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Hekcuym 20 mg cTOMalIHO-YCTOHYHBH TabNeTKH
Nexium 20 mg gastro-resistant tablets

2, KAYECTBEH U KOJIHYECTBEH ChCTAB

Bcska cTomambo-ycToiiunBa Tabnerka chaspka 22,3 mg e30Menpa3os MarHe3Hee TPHXHIPAT,
EKBHBANGHTEH Ha 20 mg e30Menpazal.

HOMOQJ,HO! H) BelilecTBO{a) ¢ HIBECTHO NEWCTRHE

Bceska cromartHo-yctoiiviea 1abnerka crabpika 28 mg 3axaposa.

3a IBITHKUY CIHCHK HA TIOMOIIHHTE BEIISCTBA BUXKTE TouKa 6.1,

3. JEKAPCTBEHA ®OPMA
CroMamno-ycroliynea Tabnerka

Ceetno po30BH, MPOXBITORATH, OHKOHBEKCHH GHAMMpaHu Tabnerku ¢ rpaBupaHo 20 mg BEpXyY
eAHata cTpada B A/EH — pBpXy npyrara.

4. K/IHMHHWYIHHA JAHHH
4.1 TepaneBTHYHH DOKA3AHHSA
HekcHym Tabnerku ca noka3aHH NPH BL3PACTHHM 3a;

I'acTpo-e3opareanna pedayxcna Gonecr (CEPB)

. Jleyenue Ha epo3uBeH pedurykceH e3odarur.
. IlpoasnauTeNNO JeYCHHES HA NALMEHTH ¢ O03ApaBl e30daruT 3a NpenoTBPATABAHE HA PELIHIMEB,
. CHMIITOMATHYHO JICYCHHE Ha racTpo-e3odareanta pedutykeua Gonecr (TEPB).

B koMOnHANEA ¢ MOAX0AAINA AHTHOAKTEPHATHA TEPANEBTHYHA CXEMA HA JIeMeHHAE 32
epannkauns Ha Helicobacter pylori 1 mocTarane Ha:

. 3aznpassaBaHe HA XyOAeHAIHA 1384, cBbp3aHa ¢ Helicobacter pylori v
. TpenoTsparaBatie Ha pelIHE Ha NENTHYHH A3BH NPH MALHEHTH C 53Ba, CBLP3aHa C
Helicobacter pylori.

IManuweHNTH HYRIaelld ce 0T NPOTL/KHTEIHA TEPANHS ¢ HECTEPOHTHH NPOTHBOBbL3NA/TUTEIHA

nexapersa (HCIIBJT)

. 3asapapsBare Ha CTOMANIHA A3Ba, CBbp3aHa ¢ neuenne ¢ HCIIBJL. _

. IIpodunakTiia Ha CTOMAIEHA ¥ JyOASHAIHA 9384, NpH4HHeHu ot JeueHue ¢ HCIIBJI npu
PHCKOBH NAiUEHTH.

IMoaabpxane na XeMOCTA3ATa H NPeBeHI AN HA IOBTOPHO KhpBeHE NPH CTOMARHA3
AYOJeHATHA fi3BA cJief JeueHAe ¢ nady3noneH pasTeop na Hexcaym.

Jeuenne Ha canapom Ba Zollinger-Ellison

HexcHym TabneTku ca noka3aHy Iy 10HOMM Hapl 12 roAMIIHA BB3PACT 3a:
I'actpo-esodareanna pedaykcna Gonecr (TEPE)

2



. Jleyende Ha epo3uBeH peduykceH e30darur.
L4 HPOII'BJ'DKHTGJ'IHO JICHCHHC HA NMAHEHTH C O3ApaBAll 330(1131" HMT 34 peaoTBpaTABAHE HA PELMIHE.
. CuMrroMaTHYHO NleueHHe Ha racTpo-e3odareanta peguykcHa Sonect (ITEPB).

B xoMOHnauHA ¢ AHTAGHOTHIH 32 JieYeHHEe HA AYOJEHAIHA SA3Ba, NIpHYAHeHA oT Helicobacter
pylori '

42 [To3npoBXa ¥ HAYHH HA NPAJICKEHRE

EOBHQOBKR

Buspacmnu

I'acrpo-e3sodareanna pedayxcna dosect (T'EPE)

¢ Jleuenue Ha epO3UBEH KC-e30(haruT
40 mg BeAHBK IHEBHO B MPOIBIDKEHHE HA 4 CeIMHIIH.
[MpenopbtBa ce JOMBIHHTENHO 4-CEIMHUHO AeUeHHE NPH NALHEHTH, TIPU KOWTO €30()aruThT He €
3a37paBAI WIIH CHMITTOMHTE MEPCHETHPAT.

. HQU,Q'I:JI)KHTBHHO JICHEHHE HA NALHEHTH Che 3a3/1PABANT CBO@&FHT 3a NpenoTBpATABAHC HA PEUHIAHE

20 mg BeAHEXK THCRHO.

e  CHMOTOMaTHYHO JIeueHHe Ha ractpo-esodareanta pedurykcra 6onect (CEPB)
20 mg BeHBX AHEBHO NPH MauveHTH 6e3 e30darut. Ako He ce OCTHIHE KOHTPON HA
CUMITTOMHTE ClIell 4 ceaMHLM, MAlHEHTHT TPAORA 1a ce H3CIIeABa JOMBIHHTENHO. Clie] Karo
CHMITTOMHTE OT3BYYAT, [I0CTIEABALN KOHTPOI Ha CHMITTOMATHKATA MOXE [a C& NOCTHTHE KATO Ce
B3eMat 20 mg BeaHBk AHeBHO. [Ipu HeobxoauMocT MoraT fa ¢e npueMar 20 mg BeJHBXK JHEBHO,
koraro e Heodxogumo. Ipu maupenT nekysand ¢ HCTIBJL, npy KOHTO € HAUTMLE PHCK OT
Pa3BHTHE Ha CTOMANIHA A3B4 M A3Ba Ha JBaHAJECETONPBCTHHKA PH MOCIEABAIHA KOHTPOI Ha
CHMIITOMATHKATA HE C¢ HPENophYBa PEIKHM Ha MIPHEMAHE Ha JICKapCTBEHMS NPOIYKT NPH Hy:K/a,

B koMGuHanus ¢ noaAXoAAmMa AHTHGAKTEPHAIAA TEpAeBTHYHA CXeMa Ha JedeHHE 32
epapakanus ua Helicobacter pylori n
e 3asnpaBsBade Ha TyoAeHamHa a3Ba, cBbp3ana ¢ Helicobacter pyviori v

» [IpenorTBparsBaHe Ha PElMAKE HA NSITHYHH ABH NPH MALUKMESHTH ¢ A3Ba, cBbp3ada ¢ Helicobacter
pylori.

20 mg HekcuyM ¢ 1 g aMokcHIMHHE 1 500 mg KIapUTPOMHIIHH - BCHUKHTE ABA ITHTH JHEBHO B
NpoAbIKEeHHe Ha 7 THHU.

IanmenTE Hy:KIA€IH ce 0T NpoaLkATeNHA Tepanaa ¢ HCIIBJI

e 3a3apaedBaHc HA cToOMamHa A3ea cebp3ana ¢ HCIIBJI: O6uyaiinata nosa e 20 mg BEAHEX
JHEBHO B MPOAB/DKEHHE HA 4-8 ceqMHLI.

¢ [IpodunakTHka Ha CTOMAILHA M AYO/I€HANHA A3Ba, NpH4HHeHH oT neyenue ¢ HCIIBJI npu
PHCKOBH mampeHTH: 20 mg BeaHbk JHEBHO.

Hoanbp:kane Ha XEMOCTA3ATA B NpeBeHNHH HA TOBTOPHO KbpPBEHE NPH CTOMAIIHA H/IH
RYOXeHATHA 383 CJie] JieueHue ¢ uagy3snoned pasreop Ha Hexcaym

40 mg BeqHB AHEBHO 3a 4 ceamuiy. [lepronsT Ha nepopaina Tepanus Tpa6ea na 6bae D
OT KHCENTHHHO-cYTIpecHpama Tepanus ¢ Hexcuym 3a undys3us 80 mg, karo Somyc-up
30 MuH., NocIeBaHA OT HENPeKbCHATA HHTpaBeHo3ka uHdy3ud oT 8§ mg/h B npoj
(72 u), siwkre KXIT 5a Hexcuym npax 3a HEeKUHOHEH/HH(Y3HOHEH pasTBOp.

Jleuenne Ha cungpom Ha Zollinger-Ellison



3aBHCHMOCT OT KIHHHYHHTE TIOKA3aTeIH. BB3 OCHOBA Ha HANWYHHTE KITHMHHYHH OJaHHH [10-rojidMa
4acT 0T MALMeHTHTE MOTaT Ja ObaaT KOHTponupanH npH Ao3u o1 80 a0 160 mg e3oMenpazon JHEBHO.
Ipu mosupoeka Han 80 mg qHEBHO, Ko3aTa TpAOBa Ja ce pa3aenH B ABa NpHeMa Ha JeH.

Croenmany Moy JIanHau

Bvbpeuno yepexcdane

He e HeoOx0aMMO KOpHTHpaHe Ha J03aTa NMpH NALMEHTH ¢ yBpeacHa Onbpevuna ¢ynkunsa. Hopanu
OrpaHMyeHH: OITUT HPH NALHEHTH ¢ Texka GROpeYHa HEAOCTATHYHOCT, TAKHBA TALHEHTH TP:ARa na
¢e IeKyBaT BHHMAaTeIHo {BkK. TO4Ka 5.2).

Yepnodpobio yepexcoane

He e HeoGx0AMMO KOpHTHpaHe Ha 03aTa TIPH MALMEHTH ¢ JIEKO 00 YMEPEHO YepHOAPOOHO
yepexxaade. ITpH nalmeHTH ¢ Temko sepHoapobHo yBpexknaHe He Tpabsa Aa ce HaZXBLPIA
MakcumanHa 103a oT 20 mg Hekcuym (Bx. Touka 5.2).

Tbit kaTo GHOHATHYHOCTTA H BPEMETC HA MOMYXHEOT B TJIA3MATA HA OMENPazol ca yRellHICHH,
JHeBHa 71033 0T 10-20 mg Moxke na 6Bae JOCTATHYHA.

Cmapuecka ev3pacm
He e HeoGxonMMo KOPHTHpaHE Ha 03aTa [P MALUEHTH B CTAPYECKA BB3PAcT.

Heouampuuna nonyrayus
IOnounu wad 12 2o0wmuna ev3pacm

I'acTpo-ezodareanna pedaykcna Gonecr (I'EPB).

e JleueHue Ha epo3HBEH pedIyKc-e3oharur
40 mg BeAHLK JHEBHO B ITPOJB/DKEHHE Ha 4 CeIMHLIH.
[Mpenopsusa ¢e TOMBIHATEIHO 4-CeIMHYHO JIEUSHHE MIPH MALIHEHTH, PH KOUTO €30(aruTeT HE €
3a37paBsi WIH CHMITTOMHTE [IePCHCTHPAT.

e [IpoaB/CKHTENHO JIeYEHHE HA TALIMEHTH Che 3a3/PaBa €30(aruT 3a NpeRoTRpaTABAHE HA PELIWINE
20 mg BeNHEX OHEBHO,

s (CuMNTOMATHYHO JISUeHHE Ha racrpo-esodareanna pedurvkena 6onect (CEPE)
20 mg Be[HBXK AHEBHO NpH narueHTH Ge3 e3odarut. AKO He Ce [IOCTHIHE KOHTpO Ha
CHMITTOMMTE el 4 CeAMMIN, MALHEHTET TpAGBa Aa ce U3caeBa JOTBIHHTENHO. ClIeH KaTo
CHMIITOMHTE OT3BYYaT, NIOCNIEIBALL KOHTPOJ HA CHMITTOMATHKATA MOKe Ja e JOCTHTHE KaTo ¢e
B3eMat 20 mg BeAHEXK HEBHO.

Jleyenne Ha JyoJenaina a38a, npuunaena or Helicobacter pylori

Koraro ce m3bupa nogxoasmia koMGHAMpana Tepanus, TpadBa fa ce B3eMaT NpeaBHI oduuManHuTe
HALHOHATHY, PETHOHATHH H /IOKAJIHH HACOKH OTHOCHO OaKTepHallHaTa PE3HCTEHTHOCT,
NPONBDKHTETHOCTTA HA NEUSHHETO (Hai-9ecTo 7 AHHM, HO NIougkora A0 14 nau) TOAXOAIIA
yroTpe6a Ha aHTHOAKTEPHATHH AT€HTH.

JleueHnero TpabBa fa ce HAOMOIABA OT CIIELHAIHCT.

IpenopbyaHaTa 103a 38 €30MeNPa3oN € CIIEIHATA:

Terno Jo3upoBKa

30-40 kg Kombunanus ¢ npa anrubuoraka: Hekcuym 20 mg, aMOKCHIITHE

3a€THO JBa ITETH JHCBHO B NNIPOAB/LKCHHE Ha eHa CeIMHlIA

750 mg ¥ knapuTpoMHIuH 7,5 mg/kg TenecHo Terno ce npmaryﬁ == .\
' X :

>40 kg Kombunanus ¢ apa antuOmroTHKa: HekeryM 20 mg, aMOKCH

NMpOABDKCHHS HA €0HA CEOAMHIIA.




Hena noa 12 rogaiHA Bb3pacT
3a 034UPOBKATA NPH DALHEHTH Ha Bb3pact oT 1 mo 11 rogunu, ce otHecete kbM KXIT Ha Hekcuym
CTOMAIIIHO-YCTOHYHBH IpaHyJIH 3@ [IepopaiHa CYCNeH3HA.

Hauxs Ha npunoxenue

IIpH nanueHTH, KOHTO CE 3aTPY/JHABAT A NPEerneuaT, TableTKHTe MOraT Aa ce pa3TBOPAT B IIOJIOBHH
gatia Bofa. He TpaGra aa ce H3M013BaT APYrH TEYHOCTH, ThH KaTO CTOMAILHO-YCTOHYHBOTO NOKPHTHE
MOJKe f1a ce pasteopH. Paibeprkaiite, nokaro TabaeTkute ce pa3npobAT H U3NMIATE TEHHOCTTA ©
neneTHTe He3abaBHO HITH B paMKHTe Ha 30 MuuyTd. M3nnakHeTe qainara ¢ (10J0BHH Yalna BOAA H
H3MHiiTE CBABPKAHHETO. ITenerHte He TPHGB& Aa ¢c€ NBbBYAT HIH CMa4KBaT.

TIpH matyeHTH, KOUTO He MOTAT Ja MOrIB1IAaT, TabeTKHTE MOTaT [a Ce Pa3TBOPAT BLB Boa H

Pa3sTBOPET Ja ce MPHIIOAKH ¢ NOMOIITA HA HA30-TACTPAIHA COHAA. BaskHO e Ja ¢€ yCTaHOBH JAITH

H30paHHTe COPHHLIOBKA H COHAA Ca NOAXOIALH, 33 MOATOTOBKA H HHCTPYKLIMH 32 MPHIIOKEHHE BHXK
- TO4Ka 6.6,

4.3 IpoTHBOMOKA3AHHA

CBpBbXYyBCTBUTENHOCT KbM AKTUBHOTO BELIECTRBO, CyOCTHTYHpaHH GeH3HMHIA30MH WIH HAKOE OT
MOMOIIHHTE BellleCTBA, OMHCAHH B TOYKA 6.1.

EnHoBpeMeHHO NpuiokeHHe Ha €30MeNnpasol C JIeKapcTBa KATO aTa3aHaBUp U HeIPHHABHP He ce
npenope4ea (Bxk. Touka 4.5).

4.4 Coennanun npeaynpexAeHAs H NPeANAIHA MePKA IPH ynoTpeba

Ipu Hanm4HeTo Ha KAKBUTO M Ja GHio 00e3NOKOUTEIHN CHMITTOMH (Hanp. 3Ha4KHMa 3aryba Ha TerJio
6e3 NaLMeHTET 1a CH € TIOCTABAI 33 LeJT PeaYKLHSA Ha TeTVIOTO, MOBTAPALIO ¢e TIOBPBIIaHe, AHCparHs,
XeMaTeMe3HC WITH MelieHa) H B CTyJaHTe, B KOUTO ¢e M0J03Hpa WM € JHarHOCTHHHpaHa CTOMAallHa
A3B4, TpA0Ba a ce U3KIIOYH HANMMYHETO HA LTOKAYecTReHO 3ab0NsBake, Thi KaTo Te9eHHETO ¢
HexcHym Mo:xke Aa 3aBoalMpa CHMATOMMTE H J1a 3a0aBy qHATHO34TA,

Iponsxurenna ynorpeba
IMaupenTHTE HA NPOAB/LKUTENHO JledeHHe (0coDeHO Te3H, KOHTO MONXYYaBaT TEpanua 3a MoBeye OT
roauHa) TpabBa jla ca noj peAoBHO HaGnoAeHHE.

JledueHHe Mpy HyA1a :
Ha naumenTture, kouto ce nekyeat ¢ Hexciym npu Hyxkn1a, TpaGea 1a ce o6bpHe BHUMaHHE Ja ce

CBBPIKAT He3abaBHO ¢ JIEKyBallHda CH Jiekap, ako CHMIITOMHUTS HM NMPOMEHAT XapakTepa CH.

Epanukanma na Heflicobacter pyiori

Koraro ce mpeanucea esoMenpason 3a epagukauia Ha Helicobacter pylori, Tpabea fa ce umar
APEABH] BEE3MOKHHTE IEKAPCTBEHH B3aHMOACHCTEBHA HA BCHYKH KOMIIOHEHTH HA TPOIHATA TepamnHs.
Knaputpomuuus ¢ momes uHxuOHTop Ha CYP3 A4 1 ToBa Tpabea 1a ce B3eMe NpeJBHA, KaKTO U
POTHBOMOKA3AHMATA ¥ B3AMMOAEHCTBHATA Ha KIAPHTPOMHLIMHA, KOTATO TPOHHATA TEpaNHA ¢e
NIPWIara OpH NaUMEHTH, KOKTO B3eMaT €AHOBPEMEHHO APYTH JIEKapcTBa, METabOIH3HpaILM Ce OT
CYP3A4 (xaTo nusanpun | ap.).

CroMalunHo-upeBHH HHGpeKUMH
Tepanuara ¢ HHXHOHUTOPH HA MPOTOHHATA [IOMITa MOMKE JIa JOBEIE 10 JIEKO NMOBHIIEH PHCK O

Touka 5.1)

AGcopbuma Ha BHTamuu B12




Esomenpa3on, KakTo BCHYKH JIEKapcTBa, GIOKMpAILy CTOMANIHATA KHCEeNHHA, MOTaT 1a HAMAaJIaT
abcopbuuaTa Ha sutamun B12 (uMaHokobanaMuH), mopaas Xuno- wiw axmoxuzapus. Toea Tpabea ga
CC MMa npeaBHA IpH NAaLHCHTH ¢ HAMaNCHH TEJICCHH 3anacH WiH € puCKOBH CI]aKTOpH 3a HAaMaJICHAa
abcopbuns Ha BuTamMuH B12 npu Awarocpouna Tepanus.

XunomarnesneMus

CpolIuasa ce 3a TEHKKA XUNIOMArHE3HEMHSA TPH NAilMeHTH, JIEKYBaHH ¢ HHXHOUTOPH HA MMPOTOHHATA
nomna (MIIT) kaTo esomenpason B NpoaB/DKSHAS HA TTOHE 3 Mecella, a B TIOBEYETO CJIydaH B
NMpobkeBre Ha roAuHa. CepHO3HH NPH3HALM HA XMIIOMAaTrHe3HEMHA KaTo YMOpa, TETaHHA,
JAETHPUYM, KOHBYJICHH, 3aMaHBaHE H KAMEPHA apHUTMUA MOIaT Ja C€ MosBAT, HO T€ MOTAT Aa 3aM04HAT
CKpuTO H 1a 6baaT npeHebpersartu, [Tpy noBeueTo 3aCErHaTH MALHEHTH, XHIIOMaTHE3HEMHATA CE
noao0pABa cie/ 3aMeCTHTENHA Tepanus ¢ MarHe3ui W npekpaTaBaHe npueMa Ha MIIIL

Ipu naiseHTH, KOMTO ce OYaKBa J1a O'BAAT HA MPOIBDKHTENHA Tepanua WiH konto npueMat HITI B
KOMOHHALMA ¢ JHIOKCHH HIH JICKAPCTBA, KOMTO MOTaT /1a [IPEIH3BHKAT XHMOMAarHe3HeMHA (Harmp.
JMYPETHLH), 3APaBHHTE CICHHATHCTH TpAOBa A2 MMAaT NpeJBHJ H3MEPBaHEe HA HHBATA HA MarHe3uH
npenu 3anoueane Ha Tepamud ¢ UIITT u nepuoautiHo mo BpeMe Ha NeUeHHETO.

Puck ot U

Huxuburopute Ha NpoToHHaTa MOMNa, 0cobeHO aKo ce H3MON3BAT BB BUCOKH J03H H 32 ABILI
nepuos oT BpeMe (> 1 roiiHa), MOraT yMepeHo 3 MOBHIIAT PHUCKa OT (hpakTypH Ha GeapoTo, KHTKaTa
WITH rpBOHAaYHHA CTH0, MAaBHO MPH NalHEHTH B CTAPYECKA BB3PACT WIK IPH HATHYHE HA JPYTH
H3BeCTHH pUckoBH (hakTopH. OOCepBaHOHHE NPOYUBaHUA [IpeTIoarar, 4¢ HHXHOHTOPHTE Ha
TIPOTOHHATA MOMIIA MOTAT SA NOBHIIAT obuiua prck ot dpaxktypa ¢ 10-40%. B Hiakou ciiyyaH ToBa
TMIOBHINIEHHE MOXKE [1a C& HBJDKH Ha APYTH puckoBu (akTopH. [TallMeHTHTE ¢ PHCK OT 0CTEOROP03a
TpACBA Na Moy4YaBaT MPHKKE CBIMIACHO HACTOALIMTE KIMHHYHH PBKOBOJCTBA H TPAOBa Ja UMaT
ajlekBaTeH MpHeM Ha BuTamMiH D 1 kamnuii.

CybakyTeH koxeH aynyce epuremaronec {(SCLE)

Huxuburopure Ha NpoTOHHATA NOMITa ¢a CEBP3aHH ¢ MHOro penky ciyuau Ha SCLE. Axo ce nosear
JI€3UH, 0coOEHO B YHaCTBIM OT KOXKAaTa, HIIOKEeHH Ha CIThHYEBH JTBYH, H KO Te Ca ChIPOBOACHH ¢
GONKH B CTABHTE, NALMEHTHT TPAGRa HezaGaRHO Ja IOTHPCH METHITHHCKA TIOMOII U METHUMHCKHAT
CIICHHAAHCT cienpa Ja oOMHCIIN cnupaHe Ha npaema Ha Hekerym. SCLE, HacThINI criel MpeaxoqHo
JIEYeHHe ¢ HHXUOUTOP HA MPOTOHHATA IIOMIIA, MOXe 13 yeenuun pucka oT SCLE npu yrniorpeba na
JPYrH HHXHOHTOPH Ha [IPOTOHHATA FIOMIIA.

Kom6uHHpaHe ¢ pyrH N1eKapcTBEHH MPOAYKTH
Peayaratu or npoyusaHuA npH 34paeu 10OPOBOIM MOKa3BAT

(hapMakOKHHETHIHO/ (hapMAaKOAHHAMHYHO B3aUMOZEHCTBHE Meskny knomuaorpen (300 mg
HaToBapBala 103a/75 mg OHeBHA NOANLpYXAaLa A033) U ezoMmenpaszon (40 mg nepopanHo THEBHO),
KOETO BOAM A0 HAMATISHA eKCIIO3HIHA HA AKTHEHMA MeTabomHT Ha Kinonuaorpen cpeato ¢ 40% n no
HaManfABaHe Ha MakcHMaTHaTa HHXHOHUAA Ha (AJI® vHayIMpaHa) TPOMOOLMTHA arperauys CpeqHo ¢
14%. B®3 ocHOBa Ha Te3H JAHHH, €AHOBPEMEHHO MPHIIOKEHHE HA €30MENpasoll H KIOIHAOrpel
TpaOBa 1a ce u3bdarea. Bk cbio Touka 4.5.

Korarto ce npeanucsa e30Menpason 2a JeueHre MpH Hyxk1a, Tpsa6Ba Ja ce HMa NpeaBHL
BH3MOKHOCTTA 33 B3aHMO/IEHCTBHA ¢ IPYTH JIEKapCTBa, Jb/DKAINM ce Ha (PIyKTYHpPaHETO Ha
TUIa3MEHHTE KOHIEHTPAaLHH Ha e3oMenpa3oi. Bisk Touka 4.5.

3axaposa
To3u mpoaykT chabpxa 3axaposa. [TauuenTuTe ¢ peaKku HACNEeACTBEHH 3a00MABaAHHA

HEMOHOCHMOCT KBbM (pyKTO3aTa, ¢ ManabcopOius Ha rMIOK03a-TANAKTO3a WM HeOCTAFE
CyKpa3a-H3oManTasa He TpabBa Ja ynorpe6sBaT ToBa JIeKapCTBO.

Iornusapane ya naﬁopa‘ropmd're PEIYITATH
TlopuineHOTO HUBO Ha XpoMorpauH A {CgA) MOKe Aa NOBIHAE HA M3CIeABaH

HEBPOEHIOKPHHHH TYMOPH. 3a [1a ce H30erHe TOBA B3aMMOIEHCTRHE, ICUEHHETO C
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TpsbBa [a o€ CHpe BpeMEHHO HaH-Maiko 3a 5 auu npeas onpeaenanero Ha CgA (px. Touka 5.1). Axo
nupata Ha CgA M racTpHHA He ca Ce BB3CTAHOBH/IM B PE(EPEHTHHTE CH TPAHHIM CNIEA HAYA/IHOTO
OMpejieNAHe, H3MepBaHeTo Tpadea Aa ObAe MOBTOpeHO 14 IHH cnex cnHpaHe Ha NEYEHHETO C
HHXHOHTOP Ha NMPOTOHHATA MOMIIA.

Creappxanye Ha HATPHH
To3u nekapcTBeH NPOMYKT ChabpHa Mo-Manko ot 1 mmol Hatpuii (23 mg) Ha TabneTka, Taka ue

MPaKTHYECKH HE ChABPKA HATPHI.
4.5 BsammopneficTBHe ¢ APYrH JIeKapeTBeHH NpoAYKTH H ApYrH opmu Ha B3anMoaelicTBHE
EjexTn Ha e30Menpa3o BbpXy papMaKoKHHETHKATA Ha APYTH JeKapcTRa

Ipomeaznu unxubumopu

Crobmapa ce 3a B3auMOACHCTBHE HAa OMENPA30/i C HAKOH aHTHPETPOBUPYCHH METHKAMEHTH.
KIHHHYHOTO 3HaUeHHE H MEXAHM3MMTE, KOWTO CTOAT 2aJl Te3M B3aHMONeHCTBHUA He BMHATH ca
u3pecTHH. [loBuireHoTo cToMauHo pH 1o BpeMe Ha JIEUEHHETO ¢ OMENPAa30/ MOXKE 14 IPOMEHH
aGcopOIHaTa Ha AHTUPETPOBHPYCHHA MeIMKaMeHT. JIpyrH Bp3MOXKHH MeXaHH3MH Ha
BiauMoreiicTBHe MoraT 1a 6baar nocpeactsoM CYP2C19,

Tlpu HAKOH AHTUPETPOBHPYCHH MEAUKAMEHTH, KATO aTa3aHaBHP H HeNuHABHD, ce ChobLIaBa 3a
TIOHIKABAHE Ha CEPYMHHTE HUBA NIPH CHBMECTEH MIPHEM ¢ OMEMNPa3osl, IOpalH KOSTO He Ce
MpenopB4Ba EAHOBPEMEHHO NpHIoXeHHe. EnHopeMeHHOTO NpUNMKeHHe Ha omenpason (40 mg
BeAHBXK JHEBHO) ¢ atazaHasHp 300 mg/puronarup 100 mg npu 3apasH Jo0pOBOILE NOHHXKABA
3HaYHTENHO €KCIIOZHLIMATA Ha aTasaHaBHp {nprOmizuTeaHo 75% nonmwkasaHe Ha AUC, Crax H Coin ).
VBenu4eHHeTO Ha 103aTa Ha atazasapup A0 400 mg He KOMIEHCHPA BIHSHHETO HA OMENpasol BEPXy
€KCTIO3HIMATA Ha aTa3aHaeup. [lopanu cxoguute dpapMaKoqHHAMHYHH eEKTH M GapMaKOKHHETHYHH
XapaKTEPUCTHKY HA OMENPa3Oi U €30MENpasoll, §XHOBPEMEHHOTO NMPHJIOKEHHE HA €30MeNpasol ¢
AHTHPETPOBUPYCHH MEJHKAMEHTH KATO aTazaHaBup (BXkK. Touka 4.4) 1 HenduHaeup (BK. Touka 4.3) He
€€ NpenopsiEea.

HpH npyrd aHTHpEeTPOBHPYCHH MeIMKAMEHTH, KaTO CAKBHHABHD, C€ CHOOIINABA 33 NOBHLIIABAHE HA
CepyMHHTE HUBa. HAKOH aHTHBHPYCHH MEAHKAMEHTH OCTaBaT C HEMPOMEHEHN CEPYMHH HHBA MPH
€HOBPEMEHHO NPWIOKEHHE ¢ OMENPAa30Il.

Memompexcam

CroburaBa ce 3a MOBHIIEHA HHBA HA METOTPEKCAT, KOTaTo € MPHEMaH 3aeIHO ¢ HHXHOHTOPH Ha
npoToHHaTa nomna. IIpH npunoXeHHe Ha BECOKH I03H METOTPEKCaT Moke Jia ce OOMHC/IH BPEMEHHO
[PCKBLCBAHE HA €30MeNpa3o.

Tarxporumyc
Hwma cpoblueHns, ye eqHOBPEMEHHOTO NPHIIOKEHHE HA €30Mepa3oi NOBHILABA CEPYMHHTE HHBA Ha
TaKpOJIHMYC.

Jlexapcmeenu npodyxkmu c pH 3asucuma pezopbyus

[NoTHckaHeTo Ha CTOMAITHATA KHCETHHHOCT 10 BPEME Ha JISUCHHE C €30MEMpasof H ApYTH
HHXHOHTOPH Ha APOTOHHATA NIOMIIA MOKE da HaMaJld WIH YBEIIHYHM pe30pOuuMaTa Ha neKapeTsa,
YHATO pe3opdiud e 3aBUCHMa ot cToMaiHoTo pH. Kakto u npu ynotpeGara Ha ApyTH JIeKapeTBa,
KOHTO MIOHMKABAT HHTPAracTpaHaTa KHCEIHHHOCT, pe3op0LMATa Ha IEKapCTBa KATO KETOKOHA30/,
HTPAKOHA307 H ep.IoTHHHE Moske na Obe HaManeHa, IoKaTo pe3opOUHaTa Ha IEKapCTBa KaTo
JMrOKCHH MOXe fa Ob/le NOBHINEHA TIPH JedeHHe ¢ e3oMenpason. EqHoBpeMeHHOTO npn.uo ]
oMenpa3on (20 mg AHEBHO) H AMrOKCHH MPH 3ApaBH A00OpOBOILH NOBHIIABA OHOHATHYHOS
aurokcud ¢ 10% (no 30% npu mBaMa ot Aecer noOpOBOIM).

Jexapcmeeny npodyxkmu, memabonuzuparu om CYP2C19 :
Ezomenpazon nuxuGupa CYP2C19, ocHOBHMAT eH3HM, MeTaboNM3Hpall €30Menpaso
KOraTto e30MeNpa3on ce KoMOHHHpA C ISKapCTBexnu HpodyKkmi, KOUTO ce MeTaboIHzHRe
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CYP2CI19, xaro nuazenam, UHTANONIpaM, UMHIIPAMHH, KJIOMHIIPAMHH, GEeHHATOHH M Jp., TUTA3MCHHTE
KOHLICHTpALHH Ha Te3H JIEKAPCTRA MOMKE Ja C& YBENHYAT H J1a ¢ HAJIOXM HaMasneHue Ha fRo3ara. Tosa
TpAGBa Oa ce UMa NpeJBna, 0co0eHO KOraTo ¢e MPeanHucea 3a JeUeHHe NIPH HYXa.

Huazenam
EanoBpeMeHHOTO NpHIOKeHHE Ha 30 mg e3oMelpason € 1oseno Ao 45% HamaneHue Ha KIHpBHCA Ha
cyGerpari Ha CYP2C19 Ha opasenam.

Denumonn

EnnospemMeHHoTo nputoxkeHue Ha 40 mg e3omenpazon e noseno 10 13% ypenHdeHHe Ha Haii-
HHUCKMTE TUTa3MEHH HUBA Ha (PeHHTOHH npH Gonuu ¢ emunencha. [Ipenoprsusa ¢&¢ MOHHTOpPHpAHE Ha
Ta3MennTe KOHLEHTPALHWH Ha lbﬂHHTOHH TpH 2an09YBaHe HITH NPEKBCBAHES HA JICUCHHETO C
£30Menpasoil.

Lunocmazon

Omenpaso, KAKTO H €30Menpa3ol, AelictBaTr kato uuxuOurop Ha CYP2C19. OMenpa3son, npuiarad
B €/IHO KPBCTOCAHO NpOY4BaHe B o3 oT 40 mg npu 3apasu nobpoeonuwu, yeenuuaa Cua B AUC Ha
LHIQCTA30M CHOTRETHO ¢ 18% u 26%, a eAHH OT HeroBute AKTHEHKH MeTaboNKTH choTBeTHO ¢ 29% 1
69%.

Luzanpuo

I1pu 3apaBn K06GpOBOJIIH THOBPEMEHHOTO HpicKeHHe Ha 40 mg ezoMenpason ¢ foeeno ao 32%
YBEIHYCHHE Ha I10LITA 110 KpuBaTa koHueHTpauua-speme (AUC) u ao 31% yan/pkasane Ha
BPEMETO HA DOMYKUBOT (t12), HO He e HaOMOIaBAHO 3HAUHMMO YBENHYABAHE HA MAKCHMATHHTE
IUTa3MEHH HUBa Ha [3anpui. Jleko yaekeHuatr QTc HHTepBan, HabMOIaBaH Cliel CAMOCTOATENIHO
NPHIOKESHHE Ha LM3anpHI, He ce € YBeNHYWI JOIBIHHTENHO, KOTATO Iy3anpHl ¢ Oun naneH s
KOMOWHALHA ¢ e30Menpa3on (BX. u Touka 4.4).

Bapgapun

B paMKHTE Ha KIMHHYHO IPOYHBAHE BPEMETO 3a KOAry/lalHs NPH NIALMEHTH [IPHEMALIH
ennoppeMerHo 40 mg e3oMenpason u BapbapHl He NPEBHIIABA JONYCTHMUTE CTOHHOCTH. Benpexn
TOBA, CJIE/ Pa3pellaBaHeTo 3a ynoTpeha, ca HabMOAaBaHH HAKOJIKO H3ONMHMpPAHH CIy4as ¢ KIHHWYHA
3Ha4YHMOCT Ha MoBHIteHO HUBO Ha INR. Ipenoprusa ce nexapeko HabniofeHHe HA TALMEHTHTE,
KOHTO 3al0YBAT H NPEKPATABAT eHOBPEMEHEH TIPHEM Bap(apHH WM JPYTH KYMAPHHOBH
NPOH3BOHH.

Knonudoepen

PeaynraTtv oT npoyuBaHMA NIPH 3JpaBH JOOPOBONLH MOKA3BAT

thapMaKOKHHETHYHO/ (hapMaKOJHHAMMYHO B2auMoaelicTBHe Mexay knonuporpen (300 mg:
HATOBapBallla A03a/75 mg AHEBHA NOIBpIKalIa 103a) B esoMenpazon (40 mg nepopanHo JHEBHO),
KOETO BOJH IO HAMAJIEHA eKCIIO3HIIHA HA aKTHBHHUA MeTabonuT Ha knonumorpen cpeaso ¢ 40% 4 no
HaMa/IABaHe Ha MaKCHMaHaTa HHXHOHUMA Ha (AP nmHayrMpaHa) TpoMOOLUTHA arperanys cpeaHo ¢
14%.

Korato wionuzorpen e mpunaras 3aequo ¢ dbukcHpana koMOuHalMa ot ezomenpaszon 20 mg + ACK
81 mg, cpaBHEH ChC CaMOCTOATENHO NMPHIAraHe Ha KIOMHAOTPeNl B IPOYUBaHE CBC 3paBH
A0OPOBONLM, HMA HAMANleHa €KCIIO3HLHA Ha AKTHBHAA MeTabOJIMT Ha Kioniaorpen ¢ mourx 40%.
Ob6ave, MakCUMaNnHHTe HUBA Ha HHXUOKHIHA Ha (A JID HHayHHpaHa) TPOMOOIIHTHA arperarys npx
TE3H JIMLA € €IHAKBA B TPYNHTE HA KIOMHAOTPE B KIIOMHAorpen + koMOuHHApaHus {e3oMenpazoln +
ACK) npogykt, BepoaTHO IOpajn eAHOBPEMEHHOTO NpHIokeHHe Ha Hucka noza ACK.




NIOBHINIEH PHCK OT HEXKEIAHO ChpAEYHO-CBAOBO ChOHTHE, KOraTo Knonuaorpel H I, BkmoyuTeHO
€30MEIpPa3oll, ca NPUIATaHH e JHOBPEMEHHO.

ITpoTHEOPEYHBH NaHHH 34 KIMHHYHHTE ITOCIENHLH OT (papMaKOKMHETHIHO/(papMAKOHHAMHYHO
B3aUMOJACHCTBHE HA €30MEMNpPAa30i N0 OTHOWIEHHe Ha 3HauuTeIHH CC chOUTHA ca TOKJIaABaHH OT
0bCepBallHOHHH M KIHHHYHH MpoyyBaHui. Kato npeanasHa Mapka eHOBpeMEHHaATa yioTpeba ¢
KJIomAAorpen Tpadea 1a ce Habarea.

Hznedsanu aexapemesenu RpOOYKMY De3 KIUHUYHO 3HAYUMO 83auModeticmeue

Amoxcuyrnun u xunudun

Jdoka3aso e, ye e3oMenpa3os HAMa KIHHHYHO 3HaYHMH edeKTH BBpXy (papMakoKHHETHKATa Ha
AMOKCHLIWINH W XWHHIWH.

Hanporcen unu poghexoxcud

He e ycTaHOBEHO KIHHHYHO 3HAYUMO $apMaKOKHHETHYHO B3AHMOAESHCTBHE MPH AHOBPEMEHHOTO
IPHIOKEHHE Ha €30MENPasoN H HAMPOKCEH WIH e30Menpa3oll H popeKoKCcHO B paMKHTE Ha
KPaTKOCPOYHH KJIMHHYHH NMPOYYBAHHA.

EdexTn Ha apyru JekapcTBEeHA NPORYKTH BLPXY (papMaKoKAHeTHKATA HA €30MENPAa3o

Herapemeenu npooykmu, koumo unxubupam CYP2C19 wwiu CYP3A4

Esomenpason ce metaGonuzupa ot CYP2C19 n CYP3A4. ETHOBPEMEHHOTO [PHICKEHHE HA
ezoMenpason 1 HHxuOuTophT Ha CYP3 A4 knaputpomuiui (500 mg nea meTH JHEBHO) € HOBEJO A0
yaBogBaHe Ha excnosuuMaTa (AUC) Ha esomenpazona. ETHOBPEMEHHOTO NPWIOKEHHE HA
ezoMenpazon ¥ komGunHpat uaxubutop Ha CYP2C19 u CYP3 A4, kato BOpHKOHA30I, MOXKE la
JIOBEIE /IO yBEJIHYaBaHe HA SKCMO3HLMATA Ha e30Menpa3oi NoBeYe OT ABa eTH. BeNpekH ToBa, He ce
HaJara KOpHIMpaHe Ha [034Ta Ha €30MeNpasol H B ABaTa Cirydad.

Jexapcmeenu npooyxmu, xoumo undyyupam CYP2C19 wuru CYP3A4

JlexapcTea, n3pecTHH KaTo HHAYKTOpH Ha CYP2C19 ik va CYP3 A4 wwm v Ha BaTa (Kato
pHPaMITHIHH H KBJIT KAHTAPHOH} MOTAT [Ia JOBEAAT JI0 NIOHHKABaHe HAa CepyMHHTE HHBA Ha
€30MEMpAa3oN KaTo NOBHINABAT MeTalOoNH3MA Ha €30MeNpasoi.

IegpaTpyyna nomyaanug
HpOyT'IBaHHﬂ 3a BSaHMOJIGﬁCTBH}l ca nponemal-m caMo IlpH B'BSpaCTHH.

4.6 @epraanrer, GpeMeHnOCT B KhpMeHe

bpemeHHocT
KnuunyHHTE JaHHH 2a ekcrio3uiua Ha HekciyM mo BpeMe Ha OpeMEHHOCT ca OrpaHHYeHH.

EnxpeMuonoruyHy n3ciieBaHAA ¢ palleMHYHATA CMEC OMENpa3oi NIPH royiaMa eKCHo3HIMA 110 BpEME
Ha 6pEMEHHOCT He NOKA3BaT BPEIHH W/ TOKCHUHH 33 emOpHoHa edekTy. HicneapaHHA TpH AKHMBOTHH
¢ €30MEMpa3oil He MoKa3BaT JHPECKTHH HIH HHIHPEKTHHA e(bBKTH 10 OTHOLIIEHHE HA
emMOpHoHanHoTo/(heTanHoTO passuTHe. M3cneqBaHuA r1pu KHBOTHH ¢ paleMUYHATa CMEC HE MOKA3BAT
JHPEKTHH WIH HHOMPEKTHH epeKTH 110 OTHOLIEHHE Ha GpeMEHHOCTTE, PaKIaHETO WK
NocTHATATHOTO pazsurie. Heobxoxumo e BuuManue npu npeanucate va HexciyM npu 6peMeHAH
MEHH.

OrpaHHueHO KOTHYECTBO AAHHH NpPH OpeMeHHH XeHH (H3X0X oT OpeMeHHocT: Mexay 300-1 000) ne
couu MasiopopManKH ik GeTo/HeoHaTATHA TOKCHYHOCT Ha €30MENpasolL.

[MpoyuBaHHs MPH HKABOTHH HE MOKA3BAT JAPSKTHH HIIH HHAHPEKTHH Bpeaau edekTH 1o o
Ha penpoAyKTHBHA TOKCHYHOCT (BK TOuka 5.3).

Kepmene



He e u3BecTHO nanu €30MENpason ce eKcKpeTHpa B KbpMaTa npH Yoseka. He e HanHyHa nocTtarb4Ho
uHbOpMaIINg 32 edeKTHTE HA €30MENpPa3oI IPH HOBOpONeHH/KbpMaueTa. Esomenpason He Tpabsa a

ce MpHJIara rno BpemMe Ha KbpMEHe.

DepTUnuTeT

IIpoyusaHKA IPH KHBOTHH C PallEMHYHATA CMEC OMETIPa3oN, NPHAAraH NEPOPAIHO, HE OKA3BAT
eheKTH MO OTHOLIEHHE HAa (ePTHIIATET.
4.7 EdexTtn BHpXy cnoco6BOCTTA 32 I0pupane B padoTa c MAIIHAH

EsoMenpa3on HMa He3HauuTeneH edekT BbpXy cnocoGHOCTTa 3a modHpaHe H paboTa ¢ MallHHH.
PamnopTyBani ca He)keNnaHH JICKapCTReHH peaKkuH KaTo CRETOBEBPTEXK (HEUECTa) 1 3aMEIITISHO 3PEHHE
(paaxa) (Bk. Touka 4.8). AKO NanHeHTHTE € MOBNUABAT, He TPAOBa na modupar unu aa paboTAT ¢

MalllHHH.

4.8 HexenanH JeKapcTBeHH peaknHE

Obobimenue Ha npodiia Ha GesonacHocT
I'maeobonme, abaoMuHanHa Golka, AMAPHA W raZieHe ca cpell Te3H HEXETaHH PeaKLMH, KOHTO C¢a
AOKTAJBAHH HAM-YECTO MPH KIMHHYHY OPOYYBaHHS (H ChIUO TAKA OT MOCTMAPKETHHIOBA yNoTpesa).
B nombinHeHHe, OpodursT Ha Ge3omacHOCT e noaobeH 3a pasnuuHnTe GOpMYIHPOBKH, TEPANEBTHYHH
TIOKa3aHHA, Bb3PACTORH IPyIIM M NONy auky nauuenTd. He ca HaeHTHOHIMpaHu 103032BHCHMHA

HEXKEMaHH peaKkilHH.

TaOHueH CIHCHK ¢ HexKenaHH JICKAPCTBCHH PCaKUHH

CrnenHrTe HeXENAHH IEKAPCTBEHH PEAKLMH ca HabmogaBaHy WK MOJ03HPAHH 10 BpeMe Ha
KITMHHYHUTE W3NHTBAHHA Ha €30MENPa3oll H OT NocTMapKeTHHrosa ynorpeba. Huro emna or T4X He €
Ounna ceEp3aHa ¢ gJozarta. Cniope Y4eCcTOTAaTa Ha TAXHATA [I0SBA HEKENIAHUTE PEaKLMH Ce OEAT Ha
(vectn > 1/100, < 1/10; neuectu = 1/1 000, < 1/100; peaxu > 1/10 000, < 1/1 000; MHOrO peaKkH

<1/10 000).

CHTeMo-0praHneH Knac YecToTa Hesxenana nexapersena
peaKnHS

HapyiueHHs B KpBBTA H Penku JlepkoneHus,

naMbHATa CHCTEMA TpoMOOLHTONEHNS

MHuoro penku ArpaHynouuTo3a,

TAHLHTONIEHHS

Hapyuienss Ha UMyHHaTa Peaxu CBpPBLXUYBCTBHTCIHOCT

cHcTeMa Hanp. TpecKa, aHTHOSIEM H
aHaUIAKTHIHA
peakLHA/LIoK

Hapywesnina va HeuecTH Iepudepen orok

MeTabonusama M XpaHeHeTo | Penxu XunoHaTpueMus

HeussecTHa yecToTa

XHIoMarHe3HeMus;, TexKKaTa
XHITOMAarHe3HeMHs MOKe J1a
JIOBEIE IO XMIIOKAJILIHEMHA;
XunoMartesHeMHsa MoXe
CBHIO TAKA A JOBReNE A0

XMITOKATTHEMHSA
HcuxHiHH HapyleHus Heuect HucomHua .
Penxu Pasppasnensne, oﬁ’s%f@ﬂ
JenpecHs N
MHOT0 penKH Arpecus, Xanouyflagig Sk ¥
HapyilueH1s Ha HepBHATA Yect I'napoGonue || = {4
CHCTEMA Heuectn CBETOBBpPTEX, 11 e%
COMHOJIEHTHOCT \\ T
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Penxu

HapyliueHus Ha BKyca

Hapyienus B 3peHHeTo Penmuu 3aMBriaeHo 3penne
Hapywrenus Ha cnyxa u Heuectn BeptHro
BecTHOYJIAPHH pa3icTpoicTea
PecnupaTopHy, Topakanad 1 | Pegku Bponxocnayem
MEIHACTHHAIIHH HApPYINEHHA
CromalrHo-upeBHH Yectu AbgomuHanHa Goska,
HAPYILIeHHS KOHCTHNALMA, THAPHA,
¢raTyneHIpA,
rajJieHe/ TIOBphIaHe, MOTHITH
Ha ABHOTO (pyHayca) Ha
cTomaxa (no0poKkaYecTBEHH )
Heuect CyXoTa B yCTaTa
Penxu CTOMATHT,
racTpOHHTECTHHAIHA
KaHIHI03a
MHoro penkH MHKpPOCKOITHUYEH KOJIHT
YeproapoGHH HapyILIEHHS Heuwectu TTorueHu YepuopodHA
€H3HMH
Penxu XenaTuT ¢BC HIH Ge3
HEBATCHHLIA
MHoro penku YepuoapobHa
HEJOCTATBYHOCT,

eHledanonaTus npu
MALMEHTH ¢ aHaAMHe3a 3a
MPEeNHIIHO YepHOOpOGHO
3abonaBane

Hapyiuenus Ha xo#xata
[ONKOMHATA THKAH

Heuectn

Hepmarur, cbpbex, oOpHB,
YPTHEApHS

Penxu

Anonenms,
(hOTOUYBCTBHTETHOCT

MHoro penku

Epurema mynrudopme,
CHHIPOM Ha Stevens
Johnson, ToOKcHUHA
enHIepMaTHa HEKPOTH3a
(TEH)

HeuspecTHa uecrota

CybakyTeH KOXKEH JIYITyC
epHTeMaTojec (BXK. TOUKA
4.4)

MyCtKyIOCKeneTHH,
HapyNIEeHUA Ha
ChEAHHMTETHATA ThKAH H
KOCTHTE

Heuectn

OpakTypa Ha OeapoTo,
KHTKATa WK rpsOHaulus
CTHI0

Penkn

ApTpanrus, MHaNrug

MHoro penku

Mycxkynna cnaboct

1"




Hapyernns Ha 6s0peunre 1 | MuOro penku HurepcTHiHaieH HedpHT
INHKOYHaTa CHCTEMa

PenpoaykTHRHA cUCTeMa Muoro peaxu IM'HHeKOMacTHA
Hapyuierns ot obm Penxn OTnagHanocT, NOBHLIEHO
XapakTep M HapylleHHA B MOTOOTAEIAHE

MACTOTO HA MPHIOKCHHE

CrofmaBane Ha NOJO3HPAHH HEXKEJAHH PEAKIHH

CrobmaBaHeTo Ha IOJO3UPAHH HEKENaHH PeakUuH clie]| paspeliapaHe 3a ynotpeba Ha eKapcTBEHHA
NPOIYKT € BaxkHo. TOBa NO3BOJIABA Aa MPOABIDKY HaGNIONEHHETO HA CHOTHOIIEHHETO MOJ13a/PHCK 33
NeKapCTBEHHsA NPOTYKT. OT MEIHIMHCKHTE CMNSIHATHCTH ¢ H3HCKBA a chobINasaT Bedka
NOJOZHpAaHa He)KeNaHa Peaki s 10;

brarapas

H3nenHWTENHA areHUMa 0o JeKapcTearta yi. ., Jaman I'pyes™ Ne 8
1303 Codus

Ten.: +359 2 8903417

yebcaifr: www.bda.bg

4.9 [Ilpenoznpane

Jo aHec HAMAa OMHT ¢ rpeaHaMepeHO oTpaesHe. CHMITOMHTE OIMHCAHH BHB Bpb3ka ¢ 280 mg ca
racTPOMHTECTHHA/IH#M CHMITTOMH H CHMITTOMH Ha cnaboct. Emuamdnn nosu or 80 mg He ca nosenu no
Hakakeo ce0uTHE. He e m3BecteH cnenuduuen aHTHa0T. E30Memnpason ce cBbp3Ba ¢ IUIa3MEHHTE
[IPOTEHHH B MHOTO BHCOKA CTENEH H NIOpajH TOBA He ce OTCTPaHABa JIECHO upes auanusa. Kakto npH
BCEKH CITyuaii Ha TPEAO3UPAHE, ICYCHHETO TPAGBA Ja 6bIe CHMITTOMATHYHO M A2 ce MpHIaraT ooy
IoaaBpPKAUIH MEPKH.

5. GAPMAKOJIOTUYHHA CBOHCTBA
5.1 PapMakoHHAMHAYHHE CBOHCTBA

DapmakoTepaneeTH4HAa rpyna: JlekapcTea 3a JedeHye Ha pa3CTpOHCTRA, CBHP3AHN ¢ KHCEIHHHOCTTA,
HHXHOHTOPH Ha MPOTOHHATA MOMIIA

ATC kon: A02B C05

Ezomenpaszon ¢ S-u20Mep HA OMENPA301 ¥ HAMAIABA CTOMAIIIHATA KHCETHHHA CEKpers dpe3 BUCOKO
MPHLETEH MEXaAHWIBM Ha fAeficTBue. Toli e criewpdided HHXUOUTOP HAa IPOTOHHATA NOMIA B
mapHeTaTHaTa KIeTKa. R- H S-H30MepuTe Ha oMenpason uMat noJo0HO (apMaKOJHHAMHIHO
OelHcTBHE.

Mexanu3bM Ha TEHCTRHE
Ezomenpazon e cnaba ocHORa M ce KOHIEHTPHpA H NPEeBPHINA B AKTHBHA (POPMA B CHITHO KHCENATA

CpeZia Ha CEKPETOPHUTE KAHANYETA B NAPHETATHATE KIETKH HAa CTOMAILIHATA JTMraBHIa, KBAETO TOH
uuxubupa enzuma H, K*-AT®-a3a — ocHOBHA €H3MMOCHTYpsBalLa JeHHOCT Ha MPOTOHHILHTQMITT Tt
HHXHOHpa KakTo DazanmHaTa, Taka U CTHMY/IHPAHATA KHCEJIMHHA CEKPELIHAL.

DapMaKOIMHAMWYHA eDEKTH

Crnen nepopanen npvem Ha 20 mg 1 40 mg ezoMernpazon HA4AJI0TO Ha edeKTa ce Hafl
€anH dac. [Ipn MHOTOKpaTHO NpuioxkeHue Ha 20 mg e30Menpasos BeJHbK JHEBHO A

12



Ha [eT JHH CpeHaTa MAKCHMANTHA KHCENHHHA NPOIYKLHA Clie]l CTHMYJTHPAHE ¢ IEHTATaCTPHH €
namansna ¢ 90% npu usMepBaHe 6-7 yaca cltell MpHEMa B JICH NETH.

Cren neT AHH NepopaiHO MpHnoxeHHe Ha 20 mg u 40 mg e3oMenpasos croMamHoto pH Han 4
TIO[UTBPKAHC CHOTRETHO B MPOARDKEHHE Ha cpeaHo BpeMe oT 13 u 17 vaca ot 24-yacoBud nIepHOD
npH nauuedry ¢ IEPB. [IpouesTET OT naupeHTH Ha 20 mg e30Menpason, KOHTO ¢a OLTBPKAIH
ctomautnoro pH Han 4 B nponsmkenne Ha Hali-Manko 8, 12 u 16 gaca e 6un croTBeTHO 76%, 54% 1
24%. CBOTBETHHTE NMPOLEHTH NpH e30Menpazon 40 mg ca 6unn 97%, 92% u 56%.

Joka3zasa € Bpb3Ka MEKIY HHXHOMPAHETO HAa CTOMAIIHATA CeKPellid U eKCIO3HIHATA NPy
m3nonszeane Ha AUC kato pedepeHTeH nokasarten 3a nyia3smMeHaTa KOHLIGHTpALs,

Hanekypane Ha pedurykc-e3odarut ¢ esomenpaszon 40 mg ce Habmoaaea npubauzuresno npH 78% ot
MMAUUCHTHTE CNEd YCTHPH CCOAMHIHA H NPH 93% CJ¢H oCceM CCIMHIIHN.

Eanoceamuyno nedenue ¢ esomenpason 20 mg ABa MbTH AHEBHO W NOAXOAAIH aHTHOHOTHIH BOAH
A0 yerelnHa epagukaims va M. pylori npu npubmusurenno 90% ot nauueHTuTe.

Cren nevenue 3a €pajHKallHA B NPOIBIDKCHHE Ha €HA CEAMHLA CE CYHTA, Y€ HAMA HyXKJa OT
InocjieBaia MOHOTEpalnsd C AHTHCEKPETOPHH NIEKAPCTRA 34 e(bEKT HBHQ H3NCKYyBaHE Ha A3B& H
OTCTpaHsABaHC HA CHMIITOMHTE MPH HEYCIOXKHEHH OYOACHATIHH A3BHA.

B pannoMu3sHpaHo, IBOHHO-CIIATO, IUTaLe00-KOHTPONIHPaHO KIHHHYHO TIpOy4BaHe, 764 nauueHTH ¢
C€HIOCKOTICKH NOTBbPAECHO KbpPBEHE OT IIENTUYHA A3Ba, ca OMNH PAHAOMH3IUPAHH 2 NOTY4aBaT
HexcuyM nHdy3HoHeH pasTBop (n=375) wnu nnauebo (n=389). Cnen enaockoncka xemocrasa, B
Npoab/DKEHHE Ha 72 Yaca MALHEHTHTE MOTyYapaTd Wik 80 mg e3oMenpa3oi HHTpaBeHO3HA HHPY3HA
3a 30 MHH. ¢ ocneBala HenpexkbeHaTa HHbY3HA oT 8 mg/h, HiH wiaue6o. Cnen HayaNHUA NEPHOA
oT 72 qaca, BCHYKH NallHeHTH MoTy4aBaii B NpoAwDKeHHe Ha 27 aud 40 mg nepopanen HekciyM 3a
KHCeJIMHHA cynpecki. [IpoleHThT Ha NMosEa Ha NOBTOPHO KLPBEHE cllell No-Majko oT 3 aau, 6un 5,9%
B rpynara Ha HexcryM B cpaerenne ¢ 10,3% B mnauebo-rpynara (p=0,0256). Ha 7-ua 1 30-us geH
cl1€] [MpUKIIOYBAHE Ha JICUEHHCTO, NPOLCHTET Ha MOARA Ha MNOBTOPHO KEPBCHE B IPYIIATa HA
Hekcuym cnpsMo rpyriata Ha mauebo Gun ¢sotBeTHO 7,2% cnpamo 12,9% (p=0,0096) u 7,7%
copamo 13,6% (p=0,0092).

Ilo BpeMe Ha JieUEeHHE C AHTHCEKPETOPHH JIEKAPCTBEHH NIPOAYKTH TACTPHHA B CepyMa ce MMOBHIIARA B
OTTOBOP Ha TIOHWKEHATa KHCENMHHA CeKpelra. B pesyiraT Ha HaManeHaTa cTOMALIHA KHCETHHHOCT
ce MOBHIIAaBa H HHBOTO Ha CgA. [ToenmeHnoTo HIUBO Ha CgA MOXKe [1a TIOBIHsE HA HICACABAHHATA 33
HCBPOCHAOKPHHHH T}VMOpP[.

Hanu4uurte nmyGanKyBaHH JaHHH TIOKA3BAT, Y€ NPUIATAHETO HA HHXHOMTOPH Ha MPOTOHHATA MOMIIa
TpabBa 1a ce NpeyCTaHOBH Mex 1y 5 Auu 1 2 ceaMuLM npeay HaMepBane Ha CgA. ToBa ce npaBH ¢
ue HuBata Ha CgA, KOHTO MOraT Aa ca JIBJIHBO MoBHImeHH ciief Jevende ¢ UIMT, aa ce
BB3CTAHOBAT 0 peiepeHTHUTE CH IPAHHIIH.

KakTo nipu aena, Taka H IPH BB3PacTHH MPH NPOARBKUTENTHO NeieHHE ¢ €30MENpa3olt ca
Habmonasany nosuuieH 6poii ECL, BeposTHO CRBP3aHH ¢ TIOBUIIEHHTE CePYMHH HHBA HA racTPHHA.

Cuura C€, U€ TC3H HAXOOKH HAMAT KIIHHHYHA 3HAYHMOCT.

ITo BpEME HA MpOABIDKHTENHO JICYEHHE © AaHTHCECKPETOPHH NTICKAPCTBRA & cwﬁmana 34 H3BCCTHO

CYHTA, 4Ye Te ca [oOpoKaYecTBeHH.

[MonmxeHaTa cTOMamHAaTa KMCETHHHOCT B Pe3yTat OT pa3IHYHH BE3ASHCTBIS, BIJ
HHXHOHTOPH Ha NPOTOHHATA TICMITa, BOIH A0 HapacTBaHe Ha Opos Ha GakTepuuTe, H
OOMTaTeNH HA FACTPOMHTECTMHAITHHA TPAKT, B cTOMaxa. TepalHaTa ¢ HHXHOHTOPH Ha
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MOMIIA MOKE 11a AOBeIe AO JIEKO NIOBUILICH PHCK OT CTOMAIIHO-YPEBHH HHGEKLHHM, KaTO TAKHBa,
npHYHHeHH oT Salmonella u Campylobacter, a Ipy XOCTIHTANH3HPAHH MALKMEHTH - Bb3MOKHH CA CBLIO
W TaxuBa npraHHeHu ot Clostridium difficile.

Knuuuuna edukacuoct u Ge3omacHocT

B ape KIHHHYHH H3UTEBAHHUS B CPaBHEHHe ¢ paHHTHAMH, HekcuymM rnokasea no-no6bup edexr npu
JIeYeHHe Ha CTOMallHa a38a npy namenTts npremainy HCIIBJIL, srmountento COX-2 cenekTHBHH
HCTIBJL

B aBe KIMHHYHH H3MHTBAHMA B cpaBHEeHHE ¢ Tanebo, Hexcrym nokasea no-no6ep eexr npu
NpodMNaKTHKA Ha CTOMALIHA U AyoAeHanHa a36a npy nauuneHTH Ha HCTIBJT (Ha pE3pact > 60 w/wnu ¢
npenuinHa 938a), sronoguteno COX-2 cenextusan HCIIBJIL.

[NeapaTpHyHa NOMyNALHA

B npoyusane npu neamarpidsy nanuentH ¢ [EPD (Ha es3pact < 1 o 17 roavHu), npHeMalnu
ABArOCPOYHA TEepamis ¢ HHXHOUTOP Ha IPOTOHHATA NoMITa, 61% OT JeLaTa ca pa3BIIIH Jieka CTENEH
ECL-kneTpuna XHnepnasHa ¢ HEH3BECTHA KHHHYHA 3HAYMMOCT W 6e3 pasBHTHE HA aTpodHUCH
TaCTPUT WK KapLHHOKUIHH TYMOPH.

5.2 dapMakoKHHETHYHH CBOHCTBA

Abcopbunsa
Ezomenpazon e nabunen B KMcena cpena ¥ MopaaH TOBA ¢ [IpHJIara Nepopalno BBB BHI HA

CTOMAHIHO-YCTOureH rpadyiu. [Ipespranero B R-uzoMep in vivo e HesHauuTenHo. Pesopbimara
Ha €30MENPa3oN € Obp3a, KaTo MaKCUMaJIHUTE IL1a3MeHH HYBa ce HaOmogasaT npuONH3HTENHO

1-2 waca cnen npueMa. AGcomorHata OHoHANMMUHOCT € 64% cen eAMHAYHA A03a 0T 40 mg H ce
nopHinasa 10 89% cnea MHOrOKpaTHO MPHIOKEHHE BeAHRK AHeBHO. [Tpu 20 mg esomenpazon
CBOTBETHHTE CTOHHOCTH ca pecnekTuBHO 50% © 68%.

EanospeMeHHOTO IpHEMaRe ¢ XpaHa Moke J1a 3a0aBH M HaMaJH pe3opOumaTa Ha e30Menpason,
BBIPEKH Y€ TOBA HE OKa3Ra 3HAYMMO BIHsAHHE Ha edexTa Ha €30MeNpason BbPXy CTOMaIlTHATa
KHCETHHHOCT.

Paznpenenrenue
ObeMET Ha pasnpegeneHye B PAaBHOBECHO CHCTOAHME 1IPH 3OpaBH Jima ¢ npubnmurensdo 0,22 1/kg.

Ezomenpason ce cebp3Ba ¢ IUIa3MeHHTe NpoTenHd B 97%.

Buorpanchopmarius

EsoMenpason ce MeTabonu3mpa HAIMBIHO OT CHcTeMara Ha untoxpoM P450 (CYP) 1.e. ot Heroeute
usomepu CYP2C19 u no-manko ot CYP3A4. OcHoBHATA 4acT OT MeTabonu3Ma Ha e30Menpaso
3asucH oT nonuMopduus CYP2C19, otroBopeH 3a 00pa3yBaHETO HAa XMAPOKCH- U Ie3METHII-
MeTaboNaHTH Ha €30Menpa3oil. OCTaHANATa YACT 3aBHCH OT ApPYT clielHdHueH H3oeHzuM - CYP3 A4,
OTrOBOPEH 3a 00pa3yBaHETO HA €30MENpAa3ol CyadoH, OCHOBHHAT METaDONIMT B IUIa3MaTa.

Eanvmunupade
IMokasaTenuTe No-NOTy OTPAzABAT MPEIUMHO PapMaKOKHHETHKATA Ha JIHLA ¢ QYHKIMOHHpALL
CYP2C19 eH3uM, eKcTEHIHBHH MeTabOTH3aTOPH.

ToTayHHAT MasmeH KWIKpBHC e okoso 17 Uh cnea egunmnuna ao3a U okono 9 I/h cney MHorokpatHo
npuioxeHe. [InasMeHHAT oMy XHBOT € 0Kko/o 1,3 9 ¢/1el MHOTOXPATHO NPHIATaHe BEAHBK JHER
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Junenoct/Henubelinoct

DapMaKOKHHETHKATA Ha €30MEMNPA30l € U3cneABaHa npu no3y Ao 40 mg apa meTH aHeBHo. [LomTa
01 KpHBaTa KOHLICHTpaLMA-BpEME CE YBENMYABa [IPH MHOTOKPATHO MIPAIAraHe Ha e30Mepalol.
Tosa ysenHueHHE 3aBHCH OT J03aTa H BOJM A0 MOBEHE OT NPONOPLIHOHATHO Ha 1103aTa YBEIHYSHHE Ha
AUC cnen MHOrokpaTHo npHiarate. Ta3d 3aBUCHMOCT OT BPEMETO H J03aTA C& JB/DKH Ha HAMAJICHHE
Ha MeTaboH3Ma NpH THPBO MPEMHUHABAHE H HAa CHCTEMHHSA KTHPBHC, BEPOATHO NPHUHHEHH OT
HHxubupaHeTo Ha ehzuMa CYP2C19 ot ezomenpazon w/inu HerosuA cy/1poHOB MeTabONUT.

Cnenua/jaHA rPyIH nagHeHTH

Crabu memabonusamopu

IMpubnusutento npu 1-2% ot nomyauMaATa nuncea gynkumonupam CYP2C19 ensum u 1e ca
HapedeHH cnabu MerabonuzatopH. [Tpi Te3H Mna MeTabOMHIMBT Ha €30MENpason BePoSTHO ce
Karannznpa npeaumuo or CYP3A4. Cnen MBorokparHo npiiarade Ha 40 mg esoMenpa3on BEAHEK
JHEBHO CPEHATA TUIOLI MO KPHBATA KOHUEHTpanuia-speMe e 6nna nputnuzurento 100% mo-ronama
npu cnabeTe MeTaboMM3aTopH, OTKOAKOTO NpH JHUaTa ¢ pyHKHoHHpam CYP2C19 ensum
(excTen3uBHH MeTabonuzatopu). CpeHHTe MAKCUMANTHH IUTIA3MEHH KOHLIGHTpalHH ca OuH
NIoBHIIEHH ¢ oKono 60%. Te3n HAXOOKA HIMAT OTHOILEHNE KbM A03HPAHETO HA €30METIPA3O.

Ion

Cnen eaHokpaTHO npunarade Ha 40 mg eaoMenpa3on cpeaHara oL oJ KpHBaTa KOHLEHTpalus-
BpeMe ¢ npuéamsuTenHo 30% mo-ronsaMa MpH KeHH, OTKONKOTO NpH Muxke. He e ycranoseHa nonosa
pasjivKa c/1ell MHOTOKpPAaTHO NpHIaraHe BeAHBR JHEBHO. Te3H HaXOAKH HAMAT OTHOLIECHHE KBM
JO3HPaHETO Ha €30Merpasol.

Yeprnodpobuo yepecoane

MeTabonu3MbT Ha e30Mernpa30. npu GOJIHM ¢ JIEKO IO YMEPEHO HapymeHa $yHKIHA Ha 4epHHA Ipob
Moxe Ja 6bae srnoue. CTeneHTa Ha MeTabONH3HpaHe € HaManeHa NpPH NALMEHTH C TEXKKO YBPEeHa
YepHOApOOHA PYHKUHS, KOSTO BOOH I0 YABOSBAHE HA ILIOLITA MO KPUBATA KOHIIEHTpaLHa-BpeMe Ha
esomenpazol. [Topagu ToBa NpH NALHEHTH ¢ TEKKA AMCPYHKUPA He TpAOBa Ja C¢ IpeRHINaBa
MaKCHManHaTa 03a ot 20 mg. E3oMenposon H raBHHTE My MeTaBOIHTH He MOKA3BaT TEHACHIHA 3a
KyMyJIHpaHe MPH NpUeMaHe BeAHBK JHEBHO.

BvOpeuno yepeoicOane

He ca npoBexaHu mpoyyuBaHus MpH nauMeHTH ¢ HamaneHa 6u0peyna Gpynxuus. Toit kaTo npes
OBOpeLUTE Ce U3BLPLIBA EKCKPELIHATa Ha MeTAOONHTHTE Ha €30MEINpPasol, HO He U eMTHMHHHPAHETO Ha
H3XOJHOTO ChEAHHCHHE, HE C& OUaKBaT MPOMEHH B MeTaGONH3Ma HA €30MENPa3on NPH MaLUeHTH ¢
yBpeneHa Or0peuHa QyHKUHA.

Cmapuecka ev3pacm
MeTabonM3MET HA €30MeNpa3osl He e NPOMEHS 3HAYMTENHC NPY [AUeHTH B CTapyecka Bh3pacT
(71-80 rommHn).

Teduampuyna nonynayun

FOnowu na evspacm meacoy 12-18 200unu:
Cnen Muorokparen npuem Ha 20 mg 1 40 mg ezomenpazon, obwara excrnosHuua (AUC) u BpeMeTo 3a

A03HPOBKH Ha €30MEIPa3oil.
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5.3 IIpeakJTHHHYHH JaHHH 3a Gesonacmocr

HewxiHH4HHA NaHHU OT KOHBEHLMOHATTHH NPOYYBaHHA HE YCTAHOBABAT HAKAKBH OCOOECHH PHCKOBE 32
YOBCKA Bb3 OCHOBA Ha (bapMaKonoquHa 6830H&CHOCT, TOKCHYHOCT CJ1e MHOIOKPAaTHO TPETHpaHE,
T€HOTOKCHYHOCT, KaHIleporeHeH IOTeHLMAN, TOKCHYHOCT M0 OTHOLIEHHE Ha PENPOIYKTHBHOCT H
passuTHe. Hexenanu NekapcTBEHH PeakiMy, KOHTO He ca HabMIoAaBaHy B KIMHHYHH NIPOYUBaHHA, HO
HﬂeHTH¢IHquaHH TIpH JKHBOTHH NPH HABA HA EKCIIO3HIIHA OMH3KH A0 TE3H OT KIIHHHYHH [IPpOYYBaHHA
M ¢ BBh3MOXKHA BPB3Ka C KIHHHYHOTO IPHIOKEHHE Ca KaKTO Cle/Ba:

HSCJ’ICI[B&HPIS[T& 34 KaHLEepOreHHOCT NMpPH IUThXOBE, H3BBPLUSHH ¢ pallcMHYHATA CMEC, Ca NOKa3aTH
xunepruiazus Ha croMmauute ECL-knetxu u kapupnougn. Tesu ctomallini edekTH MpH TUTBXOBETE
ce ABIDKAT Ha MPOIBIKHTENHATA H3ABEHA XHIIEPracTPHHEMHA BCJISACTBHE HA HaMalleHaTa NPOAYKLHA
Ha CTOMAllHAa KHCCJIHHA H Ca Haﬁmo,uanaﬂu Cleq MpoIb/LKHTCIIHO TPCTHPAHE HA IUTEXO0BE C
HHXHOMTOpPH Ha CTOMAIIIHATA CEKpeLUs.

6. PAPMANEBTHUYHH JAHHH

6.1 CnncbK HA IOMOIHATE BEIllECTRA

I'nuueponos MmoHocTeapat 40-55

Xunponosa

Xunpomenosa

XKenesen oxcun (Tabnetku 20 mg: yepreHHKkaBo-kadhae H xbaT) (E 172)
Marnesnes creapar

CrnonuMep Ha METAKPUIOBA KHCETHHA-eTHIakpuiaT (1:1), 30 nmpoueHTHa aucniepcus
MHUKpOKpHCTAIHA [IETy/103a

CunrernveH napadpus

Maxkporom

TIomucopGar 80

KpocroBunoxn

Harpuer creapwidgymapat

Jaxapu cdepH (3axapo3a H HAPEBRYHC HHIIECTE)

Tank

Turaros muoxcHn (E 171)

Tpuetunoe uuTpar

6.2 HecbBMecTHMOCTH

He € npriomkuMo.

6.3 Cpox Ha roanocr

3 roauHu

6.4 CoenHaJHH YCI0BHS HA ChXPAHEHHE

Jla ce cpxpaHdBa B OPHIHHAIHATA oNakoBka (OnucTep).
Ja ce coxpaunssa noa 30°C.

6.5 BHA B cCEILPKAHHE HA ONAKOBKATA
Brucrep ot amyMuHueRo QoiHo.
bnuctepay onakoskH ¢ 14 Tabnerku.

6.6 CnennanHu npeanazHA MEPKH NPH H3XBBPAAHE A padoTa
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HsMa cneumantHy H3HCKBAHHA 332 H3XBBPIAHE.

[TprnoxkeHue ¢ racTpaiHa coHaa

1. Tocraeere TabreTkaTa B MOAXOAAWA CIPUHLIOBKA H HAITHJHETS CTIPHHLIOBKATA C TIPHOIHIHTETHO
25 ml Boma u npubnusuTenHo 5 mi Bp3aYX. ToBa e HeoGX0AKMMO, 3a 1 Ce NIPENOTBPATH
3alyIIBAHETO Ha COHAATA OT ToM4era oT TalneTKara.

2. Hesabaeno pasknaTeTe CIPHHLIOBKATA 32 OKOJIO 2 MHHYTH, 3a Ja pasTBOpHTE TableTKara.

3. 33}1})‘1:}](’1‘ © CIIPHHLIOBKATA H3MIpaBCHA CbC 3a0CTPEHHA Kpaﬁ Harope H NpopcpeTe OaJIH HE €
sanyuicHa.

4. Ilpukpenere COpHHLIOBKATA KEM COHZIATa KATO MPOIBIDKHTE Ja A AbPKHTE B CHILOTO MOJIOKEHHE,
5. Pasknarere CpHHIOBKATA H A HACOYETE C BEpXa Hanomy. HikexTupaiite 5-10 ml eanara B
conpara. Mzpanete cnpuHLIOBKATA Clel HIDKEKTHPAHETO H 5 pa3kiiaTere (CIpHHLOBKATA TpaOBa

Ja ¢ ABPAKH ChC 3a0CTPEeHNS Kpall Harope, 3a 1a He ce 3aliyllH).

6. OO0BpHeTe CIIPUHLIOBKATA CHC 3a0CTPEHMA Kpaii covell Halomy H BelHara HEDKEKTHpaHTe oLLe
5-10 ml e conmara. [TorTOpeTe Ta3u npoueaypa JOKATO CIIPHHLOBKATA Ce H3MPas3HH.

7. AKO HMa Hy;k[a Ja ¢e OTMHE BELIECTRO, KOETO € OCTAHANO B CIPHHIOBKATA, HAITLIIHETE

CNPHHLOBKaTA ¢ 25 ml Boga i 5 ml BB3MyX W MOBTOPETE MeTa cTHIIKA. 32 HAKOW COHAM ca
HeoOxoaumu 50 ml Boga. '

7. NPHTEXATEJ HA PASPEIIEHHETO 3A YHOTPEBA

AstraZeneca AB,

5-151 85 Sodertilje,

Ulrenns

8. HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

20020294

9. JATA HA ITBPBO PA3ZPEINTABAHE/ITIOTHOBSABAHE HA PA3PENIEHHETO 3A
YIIOTPEBA

Jara Ha mepeo paspewnasade: 03 ¢pespyapu 2002 r.

Jara na nocnegHo nogHoBABaHe: 25 romu 2007 .

10. JATA HA AKTYAJIH3HUPAHE HA TEKCTA

TonpotHa undopmarms 3a TO3M NeKapceTBEH MPOIYKT € MpefocTaBeHa Ha yebcaiira H
HsmenuuTenHaTa areHms no nexapereara: hitp://www.bda.bg,
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