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THANH PHAN

M31 vidn nang cimg chirg:

Thinh phin hoat chit: Esomeprazol 20 mg (dudi dang esomepraznl magnesi trihydrat pellet
bao tan trong radt 22%)

Thank phén ti dwpe: placebo pellet; vo nang vira di | vién,

Théinh phin ciia placebo pelles; mannitol, light magnesi carbonat, dinatri hydro phosphat, starch,
sugar (pharmaceutical grade), supar spheres (30#40), hydroxy propyl methyl cellulose (HPMC
ES), methacrylic acid copolymer (L-30D), natri hydroxid, tale, titan dioxad, tween-B0
{polysorbat-8(1), diethyl phthalat.

Thank phan cita vé namg: gelatin, PYP K-30, natri lauryl sulphat, methylparaben, propylparaben,
brilliant blue, erythrosin, titan dioxid, nudc tinh khiét,

Dang bao ché: Vién nang cimg chira cic hut pellet bao tan trong rudt.

Ma t4 dang bio ché: Vién nang cimg b 50 2 méu trfing v mau tim chira cde hat pellet miu tring
1 triing ngi.

CHI BINH

Chiva linh viém trgt thye quin

Mg lom:

Diku tri ngin han (4-8 tén) dé chira lanh vi gidm trigu chimg tinh trang viém trpt thye quan, CG
thé ké don thém 4-8 tufin nita néu bénh nhin chwa lanh hin.

Tré em 12-17 tudi

Brigu trj ngdn han (4-8 tudn) dé chita lanh v pidm triéu chimg tinh trang viém ot thye quan,
Pidu tri duy tri 4 chita Fnh viém trgt thue quin

Bigu trj duy tri dé chita lanh viém trot thye quén & nguii ldn. Che nghién cira co kiem soat
khong kéo dii qua 6 théng,

Bicu tri tridu chirng trio ngwge da diy thwe quin (GERD)

Mpurdri lém:

Pigu trj ngan han {(4-8 twhn) gy chimg o néng hodie cde tridgy chimg khic lidn quan tedo ngupe
da ddy thyre quin (GERD).

T e |2-17 tubi

Dida tri ngE'Ln han (4 tudn) triéu chimg ¢ nong hode cde trigu chimg khéc lign quan trao nguoc dy
day thyre quan (GERD).

Gidm nguy co loét dg diy do thude khing vidm khing steroid (NSAIL)
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Thube duoe chi dinh d& gidm nguy co loét da diy do thude khing viém khing steroid (NSAID)
& ngwiri lom o nguy oo phit trign loét da diy: 1 60 ki trd 18n vamolic cb tién sir loét dg déy.
Céc nghién el co kidm sodl khong kéo dai qua 6 thang,
Diét triv Helicobacter pylori € gidm nguy o i phit loét 6 tring
Dt trir . pplori 88 duge chimg minh L lam giam nguy cor Ui phat loét 1 ing.
Ligu phép 3 thude
Thude niy két hop vdi amoxicillin v clarithromycin duge chi dinh dé didu tri & bénh nhin
newdri Im nhigm B pylori va dang loét t tring hodic o tién sir loét t4 trang trong vong 5 ndm.
(3} nhiing bénh nhin khing dép img liéu phip, nén tien hanh kidm tra 6 nhgy cam voi khiang
sinh, Néu chimg minh dirge tinh trang khing clarithromyein hojc khong thé kifm tra d§ nhay
cdm, nén &p dung lidu phip khing khudn thay thé.
Ciie tinh trang Ging tiét bénh 1§ bao gim hii chimg Zollinger-Ellison
Ditu tr dai han cde tnh trang ting tiét bénh 1Y, bao gdm: Hoi chimg Zollinger-Ellision, & ngudi
I,
CACH DUNG, LIEU DUNG
Lidu diing
Ngrea fifn
Thari gian didu tr biing SAGAESOME 20 CAPSULE duge dya trén nhitg di ligu an todn higu
qua cb slin cho timg chi dinh, thn suit liéu va nhu cdu dicu trj cho timg bénh nhén. Chi nén biit
diiu va ﬁép tye 50 dyng SAGAESOME 20 CAPSULE khi lgi ich didu tei vugt trhi hen nguy co.
Théng tin lidu khuyén cdo cho d4i trgng nguii 1om theo chi dinh duge thé hign wong Bing |
dudii By,
Bing I: Licu Hru}'en cdo cua SAGAESOME 20 CAPSULE cha ng:-rm F:m ther chi :?-i'.lﬂfl
Chi dinh Ligu khoyén cio cin Thivi gian diéu Ir!

SAGAESOME 20

CAPSULE

Chiza lanh viém trt thye quin | 20 mg (1 vién) hojc 40 mg (2 | 4- 8 jusin®!
vién)' x | Iun."ngﬁ\r

"Dk trj duy tri 88 chira lanh | 20 mg {1 vién) x | lin/ngdy Khéng qua 6 thing
viém byt 1h1,m quan
| Pricu trj trigu chimg GERD 20 mg {1 vién) % | Kin‘ngay 4 tudn, néu trigu chirng khimng
hét hiin, edn nhic diéu trj thém

4 tudn
Giam nguy oo Ioétda diy do | 20 mg (] vién} hofic 40 mg (2 | Khing qui & thing
thude khing vigm khéng vien)'" x | ln/ngiy
steroid (NSAID)

[ Diét trir Helicobacter prlori | SAGAESOME 20 CAPSULE: | 10 nghy

dé giam nguy co @i phit loét | 40 mg (2 vién) x | laningay'"t

 triing {Ligu phap 3 thufie) | Amoxicillin 1000 mg x 2 10 ngiy
lanngay! B
Clarithromycin 500 mg x 2 10 ngdy
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lan-’nga:.'”' o
Didu trj dai han cde tinh trang | Licu bil diu: 40 mg (2 vién) x ﬂléu trj dai han theo tinh trang
tang tict bénh 1%, bao gim: 2 linngiy™" licu duee cd lim sang

Hai chirg Zollinger-Ellision | nhén haa thy theo bénh nhan.
Ligu ding o6 thé lén dén 240 '
mg/ngay. -
T Lidu tdi da 20 mg x | ln/ngay duge l:‘.hu:.-'én cho didi v hEnh nhdn suy gan ning (Child- Pugh
logi C).

1J‘f] liu hét bénh nhan duge chita lank bénh trong vong 4-8 tudn, DGi véi bénh nhin chum link
bénh sau 4- 8 tudn, cd thié didu trj thém 4-8 twén 4 Knh hin,

M Tham khao théng tin ké don cls amoxicillin vé clardthromycin d8 higu chinh ligu & ngudi cao =

tudi vi bénh nhin suy thin. ’*'_‘
@1 Lidu bit ddu 20 mg x 1 Hnngay duge khayén cho di véi bénh nhan suy gan ning (Child- o
Pugh loai C). rHAH
Tré em .5'Li sj
Tré em tir 12 -17 wéi i
Ligu khuyén cdo coa SAGAESOME 20 CAPSULE cho bénh nhin tré em tir 12- 17 tudi theo chi il

dinh dure trinh ba:.r theo Bang 2 dudi day.
Bnﬂg 2'* Lién J:ﬁuyen etz i SAGA FT{)ME 20 CAPSULE cho bink sihdn tré em tie [2- 17 {uri
Chi dinh | Liéu khuyén cdo cia Thisi gian dieu tri
' SAGAESOME 20
CAPSULE
Chita ldnh viém trot thyc quan | 20 mg (1 vién) hodie 40 mg (2 | 4- 8 tudn
vién) x 1 lan/ngiy
Didu tr trigu chimg GERD 20 mg (1 vién) x | linfophy | 4 tudn
Tré em dusi 12 tudi
Sir dung dang bio ché khae thich hegp hon.
Déi twgng die bigr khdic
Miuii eao wdi:
Trong thng sb bénh nhin sir dung esomeprazol trong cic thir nghiém lém sing, o 1459 bénh
nhén tir 65-74 udi va 354 bénh nhén tir 75 tudi inr 1én,
Nhin chung, khing quan st thily s khiic nhau vé tinh an todn vii higu qua gitta ddi tugng cao
widi v b tudi. Nhimg kinh nghigm 1am sing khéc cling khing xdc dinh nhimg diém khic nhau
wé dap (mg gifin bénh nhiin cao tabi vi bénh nhin teé tubi. Tuy nhién, khing thé loai trir dd nhay
chim can hom & mét sb bénh nhin cao tudi,
Suy gan
3 nhimg bénh nhén suy gan néng (Child-Pugh loai ©), ndng & esomeprazol ting 1én ding ké so
vivi nhimg ngirdri khde manh,
Khuyén edo diéu chinh ligu & nhimg bénh nhan suy gan niing dé chita lnh viém gt thye quin,
gidm nguy co loét dg diy do NSAID, digt trir M. pylord d& gidm nguy co tai phat loét 1 tring vé
chc tinh trang ting tiét bénh 1§ bao gﬁm hdi chimg Zollinger-Ellison,
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3 nhitng bénh nhin suy gan nhe dén trung binh (Child-Pugh logi A vii B), khang cén digu chinh
liéu.
Cach dang

o Ubng thude trrde khi & it nhit | gié.

e Cithi sir dung dimg thiri vii efie thude khing acid.

o Néu quén lit, ubng lidu bj quén ngay khi nho, Néu nhe di dén thin digm udng lidu tiép theo,
b qua lidu bi quén v udng lidu tiép theo nhu ké hoach. Khing ubng 2 lidu cang e,

Ding thude gua dulmg uing hodc qua dng thing da dity, nhu mé 13 béa dudi,
Disng dudng uing.

«  Nydl nguyén vién thude, khing nhai hay ciin vién,

» D& v nhimg bénh nhiin khé nudt, e6 hé mo nang SAGAESOME 20 CAPSULE va My
pellet phin tén trong nude, udng hin hop ngay lip vie, khing nhai hay cin pellet, Bo phin
hén hop dir (néu cd), khimg bio quin dé sir dung sau dd. Khang diing cic chiit 1ong hay thirc
fin khéc khéng dwoc danh gid, khuyén edo.

g qua dng thing da déy:
- Mér vign nang vi dit lugng thube trong vién vao mit bom tigm 60 ml cb diu thong.,
- Phiin tén lugng thuoe trong vién véi 50 mL nudc,
- Lie ngay bom tidém trong khoang 15 51E.}r 4& phin tan déu Lrgng thude rong vidn,
- Gl déu bom tiém hu‘ﬁng 1&n trén vit kidm tra xem diu bam tiém o6 bi the khang.
- Giin bom tiém viio éng thng va chuyén hét lugng thude trong bom tidm qua éng thing vio

da day. .

- R ong thong bang cich thém nude

- Sirdung ngay sau khi chuin bj. Khing s dung néu ligng thude bi hoa tan hode tan .
CHONG CHI DINH

- Bénh nhin co tién sir qui man véi cde din chilt thé clia benzimidazol hode v che thinh phin
cia thude, Phin (mg qui mén cd thé bao gbm phan vE, sbe phan vé, phit mych, co thit phe quan,
viém dng k& thin cip, ndi mé day,

- Khi sir dung thube trong ligu phap két hpp voi amoxicillin vl clarithromyein dé digt trir /7
pylort d& giam nguy oo tai phit loél @ wing, tham khéo thing tin chong chi dinh cla amoxicillin
va clarithromycin,

- Bénh nhiin dang ding san phim cé chira rilpivirin (xem phén Tieomg tde thuce)

CANH BAO VA THAN TRONG KHI DUNG THUOC

Sur hign di¢n cia v de tinh o da diay

Ch ngudi 1dm, dép (mi tridu chimg vai ligu phip diéu tri véi SAGAESOME 20 CAPSULE khing
ngdn ngira sir hign dién cin u 4e tinh & dg day. Ciin xem xét cic bién phap chiin dodn vi theo doi
thém dii vii nhiing bénh nhin diéu trj that bai hodc nhing déin higu thi phit sém sau khi hodn
thanh qué trinh digu trf véi mot s thude (o ché bom proton (PPI). O bénh nhin cao tudi, cling ed
thié cfin nhie ndi soi.

Viem fng ki thin clip

DY quan st thy tinh trang viém ong ké thiin cip & nhimg bEnh nhin dimg PPl vi oo thé xiy ra
tinh trang nay & bit ki thii diém ndo trong qué trinh ding ligéu phip PPL Bénh nhin cd thé xust
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hién nhifng tridu chimg vi d.ﬁu higu khic nhau; tir phin img tidu chimg ting huyét ap dén cie
triéu chimg khing dc higu v suy gidm chire niing thiin (nhar: kh chiv, hudn ndn, chin dn).
Trong mit logt lnn'rng bip dige bio cao, mit s bénh nhin duge chiin dodn bing sinh thiét va
khéng cd cde bidu hign ngodi thin (nhu: siit, phat ban, dau khip). Ngimg si dung thubic vé dénh
gid lgi biénh nhin nghi ngét tinh trang viém dng k& than cdp (xem phin Ching chi dink).

Tiéu chay do Closiridium difficile

Céc nghién cira quan sat A4 dwge cong bo cho thiay Tigu phip PPI nhu SAGAESOME 20
CAPSULE 6 the lam thng npuy co tigu chiy do Closteidium difficile dac bigt la nhiing bénh
nhéin nhip vién. Chan dodn niy dige cin nhdc d6i vai tinh trang tiéa chiy khing cai thién (xem
phiin Tde dung kidng mong mudn cia thude)

Bénh nhin nén st dung lidu PPI thilp nhét va thii gian didu tri ngﬂn nhi phit hgp wiii tinh mmg i,
hénh.

Giéin nhir (81 ¢ céc khdng sinh déu co bao céo tiéu chiy do Clastridium difficile khi sir dyng. [}E

hiét thém che thing tin ey the cho timg khing sinh (clarithromycin va amoxiciting duge chi dinh f,.J"I
két hop vii SAGAESOME 20 CAPSULE, tham khio phin Cank bao v thin trong khi dimg ©

thude cia e hudng din sir dung tong img cia timg khing sinh,

Gily :mmg

Mt 56 nghitn ciru quan sit di dwge cing b cho thiy rﬁng liéu phép irc ché bom proton (PPT) cd
thé lm ting nguy co glly xuwong hing, e tay hodic et song do lodng xwong. Neuy co gy xuong
ting lén & nhitng bénh nhan ding PP litu eao nhw ding da liéu hang ngdy va didu i PP dﬂl
han (mit ndm hodic 1y hon). Bénh nhin nén sir dyng liéu thip nhit va thoi gian diéw trj PP ngén
nhét phit hgp vai tinh trang bénh dang diéu tri. Bénh nhiin ¢6 nguy co gy xwong do loding xurmg
nén dirge quén 1y theo cde hudng din didu tri 43 dwge thidt 1ap [xem Cdeh dimg, léw dimg v
Téie dung khing mong mudn cia thuise |

Phin tng eb hgi trén da nghigm trgng

Céc phin (mg b hai trén da nghiégm trong, bao ghm hdi chimg Stevens-Johnson (SIS) v hi
chirng hoai tir biéu bi nhiém déc (TEM), phin img do thudc visi su ting bach ciu i toan v cdc
triéu chimg todn thin (DRESS) va héi chimg mun mi ngogi ban todn thin cép tinh (AGEP) da
durge bio cio litn quan dén vide sit dung PP [xem phdn Tie dung khdng mong mudn ctia thude).
Ngimg sir dung thude khi e déu hidu holic trigu chimg diu tién cda phan dng co hai nghidm
trong trén da hofic céc dau higu qua mn khic vi xem xét danh gia thém.

Lupus ban d6 & da v hi thing

Bénh lupus ban dé da (CLE) vi lupus ban d6 hé théng (SLE) 48 duge bdo cdo & nhimg bénh
nhén ding PP, ké ci esomeprazol, Cée bién & ndy xdy ra cd nhw khéi phét mét va dgt cip ciia
bénh ty min hién cé. Phin lon che tridmg hep lupus ban do do PPE géy ra la CLE.

Dang CLE phé bién nhit dige bio cde & nhimg bénh nhin duge diéu tr bing PP1 1A CLE bin
chp (SCLE) va xiy ra trong vong vii win dén vai nam sau khi didu trj bing thude lién e &
nhimg bénh nhin tir tré se sinh dén ngudi can tubi. Nhin chung, quan sit duge ede phit hign md
hoe, khong lién quan oo quan,

Bénh lupus han d6 he thong (SLE) it duge bio cio hon so véi CLE & nhitng bénh nhin ding
PP SLE lign quan dén PPI thwimg nhg hon SLE khang do thube. Khai phit SLE thudng xiy ra
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trong vong vai ngly ddn vai nfim sau khi biit dau dicu trj, chi yeu & bénh nhén tir thanh nién dén
ngudri cao twai, Phin 1én bénh nhin o bidu hién phit ban; tuy nhign, dau khop vi gidm 1€ bao
ciing dif duge bho cho.

Tréinh sir dung PP dii ngdy hom thid gian chi dinh. Miu ede diu higu hodie tridu chimg phit hgp
vii CLE hoiic SLE duge ghi nhiin & bénh nhin ding thubc, hiiy ngimg thube va chuyén bénh
nhén dén bic sT chuyén khoa thich hop &8 dénh gid. Hiu hét bénh nhin cdi thign khi ngimg PP
trong 4 dén 12 win. Xét nghiém huyét thanh (vi du: ANA) c6 thé duong tinh v gidi quyél cic
két qué xét nghiém huyét thanh hoc ting cao thn nhidu thii gian hon giai quyét cic bidu hign lam
sAng.

Twong tic viri clopidogrel

Trianh sir dung aéng thivi thudie vai clopidogral. Clopidogrel 13 mgt tién chit. Tiac dung ire che
kit tap tidu clu cia clopidogrel hodn todn duge 1o ra bii mit chit chuyén hia b hogt tinh cia
clopidogrel. Qué trinh chuyén hoa cia clopidogrel thinh chit chuyén héa b hoat tinh cia né cb
thé b gidm khi sir dyng ding thid v cic thude ire ché CYP2C19 nhir esomeprazol. Sir dung
ding thai clopidogrel véi esomeprazol 40 mg lam gidm tic ding duge Iy cia clopidogrel. Cén
nhic cac ligu phip irc ché két tap tidu clu khic khi st dung thude [xem phin Tiong e thude],
Thitu hyt cyanocobalamin (vitamin B12)

Diéu tri hang ngay biing bat ki thuoe e che acid ndo trong thii gian dai (vi du: hon 3 nim) cb

thé diin dén giam hip thu cyanocobalamin (vitamin B12) do gidm hodc thigu acid dich vi, Cée :
b cio hiém gip vé xdy ra thifu hut eyenocabalamin khi sit dung ligu phép (e ché acid dd dwge o
bdo co trong v vin. Chin dodn ndy nén duge xem xét néu quan st thay cae triéu chimg lim .
sang phil hop vii sy thi¢u hyt cyanocobalamin, Ir:-,rpl-:.-l
Ha magnesi man vi chuyén hoa khodng chit vif
Ha magnesi mau (¢ tridu chimg va khing cd trigu chimg) 43 duge bao cao hidm gip 0 nhimg x,:h
bénh nhan duge didu tef bing PPI trong it nhit ba thing, trong hiu hét cac tnodng hep 14 sau mit e

ndm didu trj. Cde tac dyng khong mong muin nghiém trong bao gdm ha calei mau cdp tinh, loan
nhip tim va co gigl.

Ha magnesi miu o6 thé din dén ha calel miu vivhoic ha kali méu va c6 thé lam trdm trgng thém
tinh trang ha calel miu tidm dn & nhimg bénh nhin cd nguy co. O hie hét bénh nhén, diéu tri ha
magnesi méu yéu ciu cée ngudn thay the magnesi v ngimg sir dung PPL

Béi voi nhilng bénh nhan dy kién s didu trj kéo dii hofic nhimg bénh nhén ding PP vdi cc
thube nhur digoxin hodic cae thube o thé phy ha magnesi méu (vi du: thube lgi tida), cde chuyén
gia chiim s6e site khie b thé xem xét theo doi nong 4§ magnesi trnirde khi bat dau diéu tri biing
PPI vl kigm tra dinh ky [xem phén Tde dymg bdng mong muon ctia thude].

Céin nhic theo doi ndng 49 magnesi v calci tnede khi bit déu ding thute va dinh k¥ trong qud
trinth didu trj & nhimg bénh nhin e nguy co ha calei miu tir rude (vi dy: suy tuyen cin gidp). B
sung magnes! vi'hode calei, néu cdn thigt, Néu tinh trang ha calci méu khong dép (ng vii didu
trj, céin nhéc ngimg sir dyng PPL

Twong tie vid St Joha's Wort hode rifampin
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Thubc ing cém ng CYP2C19 hode CYP3A4 (nhur 5. John's Wort hofic rifampin} cd the lam
gidm dane ké nbng 09 esomeprazol [xem phin Tieeng tde thude]. Tranh sit dung diing thiri thude
viri St. John's Wort hodic rifampin,

Tweng the vi ede xét nghigm chin dodn u thin kinh nii it

Ning d6 chromogranin A (CgA) trong huyét thanh ting thir phét do giam nong d6 acid da diy do
thude. Néng di CgA ting 1én cd thét giy ra két qua dwong tinh gii trong cde xét nghiém didu tra
¢han dodn u thiin kinh ndi tiét. Bac sT nén tam thii neimg diéu trj esomeprazol it nhat 14 ngdy
trurthe khi dinh gif ndng 46 CgA va ciin nhic lip lal thir nghiém néu ndng dd CgA ban dilu cao,
Méu céc thir nghiém ndi Lif:p drge thire hién (vi dy: dé theo daid, thi nén duge thige hién béi clng
mit phing thi nghigm, vi khodng tham chidu gifra cde thir nghigm e thé khie nhau.

Twomg tée voi methotrexat

Ciic thi Tiéu y viin cho thily ring vigc st dung déng thivi PP v&i methotrexat (chi yéu & 1iéu cao;
xem thém tr hudmg din st dyng cda metholrexal) ¢ thé Jam ting v kéo dii nong d8
methotrexat trong huyét thanh va‘hodc chat chuyén hda cia nd, cb thé diin dén doc tinh voi
methotrexat. Khi sir dyng methotrexat lidu cao, mit g0 bénh nhin cd the cin nhic tam thi
ngitng PPI [xem phiin Tieomig tde thude],

Polyp tuyén day vi

Sir dung PPT ¢ lidn quan dén ting nguy co polyp tuyén diy vi, nguy co ting 1én khi sir dung liu
dii, diic bidt 14 sau mot ndm. Hiu hit nhitng ngudr sir dung PP phét trién polyp tuyén déay vi
khimg cd tridu chimg vi polyp tuyén diy vi duge phat hién tnh cé khi ndi soi. Sk dung ligu phap
PP trong théi gien ngén nhat phin hep voi tink trgng bénh dang dicu trj.

Cénh bdo cho cde th dwge:

Sucrose

Thube niy ed chira duimg sucrose. Bénh nhin of cde vin @& di truyén hiém gap nhu khong dung
nap fructose, kém hip thu glucose-galacstose hode thiu sucrose-isomaltase khong nén dimg

thutic niy.

Matri

Thubc ndy cb chira it hon Immol natri {23mg) mBi vién, tire [ v& cor bdn “khiing chira natri”.
Methylparaben, propyiparaben: Thubc nay c6 chira methylparaben, propylparaben: cd thé gdy m
phin tmg di (mg chdm,

Mannitol: Thube chira mannitol o thé o6 the dung nhufn tring nhe.

SUDUNG THUGC CHO PHI NUCO THAI VA CHO CON BU

Phu nit co thai

Téun L1 nguy co

Khéng cd cic nghién cim diy di v cb kiém sodt st dyng esomeprazol & phy nit ¢d thai,
Esomeprazol 12 dbng phin S cia omeprazol. Dit ligw dich 1 hoe hign cd khong chimg minh duge
nguy co gia ting chc di 1t bém sinh ndng hofic cdc két qua bit lgi khéc trong thai k¥ khi si dung
omeprazol trong ba thing ddu. Cac nghién cir it sinh sén & chudt v thd cho thiy kha nfing pay
chét phbi phy thudc vao ligu luong & lidu omeprazol cao hom khodng 3,4 dén 34 1in so vii lidu
ubng 40 mg & ngudi (dya trén dién tich bé mit co the dbi véi mdt ngudi ndng 60 kg).
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Khéng quan sét thiy khi ndng gy quéi thai trong cde nghidén cin v sinh sin & ddng vt khi sir
dung esomeprazol magnesi durdmg ubng & chudt v thd v lidu lan lugt khodng 68 Tin va 42 Lin
lidy uwbng 40 mg & ngudi (dya trén dign tich bé mat co thé 46 véi mit ngwdi ndng 60 kg, DA
guan sét thity nhitng thay ddi vé hinh thai xwong & con cdi cia nhimg con chudt duge vong thude
trong hiu hét thid ki mang thai va cho con bi wéi lidu lugng 16 hon hodic bing khodng 34 in
so v lidu ubng 40 mg & ngudi. Khi chi cho chudt me udng thude gidi han trong this ky mang
thai, khing cd dnh hedng nao dén hinh thai dia sun ting trdmg cla xwong & chudt con & moi lira
1uii.,

Céc nguy eo co ban wée tinh cia di 18 bim sinh ning va sé}' thai dbi voi nhém ddn sé duge chi
dinh viin chue duge bidl Tht ¢d cée trutmg hop g thai déu cé nguy co e bén veé dj tét bim
sinh, siy thai hofic cae két qua bét loi khac. Trong quan thé nguii M§ néi chung, npuy oo co bin
wére tinh cia cée di Gt bim sinh nfing vi siy thai trong cée truémg hop mang thai duge edng nhin
trén lim sang lin Lot 13 2% dén 4% va 15% dén 20%.

(3 Jigu

Dit Itéw trén nguedi

Esomeprazol 14 dong phén S clia omeprazal, Bon nghidn ciu dich 8 hoe 48 so sdnh tan sufit dj
it blim sinh o tré 50 sinh cia nhitng phy it st dung omeprazol trong thivi k¥ mang thai voi tin
sudit dj tat bm sinh & tré so sinh cia nhimg phu nik si dyng thude ddi khang thy thé H2 hode cac
thudc abi chimg khic.

Mt nghién ciru dich t& hoo theo nhim héi ciu dya trén nhém dén 50 tir Swedish Medical Birth
Registry, bao gém khodng 99% céc truimg hop mang thai, tir ndm 1995 dén nam 1999, ¢ bdo
cho ve 955 tré sorsinh (R24 tiép xie trong tam ch nguydt diu tién trong dé 39 wé ticp xie
ngodi tam o nguy8t dbu tién va 131 titp xie sau tam i nguydt ditu tign) cb me sir dyng
omeprazol trong thii kv mang thai. 58 tré su sinh tiép xic vdi omeprazal trong tir cung voi bit
ky di tf nho, nhe cdn khi sinh, diém Apgar thip hodic nhip vién tuong tr nh st tré duoe fguan
st thiy trong nhém diin il niy. S tré sor sinh sinh ra bj dj 1t vach lién thar va so e chét fuu
cag hon midt chit & tré 5o sinh tiép xtic virl omeprazol so vl 50 teé dy kidin trong nhdm déin sl
niy.

Mot nghién ciu theo dii hdi et dya trén nhdm din 5 bao ghm tit ca cde trudmg hop sinh sng
& Pan Mach i ndm 1996 dén nim 2000, 42 bdo cdo v& LE0O trwong hop cé me st dyng
omeprazol trong tam i nguyét diu tién cia thei ky v 837.317 trudmg hop ob me khing sir dung
biit k¥ chit (rc ché bam proton ndo, T4 18 chung v& di tit bim sinh & tré ser sinh duge sinh ra tir
rhitng bi mg sir dyng omeprazol trong tam ed nguy@t diu tidn 14 2,99 va 2,6% & té so sinh
durgre sinh ra tir nhitng bi me khang sir dung bt ki chat (c ché bom proton ndo trong tam cé
nguyét diiu tign.

Mt nghién ciru theo doi hoi clu i bio cho vi 689 phy nir mang thai sit dung thutie chen Ha
hodc omeprazol trong tam cd nguyd dau tidn (134 nguini st dung omeprazol) vi 1.572 phy nk
mang thai khiing sit dung biit ki lopi thubc ndo trong tam cf nguygt dau tién. Ty 1 dj tit chung &
iré sinh ra tir nhimg bd me sir dyng omeprazol, thubc chen Ha trong tam cd nguyét diu tign holic
khéing st dyung Tén lut 18 3,6%, 5,5% va 4,1%,
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MBt nghién ciru theo d&i quan sdt nhd veé 113 phy nit sé dung omeprazol trong thin kf mang thai
(89% si dyng trong tam ci nguy@ diu tién), 1 1§ dj 1 bim sinh duge bio cio 1i 4% & nhim
omeptazol, 2% & nham ddi chimg st dung cde chiit khéng gly quéi thai vi 2,8% & nhom &di
chirmg mae bénh. TV 1& shy thai tr nhién va theo y mudin, sinh non, tudi thai khi sinh v cén ndng
trung binh khi sinh twong ty nhau gitra cac nhom.

Mot 56 nghién ciru 33 bdo cdo khing b tic dung khéng mong mudn ngin han nao doi vii té s
sinh khi diing mét lidw omeprazol duting udng hofic tiém finh mach duy nhdt cho hon 200 phy nir
mang thai nhir thude tidn mé & md ldy thai dudi gy mé todn thin.

D ligw trén déng vt

Cimeprazal

Chc nghién efru vé khi ndng sinh san dige thue hién vii omeprazol & chudt véi lidu udng 1én
dén 138 mg/ke/ngdy (php khoang 34 [An lidu ubng cia nguii 13 40 mg tinh theo dign tich beé mi
cor the) v & the vai ligu ubng 1én dén 69,1 mg/kg/ngiy (gdp khodng 34 lin lidu ubng cia ngudi
I3 40 mg tinh theo dién tich b& mjl co thé) trong qud trinh hinh thinh co quan khang the hién bat
ky béing chimg ndo vé khé niing gy quai thai cia omeprazol. O thd, omeprazol véi lidu ding tr
6,9 dén 69,1 mgke/nedy (gip khodng 3.4 dén 34 1in libu ubng coa ngud 13 40 mg tinh theo dign
tich bé mit co thé) duge ding trong qua trinh hinh thimh co quan d8 gdy ra sy gia t@ng lién quan
dén lidu hweng vé tnh trang chét phii, tinh trgng tigu hiy thai nhi ¥ tinh trang gian dogn thai ky.
() chudt, dje tinh phoi thaithai nhi lién quan dén licw lugmg v dic tinh phdl trién sau sinh 43
dwgre guan sat thiy & con cii b cha me duge diéu tri bing omeprazal & liéu 13,8 dén 138,0
mg/kg/nghy (gdp khodng 3,4 dén 34 fan lidu udng cia ngudi 12 40 mg tinh thee dign tich bé mit
cor thé), duire ding trirde khi giae phéi trong subt thivi k¥ cho con b,

Esomeprazol

Khéng ¢d dnh huimg ndo dbi vid sy phit trién cia phai thai trong céc nghién ol vé sinh sin v-j*i’:,

eamne-pmani magnesi & chudt vai lidu ubng 1én den 280 mgkg/ngay (gdp khnﬂlng_ 68 lin lidy
utng cia nguii 1 40 mg tinh theo dign tich bé mat co thé) hedic & the véi litu uing 1én dén 86
mg/kg/ngiy (gip khoang 41 1n lidy udng cia ngubi 13 40 mg tinh theo dién tich bé mill co thé)
duge ding trong gué trinh hinh thinh co quan.

Mt nghidn edu dive tinh trude va sau sinh & chudt vii cac diem cubi bi sung dé dinh gid sy phit
trién cta xwong d3 duge thue hién véi esomeprazol magnesi & lidu ubng tir 14 dén 280
mg/ke/ngay (ghp khodng 3,4 dén 68 lin lidu uéng cho ngwii 13 40 mg tinh theo dign tich bé: miit
cor thef), T 18 sdng sat & tré sor sinb'sau sinh sém (i khi sinh ra dén khi cai sita) gigm o lidu bing
hodic Lom hon 138 mp/ke/nghy (gip khodng 34 18n lidu udng cho ngubi 14 40 mg tinh theo dign
tich bé mit cot thé). Can ning v ting cin bj gidm va chgm phét trién than kinh hogic phét tricn
chung trong khung théi gian ngay sau khi cai s@a la of vhng & lidu bdng hodc lén hon 69
mg'kg/ngdy (ghp khodng 17 lin lidu ubng cho ngudi 13 40 myg tinh theo dign tich b mat co thé),
Ngodi ra, gidm chitu dii xuong dii, chitu rdng v 46 diy cia xwomg vo, gidm 4§ diy ca dia
ting trrdmg swrong chity v tinh trang gidm té bio tiy xuong tir 16i thitu dén nhe dd duge ghi
nhin & lidu bing hofic 1ém hom 14 mg/ke/ngiy (ghp khodng 3.4 in lidu uéng cho ngyi 1 40 mg
tinh theo dign tich bé mat co hé). Logn sin xwong dii ¢ duge quan sit thily & con cia nhilg
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con chudt duge didu tri bing esomeprazol magnesi véi lidu udng bing hodc lm hon 138
mg/ke/ngiy (gdp khodng 34 1an lidu ubng cho nguwdi 1a 40 mg tinh theo dign tich bé mit co this),
The dyng 18n xwong cha meg duge quan sat thiy o chudt mang thai vt cho con bl trong mt
nghién ciru dic tinh trude va sau khi sinh sir dung esomeprazol magnest van ligw utng tir 14 dén
280 mptkp/ngdy (ghp khoding 3.4 dén 68 ldn litu ubng cho nguit 12 40 mg tinh theo dién tich bé
miit eor the), Khi ding lidu cho chudt tr ngay thik 7 cha thai ky dén khi cai st vio ngay thir 21
sau khi sinh, trong lugng xwong dii cia me giam ding ké, vé mat thing ké i 14% (so vai diéu
tri bing gid duge) dirge quan sét thiy & lidu biing hodic Iém hon 138 mg/kg/mgly (gap khodng 34
Vi lidu uing cho ngudi 14 40 mg tinh theo dién tich b& mat cer thid).

Mat nghién ci vé sir phét trién trede vid sau khi sinh & chudt vai esomeprazol strontium (s
dung liéu lugng mol trong dwong so vl nghién iy esomeprazol magnesi) di tao m két qua -
tuong ty & chudt mg va chugt con nher ma & nén, W

Mt nghién ciu ddc tinh tiép theo & chudt cong véi cac didm thoi gian khic dé dinh gid sir phdt L'1
trién xwemg ciia chudt con tir ngdy thir 2 sau sinh dén woi trudmg thanh d3 duge tye hign i ™
esomeprazol magnesi & lidu ubng 13 280 me/kg/ngdy (gip khoang 68 Fin lidu udng cia ngudi 1 i
40 mg tinh theo dién tich bé mit co thé) trong d6 vige ding esomeprazol tir ngay thir 7 ciia thai 'l,f_]:'
ki hoic ngdy thir 16 cia thai ki cho dén khi sinh, Khi viéc ding thuic cho me chi gidi han trong T
théri kv mang thai, khang of the dung ndo d5i vi kinh thii sun xwong & con & bat ky d§ tudi ndo '
Phu nit cho con bi

Téim tiit nguy co

Esomeprazol 14 ddng phin S ciia omeprazol va dit ligu han ché cho thdy omeprazol cb thé ed
trong stra me, Khong co dit ligu ldm sang v dnh hidmg cia esomeprazol dbi v teé bl me hodic
gquiat trinh teo sia. Cde loi lch sie khde vi phit trién cia viée cho con b phai duge xem xét eling
viri nhu edu lim sang sir dyng thubc cis ngwdn me vik bt k¥ dnh hirdmg o6 hai tiém an nao doi
vivi tre bl sl me Lir esomeprazol hofe tir tinh trang nin cla ngudi me.

ANH HUONG CUA THUOC LEN KHA NANG LAI XE, VAN HANH MAY MOC
Esomeprazel oo dnh huéng nhe tdi khi ning i xe vi viin hanh may moe, Mt 56 tae dung
khing mong mubn nhir chéng mat (it gap), mir mit (hiém gip) 43 duge ghi nhin. Néu bénh nhén
bi dnh hutmg thi khing nén i xe hay sir dyng may moc.

TUGNG TAC, TUONG KY CUA THUOC

Twong tic cia thudic

Cée nghién cira twong tie chi duge thye hign trén ngudi 1on,

Bing 3 vA Bing 4 bao ghm cic thube c6 twong tic thute quan trong vé mat lim sang va tuang
tée vori nhimg chén dodn khi ding dong thiri véi esomeprazol vil cic hudng din phing ngim
hodc quan 1y ching.

Tham khdo nhain cia che logi thude duge st dyung dﬁng thiri dé biét thém théng tin vé trong the
vixi PPL.

Bing 3: Tuong tac co lién quan v& mat ldm sing dnh hwémg dén thutc ding chung vii
esomeprazal vi trong the véi chin dodn,

Thuiic khiang retrovirus _ S |
Anh hudmg wén 1im | Anh hwéng cia PP dbi vdi uluﬂc khing retrovirus thay doi. Tim |

|
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sing

guan trong ldm séing vi co ché dﬁtl.g sau nhitng tuomg tac nay khong
phii lic ndo cling duge hiét dén.

= Vige gifm nfmg 48 chn mdt sb thudc khing retrovirus (vi dy:
rilpivirin, atazanavir vi nelfinavir) khi ding dbng thai i
esomeprazol oo the lam glim tde dung khéng virus vi thic diy su
phit trién ciia khing thudc.

- Ting nong 46 cia cée thudc khing retrovirus khic (vi dy;
saquinavir) khi ding déng thii voi esomeprazol o6 thé lim tang dic
tinh.

* Co nhimg thudc khang retrovirus khae khéng gly ra cée twong tde
o lién quan ve mil lim sdng véi esomeprazol,

Bign phip can thip

Cag san phim co chira rilpivirin: Chf‘rng chi dinh sir dpng dong thin
viti esomeprazol.

Atszanavir: Xem thém & hudmg din st dyng cia atazanavir dé bidt
théng tin v& lidu ding.

Nelfinavir: Trénh s dung ddng thiv v&i esomeprazol. Xem thém th
hurdmg diin sir dyng cia nelfinavir,

Saguinavir: Xem thém té hudng diin st dyng cla saquinavir d¢ theo
d8i ede dde tinh tém dn lién quan dén saquinavir,

Ciic thudc khing retrovirus khic: Xem tir hudmg din sir dyng ciia cic
loai thube khimg retrovirus oy thé,

Warfarin

Anh hueng trén ldm | Tang INR vé thoi gian prothrombin & bénh nhin ding dhng thei PPI

sding {bao pgom esomeprazol) v warfarin, Tang INR vh thoi gian
prathrombin cé thé din dén chay méu bat thudmg va thim chi w
s, R

_}i-i:-}n phip can thigp Theo ddi INR va théri gian prothrombin v dieu chinh liéw warfarin
{néu cin) 4 duy trl khodng INR muyc tiéu

Methotrexat

SANE

| Anh hwéng trén lim

Sir dung ding thisi esomeprazol voi mcmmré'ﬁ't'téﬁﬁ'yé;.:' & lidu cao)

ot the |am ting va kéo dai nﬁng dG methotrexat trong huyét thanh
vivhofie chit chuyén hoa hydroxymethotrexat cia no, et thé diin dén
dfe tinh cia methotrexat. Chira od nghién ciru tu:mg tée thude chinh
thire ndo vé methotrexat liu cao vii PP dl.r:;'r:- h-m hanh.

Bién phap can thiép

Cd thé can nhic tam thai ngimg dung nsuml:pmul & mil sb bénh
nhiin dang diing methotrexit lidu can,

Cor chiit eia 2C19 (vi du: clnpiﬂ:':_gfd_:l.. citalopram, cilostazol)

Clopidogrel

séng,

Anh huémg trén lém

Sir dung dbng thiri esomeprazol 40 me lam gidm nong di cia chit

chuyén héa co hogt tinh cha clopidogrel trong huyét twong v fm
gidm téc dyng fre ché tidu ciu.

I

N}
Ak
= P
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Khéng ¢t nghién ciu ket hgp ddy &b ndo ve esomeprazol lidu thiip
hon holic clopidogrel lidu cao hon lidu clopidogrel di duge phé
| duwet.

Bién phip can thigp

Tranh st dyng déng thai vdi esomeprazol, Cén nhiic st dung ligu
phép l:l.'ll!'ll'lﬂ tigu chu thiry thé (xem |.1-|1é.1'| Ceirrhr beier va thdn ong ki
dimg thude).

Clmlupmm

Anh hu&ﬁg trémn lam
SANE

Tng phei nhidm citalopram din dén tang nguy cor ke ﬂ-ﬁi_i:-ﬁgﬁa
| QT

Bigén phap can thigp

Gidi han lidu citalopram toi da 14 20 mg méi ngdy. Xem tir hudng
dén s dung cia citalopram,

Cilostazol

Anh hirdmg tén lim
sHINg

Tiing nong di cia cilostozol vi mdt r.mng nhﬁng chit LJ‘IIJ}'IET.I hia b |
hoat L[nh cua nﬁ {1 4- duhydr-n—mlml&ml}

Bién phip can thicp

Kem tir hwémg ddn st dyng cla cilostazal.

Digoxin

| Anh hudmg teén lam
sang

Khi nfing gia ting pho nhigm véi digﬂ;'ﬁ_

Bién phap can thiép

Theo dai n!’hng ﬂﬁﬂlg;:rxm v digu chinh liéu_{néu cin) dé duy tri
néing d thude dicu trj. Xem (o hudng din si dung cia digoxin

Liéun phap két hop vid elarithromyein v amoxicillin

Anh hiudmg trén |dm
zing

Big¢n phap can thi¢p

Diing déng thii clarithromyein vii céc thude khac ¢ thé din dén cic
tac dyng khing mong mutn nghidém trong, bao gdm logn nhip tim e
thé giy tir vong vi dirgre ehing chi d[nh

Amnxlnlllin cling cd cde bromg tde thude.

Xem Chung chi dinh, Cénh bdo vi Thin trong trong t hudng dan si
dung cha clarithromycin.

Xem Tuong the thudc trong L hm.’mg dﬁn sie dung :hcu amumcllhn

nilotinib, mycophenolat mofetil, ketoconazol/ |frauunaznl]

Anh hrémg trén lam
SAng
Bign phap can thigp

Esomeprazol co oo the lam gidm sy hﬁp thu cia cac thude khic do tic
dung lam gidm d¢ acid trong dg day

Mycophenolat mofetil (I!'-_ﬂ-.-'IT)_l'{hl sir dyng dong thii cmeprazol
(trong d6 esomeprazol i chit déng phin ddi quang cha omeprazol) &
nguin khive manh va bénh nhin cdy ghép dang sir dyng MMF, di co
béo cic |im gidm ndng 4o cla chit chuydn hia b hoat tinh (acid
mycophenolic {(MPA)), diéu ndy cd thé 14 do gidm dd hows tan cla
MMF khi pH da day ting. Chua xde dinh duoc méi lién quan lim
shng cla viéc gidm nong da MPA dbi vdi sy ddo thai tang ghép o

nhitng bénh nhin ghép tang dang st dung esomeprazol vi MMF.

12
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| 1_11{_“1 trong khi sir dyng csomeprazal cho bénh nhin ghép tang dang

diéu trj vii MME,
Xem to hudng din st dung chia cle thude khac co dd hip thu phy
thude vao pH da diy.

Tacrolimus

' Anh hwing trén l&m
sing

CH kha ning thng nong 4 tacrolimus, dfc bi¢t & nhimg bénh nhin
ghép tang, 1i cic d6i twong chuyén hoa bii CYP2C19 trung binh
hofic kém.

Bign phip can thigp

Theo dBi néing d@ trong méu todn phin cia tacrolimus vA xem xét
gidm lidu (néu cdn) dé duy i ndng 4 thude didu tri. Xem to huing

din sir dyng cia tacrolimus

Twerng the vid cie xét nghifm chiin dodn u than kinh ndi tiet

Avh huimg trén lim
sing

Mong d6 chromogranin A (CgA) trong huyét thanh lﬁng thir pt ph&t bii
gitm ndng 4§ acid da day do PP1, Nang 85 CeA ting lén cb thé gy
e két qua dirang tinh gid trong cée xét nghigm chén dodn khii u thiin
lcink ni tide.

Bign phap can thiép

Neimg ditu tri esomeprazol it nhit 14 ngdy trude khi dinh gid ndng

d6 CgA va cin nhic 1ip lai thir nghiém néw ndng do CgA ban diu |7

cao. Néu cée thir nghidm ndi tiép duoe thire hign (vi dy: d& theo daf),

thi nén d1rqm thue hidn béi -:Emg miit phong thi nghiem, vi khodng

Twong tic vai thir nghu;m kich thich

| Anh hwémg trén lam
sing

......

tict secretin

Tﬁng liét gastrin d& ddp (g véi thie nghiém kich thich tiét secretin co
thé poi ¢ sai vé bénh 1y da day.

Ba&n phip can thi¢p

Ngirng thude 4 tulin trirde khi tién hinh thi nghigm

Dmg tinh giii trong xét nghifm THC trong nirde e

Anh hutmg wén lim
SANE

Bién phap can thigp

D& oo bio cho ve direng tinh gid trong xé1 nghiém sing Ju;n:
tetrahydrocannabinol (THC) trong nusde tiéu & bénh nhin ding PPL

Mén cin nhife s dyng mét ]'hh:.mrng phip ki€ tra thay thé khac de
xéc minh chc kit qui duong tinh.

Bing 4: Tuong thc co lien quen vé mat lim sing cé anh hudng dén esomeprazol khi ding

chung v céc thude khie

Thuie eam img CYP2C

19 hofic CYP3A4

Anh hudng trén  im
SANE

Giam néng 4§ esomeprazol khi ding dong théi vai thubde iy cm

(mg manh

Bign phap can thip

St. John's Wort, rifampin: Trénh ding diong thiri (xem phin Cinh
bao vi Thin trong khi ding thudc),

Cic thube co ehira ritonavir: xem W hudng diin sir dyng cia cée
thude cy Ih_é

Voriconazol

15
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Anh hudmg trén lim Ting nitng 49 esomeprazol
sang d
Bién phip can thigp | Thang thuwimg khong can diéu chinh 118y esomeprazol, Tuy nhidn, &
shifng bénh nhin mic héi chitng Zollinger-Ellison (461 tugng co the
yéu chu lidu cao hon) o thé cin nhic diéu chinh Hiéu,

Xem iy hirdng din sir dyng cia voriconazal.

Tuwong ky thuiic:
Do khang c& céc nghién ciu vé tinh weng ky cia thude, khing trém lin thude ndy vdi ede
thude khdc,

TAC DUNG KHONG MONG MUON CUA THUOC

Cie tie dung khing mong mudn nghiém trong (xem phin Canh bio va thin trong khi ding
thudc):

- Viém &ng thin k& cdp tinh

- Titu chiy do Clasiridium difficile

- GRy xuong

- Phan img ¢6 hai nghiém trong o da

- Litpus ban dé hé théng vi da

- Thiéu hyt Cyanocobalamin (Vitamin B12)

- He magnesi mau v chuyén héa khodng chit

- Polyp tuyén diy vi

Dra theo cic thir nghi@m lim sing

Béri vi cac thir nghidm lim sdng duyge tien hinh trong che didu kign khac nhau, ty 18 tie dyng

khng mong mudn quin sat duge trong che thir nghidm 1dm sing cla mit logi thube khing the =
so sanh teye 1iép vini i¥ 1§ trong chc thir nghidém lém sang cla mgt loai thude khic vi cb thé i
khéng phan dnh ding t§ 1& quan st dwge trong thye 1E. 2
Nigrird ldn

Tink an toan cia vién nang gidi phing chim esomeprazol d8 dwge dinh gid wén 15.000 bénh s
nhin (tudi tir 18 dén 84) trong che thir nghigm lim sing trén todn thé gidgi, bao gbm hom B.500 Ii
binh nhin & M7 va hom 6.500 bénh nhin & Chéu Au vi Canada, Hom 2.900 biénh nhin d3 duge
didu tri trong che nghién ciu d&i han tir 6 dén 12 théng, '
Tinh an todn trong didu tri chiva lnh viém tegt thyre quan (EE) & ngwén Ién dwge dinh gid trong

hén thir nghigm lim sing so sinh ngau nhién, bao gi'!rrn |.240 bénh nhin ding esomeprazol 20

me 1 lind ngiy, 2.434 bénh nhin ding esomeprazol 40 mg | lan/ ngay va 3.008 bdnh nhin

diing omeprazol 20 mg | lan/ ngay.

Cic tic dung khiing mugg_muéu iy ra thdmg xuyén nhat (it nhdt 1%) & cd ba nhém 14 dav

diiu (lin oot 14 5,5%, 5% va 3,8%) v tiéu chiy (khéng c6 sy khéac bi¢t gioa ba nhom). Budn

ném, ddy hoi, dau bung, tho bon va khd midng xdy ra voi t§ 1§ twong wr & nhifng bénh nhin

diing esomeprazol hojic omeprazol.

Chc the dung khing mong mudn it phd bién hon v 1y 18 mic dudi 1% theo hé thing co quan

dunge Ligt ké dudri day;

Bing 5: Bang the dung khéng mong mudn vii tin suil <1%,
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¢ co quan

The dung khiing mong muin

Todn thin

Byng to 1&n, phin img di img, suy nhrge, dau Il.rng, dau npye, dau ngyc ving

gitng ciim, phit todn thin, phii chiin, khé chiu, dau, én lanh;

durdi thuemg vi, phit mat, phit ngoai vi, bic hoa, mét mai, sot, trigu chimg |

Céc gifc quan ||

Tim mach Po birmg, tEng huyét dp, nhip tim nhanh;
Nl et Burdu i o
Putmg  tiéu | Hoi chimg rudl kich thich, 4o bon tram trgng bon, kho tiéu, kho nudt, logn
haa sdn durdmg tiéu hoa, dau thugmg vi; ¢ hoi, ti loan thye quan, di titu thaimg !
xuyén, viem da ddy rudl, xudt huyét tidu hoa, cde tridu chimg duimg tidu hda
khang dwoc dic higu khac, nde eut, di tidéu phin den, riji logn miéng, roi loan
héiu hong, rii Joan true tring, ting gastrin huyét thanh, ebi loan ludi, phi ludi,
vidm lodét migng, nbn.
Thﬁtrgﬁé ‘Pau tai, i tai
[ Huyet hoo Thiéu méu, thicu mau nhige séc, béah 19 hach l:ral:h huyét viing ¢o, chay miu
cam, tAng bach chu, gidm bach ciu, giim tidu ciu;
Gan Bilirubin mdu, chirc ning gan bat thuemg, SGOT tang, SGPT ting;
Chuyén hoa/ | Glucose niéy, tang aeid uric mdu, ha natri méu, Aing phu:sphulnsr kidmm, khit
Dinh duimg | nude, thidu hyt vitamin B12, tang edn, gidm cdn,
| Co xuong Bau khap, viém khip trim trong thém, bénh khop, chudt rit, héi chimg dau |
ca %0 ho, thoat vi, dau da co do thip khép.
H¢ than kinh/ | Chan &n, thir o, ting cim gidc thém an, 16 140, teim cim wim trong hom,
Téam than chéng mit, suy nhuye thin kinh, cing thing, gidm cam gide, bat lyc, mat ngl,
dau nira diu, deu nira ddu tedim trong hon, di cdm, rbi loan gifc ngd, budn
ngd, run, chong mit, khiém khuyét thi gide. N}
Sinh s-riﬁ ‘Dau byng kinh, rdi loan kinh nguyét, viém im dgo
Hé hap Comn hen trAm trong thém, ho, kho this, phid né thanh quan, viém hong, viém
miii, viém xoang;
Da vt 16 chire | Myn trimg cd, phii mach, viém da, ngite, ngira hiiu mén, phit ban, ban do,
dudni da | phét ban dit sfin, viém da, Bng tigt md hdi, miy day

Viém tai gilia, roi logn vi gide, it 3 vi gide, bidn vi.

dic bidt

Nigu sinh dye | Nude ticu hat thudmg, slbumin nigu, viém bang quang, tifu kho, nhigm ndm,
liéu miu, tiéu nhidu ldn, bénh ndm Candida, bénh ndm Candida sinh duc. da
niga;

Thj gisc | Vigm két mie, lh; Iy bt thudng.

MNhitng thay dii chi so xét nghuém cd ¥ nghfa lim sdng sau day trong cdc thtr nghigm lm sing
¢6 holic khdng ding esomeprazol, duye bdo cio & <1% bénh nhin: ting nong df creatinin, acid
uric, bilirubin todn phin, phosphatase kiém, ALT, AST, hemoglobin, s6 legng bach cdu, tity
chu, gastrin huyét thanh, kali, natri, thyroxin v& hormon kich thich tuyén gidp. Gidm
hemogplobin, sé hrong bach clu, tidu cdu, kali, natri va thyroxin,
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Cdic phit hign khi ndi soi dwge bio céo nhr B cic tic dung khong mong miibn bao ghm: viém
td tring, viém thye guin, hep thire quan, loét thyc quén, gisn tinh mach thye quéan, loét da day,
viém da diry, thodt vj, polyp hodic u hat lanh tinh, thyc quin Barrett va dihi mi nigm mac.

Ty 18 cae tae dung khong mong mubn trong cac thir nghiém kéo dai 6 thing diéu trj duy i dé
chita lanh viém trgt thye quan voi esomeprazol 20 mg % | lan/ngiy Wweng e nhu gid dige.,
Khiing eb sy khac bigt vé cle the dyng khéing mong mubn quan st duge khi didu trj duy tri
dén 12 thing so véi didu tr| ngin han,

Hai nghién ciu dbi chimg vdi gid duge duge thue hign trén 710 bénh nhin ngwéi lon dé didu
tri GERD ¢b tridu chimng. Cde tic dung khiing mong mudn thuimg gip nhit duoc bio cio 1
tidu chiy (4%0), dau diu (4%) vi dau byng (4%).

Pidu tei két hop esomeprazol, amoxicillin va elarithromyein,

Trong cic thir nghidm im sing vé vige digt wir B pdori dé gidm thi phit lodt td trang, khing
et thém the dung khéng mong mudn dic tnme ndo cho sy ket hop cde vién nang gidi phéng
chiim esomeprazol, amoexicillin va clarithromyein dige guan sil Ih:i_',.' va twong ty nhw nhimg
phan (g phy duge quan st thiy khi st dung esomeprazol, amoxicillin hode elarithromycin
mit minh. Cde tic dung khing mong mudn duge bac céo thuimg xuyén nhit déi véi nhimg
bénh nhin dimg esomeprazol, amoxicillin va clarithromycin trong 10 ngay 1a tigu chay {%%),
roi loan vi gide (4%6) va dau bung (4%). Khing cé phan dng phy ndo duge quan st thay & 1y I8
cao hon khi ding esomeprazol, amoxicillin v clarithromycin so voi khi chi ding esomeprazol.
Trong céc thir nghiém lim sing si dung esomeprazol, amoxieillin v clarithiromycin, khing
quan sét thiy @i gia ting bit thudng cia cée chi sb xét nghifm, dfc biét i vai cie phii hop
thubic niy.

Dé bidt thém thing tin ¥& tie dung khéng mong mudn va nhimg thay doi trong chi s6 xét
nghiém cia amoexicillin hade clarithromycin, hfly tham khio phﬁn Tde dung khing mong mudn
chia Lo hwdng diin sir dyng twong (mg.

Tré em

| tudi dén 17 twbi

Tinh an todn cla csomeprazal dang vién nang gidi phong chim va hdn dich udng giai phing
chiim di dirge dinh gid & 316 bénh tré em vi thanh thidu nién tir | dén 17 tubi trong hén thir
nghiém fam sing dé didu i GERD 6 trigu ehimg, € 109 bénh nhi tir | dén |1 tudi, cae e
dung khéng mong mubn lién quan dén dieu tr] duge bio cdo thudmg xuyén nhéit (it nhit 1%) &
nhimg bénh nhin ndy 14 tiéu chiy (3%), dau diu {2%) vi budn ngd (2%). G 149 bénh nhi tir 12
dén 17 twdi, cde the dyng khéng mong mudn duge bdo cho thuimg xuyén nhét (it nhit 2%) 14
dau diu (8%%), dau bung (3%), tidu chiy (2%) va budn nin (2%).

| thing dén dudi | tubi

Tinh an todn cia esemeprazo]l magnesi 4 duge ddnh gid & 167 wé so sinh tir 1 thing dém dudi
| tdi bj GERD trong ba thir nghiém 1im sing. Trong mit nghién eins bao gbm 43 bénh nhin
nhi, cae the dung khdng mong muon duge bio cdo thikmg xuyén nhdt (it nhit 5%) vii
esomeprazol magnesi 18 kho chiu vi ndn mira. Trong mit nghién ciru bao abm %8 bénh nhin
nhi, duge ding esomeprazol magnesi trong t6i da 6 wwin (bao gdm 39 bénh nhin ngdu nhién
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vio gimi doan cai mufu::.]. cic e dyng khdng mong Mo duge bdio cdo 14: dau bung (1%), trio
nguge (%), thor nhanh (1%) va ting ALT (1%).

Diyra theo bio cdo sau luu hinh cia esomeprazol

Céc tde dyng khing mong mubn ssu diy di duge xée dinh wong qud trinh s dyng
esomeprazol sau khi duge phé duyét. Vi cic phin img nay duge bdo cao ty nguyén tir mit
qu.ﬁn the ¢t cff méu khing chiic chiin, da 44, khing phai ddm bio b the wéte tinh mat cich
déng tin cfy tin sudt xudt hién hofic thiét lip mbi guan hé nhdn qua v&i vige tiép xic v thude.

Cac the dyng khng mong mubn duge 18t ke bén dudi theo hi thing e quan;
Biing 6: Céde tie dung khing mong mudn dira theo bao cdo sau luu hinh cia esemeprazol

HE cof quan

maama .

Tae dung khiéng mong muiin

Méus va bach |1u_l,-'é-!.

- Mt

Nhin mo

Giam bach ciu hat, giim toian the huyét e

| Cor w:mg v md lién
két

Tiéu héa Viém tuy; viem migng; viém dgi wdng vi thé; polyp wyén ddy vi
Ganmit "Fu:r gun wE:m gan co hﬂ-au. khiing ¢d ving da

g théng min dich | Phan émg/ séc phan vé&; hénh lupus ban d6 hé thing

‘Nhigm  khudn  va | Nhidm nim Condide dudmg tifu hoa, Tiéu chdy do Clostridium
nhidm ky sinh tring | difficile

R&i loan chuyén héa | Ha magnesa méu (cé the din dén ha calci mau ?ﬁ.’hﬂéﬂ ha kali mau)
v dinh dudng (xem phin Canh bao va thdn trong khi ding I-‘:Tfﬂt]l

Yéu co, dau co, gi:.f KUOTIES

H& thin kinh Bénh ndo gan, roi loan v gide;

Téim thin Hung hing, kich déng, team cam, o gide

Thin v tiét niéu Viém thin k@

He thdng sinh san vi | Vi to
tuyen vii N
Hi hilp, long ngire va | Co thiit phé quin mEl
trung thit +)
Da v md dudi da Rung toe, ban d6 da dang, tng tiét mo hoi, nhay cim voi anh sang, hii Sy

chirmg Stevens-Johnson, hoai U thugng bi nhiem dge (mdt &b trurimg
hep i vong), phan img thuiic véi ting bach ciu §i toan va che tridu
chitng toan thén (DRESS), va bénh mun md ngogi ban todn thin ::Ep
tinh (AGEP), bé¢nh lupus ban dd trén da.

Cie tae dung khéng mong mudn lién quan dén omeprazol cling co the xiy ra vai esomeprazol.
Xem thém thong tin td hudmg din si dyng cia omeprazol d& bidt thing tin an todn iy di.
QUA LIEU VA CACH XU TRI

Tri¢u chirng

}1"'
L=

Ciic bi¢u hién & bénh nhin ding omeprazol (dang hon hgp racemic) i litu 18n dén 2400 mg
Lp,ip 120 lin lidu khuyén cdo thing thuéme teén lim sing) bao gdm: I Hn, budn ngd, nhin mé,
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nhip tim nhanh, buda ndn, 46 md héi, 46 bimg, dau ddu, khd midng vA chic the dyng khing
mong muén khie trong tyr phan (mg cd thé xdy ra & lidu khuyén cio,

Xem thimg tin tir hudng din sir dyng eia omeprazol 48 hiét thing tin an todn diy di.

Ciich xir tri

Khéng cd thude gidi diéc dic hiéu cho esomeprazol duge hidt dén.

Vi esomeprazol lién két ring 8l v&i prolein nén khing loal bé duge bing thim phin mau.
Trong trirdmg hop qud liu, nén dicu trj teiéw chimg va hd tog.

PAC TINH DUGC LUC HOC

Mhom duwgre Iy Thude nhim thube e ché sy bai tiét acid da day, diin xudt cia benzimidazol,
M ATC: ADZBCOS

Cor chié tic diing

Esomeprazol thudc nhdm cac dan chit thé cia benzimidazol frc ché tiet acid da diy bing cich
ire ché dac hidu hé thing enzym H+/K+ ATPase (hom proton) tai bé mit tidt cla 1€ bio thanh
da diy, Esomeprazol duge proton ha va chu}-én héa treng ngin chim acid cia (& bao thanh da
diry tao thanh hén hep racemic sulphenamid oo kha nang e ché bom proton, tir d6 e ché tit
ucid da diy & giai dogn cudi oia qua trinh sin xudit acid da day. Téc dung niy cla esomeprazol
lién quan dén ligu lugng va cd thé de ché tiét acid co ban vi tét acid khi bi kich thich do bat
ki tédc nhin gy kich thich nan.

Mrre loe hoe

Hogt tinf tke chid tide dich

Nguii 16

Téc dung chia esomeprazol 1&n pH da day dirge xfic dinh & béah nhin trudmg thanh méc trao
nguge da diy thire quin (GERD) ¢b trigu chimg trong hai nghién ciu riéng biél. Trong nghign
ciru thir nhit gdm 36 bénh nhin duge ditu tri Iﬁng_ vidn nang glai phong chim esomeprazol 40
mg v 20 mg, | Wn/ngdy, trong 5 ngdy, KEt qua duge thé hién trong Bang 7:

Bang 7: Téac dyng cia esomeprazol 1En pH da diy vio ngdy thir 3 (N=36) sir dyng vién nang
gidi phong chim esomeprazol | ln/ngay & bénh nhin triimg thanh FII:I.:i_F:ErERD el trigu chimg.,

Thiing si Vién nang gidi phong 'l:ll{lr_l_x esomeprazol
Mmgxllinmgay | 20 mgx | Kn/ngay
9% Thiri gian pH dy diy > 477 | 70% ™ 53%
(idn) (16,8 git) (12,7 gitr)
Hi =0 bien thién 26% 17%
Trung vi pH 24 gid 4.9 4,1
Hi: 50 bien thién 16% 2%

1 pH da dity duge do trong khoéng 24 gid

2 p<0,01

Trong nghién ciu thir hal; tde dung trén pH da day cla vién nang gidi phing chim
esomeprazol 40 mg (liku | n/ngiy x § ngiy) twong tr nbar nghién ciru thr nhat (% thad gien
pH da day = 4 1 68% hofic 16,3 gid).

Tréem
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(3 tré sor sinh (tir | dén 11 thang tubi) mic GERD duge ding esomeprazol duéi dang hon dich
udng gidi phong chim vii lidu | mgdkg x | Wn/ ngdy, % thid gian pH da day > 4 tang tr 29% &
durdmg nén 18n 69% vio ngdy thir 7, twong ty nhur tie dung duge Iye hoc & nguii lim,

Anh urdng Téin gastein huydt thanh

Anh lrdmg cia esomeprazol 1én ndng 49 gastrin huyét thanh duge ddnh gia trén khoang 2,700
bénh nhéin trong | thir nghiém lam sang dimg esomeprazol duimg uong trong khadng 8 tudin va
\rén 1.300 bénh nhin st dyng trong khodng 12 théang. Néng df gastrin lic déi trung binh ting
theo lidu lugng, Ning 46 gastrin huydt thanh ting dén mire ciin bang trong khodng 2-3 thing
didur trj v teév lpi mitre ban diu wong khodng 4 tuén sau khi ngirng didu tri.

Nong dé gastrin ting din dén tang sinh té bio gidng nhir t& béo ua crom (té biio ECL) vé ting
ndng 49 Chromogranin A (CgA) trong huyét thanh. Ning 46 CgA ting co thé gy ra kél qua
dirong tinh gid trong cdc xét nghiém chin dodn u thin kinh nji tiét {xem phin Cdmh bdo v
Thawn trgng ki ditmg Hrmfvr.‘}.

Anh hwdmg din 18 bio ECL

MAu bénh phim sinh thiét da diy ngudi thu dige tr hon 3.000 bénh nhin (cd nguid lém va e
em) duge didu trj bing omeprazol trong che thir nghigm Hm sing dii han. T4 1€ ting sinh 1ié
bao ECL wong che nghién ciru niy ting theo thin gian; tuy nhién, khimg cd truémg hep o
carcinoid, logn san hofic tin sinh & bio ECL ndo.

Trong hem 1.000 bénh nhin dwge ditu trj bing esomeprazol duimg udng (10 mg, 20 mg hode
40 mg/ngay) trong t6i da 12 thang, 13 1§ ting sinh & bao ECL tang theo thii gian vi lidu legng,
Khéng ed bénh nhin ndo phit trifn 1 carcinoid, loan sdn holie tn sinh & bao ECL & niégm mae
da day.

Ank huedng nii tiét

Esomeprazol khong cd dnh hdmg nio 1én chire ndng tuyén giap & ngudi Iém khi ding vién
nang gigi phéng chim esomeprazol 20 mg hofc 40 mg v ligu | lin/ngdy trong 4 tudn. Cée
anh hudng khéc ciia esomeprazol 1&n hé thbng ndi tiét di duge dénh gia trong che nghidn ciu
v omeprazol. Liu ubng omeprazol 30 mg hode 40 mg vai lidu | lin/ngay trong 2 dén 4 tudn
khing b tde dung 1én qua trinh chuyén hia carbohydrat, nong 48 hormon 1uyén cin gidp,
cortisol, estradiol, testosteron, prolactin, cholecystokinin hode secretin trong méu.

DAC TINH DUGC BONG HOQCO

Hip thu

Vién nang gidi phéng chim va hin dich ubng gidi phong chim cia esomeprazol c6 sinh kha
dyng twong Wr nhau sau khi udng lidu don (40 mg) & 94 nguii tinh nguyén nam - nir khae
manh e doi. Sau khi udng, ndng dé dinh trong huyét twong (Cmax) cita esomeprazol dat duge
sau khoang 1,5 gitr (Tmax). Cmax ting ty 1§ vai licy, dién teh duindi dudmg cong ning di trong
huyét tuomg theo thisi gian (AUC) ting gp 3 ln khi lidu ting tir 20 dén 40 mg. Khi ding ip
lai lidu 40 mg x | Hn/ngiy, sinh khi dung todn thin dat xdp xi 90% so vai 64% khi ding lidu
don 40 mg. Ning dd trung bink (ALUC) cda esomeprazol ting tir 4,32 micromol®gie’l. & ngay |1
lén 11,2 micromol*giddL. vio ngay 5 sau khi udng lidu 40 mg x | n/ngay.

AUC sau khi ding lidu duy nhit 40 mg vién nang giai phong chim esomepeazol gidm tir 43%
dén 53% sau khi 8n so vai Ie doi (xem phﬁn Cdch dimg. licu dimg). Duge ding hoc cie
esomeprazol & bénh nhin ngwdi 160 mic GERD of tridgu chimg sau khi ding lp lai | lan/ngay
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vién nang gidi phéng chim esomeprazol 20 mg vi 40 mg rong 5 ngay duge thé hign trong

Bing 8 duai;

[ Giati (") Liéu lugng
(b 56 bién thign) 40 mg {1 lin/nghy) 20 mg (1 Kin/ngay)
(n=36) (n=1a)

AUC (micromol®giofL) 12,6 (42%) 4.7 (59%)
Cus (micromol L) 4.7 (37%) 2.1 (45%)

g — | 6 1,6
| Tha (gi0) 1,5 1,2

(*} Cde gia trj dgi dign 12 trung binh hinh hoe, ngogi trir Tm ux,ié_giﬂ tri trung binh c{ng.

Esomeprazol 13 chit fe ché CYP2C19 phy thude thi gian, din dén qua trinh tr Ge ché va
dirge dong hoc phi wyén tinh. Ning 48 thubc tng lén theo t 18 lidu hegng khi udng nhiu lidy
csomeprazol, So vii liéu diu tién st dung, nping 44 thutc & trang thii on dinh ting Coa v

.
AUCh 24 g lin lurgt 18 43% va 90% & him lugng 20 mg va ting Cae vt AUCo24 gio lan lugt 1 %
95% va 159% & him lwong 40 mg. :"”
Phin bl | g
Esomeprazel lidn kit 97% véi protein huyét wong npudi. T9 1§ gin két vai protein huyé Wl
lwong ngudi trong khoang nong 46 1 2 dén 20 micromol/L. Thé tich phiin sth & trgng thai b IE-':
dinh trén déi tgng khie manh |4 khodng 16 L. r'i'

Chuyén hia

Esomeprazol duge chuyén hoa & gan qua hé thng enzym cytochrom P45D (CYP). Che chit
chuyén hon cia esomeprazol khiing ¢b hogt tinh khing tiét acid. Esomeprazol chuyén hoa chil
yéu qua CYP2C19, o che chil chuyén hoa hydroxy va desmethyl. Lugng esomeprazol ein fai
dirre chuyén héa qua CYPIA4, tao thank chit chuyén héa sulphon.

Thii trir

Thiri gian bén thai trong huyét twong ea esomeprazol khodng 1 dén 1,5 git. Dudi 1% lugng
thube khong dige chuyén hba duge bai titt qua mede tidu. Khoéng 80% lugng esomeprazol
dwre bii Hiét qua nudc titu dudi dang chit chuyén héa khing hogt tinh, lugng con lai bai tidt
qua phin dudi dang chit chuyén héa khéng hoat tinh,

Lidu phip két hop voi amoxicillin vi clarithromycin

Vién nang gial phdng chiim esomeprazol 40 mg | Vin/ ngdy duge ding két hop v amoxicillin
1000 mg 2 lan ngay vi clarithromycin 500 mg 2 lin/ ngdy trong 7 nedy cho 17 dbi tugng nam
v nif khée manh. Gig i AUC v Cmax trung binh & trang thiil n dinh cia csomeprazal ting
Hin lwot 13 70% v 18% trong didu tri ket hop so vai khi didu tri chi vdi esomeprazol. Sy gia
tang nong do cia esomeprazol khi ding ding thii vii amoxicillin va clarithromyein duge cho
4 kliéng lién quan vE mat lim sing,

Céic thing sb dupe ddng hoe cia amoxicillin va clarithromycin tuong ty nhau khi diéu trj kit
hirp s0 wdi khi si dung timg loai thude mét minh. Tuy nhién, gia trf AUC vé Cmax trung binh
eiia 14-hydroxyelarithromyein ting twong g 14 19% va 22% trong khi didu tri két hop so vai
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khi chi diéu tri bing clarithromycin don djc, Su gia ting ning 48 coa I4-

hydroxyelarithromyein niy khing duge coi 14 b Lién quan vé mit 1im sang.

Dl negng diic bigi

Nigieiri cao i . i

Gid tej AUC va Cmax cha esomeprazol & ngudi cao ol cao hon so vdi nguoi tre ludi & trang

thai én dinh, nhimg khing ddng k&, lan lugt 1 25% vi 18%. Sy gia thng ndy khdng duge coi la

o lién quan vé mit lim sang.

Tré em trén 12 tudi ‘

Thige hién nghién ciu don trung tim vé duge dong hoe trén 28 bénh nhin vi thinh nién mic

GERD tir 12 dén 17 tudi. Bénh nhin duge chon ngiu nhién dé diing esomeprazol 20 mg hojic

40 mg | tn/ngdy, trong & ngdy. Gif tr| Cmax va AUC trung binh cla esomeprazol khang bi

anh hudtng béi cdn niing hofic twdi the; va cb su gia tAng ty 1§ vai licu hugng & duge quan sdt

thily gilfa hai nhom nghifn edru. Nhin chung, duge déng hoe & bénh nhin vi thanh nign 1 12

dén 17 tudi Wwong ty nhir & bénh nhin ngudi 1on mic GERD co trigu chimg. Xem Bang 9:

Bing 9: So sanh cic thing sd dwge dgng hoe con esomeprazol sau khi dimg vién nang giai  ~»

phing chim esomeprazol 1 Bin/ngdy o bénh nhi tir 12 dén 17 tedi mic GERD v ngudi lén |
/

mic GERD ¢ trigu chimg Yl
Thing so B Vién nang gidi 'pl_:!-.'ang chim esomeprazol :‘,r
~ Bénh nhi 12 dén 17 tuii (N=28) Ngwiri 1ém (N=36)
T W0mgl d0mg 1 20 mg 1 Hmg 1
lin/mgay, trong | linfagiy, trong | lin/ngay, trong | lin/ngay, trong
8 nghy 8 ngay 5 ngay  Sophy
AUC 365 13,86 4.2 12,6
(micromaol - gitdL) %
 Cmax 1,43 5,13 2,1 4,7 oy
(micromol/L) L :
tmiax {gier) 2,00 1,75 |6 1,6 {E'T
(ehz (gidr) 0,82 122 1,2 15 e
Dir liéu duge trinh bay 14 gid tr] trung binh hinh hoe cia AUC, Cmax v thie, vi gid irj trung
vi cln bmax, B

Bénh nhin nam/nit
Gid tri AUC va Cmax cia esomeprazol o nir cao hon {13%) so vdi nam o trgng thii tn dinh
khi diing duimg udng, Sy gia ting ndng 48 thude nay khong duge xem 1 co lign quan vé mit
iim sdng.

Bénh nhiin suy thin

Dirgre dong hoc cha esomeprazol 20 mg trén bénh nhin suy thin 58 khong bi anh huimg so v
ngurdi khée manh, vi chi co dwdi 1% esomeprazol duge bai tiée dudri dgng khéng chuyén héa
qua nurde ticu,

Biénh nhén suy gan
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Diripc ddng hoe cia esomeprazol & trang thii {m dinh sau khi diing vién nang giai phing chim,
uong 1 lin/ngay cho bénh nhin suy gan nhe (Child-Pugh nhdm A, n=4), trung binh (Child-
Pugh nhém B, n=4) vi suy gan ndng (Child-Pugh nhém C, n=4) duge so sinh vdi nhom 36
bénh nhin GERD c6 chire ndng gan binh thudmg (bav gom ci nam vi nira), Két qui cho lhﬂ}' (i)
nhifng bdnh nhin suy gan nheg va trung binh cd AUC niim trong pidi han cia nhimg bénh nhén
ed chite nng gan binh thudmg; & nhitng bénh nhin suy gan nding thi et AUC ean hon tir 2 dén
3 liin so vl nhitng bénh nhiin e chite ndng gan binh thitmg.

Twong tdc thude

Anh b ciier esomaprazoll omeprazole frén cdc thiide ke

Cac nghién ciru in vitro va in vive d8 cho thiy esomeprazol khing co khi ning e ché CYP
1AZ, 2AG, 209, 2D6, ZE| va 3A4,

Twong tic véi thube khing retrovirus

B viri mot sd thude khing retrovirus, nhie rilpivirin, atazanavir vi nelfinavir, nbng 49 thudc
trong huyét thanh d3 gism khi st dyng vdi esomeprazol.

Rilpivirin: Sau khi ding lidu rilpivirin (150 mg, hing ngay) vA omeprazol (20 mg, hing ngiy)
cho thiy nong d5 thudc cia rilpivirin gidm: AUC gigm 36%; Cmax gidm 40%; Cmin [a 33%.
Nelfinavir: Sau khi ding ligu nelfinavir (1230 mg; 2 tﬁjL"nga}'j va omeprazol (40 mg; hang
ngiy) che thay nong 46 thude cua nelfinavir via M8 giam: AUC giam 36% va 92%; Cmax giam
37% va B9%; Cmin l& 39% va 75%.

Atazanavir: Sau khi ding lidu atazanavir (400 mg, hing ngdy) v& omeprazol (40 mg, hing
nghy, 2 gitr rwde atazanavir) cho thdy ning 4§ thudc cha atazanavir gidgm: AUC gigm 94%;
Cmax giam 96%; Cmin & 95%.

Saguinavir: Sau khi ding lidu saquinavir! titonavie (1A 10 mg) 2 téin.fngz'l.}' trong |5 npay va
omeprazol (40 mg, hang ngay) ding dong théd tir ngay |1 dén ngay 15, cho thiy nong 46 thude
cia saquinavir ting: AUC ting 82%, Cmax 14 75%; Cmin 1 106%. Co ché ela sy tuong tde
ndy van chura duge 1am b

Twomg tac vai clopidogrel ‘G
Trong mit nghién ciru chéo vai che dai wgng khoe manh sir dyng clopidogrel {lige nap 300 st
mg, sau db sir dung lidu duy tri 75 mg trong 28 ngdy) vii voi esomeprazol (40 mg | lin/ngay 1
cing lie vii clopidogrel) trong 29 ngay. Nong d§ chit chuyén hoa e hogt tinh cia clopidogrel Vi
da gidm ur 35% dén 40% trong khodng thin gian s dyng ding théi clopidogrel va MQ?T
esomeprazol. Cic thing sty duge lye hoe cling dwoe quan sit va cho thiy cd sy thay dbi khé =
ndng tre ché két tip tidu cliu ¢ lign quan dén nbng db chit chuyén héa co hogt linh coa

clopidogrel.

Tueng the vin mycophenolat mofetil (MME)}

Trong mit nghién cim chéo véi cie doi trong khée manh si dung ameprazal 20 mg 2 lin/ngay
trong 4 nghy v | lidu dem 1000 mg MMF khodng | gidr sau lidu cudi cling eia omeprazol cho
thiy gidm Cmax 52% va AUC 23% ciia MPA.

Tuong tac vai cilostazol

Trong mét nghién ciru chéo sir dung omeprazal 40 mg | Iinfngéy trong | tishin vl 20 dbi turomg
khde manh cho théy ting Cmax vi AUC cia cilostazel 1an lugt 13 18% va 26%. 3,4-dihydro-
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cilostazol 14 chdt chuyén héa of hoal tinh cia cilostazol, cd hogt tinh gap 4-7 lin so véi
cilostazal, dii ting Cmax va AUC lin lrgrt 13 29% vA 69%. Sir dung d:’jug thai cilostazol vé
omeprazol 1am ting nong 46 cla cilostazol va chét chuyén hoa eb hogt tinh cia eilostazol.
Tuomg the vin diszepam

Sir dyng ddng thiri esomeprazal 30 mg va diazepam (chit nén cia CYP2C9) lam gidm 45% di
thanh thai ciia digzepam, Nbng dd diazepam trong huyét weng ting 18n di duge quan st sau
12 pitr ké tir khi ding thube. Tuy nhién tal thii diém quan sit, nong do dinzcpam trong huyét
twomg thip hom khodng didu tri, do dé trong tae ndy khing lign quan vit mit lim sang.

Tuong tac voi digoxin

Sir dung ddng thivi esomeprazal 20 meg | lin/ngéy v digoxin & ngudi khde manh im téng sinh
khd dyung cia digoxin [én |1 0%.

Thube khic

Vige sir dung ddng thid csomeprazol vi naproxen (NSAID khéng chon lpe) khing xde dinh
durcre bét ki thay di ndo e liégn quan vé mit 1im sing cila duge ddng hpe cia cic NSAID nay
Anh hitime citg ede thude khde teén esomeprazol! omeprazol,

Tuong the vii St John's Wort

Trong mt nghién ciru chéo v 12 ddi tugmg nam khde manh sir dyng 5t. John's Wort (300 mg
3 Viningdy trong 14 ngiy) lim giam ding ké ning 4§ esomeprazol & nhimg nguwdi chuyén héa
kém gua CYP2CT9 (Cmax v AUC déu gidm 38%) vi trén chit chuyén hoa (Cmax v AUC
gidm lan lugt 50% vi 44%).

Tuong the voi voricopazol

Diing déng thivi omeprazol va voriconazol (chit (e ché CYP2C19 vi CYPIA4) din dén nong
46 omeprazol ting gdp doi, Khi st dung voriconazol (400 mg mbi 12 giér trong | ngay, sau do
ding lidu 200 mg 1 Vin/ ngdy trong 6 ngdy) clng vii omeprazol (40 mg | lin/ngdy trong 7
ngdy) teén déi tegmg khoe manh, cho thiy pid tef Cmax vi AUCo2s & trang thai dn dinh ting
1én: trung binh tdng 2 Wn (90% CI1: 1,8, 2,6) vi 4 §hn (90% CL: 3,3, 4,4), tweng img so voi khi
diing omeprazol ma khing ci voriconezol.

Tuong tae vdi cae thude khic

Vige diing déing thii esomeprazol véi thude tranh thai duémg udng, diszepam, phenytoin,
guinidin, naproxen (NSAID khing chon lge) khing cho thiy thay d&i dgc didm duge ding hoo
cla esomeprazol,

Vi sink

Liéu phip két hop esomeprazol, amoxicillin vi clavithromyein di dwge chimg minh ed hoat
tinh tiét trir Helicobacter pylori (H. pylori) trong in vitro v cio thir nghiém lim sing (xem
phén Cach ding, liéu ding).

Thir nghiém tinh nhay cim cha Helicobacter pylori vl amoxicillin vi clarithromycin hing
phiromg phip pha lofng thach vit xie dinh nbng 4§ (e ché 151 thidu (MIC).

Khang thude trude khi didu trj: Ty 1& khang thude trrde khi didu tri bing clarithromycin (MIC
> 1 meg/mL) di vii H. pwlori 14 15% (66/445) & mirc cor ban trong tht ch cde nhom didu tr két
hop. Téng cOng > 99% (394/395) bénh nhin ¢b . pylori duge col ld nhay cam (MIC < 0,25

23



https://trungtamthuoc.com/

meg/mL) wéi amoxicillin & mire cor ban. Mt bénh nhin oo H. pwlori ban diu vai MIC
amoxicillin = 0,5 meg/ml.,

Kt qud xét nghiém dd nhay cam véi clarithromyein vd két gud 1m sang/vi khusn hpe: Két qua
ban ddu vé di nhay cdm véi clarithromycin dbi vii H. pylori va két qua didt trir H. pylord i
lin kham ngdy 38 duge the hign trong Bang 10:

Bing 10: K&t qua tinh nhay cém véi clarithromycin eia H Pylori vi két qué Tam shngivi khudn
dbi woi ligu phip két hep (Vién nang gidi phéng chim esomeprazol 40 mg | ln/ ngiy,
amoxicillin 1000 mg 2 lin/ nghy v clarithromycin 300 mg 2 lin/ngdy, trong 10 ngly)

Clarithromycin H.Pylori H.Pylori dwomg tinh (Khdng bj tiga digt)
Két qud trrde khi diéu | im tinh Két qua sau khi dién trj
tri | (Dd tidu
o diit)
5 * R NoMIC |
Cam  (mg | 182 162 4 i 2 14
() -
Trung gian | | 1 ] 1] i a
n__
Dé  khing | 29 13 1 0 13 2
(R) | | |

(*) Chi bao gom nhimg bénh nhin cd ket qua xét nghiém tinh nhay cAm vii clarithromycin
trude v sau khi didu tri.

* MIC Cam g (5) < 0,25 meg/ml; MIC trung gian (1) = 0,5 meg/ml; MIC dé khing (R)= 1,0
megml.

Bénh nhan khong Gét telr duwoe K Pylori sau khi so dung lidu phip kit hop esomeprazol,
amoxicillin vi clarithromyein, cé kha ning d& khing clarithromyein. Do 46, nén thir nghiém
tinh nhay cam véi clarithromycin, néu ea thé, Bénh nhin bj H Pylori khing clarithromycin
khéng nén didu i lai bing phdc db chira clarithromyein.

Két qué tinh nhay cam vai amoxicillin cia /. Pylori: Trong cdc thir nghiém lim sang & nhitng
bénh nhin duge didu i bing phdi hep esomeprazol, amoxicillin va clarithromycin, eb 83%
[176/212) bénh nhan v&i MIC nhay cdm vai amoxicillin trude diéu trj (= 0,25 mcg/ml) dd duge
logi trir f. Pyplori vi 17% (36/212) khing diét it B Pylord, Trong st 36 bénh nhiin chwa (il trir
H. Pylori o 16 bénh nhan khidng cd keét qua xét nghiém tinh nhay cim sau didu trj vi 20 bénh
nhin phén ldp H Pylori sau didu trj véi MICs nhay cdm v&i amoxicillin, 15 bénh nhin khng
tiét trir M Pylori cing cd cde ching H Pylori sau ditu tri véi MICs khing clarithromyein.
Nhitng ngwdi di phat trién dé khang voi amoxicillin dwge didu tr] cho thiy khng c6 bénh nhin
nhiém /. Pyiori phin lip.

Anh hudng dén he vi khudn dudmg tidu héa: Do gidm lugng acid trong da. diy (bao gom do
thufic tre ché bom proton) lam tang sb lugng vi khudn duimg tigu haa. Didu tr bing thude e
chié bom proton eb thé lam tang nguy oo nhidm tring dudng tiéu héa nhu Safmonedla,
Camfvlobacter hodc Clostridivm difficile & bénh nhiin cb nhip vién.

Dusgre [ di travién
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CYP2C19, la enzym da hinh, tham gia véo qui trinh chuyén hda esomeprazol. Alen
CYP2C19%1 fwang img vii chire ning chuyén héa dby di wrong khi alen CYP2C19%2 v *3
khong eb chire niing. Chc alen khde lién quan dén enzym khing ¢d chire niing hojc g:am chire
ndng, Bénh nhiin mang hai alen voi chire niing chuyén hia dity di 12 nhitng ngudi chuy én hia
nhanh vi nhitng nguii mang hai ales khong c6 chic ndng 18 nhimg ngudi chuyén hoa chim.
Némg 46 cla csomeprazol thay dbi tity theo tinh trang chuyén hoa eia bénh nhiin: nguwdi
chuyén héa ehim > npirdi chuyén hoa trung gian = ngum chuyén héa nhanh, Khoing 3%
ngpwini da triing va 15% - 20% ngubi chiw A 13 ngudi chuyén hoa chim,

Niing d6 cia esomeprazol todn thin eao hom mit chat (khodng 17%) & nhimg ngui chuyén
hoa trung gian (IM; n=6) so v&i nhing ngui chuyén hda nhanh (EM; n=17). Sir khde bigt
duge ddng hoo twong ty 4 duge ghi nhin trén cac kidu gen niy trong mit aghién ciu v clc
dbi tugng khoe manh npudi Trung Quobc bao phm 7 ngudi chuyén hoa nhanh v 11 ngundi
chuyén héa trung gian. Cé rdt it thing tin duge déng hoc d&i véi nhimg ngudi chuyén hoa
chim (PM) tir cac nghién ciru nay

(3 trang thai &n djnh sau khi ding esomeprazol 40 mg 1 lanigay, ty 18 AUC & nhing ngubi
chuyén hoa chim so véi AUC & nhimg ngwdi obn lai trong qudn thé {EM) 18 khodng 1,5. Sy
thay déi vié néng d& ndy khing duge coi 1a ¢d ¥ nghla lam sang.

Quy cich dong gdi: Hip 3 vi = 10 vidn nang cimg.

Pidu kign bio quin: Bio quan dudi 30°C & noi khi rio, thedng mat. Trinh fdnh sdng, nhigt 40
wa dd 4m cao.

Han ding: 30 thing ké tir ngay sin Kl

Tiéu chudn chit lwgng: Tiéu chuiin oo s

Tén, dia chi ciln cor s san xuit thude

SAGA LIFESCIENCES LIMITED

Survey No. 198/2 & 198/3, Chachrawadi Vasna, Tal- Sanand, Dist - Ahmedabad-382210, [ndia
(An DG).
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