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TG HUONG DAN SU DUNG THUOC
RX Thude nay chi ding theo don thude

SAVIESO-MUPS 20

Z A >
Dé xa tim tay tré em

Doc kj lnrdng dén sie dung triede khi diing

THANH PHAN CONG THUC THUOC
(Cho 1 vién nén bao phim chira vi hat bao tan tfrong
rudt Savieso-mups 20)

Thanh phin dwge chiit:

ESOMEPrazole ...cuvmsmmmiisismasessmnsissrm s 20 mg
(DueGi dang Esomeprazole magnesium)

Thanh phin t4 duge:

Sugar spheres (150 — 180 pm), hypromellose 3 cps,
polysorbate 80, hydroxypropylcellulose, talc, magnesium
stearate, methacrylic acid-ethyl acrylate copolymer (1:1)
dispersion 30 per cent, ftriethyl citrate, glycerol
monostearate 40-55, silicified microcrystalline cellulose,
crospovidone, sodium stearyl fumarate, hypromellose 6
cps, macrogols 6000, titanium dioxide, red iron oxide,
yellow iron oxide.

DANG BAO CHE

Vién nén bao phim chira vi hat bao tan frong ruét.

MO TA SAN PHAM

Vién nén ovan, bao phim mau hﬁng, hai méat khum tron,
canh va thanh vién lanh [&n.

CHI PINH

Ngudi lén

Savieso-mups 20 duge chi dinh cho céc trudng hop:

Bénh trao ngugc da day - thye quin (GERD -

Gastroesophageal Reflux Disease):

- Diéu tri viém xudc thye quan do trio ngugc.

- ‘Biéu tri dai han cho bénh nhén viém thyc quan di chira
lanh d& phong ngira tai phat.

- Diéu tri tridu chimg GERD.

Két hop voi cdc phic dd khang khudn thich hop dé

diét trir Helicobacter pylori va:

- Lam lanh vét loét ta trang lién quan dén Helicobacter
pylori va

- Phong ngira tai phat loét da day va loét ta trang o
nhitng bénh nhan loét do Helicobacter pylori.

Bénh nhén sit dung lién tuc thube chéng viém khong

steroid (NSAID — Non steroidal anfi-inflammatory

drug):

- Lam lanh vét loét da day do NSAID.

- Phong ngira loét da day va loét ta trang do dung ligu
phap NSAID & nhitng bénh nhén c6 nguy co.

Diéu trj hji chirng Zollinger Ellison.

Tré em tir 12 tudi

Savieso-mups 20 dugc chi djnh cho cac truong hop:

Bénh trio nguge da day - thye quin (GERD):

- Pidu trj viém xude thyc quan do trao nguoc.

- Diéu trj dai han cho bénh nhén viém thuc quan di chira
lanh dé phong ngira ti phat.

- Diéu tri triéu chiing GERD.

Két hop véi khang sinh trong didu trj loét t4 trang do

Helicobacter pylori.

LIEU DUNG, CACH DUNG

Lidu diing

Ngudi lén

Bénh trao ngugc da day — thye quin

- Diéu tri viém xudc thyc quan do trao ngugc:
40 mg, dimg 1 lAn/ngay trong 4 tudn. Khuyén céo diéu
trj thém 4 tudn & nhimg bénh nhan viém thue quan
chua lanh hozc triéu chimg kéo dai dai diing.

- Diéu trj dai han cho bénh nhén viém thuc quan di chira
lanh @& phong ngira tai phat:
20 mg, ding 1 lan/ngay.

- Diéu trj triéu chirng GERD:
20 mg, ding 1 1An/ngay & bénh nhan khong bi viém
thue quan. Néu khong kiém soat dugc triéu chimg sau
4 tudn, can thuc hién thém cdc xét nghiém cén lam
sang dé x4c dinh chén doén. Khi da hét tridu chimg, c6
thé duy trl sw kiém soat tridu chimg véi lidu 20 mg, |
lAn/ngay. C6 thé sir dung ché d6 didu trj khi can thiét
véi lidu 20 mg, 1 lan/ngdy. O nhimg bénh nhan sir
dung NSAID c6 nguy co tién trién loét da day va loét
t4 trang, khong khuyén cdo kiém soat tri¢u chiing bing
viéc ap dung ché do diéu trj khi cén thiét.

Két hop véi cdc phic dd khing khufin thich hop dé

diét trir Helicobacter pylori va:

- Lam lanh vét loét ta trang lién quan dén Helicobacter
pylori:
20 mg esomeprazole + 1 g amoxicillin + 500 mg
clarithromycin, ding 2 lin/ngdy trong 7 ngay

- Phong ngira loét da day tai phat & nhimg bgnh nhin
loét da day c6 lién quan dén Helicobacter pylori:
20 mg esomeprazole + 1 g amoxicillin + 500 mg
clarithromycin, ding 2 lan/ngay trong 7 ngay.
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Bénh nhiin sir dung lién tuc NSAID

- Lam lanh vét loét da day do NSAID:

Liéu théng thuong 1a 20 mg, 1 lin/ngdy. Thoi gian
diéu tri: 4 — 8 tudn.

- Phong ngira loét da day va loét ta trang do dung ligu
phép NSAID & nhitng bénh nhén cé nguy co: 20 mg, 1
l?m/ngz‘iy.

Ditu trj hoi chiing Zollinger Ellison

Liéu khoi ddu khuyén cio 12 40 mg esomeprazole, 2

1An/ngay. Nén didu chinh ligu trén timg c4 thé bénh nhén

va kéo dai thoi gian ding thuéc theo chi dinh. Dya trén
dir ligu lam sang hién co, phén 16n bénh nhén c6 thé

dugc kidm soat khi ding liéu trong khoang 80 — 160

mg/ngdy. Khi ding lidu > 80 mg/ngay, nén chia lidu

ding 2 lan/ngay.

Ciic dbi twong bénh nhén dic bigt

Bénh nhéin suy thin

Khong can thiét didu chinh lidu & bénh nhan suy thin. Do
kinh nghiém sir dung thudc & bénh nhan suy than ning
con han ché, cén than trong khi dung thude & nhitng bénh
nhéin nay.
Bénh nhin suy gan
Khéng cén thiét digu chinh liéu & bénh nhan suy gan nhe
dén trung binh. Khéng ding qua 20 mg esomeprazole &
nhitng bg§nh nhén suy gan ning.
Ngudi cao tudi
Khéng can thiét didu chinh liéu & ngudi cao tudi.
Tré em tir 12 tudi tré 1én
Bénh trao nguge da day - thye quan (GERD):
- Diéu tri viém xudc thye quan do trao ngugc:
40 mg, ding | I?m/ngé.y trong 4 tuén. Khuyén cdo nén
didu tri thém 4 tudn & nhimg bénh nhin viém thyc
- quan chua lanh hodc ¢d cac triéu ching dai d%'ing.
- Diéu tri dai han cho bénh nhén viém thyc quan dd chira
lanh dé phong ngira tai phat:
20 mg, ding 1 ldn/ngay.
- Diéu trj tridu chimg GERD:
20 mg, ding 1 lin/ngdy & nhiing bénh nhén khéng
viém thyc quan. Néu khéng kiém soat dwoc triéu
chimg sau 4 tuln, cin thyuc hién thém céc xét nghi¢m
can l4m sang dé xac dinh chén doan. Khi da hét trigu
chiing, c6 thé duy tri s kiém soat triéu chimg véi liéu
20 mg, 1 lAn/ngay.
Két hop véi khdng sinh trong diéu trj loét ta trang do
Helicobacter pylori
Khi lyra chon ligu phép phdi hop thich hop cin xem xét
dén cac huéng din chinh thirc cia qubc gia, khu vuc
ho#c dia phuong vé tinh hinh d& khang, thoi gian didu trj
(thudng 13 7 ngay, mét s trudong hop co thé 1én dén 14
ngay) vi cach ding khang sinh phu hop. Viée didu trj
nén dwgc theo dai boi chuyén gia y té.

Liéu dung khuyén céo:

Cén ning Liéu ding

30—40kg | Phdi hop véi 2 khéng sinh: Esomeprazole
20 mg + amoxicillin 750 mg +
clarithromycin 7,5 mg/kg thé trong, ding

2 lAn/ngay trong 1 tudn

>40 kg Phdi hop véi 2 khang sinh: Esomeprazole
20 mg + amoxicillin 1 g + clarithromycin

500 mg, dung 2 lin/ngay trong 1 tuén

Tré em duéi 12 tudi
Tham khao liéu ding cho tré em tir 1 — 11 tudi trong t&

huéng dén sir dung thudc ciia san phim thudc cdm uéng
SaviEso 10.

Cach dung

Thubc ding dudng udng. Nubt nguyén vién véi nudéc.
Khéng nén nhai hogic nghién vién. Péi véi nhimg bénh
nhan kh6 nudt, c6 thé phén tan vién thudc trong % ly nuéc
dun s6i dé ngudi. Khong sir dung c4c loai chét long khac
vi 16p boc gitip thudc tan trong dudng rudt c6 thé bj hoa
tan. Khudy déu dén khi vién phan tin hoan toan, con lai
cac hat pellet va udng ngay 14p tirc hoic trong vong 30
phut. Trang ly véi % ly nuéc va ubng. Khéng nhai hoic
nghién nat cac hat pellet.

Déi v6i nhimmg bénh nhan khong thé nudt, c6 thé phan tan
vién thube trong nuéc dun sdi dé ngudi va ding qua dng
théng da day. Can lya chon bom tiém va éng théng phu
hop.

Néu quén ding thudc

Néu quén ding 1 liéu udng, ding ngay khi nhé ra. Tuy
nhién, néu da gin dén thoi gian cua liéu tiép theo, bo qua
lidu da quén. Khong ubng gip doi lidu dé ba lidu da quén.

CHONG CHIi PINH

Qua mén véi hoat chét, dAn chét ctia benzimidazole hoic
bét ky thanh phan ta dugc nao cta thudc.

Esomeprazole khong nén dugc sir dung dong thoi véi
nelfinavir,

CANH BAO VA THAN TRQNG KHI DUNG THUOC
Khi c¢6 cac triéu ching canh bdo (giam cin dang ké
khéng chu ¥, non t4i phét, khé nudt, nén ra mau hoc tidu
phan den), va khi xuft hién hoic nghi ngd loét da day,
nén loai trir bénh 1y 4c tinh do didu tri v6i esomeprazole
c6 thé lam giam nhe triéu chirng va lam cham chén do4n.
Sur dung trong thoi gian dai

Bénh nhén ding thudc trong thoi gian dai (dic biét hon 1
nam) nén duge theo ddi thudng xuyén.

Diéu tri khi cin thiét

Bénh nhén sir dung thudc theo ché do khi cén thiét nén
dugc huéng dén lién hé véi bac st néu c6 nhitng thay dbi
vé dic tinh cua c4c trigu chimg,
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Diét trir Helicobacter pylori

Khi sir dung esomeprazole dé dist trir Helicobacter
pylori, cin cin nhic cic tuong tic thude co thé co cia
timg thanh phin trong liéu phap phdi hop 3 thuée.
Clarithromycin 13 chit tc ché manh CYP3A4 va do dé
cin xem xét cac chdng chi dinh va tuong tac thude cia
clarithromycin khi sir dung liéu phap phdi hop 3 thube &
nhitng bénh nhin dang ding ddng thoi véi cac thude
chuyén héa qua CYP3A4 nhu cisapride.

Nhiém khuén tiéu héa

Str dung cac thude irc ché bom proton (PPI — Proton
pump inhibitors) c6 thé 1am ting nhe nguy co nhiém
khuén tiéu héa do Salmonella va Campylobacter.

Hip thu vitamin B12

Esomeprazole, ciing nhu cac thudc khang acid khéc, c6
thé lam giam hép thu vitamin B12 (cyanocobalamin) do
lam giam hozic lam thiéu acid hydrochloric trong da day.
Cén can nhic & nhitng bénh nhan giam dy trir vitamin
BI2 trong co thé hodic ¢6 cac yéu t6 nguy co lam giam
hép thu vitamin B12 khi sir dung thudc trong thei gian
dai.

Ha magnesi mau

Ha magnesi mau nghiém trong da dugc ghi nhgn ¢ nhiing
bénh nhén sir dung cac thuc PPl nhu esomeprazole
trong it nhit 3 thang, va phan 1ém cdc trudng hop 12 trong
1 naim. Céc biéu hién nghiém trong ctia ha magnesi méu
nhur mét moéi, khé chju, mé sang, co gidt, chong mit va
loan nhip thét c6 thé xay ra nhung khéi phat am thim va
khong dugc chii y dén. O hau hét cac bénh nhan bi anh
huong, tinh trang ha magnesi méau cé thé duge cai thién
sau khi bd sung magnesi va ngirng diing PPI.

O bénh nhan dung thudc kéo dai hodc sir dung céc PPI
kem digoxin hodc céic thubc c6 thé gay ha magnesi mau
(nhu thude lgi tiéu), bac si cAn cin nhic do ndng d
magnesi trude khi bt dau sir dung PPI va dinh ky theo
dai trong qué trinh didu tri.

Nguy co gy xuong

Céc PPI, dic biét khi ding liéu cao va trong thoi gian dai
(> 1 nim) c6 thé lam ting nhe nguy co gy xuong hong,
xuong c¢d tay va xuong cft song, dic biét & ngudi cao
tudi hoiic bénh nhan c6 cic yéu td nguy co khac. Céc
nghién ctru quan sét cho thdy sir dung cdc thude PPI cé
thé 1am tang nguy co gy xuong khoang 10 — 40%. Mot
sé truong hop ting c6 thé do céc yéu té nguy co khéc.
Bénh nhén c6 nguy co loding xuwong nén dirge chim soc
dwa trén cac huéng din 1am sang hién hanh va nén dugc
bé sung vitamin D va calci phu hop.

Lupus ban do da ban cép (SCLE - Subacute cutaneous

lupus erythematosus)

Céc thubc PPI dugc ghi nhan lién quan dén cdc trudng
hgp SCLE (rat it gap). Néu xuét hign cac ton thuong, dic
biét & ving da tiép xic véi anh ning mjt troi, va kém
theo dau khop, bénh nhan nén théng bao ngay cho bac st
va béc si nén can nhic ngimg ding esomeprazole. Bénh
nhén c6 tién sir xuat hién SCLE khi sir dung thudc PPI ¢6
thé tang nguy co SCLE khi sir dung céc thuée PPI khac.
Phéi hop véi céc thube khéc

Khong khuyén céo sir dung ddng thdi esomeprazole va
atazanavir. Néu bét budc phai sir dung phdi hep nay, cin
theo ddi 14m sang chiit che khi tang lidu atazanavir lén
dén 400 mg kém 100 mg ritonavir, khong nén ding qué
20 mg esomeprazole.

Esomeprazole 13 mét chét irc ché CYP2C19. Khi bit ddu
hozc két thuc sir dung esomeprazole, cAn can nhic dén
nguy co tuong tdc véi céic thuc chuyén héa qua
CYP2C19. Twong tac thubc dd dugc ghi nhén giita
clopidogrel va esomeprazole. Chua 16 mdi lién quan trén
1am sang ctia twong tac nay. Nhu mdt bién phdp thin
trong, khong khuyén céo sir dung phdi hop nay.

Khi sir dyng esomeprazole theo ché do diéu tri khi cén
thiét, cin can nhic dén méi twong quan trong tuong tac
voi nhig thudc khéc do sy dao dong cua ndng do
esomeprazole trong huyét twrong.

Céc tac dung khong mong mudn nghiém trong trén da
(SCAR — Serious cutaneous adverse reactions)

Céac SCAR co6 thé giy de doa tinh mang, nhu hdng ban
da dang (EM — erythema multiforme), hoi chimg Stevens-
Johnson (SJS — Stevens-Johnson syndrome), hoai tir
thugng bi nhidm ddc (TEN — Toxic epidermal necrolysis)
va hdi ching phét ban do thuéc kém tang bach ciu ai
toan va triéu ching toan thn (DRESS — Drug reaction
with eosinophilia and systemic symptoms), da dugc ghi
nhan rét hiém gip lién quan dén viéc s dung
esomeprazole,

Bénh nhédn nén dugc canh bao vé cac dbu hiéu va tridu
chimg cua cac tdc dung khong mong mudn nghiém trong
trén da (EM/SIS/TEN/DRESS) va théng bdo ngay cho
bac st khi phat hién nhirng d4u hiéu hoic triéu chimg cia
nhimg tinh trang nay.

Nén ngimg ding esomeprazole ngay khi c¢6 nhiing déu
hiéu va triéu ching ciia SCAR va bénh nhén cén duoc
theo ddi chiit ché hotic chim séc y té néu cin thiét.
Khong nén sir dung lai esomeprazole ¢ nhiing bénh nhén
gip cac tinh trang EM/SJS/TEN/DRESS.

Tuong tac vai cde xét nghiém

Tang nong do Chromogranin A (CgA) c6 thé anh huong

dén két qua xét nghiém u noi tiét than kinh. Bé tranh tinh
trang nay, nén ngung ding esomeprazole it nhét 5 ngay
truée khi tién hanh do CgA. Néu ndng dd CgA va gastrin
khéng tré vé gid trj tham chiéu sau l&n do dau tién, nén

=i "% = =
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tién hanh lai sau 14 ngay ké tir khi ngung ding cac thudc
PPL

Tid dwge .
Thude chira < 1 mmol natri (23 mg) trong moi vién
Savieso-mups 20, ¢6 thé xem nhu khéng chira natri.

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

Phy nit c6 thai

Chua ¢6 du dir liéu lam sang vé viéc st dung
esomeprazole trén phu nir c¢6 thai. Khi ding hén hop
ddng phan racemic ciia omeprazole, dir liéu trén s6 luong
[6n phu nir mang thai c¢6 ding thudc tir cic nghién ciru
dich t& chimng to thude khong gay di tat hodc doc tinh trén
béo thai. Cac nghién ciru v6i esomeprazole trén dong vt
khong cho thdy thudc c6 tic dong c6 hai truc tiép hay
gian tiép trén sy phét trién cia phdi/thai nhi. Cac nghién
ctru trén dong vét véi hdn hop racemic ciing khong cho
thy tic dong c6 hai tryc tiép hay gian tiép dén tinh trang
mang thai, kha nang sinh san va sy phat trién sau sinh.
Nén thén trong khi ké don cho phu nir c6 thai.

Dir Vliéu tir khoang 300 — 1000 phy nit mang thai cho thiy
esomeprazole khong gdy di tat hodc doc tinh trén bao
thai/thai nhi.

Cac nghién ciru trén dong vét khong cho thiy tac dong c6
hai truc tiép hodic gian tiép 1&n kha niing sinh san.

Phy nit cho con b

Chua biét esomeprazole c6 bai tiét vao sita mg hay
khong. Cac dir liéu nghién ciru v& anh huéng cia
esomeprazole trén tré so sinh chwa day da. Vi vay, khong
nén ding esomeprazole & phy nit cho con bu.

ANH HUONG CUA THUOC LEN KHA NANG LAI
XE, VAN HANH MAY MOC

Esomeprazole c6 anh huong khong déng ké dén kha ning
1ai xe v van hanh may mdc. Céc tdc dung khéng mong
mudn nhu chéng mit (it gap) va nhin md (hiém gap) da
duge bao cdo. Néu gip nhimg tic dung khéng mong
muén nay bénh nhan khong nén l4i xe hodc van hanh

mdy moc.
TUONG TAC, TUONG KY CUA THUOC
Twong tdc ciia thube

Tic djng ciia esomeprazole trén dirge ding hoc ciia cic
rs -
thuac khdc

Thudc tre ché protease

Omeprazole dugc ghi nhan twong tic véi mot s6 chét (e
ché protease. Chua 16 tdm quan trong vé lam sang va co
ché tac dong cua cac tuong tic da duoc ghi nhén. Ting dé
pH da day trong qué trinh didu tri véi omeprazole c6 thé

dn t6i thay déi sy hdp thu cia cac chét e ché protease.
Céc co ché tuong téc khac co thé 1a thong qua sy (e ché
enzyme CYP2C19.

Péi véi atazanavir va nelfinavir, giam ndng do thude trong
huyét twong dd dwoc ghi nhén khi ding chung véi
omeprazole, do d6 khong khuyén cdo ding dbng thoi cac
thude nay. O ngudi tinh nguyén khoé manh, sir dung ddng
theri omeprazole (40 mg, 1 1An/ngay) va atazanavir (300
mg)/ritonavir (100 mg) lam gidm dang k& nbng do
atazanavir (giam AUC (drea Under the Curve — dién tich
dui diong cong), Cras V& Crin khodng 75%). Ting liéu
atazanavir dén 400 mg khong b trir dugc téc dong cia
omeprazole trén ndng dd atazanavir. Ding phbi hop
omeprazole (20 mg, | lan/ngdy) va atazanavir 400
mg/ritonavir 100 mg & nguoi tinh nguyén khée manh lam
giam khoang 30% ndng d¢ atazanavir so véi khi ding
atazanavir 300 mg/ritonavir 100 mg, 1 lan/ngdy khong
kém omeprazole 20 mg, 1 1An/ngdy. Dung phdi hop véi
omeprazole (40 mg, 1 lan/ngay) lam giam tri s trung binh
AUC, Cpiax Va Cpinctia nelfinavir khoang 36-39% va giam
khoang 75-92% trj s6 trung binh AUC, Cpax V2 Cpin clia
chit chuyén héa hoat tinh ¢6 tac dong duge 1y M8. Do téc
dong dugce lyc va cac dic tinh duge dfng twong fir nhau
gitta omeprazole va esomeprazole, khong khuyén céo sir
dung ddng thoi esomeprazole va atazanavir, chdng chi
dinh sir dung ddng thdi esomeprazole va nelfinavir.

Pi c6 bao cdo ting ndng do saquinavir (80-100%) khi két
hop véi ritonavir trong trudng hop sir dung ddng thoi véi
omeprazole (40 mg, 1 lan/ngay). Omeprazole 20 mg, 1
1An/ngay khong anh huéng dén ndng d6 cia darunavir (két
hop Vvéi ritonavir) va amprenavir (két hop véi ritonavir).
Esomeprazole 20 mg, 1 lin/ngdy khéng anh hudng dén
ndng do cuia amprenavir (kém hofic khong kém véi
ritonavir). Omeprazole 40 mg, 1 lan/ngdy khéng anh
hudng dén ndng do cia lopinavir (két hop véi ritonavir).
Methotrexate

Khi ding chung véi cic PPI, ndng d§ methotrexate téng
Ién & mdt s6 bénh nhan. Khi dung lidu cao methotrexate,
nén can nhiic ngimg tam thoi esomeprazole.

Tacrolimus

Nong do trong huyét thanh ciia tacrolimus ting khi ding
ddng thoi véi esomeprazole. Cin ting cudng gidm sat
ndng d6 tacrolimus va chirc ning than (dd thanh thai
creatinine), diéu chinh lidu tacrolimus néu cén.

Cdc thuéc hdp thu phy thuéc pH da day

Tinh trang giam d¢ acid da day khi didu tr bang
esomeprazole va cac thube PPI khéc c6 thé anh huéng dén
qua trinh hip thu cia cac thudc hdp thu phu thude pH da
day. Twong ty nhr véi nhimg thude khdc lam gidm tinh
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acid trong da day, su hdp thu cia ketoconazole,
itraconazole va erlotinib c6 thé giam va sy hip thu cia
digoxin c6 thé tang khi diéu tri v6i esomeprazole. Ding
dbng thoi omeprazole (20 mg/ngdy) va digoxin & ngudi
khoe manh 1am ting sinh kha dung ciia digoxin khoang
10% (1én dén 30% & 2 trong s6 10 ddi tuong nghién ciru).
Hiém ¢6 céc bdo cdo vé ddc tinh cia digoxin. Tuy nhién,
cén than trong khi ding esomeprazole lifu cao & bénh
nhén cao tudi. Cin tang cudng theo ddi khi diéu tri bang
digoxin,

Thuée chuyén héa boi CYP2C19

Esomeprazole tic ché CYP2C19, enzyme chinh chuyén
hoa esomeprazole. Do vy, khi ding chung esomeprazole
voi cdc thude chuyén héa qua CYP2C19 nhu diazepam,
citalopram, imipramine, clomipramine, phenytoin,... ndng
do cac thube nay trong huyét tuong cé thé ting va do d6
¢6 thé cdn giam lidu ding. Diéu nay cin dic biét cha y khi
ké toa esomeprazole cho nhiing bénh nhén ding thude
theo ché d¢ diéu trj khi can thiét.

Diazepam

Ding ddng thoi véi esomeprazole lidu 30 mg lam giam
45% o thanh thai ctia diazepam - chét nén cia CYP2C19.
Phenytoin

Ding ddng thoi véi esomeprazole lifu 40 mg lam ting
13% ndng do day ctia phenytoin & bénh nhén dong kinh.
Nén theo déi ndng do phenytoin khi bét déu hodc ngimg
didu tri v6i esomeprazole.

Voriconazole

Omeprazole (40 mg, 1 lan/ngdy) lam tang Cuax va AUCT
ctia voriconazole (chit nén cia CYP2C19) lan luot 15%
va 41%.

Cilostazol

Omeprazole va esomeprazole hoat dong nhur chit {rc ché
CYP2C19. Trong mdt nghién ctru cit ngang & ngudi tinh
nguyén khoe manh, omeprazole ligu 40 mg 1am ting Cuax
va AUC cua cilostazol 1an luot 13 18% va 26% va lam tang
Cumax va AUC ciia 1 trong céc chit chuyén héa c6 hoat tinh
cua cilostazol 18n tuong (g 29% va 69%.

Cisapride

O ngudi tinh nguyén khoé manh, st dung dong thoi
cisapride va 40 mg esomeprazole lam ting 32% AUC va
31% thoi gian béan thai () nhung khong lam thay dbi
dang ké ndng do dinh trong huyét tuong cia cisapride.
Khoang QT hoi kéo dai sau khi dung cisapride don fri ligu
va khong kéo dai thém khi ding ddng thoi cisapride voi
esomeprazole.

Warfarin

Trong mdt thir nghiém 1am sang, sir dung esomeprazole
lidu 40 mg & bénh nhén dang diéu tri vdi warfarin cho thy

thoi gian déng méau nam trong khoang cé thé chép nhan.
Tuy viy, sau khi dua thudc ra thi trrdng dd ghi nhén mét
sb it cac truong hop ting INR déng ké trén 1am sang khi
diéu tri ddng thoi hai thudc trén. Nén theo déi bénh nhan
khi bét dAu, cling nhu khi ngung diing esomeprazole trong
qua trinh diéu tri v6i warfarin hodc céc din chit khéc cla
coumarin,

Clopidogrel

Nhiing nghién ciru trén cic dbi trong khoe manh dé chi ra
ring tuong tac duge dong/duge luc giira clopidogrel (300
mg lidu nap/75 mg/ngdy lidu duy trl) va esomeprazole
(ubng 40 mg/ngay) din dén giam trung binh 40% ndng do
chit chuyén héa c6 hoat tinh ciia clopidogrel va giam
trung binh 14% mirc d¢ trc ché két tap tidu cu t6i da (gdy
ra bdi ADP).

Trong m{t nghién ciru trén cac dbi twong khoe manh, khi
diing ddng thoi clopidogrel véi mdt phdi hop lidu ¢b dinh
esomeprazole 20 mg + ASA (Acetylsalicylic acid) 81 mg,
ndng do chit chuyén héa c6 hoat tinh ctia clopidogrel giam
khodng 40% so v6i khi dung riéng lé clopidogrel. Tuy
nhién, mirc do tc ché két tap tidu chu ti da (gdy ra boi
ADP) 1a twong ty nhau & ca hai nhém nghién ciru.

Céc dir liéu khong nhét quan vé hé qua lam sang cua céc
tuong tac duge dong/dugce lyc cia esomeprazole trén bién
¢b tim mach I6n d4 duge ghi nhén tir cac nghién cru quan
sat va nghién ciru 1dm sang. Do d6, khong nén dung dong
thori esomeprazole va clopidogrel.

Nhitng thuéc khéng cé twong tdc ldm sang

Amoxicillin va quinidine

Esomeprazole dd duge ching minh la khéng ¢6 tac
dang ké vé 1am sang trén duoc dong hoc ciia amoxic it
hoiic quinidine. 4
Naproxen hodic rofecoxib \
Nhimg nghién ctru ngén han cho thay khéng ¢6 tuon
duge déng hoc nao xay ra trén lam sang khi ding ¢
esomeprazole vi naproxen hodc rofecoxib. 2
Tdc dpng ciia cdc thude khdc trén dwge dfng hoc cia
esomeprazole

Chat irc ché enzyme CYP2C19 vi/hodic CYP3A4
Esomeprazole dwgc chuyén hod boi CYP2CI9 va
CYP3A4. Khi ding ddng thdi esomeprazole véi mét chét
trc ché CYP3A4, clarithromycin (500 mg, 2 lAn/ngay) lam
tang gép d6i AUC ctia esomeprazole. Diing esomeprazole
vé6i chét trc ché ddng thoi CYP3A4 va CYP2CI9 c6 thé
lam tdng hon 2 14n ndng do ciia esomeprazole. Chit trc ché
CYP2C19 va CYP3A4 voriconazole 1am ting AUCt clia
omeprazole 1&n 280%. Théong thudong khong cin didu
chinh lidu esomeprazole trong céc trwong hop nay. Tuy
nhién, cAn can nhéc didu chinh liéu & bénh nhén suy gan
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niing hoiic diéu tri trong thoi gian dai.

Chdt cam tmg enzyme CYP2C19 va/hodc CYP3A4

Cac thudc cam tng CYP2CI19 vahoiic CYP3A4 (nhu
rifampicin va St. John’s wort) co thé gay giam ndng do
esomeprazole trong huyét thanh do lam ting chuyén héa

esomeprazole.
Tré em

Nhitng nghién ciru vé twong tac thude chi thyc hién trén
ngudi lon.

£ A
Twong ky ctia thude

Do khong ¢ céc nghién ciru vé tinh tuong ky cta thude,
khong tron I4n thudc nay véi cac thudc khac.

TAC DUNG KHONG MONG MUON CUA THUOC
(ADR)

Néu xudt hi¢n nhitng tdc dung khong mong muon sau ddy,
nging dimg thuéc va dén gép bdc s7ngay ldp tirc:

- Vang da, nude tidu sém mau, mét méi c6 thé 1a nhimg
déu hién cia cac vin dé & gan (Hiém gip, cb thé xay ra &
ty 1& 1én dén 1/1000).

- Thé kho khe, sung méi, lusi, ¢b va ) hong hofic toan co
thé, phat ban, ngét xiu hogc khé nubt (nhimg phan tmg dj
{mg nghiém trong) (Hiém gap, c6 thé xay ra & ty 1é 1én dén
1/1000 ngudi).

- Khdi phét dgt ngdt tinh trang phat ban nghiém trong hodc
dé da, phdng rép holic bong tréc da, ¢6 thé xay ra sau vai
tuan didu tri. Ciing c6 thé xuét hién vét phong rép hoic
bong tréc & méi, mit, miéng, miii va co quan sinh dyc.
Tinh trang phat ban c¢6 thé tién trién thanh nhing tdn
thuong da nghiém trong lan rong (bong tréc 16p simg va
16p niém mac), c6 thé dén dén nhitg hau qua de doa tinh
mang nhu EM, SJS, TEN, DRESS (Rét hiém giip, c6 thé
Xay ra & ty 1¢ 1&n dén 1/10000 ngudi).

Tém tit cde ADR

Pau déu, dau bung, tiéu chay va budn non la nhimg tac
dung khong mong mudn dwgc ghi nhén thuong gip nhit
trong cdc thir nghiém lam sang (va cdc nghién cilru sau
khi thubc Iwu hanh trén thi trudng). Ngoai ra dir lidu an
toan la twong ty nhau giita cdc cong thirc bao ché, chi
dinh, nhém tudi va cac nhom déi twgng dan sé khéac
nhau. Khéng ghi nhan céc tdc dung khong mong mudn
phu thugc lidu.

Cac phan (g khong mong mubdn duéi day dugc xic dinh
hodc dwge nghi ngd trong céc thir nghiém 1am sang vai
esomeprazole ho@ic sau khi thudc lwu hanh trén thi
trrong. Khong phét hién cac tac dung khéng mong mudn
phu thudc lidu. Cac phan tmg khong mong mudn duge
sip xép theo tin sudt xay ra.

Thuong gdp, 1/100 < ADR < 1/10

Hé than kinh: Pau dau.

Tiéu héa: Pau bung, tdo bén, tiéu chay, dﬁy hoi, budn
nén/ndn, polyp tuyén day vi (lanh tinh).

It géip, 1/1000 < ADR < 1/100

Clmyén héa va dinh dudng: Phii ngoai bién.

Téam thin: Mt ngu.

Ha than kinh: Choang véang, di cam, ngu ga.

Tai va tién dinh: Chéng mit.

Tiéu hoa: Kho migng.

Gan mat: Téng enzyme gan.

Da va mo dudi da: Viém da, ngira, ban da, may day.

Co - xwong va md lién két: Gay xuong hong, cb tay, cot
song.

Hiém gdp, 1/10000 < ADR < 1/1000

Mau va hé bach huyét: Giam bach cau, giam tiéu cdu.

Hé mi&n dich: Phan ung qua mén (s6t, phit mach, phan
{ing/s6c phan vé).

Chuyén héa va dinh dudng: Ha natri huyét.

Tam thin: Kich dong, 1t 1dn, trdm cam.

Hé than kinh: Réi loan vi gidc.

Mit: Nhin md.

H6 hip, nguc va trung that: Co thit phé quan.

Tiéu héa: Viém miéng, nhiém Candida duéng tiéu héa.
Gan mét: Viém gan kém ho#ic khong kém vang da.

Da va md duéi da: Rung téc, nhay cam véi dnh séng.

Co - xwong va md lién két: Pau khép, dau co.

Khéc: Khé chiu, tang tiét md hoi.

Rdt hiém gdip, ADR < 1/10000

Mau va hé bach huyét: Mét bach cdu hat, giam toan thé
huyét ciu.

Téam thin: Nong nay, 4o giac.

Gan mat: Suy gan, bénh ndo & bénh nhén dd cé bénh gan.
Da va md dudi da: Hong ban da dang, SJS, TEN,
DRESS.

Co - xuong: Yéu co.

Thén va tiét niéu: Viém than k&, mét vai truong hop kém
theo suy thén.

Hé sinh san va tuyén vii: Chimg to vii & nam gidi.

Chiea rd tan sudt (khong thé wée tinh tir dit ligu hién cd)
Chuyén héa va dinh dudng: Ha magnesi huyét, ha
magnesi huyét niing kém theo ha calci huyét. Ha magnesi
huyét ciing c6 thé lién quan véi ha kali huyét.

Tiéu hoa: Viém dai trang vi thé.

Da va mo dudi da: Lupus ban-dé bén cép

Hiedng din cdch xit tri ADR

Néu xay ra cac ADR nghiém trong, ngung ding thuée va
4p dung céc bién phap diéu tri thich hop.

Théng bdo ngay che bic sy hogic dirgc s nhitng phin
ing cé hai gip phai khi sit dung thudce

QUA LIEU VA CACH XU TRi
Cho dén nay c6 rét it kinh nghiém vé& viéc dimg qua lidu

A
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¢6 chu dich. Céc tridu chimg dugc mb ta cé lién quan dén
viéc dung lidu 280 mg 1a céc tri¢u chimg trén dudng tiéu
hoé va tinh trang mét moi. Liéu don 80 mg esomeprazole
van an toan khi sir dung. Chura c6 chit giai dgc dic higu.
Esomeprazole gan két manh véi protein huyét twong va
vi vy khong d& dang bi thim tach. Trong trudng hop
qua lidu, nén didu trj triéu chitng va sir dung céc bién
phéap hd trg tdng quat.

DUQC LUC HQC

Nhém dwge Iy: Thude tic ché bom proton.
Mi ATC: A02B C05

Co ché tic dung

Esomeprazole 1a dang dong phén S ciia omeprazole va
lam giam sy bai tiét acid da day thong qua mdt co ché tac
ddng tai dich chuyén biét. Thudc trc ché chuyén biét bom
acid & té bao thanh. Ca hai dang ddng phan R- va S cia
omeprazole ¢é tac dng duoc luc twong tyw nhau.
Esomeprazole 1a mét bazo yéu, tdp trung va bién dbi
thanh dang c6 hoat tinh trong mdi trudng cé tinh acid cao
& ong tiéu quan ché tiét cia té bao thanh, tai day trc ché
enzyme HY/K* - ATPase — bom acid va trc ché ca sy tiét
dich co ban Ian sy tiét dich do kich thich.

Cic tic dong duge lye hoc

Sau khi ding dudng uéng esomeprazole 20 mg va 40 mg,
thudc khéi phét tac dong trong vong 1 gid. Sau khi ding
liéu 13p lai esomeprazole 20 mg 1 lan/ngay trong 5 ngay,
nong d dinh cia acid tiét ra khi kich thich véi
pentagastrin giam 90% khi do trong 6 — 7 gitr sau khi
dimg thue vao ngay thir 5.

Sau 5 ngay ding dudng udng esomeprazole lidu 20 mg
va 40 mg, pH da day > 4 1dn luot dugc duy tri trong
khoang 13 gid va 17 gir & nhitng bénh nhén GERD ¢
triéu chirng khi dugc theo ddi trong hon 24 gio. Ty 1é
bénh nhén duy tri duge tinh trang pH da day > 4 trong it
nhit 8, 12 va 16 giv khi ding liéu esomeprazole 20 mg
1an luot 1a 76%, 54% va 24%. Ty 1€ nay & bénh nhéin
dung ligu 40 mg lan lugt 13 97%, 92% va 56%.

AUC duge sir dung nhu mét thong s dai dién cho ndng
d6 thube trong huyét twong, cho thdy c6 méi lién hé giira
tac dong trc ché tiét acid va ndng do thude.

Str dung esomeprazole 40 mg lam lanh tinh trang viém
thuc quan trdo nguge & khoang 78% bénh nhiu sau 4
tudn dung thubc va 93% bénh nhan sau 8§ tudn ding
thudc.

Sir dung esomeprazole 20 mg, 2 lan/ngdy trong | tudn
két hop véi khang sinh thich hop c6 thé gitp diét trir H.
pylori & khodang 90% bénh nhén,

Sau khi diéu tri dit diém 1 tudn, khéng cin thiét sir dung
thuée khang tiét don tri liéu dé 1am lanh vét loét va didu

tri triéu chitng trong trudng hop loét t4 trang khong bién
chirng.

Trong mét nghién ctru 1am sang ngdu nhién, ma ddi, ¢6
déi ching gia dugc, bénh nhan dugc chin doan xé4c dinh
xudt huyét tiéu hda b%‘ing ndi soi thudc cac nhém Ia, Ib,
11a hogc 1Ib theo phén loai Forrest (1an luot tuong tng
9%, 43%, 38% va 10%) dugc lya chon ngdu nhién dé sir
dung dung dich tiém truyén esomeprazole (n=375) hoiic
gia dugc (n=389). Sau khi néi soi cAm mau, bénh nhén
hotic dugc tiém truyén tinh mach 80 mg esomeprazole
trong hon 30 phit sau dé tiém truyén lién tuc 8 mg/gitr
hoc duoc sir dung gia dugc trong 72 gidr. Sau 72 gitr déu
tién, tat ca bénh nhan dugc sir dung 40 mg esomeprazole
dudng ubng, nhin ma trong 27 ngay dé e ché tiét acid.
Ty 1& xudt huyét tai phat trong vong 3 ngay 13 5,9% &
nhém bénh nhén stir dung esomeprazole so véi 10,3% &
nhom bénh nhén sir dung gia duge. 30 ngay sau diéu trj,
ty 1& nay & 2 nhém bénh nhan 1an luot 13 7,7% va 13,6%.
Trong théi gian sir dung céc thube khang tiét, gastrin
huyét thanh ting dé dap g véi sy giam tiét acid. CgA
ciing ting do giam tinh acid da day. Nong d¢ CgA ting
¢6 thé [am anh huong dén céc xét nghiém u thin kinh ndi
tiét. Céc biing chimg da dugc cong bé dén thoi didm hién
tai cho ring nén ngimg ding thudc PPI trong khoang 5
ngdy — 2 tuén trude khi xét nghiém CgA nhim giip ndng
dp CgA tro lai khoang tham chiéu sau khi ting cao do
dung PPI,

Tang sb lugng céc t& bao ECL c6 thé lién quan dén ting
nong d6 gastrin huyét thanh, di duoc ghi nhén & ca tré
em va ngudi 16n trong khi sir dung esomeprazole trong
thoi gian dai. Phat hién nay dugc cho 1 khéng c6 v nghia
ldm sang.

Khi diéu trj trong thoi gian dai véi cac thube khang tié,
tan sudt xudt hién cac nang tuyén da day dugc ghi nhan
tang nhe. Nhitng thay ddi nay 1a hé qua sinh 1y cta viée
{rc ché tiét acid, 1a lanh tinh va c6 thé hbi phuc.

Giam tinh acid da day c6 thé do bat ky nguyén nhan nao,
bao gom tic ché bom proton, tang sb lugng vi khudn
thuong tra trong dudng tiéu héa. Sir dung céc thudc PPI
¢6 thé din dén tang nhe nguy co nhiém khuén tidu héa do
Salmonella va Campylobacter va Clostridium difficile
(d6i v6i bénh nhan noi tra).

Higu lye 1dm sang

Trong hai nghién ciru sir dung ranitidine lam chét ddi
chimg c6 hoat tinh, esomeprazole cho tic dung 1am lanh
vét loét da day t6t hon & nhitng bénh nhén sir dyung
NSAID, bao g6111 cac NSAID trc ché chon loc COX-2.
Trong hai nghién ctu c6 dbi ching gia duoc,
esomeprazole cho tdc dung hiéu qua hon trong phong
ngira loét da day va loét ta trang & nhitng bénh nhén sir
dung NSAID (bénh nhan > 60 tudi va/hodic cé tién sir
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loét truée d6), bao gém cac NSAID e ché chon loc
COX-2.

Tré em

Trong mdt nghién ciru & tré GERD (tir duéi 1 tudi — 17
tudi) sir dung PPI trong thoi gian dai, 61% tré tién trién
ting san té bao ECL & mirc do nhe, chua rd y nghia lam
sang cua tinh trang ndy va khong ghi nhan tinh trang tién
trién viém teo da day hodc u carcinoid.

DUQC PONG HOC

HAp thu

Esomeprazole dé bi hiy trong méi trudng acid va duge
ubng dudi hat bao tan trong rudt. Trén in vivo chuyén dbi
thanh dang déng phin R khéng déng ké. Esomeprazole
dugc hép thu nhanh, véi ndng do dinh trong huyét twong
dat dugc khoang 1-2 gid sau khi udng. Sinh kha dung
tuyét dbi dat 64% sau khi ubng lidu don 40 mg va ting
1én 89% sau khi udng lidu Izp lai 1 1in/ngay. B6i véi lidu
esomeprazole 20 mg, cdc gid trj twong tmg 1An luot 12
50% va 68%.

Thire #n lam cham va giam hdp thu cia esomeprazole
nhung khéng anh huéng dang ké dén tac dong cua
esomeprazole 1én sy tiét acid da day.

Phén bb

Thé tich phan bd bidu kién & trang thai dn dinh trén
ngudi khée manh khoang 0,22 litvkg thé trong,
Esomeprazole gin két 97% véi protein huyét tuong.
Chuyén hoa

Esomeprazole dugc chuyén héa hoan toan qua hé thng
cytochrome P450 (CYP). Phén chinh cia qua trinh
chuyén hoa esomeprazole phu thudc vao enzyme
CYP2C19 da hinh, ¢6 vai trd tao thanh céc chét chuyén
hoa hydroxy va desmethyl ciia esomeprazole. Phan con
lai ctia qua trinh chuyén héa phy thudc vio mdt chét
df‘)ng dang d#ic hiéu khac, CYP3A4, c6 vai trd tao thanh
esomeprazole sulphone, chit chuyén héa chinh trong
huyét tuong.

Thai trir

Céc thong sb du6i ddy chu yéu phan anh dugc dong hoc
¢ nhitng bénh nhin c6 enzyme chirc ning CYP2CI9,
thuge nhém chuyén héa manh.

Do thanh thai huyét twong toan phin khoang 17 lit/gid
sau khi dung liéu don va khoang 9 gio/lit sau khi dang
liu Igp lai. Thoi gian ban thai trong huyét twong khoang
1,3 gid sau khi ding liu Ip lai 1 lan/ngay.
Esomeprazole thai trir hoan toan khéi huyét tuong giita
céc lidu ding ma khéng ¢6 khuynh huéng tich liiy trong
khi dung liéu 1 lin/ngay.

Céc chét chuyén hoa chinh ctia esomeprazole khong anh
huéng dén su tiét acid da day. Khoang 80% liéu uéng
esomeprazole dugc bai tiét qua nuéc tiéu dudi dang céc

chit chuyén héa, phén con lai qua phan. Dudi 1% thudc
ban déu dugc tim thdy trong nuée tiéu.

Tinh tuyén tinh

Dugc dong hoc ciia esomeprazole dd duge nghién ciru
v6i lidu 1én dén 40 mg, 2 1an/ngay. Dién tich dudi dudng
cong biéu dién ndng d trong huyét tuong theo thoi gian
(AUC) tang lén sau khi ding ldp lai esomeprazole. Su
tang nay phy thudc lidu va dén dén ty 18 gia ting AUC
nhiéu hon ty 1& gia tang lidu sau khi dung lidu lap lai. Su
phu thudc liéu va thoi gian nay 1a do sy giam chuyén héa
lan ddu qua gan va giam d@ thanh thai toan phin, c6 thé
[a do sy trc ché enzyme CYP2CI9 cua esomeprazole
vi/hoiic cht chuyén héa sulphone.

Céc dbi twgng djic bidt

Nhém chuyén héa kém

Khoang 2,9 + 1,5% dén s6 khéng c6 enzyme chirc ning
CYP2C19 va dugc goi 1a nhém chuyén héa kém. O céac
d6i tugng ndy, sw chuyén hoéa cia esomeprazole dugc
xiic tAc chii yéu bdi CYP3A4. Sau khi ubng lidu ip lai
esomeprazole 40 mg, 1 lan/ngdy, AUC trung binh &
ngudi chuyén héa kém cao hon khoang 100% so véi
ngudi ¢6 enzyme chirc ning CYP2C19 (nhém chuyén
héa manh). Nong dé dinh trung binh trong huyét fuong
tang khodng 60%. Nhimg két qua nay khéng anh hudng
dén lidu ding esomeprazole.

Gioi tinh

Sau khi udng liéu don esomeprazole 40 mg, AUC trung
binh & nir cao hon & nam khoang 30%. Khéng thiy cé sy
khéc biét giira 2 gi6i sau khi ding lidu lap lai 1 lAn/ngay.
Nhitng két qua nay khéng anh huéng dén lidu ding
esomeprazole.

Suy gan

S chuyén héa cia esomeprazole ¢6 thé giam & bénh
nhén suy chirc ndng gan tir nhe dén vira. Téc do chuyén
hoéa gidm & bénh nhén suy chirc niing gan nang, din dén
lam tang gp d6i AUC cua esomeprazole. Do dé, khéng
ding qua lidu t6i da 20 mg & bénh nhan suy gan ning.
Esomeprazole hay cac chit chuyén hoa chinh khong co
khuynh huéng tich liiy khi ding liéu 1 lan/ngay.

Suy than

Chura c6 nghién ciru trén bénh nhén suy giam chirc ning
thén. Do than c6 vai trd bai tiét cac chit chuyén héa cia
esomeprazole nhung khong c6 vai tro dbi véi sy thai trir
ctia chit ban dau, sy chuyén héa ciia esomeprazole dugc
cho 14 khdng thay ddi & bénh nhén suy giam chirc niing
than.

Nguéi cao tudi

Sw chuyén héa ctia esomeprazole khong thay ddi dang ké
& bénh nhan cao tudi (71-80 tudi).

Tré em
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Tré vi thanh nién 12-18 tudi: Sau khi sir dung liéu I3p lai
esomeprazole 20 mg va 40 mg, tdng ndng dé AUC va
thoi gian dat nong do tdi da trong huyét tuong (tma) & tré
12-18 tudi twong ty nhu & ngudi lon dbi véi ca 2 lidu
esomeprazole.

QUY CACH PONG GOI

Hop 02 vi x 7 vién

PIEU KIEN BAO QUAN

Noi khd, nhigt d¢ khong qua 30 °C. Tranh anh sang.
HAN DUNG

36 thang ké tir ngay san xut.

TIEU CHUAN CHAT LUQNG

Tiéu chuiin co s¢

CO SO SAN XUAT

TRACH RHIE A TRON VEN

CONG TY CO PHAN DUGC PHAM SAVI
(SaWipharm J ()

L6 Z01-02-03a, Khu Cong nghiép trong Khu Ché xut
Tén Thudn, Phudong Tan Thudn Poéng, Quin 7, Thanh
phd Hb Chi Minh.

Dién thoai: (028) 37700142-143-144
Fax: (028) 37700145
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