC/IEARAHA OT HElPEeKbCHATA HHTpaBeHo3Ha uudy3ua or 8 mg/h B npogsmkenwe Ha 3 auu (72 4), BrXKTE
KXIT va HekcHym mipax 3a HEDKEKIWMOHECH/ MH(Y3HOHEH pasTBOp,

Jleuenne #a cuuapom Ha Zollinger-Ellison
IIpenopbuBaHaTa TepBoHauagHa Ao3a € Hexcuym 40 mg asa metu AHesHo. B noclencrs#e Ho3HPOBKATA
Tpa6Ba aa Gwae chobpaseHa ¢ MHIUBHIYATHUTC HYXKOH H JICYEHHETO Aa NPOALIKH B 3aBHCUMOCT OT
KIHHAYHITE MOKa3aTemd. B3 OCHOBA Ha HATMYHMTE KIHHHYHM J3HHHM NO-TomA . JIALIAEHTUTE
MoraT Aa 6bIaT KOHTponupaHH npu fo3u o 80 1o 160 mg e30Menpason AHSBHO
IHEBHO, Ro3ata TpaGBa Ja ce pasfesaM B 1Ba NpHEMa Ha JieH.

CrenvanHy TOMy Iapg

Bvbpeuno yepeacoane



He e HeoOxonuMo kopurupaHe Ha 103aTa TPH NalBeHTH ¢ yBpemeHa OnOpeuna dynxuma. [lopamu
OTPaHHYEHHS ONHT NPH NAIMEeHTH ¢ Tekxa GbOpeyHa HeNOCTATHUHOCT, TaKMBa MauMEeHTH TpabBa Ha ce
JIeKyBaT BHUMATENHO (BXK. TOuKa 5.2).

Heproopobro yapeoicoane

He e HeobxoqMMO KOpHripane Ha 03aTa [PH NALMEHTH ¢ 1ex0 IO YMEPeHO 4epHoApoGHO yBpexaaHe. TTpu
fIAUMEHTH C TEeXKO 9epHOIpOOHO yBpexnaHe He Tpabpa Oa ce HaOXBBPJA MakckMaTHa noza or 20 mg
Hexcuym (Bxk. Touka 5.2).

Trit kKaTo GHOHATHYHOCTTA H BPEMETO Ha MOMYKHBOT B IUIA3MAaTa HA OMETIPa3oN ¢a yBeJWYeHH, JHEeRHA 1038
ot 10-20 mg mMosxe na 6Bae JOCTATHYHA.

Cmapuecka sv3pacm
He e Heo6X0muMO KOpPHrHpaHe Ha A03ATa NPH NALHMEHTH B CTAPYECKa BB3pact.

Tleouampuvna nonynayun
FOnowu nao 12 zoouuna evspacm

Tacrpo-esoareanna peduaykcna bonect (I'EPEB)

o Jleyenre Ha epo3uier pediaykc-esodarur
40 mg BegHEK AHEBHO B MPOIB/DKEHHE HA 4 CEAMHLIH.
TIpenopbuBa ce MOMBIHATENHO 4-CEAMHMHO JIEUCHHE TPH MAUMEHTH, TIPH KOHTO ¢30(arHThT HE ©
3a3APABI HIH CHMITTOMMTE IEPCUCTHPAT.

¢ Tlpo, HO JeYEHKE HA MTANHCHTH CHC 3830PABANI €30MArHT 34 CHAOTBPATABRAHE Ha PE B
20 mg BEAHBX JTHEBHO.

o CHMIOTOMaTHYHO NeYeHHe Ha racTpo-esodareanta pednykcra Gonect (TEPB)
20 mg BeqHEX JHEBHO NIpW NalHeHTH 6e3 e30QaruT. AKO He Ce TIOCTHIHE KOHTDPON Ha CUMIITOMHTE CIISA
4 cemmMuM, NAauMeHTHT TpabBa Na ce W3cieABa AONBIHHTENHO. CleA KaTo CHMITOMHTE OT3BYYAT,
MTOCNeABAIN KOHTPOA HE CHMITTOMATHKATAE MOXKE 18 C€ JOCTHIHE KaTO CC B3EMarT 20 mg BeIHEX OJHCBHO.

Jleuenue Ha AyogeHanHa 13Ba, upuasnesa or Helicobacter pylori

Koraro ce w3bmpa nopxonsma komOuHWpana Tepamvis, TpaOma na ce sieMar npensu] ohHIHAIHHTE
HAITMOHAIHW, PETHOHAITHH U JIOKANHM HACOKU OTHOCHO OaKTEpHATIHATA Pe3HCTEHTHOCT, NPOXBDKHTEIHOCTTA
Ha nedeHHero (Hali-9ecTo 7 OHW, HO HoHAKora o 14 ppm) u nozxoasmia ynorpefa Ha aHTHOAKTSPHaIHH
areHTH.

Jleuennero Tpadea Aa ce HaOMOJaBa OT CIICITHATHCT.

[Ipenopsyanarta 1038 3a €30METPa30 € CiAeHaTa:

erno O03HpOBKA

p0-40 kg Kombuuanus ¢ nsa anTuonoTika: Hexcuym 20 mg, amMoKkcHIwme
750 mg ¥ wiapuTpoMuiuH 7,5 mg/kg TeaecHO TerNIo ce NpHIAraT BCHIKH 3ae4HO ;usar

IT5TH AHEBHO B NPOABIKEHHE HA ¢HA CeIMHUIA.

40 kg }(ow:ﬁm—rauuﬂ ¢ nea anTuOuoTHka: Hekcuym 20 mg, amokcuummuH 1 g
apurpomMuums 500 mg ce npunaraT BCHYKH 3a€AHO OBA TBTH JHEBHO B
pPONB/DKEHHE Ha €IHA CeMHLA.

Aena noa 12 ronnmua BL3pacr
3a go3upoBKara mpH NanmeHTH Ha BB3pacT oT | go 11 romusd, ce orHecete xbM KXII na Hekcuym
CTOMAIIHO-YCTOHUHBY TPAHY/TH 34 ICPOPATHA CYCIICHIHA.

Hauun Ha npuicxeHye

Boma. He tpsafsa 1a ce u3ioa3sar ApYTH T€YHOCTH, Thi KaTo CTOMAIMHOYCTOHY
pasteopH. PazOnpkaitre, nokato Tabnerkure ce pa3ApobAT H H3NHHTE TEYHOCTTA



B pamkuTe Ha 30 muHyTH. H3nmaxkuere qailiata ¢ NO/0BHH Yallla BoA2 H wirmaiTe cxappicannero. Ilenernre
He Tpsa6Ba I1a ce IHBYAT HITH CMAYKBAT.

[Mpu natmeHTH, KOUTO He MOTAT Ja HOrTBLIAT, Ta0AETKHTE MOTAT Ja C& PA3TROPAT BBB BOJA M PasTBOPET Ja
CE IIPHIIOKH ¢ TIOMOILLTA HA HA30-TACTPATHA COHAA. BaykHo € Ja ce yeTaHOBH nami uabpaHuTe CIIPHHLIOBKA M
COH/Ia Ca NOIXOALIH. 32 NOATOTOBKA W MHCTPYKIIMH 33 NPHICKSHHE BIX TOUKa 6.6.

4.3, IlpoTuBonoKRazaHus

CBPBXIYBCTBUTENHOCT KbM AKTHBHOTO BEIECTBO, cyOCTHTYHpaHu OCH3HMMHIA301H HWIH HAKOE OT
MOMOIIHATE BEIIECTBA, OTHCAHH B TOUKA 6.1.

EnpoepeMeHHO TIpWIOKEHHE Ha €30MeNpaso)l ¢ JleKapeTsa KATo aTa3aHasvp H HReIQHHABHP HE Ce
npernopeyea (BAK. ToUKa 4.5).

4.4, CoenuajHe npeIynpe:xienns H NPeANAIAA MEPKH SpH ynorpeﬁa

TIpu HaTHMuUeTo Ha KAKBHTO K Ja 6Hi0 00e3NOKOHTETHH CHMATOMH (Hamp. 3HauuMa 3aryba Ha terio Ges
HALMEeHTLT /@ CH © TOCTABAJ 3a U PeAYKUHMA Ha TErIoTo, MOBTapAlio ¢e NoBpbUlaHe, AHC(harnd,
XEeMaTeMe3Huc WIH MeNieHa) H B CNydauTe, B KOKTO c¢ M0J03Hpa MM € JHarHOCTULpaHa CTOMAIIHA A3Ba,
TpsabRa A2 ce MIKIHOYM HATMYHETO Ha 30KaY€CTBEHO 3a00iaBane, Thi KaTo nedenrero ¢ Hexcuym mMoxe ga
3aBOANIHpa CUMITOMUTE H N2 3a0ari JHATHO3ATA.

Hpo TTHA a
[Mauperrure Ha APOIBLKATENHO Jieuerte (0COGEeHO Te3H, KOKTO [IOy9IaBaT Tepailus 3a NoBeYe OT FOAHHR)
Tpa0Ba Ja ca nol peloBHO HabMONeHHe.

Jlegenue Npy HYXIa
Ha nappeHTHTE, KOUTO ce nekysar ¢ HekcuyM npH Hyxna, Tpabpa fa ce o0bpHe BHEMAHHE Jia ¢€ CBBpMKAT
He3a0aBHO ¢ JeKYBALHA CH JIeKap, aKO CHMITTOMUTE HM TIPOMEHAT XapaKTepa cH.

Epanuxapug ua Helicobacter pylori

Koraro ce mpeamnucBa ezomenpason 3a epaguxaums #a Helicobacter pylori, Tpabea na ce mMar MNpensun
BB3MOKHHTE IJICKapCTBEHH B3aMMOJElicTBAM Ha BCHUKM KOMIIOHCHTH HAa TpOWHAaTa TepamlHs.
KnaparpomuieE e MomeH HExuGuTOp Ha CYP3A4 um Toa TpsaGBa ja ce B3eMe NpeABHA, Kakro M
APOTHBOMOKAZAHKATA M B3IAUMOAEHCTRMATA HA KIAPHTPOMHLIHHA, KOraTo TPOHHATA Tepanys ce NpHiara npy
NaUMEHTH, KOHTO B3€MAT ENHOBpeMeHHO NPYTH JekapcTBa, Merabomusupamu ce or CYP3A4 (xaro
UH3anpH | Ap.).

CToMamBO-YpeBHH HHpe
TepanuaTa ¢ HHXHOHTOPH HA MPOTOHHATA NOMIIA MOKE Ja JOBEAE JO JIEKO NOBHINEH PUCK OT CTOMAIIHO-
ypeBHE WH(EKLMM, KaTo TaKuBa, PHIHHEHH oT Salmonella w Campylobacter (Bx Touka 5.1)

Abcopbnns Ha Buramy B12
Esomenpason, Kakto BCHYKM JieKapeTBa, ONOKWpalld CTOMAIUHATA KHCEIWHA, Morar Ja HaMajsat

aGcopOuusTa Ha BuTamMyH B12 (1maHokoBanaMiH), mopagu XUHo- HAK axinoXuapus. Toea TpaGea Aa ce uMa
ApeJBHA HPH NANUCHTY ¢ HAMATIEHH TeJJeCHM 3aTIac IITH ¢ pHCKoRH dakTopu 3a HamaneHa abcopOuus Ha
sHTaMHH B12 npy anarocpouna Tepanms.

XunoMarHe3HeMHs
CrobmaBa ce 3a TeXxa XMIOMarHe3HEMMUs IIPH MAUMeHTH, JIEKyBaHH ¢ HEXHOMTOPH Ha MPOTOHHATA NOMINAa
(MIIIT) karo e3oMenpazon B NpOTBDKEHHE Ha TIOHE 3 Mecela, a B [IOBEYETO CIy4aH B
roguda. CepHO3HH NpH3HAIA Ha XHNOMArHesHeMHs KaToO yMopa, TeTaHws, . W
zaMaiiBaHe W KamepHa apHTMHA MOTAT Ja ce MOABAT, HO Te€ MOraT Ja 3anouHgf (Rpws naT
npenedperdath. [Ipy moBeyeTo 3aCerHATH TAUMEHTH, XHIOMATHCIMEMHATY
3aMECTATENIHA Tepanis ¢ MarHesuil H npexparasane npuema sa UL Tipy naumg
OBbAaT Ha MpoABIDKMTENHA Tepanua i kodro Npuematr WM B komOuHaumsa ¢
KOMTO MOTaT Ja MPeJH3BHKAT XMIIOMarHe3HeMHA (Hanp. AMYPETHIIH), 31PaBHM




MMAT mpeABY] M3MEpBaHe HA HUBATA HA MarHesuil npeav sanoysaHe Ha Tepanus ¢ MII u nepuoamuHoO 1o
BpeMe Ha JIEYCHHETO.

Pucx or )i

HMuxuOuropure Ha OpOTOHHATA IOMMA, 0coDEHO aK0 ¢ W3NON3BAT BEE BUCOKH LO3M M 33 ABLJILI TIEPHOA OT
Bpeme (>1 rogusa), MOTaT yMepeHo Aa IIOBHIIAT PHcKa ot $pakTypH Ha GenpoTo, KHTKaTa WIH rpeOHaqHus
CTHIIG, II2BHO MPH NALHEHTH B CTAPYECKA BHIPACT WIH IPH HATHINE HA APYTH M3BECTHH PHCKOBH (axropu.
ObcepBalHOHEHM NPOYYBaHHA MPEATIONATAT, Y¢ HHXMOHMTOpHTE Ha IPOTOHHATA NIOMIA MOTAT A8 NOBHWIIAT
obwus puck ot ¢paxrypa ¢ 10-40%. B HAXOM cmy4aH TOBa MOBHIIEHHE MOXKE Aa ¢ ABIDKH Ha ApYTH
PHCKOBH (akTopu. TTallHEHTHTE ¢ PHCK OT OcTeonopo3a TpabBa 12 NoiydaBaT IPIKH ChilaCHO HACTOSIIHTE
KIMHMYBEH PBKOBOCTBA K TPAOBA 1a UMaT aJI¢KBATeH NpHeM Ha BUTaMHH D # xarnumii,

C H KOMe c epuremaronec (SCLE

Huxuburopure Ha NpPOTOHHATA [IOMIIa Ca CBBP3aHH ¢ MHOTO peaikH cay4aH Ha SCLE. Axo ce fiogear nesuy,
0c0BeHO B YYACTBLIM OT KOXKATE, MITIOKEHH HA CHHUEBH TH49H, M aKO Te ¢a CHIIPOBOLEHH ¢ GONIKM B CTABMTE,
HANMENTET TPAOBa He3a(GaBHO Ja MOTBPCH MEAWLIMHCKA NMOMOI ¥ MEAHIHHCKHAT CTICUHAIHCT CIESOBa A2
obMuciu crnupane Ha npuema Ha Hexcuym. SCLE, HacTemin cnen npeaxonHo nedyeHHe ¢ MHXMOHTOp Ha
[pOTOHHATA NOMNa, MOKe Ja ysenuwyu prcka ot SCLE npu ynorpeba Ha ApyTH HHXHOHTOPH H& TIPOTOHHATA
NoMIIA.

Kombunvpane ¢ ApYrd JeKapCTBEHH NPOLYKTH

PeayaraTH OT mpoyvBaHHa MPH 3ApaBH JOOPOBOIILM MOKA3BAT

dapmakokuHeTHuHo/GapMakoMHAMHYHO B3auMonelicTene Mexay kiormaorpen (300 mg Harosapsamia
No3a/75 mg AHeBHA MOANBpXAIla 103a) U e3zoMenpaion (40 mg nNepopajlHO JHEBHO), KOETO BOAH N0
HAMaJleHa eKCHO3WLMA Ha AKTMRHMA MeTalonuT Ha Kiomuporpen cpemo ¢ 40% m o HamansBaHe Ha
MakcuManHaTa HEXuOHIEa Ha (AQ uugyumpana) TpoMGOUMTHA arperaumd cpenHo ¢ 14%. B3 ocHoBa Ha
Te3W AaHHH, eJHOBPEMEHHO NPUWIOKEHHE HA e30MENpas3on ¥ Komugorpen Tpatea na ce n3barsa. Bk cbuio
Touka 4.5.

KoraTo ce npeanycBa e30MeIpasol 32 JieYeHHe MpH HY:KAa, TpAOBa fa ce HMa mpeaBHll BEIMOXKHOCTTA 34
B3aMMOJEHCTBMA ¢ JPYIH JICKapCTBA, ABIDKAIIA ce Ha (UIyKTYHPAHETO HAa TNA3MCHHTE KOHICHTpaUMH Ha
ezoMenpa3on. Bux Todka 4.5,

Jaxaposa
To3u NpOAYKT CeABPXKA 3axapo3a. llanueHTHTE ¢ PEIKM HACNTCACTBEHM 3a6ONABAHMA W3PasABAIIM CE C

HETNIOHOCHMOCT KbM (ppyKTO3aTa, ¢ MasaGeopOIMa Ha IIOK03a-TANaKTO3a HIIH HEOCTaThIHOCT Ha CyKpasa-
MI0MANTa3a He TPA0Ba fa ynoTpebaBaT ToBA NeKapcIBO.

Hopnygpane Ha nabopaTopHUTE pe3yITaTH

IoeuineHoTO HUBO Ha XpomorpaHuH A (CgA) MOJke [a MOBAMAE HA M3CICABAHMATA 334 HEBPOCHOOKPHHHE
TyMOpH. 32 12 ce M30erse TOBA B3AUMONEHCTBHE, ICUEHHETO C e30Menpasosl Tpabpa Jla ce CHpe BPEMEHHO
Half-MaJKo 3a 5 nHU Npeny onpepenaHeTo Ha CgA (8. Touka 5.1). Ako HHMBaTa Ha CgA M raCTpHHa He ¢a ce
BBICTAHOBH/IH B pe(PEpEHTHATE CH TPAHMLM /€]l HAaYaIHOTO OMpelensHe, wiMepsaHero Tpadea na Ghie
NOBTOPEHO 14 JHH Clel ClMpaHe Ha IeYeHHeTO ¢ HHXMOHUTOP Ha MPOTOHHATA NOMITA.

Coabprkanye HA HATPHIA
To3u AeKapcTEER NPONYKT CHABPIA II0-MaJiko 0T 1 mmol HaTpui (23 mg) Ha TabneTxa, Taka 4e

MIPAKTHYECKH HE ChABPKA HATPHA.
4.5, BaauMopeiicTBHe ¢ APYTA JexapcTReHH KPOTYKTH H IPYTH GopMH HA BIaHMOJeHCTBHE
EdexTn Ha ezoMenpaso BppxXy papMaKOKHHETRKATA HA APYTH JeKapeTRa

IIpomeasnu unxubumopu

3HAYEHHE M MEXAHWIMHTE, KOHTO CTOAT 34/ TE3H B3aHMOASHCTRHA HE BHHAMK Ca
cromamHo pH 1m0 BpemMe Ha IlleueHHETO ¢ OMEMNpPa30d MOKE 18 MPONS



AHTHPETPOBMPYCHHS MENMKaMeHT. JIpyrd Bb3MOKHH MEXaHW3MHM Ha B3auMoZeiicTeHe MoraT ga Obaar
nocpeacteom CYP2CI9.

[Ipd HAKOM AHTHPETPOBMPYCHH MEIMKAMEHTH, KAaTO aTasaHaBHp M HenduHaBHp, ce choOmasa 3a
NOHKKABAHE HA CEpYMHHTe HMBa IIDH CHBMECTEH MPHEM C OMENpPAa3od, MOpalH KOeTO He ¢e Mpenophisa
€AHOBPEMEHHO TpWIOKeHHe. EJHOBPEMEHHOTO TpWIOKEeHHe Ha omenpason (40 mg BeOHBX JHEBHO) C
arazadaeup 300 mg/purorasup 100 mg npya 3apaBy RoGpoBOALH NOHIDKABA 3HAMHTENHO EXCIIO3HIIMATA Ha
arasaHasup (mpubmusurenso 75% mnoHmxapaHe Ha AUC, Cmax u Cmin), YBenndeHHeTO Ha 103aTa Ha
arazaunapup 0o 400 mg He KOMNEHCHpa BIHAHHETO HA OMEMpA30l BBPXY EKCIO3HI[MATAa HA aTa3aHABHD.
Iopanu cxoanute dapMakoTAHAMHIHH edexTH ¥ apMaKOKMHETHYHH XADAKTEPHCTHKH HA OMEMpPason H
€30MeNpas0ll, eXHOBPEMEHHOTO TPHIIOKEHHE HA €30MENpAa3oll ¢ aHTHPETPOBHPYCHH MEIWKAMEHTH KaTo
arazadaeup (BX. ToUKa 4.4) u HenduaaBHp (BX. Touka 4.3) He ce npenoppyea.

[Ipu npyrd aHTHPETPOBHPYCHH MEAMKAMEHTH, KATO CaKBAHABHD, ce chobmiaBa 3a TMOBHINABAHE HA
CepyMHMTE HEMBA., HAKOM AHTHBMPYCHHM MEQUKAMEHTH OCTABAT C HENMPOMEHEHM CEPYMHH HHBA MpH
eHOBPEMEHHO MPIIOKEHHE ¢ OMeNpason.

Memompexcam

Crobliasa ce 3a NOBHIICHM HHBA HA METOTPEKCAT, KOTATO € MPHEMAaH 3aeJH0 ¢ HHXMOMTOPY HA NPOTOHHATA
nommna. IIpy npuwiokeHde HA BUCOKH AO3H METOTPEKCAT MOXE Ja ¢ OOMHCIIM BPEMEHHO MPEKLCBAHE HA
€30Menpasol.

Taxponumye
Hma cpo0HieHns, 9¢ eJHOBPEMEHHOTO DNPHIOKEHAE Ha €30MEMpaio] NOBHMABA CePyMHHTe HHMBA Ha
TAKPOAHMYC,

Jexapcmseny npooykmu ¢ pH sasucuma pesopbyus

[ToTHCKAaHeTO Ha CTOMANIHATA KMCENMHHOCT N0 BPEME Ha JIeYCHHE C €30MENPA30N M APYTH UHXHOWTOpH Ha
NMPOTOHHATA TIOMIIA MOXKE O3 HAMaIM WIH YBEJM4H pe3opOLMATA Ha NIeKapcTBa, 4MATO pe3opbuus e
saBucHMa ot croMawnoTo pH. Kaxkro W npu ynorpebara Ha JpyrH JeKapcTBa, KOHTO TIOHH)KABAT
HHTPAaracTPATHATA KHCETHHHOCT, pe30pOunata Ha eKkapCTBa KaTo KETOKOHA30M, HTPAKOHA30] U epIoTHHUG
MOke na Obhe HaManeHa, JOKAaTO pe3opGlMATa Ha JIeKapCeTBa JHIOKCHH MOXke Aa Oble TMOBHIIEHA YpH
NIEYEHRE ¢ e30Menpasol. EAHOBPEMEHHOTO NPHIOKEHHe Ha oMenpason (20 mg AHeBHO) d JHUTOKCHH HIPH
3apaen Ho0poBONIM moBWmIara GHoHanuuHOCTTAa Ha auroxcHH ¢ 10% (go 30% npu apama ot Jecer
AoOpoBOILIM).

Jexapcmeenu npodyxmu, memabonuzupanu om CYP2C19

Esomenpason waxubupa CYP2C19, ocHOBHHAT en3uM, MeTabonusupanl e3omenpason. ITopanu ToBa, korato
e3oMernpazon ¢& KOMOHHHMpA C JEKapCTBEHM NPOAYKTH, KOMTO ce MeTaGommsmpar or CYP2C19, xaro
MasenaM, UWTANONpaM, HMHTIDAMMH, KJIOMHNIPaMHH, QEeHUTOHH M Ap., INIA3MCHHTS KOHUCHTPAIHH HA Te3H
NeKapeTBa MOXKE [a Ce yBelIM4aT M 4a ¢ HaNoKH HaMalieRue Ha Jo3aTa. Tosa TpabBa ma ce uma npeasun,
0coDEHO KOTATO ce IPeATcBa 3a JIeYeHHe ITPH HyXK/a.

Juazenam
EnsoBpeMennoro npwioxkehe Ha 30 mg esomenpason € joseno Ao 45% HamalieHHe HAa KIMPHHCA Ha
cy6erpati na CYP2C19 ma auaszenam.

Denumonn

EnnoBpemMeHHOTO npuinoxeHHe Ha 40 mg esoMenpason € fopeno Ao 13% yeenumueHue Ha Hak- HUCKUTE
IU1a3sMeHH HHBa Ha (eHNTOHH Ipu Ooanu ¢ emunencus, Ilpenopryupa ce MOHUTOpHpaHe Ha TUA3MEHWTE
KOHIICHTPALHH Ha QeHHTOMH NPH 3an0YBaHe WIH MPeKLCBAHe HA JIEYCHHETO C €30MENPasot.

Hunocmazon
Omeripazorn, KaKTo H eomeripason, gelicrsar karo naxuburops Ha CYP2C19. Ome
KPBCTOCAHO NpoyvRaHe B o3k oT 40 mg nipu 3apasyu soGposonmuy, yeenuaasa Cm
C¢BOTBETHO ¢ 18% M 26%, a eMH OT HETOBHTE AKTHRHH MeTAOONKWTH CHOTRETHO ¢

Luzanpud



ITpu 3apasu KOCPOBONUH CAHOBPEMEHHOTO npwioieHne Ha 40 mg esomenpason e zoBesno no 32%
YBEJIHUSHHE Ha IIOIITa noj kpueara KoHueHTpalma-speme (AUC) u no 31% yawpkasaHe Ha BpeMeToO Ha
NONyAKHMBOT (ti2), HO He € HalIIONaBaHO 3HAYHMO YBEnH4aBAHE HA MAaKCHMATHHUTE IUIA3MeHH HHBA Ha
mpsanpus. Jleko yapmxearaT QTc uHTepBan, HabMoaasaH CJIef CAMOCTOATENHO NPHIOKEHHE Ha [H3anpu,
HE Ce € YBE/HMUW1 JOMBIHUTENHO, KOTaTo [i3anpu e OBn nageH B KOMOHHALIHS ¢ €30MENPa3c (Bk. H TOUKA
4.4).

Bapdhapun

B paMKKTe HA KIHHHYHO OPOYYBAHE BPEMETO 3a KOAryJaLws MPH NALMeHTH IpHEMallM efHOBpeMeHHO 40
mg e30Menpazon u Bapdapus He NPeBUIIARA JOIYCTHMHTE cTolHOCTH. Bhripekn ToBa, cliea paspeliaBaHeTo
3a ynotpeGa, ca HAOMIOAABAHW HAKOJIKO M3OMHPaHK CAyYas ¢ KIMHHYHA SHAYHMOCT HAa MOBHIICHO HHBO Ha
INR. Tpenopsusa ce jiekapcko HaGmOAeHHE Ha NALMEHTHTE, KOMTO 3a1109BaT | NMPEKPATABAT €AHOBpEMEHEH
nipueM Ha BapdapuH WK IPYTH KYMAaPHHOBH POM3BOAHM.

Knronucozpen

PesyIITaTi OT poyyBaHUS NPH 3APaBH JOOPOBOMILM HOKa3BaT

dbapmakokHHeTHYHO/YapMaKOJUHAMEYHO BIaHMONeHcTBHe MexTy knommnorpen (300 mg HaTosapeaiia
n03a/75 mg DHeBHAa MOX Abpakamla [03a) H elomenpazon (40 mg nepopaiHo AHEBHO), KOETO BOAM JO
HAMAjEeHa €KCIIOZHUKMA HAa aKTHBHuA MeTalonuT Ha Kiomuaorpen cpemuo ¢ 40% M no HamanssaHe Ha
MaxCHManHaTa WHxuOHLHA Ha (AJID usgyitHpada) TpoMBoLHTHa arperamys cpeaso ¢ 14%.

Korarto xronuaorpen e npiuiarad saeaHo ¢ QUKCHpaHa komOuHaLua ot e3oMenpason 20 mg + ACK 81 mg,
CPAaBHEH CBC CAMOCTOSTENHO TIpHjAraNe HA KIONMIOTrPe B NPOYYBAHE CBC 3APaBH JOOPOROMIM, WUMa
HAMAICHA EKCTIOSHIMA Ha aKTHBHHA MeTabonHT Ha kiomuaorpen ¢ noury 40 %. Obave, MakCHMaIHHTE HHBA
Ha wHXuOHMA Ha (A/IQ wHIyuHpaHa) TpoMOONMTHA arperanus IpH Te3H JIHUA © eJHAKBa B IpynuTe Ha
Kionugorpen u kiuonaporpen + KomOuHMpanus (esomenpason, ACK) npoaykr, seposTHO MHOpajsH
¢ THOBPEMEHHOTO NPHIIOKeHHe Ha HHCKa foza ACK.

He e curypHo, ofaue, 10 KaKBa CTENeH TOBa B3aWMOMelCTRHE ¢ KIMHMYHO BaXKHo. EOHO mpocmexkTHRHO,
paHaOMH3ApaHO (HO HEe3aBBpIEHO) Mpoyusane (npH Haj 3 760 mammeHTH, cpaBHABAIIO MUialebo ¢
omenpazon 20 mg npH NALMEHTH, JeKyBarH ¢ kionkaorpen 1 ACK) u HepannoMmzvpany, post-hoc aHanusu
Ha JaHHH OT rOjIeMH, NPOCTIEKTHBHH, PAHIOMIZHMpaHH TIPOYYBAHHMS 3a KIHMHH4YEH u3xon (mpu san 47 000
NaIHEHTH) He NPENCTaBS JOKA3aTE/ICTBA 34 OBUIIEH PACK OT HEXKEJAHO CEPACUHO-CHAOBO ChOMTHE, KOraTo
xknomuaorpen 1 I, sxmroudTenHO €30Menpaso, ca MpUiarali €HOBPEeMEHHO.

IIpoTHEOpednBH [aHHM 33 KIHHHYHATE HOCIEIMIM oOT  (apMakOKMHeTHYHO/(hapMakoAHHAMHIHO
B3aMMOOCHCTBHE HA e30Menpa3on no oTHowenwe Ha 3Haymtensu CC crOWTHA ca JOKNanBaHM OT
o6CepBALMONHN M KIMHWYHH DpoyusanMs, Kato mnpeanassa Msipka eQHOBpeMeHHaTa ynoTpeba ¢
Knomigorpen padea Ja ce HabArea.

Hscnedsanu aexapemeer npoOykmy 6e3 KIUHWHHO 3HAYUMO 83aumodeticmatic

Amoxcyuaun 4 XunuOun

JiokasaHo €, uYe e30MeNpas’oN HAMA KIMHUYHO 3HAYMMH €(eKTH BBpXYy (apMaKOKMHETHKATA HA
AMOKCHLIATHH HITH XHHUIWH.

Hanpoxcen unu poghexoxcub

He € ycTaHOBEHO KIHHHYHO 3HAYHMO (APMaKOKHHETHMHO B32UMOJCHCTBHE MPH €AHOBPEMEHHOTO
MIPWIOKEHHE HA €30MEnpa3’oN M HANPOKCEH HITH e30METpa30n H podekokcHO B PAMKHTE Ha KPATKOCPOYHH
KJIMHHYHHE IPOYYBaHHUA.

EdexTn na Ipyru JeKapcTBeHH BPOIYKTE BhPXY PapMAKOKHHETHKATA HA €30MENPasol

Jexapcmeenu npodyxmu, koumo unxubupam CYP2C19 w/unu CYP3A4
Esomenpazon ce merabonusupa or CYP2C19 u CYP3A4. EAHOBPeMEHHOTO NIPHIIOK
naxubutopst Ha CYP3A4 knapurpomuumd (500 mg nBa mBHTH JHEBHO) € A0
excrosuimsita (AUC) ua esoMenpasona. ENHOBPEMEHHOTO NPHIOKERHE Ha €30ME
maxuburop Ha CYP2C19 w CYP3A4, xato BOPHKOHA30N, MOXe Ja :-'

N

D)
e
ERY
i



CKCIIOBHIIHATA Ha €30MEnpa3oN Moseue OT JIBA ITbTH. Bm'[pem TOB&, HE C€ HAIATa KOPUTHPAHE HA 1034aTa HA
€30MeIIpazai U B ABATA CTyYad.

Jexapemsenu npodyxmu, koumo unoyyupam CYP2C19 u/unu CYP3A4

JlexapcTea, w3secTHH kato HHOyKropu Ha CYP2C19 wm Ha CYP3A4 nnu n Ha mparta (KaT1o puaMiBLMHE 1
KBIIT KAHTAPHOH), MOFAT 14 JOBEAAT A0 MOHWKABAHE HA CEPYMHHTE HHBA HA €30MENpa3o/l, KATO NOBHIIABAT
MeTaboMu3Ma Ha e30Menpa3on.

[enuaTpuvHa NOMynalHs
TIpoyuBaHH 32 R3aHMOIEHCTBHA Ca TIPOBEHKAAHH CAMO MMPH BB3PACTHH.

4.6. @epTannTeT, GpeMeEnOCT B KhPMEHS

BpeMennocT
KnvnyueuTe JaHHH 33 exkcrnosuMuds Ha HekcuyM no BpeMe Ha OpeMEHHOCT c¢a OrpaHHYEHH.

EnuaemMuonorndHy M3cneABaHus ¢ palieMHYHATA CMEC OMEMNpa3os MpH rofiaMa eKCHo3HuMA 10 BpeMe Ha
OpeMEeHHOCT He IIOKA3BAT BPEAHH WIH TOKCHMYHH 3a eMOpHoHa edextu. H3cneasaHHs npH JKHBOTHH C
€30MeNpa3on  He  MNOKa3BaT  JUPEKTHH  WiAM  HHAMPeKTHH edekt 10 OTHONIEHHWe  Ha
emOpuoHanHoTo/deTanHoTO pa3sBuTHe. M3cnensaHWa IIpH JKHMBOTHM ¢ palleMHYHATa CMEC He TOKa3BaT
JUPEKTHH WIH MHIOMPEKTHH €(eKTH N0 OTHOIUCHME Ha ODEeMEHHOCTTa, PaXKAAHETO MM MOCTHATANHOTO
pazeurie. HeobxoauMo e BHuMaRue NpH Npeatcsane Ha Hexciym npy GpeMeHHN sKeHH.

OrpaHnyeHo KONHYECTBO NaHHY mpH GpemMenny sxeHn (u3xon ot Gpemennoct: mexmy 300-1000) se couu
mManopopMaliy Wi GeTo/HeOHATATHA TOKCHYHOCT Ha e30Merpaso.

[Mpoy4BaHus TPH XHABOTHH HE MOKA3BAT JUPEKTHHM HIH MHIUPEKTHM BpPEIHHM e(eKTH Mo OTHOIEHME HA
PernpoOAYKTHEHA TOKCHIHOCT (B TOuKa 5.3).

Kopmene

He ¢ m3BecTHO AaM e30MEMpasofl C& €KCKpeTHpa B KbpMata NpH uopexka. He e HammyHa MOCTATHIHO
uH(OpMalks 3a edeKTHTE Ha €30MENpa3oN OpH HOBOpoiaeHWKbpMadera, Eaomenpason we Tpadea na ce
MpHilara 1o BpeMe Ha KbPMEHe,

DepTHIATET
Hpoyusanus NpH )XKUBOTHH C PalleMHIHaTa CMeC OMENpa3oi, MpHIaray MepopanHo, He MoKassar edekT no
OTHOLIEHHE Ha GEepTHIHTET.

4.7 EdexTn BLpxy cnocoduocTTa 38 Wodupane n paGora ¢ Mamunn

E3soMenpason uma HesHauutelieH edekT BupXy cnocoGHoctra 3a miodupane u paboTa ¢ MamiMHH.
PanopTyBaHu Ca HeMeNaHH JeKapcTREHM PeaKiud KaTo CBETOBBPTEXK (HEYECTa) M 3aMbiVieHO 3pCHHE
(panxa) (sx. Touxka 4.8). Ako MALKEHTHTE C TIOBJIMABAT, He TPAOBa Aa mModupar uny Aa paboTAT ¢ MAWIMHY.

4.8 Hexenad IeKapCTBEHHE PEAKIHH

O6o6meHne Ha podusa Ha 6esomacHocT
I'nasofonue, abaoMunanta 60aKa, AMAPHSE N ralcHe ca cpejl TE3H HEXETaHH PeaKiliy, KOUTO ¢a JOKIaABaHM
Hal-4€CTO NMPH KIHHWIHA NPOYuBaHHd (M CBILO TaKa OT IOCTMApKeTHHTOBa ynorpeba). B nomsiHeHHe,
npopwibT Ha GesonacHoer € noAo0eH 3a DPasIMUHMTE (POPMYJTMPOBKH, TEPaNeBTHYHH [OKA3AHHI,
BBL3PACTOBH I'PYNH H NOMYNALHK NaiHenTd. He ca naeHTHOHIMPAaHH 10303aBHCHMH HEXKENIAHH PEaKIMH.

e

Tabnu4eH CMUCHK ¢ HEXENaHH JIEKapCTBEHN PeaKiiHK

CregHHTe He)KeJIAHW JICKAPCTBEHH peakLyd ca HaGaiofaBaly WIH HOJO3HPaHH
H3IUTBAHKA HA €30MENpasol ¥ OT NOCTMAPKeTHHroBa ynotpeda. Huro ensa ot
nosara, Cropen wecrorata Ha TSXHaTa MOABA HEXENAHHTE peakLHH ce HelaT Hi &g
HeuecTu > 1/1 000, < 1/100; penxw > 1/10 000, < 1/1 000; mHoro pexku <1/10 000)\ = \



CucremMo-opranes Kiac YecroTa Hexenana nekapcTBeHa
peaknmus
Hapymennsa B xpsaTa i JHMbHATAPERKH Uleskonesus,
cucTeMa TPOMOOLATONIEHHS
HOTO peaKH ATpaHyJIoLMTO34,
[MAHITHTOTICHHA
Hapyoienus Ha HMyHHATa cucteMa [Penxn CBRPEXYYBCTRHTETHOCT
HaTp. TpecKa, BHTHOSACM H
aHadHTaAKTHYHA
EAKIMA/IOK
Hapymenus Ha meraboiama CUSCTH TepubepeH OTOK
XPaHEHETO Penku RIOHATPHEMHS
HewuspecTHa yecToTa XHuroMarseaneMud, TeXKKaTa
XHITOMATHEIHEMHAA MOYKE Ja
OBENE A0 XHIOKANIHeMUA;
IXumoMarsesneMma MOXe
CBIIO TAKA 0a AOBENE A0
XHMITOKATHEMHS
IMeHxuyaH HapyeHns HeuecTn HcoMHHA
Peaxs Pazapasnenne, o0BPKAHOCT,
nenpecus
MHoro penxu Arpecis, XamOIHHALIMH
Hapyiesus Ha HepBHATa cHcTeMa  [HecTH I"nasoGonue
CueCTH ICReTORBpTEXK, NApecTesus,
COMHOJIEHTHOCT
Penxu Hapymerus Ha BKyca
HapyiieHHS B 3pSHHETO Peaxn BaMBIIIeHO 3peHHe
Hapyunexwin Ha  Coyxa mi}leqecm Bepturo
BECTHOYIAPHH PascTpoiicTRa
PecnupaTopHH,  TOpaKanHu eIKI IBpoHXO0CNIA3BEM
eJUACTHHAITHYM HAPYIICHHSA
CTOMaIIHO-YPERHA HAPYIIEHHS ecTH taoMuHanHa Gonka,
OHCTHIAIMA, JUapu,
(bnaTyneHUUA,
ra/IcHe/MOBPBILAHE, TOIHITH
Ha ALHOTO ((pyHIyca) Ha
ToMaxa (Ho0poKadecTReHH)
HevectH 0Ta B ycTara
Penku
IMHOTO peakH
YepHogpoGHH HapyIIEHHS Heuectu
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Penku XenaTHT ¢be WiH 0e3
BKBJITEHHIIA
MHoro peaxu YepHoapobHa,
HEAOCTATHUHOCT,
exnedanonaTis npu
EeHTH C AHaMHE3a 32
e IHIHO YePHOAPOOHO
E:Gomnaﬁe
Hapyiuesus Ha  KOMXara euecTH [Aepmarur, cppbex, oOpuB,
TOAKOMHATA THKAH HAKapHA
eaKH OTIeITHA,
OTOYYBCTRHTETHOCT
Muoro peaxu prTemMa MynTHhopMe,
cusapom Ha Stevens
Johnson, TOKCHYHA
eriIepMana HEKpoJI3a
(TEH) ), octpa
reHepanu3MpaHa
eK33HTEMAaTO3Ha MyCTYJI03a
(AGEP), nekapcreeH o0pHB ¢
COSHHODHIIHA H CHCTEMHH

camnroMy (DRESS)
HewusBecTHa qectoTa Cy6akyTeH koxKeH Tyryc
epATeMaTonec (BxK. TOUKa
4.4)
MyciynockeneTny, HapylleHHs HaHedectd bpaxtypa Ha 6enpoTo,
CLenMHUTENHATA ThKAH H KOCTHTE jKMTKATA W IphOHAYHHA
CTBJIO
edKH PTPAJTHA, MEAITYA
Or0 PEfKH ycKynHa cnaboct
Hapywenns #Ha Oubpeuute HOTO pefKH epcTalnaney Hedpur
KOYHATa CHCTeMa
PenpoayKTHBHA CHCTEMA Muoro peaks ['uHEKOMACTHA
Hapyuiesns ot obm xapakrep HPeaxu TIANHATIOCT, TOBHILCHO
HApYmeHH! B MACTOTO H NOTOOTAEAHE
MpHIIOKEHAE

Crofmasane Ha NOJO3HPAHE HEKEJNANH PEAKTRE

Crobwapanero Ha HOAOIHPAHM HEXENAHH PeakHH Ciefl paspemaBaHe 3a ynorpe6a Ha JT€KapCTBEHHA
NPONYKT € BaKHO. TOBA MO3BOJSBA O3 NMPOXB/DKH HaOMOACHHETO HA CHOTHOIICHMETO MON3a/PUCK 3a
JiekapcTBeHHs OPOAYKT. OT MEAMUMHCKHTE CNSLMaHCTH Cé M3HCKBA Na cbhOOMmABaT BCSKA MONO3MPaHA
HeKellaHa peakius J0:

Buarapus

HsirenupTenHa areHiya no Jexapersara yoin. "Hamas ['pyes” Ne 8
1303 Codus

Ten.: +359 2 8903417

yeOcaiiT: www.bda.bg

4.9. Ilpeaozapane

Jlo gHec HAMa OINHT ¢ TNpegHaMepeHO oOTpaBaHe. CHMHOTOMMTE ONMCAHM BBB
TACTPOHHTECTHHAITHK CHMITTOMH H CMMIITOMH Ha clabocT. EQUHMYHH 103H OT /A
uakaxeo cubuTHe. He e masecren criennduyuer anTHAoT. E3oMenpa3zon ce CBBp3pf &
B MHOTO BHCOXA CTeNeH H NopajH TOBA He Ce OTCTPAaHABA NeCHO upes NHanuza. Hag
npesio3upaHe, JeveHHeTo Tpatsa a ObJe CUMATOMATHYHO H Ja Ce NPHarar od I




5, DPAPMAKOJOIMYHN CBOMCTBA

5.1. ®apMako HBAMHEYEH CROficTBA _
QapMakorepaneBTHYHA Tpyma: JlexkapcTBa 32 JeqdeHHE Ha paiCTpoiCTBa, CBBP3aHH ¢ KMCEIHHHOCTTA,
HHXuOHTOpH Ha npoToHHara nomna ATC kon: A02B C0S

Ezomenpason e S-H3oMep Ha OMEMpaso/l M HAMAIABA CTOMAIIHATA KHCEIWHHA CEKpelMs 4pe3 BHCOKO
NpHILEeH MEXaHH3EM Ha feiicrene, Toil e cnenudirded HHXHOHTOP Ha NPOTOHHATA [TOMIIA B [TAPHETATHATA
KIeTKa. R- H S-u30MepHTe Ha OMETPA30Nl HMaT [OAOOHO dapMaxoNHHAMKUYHO AeHCTBHE.

MexaHu3EM Ha JeficTBHE

Esomenpazon e cnaba 0CHOBa M ¢ KOHIEHTPHpa W TIPSBPBILA B aKTHBHA (opMa B CIITHO KHCEnaTa cpefa Ha
CEKPETOPHHTE KAHAIVETA B TIAPHETATHATE KICTKH HA CTOMAIIHATA TUraBKIA, KbAETO TOH HHXHOHpa eH3HMa
H+, K+-AT®-a3a - OCHOBHa €H3MMOCHTYPHBAIA NEMHOCT HA IPOTOHHATA MOMIIA W HHXHOHpa KakTo
Ba3anHaTa, Taka M CTHMY/JIHPAHATA KHCENMHHEA CeKPELHa.

DapmakoAHHAMHYIHY edexT

Cnea nepopanen npueM Ha 20 mg u 40 mg e3omenpason Ha4aoTO Ha edexTa ce HabmonaBa cell eavH Yac,
Tlpu MHOrokpaTHO mpunokeHue Ha 20 mg esoMenpasoNl BelHBXK AHEBHO B NPOIBDKEHNHE HA €T AHH
¢penHaTa MAKCHMANHA KHCEAMHHA TPOAYKUHS C/IeN CTHMYJIHpaHe ¢ NEHTAraCTPHH ¢ Hamataaa ¢ 90% mpu
u3MepBaHe 6-7 yaca ciel npHeMa B ICH NeTH.

Cnen ner auW nepopanHo npwioxkene Ha 20 mg u 40 mg e3omenpason cromammuoro pH Han 4 e
TIOABPHKAHO CHOTBETHO B MPOARDKEHHE Ha cpeaHo Bpeme oT I3 u 17 waca or 24-uacoBHs NepHOX npH
nanpent ¢ UEPB. llpoueHTsT OT naikeHTH Ha 20 mg e30Menpasoln, KOWTO ¢a NOITBPIKAIA CTOMALIHOTO
pH Hax 4 B npoasmKelne Ha Haii-Manko 8, 12 i 16 vaca e 6un cworeeTHO 76%, 54% 1 24%. CHOTBETHHTE
MpPOLIEHTH NpH e3oMenpazon 40 mg ca 6unm 97%, 92% u 56%.

Jlokazana e Bpp3Ka MeXkOy MHXMOMpAaHeTO Ha CTOMAIIHATA CEKPeLMs M eKCHO3WUMATA TPH H3ON3BaHe Ha
AUC kato pedepeHTEH nOKa3aTen 32 IIa3MeHaTa KOHIIEHTPALHA.

Hanexynare Ha peduyxc-esodaryr ¢ e3omenpazon 40 mg ce nabmogasa npuGmmsurento mpu 78% or
TALMEHTHTE CIe] SeTHPH CeAMHIIH | npi 93% cien oceM ceaMuLH,

EnHocenMuubo neyenye ¢ esomenpason 20 mg apa nbTH KAEBHO M NOAXOAAINH AHTHOHOTHIH BOIM IO
ycnenina epagukaima Ha H. pylori npu npubmisurento 90% or maumeHTHTe.

Cnen nedeHne 3a epaIvkalHs B POALIDKEHHE HA e[Ha CEIMHULA Ce CHMTa, Y€ HAMA HYXK/a OT mocjesama
MOHOTEpanMs ¢ AHTHCEKPETOPHH leKapeTBa 3a e(exTHBHO W3IEKYBAHE HAa A3Ba H OTCTpaHsBaHe Ha
CHMITTOMHTE ITPH HCYCIIOKHEHH Ty OJCHATHH A3BH.

B paHmoMH3MpaHo, ABOHHO-CIANO, L12iebo-KOHTPONHPAHO KIMHWYHO MpoyusaHe, 764 namMeHTH C
€HIOCKOTICKH NMOTEBPAEHO KbpBEHE OT neNTHYHA 43Ba, ca OHIM paHIOMH3MpaHM na nojy4asaT Hekcuym
unby3HoReH pasTeop (n=375) wmi mianedo (n=389). Cnex eHOOCKOIICKA XEMOCTa3a, B POALDKEHHE Ha 72
Yaca nauMeHTHTe NoTyuaBany wny 80 mg ezoMenpason WHTpaBeHo3Ha HHGY3HA 33 30 MMM, ¢ nocienBania
HenpeKscHata HHPY3us oT § mg/h, uan nnanebo. Cren Havankug nepuoa oT 72 4aca, BCHUKH HAaUMEHTH
NOJTy4aBaly B pogbDkesne Ha 27 auu 40 mg nepopanen HekcryM 3a kuceimHHa cynipecns, [IponenTsT Ha
NOfABA Ha MOBTOPHO KBpPBEHE cled Mo-Manko or 3 gmM, 6un 5,9% B rpynara Ha Hekc B CPABHEHUE C
10,3% B mwianebo-rpynara (p=0,0256). Ha 7-ua # 30-us geH cnej NpHKIOYBAHE HA JIK P




nopumapa ¥ HEBoTO Ha CgA, TMopmmenoto HuBo Ha CgA Moke Na NOBIMAC Ha H3CIEABAHMATA 3a
HEBPOSHAOKPHHHH TYMOPH.

Hammuure my6nuKysaHH JaHHH NMOKA3Bar, Y€ OPHTATAHETO HA HHXHOMTODH HA NMPOTOHHATA NOMINA TPAOBa
Aa ce NpeyCTaHOBY MEXAY 5 OHU M 2 ceaMull mpeasH Hamepsane Ha CgA. Toba ce IpaBH ¢ 1ien HUBATA HA
CgA, KOMTO MOTAT [a ca JBKIUBO NoBdlueHH cren nedenue ¢ I na ce BB3cTaHOBAT N0 pedepeHTHHTE
CH rpaHHLIA.

Kakro npy pena, Taka ¥ NpH BE3PACTHH TIPH TIPOXBIDKHTENHO JISWeHHE ¢ €30Merpa3ol ca HabmonasaHH
nosumten Gpoit ECL, BeposTHO CBBp3aHH ¢ IOBMINEHHTEe CEPyMHH HHBAa Ha ractpuHa. CumMTa ce, 4e Te3u
HAXOIKH HAMAT KIMHHYHA 3HAYHMOCT.

TMo BpeMe Ha MPOXBDKHTEIHO J€YEHHE C aHTHCEKPETOPHH JIEKAPCTBa ¢ Cho0IIaBa 3a U3BECTHO yBETHYCHHUE
Ha UECTOTATA HA MOABA Ha KHCTO3HO-JEreHePATHBHH NMPOMEHH B CTOMAIIHWTE epo3ud. Tezd MpomeHH ca
CNIENCTBHE OT TPOXBLIDKHTENHOTO HHXMOHpaHe Ha KMCelIHHHATA CEKpelMd. 3acera ce c4uTa, Y€ Te ca
OGPOKauECTREHH,

[MowwkeHaTa CTOMAIIHATA KWCEMHHHOCT B pPE3YNTAT OT pasIM4dH¥ BB3JCHCTBHA, BKIIOYMTENHO HA
HHXUGMTOPH HA IPOTOHHATA [IOMIIA, BOAH A0 HApAacTBaHe Ha Opoa Ha OakTepHHTe, HOPMANHH ODHTATEIH Ha
racTPOMHTECTHHAIHHA TPaKT, B croMaxa. Tepannara ¢ HAXUOGHTOPH HA MPOTOHHATA floMIia MOYKe A8 A0BEAe
IO JEKO TIOBHILEH PHCK OT CTOMAIIHO-YPERHE MH(EKLMY, KAaTO TAKMBA, MpuiHHeHW oT Salmonella u
Campylobacter, a NpH XOCHHTATH3MPAHH MALKCHTH - BBEIMOXHHM ¢a CBUIO M TAKHBA NPHYHEEHU OT
Clostridium difficile.

Knunuyna edukacHoet # GezonacHoct
B 1Be KMMHHMYHH M3MHMTBAaHHMS B CPaBHCHHWE C paHMTHANH, Hexcdaym moxaspa Io-Zo0sp edexT npH neveHHe
Ha CTOMallHa A3Ba TipH naudenTy npuemanit HCTIBJL, sxmountenHo COX-2 cenexturu HCTIBJL

B e XIWHMYHM V3OUTBAHHE B cpasHeHuwe ¢ IwaueGo, Hekcuym nokazpa no-nobsp edexr npu
npodHMIaKTHKA Ha CTOMAILHA W KyoJeHauHa a3pa npH mauuenTd Ha HCTIBJI (Ha ww3pact > 60 w/wiu c
npeanmwHa x3ea), srmovnrentio COX-2 cenexrusin HCTIBJL

[MeauaTpuyHa nonyaauus

B npoygpaude npu neauaTprtny nauueHTH ¢ EPB (ua sp3pact < 1 no 17 roguuy), npueMamy JpArocpoyHa
Teparmus ¢ MHXMGHTOp Ha MpoToHHATa nomna, 61 % ot menarta ca pasBANIH neka creneH ECL-kimeThuna
XHIEPILIA3KA ¢ HEW3BECTHA KITHHHYHA 38aUMMOCT ¥ Ge3 pasBuTHE Ha ATPOGHYEH TaCTPHUT WM KAPLIMHOKIHH

TYMOPH.

5.2. ®apMaKOKHHCTHYMHH CBoficTRA

Ab6copOuus
Ezomenpazon e j1a0lwieH B kucella cpelia W Mopagu TOBa Ce IPWiara [€PopanHo REB BHJ Ha CTOMAIIHO-

ycroiuuen rpanynu. Ipespeiuanero B R-usomep in vivo e HesHauurenHo. Pesopbuusra Ha esomenpason €
GBp3a, KATO MAKCHMANH{TS MNa3MEHHW HHBa ce Halmopapar npuOnmusHTenno 1-2 baca crel npuema.
A6comoTHara GHoanHYHOCT ¢ 64% cren emunmvHa ao3a or 40 mg u ce nosumasa g0 89% cnen
MHOTOKPATHO TNpPHIOKEHHE BeAHLK AHeBHO. Ilpy 20 mg €30MEmpazosl CHLOTBETHHTE CTOHHOCTH ¢€a
pecnexthBHO 50% 1 68%.

EnHOBpeMeHHOTO TIpHEMaHe ¢ XpaHa Moxe Aa 3a0aBH 1 HaMaM pe30opbuMATa Ha €30MEMPa3on, BBIPEKH 4o
TOBA HE OKA3BA 3HAUMMO BAMSIHHE Ha e(PeKTa Ha €30MENpason BbPXy CTOMALIHATA KHCEJTHHHOCT.

PaznpenencHue
O6GeMBT Ha pasnpecneHHe B PaBHOBECHO CHCTOAHHE NMpH 3ApaBH Jvla e
EsoMernpason ce CBhp3Ba ¢ MW1a3MeHNHTe NPOTeHHH B 97%.

Buotpanchopm
EzoMenpasorn ce MeTa(om3npa HanbiIHO OT CHCTeMaTa Ha uiroxpoM P450 (C
CYP2C19 u no-manxo or CYP3A4. OcHopHara wacT oT MetabonMiMa



nomamoppurs CYP2C19, otropopeH 3a oOpa3zyBaHeTO Ha XMAPOKCH- M Jie3MeTHn- MeralonuTy Ha
ezomenpazon. OcraHanara 4acT 3aBHUCH OT JApyr cheimbmued wioeHsuM - CYP3A4, orrosopen 3a
06pasyBaHeTO Ha €30Menpasos cynadoH, OCHOBHHAT METaDOIMT B IU1a3MaTa.

Enumpsaupane
Toxkasarenure N0-N0ay OTPa3gBaT NpedHMHO (apMakOKHMHETHKATA Ha JHIA ¢ dyHKiuoHHpam CYP2C19
€H3HM, eKCTEH3UBHH METabOTHZATOPH.

Toramauar MiasMed KnupbHC € okono 17 lh cren eamHuyBa noza W okone 9 Lh cnep MHOTOKpaTHO
npuioxketine. [I1asMenHaT nodyHeoT € okomo 1,3 4 cjea MHOTOKPAaTHO NpHAaraHe BENHBA AHEBHO.
Esomenpasot ce eTHMHHMPA HAITKIHO OT IUIa3MaTa MEKTY IPHEMHTE KarTo HAMa TEHASHUMA 33 KyMYIIHpaHe
NpH NpHEMaHe BeJIHEK THEBHO.

I'naBuure MerabonuTi Ha e3oMenpason HAMAT edekT BbpXY CTOMalllHaTa KHCeTHHHA cexpeunsd, [Touty 80%
OT MIEPOPATHATA JI03a HA €30MEMPA30N ¢e EKCKPETHPAT noj hopMaTa Ha METabOIMTH ¢ ypHHaTa, & OCTATLKET
- ¢ ¢pexannmre, [Tox 1% o1 H3IXOAHOTO NIEKAPCTBO €€ OTKPHBA B YPHHATA.

Juneiinoct/HenuneinocT

(DapMaKOKKHETHKATA HA €30MENpa3oi e M3cnelsaHa npd nosd go 40 mg aea meTH nHeBHO. [lmodita nox
KpHBaTa KOHUEHIpaLMsS-BpEMEe ce yBelH4YaBa IpH MHOTOKPATHO TpUIaraHe Ha e3omenpazon. Toma
yBeIMIeRHE 3aBHCH OT 403aTa H BORH JO NOBeYe OT NPONOPLUHOHAIIHO Ha Jo3ata yennuende na AUC ciaepn
MHOTOKPATHO npwiarase. Tasy 3aBHCHMOCT OT BpEMETO M J03aTa ¢e JB/DKH Ha HamaneHue Ha Metabonysma
TIpH ITEPREO NPEMHHABAHE M HA CHCTEMHMS KIHMPBHC, BEPOSTHO NPHYMHCHH OT MHXHOMpPEHETO HA SH3HMA
CYP2C19 ot ezoMenpazon Wi Herosus cyidonos Merabourar.

Cregganuy rpyna NaRHERTH

Crabu memabonuzamopu

Ipubnuzurendo npu 1-2% ot nomynauMaTa aurcea Gyukumonupam CYP2C19 eHsum H Te ca HapeyueHH
cnabu metaGonuzaropr. [lpu Te3u MHIA MeTaOOMHIMET Ha €30METIPa30ON BEPOATHO Ce KaTANH3IUPa DPeIHMHO
or CYP3A4. Crnen MHOrOKpaTHO npuiarade Ha 40 mg e3oMmenpasol BeAHBX AHEBHO CpeJHATa IUION) NOJ
KpHBATA KOHUEHTpallMs-BpeMe e Guna mpubnusurenno 100% nmo-ronsma mpu cnabute metabonusarop,
OTKOJKOTO mpH Nuuata ¢ ¢ydkumounnpani CYP2C19 ensum (excTenausHM MeTaGomuaaropu). Cpennure
MAaKCHMA/HH TUTa3MeHH KOHIeHTpALMH ¢a Gl nosHiieH: ¢ okono 60%. Te3n HaxoAKH HAMAT OTHOUWICHHE
KBM J03HPAHETO Ha €30MeIpasol.

Ion

Cnepn eOTHOKpATHO npunaraue Ha 40 mg e3oMenpazon cpeaHara [UIon] 110 KPHBATa KOHUEHTPAlHA- BpeMe €
npubm3uTenHe 30% NO-royisMa IpPH 3KEHH, OTKOKOTO MPH MExe. He € ycTaHOBEHA MOIOBA pasnmKa cnep
MHOFOKpPaTHO NpHIAraHe BeANBXK AHEBHO. Te3u HAXOAKH HAMAT OTHOWIEHHWE XbM JO3HPaHeTo Ha
€30Menpa3ol.

Ueprodpobro yepesicoane

MeTabonu3MBT Ha €30METpason IipH BONHM © JIEKO A0 YMEPEeHO HapymeHa GYHKIMA Ha YepHus Apob Moke
na 6sae Browen. CTeneHTa HA MeTaGOH3MPAHE € HAMATIEHA NIPH MAUHEHTH C TEXKKO YBpeJcHa YepHoApoOHa
GyHKIMA, KOSTO BOAM OO YABOSBAHE HA TUIOLITA MOA KpHBaTa KOHLEHTpPAUMA-BPEME Ha €30MEnpaszol.
TMopaaH TOBA NMpH MALKEHTH ¢ TEXKKA AHCHYHKIMA He TpabBa Ma ce NpeRMILiaBa MaKCHManHaTa no3a ot 20
mg. E3oMenpo3on H riaBHATE My MeTaboNMTH HE MOKA3BAT TEHICHUMA 3& KyMylHpaHe OpH preMade
BEAHDBX JHEBHO.

Bvbpeuno yepexcoane
He ca nposexnanu npoy4YBaHHs npH NaljMeHTH ¢ HaManeHa 0x0peyna dynkums. T
¢¢ HM3BBPIBA eKCKPEUWATa HA METaDOIWTHTEe HA €30MENpason, HO HE H ENUMHY
CheHHEHHE, HE Ce OYAKBAT MPOMEHH B MeTaloIH3IMa Ha €30MEIIpaso NIPH Nanmck
byHKIDLA.

Cmapuecka sv3pacm
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MeTa6onM3MBT HA €30MENpa30il HE C€ IPOMEHS 3HAYMTEHO NP MalMeHTH B cTapyecka eb3pact (71-80
FOAMEM).

Heduampuvna nonyaayun

HOnowu na evapacm medicoy 12-18 2oounu:

Crien, MHOrokparer npieM Ha 20 mg u 40 mg esomenpason, oOmara excnosuumus (AUC) u BpemeTo 3a
AOCTUraHe Ha MAKCHMANHA TUTA3MEHA KOHLUEHTPAHA (tmax) NMPH Aclia MexXTy 12-u 18-rofmniHa BLIPACT <a
CBU3MEPHMH CBC CTOHHOCTHTE HAOmMOJABaHH MPH BB3PACTHA NAUHEHTH H TIPH [ABETe MO3MPOBKHM Ha
€30Menpasojl.

5.3. IlpeaxauHAwHY JanuR 34 GezonacHocT

HexnuHB9HY JaHHE OT KOHBEHOMOHATHY POYHMBAHHSA He YCTAHOBSBAT HAKAKBY OCOOEHH PHCKOBE 32 Y0BEKa
BB3 OCHOBA Ha PapMakonorHgHa (e30MacHOCT, TOKCHYHOCT ¢/1eR MHOTOKPATHO TPETHPAHE, TCHOTOKCHYHOCT,
KAHUEPOreHeH MNOTEHUHA, TOKCHYHOCT M0 OTHOIICHHE Ha pelpOAYKTHBHOCT H passutHe, Hexenanu
JIEKApCTBEHH PeaxkLWM, KOMTO He ¢a HAOMOJaBaHK B KIMHWYHW MPOY4BAHHS, HO HIAEHTHOMIMpAHH NPH
KHBOTHH TIPM HHBA Ha €KCIO3MIMA ONHIKM 0 Te3M OT KIHHUYHH MPOYYBAHHMA H ¢ BB3MOXHA BpB3Ka C
KJIHHHYHOTO TIPHIOKEHHE Ca KAKTO chneapa:

Macnensannara 38 KaHLUEPOISHHOCT NpH NITLXOBE, MU3BBPIIEHH C DAlSMHYHATA CMEC, C& MOKasanu
xuneprinaszds Ha croManiaHTe ECL-kinerkw B xapuuhouad. Te3d CTOMAIiHM eeKTH MpH TUTBXORETE Ce
IBIDKAT Ha TPONB/DKUTENHATA KM3ABeHAa XUIIEPracTPHHEMUs BCICACTBHE HA HAMAACHATA DPOAYKIHS Ha
CTOMAIlTHA KHCETHHA M ca HabmoJaBaHy Cliel NPOLL/DKHTEAHO TpeTHpaHe Ha IWIbXOBE ¢ HHXHOMTODHM Ha
CTOMANIHATA CEKPEeLHA.

6. PAPMAITEBTHMHHA JAHHH
6.1 CnHchbK HA NOMOIIHATE BEIIECTBA

I'maueponos MoHocTeapar 40-55,

XHAPOIO3a,

XHIPOMeNo3a,

#enesen okcua (Tabnersu 20 mg: gepBerHkao-kadas H xuatT) (E 172),
MAarHe3HeB CTeapar,

CBLIONHMMEP HA METAKPHIOBA KHcenmHa-eTunakpuiaar (1:1), 30 nponeHTHa AMCTICPCHA, MHUKPOKDHCTATHA
LeNTyIo3a,

CHHTETHHUEH MtapadiH,

MAaKpOTO/H,

nomucopbar 80,

KPOCTIOBHOH,

HaTpyes creaphndyMapar,

3axapHu cepH (3axapo3a W HAPSBUHHO HULIECTE),

TaNK,

THTaHos Juokeud (E 171),

TPHETUIIOB LIATpAT.

6.2 HechBMECTEMOCTH

He e npunoxumo.

6.3 Cpok sa rogsioct

3 ronpuau

6.4 Coenua/IHH YC/IOBHS HA ChXPaHeHHe

Jla ce ¢ExpaHfgBa B OPHIHHANHATA onakoska (6mucTep).
Ja ce crxpanssa ox 30°C.




6.5 Bua u chARpRanEe HA KOHTeliHepa

BnucTep 0T aNyMHHHEBO (OTHO,

BrucTepHn onaxoBKH ¢ 14 Tabrerxn.

6.6 Cnenrajnn upeANa’sHl MepKH OPH HIXBLPASHE U paboTa

Hsama crienymaitin M3MCKBaHUA 33 M3XBBPIIAHE.
Tpunoxkenue ¢ racTpansa coHma

1. [TocraBere TaboeTKaTa B MOOXOAAIA CHIPHHIIOBKA M HAINBJIHETE CIOPHHIOBKATA ¢ NpHOmm3mMTenHo 25 mi
BoJa k npuonHsuTenaHo 5 ml seagyx. ToBa e HeobxoauMo, 3a Aa ce MPEJOTBPATH 3AMYUIBAHETO HA COHpaTa
OT TomyeTa OT TabneTxara.

2. He3aGasHo pazxiaTere CpUHIOBKATA 32 OKOJIO 2 MHHYTH, 33 Aa Pa3TBOPHTE TabnerKaTa.
3. 3aapriKTe CIPUHIIOBKATA H3TIPABESHA CHC 3A0CTPEHHs Kpaii Harope | nposeperte JanH He e 3amyuieHa.
4, ITpukpenere CIPHHUOBKATA KbM COHATA KATO POIBIDKHTE A2 % AbPHHUTE B CHUIOTO NONOKEHNE.

5. Pasknarere CpHHILOBKATA M 3 Hacouere ¢ BupXa nagony. MimkextHpaiite 5-10 ml BenHara B connara,
HWzBaneTe CUPHHILIOBKATA C€l WEMKEKTHPAHETO W A paskiarere (CrPUHIOBKAaTA TPAGBa Ja ce ABPKH Che
3a0CTpesus Kpali Harope, 3a ia He ce 3amyniH).

6. O6BpHeTE CNPHHIIOBKATA CBC 3A0CTPEHMA Kpaif Codelll Ha/jolly ¥ BeJjHara HIKeKTHpatite omie 5-10 ml B
conpara. [TorTopeTe TasH Npolleypa AOKATO CIPHHIIOBKATA ¢ H3MPasHH.

7. AKO HMa HYIKJa Ja c€ OTMHE BEIIECTBO, KOETO € OCTAHANO B CIIPHHLIOBKATA, HAllbIHETe CIIPMHIIOBKATA C
25 ml BoAa u 5 ml BB37YX ¥ HOBTOpETE META CTHIKA. 33 HIKOM COHAYU ca HeoOxoaumu 50 ml Bona.

7. MPHTEXATE] HA PAZPEIIEHUETO 3A YIIOTPEBA
AstraZeneca AB,

S-151 85 Sodertaije,

1Ineuus

8. MPUTEXATEJI HA PASPEINIEHHETO 3A HAPAJIEJIEH BHOC
“Becta Mex” EQOI, yi. "Kenuo Cropuer" Ne8, 5350 Tpaena, brsirapus

9. HOMEP(A) HA PASPEIEHHMETO YIIOTPEBA
20020295

10. JATA HA ITBPBOTO PA3IPEINABAHEMIOAHOBABAHE HA PASPEIIEHHETO
3A YIIOTPEBA

JlaTa Ha mepeo pazpetuagare: 03 despyapu 2002 T,

Jlata Ha nocaeaHo nognosgpane: 25 wum 2007 r.

11. JATA HA AKTYAJIMINPAHE HA TEKCTA

TToppobua wHpopManws 3a TO3H [EKAPCTBSH MPORYKT € NMpenocTaBeHa Ha yebcalita Ha MzmbiHWTenHata
areHIMs 110 JleKkapeTnara; http://www.bda.bg.




