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SAGAESOME 40 CAPSULE

Dé xa tim tay tré em
Boc k§ hirdng din sie dung triece khi ding

THANH PHAN

MBi vién nang cimg chira:

Thinh phin_hoat chit: Esomeprazol 40 mg (duéi dang esomeprazol magnesi tribydrat pellet
bao tan trong ruit 22%)

Thanh phin td dwee: placebo pellet; v nang vira dii 1 vién.

Thénh phdn ctia placebo pellet: mannitol, light magnesi carbonat, dinatri hydro phosphat, starch,
sugar (pharmaceutical grade), sugar spheres (20840, hydroxy propyl methyl cellulose (HPMC
ES), methacrylic acid copolymer (L-30D), natri hydroxid, tale, titan dioxid, tween-80
(polysorbat-80), diethy| phthalat.

Thanh phén ctia vé nang: gelatin, PVP K-30, natri laury| sulphat, methylparaben, propylparaben,
brilliant blue, erythrosin, titan dioxid, nudc tinh khiét.

Dang bio ché: Vién nang cing chita cie hat pellet bao tan trong rudt,

Mo td dang bdo ché: Vién nang cimg & 50 2 miu tim chira cic hat pellet mau triing i tring
nga.

CHIi PINH

Chira Fanh viém trgt thwe quin

Pidu trj ngln han (4-8 tuiin) d& chita lanh va gidm trigu chimg tinh trang viém trot thye quan. Co
thé ké don thém 4-8 tudn nifa néu bénh nhin chira linh hin,

Tré em 12-17 tudi

Biéu trj ngiin han (4-8 tudn) dé chira lanh va gidm triéu chimg tinh trang viém trot thyre quan,
Bitu tri duy trl dé chiva lanh viém trot thye quin

Pk tri duy trl & chira Janh viém trot thye quin & ngué lon, Cde nghién ciru co kiém sodt
khing kéo dai qua & thing,

Pigu tri triéu chirng trho ngwye da day thee guan (GERD)

Mgurdri 16m:

Bidu trj ngdn han (4-8 tufin) tridu chimg o ndng hodic cée trigu chimg khic lién quan trio nguge
da day thye quan (GERD),

Iré em 12-17 i

Didu tri ngfin han (4 tudn) tridu chimg ¢ ndng hofic cic trigu chimg khic lién quan trao nguge da
diy thye quin (GERD).

Giam nguy co loét da diy do thudec khiang viém khing steroid (NSALD)
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Thudic duge chi djnh 48 gidm nguy co loét da day do thufic khang viém khong steroid (NSAID)
& nguii Iom co nguy co phét trién loét da day: tir 60 i trév 18n vivhodc cb tien sir loét da day,
Cée nghién ¢l cd kiém soft khing kéo dai qua 6 théng.

Digt trir Helicobacter pylori ¢ gidm nguy co tii phit loét 4 tring

Diét trir H. pylori 43 duge chimg minh 1 lam giam nguy co tdi phét loét u trang.

Ligu phip 3 thube

Thube niy két hop vai amoxicillin vé clarithromycin duge chi dinh dé digu tri & bénh nhin
ngwisi 1o nhim M. pelori v dang loét td tring hofic c6 tién sir loét th trng trong vong 5 nfm.

O nhimg bénh nhin khing dip img liu phap, nén titn hanh kiem tra 49 nhay cam vdi khing
sinh. Néu chimg minh duge tinh trang khing clarithromycin hojc khong thé kidm tra d6 nhay
chm, nén dp dung lidu phip khing khuin thay the.

Cie tinh trang ting tiét bénh I¥ bao gﬁm hiji chirng Zollinger-Ellison

Bidu tr] dai han chc tinh tegng thng tiét bénh 1§, bao gom: HOi chimg Zollinger-Ellision, & nguriyi
ldm.

CACH DUNG, LIEU DUNG

Lidu ding

Ngweri lén

Thivi gian didu tr bing esomeprazol dige dira trén nhimg dir liéu an wan higu qua cb sén cho
timg chi dinh, tin sufit liéu va nhu cdu didu trj cho timg bénh nhén. Chi nén bit diu va tiép tyue sir
dyng esomeprazol khi Igi ich diéu trj vurgn trdi hon nguy co. Thing tin liéu khuyén céo cho dbi
rgng nguidd 16n theo chi dinh duge thé hién trong Béng | dudi day.

Bing 1: Liéuy ﬁ.’ﬁh}'éﬂ cdo cua esomeprazol cho mguadi lim theo chi dink

Chi djnh Litu khuyén edo ciia esomeprazol Thivi gian diéu trj

Chita lanh viem trgt thye quan | 20 mg* hofic 40 me®" x 1 lin/ngay 4- 8 tuin®

Didu trj duy trl dé chira lanh | 20 mg* x | Hin/ngdy Khong qua 6 thing

widm trgt thire quin

Diéu tri tridu chimg GERD 20 mg* x 1 lin/ngay 4 tuin, niu trigy
chirng khéng hét hiin,
ciin nhac diéu tri thém
4 tuén

Giam nguy co loét da day do | 20 mg* hodc 40 meg'™ x 1 lin/ngay Khong qui 6 thing
thubc khing viém khing

steroid (MSAID) o

Diét trir Helicobacter pylori E.S;Jmepruznl 40 mg x 1 lin/ngay'! |0 ngdy

dé giam nguy co t4i phét loét | Amoxicillin 1000 mg x 2 lin/ngay™ 10 ngay

ta trang (Ligu phap 3 thubc) Clarithromycin 500 mg x 2 ln/ngdy™ | 10 ngay

Digu trj dai han cdc tinh trang | Liéu bat déu: 40 mg x 2 lan/ngay' Bicu tri dai han theo
ting tiét bénh 1%, bao gﬁm: liéu dwoc ci nhin hoa tiy theo bénh tinh trang 1dm sng

Hai chimg Zollinger-Ellision | nhin.
Liu ding co thé 1én dén 240 me/ngiy.
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OF Ligu thi da 20 mg x | lin/ngdy duge khuyén cdo ddi véi bgnh nhin suy gan ndng (Child-Pugh
loai C).

@ Hiu hét bénh nhin duwge chita linh bénh trong vong 4-8 tuln, D6i vai bénh nhin chura linh
bénh sau 4- & win, co thé didu tr thém 4-% tuln dé lanh han.

O Tham khao théng tin k& don cla amoxicillin v clarithromycin d& higu chinh lidu & nguii cao
tudi vit bénh nhin suy thin.

@ Lidu bét ddu 20 mg x | lin/ngdy dwge khuyén cdo ddi vai bénh nhin suy gan ning (Child-
Pugh loai C).

Tré em

Tré em tir 12 <17 tudi

Liéu khuyén cho cia csomeprazol cho bénh nhén tré em nr 12- 17 tudi theo chi dinh durge trinh
biy theo Bang 2 dudi day.

Bing 2: Liéu khuyén edo ctia esomeprazol cho bénh nhdn tré em ok 12- 17 fudi

Chi dinh Litu khuyén cio ciia esomeprazol Thivi gian diéu tr]
Chifa lanh viém tryt thyc quan | 20 mg* hodc 40 mg x 1 lin/ngiy 4- 8 tuan
Bidu Ir| triéu chimg GERD 20 mg* x | lanngay 4 tudin

*Khupén cio sir dung dang bio ché cb him hegng thich hep (esomeprazol 20 mg).

Tré em dudi 12 tudi

Sir dung dang bio ché khéc thich hgp hon.

Bii twgng dic bigt kiic

Neuwiri cao tudi:

Trong téng sé bénh nhin sir dyng esomeprazol trong cde thit nghim dm sing, cd 1439 bénh
nhén tir 65-74 tudi va 354 bénh nhéin tr 75 tudi triv 16n.

Nhin chung, khing quan st thiy sy khic nhau v& tinh an todn v higu qué gitta dbi trgng cao
tudi va tré tudi. Nhitng kinh nghiém 1im sang khéc eling khong xac dinh nhimg diém khéc nhau
vé dip (mg gilta béah nhin cao tubi va bénh nhén tré tudi. Tuy nhién, khing thé loai trir 46 nhay
cim cao hon & mit s& bénh nhin cao tudi_

() nhirng bénh nhin suy gan ning (Child-Pugh logi C), ndng d6 esomeprazol ting 1én déng ké so
viri nhitng ngudi khie manh.

Khuyén cfio didu chinh lidu & nhitng bénh nhiin suy gan ning dé chira lanh viém trgt thire qudn,
gidm nguy co loét da day do NSAID, diét trir H. pylori dé gidm nguy co tai phit loét t tring va
céic tinh trang tAng tiét bénh 1§ bac gbm hdi chimg Zollinger-Ellison,

() nhitng bénh nhin suy gan nhe dén trung binh (Child-Pugh logi A vi B), khéng cin digu chinh
L,

Cich ding
o Ubng thude trirde khi dn it nhit 1 gié.
o Co thé sir dyng dong thii vai cac thude khing acid.
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«  Néu quén lidy, ubng lifu bj quén ngay khi nhé. Néu nhir da dén thiri diém ulng lidu tiép theo,

béi qua lidu bi quén v ubing lidu tiép theo nhu ké hogeh, Khong udng 2 liéu cling loc,
Ding thude qua dirdmg udng hojic qua ong théng da day, nhe md th bén dudi.
Dimng duwcmg wong:

s Nufit nguyén vién thudc, khong nhai hay cin vién.

o  Bidi voi nhimg bénh nhin kho nudt, ¢é the ma vién nang esomeprazol va Iy pellet phin tin
trong mudc, uéng hén hop ngay ldp tie, khéng nhai hay cfn pellet, Bo phin hin hgp du (néu
o), khiing bao quin 4é sir dyng sau do. Khong ding céc chit long hay thirc @n khic khong
duge danh gid, khuyén cdo.

Ding qua ong thing da diy:

- Mé vién nang v diit lugmg thude trong vién vio mot bom tiém 60 ml cd diu théng.

- Phéin tén lugng thudc trong vién véi 50 mL nrde,

- Lic ngay bom tiém trong khodng 15 gifly dé phan tin déu luong thude trong vién,

- Giir dfiu bom tiém hwdng 1én trén va kiém tra xem diu bom tiém cd bi the khing.

- Giin bom tiém vio dng thong va chuyén hét lrgng thube trong bom tiém qua dng théng vio
dg day, :

- Rira 6ng thong béing cach thém nude

- it dung ngay sau khi chudn bj. Khang sir dung néu lugng thudie bj hia tan hode tan rd.
CHONG CHI DPINH

- Bénh nhén cé tién sit qua min voi cie diin chit thé cia benzimidazol hodic véi cde thinh phin
cla thude. Phén img qué min b thé bao gbm phan vé, sdc phan vé, phit mach, co thét phé quan,
viém dng ke thin cdp, ndi mé day.

- Khi sir dyung thude trong liéu phdp két hop véi amoxicillin va clarithromycin dé digt trir 4,
pylori dé gidm nguy co tai phat loét ti trang, tham khao théng tin chéng chi dinh eta amoxicillin
vii clarithromyein.

- Bétnh nhin dang dimg san phim e chira rilpivirin (xem phin Twong tde thude)

CANH BAO VA THAN TRONG KHI DUNG THUOC

Sy hign dién cia v dc tinh & da day

O ngurivi Iém, dép (mg trigu chimg vai ligu phip didu tri véi esomeprazol khéng ngin ngira sy
hién dién cia u 4 tinh & da diy. Cin xem xét cic bién phap chin dodn va theo dai thém dii i
nhitng bénh nhin didu trj thée bai hode nhimg diu higu tii phit sém zau khi hoan thanh qué trinh
ditu trj voi mat sb thude de ché bom proton (PP1). O bénh nhén cao tudi, cling o6 th cin nhiic
i soi.

Viém 6ng ke thin cip

PMi quan st thily tinh trang viém ong ke thin cip & nhimg bénh nhin dimg PPl va co the xdy ra
finh trang ndy & biit ki thii diém ndo trong qué trinh ding ligu phép PPL Bénh nhin ed thé xut
hién nhimg trigu chimg va déu hidu khéc nhau: tir phin (mg tridu chimg ting huyét dp dén cic
trigu chimg khéng dic higu vé suy gidm chirc ning thin (nhu: khd chiu, budn nén, chin &n),
Trong médt logt tridmg hop duge bdo cdo, mit sb bénh nhin dwge chin dodn bing sinh thiét va
khiing cd cde bidu hign ngodi thin (nhu: sbt, phét ban, dau khip). Ngimg st dung thudc va dénh
giéi lai bénh nhin nghi ngir tinh trang viém dng ke thin cip (xem phin Chéng chi dinh),
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Tiéu chay do Clestridium difficile

Céc nghién cin quan sit 33 dirge cong bé cho thily ligu phip PP1 nhu esomeprazol 6 thé lam
ting nguy co tiéu chiy do Clostridium difficile diic biét 13 nhimg bénh nhiin nhiip vién, Chén
dodn nay duge cin nhic dbi voi tinh trgng tiéu chay khing cii thign (xem phiin Tdc dung khing
mong mudn ctia thuoe)

Bénh nhén nén sir dung lifu PP1 thiip nhét vi thod gian didu tr ngdn nhit phit hop vai tinh trang
hénh.

Giin nhur tit cé céc khang sinh déu co béo céo tigu chiy do Clostridium difficile khi sir dyng. pé
biét thém céc thing tin oy thé cho timg khing sinh (clarithromyein v amoxicilin} duge chi dinh
két hop véi esomeprazol, tham khio phiin Canh bdo v thin trong khi ding thude cia b hudng
din sir dung twong (mg cia img khang sinh.

Gily xwong

Mot sd nghién ciru quan sit d3 duge cong b cho thiy ring lidu phip irc ché bam proton (PP1) ob
thé 1am ting nguy co gy xuong hing, b tay hodc cit sing do loding xwong. Nguy co gy xuomg
ting 1&n & nhimg bénh nhin ding PPI liéu cao nhu ding da lidu hang ngay va diéu trj PPI dai
han (mdt ndm hodic |iu hem). Bénh nhin nén sir dung lidu thiip nhdt va thid gian diéu trj PPI ngdin
nhét phis hgp véi tinh trang bénh dang dittu 1. Bénh nhin co nguy co gy xuong do lofing xurong
nén duge quan by theo cae huedng diin diéu trj d3 dwge thiét lip [xem Cdch ding, ligu ding va
Téc dyng khing mong mudn ctia thudc] _;".
Phiin fmg co hai trén da nghiém trong T
Céc phan tmg cb hai trén da nghiém trong, bao gbm hoi chimg Stevens-Johnson (S
chimg hogi tir bifu bi nhifm dde (TEM), phén img do thude véi sw tng bach cu 4i §
triéu chimg todn thin (DRESS) vi hdi chimg mun mi ngogi ban todn thin cdp tinh (AGEP) d1
duge bdo céo lién quan dén viéc sir dyng PP Ix:mﬁirﬁn Tdc dung kidng mong muen clia :Frm:ff'l.
Ngimg sir dung thube khi cd déu hidu hode triéu chimg du tién clia phin fmg e6 hai nghiém
trong trén da hodic cde diiu hidu qua mdn khic v xem xét dinh gid thém.

Lupus han a3 & da vi hé thing

Bénh lupus ban & da (CLE) vi lupus ban d6 hé thong (SLE) 4a duwge béo cdo & nhimg bénh
nhén ding PPL, ké cé esomeprazol. Céc bién ch ndy xdy ra ca nhu khoi phit médi va dot n:&p clia
bénh ty mién hién cé. Philn Lon céc trudmg hop lupus ban dé do PPI gdy ra Ia CLE,

Dang CLE phé bién nhét duge béo cdo & nhitng bénh nhin duge dicu trj bing PPI 12 CLE bén
clip (SCLE) vi xéy ra trong vong véi tudn dén vai nam sau khi didu tri blng thude lién tye &
nhitng bénh nhin tir tré so sinh dén ngwii cao tuii. Nhin chung, quan sdt duge cde phit hign md
hoe, khing lién quan co guan.

Bénh lupus ban dé hé théng (SLE) it duge bio cdo hon so wéi CLE & nhitng bénh nhin ding
PPL. SLE lién quan dén PPI thuémg nhe hon SLE khing do thufic. Khii phit SLE thuimg xdy ra
trong vong vii ngdy dén vAi nam sau khi bt ddu didu tr, chii yéu & bénh nhdn tir thanh nién dén
nguiri cao tubi, Phin Ién bénh nhin cd bidu hién phit ban; tuy nhién, dau khop v giam té bio
ciing dii duge bao cao.

Trénh sir dgng PP1 ddi ngiy hon thii gian chi dinh. Néu cée déiu higu hofic trigu chimg phit hep
v&i CLE hotic SLE duge ghi nhén & bénh nhin dimg thube, hily ngimg thube va chuyén bénh
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nhén dén bdc si chuyvén khoa thich hop dé dénh gia. Hau hét bénh nhin cdi thién khi ngimg PPI
trong 4 dén 12 tudin, Xét nghiém huyét thanh (vi du: ANA) c6 thé duong tinh va gidi quyét céc
kit qua xét nghigm huyét thanh hoc ting cao thn nhiu thisi gian hon gidi quyét cde biéu hign lim
sing.

Twong tic viri clopidogrel

Trénh sir dyng dng thii thube voi clopidogrel, Clopidogrel 12 mit tién chit, Téc dyng e ché
két tap tidu chu cha clopidogre] hoan todn duge tao ra béi mét chit chuyén hia ¢b hogt tinh ciia
clopidogrel. Qué trinh chuyén héa cla clopidogrel thinh chiit chuyén héa ¢t hogt tinh cla nd cd
thé bi gidm khi sir dyng ding thii véi cde thude e ché CYP2CI9 nhy esomeprazol. Sir dyng
dhng thi clopidogrel vii esomeprazol 40 mg lam gidm the dong dwge 1y cia clopidogrel. Cin
nhiic cdie ligu phip (e ché két tip tiéu chu khéc khi sir dyng thube [xem phin Twong tde thudc).
Thiéu hut cyanocobalamin (vitamin B12)

Pidu tri hang ngiy bing bét ky thude e ché acid ndo trong thii gian dai (vi dy: hon 3 ndm) cé
thé din dén giam hip thu cvanocobalamin (vitamin B12) do gidm hoje thiéu acid djch vi. Che
béo céo hidm gip vé xiy ra thiéu hyt cyanocobalamin khi sir dyng lidu phip (e ché acid di duge
béio céo trong ¥ vdn. Chin dodn nay nén duge xem xét néu quan sit thiy clc tri¢u chimg ldm
sang phit hop vdi sy thiéu hyt cyanocobalamin,

Ha magnesi man vi chuyén hoa khodng chit

Ha magnesi mbu {cd tridu chimg va khong cb triéu chimg) da duge bao cdo hidm gip & nhimg
bénh nhin duge didy tri bing PP trong it nhit ba thing, trong hiu hét céc truimg hop 12 sau mdt
nam didu tri. Céc te dyng khéng mong mudn nghiém trgng bao gbm ha calci mau cdp tinh, loan
nhjp tim va co gidt.

Ha magnesi miu cb thé din dén hg calei mau vivholic ha kali mau vé cd thé [am trim trong thém
tinh trang ha calci mau ligm dn & nhing bénh nhén cb nguy co. ¢} hiu hét bénh nhin, didu tri ha
magresi mau yéu cdu cée ngudn thay thé magnesl vi ngimg sir dyng PPL

Pbi véi nhitng bénh nhin dir kidn 52 dicu tri kéo dai hode nhimg bénh nhin ding PPT véi ce
thudic nhur digoxin hofic cc thuéc cb thé ghy ha ma,g_nem méu (vi dy: thube lgi tidu), chc dﬁu:.rén
gia chim s6c sire khoe o6 thé xem xét theo dai nong dj magnesl trurdic khi bét du didu tri bing
PP va kidm tra dinh ki [xem phén Tde dung khdmg mong mudn cia thude].

Céin nhiic theo d6i ndng 45 magnesi va ealei trudic khi bit diu ding thubc vi djnh k¥ trong qué
trinh didu trj & nhimg bénh nhén o6 nguy co ha calci méu tir trde (vi dy; suy tuyén cin gidp). Bo
sung magnesi vathode calei, néu cén thiét, Néu tinh trang ha calci méu khang dap (mg véi digu
trf, cin nhic ngimg st dyung PPI,

Twomg tic vii St. John's Wort hofc rifampin

Thubc tang cim (mg CYP2C19 hodc CYPIA4 (nhur St. John's Wort hodic rifampin) co thé lam
gidm ddng ké néng 49 esomeprazol [xem phin Twong tic thudc). Tranh sir dyng dong thisi thuiic
viri St John's Wort hofic rifampin.

Twomg tic vii cie vét nghigm chin dodn u thin kinh nji tiét

Ming 46 chromogranin A (CgA) trong huyét thanh tang thir phat do gidm néng d6 acid da dér:.r do
thudc. Nbng do CgA ting ]én co thé gy ra két qua duomg tinh gia trong cc xét nghém didu tra
chiin dodn u thin kink ndi tiét. Béc < nén tgm thii ngimg didu trf esomeprazol it nhat 14 ngéy
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trirdie khi ddnh gid néng dd CgA va cin nhic 1p lpi thir nghigm néu ndng 45 CgA ban diu cao,
Néu cée thir nghigm ndi tiép duge thye hién (vi du: dé theo dii), thi nén duge thye hign bii clng
mit phing thi nghiém, vi khodng tham chidu gifra cac thir nghidém cb thé khéic nhau.

Twong tic vii methotrexat

Céc tai ligu y vn cho thiy ring vigc sir dyng dbng thiri PPI v methotrexat (chd yéu & ligu cao;
xem thém t&r hedng din st dung cba methotrexat) cb thé lam tng va kéo dai nﬁng dd
methotrexat trong huyét thanh vivhodic chit chuyén héa cia nd, ¢ thé din dén die tinh véi
methotrexat. Khi st dyng methotrexat lifu cao, mdt sb bénh nhin cé thé cin nhic tam thid
ngirng PPI [xem phiin Tieong tde thudc].

Palyp lu].rén iy vi

Sir dyng PP cd lién quan dén ting nguy co polyp tuyén day vi, nguy co ting lén khi sir dung lau
dai, dic biét 14 sau mot ndm. Hiu hét nhimg nguwdi sit dyng PPI phat trign polyp tuyén diy vi
khéng o trigu chimg v polyp tuyén ddy vi dugc phét hién tinh cir khi ndi soi. Sir dung ligu phap
PP trong thii gian ngéin nhét phit hop véi tinh trang bénh dang didu i,

Ciinh bdo cho cic ta dwye;

Sucrose

Thuéc niy cb chira duimg sucrose. Bénh nhén 6 céc vén dé di truyin hiém gip nhir khing dung
nap fructose, kém hip thu glucose-galactose hodc thifu sucrose-isomaltase khéng nén ding
thudc niy.

Matri

Thubc ndy cé chira it hon Immol natri (23mg) mBi vién, tirc 14 vé cor bin “khing chiva natri”.
Methylparaben, propylparaben: Thute ndy ¢ chira methylparaben, propylparaben: c6 the gy ra
phén (mg dj img chim.

Mannitol: Thube chira mannitol ¢ thé e tie dung nhudn tedng nhe.

SU DUNG THUOC CHO PHU NT' CO THAI VA CHO CON BU

Phu niy ¢h thai

Tém thit nguy co

Khéng c6 cde nghién ciru day di va ed kidm sodt sir dung esomeprazol & phy nit co thai.
Esomeprazol 13 ddng phén § ciia omeprazal. Dir ligu dich t& hoe hign ¢ khang chimg minh duge
nguy co gia ting chc di tit bim sinh ning hode ede két qua bét lgi khéc trong thai ki khi sir dung
omeprazol trong ba thang diu. Céc nghién ciru vé sinh sn & chudt vi thd cho thily kha ning géy
chét phéi phu thudc vao lidu lrgng o lidy omeprazol cao hom khodng 3,4 dén 34 ldn so v ligu
ubng 40 mg & nguén (dura trén dién tich b& mit co thé d6i vai mit nguiri ning 60 kg).

Khong quan sit thiy kha ning gdy qudi thai trong cde nghién ol vé sinh san & dong viit khi sir
dung esomeprazol magnesi dudmg ubng & chudt va thd vii lidu Yin hrot khodng 68 Ein va 42 lin
lidu ubng 40 mg & nguivi (dya trén dién tich bé miit co thé dbi véi mit ngwiri ning 60 kg), DA
quan sét thiy nhimg thay di vé hinh théi xuong & con cdi cia nhitng con chudt duge ubng thude
trong hii hét théd ki mang thai vA cho con bi véi lidu lugng Iém hon hofic bing khodng 34 liin
so viri ligu ubng 40 mg & ngudi. Khi chi cho chuit me udng thude gidi han trong thoi ky mang
thai, khdng cé dnh hudng nao dén hinh thii d7a sun ting trudmg cia xuong & chudl con & moi lia
tubi.
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Céc nguy o co bdin wde tinh cia dj tit bém sinh ndng va sy thai d6i vdi nhoém din s6 duge chi
dinh viin chua duge biét, Tét cd cée truémg hop mang thai ddu o6 nguy co cor bin vé dj tt bam
sinh, sy thai hodic cde két qua bit lgi khic. Trong quan the ngudi M§ néi chung, nguy co co bin
wire tink cia cac dj tit bim sinh niing va sdy thai trong cic truwémg hop mang thai dirge cong nhin
trén lim sang ln lugt 1 2% dén 4% vi 15% dén 20%.

D ligu

DiF ligu trén nguedd

Esomeprazol 1 dbng phin S ciia omeprazol. Bin nghién ciu dich € hoc 4 so sinh tin suat di
tit bim sinh & tré so sinh ciia nhimg phy nii sir dyng omeprazol trong théi ki mang thai vai tin
sudt di t4t bim sinh & tré so sinh cda nhitng phu nif sir dyng thube dbi khing thy thé Ha hodc cic
thudc d6i chimg khic.

Mt nghién ciru dich t2 hoc theo nhém hii ciru dya trén nhom din 56 tir Swedish Medical Birth
Registry, bao gfm khodng 99% cde trudmg hop mang thai, tr ndm 1995 dén nam 1999, di biao
chio vé 955 tré so sinh (824 tré tidp xhc trong tam cd nguyét ddu tidn trong 46 39 tré tiép xie
ngodi tam cd nguydt déiu tign va 131 tré tiép xidc sau tam ci nguyét diu tién) co me sir dung
omeprazol trong thin ki mang thai, S6 tré so sinh tiép xiic vdi omeprazol trong 1 cung voi bt
ki di tit mdo, nhe can khi sinh, diém Apgar thip hofic nhip vién twong ty nhu si tré duge quan
sil thily trong nhém dén sb ndy. S& tré so sinh sinh ra b dj t3t véch lién thit vi sb tré chét luu
cao hom mid ehat & tré so sinh tiép xie vii omeprazol so vai s tré dy kién trong nhom din sb
nay.

Mt nghién ciru theo ddi héi ciru dun trén nhom dén sb bao gbm tit ci cde trémg hop sinh song
& Pan Mach tir ndm 1996 dén nfim 2009, di bdo cdo vé 1.800 trwimg hop eb me sir dyng
omeprazol trong tam ci nguyét ddu tién cia thai ky va 837.317 truimg hop c6 me khing sir dung
bt k¥ chét irc ché bom proton ndo. Ty 1& chung vé di tit bim sinh & tré so sinh duge sinh ra tir
nhilng bd me sir dung omeprazol trong tam ci nguyét dau tién la 2,9% vi 2,6% & tré so sinh
duge sinh ra tir nhitng bé me khdng sir dung béit ki chét irc ché bom proton ndo trong tam cd
nguyét diu tién,

Mét nghién ciru theo d8i hdi clru d3 béo céo vé 689 phy ni mang thai sir dung thudc chen Hs
hofic omeprazol trong tam ca nguyet diiu tién (134 ngudi st dung omeprazol) va 1.572 phy nit
mang thai khéng sir dung béit ki logi thube ndo trong tam cd nguyét dilu tién. TV 18 dj tit chung &
tré sinh ra tir nhitng b me sit dyng omeprazol, thude chen Hz trong tam cé nguyét dau tién hode
khong sir dung l&n hugt 14 3,6%, 5,5% va 4,1%.

Mt nghién ciru theo ddi quan sdt nhd vé 113 phy nit sir dung emeprazol trong thoi ki mang thai
(89% sir dyng trong tam cd nguyét diu tién), 19 18 di tit bdm sinh duge béo co 1 4% & nhom
omeprazol, 2% & nhom dbi chimg sir dung céc chat khing gy qudi thai v 2,8% & nhim déi
chimg méic bénh, T§ |8 sdy thai ty nhién va theo § mudn, sinh non, tudi thai khi sinh va cén ning
trung binh khi sinh twong ty nhau giita cic nhom.

Mt sé nghién cins 8 bio cdo khing ¢6 the dung khdng mong mudn ngin han ndo ddi vai tré so
sinh khi diing mét lidu omeprazol dirimg ubng hofic tiém finh mach duy nhét cho hon 200 phy nir
mang thai nhar thude tign mé dé md 1dy thai dudi ghy mé todn thén.

Dir ligu trén ddng vt
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Omeprazol

Céie nghién ciru vé& khi ndng sinh san dwge thie hign vii omeprazol & chudt véi lidu udng Lén
dén 138 mg/kg/ngdy (gdp khodng 34 Bin liéu ubng cia ngwiri 1 40 mg tinh theo dién tich bé mat
cor thé) vt & tho vai lidu ubing lén dén 69,1 mg/kg/nghy (gip khodng 34 1in lidu ubng clia ngudi
|a 40 mg tinh theo dién tich b mit co thé) trong qua trinh hinh thanh co quan khing thé hign bt
k¥ biing chimg ndo vé kha niing giy quéi thai cia omeprazol. O thd, omeprazol vii liéu ding tir
6,9 dén 69,1 mg/kg/ngay (ghp khoang 3,4 dén 34 lin lidu wong ciia ngwdi la 40 mg tinh theo dign
tich bé mit co thé) duge dimg trong qué trinh hinh thanh co quan di gly ra sy gia ting lién quan
dén lidu lugng v& tnh trang chét phai, tinh trang tidu hiy thai nhi vé tinh trang gidn doan thai ki.
() chuft, dic tinh phoi thaifthai nhi lign quan dén léu lugng va ddc tinh phét rién sau sinh 48
duge quan st thay & con cdi b cha me duge didu trj bing omeprazol & ligu 13,8 dén 138,0
mg/ke/ngiy (edp khodng 3.4 dén 34 lin lidu udng cla ngudi 14 40 mg tinh theo dién tich bé mjt
cor th), duwge ding trude khi giso phnfui trong sudt thir ky cho con b,

Esomeprazol

Khing cd anh huong nio Abi vai sir phit tridn cia phéi thai trong edc nghién ciru v& sinh san vii
esomeprazol magnesi & chudt vai lidu ufng 1&n dén 280 mg/kg/ingly (gp khodng 68 lin liéu
ubng ciia nguir 14 40 mg tinh theo dién tich bé mfit co thé) hodic & thd vai litu udng 1én dén 86
mg/kg/ngly (gdp khodng 41 In liu uing cita ngwdi 1 40 mg tinh theo dign tich bé mit co
durge diing trong qua trinh hinh thanh co quan. :
Mt nghién ciru dic tinh trnde va sau sinh & chudt véi cic didm cudi b sung dé dénh gia SI.I phix
trién cla xuomg di duge thue hidn voi Esnmepraml magnesi & liéu ubng tir 14 dén"
mg/kg/nghy (zhp khodng 3.4 dén 68 Kin licu utng cho nguwéi 12 40 mg tinh theo dién tich
co thé). Ty I¢ séng s6t & tré so sinh/san sinh sém (b khi sinh ra dén khi cai sita) gidm & licu
hode Jén hon 138 me/kg/ngay (gdp khoang 34 lin lidu ubng cho ngudi 14 40 mg tinh theo
tich bé mit co thé), Cén ning va ting cén bj gim vi chim phét trién thin kinh hodic phat trién
chung trong khung thii gian ngay sau khi cai sita ld o6 ring & lidu bing hofic Ién hon 69
mgkegnghy (gip khodng 17 lin litu ubng cho nguwdi 14 40 mg tinh theo dign tich b8 mit cor thé).
Ngoai ra, gidm chiéu dai xwong dui, chidu ring va dd ddy cla xwong vo, gidm 43 diy cia dia
tang trdmg xwong chiy va tinh trang gidm té bdo thy xwong tir ti thidu dén nhe di dwpe ghi
nhdn & lidu bing hodic Ién hon 14 mg/kg/ngay (gip khodng 3.4 ln 1idu ubng cho ngwdi 14 40 mg
tinh theo dién tich bé mat co thé). Loan sin xwong dill da duge quan sét thay & con cia nhimg
con chudt duoe didu tri bing esomeprazol magnesi vii lidgu udng bing holic lon hom 138
mg/kg/ngay (gap khodng 34 lin lidu ubng cho ngudi 4 40 mg tinh theo dién tich bé mit ce thé),
Tac dyng lén xwong cia mg duge quan sit thity & chuit mang thai vi cho con bl trong mit
nghién ciru ddc tinh trudc v sau khi sinh sir dyng esomeprazol magnesi v liéu uong tr 14 dén
280 mg/kg/ngdy (gip khodng 3,4 dén 68 Iin lidu ubng cho ngud 12 40 mg tinh theo dién tich bé
mit oo thé), Khi ding lidu cho chufit tir ngay thir 7 ciia thai ki dén khi cai sita vao ngay thir 21
sau khi sinh, trong lugng xweng dii clla me gidm ding ké, vé mat thing ké tdi 14% (so vai digu
trj biing gid duge) duoe quan sit thiy & lidu bing hodc Ion hon 138 mg/kg/ngdy (gip khodng 34
liin ligu uﬂng cho nguwir [& 40 mg tinh theo dién tich bié milt cor thé).




https://trungtamthuoc.com/

Mt nghién cine vé sy phét trign trude va sau khi sinh & chuft voi esomeprazol strontium (st
dyng litu lugng mol tiromg diremg so voi nghién ciru esomeprazol magnesi) 4 tgo ra két qud
wromg ty & chuft me va chudt con nhir mo th & teén.

Mt nghién ciru die tinh tiép theo & chudt cing vdi che didm thoi gian khéc d& ddnh gid sy phit
1rién xuong cua chudt con tir ngiy thir 2 sau sinh dén tudi trudmg thinh d& dugc thyre hign vo
esomeprazol magnesi & lidu udng 14 280 mg/kg/ngay (ghp khodng 68 lin lidu udng cla ngudri 13
40 mg tinh theo dién tich bé mit co thé) trong &6 viée ding esomeprazol tr ngdy thir 7 cla thai
ki hofic ngdy thir 16 cia thai ki cho dén khi sinh. Khi viée ding thube cho meg chi gidi han trong
thixi k¥ mang thai, khéng ¢ the dyng nao ddi vai hinh thai syn xweng & con & bét ki 86 tubi nio
Phu nik cho con bi

Tém tit neuy co

Esomeprazol 14 ding phin S cha omeprazol vi dit lidu hen ché cho thiy omeprazol cd thé co
trong slra me. Khong o dif ligu lim sing vé dnh hueémg cia esomeprazol dbi v tré bd me hodic
qué trinh tao st Céc lgi fch sire khoe vi phat trién cda viée cho con bi phai duge xem xét cling
v nhu cu 1am sdng sir dyung thube cla ngudi me v bit k' anh hudng c6 hai tiém dn ndo ddi
vii tré bii sita me Ul esomeprazol hofc tir tinh trang nén el ngLedi me.

ANH HUONG CUA THUOC LEN KHA NANG LAI XE, VAN HANH MAY MOC
Esomeprazol od anh hudng nhe toi kha ndng 14 xe va vin hinh miy moc. Mt s6 tic dyng
khing mong mudn nhir chéng mét (it gap), mé mét (hiém gip) d& duge ghi nhin, Néu bénh nhin
bj anh hwdmg thi khong néa 14 xe hay sir dyng may mbe.

TUGNG TAC, TUONG KY CUA THUOC

Twong tic cia thude

Cde nghién el twong tée chi duge thire hién trén ngudi ldm.

Bing 3 va Bing 4 bao gbm cde thudc ¢ tuong the thube quan trong v& mit 1im séng vé tuong
the wdi nhimg chin dodn khi ding -;!i’.'mg thivi véi esomeprazol va céc hudng din phong ngira
hofic quan 1Y ching.

Tham khio nhiin cia cac loai thube duoe sir dung ddng thin A& bict thém thong tin vib furomg tac
vii PPIL.

Bing 3: Tuong tic cd lién quan vé mit lim sing anh hwémg dén thude ding chung véi
esomeprazol va twong the vai chin dodn.

Thuie khing retrovirus
Anh huong trén 1am | Anh hwémg ciia PPl dbi véi thubc khang retrovirus thay doi. Tam
sng quan trong l&m sdng va co ché ding sau nhing trong tie ndy khing

phai e nao cling duge hiét dén.

= Viée pidm nﬁng d6 cia mot s thude khang retrovirus (vi dy:
rilpivirin, atazanavir va nelfinavir) khi ding déng théi véi
esomeprazol cd thé lim giam téc dung khing virus va thic diy sy
phit trign ciia khdng thudic,

« Tang ning dj cia cdc thubc khdng retrovirus khidc (vi dy
saquinavir) khi diing déng thiri véi esomeprazol oo thé lam ting dic

Link.
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- Co nhitng thudc khéng retrovirus khac khﬁg gly ra cdc twong tic
o lién quan vé mit ldm shng voi esomeprazol.

‘Bién phép can thigp

Cig san phim cd chira rilpivirin: Chéng chi dinh sir dung ding thr
vl esomeprazol,

Atazanavir: Xem thém ti hudng din st dyng cla atazanavir dé bidy
théing tin vé lidu ding.

Nelfinavir: Trdnh sit dung ddng thii voi esomeprazol, Xem thém
hwdmg diin sir dyng cha nelfinavir,

Saquinavir: Xem thém th hudng din s dyng cis saquinavir dé theo
déi che ddc tinh tiém dn lién quan dén saquinavir.

Cgg thude khing retrovirus khéc: Xem to hwong diin sir dung cia cic
loai thubc khéng retrovirus cy thé,

Warfarin

Anh hudmg teén 1dm
shng

Ting INR v thiri gian prothrombin & bénh nhin ding dong thai PPI
(bac gbm esomeprazol) vd warfarin. Thng INR va thiéi gian
prothrombin ¢ thé din dén chiy méu hét thudrng va thim chi tir
VONg

‘Bién phap can thiép

Theo ddi INR v thii gian prothrombin va diéu chinh ligu warfarin
(néu cdn) dé duy tri khoang INR muc tigu

Methotrexat

Anh hudmg trén ldm
sang

Sir dyng dong thiri esomeprazol vii methotrexat (chit yéu & liéu cao)
o thé lam ting vi kéo dii ning db methotrexat trong huyét thanh
vivhodc chit chuyén héa hydroxymethotrexat cia né, cd thé Idﬁn dén
dic tinh cia methotrexat. Chua c6 nghién ciru twong tc thute chinh
thirc ndo v& methotrexat liéu cao vai PPI dugc tién hinh.

Bién phap can thiép

Cd thé cin nhiic tam thii ngimg ding esomeprazol & mét 50 bénh

nhiin dang diing methotrexat lidu cao.

Cor chiit cita 2C19 (vi dy: clopidogrel, citalopram, cilostazol)

_ﬁi'trﬁld-ngrtl

| Anh hirdmg trén lim Sir dyng ding thir esomeprazol 40 mg lém gidm néng d8 cla chit

sdng chuyén héa cb hoat tinh cia clopidogrel trong huyét tromg va lam
giam the dyung irc ché tidu clu.
Khong c6 nghién ciru két hop diy di niio vé esomeprazol liéu thip
hon hodc clopidogrel lidu cao hem lidu clopidogrel di dige phé
duyet,

Bién phap can thiép Tréinh sir dyng dong théri vdi esomeprazol. Cén nhic sir dung ligu
phép ::hémg tidu cdu thay thé (xem phan Canh bdo vd thdn trong khi
diing thude).

Citalopram

Anh hudmg trén lim Ting phoi nhiém citalopram din dén ting nguy co kéo dai khodng

sdng o7
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Bién phép can thigp

Gidi han liéu citalopram t6i da 14 20 mg mi ngay. Xem t& hudmg
dén sif dyng cia citalopram,

Cilostazol

Anh hudng trén Jim
sang

Tang nong 4@ cla cilostazol va mdt trong nhing chat chuyén hoa cd
hogt tinh cha nd (3,4-dihydro-cilostazol)

Bién phéip can thigp

Digoxin

Cén nhdc giam litu cilostazol xudng con 50 mg hai lin mdi ngay.
Xem tir hutng din s dyng cla cilostazol,

Anh hwimg trén lim
sing

Kha niing gia ting phoi nhiem vai digoxin

Bién phap can thifp

Theo d8i nong 4§ digoxin va diéu chinh lidu (néu cin) dé duy tri
nﬁng dlf's lhufﬂ: ditu I.TL Xem Lo ||_u'ﬁng dﬁn_i!: :_Il,mg EHH digoxin

Ligu phap ke két hgp vai clarithromycin vi amoxicillin

Anh huimg trén |ém
sing

Dimg d%mg thin clarithromyein vai che thude khic ¢b thé dan dén cde

tdc dung khéng mong mudn nghiém trong, bao gdm loan nhjp tim ci
thé gdy tir vong vi duge ching chi dinh.
Amoxicillin cling cé céc tweng téc thubc.

Bién phap can thiép

Xem Chong chi djnh, Canh béo va Thin trong trong tér hirdmg dén s
dung ctia clarthromycin.
Xem Tuong tac thube trong tir hudne din sir dung cho amoxicillin.

Cie thuoe eb 4§ hﬁp thu phy thuge vao pH dg day (vi dy: mudi siit, erlotinib, dasatinib,
nilotinib, mycophenolat mofetil, ketoconazol/ itraconazol)

Anh hutmg trén ldm
séng

Esomeprazol ¢ thé lam gnﬁm sIr _I:.ﬁp thu efia cde thude khic do tac
dung lam gidm 4§ acid trong da day

Bién phép can thiép

Mycophenolat mofetil (MMF): Khi st dyng dong théi omeprazol
{trong dd esomeprazol 14 chiit ddng phan dbi quang ciia omeprazol) &
ngwdi khée manh va bénh nhin ciy ghép dang sir dyng MMF, da cb
bdo cao lam gidm nﬂng A6 cia chit nhu_r,rén héa ed hoat tinh (acid
mycophenalic (MPA)), diéu ndy co thé 1 do giam d§ hoa tan cia
MMF khi pH da diy ting. Chua xée dink duge mbi lién quan lim

sdng clia viéc giam nong d¢6 MPA ddi vai sur dio thii tang ghép &
nhitng bénh nhin ghép tang dang sir dung esomeprazol va MMF,
Thén trong khi sir dyng esomeprazol cho b§nh nhin ghép tang dang
didu tri vii MMF.

Xem t& hudng din sit dung cla cée thude khic co dd hﬂp thu phy
thufe vao pH da day.

Tacrolimus

| Anh hwémg trén ldm
S4ng

Cd khd ning ting nﬁng 6 tacrolimus, dic biét & nhing bénh nhén
ghép tang, 13 cac dbi twgng chuyén héa béi CYP2C19 trung binh
hodc kém.

Bién phip can thigp

Theo di nong df trong mdu todn phin cia tacrolimus v xem xét
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gidm lidu (néu cin) dé duy trl nong dé thude dide tri. Xem t hudng |
déin sir dung cla tacrolimus

Twong tie vii cic xéf nghiém chiin dodn u thiin kinh ndi tiét

Anh huwéng trén ldm
sang

Nong di chromogranin A (CgA) trong huyét thanh tng thir phat béi
gidm nbng 49 acid da day do PP1. Nong d6 CgA ting 1én cb thé giy
ra két qua dueng tinh gid trong cc xét nghiém chan doan khoi u than
kinth ndi tié.

Bién phip can thiép

Ngimg didu tri esomeprazol it nhat 14 ngay trude khi dénh gia nong
d6 CgA va cdn nhiic lap lai thir nghigm néu ndng d§ CgA ban diu
cao, Néu céc thir nghiém ndi tidp dirge thire hign (vi du: dé theo dai),
thi nén duge thye hign béi cling mét phong thi nghigm, vi khoang
tham chiu giira céc thir nghiém cé the khée nhau

SrTES TS

Tuwong tac véi thie nghiém Kich thich tiét secretin

Anh huimg trén ldm
sdng

Tang tiét gastrin d& dip @g vii thir nghiém kich thich ligt secretin e
thé ggi ¥ sai v bénh 1y da day.

Bién phip can thigp

Ngimg thudc 4 tuin trude khi tign hianh thir nghiém

Dwong tinh gid trong xét nghiém THC trong nudre tiéu

Anh huéng trén lém
sang

D3 6 béo cdo vé dwong tinh gid trong xét nghigm séng loc
tetrahydrocannabinol (THC) trong mudie tiéu & binh nliadihe PPL.

Bién phép can thi¢p

Mén cin nhic sir dgng mét pheong phip kiém tra LHW
xdc minh céc ket qui duong tinh.

Bing 4: Tuong tac cb

chung vii cde thube khic

lién quan vé mat lim sing cb dnh hudng dén emmc@?ﬂl
IETTIN

Thuiie ¢im img CYP2C19 hoje CYPIA4

| Anh hutmg trén lim
sing

Giam nong do esomeprazol khi ding ddng thii voi thudc gy cam
img manh

Bién phip can thigp

St. John's Wort, rifampin: Trénh ding dong thixi (xem phhn Canh
béio vi Thin trong khi dong thube).

Cée thubc eb chia ritonavir: xem t& hudmg din sir dung cla ede
thudc cy the

Vorieonazol

| Anh hudmg tén lam
54ng

Tang neng df nsnmv:pm?ﬁl-

Bién phép can thiép

Théng thuimg khéng cdn diéu chinh licu esomeprazol. Tuy nhién, &
nhiing bénh nhin méc hdi chimg Zollinger-Ellison (d6i twgng cd thé
yéu chu lidu cao hom) cd thé cin nhic diéu chinh ligu,

Xem tir hirdng dén sir dung cida voriconazol.

Tuwong kv thuie:

Do khéing ¢6 cée nghién eiu vé tinh twong ky cha thute, khong trjn Vin thudic niy vii cac

thuoc khac.
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TAC DUNG KHONG MONG MUON CUA THUOC

Ciic tiic dyng khing mong mudn nghiém trong (xem phin Canh béo va thin trong khi ding
thudc):

- Viém &ng thin k& cip tinh

- Tiéu chiy do Clostridium difficile

= 38y XUong

- Phin dmg b hai nghiém trong & da

- Lupus ban 4o h§ thing va da

- Thiéu hyt Cyanocobalamin {Vitamin B12)

- Hg magnesi mdu v chuyén héa khodng chit

- Polyp tuyén day vi

Dya theo ciac thir nghiém lim sing

B vi cde thir nghigm lim sang duge tidn hanh trong cde diku kign khic nhau, tj 1§ the dyng
khiing mong muon quan sat duwge trong cbe thir nghiém [dm sing cia mét logi thubc khéng thé
so sanh true tidp véi ty 1@ trong cée thir nghiém 1dm sing cia mét logi thube khic va c6 thé
khéng phan 4nh ding ty 1§ quan sit duge trong thye té,

Ngerdi Idn

Tinh an todn cla vién nang gidi phdng chim esomeprazol 48 duge danh gia trén 15.000 bénh
nhén (tudi tir 18 dén &4) trong céc thir nghigm |&m sang trén todn thé gidi, bao g&m hon 8,500
bénh nhan & M§ va hon 6.500 bénh nhin & Chau Au va Canada. Hom 2.900 bénh nhin d dige
didu tri trong cdc nghién ciru dai han tir 6 dén |2 thang.

Tinh an todn trong didu trj chiva lanh vi#m trot thie quan (EE) & nguoi lon duge dinh gia trong
bén thir nghiém l&m sang so sénh ngiu nhién, bao gém 1.240 bénh nhin ding esomeprazol 20
mg 1 lan/ ngay, 2.434 bénh nhin ding esomeprazol 40 mg 1 lan/ ngay va 3.008 bénh nhin
diing omeprazol 20 mg 1 ln/ ngay,

Céc tic dung khing mong mudn xdy ra thwdng xuyén nhat (it nhét 1%) & cd ba nhém 14 dau
diu (lan Iugt 13 5,5%, 5% vi 3,8%) va tidu chiy (khéng co sy khdc bigt gilta ba nhom). Budn
nén, ddy hoi, dau byng, to bon v khd midng xdy ra véi tf 18 twong tr & nhimg bénh nhin
ding esomeprazol hofc omeprazol.
Céc tic dung khén b it phii bién hen véi
durgre [18t ké dundi diiv:

Bing 5: Bing thc dyng khong mong mutn véi tin sudt <1%.

1& miic dydi {

Hé co quan Tée dung khing mong mudn

Todn thin Bung to [én, phan (mg di ing, suy nhoge, dau lung, dau ngire, dau ngﬂvﬂng
dudri thirgng vi, phi miit, phit ngoai vi, béc hda, mét mdi, sit, triéu chimg
gitng ciim, phil todn thin, phil chin, kho chju, dau, dn lanh;

Tim mach Do bimg, ting huyét dp, nhip tim nhanh;

N tiét Buducd .

Budmg  tiéu Hai_;hﬂng rudt kich thich, téo bon trim trong hon, khé tidu, khé nudt, logn
hda sin dudmg tidu hoa, deu thugng vi; ¢ hoi, rii loan thyc quan, di tiéu thudmg
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khiing duge dac higu khac, ndc cut, di tiéu phin den, rbi loan miéng, rii loan
héu hong, rii logn tryre tring, ting gastrin huyét thanh, rbi logn ludi, phit i,
viém loét miéng, nin.

' Thinh gide | Pau tai, 0 tai
Huyét hoe Thiéu mau, thidu miu nhuge sie, bénh 19 hach bach huyét viing cb, chiy miu
cam, ting bach ciiu, gidm bach clu, gidm tidu ciu;
Gan Bilirubin miu, chirc néing gan bit thudng, SGOT ting, SGPT ting:
Chuyén hoa' | Glucose niéu, ting acid uric méu, hg natri méu, ting phosphatase kiém, khit
Dinh duwrémg nurdre, thiéu hut vitamin BI2, ting cdn, gidm cin;
Co xuong Pau khdp, viém khip tridm trong thém, bénh khép, chudt nit, hji chimg dau

co ¥or héa, thodt vi, dau da co do thap khap.

Hé thin kinh/ | Chén #n, thér o, ting cam gidc thém &n, I lin, trdim cém trém trong hon,

Tém thiin chéng mal, suy nhige thiln Kinh, cing thing, gidm cim gific, bt lwe, mit ngd,
dau nira diiv, dau nira déu tram trong hom, dj cdm, rdi logn gific ngd, budn
ngil, run, chong mat, khigm khuyét thi gide.

Sinh san Bau bung kinh, i loan kinh nguyét, viém dm dgo

Hé hip Com hen trdm trong thém, ho, kho the, phit né thanh quin, viém hong, viém
mili, viém xoang;

Da va td chire | Myn trimg cé, phit mach, viém da, ngira, ngia hfu mén, phit ban, ban dd,

| dudi da phat ban dat sdn, viém da, ting tiét mb hoi, miy day
Céc gide quan | Viém tai gifa, toi loan vi gide, mét vi gifc, bign vi.
dic bigt

Nigu sinh dye | Nude tiew bét thudmg, albumin nigu, viém béng quang, tieu khé, nhiém nim,
tiéu mén, téu nhidu lin, bénh ndm Candida, bénh ndm Candida sinh duc, da
nigu;

Thij gidc Viém két mac, thi lyc bat thutmg.

Nhiing thay doi chi s0 xét nghiém cd § nghia lim sang sau ddy trong cic thir nghiém 1dm sing
e hode khing ding esomeprazol, duge bio cio & <1% bénh nhin: ting nf’mg dd% creatining, acid
uric. bilirubin todn phﬁn. phosphatase kiem, ALT, AST, hemoglobin, s6 lugng bach ciu, tiéu
chu, gastrin huyét thanh, kali, natei, thyroxin vd hormon kich thich tuyén gidp. Giam
hemoglobin, g lugmg bach cdu, tiéu ciu, kali, natri va thyroxin.

Cdc phat hién khi ndi soi duge béo cdo nhu 4 cle the dung khing mong mudn bao gbm: viém
té trang, viém thye quén, hep thye quan, loét thye quan, gifin tinh mach thye quén, loét da day,
viém da day, thodt vi, polyp hodc u hat lanh tinh, thire quan Barrett v disi miw nidém mac.

Ty 1€ cée tic dung khing mong mudn trong céc thir nghiém kéo dai 6 thang diéu trj duy tri dé
chita lanh viém trgt thire quan vai esomeprazol 20 mg x 1 Iﬁm"nga}' trong tr nhur gid duge,
Khéng ¢6 sy khéc biét vé cic tic dyng khéng mong mudn quan sét duge khi dicu trj duy tri
dén 12 thing so vin didu tri ngin han.

Hai nghién cira doi chimg voi gid duge duge thire hién trén 710 bénh nhin nguii 1dn dé dice
tri GERD &b trifu chirmg. Céc the dung khing mong mudn thudmg gdp nhdit dwoe bio cho 14:
tiéu chiy (4%), dau ddu (4%) vi dau bung (4%).
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ic rarol, amoxicillin va clasithromycin,

Trong chc thir nghiém lim sang v& vige digt trir A pydori d€ giam tai phét loét ta trang, khing
ci thém tic dyung khéng mong mubin dic trung nao cho s kit hip cla vién nang gidi phing
chim esomeprazol, amoxicillin v clarithromycin duge quan sat thiy v tweng Wy nhir nhitng
phén tmg phy duge quan sit thily khi sir dung esomeprazol, amoxicillin hojc clarithromycin
mdt minh. Cic thc dung khing mong mubn duge bio céo thuimg xuyén nhét dbi vii nhitng
bénh nhiin ding esomeprazol, amoxicillin va clarithromycin trong 10 ngay 13 tidu chay {9%),
i loan vi gidc (4%) va dau byng (4%). Khong co phan (mg phy ndo duge quan st thiy & 1y 1&
can hon khi diing esomeprazol, amoxicillin va clarithromyein so v&i khi chi diing esomeprazol.
Trong céc thir nghiém 1&m sang sir dyng esomeprazol, amoxicillin va clarithromycin, khing
quan sét thdy su gia tang bit thuimg cia cic chi sdh xét nghiém, diic bigt dbi véi cde phéni hop
thudc nay.

Pé biét thém thing tin vé thc dung khdng mong mudn va nhimg thay ddi trong chi sf xét
nghiém cila amoxicillin hofie clarithromycin, hiy tham khio phin Tde dung khdng mong muon
ciia tir huémg din sir dyng twromg img.

Tre eene

L tubi dén 17 tudi i j

Tinh an todn cha esomeprazol dgng vién nang gidi phong chim va hon dich ubng giai phing
chim d duge dénh gid & 316 bénh tré em va thanh thifu nién tir 1 ddn 17 twbi trong bin thir
nghidm lm sing dé didu tri GERD cb tridgu chimg. O 109 bénh nhi tir | dén 11 tuoi, cde tic
dyung khéng mong mudn lién quan dén didu tr duge bio cdo thudng xuyén nhit (it nhit 1%) &
nhitng bénh nhin nay 1 tidu chdy (3%, dau diu (2%) va buon ngh (2%). O 149 bénh nhi tir 12
dén 17 tudi, cic thc dung khing mong mudn duge bo edo thirdmg xuyén nhit (it nhit 29%) 1
dau diiu (%), dau bung (3%), tiéu chay (2%) va budn ndn {2%).

I | r 1£ : 51 I 2

Tinh an todn cia esomeprazol magnesi da duge dénh gid & 167 tré so sinh tir | thing dén dudi
1 tudi bj GERD trong ba thir nghiém l4m sdng. Trong mdt nghign clru bao gdm 43 binh nhin
nhi, che tic dung khing mong mufn duge bio cdo thutmg xuyén nhét (it nhit 5%) vei
esomeprazol magnesi 14 khé chiu vA ndn mira. Trong mdt nghién clru bao gim 98 bénh nhin
nhi, dwge ding esomeprazol magnesi trong toi da 6 tuan (bao gom 39 bénh nhin nglu nhién
vao giai dogn cai lhuéc}, cic the dyng khing mong mudn duge bao cdo 14: dau bung (1%), trio
ngwos (1%), thé nhanh (1%6) va ting ALT {1%).

Diyra theo bao cdo sau luu hianh cia esomeprazol

Cdc thc dung khéng mong muon sau diy di duwgc xéc dinh trong qud trinh sit dung
esomeprazol sau khi duge phé duyét. V1 cic phin (ng ndy duge béo cio tw nguygn tlr mét
qu,lin thé ¢t ety mu khong chic chin, do do, khong phai dam béo c6 thé wie tinh mit cdch
déng tin ciy tin suft xudt hién hodc thidt 1ap mdi quan hé nhin qua vii vige tiép xlc vai thudc,
Chic tic dyng khing mong muon duge liét ké bén dudi theo hé thing co quan:

Béing 6; Cdc tae dung khing mong mudn dya theo béo cio sau luu hinh cia esomeprazol
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Hé cor quan

Ti: dyng khiing mong i udn

M vi bach huyét

Giam bgch ciu th, gu‘n-n todn thé hu:.rﬁ! il

Mt

Mhin mer

Tidu hiba Viém tyy; viém miéng; viém dai tring vi thé; polyp tuyen day vi

Gan mit Suy gam, viém gan 1 eh haie khing b ving da

He théng mién dich | Phén ung.-' 500 P]'IE;'I vé bénh lupus ban dé hé thong

Nhidm  khuin v | Whiém ndm Candida duimg tigu héa; Tidu chiay do Clostridium

nhiém k¥ sinh triing

difficile

R&i logn chuyén hoa
vi dinh duding

Ha magnesi mdu (co thé din den ha calci méau va'hode ha kali miu)
{xem phin Cdnh bdo va thdn trong khi divng thude)

Cor xwomg va m lién
ket

Yeu co, dau co, giy xrong;

Hé than kinh Bénh niio gan, rdi logn v gidc;

Tam thin Hung hing, kich déng, trim cdm, o glic B

Thén va tlé_l'-ll_l;-li" Viém thin ké :
Hé th:mg sinh san vit | Vi to =
luyﬁn wil :

Hé hiip, 1éng ngyc va | Co thit phe quin

frung thit

[Da va mi dudi da

| Rung tie, ban do da dang, ting tiét mb hai, nhay cim vai dnh séng, hi

chirng Stevens-Johnson, hoai tir thugng bi nhiém déc (mit s6 truimg
hep tir vong), phin img thude véi ting bach cdu & toan v cde tridu
chirng todn thén (DRESS), va bénh myn mi ngogi ban toan thin clp
tinh (AGEP), bénh lupus ban dd trén da.

Céc thc dung khong mong muon lién quan den omeprazol ciing cé thé xiy ra véi esomeprazol.
Xem thém théng tin t& huémg diin sir dyng clia omeprazol & biét thong tin an toan diy da.
Thing biao ngay cho bde s§ hofic dwie sT khi gip cac tac dyng khiing mong mudn nhw trén
khi sir dung thude hofic bio cao cic phin dng cb hai cia thude vé Trang tim Théng tin
thufic va Theo di phin dng o6 hai cia thude (ADR) Quie Gia. Bia chi: 13 - 15 L& Thinh
Téng - Hoan Kiém - Hi Nji. Dién thoai: 024.3.9335.618; Fax: 024.3.9335642; Email:
di.pyeenteri@pgmail.com,

QUA LIEU VA CACH XU TRi

Trigu chimg

Céc bitu hién & bénh nhin ding omeprazol (dang hin hop racemic) & lidu 12n dén 2400 mg
(gfip 120 in tidqu khuyén cdo thong thudmg trén lim sing) bao gom: 1@ 18n, bubn nga, nhin mi,
nhip tim nhanh, budn non, dd mo héi, dd bimg, dau daw, khd migng va cdc thc dung khing
mong mudn khéc trong tir phin @mg cd thé xiy ra & lidu khuyén céo.

Xem thing tin t& budng din sir dyng cia omeprazol d& bigt thing tin an todn diy di.

Cich xir tri
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Khéng c6 thude gidi dbc dic hidu cho esomeprazol duge hidt dén.

Vi esomeprazal lign két rong i véi protein nén khong logi bd duge bing thim phiin méu.
Trong trudimg hp qua liéu, nén didu tri trigu chimg va ho tro.

PAC TINH DUQC LUC HOC

Nhém duge 1y: Thude nhém thude ire ché s bai tiét acid dg day, din xudt cia benzimidazol,
Mia ATC: ADZRCOS

Cir ché tic ding

Esomeprazol thude nhom céc din chét thé cia benzimidazol dc ché tict acid da diy béing cich
irc ché diic hiéu hé théng enzym H+K+ ATPase (bom proton) tai bé mit tiét coa té bao thanh
da day. Esomeprazol duge proton héa va chuyén héa trong ngin chira scid cda 18 bao thinh da
diy tgpo thanh hin hop racemic sulphenamid c6 kha nang (rc ché bom proton, tir dé (e ché tiét
acid da diy & giai doan cudi cia qud trinh sén xust acid da day, Tae dung niy cia esomeprazol
lign quan dén lidu luong va e thé e ché tidt acid co bin va tidt acid khi bi kich thich do bét
k¥ tdc nhan gay kich thich nio.

Durgre lpe hoe

Hogt tinh e ché tiét dich

Mewdi lon

Tac dyung cia esomeprazol lén pH da diy dugc xdc dinh & bénh nhén trréng thanh mie trio
nguee da diy thye quan (GERD) o6 trigu chimg trong hai nghién cinu rigéng bigt, Trong nghién
ciru thir nhét gbm 36 bénh nhin duge didu trj bing vién nang giai phong chiim esomeprazol 40
mg va 20 mg, | ]ﬁn.-'ngh}n trong 5 ngay. Két qua duge thé higa trong Bing 7

Biang 7: Tic dung cla esomeprazol 1€n pH da diy vado ngay thir 5 (N=36) sir dung vién nang

Thing s Vién nang gidi phing chim esomeprazol
40 mg x 1 Kn/ngiy 20 mg x 1 lin/ngiy
% Thai gian pH dp day > 41 “70% @ 53%
{gitr) (16,8 giir) (12,7 gitn)
Hé s6 bien thién 26% 37%
Trung vi pH 24 gidr 4,90 40 il
Hé s hién thién 16% 27%
7 pH da day duge do trong khoang 24 giés -
2. p=0,01

Trong nghién ciu thi hai, thc dung trén pH da day cta vién nang giai phing chiim
esomeprazol 40 mg (lidu | l&n/ngay x 5 ngdy) twong tr nhur nghién ciu thir nhit (% thoi gian
pH da diy = 4 la 68% hodc 16,3 git).

Tré em

O tré ser sinh (tir 1 dén 11 thing tudi) mdc GERD duge ding esomeprazol dudi dang hin dich
ubng giai phong cham vai lidu 1 mp/ke x 1 lin/ ngdy, % thii gian pH da day > 4 ting tir 20% &
durdmg nén lén 69% vao ngay thir 7, twong tr nhu tie dyng duge lue hoe & nguii lin.

Anh hwdng lén gastrin huydt thanh

Anh huémg cla esomeprazol 1én néng d6 gastrin huyét thanh duge dénh gid trén khodng 2,700

bénh nhin trong 1 thir nghiém l&m sang ding esomeprazol duimg udng trong khodng 8 tufin va
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teén 1.300 bénh nhén sir dyng trong khodng 12 thing, Nong d6 gastrin lie doi trung binh ting
theo lidu lugmg. Néng dd gastrin huyét thanh ting dén mirc cin bing trong khodng 2-3 thing
didu trj va tedr lai mire ban déu trong khoang 4 tudn sau khi ngimg diéu trj.

Néng 46 gastrin ting din dén thng sinh té bao gibng ahur té bio wa crom (té bio ECL) va ting
nong dé Chromogranin A (CgA) trong huyét thanh, Nong di CgA ting cd thé giy ra két qua
diromg tinh gid trong che x& nghigm chin dodn u thin kinh ndi tidt (xem phin Cank bdo v
Thin trong khi dimg thude).

Anh hudng @én 18 bao ECL

Miu bénh phim sinh thiét da diy ngudi thu duge tir hon 3.000 bénh nhén (cd ngudi Ién va tré
em) duge didu tri hﬁng omeprazol trong cdc thir nghiém 1&m sang dai han. T¥ 18 tAng sinh té
bido ECL trong cdc nghién ciru nay ting theo thdd gian; tuy nhién, khong cbd tnrimg hop u
carcineid, loan sin hodc tn sinh té bdo ECL ndo.

Trong hon 1.000 bénh nhin duge diéu trj bing esomeprazol dudmg uong (10 mg, 20 mg hodc
40 mg/ngdy) trong thi da 12 thing, t¥ |£ ting sinh td bao ECL ting theo thii gian vi lidu legng.
Khing ¢b bénh nhin nao phét trién v carcinoid, logn san hodc tin sinh té bao ECL & niém mac
da day,

Anh hwdng ni tiét

Esomeprazol khéng cé dnh hudng ndo 18n chire ning tuydn gidp & ngudi lon khi ding vién
nang gidi phong chim esomeprazol 20 mg hojic 40 mg v litu | lin/ngay trong 4 tufin. Céc
anh hirdmg khic ciia esomeprazol 18n hé thing ndi tiét ¢ dwge dinh gid trong che nghién cin
vié omeprazol. Lidu udng omeprazol 30 mg hodc 40 mg vi liu | lin/ngiy trong 2 dén 4 tudn
khéing ¢6 tic dung Ién qud trinh chuyén héa carbohydrat, néng d6 hormon tuyén cin gidp,
cortizol, esteadiol, testosteron, prolactin, cholecystokinin hofic secretin trong méu,

PAC TINH DUGC DONG HOC

Hiip thu

Vién nang gidi phéng chim va hin dich uing gidi phéng chim cila esomeprazol cb sinh kha
dung tuong tr nhau sau khi ubng litu dom (40 mg) & 94 ngudi tinh nguvén nam - nit khoe
manh lac 461, Sau khi uE-ng, nfﬁng dd dinh trong huyéi tiremg (Cmax) cda esomeprazol dat duoc
sau khodng 1,5 gidr (Tmax). Cmax tang ty 1& voi lidu, dién tich dudi duémg cong ndng 46 trong
huyét twong theo thid gian (AUC) ting glp 3 lin khi lidu ting tir 20 dén 40 me. Khi ding 13p
lai liu 40 mg x 1 Vin/ngay, sinh kha dyng toan thin dat xdp xi 90% so vai 64% khi ding ligu
don 40 mg, Nong d§ trung binh (AUC) ¢la esomeprazol thng tir 4,32 micromol*gitdL & ngiy |
l&n 11,2 micromol*giévL vao ngay 5 sau khi udng liéu 40 mg x | lin/ngay.

AUC san khi dimg lidu duy nhit 40 mg vién nang gidi phong chim esomeprazal giam tir 43%
dén 53% sau khi #n so voi loe doi (xem phén Cdch dimg, liéu dimg). Duge ding hoc cia
esomeprazol & bénh nhin ngwdi én mic GERD cé trigu chimg sau khi ding |@p lai 1 1ﬁnfngﬁy
vién nang gidi phong chim esomeprazol 20 mg vi 40 mg trong 5 ngdy duge thé hién trong
Bing 8 durdvi:

Gid trj (*) Ligu lupng

(hé sé bién thién) 40 mg (1 lin‘ngay) 20 mg (1 lan/ngay)
(n=36) {nzﬁ'ﬁ_?

e
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AUC (micromol*gio/L) 12,6 (42%) 4.2 (59%)
Cmax (micromol /L) 4,7 (37%) 2,1 (45%)
T (810) L6 2
Tia (git) 1.5 1,2

(%) Cac gia trj dai dign 1 trung binh hinh hoe, ngoai trir Tmax, 14 gid tri trung binh cing.

Esomeprazol 14 chiit (e ché CYP2C19 phy thudc thoi gian, dén dén qué trinh tyr ic ché va
duge ding hge phi tuyén tinh. Néng d& thube ting 180 theo 13 12 lifu lugng khi vbng nhidu lidu
esomeprazol. So wi ligu diu tién sir dung, nbng 4 thudc & trang thai on dinh ting Cue va

AUCya4 i 1 lugt 13 43% vi 90% & ham luong 20 mg va ting Crex v AUCoa gis ln luot 12
G5% va 159% & him lrgng 40 me.

Phiin b

Esomeprazol lign két 97% vai protein huvét tromg ngudi, TV 16 gin ket véi protein huyét
tuong ngudi trong khodng ndng 46 tir 2 dén 20 micromol/L. Thé tich phin b & trang thii dn
dinh trén ddi twrgmg khde manh 1d khodng 16 L.

Chuvén hoa

Esomeprazol dugc ::hu:.-'én hoa & gan qua hé thong enzym cytochrom P450 (CYP). Céc chét
chuyén héa clia esomeprazol khing co hoat tinh khéng tiét acid. Fsomeprazol chuyén héa chi
:.n‘:u qua CYP2C19, tpo cle chiit chuyén héa hydroxy va desmethyl. Lugng esomeprazol con lgi
durgie chuyén hoa qua CYP3A4, tao thanh chit uhu:rén hoa sulphon.

Thai trir

Théri gian bén thii trong huyét twong cia esomeprazol khodng 1 dén 1,5 gidr. Duéi 1% lrgng
thude khing duge chuyén haa duge bl tiét qua murde tiéu. Khoang 80% lugmg esomeprazol
duge bai tiét qua nurde tifu dwdi dang chiit chuyén héa khing hoat tinh, lugng con lai bai tiét
qua phin durdi dang chét chuyén hoa khong hogt tinh,

Ligu phdp kit hgp véi amexicillin va clavithromycin

Vién nang gidi phong chiim esomeprazol 40 mg | lan/ ngay dwge ding két hgp vii amoxicillin
1000 mg 2 1n/ ngay va clarithromycin 500 mg 2 lin/ ngly trong 7 ngdy cho 17 d6i twgng nam
va nir khde manh. Gid tri AUC v Cmax trung binh & trgng théi én dinh cia esomeprazol ting
l&n lwgt 14 70% va 18% trong didu tri két hop so vai khi didu uf chi véi esomeprazol. Sy gia
tang ndng 48 cla esomeprazol khi ding dbng théi véi amoxicillin vi clarithromycin dugre cho
I khing lign quan v& mat lim sang.

Céc thing s duroe ddng hoe cla amoxicillin va clarithromyein tuong ty nhau khi didu trj ket
hop so voi khi sir dung timg logi thude mdt minh, Tuy nhién, gid trj AUC v Cmax trung binh
ciia 14-hydroxyclarithromycin thng tuong dmg 14 19% va 22% trong khi digu tej két hop so véi
khi chi diéu trj bing clarithromycin don ddc. Sy gia ting ndng A3 cha 14-
hydroxyclarithromycin ndy khing duge coi 13 c6 lién quan v mat lim séang.

Bii tepng diic bidt

Neudi cao tudi
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Gid tri AUC va Cmax ciia esomeprazol & ngurdi cao twbi cao hon so vii ngudd tré tudi & trang
thai &n dinh, nhung khéng ddng ké, lin lugt 1 25% va 18%. Sy gia ting ndy khéng due coi &
o lign quan v mit lim sang.

Thire hién nghién ciu don trung tim vé duge dgng hoc trén 28 bénh nhin vi thanh nién mic
GERD tir 12 dén 17 tudi. Bénh nhin duge chon nglu nhién dé ding esomeprazol 20 mg hodic
40 mg 1 Vin/ngdy, trong 8 ngay. Gid tri Cmax va AUC trung binh ciéia esomeprazol khing bj
anh hwéng béi cdn ning holie i the; va oo sir gia ting 1 18 véi liéu hromg d3 duge quan sat
thiiy gifta hai nhdm nghién cfru. Nhin chung, duge ding hoe & bénh nhén vi thinh nién tir 12
dén 17 tudi tromg r nhu & béah nhin nguai lon méc GERD cé trigu chimg. Xem Bang 9:
Bing 9: So sdnh cic thong s6 duge ddng hoc cia esomeprazol sau khi ding vién nang gidi
phong chim esomeprazol 1 ln/ngdy & bénh nhi tir 12 dén 17 tudi mic GERD va ngudi lim
mic GERD eb tridu chimg

Thing s0 Vién nang gidi phong chim esomeprazol '
Bénh nhi 12 dén 17 tudi (N=28) Ngwiri lim (N=36)
20 mg 1 40 mg 1 2 mg 1 40 mgl
lin/ngiy, trong | lin/ngay, trong | ln/ngiy, trong | lin/ngay, tru]li%.HIL
8 ngay 8 ngay 5 ngay S ngay Hl'i
AUC 3,65 ' 13,86 4,2 12,6 :J :
imicromol-giidL) ) ;‘,JJ
Cmax 1,45 513 2,1 a7 &
{micromaol/L)
imax (gid) 2,00 | I |6 1,6
1z (gidr) 0,82 1,22 1,2 1,5
Dir liéu duge trinh bay 14 gi;i trj trung binh hinh hge cia AUC, Cmax va tiihz, va gia trj trung
¥| cua trnax.

Bénh nhin nam/nir

Gid tri AUC vit Cmax ciia esomeprazol & nit cao hon (13%) so v nam & trang thai on dinh
khi ding dudmg ufmg. Sy gia ting ning 5 thufie nay khing duge xem 13 o lidgn quan vé mit
lim sang.

Bénh nhén suy thin

Dirge déng hoc cia esomeprazol 20 mg trén bénh nhéin suy thiin s8 khing bi dnh hirdng so v
ngwiri khe manh, vi chi ¢6 dudi |% esomeprazol duge bai tiét dudi dang khéng chuyén héa
qua nude tidu,

Bénh nhitn suy gan

Duge ding hoe clia esomeprazol & trang thii &n dinh sau khi diing vién nang giai phong chim,
ufing | Min/nghy cho bénh nhin suy gan nhe (Child-Pugh nhém A, n=4), trung binh (Child-
Pugh nhom B, n=4) va suy gan ning (Child-Pugh nhém C, n=4} dugc so sinh v&i nhom 36
bénh nhin GERD b chire ndng gan binh thuémg (bao gom ci nam vi nita). Két qua cho thidy &
nhiing bénh nhin suy gan nhe vi trung binh ¢ AUC nim trong gidi han cia nhimg bénh nhin
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¢t chire ning gan binh thudmg; & nhing bénh nhin suy gan ndng thi e AUC cao hon tir 2 dén
3 lin s0 véi nhitg bénh nhin 6 chire néng gan binh thuing,

Twong tic thuic
Anh fnedmg ctig esomaprazol omeprazole trén cdc thude ke

Cac nghign ciru in vitro va in vive d& cho thiy esomeprazol khing cé khi niing e ché CYP
1A2, 246, 209, 2D6, 2E1 vii 3A4.

Twong the véi thude khing retrovirus

Déi visi mat sb thude khang retrovirus, nhur rilpivirin, atazanavir vi nelfinavir, nong dé thude
trong huyét thanh di gidm khi sir dyng véi esomeprazol,

Rilpivirin: Sau khi ding liéu rilpivirin (150 mg, hing ngay) va omeprazol (20 mg, hang ngiy)
cho thiy niing 5 thude cda rilpivirin gigm: AUC giam 36%; Cmax gidm 40%; Cmin la 33%.
Nelfinavir: Sau khi dimg lidu nelfinavir (1250 mg; 2 lin/ngdy) vi omeprazol (40 mg; hang
ngay) cho thiy ndng 48 thudc ciia nelfinavir v M8 gidm: AUC gidm 36% vi 92%; Cmax gidm
37% vt B9%; Cmin la 39% va 75%.

Atazanavir; Sau khi ding liéu atazanavir (400 mg, hing ngiy) v& omeprazol (40 mg, hing
ngiy, 2 gitr trnére atazanavir) cho thiy nbng 4 thude cla atazanavir gidm: AUC gidm 94%;
Cmax gidm 96%; Cmin 14 95%.

Saguinavir: Sau khi ding ligu saquinavir/ ritonavir (1000/100 mg) 2 lin/ngay trong 15 ngay va
omeprazol {40 mg, hing nghy) ding dbng thai tir ngay 11 dén ngay 15, cho thily ning d§ thube
ciia saquinavir thng: AUC ting 82%, Cmax 1& 75%; Cmin la 106%. Co ché cia sy tuong the
néy van chua duge ldm .

Tuong the véi clopidogrel

Trong mit nghién ciu chéo vin cic dii twong khie manh sir dung clopidogrel [Iiéu nap 300
mg, sau &6 sir dyng lidu duy tri 75 mg trong 28 ngay) va voi esomeprazol (40 mg 1 lan/ngay
ciing lic véi clopidogrel) trong 29 ngdy, Nong 46 chit chuyén hoa cd hoat tinh ela clopidogrel
di giam tir 35% dén 40% trong khodng thii gian sir dyng dong thiri clopidogrel va
esomeprazol, Cac thing s duge lye hoe ciing duge quan sat va cho thiy cb su thay déi khi
ndng trc ché két tip tidu cdu co lign quan dén nﬁng d4d chéit chuyén hda c6 hogt tinh cia
clopidogrel.

Tuemg tic voi mycophenolat il (MMF

Trong mdt nghién ciru chéo visi clic ddi trgmg khoe manh sir dyng omeprazol 20 mg 2 lin/ngdy
trong 4 ngdy voi 1 lidu don 1000 mg MMF khoang | gitr sau lidu cudi cing ciia omeprazol cho
thily gidm Cmax 529 va AUC 23% cia MPA.

Tuong the véi cilostazol

Trong mit nghién ciru chéo sir dung omeprazol 40 mg 1 lin/ngay trong | tudn véi 20 46 tugng
khée manh cho thiy ting Cmax va AUC eda cilostazol lédn It 14 18% va 26%. 3,4-dihydro-
cilostazol |& chét chuyén hoa cé hogt tinh cia cilostazol, 6 hoat tinh glhp 47 lin so v
cilostazol, 43 ting Cmax va AUC lin luot 14 29% va 69%, Sir dyng dong thir cilostazol vi
omeprazol lam tang nong 46 cia cilostazol vi chat chuyén hoa eb hoat tinh cia cilostazol,
Tuong tic vii diazepam
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Sir dung ddng thixi esomeprazol 30 mg va diazepam (chit nén cla CYP2CY) lim gidm 45% 4§
thanh théi cila diazepam. Néng 46 diazepam trong huyét trong ting lén da duge quan sit sau
12 gits ké tir khi dimg thubc. Tuy nhién tai thdi diém quan sit, ndng 40 diazepam trong huyét
twong thip hon khodng digu tri, do d6 twong tic niy khong lign quan v& mat lim sing.

Tuong téc véi digoxin

Sir dyng dbng thisi esomeprazol 20 mg 1 lin/ngay va digoxin & nguii khde manh lim ting sinh
kha dyng cha digoxin lén 10%.

Thute khic

Vige sir dyng ddng thisi esomeprazol vA nuproxen (NSAID khing chon loc) khing xée dinh
duge biit ki thay dbi nao co lign quan vé mit lim sang cda duge ddng hoe cha ele NSAID nay

Anh huwémg etia ede thude khde trin esomeprazol/ omeprazol,

T c v St. John's

Trong mit nghién ciru chéo véi 12 46 tugng nam khoe manh sir dung St. John's Wort (300 mg
3 lin/ngay trong 14 ngay) lam gidm déng ké ndng 4§ esomeprazol & nhimg nguiri chuyén hia
kém qua CYP2C19 (Cmax vi AUC déu gidm 38%) vi trén chit chuyén héa (Cmax va AUC
gidm 18n Iyt 50% vi 44%),

Tuong te véi voriconaral

Diing déng thi omeprazol va voriconazol (chit i ché CYP2C19 va CYP3A4) din dén ndng
di omeprazol ting glp d8i. Khi sir dyng voriconazol (400 mg mii 12 giér trong 1 ngay, sau dé
diing lidu 200 mg 1 1&n/ ngéy trong 6 ngdy) cing vi omeprazol (40 mg | lin/ngdy trong 7
ngy) trén d6i tugng khde manh, cho thily gid trj Cmax v AUCe2e & trgng théi dn dinh tang
lén: trung binh ting 2 lin (90% CI: 1,8, 2.6) va 4 lin (90% CI: 3,3, 4.4), twong tmg so véi khi
dimg omeprazol ma khing cd voriconazol.

Tuong tic véi cic thube khie

Viée diing dong théi esomeprazol voi thube trank thai duimg ubng, diazepam, phenytoin,
quinidin, naproxen (NSAID khong chon loc) khing cho l.hﬁ.}l thay dbi dic diém duge ddng hoc
cia esomeprazol.

Vi sinh

Liéu phip két hgp esomeprazol, amoxicillin va clarithromycin di dwoc chimg minh cd hoat
tinh tiét trir Helicobacter pylori (H. pylori) trong in vitre vi cde thir nghiém lém sang (xem
phiin Céich ding, liku ding).

Thir nghiém tinh nhay cim cta Helicobacter pylori véi amoxicillin va clarithromycin bing
phueng phip pha lofng thach v xéc dinh nbng 48 fe ché toi thigu (MIC).

Khéng thube trude khi didu tri: T9 18 khing thude trude khi didu trj biing clarithromyein (MIC
> | meg/mL) d6i voi H. pylori 1 15% (66/445) & mire co bén trong téit cé che nhom didu tri két
hop. Téng chng > 99% (394/395) bénh nhén co f. pylori Suge coi ld nhay cém (MIC < 0,25
meg/mL) voi amoxicillin & mic co ban. Mt bgnh nhén cd H. pylori ban dau viri MIC
amoxicillin = 0.5 mcg/mL.

K& qud xét nghiém 44 nhay cdm vai clarithromycin vi két qua Jam sing/vi khuin hoc: Két qua
ban dau v 48 nhay cam v&i clarithromycin dbi véi H. pylort v ket qua diét teir B pylori tai
lin khém ngay 38 duge thé hién trong Béng 10:
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Bang 10: Két qué tinh nhay cam véi clarithromyein cia H.Pylori vi két qua lim sing/vi khuin
dhi véi lidu phip két hop (Vién nang giai phong chim esomeprazol 40 mg 1 ln/ ngay,
amoxicillin 1000 mg 2 lin/ ngay va clarithromycin 500 mg 2 l&n/ngay, trong 10 ngay)

Clarithromyein H.Pylori H_Pylori dwong tinh (Khong bj tigu digt)
Két qua trwde khi diéu | Am tinh Két qua sau khi didn trj
tri (DA tidu
digt)
s I* R* No MIC
Cam tmg | 182 162 4 0 2 14
(5)
Trung gian | 1 1 0 { 0 0
(L)
Pé khang | 29 13 i 0 13 2
(R)

(*) Chi bao gom nhimg bgnh nhan <6 két qua xét nghiém tinh nhay cam vdi clarithromycin
trirdse v sau khi diéu tri.

* MIC Cam tmg (5) < 0,25 meg/ml; MIC trung gian (1) = 0,5 meg/ml; MIC 4& khing (R) = 1,0
meg/ml,

Bénh nhin khéng tigr tir dwge H.Pylori sau khi st dung ligu phap két hop esomeprazol,
amoxicillin va clarithromycin, cd khi ning dé khang clarithromycin. Do d6, nén thir nghigm
tinh nhay cam voi clarithromyein, néu cd thé. Bénh nhin bj H.Pyleri khing clarithromycin
khéng nén diéu tr] lai bing phie 4d chira clarithromycin,

K&t qua tinh nhay cam vidi amoxicillin cha A Pylori: Trong cdc thir nghigm 1am sang & nhimg
bénh nhén dwge didu tr bing phii hop esomeprazol, amoxicillin va clarithromycin, ¢o 83%
(176/212) bénh nhén véi MIC nhay cdm visi amoxicillin trirde digu tr (< 0,25 meg/ml) d8 duge
logi trir H. Pylori v 1 7% (36/212) khéng diét trir A Pylori. Trong s6 36 bénh nhin chwa tigt trir
H.Pylori ¢t 16 bénh nhin khéng co két gua xét nghidm tinh nhay cém sau diéu trj va 20 bénh
nhin phén ldp H Pylori sau didu trj v&i MICs nhay cdm voi amoxicillin. 15 bénh nhin khong
tiét trir M. Pylord cling cd cic ching H Pylori sau diu trj v&i MICs khing clarithromycin.
Nhimg nguivi 43 phét tridn dé khing vai amoxicillin duge didu trj cho m&y khing co bénh nhin
nhiém . Pylori phin 1ip.

Anh hudmg dén hé vi khudn duimg tiéu héa: Do giam hrgng acid trong da day (bao ghm do
thubic fre ché bom proton) lam ting sb hegng vi khudn dudng tiéu hoa. Didu trj bng thube (e
ché bom proton c6 thé 1am tEng nguy co nhiém tring dudng tidqu hba nhr Selmorella,
Camiylobacter holc Clostridium difficile & bénh nhiin ed nhip vign.

Duegre I di truyén

CYP2CI19, Ia enzym da hinh, tham gia vlo qud trinh chuyén hoa esomeprazol. Alen
CYP2C19%| tuong @mg vii chitc néing chuyén héa ddy di trong khi alen CYP2C19*2 va *3
khéing ¢6 chire nfing. Céc alen khic lién quan dén enzym khéng co chirc ning hode gidgm chire
ning. Bénh nhin mang hai alen véi chire ning chuyén hoa diy dii 1 nhimg ngudi chuyén hoa
nhanh v nhimg ngudi mang hai alen khing ¢6 chire ning |4 nhimg ngudi chuyén hda chim,
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Néng d¢ cia csomeprazol thay d&i ty theo tinh trang chuyén héa cla bénh nhén: ngudi
chuyén hoa chim > ngudi chuyén héa trung gian > nguidi chuyén héa nhanh. Khoing 3%
nguein da tring va 15% - 20% ngudni chiw A 1h ngurdvi chuyén hoa cham.

Méng 43 cia esomeprazol todn thin cao hom mit chit (khodng 17%) & nhimg ngudri chuyén
héa trung gian (IM; n=6) so véi nhitng ngudi chuyén héa nhanh (EM; n=17). Sy khéc bigt
duge dbng hoc tuong ty i duge ghi nhin trén cée kifu gen ndy trong mt nghign ciu vé cée
dbi trgng khoe manh ngudi Trung Quic bao gim 7 ngudi chuyén hoa nhanh vi 11 nguwdi
chuyén hoa trung gian. C6 rit it thong tin dwge ding hoe dbi vai nhimg nguwii chuyén hda
chiim (PM) tir cée nghidn ciru nay.

(J trang théi on dinh sau khi ding esomeprazol 40 mg | lin/ngay, ty 1@ AUC & nhiing ngudi
chuyén héa cham so véi AUC & nhitng ngudi con li trong quén thé (EM) 14 khoang 1,5. Sy
thay d8i v& nong dd nay khing dugce coi L cd ¥ nghia ldm sing.

Quy cach dong gai: Hop 3 vi = 10 vién nang cimg.

Piéu kién bdo quin: Bio quin dudi 30°C & noi khd rdo, thoing mat. Trinh dnh sing, nhigt 4§
vi 4§ &m cao.

Han ditng: 30 thing ké tir ngéy san xudt.

Tiéu chudn chiit lwyng: Tiéu chulin co st

Tén, dja chi el co siv sin xudt thude
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