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BOSTON

BOSTON PHARMA

Rx THUOC KE BON

Rx THUOC KE PON

N Exi pRAl® @ @ Esomeprazol 40 mg

M&i vién nang cirng khang dich vi chira:
Esomeprazol .........ccccevucuenee 40 my
(dwdi dang vi hat bao tan trong ruét
esomeprazol magnesi trihydrat)

Chi dinh, cach dung, chéng chi dinh va cac thong tin
khéc: xem trong t& hwéng dan sir dung thudc kém theo.
Bao quan noi khé, dudi 30°C, tranh anh sang

DE XA TAM TAY TRE EM_ )
DOC KY HPONG DAN SU DUNG TRUOC KHI DUNG

NEexipRrAz 4

Esomeprazol 40 mg Vién nang cirng khang dich vi

Tiéu chuan: TCCS
SDK/Reg.No. :

HOp 5 vi x 7 vién nang ctrng khang dich vi

Chu s& hiru nhan hi¢u hang héa
BOSTON PHARMACEUTICAL INC., USA
Co s& san xuét: CTCP DIFQ'C PHAM BOSTON VIET NAM
S6 43, dwdng sb 8, KCN Viét Nam — Singapore,

phuong Binh Hoa, thi xa Thuan An, tinh Binh Duwong.
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N EXi p RAZ® 4 0 Esomeprazole 40 mg

Each gastro-resistant hard capsules contains:
Esomeprazole ....
(as esomeprazole

it

BOSTON Indications, administration, contraindications and
other information: see the package insert.
Store in a dry place, below 30°C, protect from light
KEEP OUT OF REACH OF CHILDREN
READ CAREFULLY THE PACKAGE INSERT BEFORE USING
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RX PRESCRIPTION ONLY MEDICINE

Nexipraz 40

Esomeprazole 40 mg Gastro-resi 1t hard !

p

Specification: In-house

é) Oral route

Box of 5 blisters x 7 gastro-resistant hard capsules

BOSTON PHARMA

Trademark holder: BOSTON PHARMACEUTICAL INC., USA
Manufacturer: BOSTON VIETNAM PHARMACEUTICAL JSC
No 43, Street No.8, Vietnam — Singapore Industrial Park,

Binh Hoa Ward, Thuan An Town, Binh Duong Province.

$6 16 SX / Batch No.:
NSX / Mfg. Date:

HD / Exp. Date:

110 x 90 x 42 mm
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HUONG DAN SU DUNG THUOC
NEXIPRAZ 40

Poc ki hwéng din sir dung trwée khi ding

THANH PHAN

MB&i vién nang cimng khéng dich vi chira

Thanh phan hoat chét:

ESOIOPEAZON  oxcanucs ssssswsonsnts sessumsamssmnsonvasuammms susssns susesss s s unssss s am s s AR SNBSS 40 mg
(dwdi dang vi hat bao tan trong rudt esomeprazol magnesi trihydrat)

Thanh phan ta dugc:

Vi hat: Mannitol, dinatri hydrophosphat, magnesi carbonat, starch, dudng, hydroxy propyl methyl
cellulose, methacrylicacid copolymer, natri hydroxyd, diethyl phthalat, talc, titan dioxyd,
polysorbat 80.

V6 nang: Gelatin, titan dioxyd, erythrosin, patent blue.

Muec in: Shellac, dehydrated alcohol, isopropyl alcohol, butyl alcohol, propylen glycol, oxid sat
den.

DANG BAO CHE
Vién nang cung khéng dlCh Vi.

Vién nang cing so 2, than mau tring, c6 in chir “BOSTON” mau den, ndp mau tim, bén trong
chira vi hat mau tring duc dén nau nhat.

CHI PINH
Nexipraz 40 dugc chi dinh cho céc truong hgp sau:
Nguwoi lon:
Bénh trao ngwoc da day thuc quan (GERD)
—  Diéu tri viém xudc thuc quan do trao ngugc.
—  Pidu tri dai han cho bénh nhan viém thuc quan di chita lanh dé phong ngira tai phat.
—  Diéu trj triéu ching bénh trao nguge da day — thuc quan (GERD)
Két hop vdi mét phdc @6 khdng khudn thich hop dé diét triv Helicobacter pylori va
—  Chira lanh loét ta trang c6 nhiém Helicobacter pylori va
— Phong ngira tai phat loét da day — ta trang & bénh nhan loét c6 nhiém Helicobacter pylori.
Bénh nhén can diéu tri bang thuoc khdng viém khong steroid (NSAID) lién tuc
—  Chita lanh loét da day do ding thuéc NSAID.
— Phong ngtra loét da day va loét ta trang do dung thuc NSAID & bénh nhén c6 nguy co.
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Diéu tri kéo dai sau khi dé diéu tri phong ngira tdi xudt huyét do loét da day td trang bing
dwong tinh mach.
Diéu tri hgi chieng Zollinger - Ellison.
Tré vi thanh nién tir 12 tubi tré lén:
Bénh trao ngwoc da day thuc qudan (GERD)
- PDiéu tri viém xudc thuc quan do trao nguoc.

—  Diéu trj dai han cho bénh nhan viém thuc quén di chira lanh dé phong ngira tai phat.
— Dicu tri triéu chimg bénh trao nguoc da day — thyc quan (GERD)

CACH DUNG VA LIEU DUNG

Cach dung

Nexipraz 40 dugc khuyén cdo dung vio budi sing, ubng nguyén vién, khoéng dugc nhai hoidc
nghién.

Poi v6i bénh nhan nudt khé khin va tré em co thé udng hoac nudt thirc an béan rén: Bénh nhén c6
thé mé vién nang va hoa vi hat vao mdt nira cbc nuée hodc mot lugng nude cé tinh acid yéu nhu
nudéc ép cam, nuée ép tdo va udng ngay.

Liéu dung
Nguweoi lon va tré vi thanh nién tiv 12 tudi tré lén
Bénh trao nguoc da day thuc quan (GERD)

- Dleu tri viém xuéc thuc quan do trio ngugc: 40 mg x 1 lan/ngay trong 4 tuan Nén diéu tri
~ thém 4 tudn cho nhitng bénh nhén Vlem thuc ‘quéan chua duorc chua lanh hay van c6 tneu ching
© dai dang

- Piéu tr1 dai han cho bénh nhan viém thuc quan da chira lanh dé phong ngira tai phat 20
mg, 1 1in/ngay.

— Diéu tri triéu ching bénh trao nguoc da day — thuc quan (GERD): 20 mg, 1 lan/ngay &
bénh nhan khoéng bi viém thuc quan. Néu khong kiém soat duoc triéu chimg sau 4 tudn, bénh
nhan nén dugc thim do can 1am sang k§ hon dé xé4c dinh chén doan. Khi da hét triéu ching, c6
thé duy tri sur klem soat tri€u chimg voi lidu 20 mg, 1 1an/ngay. O ngudi 16n c6 thé st dung ché
do diéu tri khi cn thiét véi lidu 20 mg, 1 lan/ngay. O nhitng bénh nhan trao nguoc da day thyc
quan (GERD) dang sir dung NSAID c6 nguy co phat trién loét da day ta trang, khong khuyén cdo
kiém so4t cac triéu chimg bang ché d6 diéu tri khi cin thiét.

Nguwoi lon |
Két hop vdi mét phdc d6 khdng khudn thich hop dé diét trir Helicobacter pylori va

—  Chira lanh loét ta trang c6 nhiém Helicobacter pylori: Esomeprazol 20 mg, amoxicillin 1 g
va clarithromycin 500 mg, tit c4 dugc dung 2 14n/ngay trong 7 ngay.

— Phong ngira tai phat loét da day - té trang & bénh nhan loét c6 nhiém Helicobacter pylori:
Esomeprazol 20 mg, amoxicillin 1 g va clarithromycin 500 mg, tit ca dwoc dung 2 1in/ngay trong
7 ngay.

Bénh nhén can diéu tri bang thudc khdng viém khong steroid (NSAID) lién tuc

— Chira lanh loét da day do dung thubc NSAID: lidu théng thudng 20 mg, 1 lan/ngay. Thoi

gian diéu tri 1a 4 — 8 tudn.

— Phong ngira loét da day va loét t4 tring do ding thuéc NSAID & bénh nhan c6 nguy co: 20

mg, 1 lan/ngay.
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Diéu tri kéo dai sau khi da diéu tri phong ngixa tdi xudt huyét do loét da day td trang béng duong
tinh mach

40 mg, 1 lan/ngay trong 4 tudn sau khi da diéu trj phong ngira tai xuét huyét do loét da day ta
trang bang duodng tinh mach.

Diéu tri hoi chung Zollinger Ellison

Liéu khoi du khuyen c4o 1a: 40 mg, 2 l4n/ ngay. Sau do, diéu chinh lidu luong theo dép Ung cia
timg bénh nhén va tiép tuc diéu trj khi con chi dinh v& mat 1am sang. Cac dir li¢u 1am sang cho
thdy phan 16n bénh nhén dwoc kidm soét véi esomeprazol liéu tir 80- 160 mg mdi ngay. Khi liéu
hang ngay 16n hon 80 mg, nén chia liéu ding thanh 2 1an/ ngay.

Tré vi thanh nién tiv 12 tubi tré lén
Diéu tri loét td trang do Helicobacter pylori

Khi lwa chon liéu phap phdi hop thich hop, cin xem xét hudng dan chinh thirc cia quéc gia, ving
va dia phuong vé su dé khang ctia vi khudn, thoi gian diéu tri (thong thudng la 7 ngay nhung doi
khi c6 thé 1én t6i 14 ngay), va cach dung céac thudc khang khuén thich hop. Qua trinh diéu tri cin
duogc theo dai bai chuyén vién y té.

Liéu dung khuyén céo la:

Can ning 30 — 40 kg: Két hop v6i hai khéng sinh: ding dong thoi esomeprazol 20 mg,
amoxicillin 750 mg va clarithromycin 7,5 mg/kg can ning, 2 lan/ngay trong 1 tuin.

Cén ning trén 40 kg: Két hop v6i hai khang sinh: dung dbng thoi esomeprazol 20 mg, amoxicillin

1 g va clarithromycin 500 mg, 2 1an/ngdy trong 1 tuin.
Doi twong dic biét

Tré em dudi 12 tudi: Ding dang bao ché khéc thich hop hon .

Nguoi suy thdn: Khong can phai diéu chinh lidu luong & benh nhan suy than Do 1t ¢6 kinh -
nghiém vé viéc diing thudc & bénh nhan suy than ning nén phai than trong khi diéu tri cho nhitng

bénh nhén nay.
Nguoi suy gan: Khong cin phai didu chinh lidu luong & bénh nhén suy gan & mic o nhe den
trung binh. P4i véi bénh nhén suy gan ning khoéng nén dung qua heu t6i da 1a 20 mg.

Nguoi cao tudi: Khong cin phai diéu chinh liu lrong & ngudi cao tubi.
CHONG CHI PINH

— Qua méin véi esomeprazol, phan nhém benzimidazol hay cac thanh phén khac trong cong
thirc.

— Esomeprazol khong nén diing ddng thoi véi nelfinavir.
CANH BAO VA THAN TRONG KHI DUNG THUOC

— Khi ¢6 sy hién dién cia bat ky triéu chimg nao (nhw gidm cin ddng k& khong chi ¥, nén
tai phat, khé nudt, nén ra méau hoic dai tién phan den) va khi nghi ng® hay bi loét da day, nén loai
trir bénh 4c tinh vi khi diéu tri bang Nexipraz 40 c6 thé 1am giam triéu ching va lam cham viéc
chin doan.

— Nhitng bénh nhan diéu tri dai han (dac bi€t nhitng ngudi diéu tri trén 1 nim) nén dugc
giam sat thuong xuyén.

— Bénh nhén diéu trj theo ché do khi cAn thiét nén lién hé véi bac si néu c6 céc triéu ching
thay dbi vé (déc tinh. Khi ke toa esomeprazol theo ché d¢ diéu tri cin thiét, nén xem xét dén mbi

lién quan vé turong tc véi cac thuoc khéc do ndng d6 esomeprazol trong huyét twong c6 thé thay
ddi.
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— Khi ké toa esomeprazol dé diét trir Helicobacter pylori, nén xem xét twong tac thudc c6 thé
xdy ra trong phic dd diéu tri 3 thudc. Clarithromycin 1a mot chét &rc ché manh CYP3A4 do d6
nén xem xét chéng chi dinh va tuong tac vdi clanthromycm khi ding phac d6 diéu tri 3 thuéc cho
nhiing bénh nhan dang dung c4c thuc khac chuyén hoéa qua CYP3A4 nhu cisaprid.

- Pibutr bang thudc &rc ché bom proton (PPI) c6 thé din dén ting nhe nguy co nhiém tring
dudng ti€u héa nhu Salmolella va Campylobacter.

— Khong khuyen cdo dung ddng thoi esomeprazol véi atazanavir. Néu su két hop atazanavir
v6i mot thudc e ché bom proton 1a khong tranh khoi, nén theo doi chit ché trén 14m sang khi
tang liéu atazanavir 1én 400 mg va két hgp v6i 100 mg ritonavir, khong nén dung qua 20 mg
esomeprazol. Esomeprazol 1a chit c ché CYP2C19. Khi bit diu hodc két thuc didu tri véi
esomeprazol, nén xem xét kha ning twong tic véi cac thudc chuyén héa qua CYP2C19. Tuong
tac gita clopidogrel va omeprazol da dugc ghi nhan, tuy nhién lién hé véi két qua 14m sang con
chwra chic chin. Do d6, @ dé phong, khong nén ding ddng thoi esomeprazol va clopidogrel.

Esomeprazol, cling nhu cic thudc khang acid khac, c6 thé lam giam hép thu vitamin B12
(cyanocobalamin) do sy giam hodc thiéu acid dich vi. Piéu nay nén dugc cin nhéc & nhitng bénh
nhan c6 giam dur trit vitamin B12 hoic ¢ yéu t6 nguy co giam hép thu vitamin B12 khi diu tri
dai han.

— P4 c6 cac bio cao vé giam magnesi mdu nang ¢ nhing bénh nhén diéu tri bang thubc PPI
nhu esomeprazol trong it nhét 3 thang, va trong da sb cac truong hop 14 trong 1 nim. Biéu hién
ndng cua giam magnesi mau nhu mét méi, co cimg, mé sang, co giat, chodng vang va loan nhip
thit c6 thé x4y nhung ciing c6 thé khoi phat 4m thim va khéng dugc luu tim. O da sb cac bénh
nhén, tinh trang gidm magnesi mau dugc cai thién sau khi sir dung liéu phdp magnesi thay thé va
ngung sir dung PPL Déi véi céc bénh nhan can dugc diéu tri kéo dai hodc nhimg bénh nhén dung
) dong thoi PPI va digoxin hoidc cac thuoc khéc c6 thé gay ha magnes1 mau (nhu cac thudc loi
tiéu), nhan vién y té nén c4n nhic dinh luorng nbng do magnesi mau trudce khi bt dau diéu tri voi
PPI va dinh ky theo ddi trong qua trinh diéu tri.

— Nguy co gay xuong: Cac thudc PPI dic blet khi dung 11eu cao va trong thoi gian dai (trén 1
nim), c6 thé ting nhe nguy co gy xuong hong, cb tay, cot sbng chu yéu 1a & nguoi cao tudi hoic
c6 sur hién dién cua cac yéu t6 nguy co khac. Nghién ctru quan sat cho thay rang thudc PPI ¢6 thé
1am ting nguy co giy xuong 1én khoang 10 — 40%. Mot truomg hop c6 thé con do cac yéu td nguy
co khac. Bénh nhan c6 nguy co bi lodng xuong cin dugc chim séc theo huéng din 1am sang hién
tai va can bd sung 1 lugng vitamin D, canxi thich hop.

— Lupus ban d6 ban cép & da (SCLE): Viéc sir dung cdc thudc PPI c6 lién quan dén d g
lupus ban dé ban chp & da. Néu ton thwong xéy ra, dic biét 1a & cac khu vuc da tiép xiic voi 4
nang, va néu di kém véi dau khép, bénh nhén nén dén co s& y té gan nhét dé dugc cham séc pa
hd tro, ddng thoi bac si diéu tri nén xem xét viéc ngung sir dung Nexipraz 40. Mot bénh nhan ¢
tdn thuong da dang lupus ban dé ban cip sau khi diéu tri véi mot thudc PPI c6 thé 1am ting nguy
co gap phan Umg twong tu véi cac thudc PPI khéc.

— Tuong tac v4i cac xét nghiém: Sy tang nong d6 Chromogranin A (CgA) c6 thé anh huéng
dén viéc phat hién céac khbi u thin kinh néi tiét. D& tranh su can thiép nay, nén dimg diéu tri véi
esomeprazol it nhit 1 5 ngay trudc khi do CgA.

SU DUNG THUOC CHO PHU NU CO THAI VA CHO CON BU
Phu nit co thai

Chua c6 du dit liéu 14m sang vé viéc ding Nexipraz 40 trén phu nit c6 thai. Khi ding IhSn hop
ddng phan racemic ciia omeprazol, dit liéu trén s6 lugng 16n phu nit ¢6 thai c6 dung thudc tir céc
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nghién ciru dich t& chig to thudc khong gdy di tat hoac ddc tinh trén bao thai. Céc nghién ciru vé
esomeprazol trén dong vét khong cho thay thudc c6 tac dong c6 hai truc tiép hay gian tiép trén sur

phat trién ciia phéi/thai nhi. Céc nghién ctru trén dong vt véi hén hgp racemic ciing khong cho -

thay c6 tac dong c6 hai truc tiép hay gian tiép trén tinh trang mang thai, su sinh né hodc sy phat
trién sau sinh. Cho nén phai than trong khi sir dung esomeprazol cho phu nir ¢6 thai.

Phu nit cho con bu

Chura biét esomeprazol c6 bai tiét qua sita me hay khong, vi vay khong nén dung Nexipraz 40 cho
phu nit dang cho con bu.

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

Esomeprazol c¢6 anh hudng nhe dén kha nang lai xe va sir dung mdy moc. Tac dung phu nhur
chéng mit (khong phd bién) va m& mét (hiém) di duoc bao céo. Néu bénh nhan bi anh hudng thi
khong nén l4i xe hay sir dung may moc.

TUONG TAC, TUONG KY CUA THUOC
Twong tic cia thudc

Anh huong ciia esomeprazol trén dwgc ddng hoc ciia cdc thudc khdc
Ddi véi nhitng thudc hdp thu phu thuéc dé pH

—  Thudc hdp thu phu thuéc dé pH: Tinh trang gidm do acid da day khi diéu tri bang
esomeprazol va cac PPI khac c6 thé lam giam hay tang sy hip thu cua céc thudc khac c6 co ché
hap thu phu thudc pH da day. Gibng nhur cac thudc 1am giam do acid da day khac, esomeprazol
c6 thé 1am giam sy hép thu ciia cic thudc nhu ketoconazol, itraconazol va erlotinib hodc tang su
hip thu cia digoxin khi dugc dung dong thoi. Ding dong thdi esomeprazol (20 mg/ngay) va
digoxin & céac dbi tuong khoe manh lam tang sinh kha dung cua digoxin khoang 10% ( lén dén
30% ¢ 2 trén 10 d6i twong nghién ctru). Hiém c6 céc bao cdo v& doc tinh cua digoxin. Tuy nhién,
can than trong khi dung esomeprazol liéu cao & nhitng bénh nhan cao tudi. Cin tang cuong theo
doi viéc diéu tri bang digoxin.

—  Chat tkc ché protease: Da c6 bdo co twong tac cua omeprazol v6i mét s6 thubc trc ché

protease. Chua r6 mirc d¢ nghiém trong trén 1am sang va co ché dang sau nhitng béo cdo tuong
tac da dwgc ghi nhén. Tang pH da day trong khi diéu tri v6i omeprazol c6 thé dan téi sy thay doi
hip thu ciia cac thudc trc ché protease, céc tuong tac khéc c6 thé Xay ra thong qua trc ché enzym
CYP2C19. Déi véi atazanavir va nelfinavir, néng 4o trong huyet thanh gidm d4ng ké khi ding
cing omeprazol, do 6 khong khuyén céo ding ddng thdi cac thudce nay.

O ngudi tinh nguyén khoe manh, sir dung dong thoi omeprazol (40 mg, 1 1in/ngay) va
atazanavir 300 mg/ritonavir 100 mg lam giam dang ké nong do va thoi gian tiép xuc atazanavir
(giam AUC, Cpax ,Cryin khoang 75%). Tang lidu atazanavir dén 400 mg da khong bu trir tic dong
ctia omeprazol trén ndng d6 va thoi gian tiép xiic atazanavir. Dang phéi hop omeprazol (20 mg, 1
lAn/ngay) véi atazanavir 400 mg ritonavir 100 mg & ngudi tinh nguyén khoe manh lam giam
khoang 30% ndng d6 va thoi gian tiép xiic atazanavir khi so sanh véi nong do6 va thoi gian tiép
xuc ghi nhén trong trudong hop ding atazanavir 300 mg/ritonavir 100 mg, 1 lan/ngay, ma khong
ding omeprazol 20 mg, 1 1an/ngay. Dung phédi hop véi omeprazol (40 mg, 1 1in/ngay) lam giam
tri s0 trung binh AUC, Cax ,Cpin ca nelfinavir khoang 36-39% va giam khoéang 75-92% tri s6
trung binh AUC, Cpax ,Cumin 012 chét chuyén héa hoat tinh c6 tac dung dugc ly M8.

Déi véi saquinavir (ding dbng thoi véi ritonavir), ndng d6 trong huyét thanh tang lén 80 —
100% khi diéu tri dong thoi véi omeprazol (40 mg x 1 1an/ ngay). Omeprazol va esomeprazol lidu
tir 20 — 40 mg x 1 14n/ ngay khong c6 anh huéng dang ké dén sinh kha dung va AUC cua céc
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thudc protease khac nhu darunavir, lopinavir (khi dung dong thoi véi ritonavir) va amprenavir (ké
ca c6 hodc khong dung dong thoi vé6i ritonavir). Piéu tri véi esomeprazol 20 mg, 1 lan/ngay,
khong anh hudng dén su tiép xuc cua amprenavir (st dung hay khong st dung dong thoi vai
ritonavir). Piéu tri véi omeprazol 40 mg, 1 lan/ngay, khong anh huéng dén su tiép xic cua
lopinavir (str dung ddng thoi véi ritonavir). Do tic dung dugc luc va cic dic tinh duge dong hoc
turong tu ciia omeprazol va esomeprazol, khong khuyen cdo sir dung esomeprazol ddng thoi véi
atazanavir va chéng chi dinh st dung esomeprazol dong thoi véi nelfinavir.
Thubc dwoc chuyén héa qua CYP2C19

— Esomeprazol tc ché CYP2C109, enzym chinh chuyen héa esomeprazol. Vi viy, khi
esomeprazol duoc ding chung véi cic thubc chuyen héa qua CYP2C19 nhu diazepam,
citalopram, 1m1pram1n clomlpramm phenytom ndng do6 cac thudc nay trong huyét tuong c6 thé

tang va phai giam liéu dung. Pidu nay cin dugc dic biét chu y khi ké toa esomeprazol theo ché
do diéu tri khi can thiét.

— Diazepam: Dung dong thoi véi esomeprazol 30 mg 1am giam 45% d¢ thanh thai diazepam
(mot co chét cua CYP2C19).

—  Phenytoin: Khi ding ddng thoi véi esomeprazol 40 mg lam tang 13% ndng do day cua
phenytoin trong huyét twong & bénh nhan dong kinh. Nén theo dai ndng d phenytoin trong huyét
turong khi bt ¢iu hay ngung diéu trj voi esomeprazol.

— Voriconazol: Omeprazol (40 mg, 1 lan/ngay) lam ting 15% C.. va 45% AUC cua
voriconazol (mdt co chéit cia CYP2C19).

—  Warfarin: Khi ding ddng thoi 40 mg esomeprazol & nguoi dang diéu tri bang warfarin
trong mot thir nghi€ém 1am sang cho thay thoi gian dong mau nam trong khoang c6 thé chip nhan.
Tuy nhién, trén thuc t& da c6 bao cdo vé mot sé trudong hop chi s6 INR: tang c6 y nghia. vé.1am

sang khi ding dong thoi 2 thudc trén. Nén theo dai bénh nhan khi bit diu. 'va khi chim dut sir

dung esomeprazol trén bénh nhan dang diéu trj bang warfarin hoic cdc din xudt coumarin khéc.

—  Cilostazol: Omeprazol ciing nhu esomeprazol, hoat dong nhu cac chit wrc ché CYP2C19.
Trong mét nghién ciru chéo, omeprazol st dung véi liéu 40 mg trén d6i trong khée manh da 1am
ting Cpax va AUC cua cilostazol tuong tmg 18% va 26% va Cpa va AUC clia mot chit chuyén
héa c6 hoat tinh cia n6 tuwong ng 29% va 69%. .

—  Cisaprid: O ngudi tinh nguyén khée manh, khi ding ddng thdi véi 40 mg esomeprazol,
AUC cua cisaprid tang 1€n 32% va thoi gian ban thai (t,;) cua cisaprid kéo dai thém 31% nhung
ndng do dinh cisaprid trong huyét twong ting 1én khong dang ké. Khoang QTc hoi kéo dai sau khi
dung cisaprid riéng 1¢, khong bi kéo dai hon nita khi ding dong thoi esomeprazol véi cisaprid.

—  Amoxicillin va quinidin: Esomeprazol dugc chimg t6 1 khong c6 tic dong dang ké vé 1am
sang trén dugc dong hoc cia amoxicillin va quinidin.

—  Naproxen hodc rofecoxib: Nhimng nghién ciru ngin han danh gia viéc st dung ddng thoi
esomeprazol v4i naproxen hodc rofecoxib chua xac dinh dugc bét cir tuong tac dugc ddng hoc
nao lién quan vé mit 14m sang.

—  Clopidogrel: Két qua tir cac nghién ciru trén céc dbi twong khée manh da chi ra twong tic
dugc dong/ dugce lyc (PK/PD) giita clopidogrel (heu nap 300 mg/ lidu duy tri hang ngay 75 mg)
va esomeprazol (40 mg udng 1 1an/ngay) din dén giam ndng d6 va thoi glan tlep xuc voi chat
chuyén hoa c6 hoat tinh ciia clopidogrel khoang 40% va gidm sy {rc ché tbi da két tap tidu chu
(gdy bdi ADP) khoang 14%. Khi so sanh véi clopidogrel don tri, ph01 hop clopidogrel véi
esomeprazol 20 mg va aspirin 81 mg cho thiy nong do6 va thoi gian tiép xuc véi chat chuyen hoa
¢6 hoat tinh cia clopidogrel vin giam di khodng 40%, tuy nhién mitc tc ché tbi da két tap tiéu
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cdu cia 2 nhém 1a twong dwong nhau. S$6 liéu chua nhat quéan vé biéu hién 14m sang cua tuong tac
dugc dong/duge luc cua esomeprazol trén céc bién ¢ tim mach chinh dd dugc bdo cdo tir cac
nghién cru quan sat va nghién ctu lam sang. Nham muc dich thin trong, viéc ding dong thoi
clopidogrel khong dugc khuyen khich.
Chua biét co ché

—  Methotrexat: Khi dung chung véi cac PPI, nong d6 methotrexat c6 thé tang ¢ mot s6 bénh
nhan. Cén phai xem xét viéc tam ngung esomeprazol khi sir dung methotrexat lidu cao.

— Tacrolimus: Ding dong thoi voi esomeprazol s& 1am ting ndng do cua tacrolimus can thuc
hién giam sat ndng do cua tacrohmus cling nhu chirc néng thén (d9 thanh théi creatinin) va didu
chinh liéu hrgng cua tacrolimus khi can thiét.

Anh hwong ciia cic thuéc khdc trén dwoc dong hoc ciia esomeprazol

— Esomeprazol dugc chuyen hoa bdi CYP2C19 va CYP3A4. Khi ding dong thoi
esomeprazol v6i mét chit trc ché CYP3A4 nhu clarithtromycin (500 mg x 2 1an/ ngay) c6 thé lam
tang gap d6i AUC cua esomeprazol. Dung dong thoi esomeprazol cung v6i mét chat trc ché ca
hai CYP2C19 va CYP3A4 c6 thé lam ting hon hai lan nong do va thoi gian tiép xuc cua
esomeprazol. Chat ttc ché CYP2C19 va CYP3A4 voriconazol lam tang AUC cia omeprazol 1én
280%. Khoéng can diéu chinh liéu esomeprazol thudong xuyén trong nhitng tinh huong nay. Tuy
nhién, s diéu chinh lidu cin duoc luu y & nhitng bénh nhan suy gan ning hoic diéu trj lau dai.

—  Céc thubc cam tng CYP2C19 hodc CYP3A4 hodc ca hai (nhu rifampicin) c6 thé 1am ting
chuyén héa va giy giam ndng do esomeprazol trong huyét thanh.

Twong ky ciia thudc

Do khong ¢6 cic nghién ciru vé tmh tuorng ky cua thuoc khong tron lan thuoc nay vdi cac thuoc
khac ! - S .

TAC DUN G KHONG MONG MUON CUA THUOC

Céc phan ting ngoai ¥ do thubc sau ddy dd dwgc ghi nhin hay nghi ngo trong cac chuong trinh
nghién ciru 1am sang cua esomeprazol va theo ddi sau khi dua thube ra thi truong. Khong c6 phan
{tng nao lién quan dén liéu dung. Céc phan mg nay dwgc xép theo tin suét Xay ra: Rét thuwong
gap > 1/10, thuong gap > 1/100 dén < 1/10; it gap > 1/1000 dén < 1/100; hiém gip > 1/10.000
dén < 1/1000, rit hiém gip < 1/10.000; chwra biét (khong thé du doan tir cac dit liéu dang c6).

Co quan/mirc do Tac dung phu

R6i loan mdu va hé bach huyét

Hiém Giam bach cau, giam tiéu cau.
R4t hiém Giam bach cau, gidm huyét cau

Réi loan hé tho”'ng mién dich

Hiém Phan (g qua man nhu s6t, phit mach than kinh, sbc
phan vé.

Réi loan chuyén héa va dinh dwéng

Hiém : Ha natri mau
It gap Phu ngoai bién
Chua r6 Gidm magnesi mau, gidm magnesi mau ndng c6 the

 lién quan dén giam calci mau.
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Ré6i loan tém than

It gap Mit ngu
Hiém Kich dong, It 13n, trAm cam
Rét hiém Hung héang, do giac

Réi loan than kinh

Thuong gap Pau diu
It gap Choéng mit, di cam, budn ngu
Hiém Réi loan vi gidc.

Réi loan mat

Hi€ém

Mo mat

Roi loan tai

it gap Su chong miit
Roi loan hé hap
Hiém

Co thét pﬁé q‘uén.

Roi loan tiéu héa

Thuong gap Pau bung, tdo bén, tiéu chay, diy hoi, ndn,budn nén.
It gap Kho miéng

Hiém Viém miéng, nhiém nim Candida dudng tiéu héa
Chua rd Viém dai trang vi thé.

Roi logn gan mat

it gap Men gan ting
Hiém Viém gan c6 hoic khdng c6 vang da
R4t hiém

Suy gan, bénh nio & bénh nhén c6 bénh gan tir trudc.

Da va réi loan mé dwdi da

it gap Viém da, ngira, phat ban, ndi mé day
Hiém Rung téc, nhay cdm 4nh séng




R4t hiém

Hong ban da dang, hdi ching Stevens-Johnson, hoai

tir biéu bi gy doc (TEN)

Chua rd

Lupus ban d6 ban cp & da

Co xwong khép, réi loan mé lién két

it gap Gay xuong hong, cb tay hodc cot séng.
Hiém DPau khép, dau co
R4t hiém Nhuoc co.

Roi loan than va tiét niéu

R4t hiém Viém than k&; & mot s6 bénh nhan suy than da dugc

bao c4do cung mot lic.

Réi loan chung

Hiém Mét mdi, tang ti€t mo hoi

Hé sinh san

RAt hiém

Nit héa tuyén vii & nam gi6i

QUA LIEU VA CACH XU TRi

Qua liéu

C6 rét it kinh nghiém vé viéc ding thudc qué liéu c6 chi y. Céc tridu chimg md ta khi dung lidu

280 mg 1a triéu chimg trén dudng tiéu hoa va trang thai suy nhugc. An toan khi ding lidu duy
nhit 80 mg x 1 l4n/ ngay.

Cach xw tri
Chura c6 thudc giai doc dac hiéu. ‘ |
Trong bt ky truong hop qua liéu, nén xir ly bang di€u tri triéu chimg va bién phap hd tro.

Khong dé loai trir bang phuong phap thdm tich mau do thude gin két manh véi protein huyét
tuong.

PAC TINH DUQC LUC HQC

ATC: A02B CO05.

— Esomeprazol la dang déng phén S- cua omeprazol va l1am giam su bai tlet acid da day bang
mdt co ché tic dung chuyén biét. Thudc 1a chét irc ché dic hiéu bom acid & té bao thanh. Ca hai
dang ddng phan R- va S- clia omeprazol déu c6 tac dong dugc luc hoc tuong tu.

—  Co ché tdc dong: Esomeprazol 1a mot base yéu, dugc tap trung va bién dbi thanh dang c6
hoat tinh trong mdi truong acid cao & ong tiéu quan ché tiét cua té bao thanh, tai day thudc wrc ché
men H/K" - ATPase (borm acid) va wrc ché ca sur tiét dich co ban 14n su tiét dich do kich thich.

— Tdc déng lén su tiét acid dich vi: Sau khi ding liéu ubng esomeprazol 20 mg va 40 mg,
thudc khoi phat tic dong trong vong 1 gid. Sau khi dung lap lai lidu esomeprazol 20 mg, 1
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1An/ngay trong 5 ngay, su tiét acid tbi da trung binh sau khi kich thich bing pentagestrin giam
90% khi do & thoi dlem 6-7 gid sau khi diing thubc & ngay thir 5.

Sau 5 ngay dung liéu uéng esomeprazol 20 mg va 40 mg, d6 pH trong da day > 4 da dugc duy tri
trong thoi gian trung binh twong Ung 1a 13 va 17 gid trong vong 24 gid ¢ bénh nhan trdo ngugc
da day thuc quan c6 triéu chimg. Ty 1€ bénh nhén duy tri d6 pH trong da day > 4 t5i thiéu trong 8,
12 va 16 gi¢ twong tng 13 76%, 54% va 24% d6i véi esomeprazol 20 mg va 97%, 92% va 56%
d6i véi esomeprazol 40 mg.

Khi dung AUC nhu' mot tham s dai dién cho ndng do thuoc trong huyét twong, nguoi ta chimg
minh dugc c6 mbi quan hé giita su trc ché tiét acid véi ndng d9 thudc va thoi gian tiép xuc.

—  Tdc dong tri ligu ciia su tec ché acid: Khi ding esomeprazol 40 mg, khoang 78% bénh

nhan viém thyc quan do trdo ngugce dugce chita lanh sau 4 tudn va khoang 93% duoc chita lanh
sau 8 tudn.
Trong mot nghién ciru ngiu nhién, mu d6i, d6i chimg véi gia dugc, bénh nhin da chin doan xac
dinh xuét huyét tiéu héa qua ndi soi theo phan loai Forrest Ia, Ib, Ila or IIb (chiém ti 16 twong img
12 9%, 43%, 38% va 10%) dugc diéu trj ngau nhién v6i esomeprazol dung dich ti€m truyén
(n=375) hodc gia dugc (n=389). Sau khi diéu tri ndi soi d& cAm maéu, bénh nhan duoc cho dung
gia dugc hodc duge truyén tinh mach lidu cao 80 mg esomeprazol trong 30 phit va tiép theo
truyen tinh mach lién tuc 8 mg/gi® trong 72 gid. Sau 72 gio dau diéu tri, tAt ca bénh nhan dugc
tiép tuc dleu tri khéng tiét acid bing esomeprazol 40 mg dang uong, nhan m¢ trong 27 ngay. Ty
1¢ tai xuat huyét xay ra trong vong 3 ngay 1a 5,9% & nhom dugc dleu tri bing esomeprazol so v6i
gia dugc 1a 10,3%. Vao ngiy thir 30 sau khi diéu tri, ty 18 tai xuit huyét & nhém diéu tri bing
esomeprazol so véi gia dugce 1a 7,7% so véi 13,6%.

— Cdc tdc dong khdc c6 lién quan dén sw vkc ché acid: Trong qua trinh diéu tri bang thube
khéang tiét acid dich vi, néng do gastrin huyet thanh tang dap Ung v6i sy giam acid dich vi. Nong
d6 CgA ciing tang do su gidm acid dich vi. Sy tang nong d6 CgA c6 thé can thlep vao su do tim
khéi u ndi tiét. Cac bio cdo y van chi ra ring nén ngung diéu tri bang cic thudc wc che bom
proton it nhit 5 ngay trude khi dinh lugng CgA. Néu néng d6 CgA va gastrin khong tr& v& binh
thuong sau 5 ngay, nén tién hanh dinh lugng lai sau 14 ngay ké tir khi dimg sir dung esomeprazol.
Tang s6 té bao ECL c6 1& do ting ndng dd gastrin huyét thanh d3 duoc ghi nhin & ca tré em va
ngudi 16n khi diéu tri dai han véi esomeprazol. Piéu nay duoc coi 1a khong ¢ y nghia lam sang.
Sau thoi gian diéu tri bang thudc khang tiét acid dich vi da ghi nhén sy tang nhe tan suét xudt
hién nang tuyén da day. Nhitng thay dbi nay, 1 do rc ché bai tiét acid dich vi, thi lanh tinh va c6
thé phuc hdi dugc.

’ Giam acid da day do bét ky nguyén nhén nao, ké ca dung thudc wrc ché bom proton, 1am
tang sé lwong vi khuin thuong tra trong dudng tiéu hoa. Piéu tri bang thudc trc ché bom proton
c6 thé 1am ting nhe nguy co nhiém khuén dudong tiéu héa do Salmonella va Campylobacter, va
c6 thé 1a Clostridium difficile trén bénh ndi tru.

Trong hai nghién ctru ding ranitidin nhu 1a thubc so sanh, esomeprazol chimg té c6 hiéu
qua t6t hon 1am lanh céc vét loét da day & bénh nhin dang ding NSAID, ké ca thuéc NSAID
chon loc trén COX-2.

Trong hai nghién ciru c¢6 d6i chimg véi gia dugc, esomeprazol cho thiy c6 hiéu qua tét hon trong
viéc ngan ngira loét da day va ta trang & bénh nhan ding thuc NSAID (c6 do tudi > 60 va/hodc
bi loét truéc d6), ké ca thudc NSAID chon loc trén COX-2.

— Tré em: Trong mdt nghién ciru trén bénh nhi bi trdo ngugc da day thuc quan (<1 tudi dén
17 tudi) duge didu tri bing PPI dai han, 61% sb tré c6 tang san nhe té bao ECL khong c6 ¥ nghia
1am sang va khong phat trién viém da day teo hay khéi u dang ung thu.
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Hap thu

Esomeprazol dé bi huy trong méi truong acid va duge uong duéi dang vi hat tan trong rudt.
Esomeprazol dugc hép thu nhanh, nong d¢ dinh trong huyét twong dat duoc khoang 1 -2 gi& sau
khi ubng. Sinh kha dung cua liéu don 40 mg khoang 64% va tang 1én khoang 89% sau khi dung
lidu lap lai 1 14n/ ngay. Thirc &n lam chim va giam sy hap thu esomeprazol, mic du diéu nay
khong anh huéng dang ké tic dong cua esomeprazol 1én su tiét acid da day.
Phin bo

Thé tich phén bo khi nong d6 thudc 6n dinh & ngudi khoe manh 1a 0,22 L/kg trong lugng co thé.
Esomeprazol gin két v6i protein huyét twong 13 khoang 97%.

Chuyén héa
Esomeprazol dugc chuyen héa hoan toan qua hé thong cytochrom P450 (CYP). Esomeprazol
dugc chuyén hoa chii yéu nhy CYP2C19 thanh céc chét chuyén héa hydroxy va desmethyl khong
con hoat tinh. Phin con lai dwgc chuyén héa phu thuoc vao CYP3A4, tao thanh esomeprazol
sulfon, 14 chit chuyén hoéa chinh trong huyét tuong.

Thai troe
Téng @b thanh thai huyét twong khoang 17 L/ gi®s sau khi ding lidu duy nhét va khoang 19 L/ gio
sau khi ding liéu 13p lai. Thoi gian bén thai trong huyét trong 1a khoang 1,3 gio sau khi 13p lai
lidu 1 140/ ngay. Esomeprazol dugc thai trir hoan toan khoi huyet tuong giita cac lidu va khong c6
khuynh huéng tich liy khi dung 1 1an/ ngay. Khoang 80% liéu udng dugc thai trir dudi dang cac
chét chuyen hoa qua nudc tiéu, phan con lai dugc thai trir qua phan. Duéi 1% thudc duoc thai trir
qua nude tiéu dudi dang khong dbi.
Dugc dong hoc cua esomeprazol da dugc nghién ciru véi liéu 1én dén 40 mg, 2 lin/ngay. Dién
tich dudi duong cong biéu dién nbng d6 trong huyét tuong theo thoi gian (AUC) tang 1€n sau khi
dung 13p lai esomeprazol. Su tang nay phu thudc theo liéu vaty 1€ gia taing AUC nhxeu hon ty 1€
Tiéu sau khi dung lidu lap lai. Su phu thudc vao thoi gian va liéu ding nay 1a do s giam chuyén .
hoa & giai doan ddu qua gan va gidm d¢ thanh thai toan thén c6 1€ do su {rc ché men CYP2C19
clia esomeprazol va/hoic chit chuyén héa sulphon.
Nhom bénh nhan ddac biét:

—  Chuyén héa kém do thiéu CYP2C19: Khoang 2,9 + 1,5% bénh nhén khéng c6 men chirc
ning CYP2C19 va duoc coi 1a nhém ngudi chuyén héa kém. O nhitng ngudi nay, chuyén héa cia
esomeprazol dugc xuc tac chii yéu boi CYP3A4. Sau khi dung liéu lap lai esomeprazol 40 mg, 1
1in/ngay, AUC trung binh & ngudi chuyén hoa kém cao hon khoang 100% so v6i bénh nhén c6
men chirc ning CYP2C19 (nh6m ngudi chuyén héa manh). Nong db dinh trung binh trong huyét
twong ting khoang 60%. Tuy nhién, nhitng ghi nhan nay khéong lién quan dén lidu luong
esomeprazol.

—  Gidi tinh: Sau khi dung lidu don esomeprazol 40 mg, AUC trung binh & phu nir cao hon
nam gi6i khoang 30%. Khéng ghi nhén c6 su khac biét giita cac gidi tinh sau khi dung lidu 1 1an/
ngay ldp lai. Nhirng ghi nhan nay khong li€én quan dén liéu lrong esomeprazol.

- Suy gan: Sy chuyén hoa esomepraZOI s& suy giam & nhitng bénh nhan rdi loan chirc ' nang
gan tir nhe dén vira. Ty 1¢ trao ddi chét giam & nhimg bénh nhan suy gan ning s& lam ting gip ddi
AUC cua thubc. Vi vay, khong nén dung qua 20 mg/ ngdy & nhitng bénh nhén suy gan ning.
Esomeprazol hodc cic cht chuyén héa cla thudc khong c6 xu huéng tich lity véi lidu 1 1an/
ngay.

—  Suy thén: Chua c6 nghién ctru dugc thyc hién & bénh nhén suy than. Vi than chi chju trach
nhiém dao thai cho cac chat chuyén hoéa cia esomeprazol ma khong cho hop chit gbc, do do6 c6
thé cho rang su chuyen héa cla esomeprazol khong bi thay ddi & bénh nhan suy than.

—  Ngwoi cao tudi: Su chuyén hoa cua esomeprazol khong thay d6i dang ké & bénh nhén cao

tudi (71 — 80 tudi).
o




— Tré vi thanh nién 12 — 18 {uéi: Sau khi sir dung liéu lap lai 20 mg va 40 mg esomeprazol,
AUC va thoi gian dat nong do toi da trong huyét twong (tma) ¢ tré 12 -18 tudi twong tw nhu &
nguodi I6n d6i vai ca hai lieu esomeprazol.

QUY CACH PONG GOI

Ep vi bam Al/Al. Hop 05 vi x 07 vién nang cimg khang dich vi.

PIEU KIEN BAO QUAN

Béo quén noi khd, dudi 30°C, tranh anh sang.

HAN DUNG

36 thang ké tir ngay san xuit. Khong ding thudc qua thoi han sir dung.

TIEU CHUAN CHAT LUQNG CUA THUOC

Theo TCCS

TEN, PIA CHI CUA CO SO SAN XUAT

Tén co s& san xuat: CONG TY CO PHAN DUGC PHAM BOSTON VIET NAM.

Dia chi: S6 43, Puong sé 8, KCN Viét Nam - Singapore, phuong Binh Hoa, thi x4 Thuan An,
tinh Binh Duong, Viét Nam.

DPién thoai: 02743 769 606 Fax: 02743 769 601
Email: boston@bostonpharma.com.vn.
Binh Duong, ngayddthdngQdnam 2018
PHO TONG GIAM POC CONG TY PANG KY




