T0'HUGNG DAN SUDUNG

MEXLO 40

THUGC NAY CHi DUNG THEO DON THUGC.
DEXATAM TAY TRE EM.
DOCKT HUGNG DAN SU DUNG TRUGC KHI DUNG.
THANH PHAN: Mdi vién nén bao phim tan trong rudt chifa:
Thanh phdn dugc chit:
Esomeprazol (dudi dang Esomeprazol magnesi trihydrat) 40mg
Thanh phan td dugc: Microcrystallin cellulose 101, manitol, magnesi oxyd, hydroxy propyl cellulose - L, crospovidon, magnesi stearat,
Methacrylic Acid and Methyl Methacrylate Copolymer, hydroxypropyl methyl cellulose 6¢Ps, triethyl citrat, titan dioxyd, talc,
erythrosin lake va Ind|g0 carmin lake.
DANG BAO CHE: Viién nén bao phim tan trong rudt. Vién nén bao phim hinh béu duc, mau tim, hai mét tron.
cHi DINH DIEV TRI:
Nguailon:
Bénh trao ngugc da day - thuc qudn (GERD):
- Diéu tri viém xudc thyc quén do trao ngugc.
Diéu trj kéo dai sau khi da diéu tri phong ngira tdi xudt huyét do loét da day td trang bing dudng tinh mach.
Diéu trj héi ching Zollinger Ellison.
Tré vi thanh nién ti 12 tudi trg Ién:
Bénh trao nguge da day - thuc qudn (GERD):
-Diéu tri viem xudc thuic quén dotrao ngugc.
LIEV LUUNG VA CACH DUNG:
Liéu lugng:
Nguai lon:
Bénh trao nguoc da day - thuc qudn (GERD):
- Diu tri viém xudc thuc qudn do trao ngugc: 40 mg, 11an/ngay trong 4 tudn. Nén diéu tri thém 4 tudn nita cho bénh nhén viém thyc
quan chua dugc chita lanh hay van ¢6 triéu chiing dai dang.
Diéu tri kéo dai sau khi da diéu tri phong ngira tdi xudt huyét do loét da day td trang bdng dudng tinh mach:
40mg, 11an/ngay trong 4 tuan sau khi da diéu tri phong ngira tdi xudt huyét do loét da day ta trang bang dung tinh mach.
Diéu tri hoi ching Zollinger Ellison: Liéu khdi dau khuyén céo la esomeprazol 40 mg, 2 lan/ngay. Sau do diéu chinh liéu theo dap
(ing cta tirng bénh nhan va tiép tuc diéu tri khi con chi dinh vé mét 1am sang. Cac di liéu 1am sang cho thay phan I6n bénh nhan dugc
kiém sodt vi esomeprazol liéu tir 80-160 mg/ngay. Khi liéu hang ngay |6n han 80 mg, nén chia liéu dung thanh 2 l&n/ngay.
Dai tugng ddc biét:
Tré vi thanh nién tir 12 tudi trg Ién:
Bénh trao ngugc da day - thuc qudn (GERD)
- Biéu trj viém xudc thc quan do trao ngugc: 40 mg, 11an/ngay trong 4 tuan. Nén diéu tri thém 4 tuan nifa cho bénh nhan viém thyc
quan chua dugc chita lanh hay van c6 triéu chiing dai dang.
Tré em durgi 12: Khong dung thudc nay cho tré em dudi 12 tudi, nén chqn ding dang bao ché khdc thich hgp hon.
Nguai ton thuong chitc nding thdn: Khong can phdi diéu chinh liéu & bénh nhan ton thuong chitcnang than. Do it kinh nghiém vé
viéc dung thudc & bénh nhan suy than nang, nén than trong khi diéu tri & céc bénh nhan nay.
Ngudi ton thuong chiicndng gan: Khong can pha| diéu chinh liéu & bénh nhan ton thuong gan & mic d tir nhe dén trung binh. O
bénh nhan suy gan nang, khong nén ding qua liéu t6i da 20 mg esomeprazol.
Ngudi cao tudi: Khong can diéu chinh liéu 6 ngum cao tudi.
Gach ding: Thudc ding qua duang udng, nén uong thudc trudc khi an 1 glc
Nudt cé vién thudc véi mot lugng nudc. Khong nén nhai hogc nghién nét vién thudc.
CHONG CHI DINH:
-Tién suqua man vdi esomeprazol, phan nhém benzimidazol hay céc thanh phan khdc trong cong thtc.
- Khong nén st dung esomeprazol d6ng thi vdi nelfinavir
CANH BAO VA THAN TRONG KHI U DUNG:
Khi c6 su hién dién bat ky mot triéu chung bdo dong nao (nhu la gidm cén dang ké khong cha y, non tai phét, khé nudt, non ra méu
hay dai tién phan den) va khi nghl ngd hodc bj loét da day nén loai trir bénh 1§ ac tinh vi diéu tri bing esomeprazol 6 thé lam giam
triéu chiing va lam cham tré viéc chan doan.
Dleu tritiong thm glan dai: Benh nhan d|eu t thdl gian da| (dac blet nhung nquoi da diéu tri hdn 1 nam) nén duoc theo d0| thuong xuyen

ke toa esomeprazol theo ché do diéu tri khi can thiét, nén xem xét dén méi lién quan vé tuong tac vi cac thudc khac do nong do
esomeprazol trong huyét tuong 6 thé thay ddi.

- Digt trir Helicobacter pylori: Khi ké toa esomeprazol dé diét trir Helicobacter pylori, nén xem xét cac tuong tc thudc o thé xdy ra trong
phdc do diéu tri 3 thudc. Clarithromycin la chdt tc ché manh CYP3A4 va vi thé nén xem xét chdng chi dinh va tuong tac d6i véi
dlarithromycin khi diing phac d6 3 thudc cho bénh nhan dang diing céc thudc khac chuyén hoa qua CYP3A4 nhu cisaprid.

- Nhiém khudn du6ng tiéu héa: Diéu tri bang thudc ttc ché bom proton ¢6 thé lam tang nhe nguy co nhiém khudn dutng tiéu héa do
Salmonella va Campylobacter

- Suthdp th vitamin B12: Esomeprazol, ciing nhu céc thudc khang acid khac, ¢ thé 1am gidm hp thu vitamin B12 (cyanocobalamin) do
su giam hogc thi€u acid dich vi. Diéu nay nén dugc can nhic & nhiing bénh nhan ¢6 gidm dy tr vitamin B12 hodc c6 yéu t6 nguy co
gidm hdp thu vitamin B12 khi diéu t dai han.

- Gidm magnesi mdu: Da ¢6 cac bdo cdo vé gidm magnesi mau ngng & nhiing bénh nhan diéu tri bang thudc e ché bom proton (PPI)
nhuesomeprazol trong it nhat 3 thang, va trong da'sé cac truong hop [ trong Tnam. Biéu hién néng cla gidm magnesi mau nhu mét
mi, co cting, mé séng, co g|at chodng vang valoan nhlpthat 6 thé xdy ra nhung khai phét am tham va khong duoc uu tam. ( da s6
cachénh nhan, tinh trang giam magnesi mau dugc ci thién sau khi st dung liu phap magnesi thay thé va ngiing sit dung PPI.

- Gay xuomg: Cac thudc ttc ché bom proton, dac bit khi dung liéu cao va trong thoi gian dai (> 1nam), ¢6 thé lam ting nhe nguy co gay
xuong hong, xuong ¢ tay va cot sang, dac biét & bénh nhan cao tudi hoac khi c sy hién dién cia yéu t6 nquy co khéc. Cac nghién cu
quan sat chi ra rang cac thudc tic ché bom proton cd thé lam tang tdng thé nguy co gay xuong khodng 10-40%. Mot phan trong mic
tang nay 6 thé do céc yéu t6 nguy co khéc. Bénh nhan ¢6 nguy co loang xuong nén dugc cham séc theo cac hugng dén 1am sang hién
hanh va nén dugc bé sung mot lugng vitamin D va calcium thich hop.

- Lupus ban @6 bdn cdp: Thudc e ché bom proton ¢6 lién quan dén céc trudng hgp lupus ban dd ban cap khong thutng xuyén. Néu xd ra
t0n thuong, dac biét 1a & ving da tiép xtc véi dnh ndng mét trdi, va néu co kem dau khdp, bénh nhén nén dugc trg gidp va cham soc
vé y té, xem xét ngitng esomeprazol. Bénh nhan da bi lupus ban @ ban cap truic dé véi thudc tic ché bom proton cd thé cd nguy c
SCLE cao hon vdi cac thudc tc ché bom proton khac.

- Phdi hp thudc:

+ Khong khuyén cdo diing déng thai esomeprazol vdi atazanavir. Néu sy phdi hgp atazanavir vdi thudc tic ché bom proton la khong
thé trénh khoi, can theo dai chat ché trén lam sang khi tang liéu atazanavir dén 400 mg két hop véi 100 mg ritonavir; khang nén st
dung qud 20 mg esomeprazol.

+ Esomeprazol 1a chét tic ché (YP2C19. Khi bt dau hay két thiic diéu tri véi esomeprazol, can xem xét nguy ¢o tuong téc thudc véi cac
thudc chuyén hoa qua CYP2C19. a o ghi nhan tuong tac gia clopidogrel va omeprazol. Khong rd méi lién quan 1am sang cda tuong
tac nay. Nhu a mot bién phép than trong, khong khuyén khich dung dong thdi esomeprazol va clopidogrel.

+Dai vdi cic bénh nhan can dugc diéu tri kéo dai hodc nhitng bénh nhan duing ddng thai PPl va digoxin hodc cac thudc khac c6 thé gay
ha magnesi mau (vi du nhu céc thuc Igi tiéu), nhan vién y té nén can nhac dinh lugng ndng do magnesi mau trudc khi bat déu diéu
tri PPl va dinh ky theo ddi trong qua trinh diéu tri.

Tirong tdc vdi cdc xét nghiém

Sutang nong o Chromogranin A (CgA) cd thé can thiép vao viéc do tim cac khdi u than kinh ngi tiét. Nhdm trénh s can thiép nay, nén
tam thoi nglng diéu tri bang esomeprazol it nhat nam ngay trudc khi dinh lugng.

TRUGNG HGP €O THAI VA CHO CON BU:

Phu nit cd thai

Chua co du di iéu 1am sang vé viéc diing esomeprazol trén phu ni ¢6 thai. Khi dung hon hgp dong phan racemic cia omeprazol, dit
liéu trén 6 lugng I6n phu ni c6 thai cd duing thudc tif cdc nghién citu dich té chitng to thudc khong gay di tat hogc ddc tinh trén bao
thai. Céc nghién citu vé esomeprazol trén dong vt khong cho thdy thuc d tac ddng c6 hai tryc ti€p hay gian tiép trén sy phat trién
ctia phoi/thai nhi. Cac nghién ctu trén dong vat vi hon hop racemic ciing khang cho thay ¢6 téc dong c6 hai truc tiép hay gian tiép trén
tinh trang mang thai, su' sinh nd hodc su phat trién sau sinh. Nén than trong khi ké toa cho phu nif ¢d thai.

Phu nit cho con bii

Ngui ta chua biét esomeprazol 6 tiét qua siia me hay khang. Khong c6 nghién ciiu nao trén phy ni cho con bi dugc thuc hign. Vi vay,
khdng nén ding esomeprazol trong khi cho con bi.

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

Khang ghi nhan dugc bat ky téc dong nao.

TUONG TAC, TUONG KY V01 CAC THUOC KHAC VA CAC DANG TUONG TAC KHAC:

Turong tdc ciia thudc: Nhiing nghién clu vé tuong téc thuc chi dugc thuc hign trén ngudi lon.

Tdc déng ciia esomeprazol trén dugc déng hoc ciia cdc thudc khdc

Thudc tic ché protease

-Di c6 bdo céo rang omeprazol tuong téc vdi mgt 6 chdt e ché men protease. Chua rd tam quan trong vé 1am sang va co ché téc dong
clia cdc tuong tac da dugc ghi nhan. Tang d9 pH da day trong qua trinh diéu tri véi omeprazol ¢6 thé dan tdi thay ddi su hap thu cla
chit tic ché men protease. (o ché tuong tac khdc c6 thé xdy ra la thong qua sy tc ché enzym CYP2(19.

-D3i vdi atazanavir va nelfinavir, giam nong do thudc trong huyét thanh da dugc ghi nhan khi dung chung vdi omeprazol, do d khong
khuyén cdo dung déng thi céc thudc nay. 0 ngui tinh nguyen khde manh, sif dung dong thai omeprazol (40 mg, 11an/ngay) va
atazanavir 300 mg/ritonavir 100 mg lam gidm dang k& nong d0 va thai gian t|ep Xiic atazanavir (glam AUC,C, vaC . khodng75%).
Tang liéu atazanavir dén 400 mg da khong b trif tac dong cia omeprazol trén ndng @6 va thai gian tiép xic atazanavr.

- Diing phoi hop omeprazol (20 mg, 11an/ngay) vdi atazanavir 400 mg/ritonavir 100 mg & ngudi tinh nguyén khoe manh lam gidm
khodng 30% ndng do va thdi gian tiép xic atazanavir khi so sanh véi ndng d9 va thai gian tiép xdc ghi nhan trong trutng hop diing
atazanavir 300 mg/ritonavir 100 mg, 11dn/ngay ma kh6ng dung omeprazol 20mg, 1 Ian/ng‘ay Diing phdi hop véi omeprazol (40mg,1
&n/ngay) lam gidm tri 6 trung binh AU, C_ vaC___clia clia nelfinavir khodng 36-39% va gidm khodng 75-92% tri s6 trung binh AUC,
(. vaC ciachat chuyén héa hoat tinh o 3tic dong dugc ly M8.

- B vei saqulnavu (st dung ddng thoi vdi ritonavir), tang ndng do thudc trong huyét thanh (80-100%) khi diing déng thai véi
omeprazol (40 mg, 11an/ngay). Diéu tri véi omeprazol 20 mg, 11an/ngay, khong &nh hudng dén su tiép xic cta darunavir (khi dung
d0ng thoi vdi ritonavir) va amprenavir (khi diing dong thoi vdi ritonavir). Diéu trj véi omeprazol 20 mg, 11an/ngay, khong dnh hudng
dén su tiép xtc amprenavir (st dung hay khng sit dung vdi ritonavir). Biéu tri véi esomeprazol 20 mg, 11an/ngay, khong anh hudng
dén sy tiép xuc cia amprenavir (st dung hay khong sit dung dong thdi vdi ritonavir). Biéu tri vdi omeprazol 40 mg, 11an/ngay khong
&nh hudng tdi su tiép xuc cta lopinavir (st dung dong thoi vdi ritonavir). Do téc dng durc Iuc va cac déc tinh dugc dong hoc tuong ty
cla omeprazol va esomeprazol, khong khuyén céo st dung esomeprazol dong thai vdi atazanavir va chng chi dinh st dung
esomeprazol dong thoi vdi nelfinavir.

Methotrexat: Nong do methotrexat & mgt s6 bénh nhan tang khi dung phdi hop vai PPI. Cn xem xét tam thai ngung esomeprazol &
bénh nhan diéu tri methotrexat liéu cao.

Tacrolimus: Dung ddng thdi vdi esomeprazol lam téng ndng do tacrolimus trong huyét thanh. Theo ddi nong d9 tacrolimus ciing nhu
chitcnang than (do thanh thai creatinin) va diéu chinh liéu tacrolimus néu can.

Ddi vdi nhing thudc hdp thu phu thudc @ pH: Tinh trang gidm d9 acid da day khi diéu tri bng esomeprazol va cc PPl khéc c6 thé lam
gidm hay tang s hdp thu cta céc thudc khac ¢6 co ché hap thu phu thugc pH da day. Giong nhu cdc thudc lam gidm d9 acid da day
khac, su hdp thu cta céc thudc nhu ketoconazol, itraconazol va erlotinib ¢6 thé gidm va sy hép thu cla digoxin ¢ thé tang én trong
khi diéu tri vi esomeprazol. Diing ddng thoi omeprazol (20 mg/ngay) va digoxin & cac ddi tugng khde manh lam téng sinh kha dung cta
digoxin khodng 10% (Ién dén 30% & 2 trén 10 d6i tugng nghién ctiu). Hiém c6 cac bdo cdo vé doc tinh cia digoxin. Tuy nhién, can thén
trong khi duing esomeprazol liéu cao ¢ bénh nhan cao tudi. Can tang cudg theo dgi diéu trj béng digoxin.

Nhiing thudc chuyén héa qua CYP2C19: Esomeprazol (fc ché CYP2C19, men chinh chuyén héa esomeprazol. Do vay, khi esomeprazol
dugc dung chung véi céc thudc chuyén hoa bang CYP2C19 nhu diazepam, citalopram, imipramin, clomipramin, phenytoin. .., ndng do
cdc thudc nay trong huyét tuong c6 thé tang va can giam liéu dung. iéu nay can dugc dac biét chi y khi ké toa esomeprazol theo ché do
diéu tri khi can thiét.

Diazepam: Dung dong thoi véi esomeprazol 30 mg lam giam 45% do thanh thdi diazepam (mot o chdt cia (YP2(19).

Phenytoin: Khi dung ddng thai vdi esomeprazol 40 mq lam tang 13% ndng do ddy (trough) cdia phenytoin trong huyét tuong & bénh
nhan dong kinh. Nén theo ddi nong do phenytoin trong huyét tuong khi bat dau hay ngung diéu trj véi esomeprazol

Voriconazol: Omeprazol (40 mg, 11dn/ngay) lam tang 15% (., va45% AUC clia voriconazol (mdt co chat ctia CYP2(19).

Cilostazol: Omeprazol, ciing nhu esomeprazol, hoat dong nhufCéc chit d ché CYP2C19. Trong mot nghlen c(u chéo, omeprazol st dung
Vi liéu 40mg trén d6i tugng khde manh da lam tang (., va AUC clia cilostazol tuong ing 18% va 26% va C_ va AUC cla mdt chat
chuyén hoa c6 hoat tinh cda né tutong ting 29% va 69%."

isaprid: O nqudi tinh nguyén khoe manh, khi ding chung véi 40 mg esomeprazol dién tich dudi dutng cong biéu dién néng do
cisaprid trong huyét tuong theo thaf gian (AUC) tang &n 32% va thof gian ban thai cisaprid kéo dai thém 31% nhung néng dé dinh
cisaprid trong huyét tuong tang Ién khong dang k€. Khoang QTc hoi kéo dai sau khi dung cisaprid riéng I&, khang b kéo dai hon nita
khi dung ddng thai cisaprid véi esomeprazol.

Warfarin: Khi dung dong thai 40 mg esomeprazol 6 ngugi dang diéu tri béng warfarin trong mot tht nghiém [am sang da cho thdy thai
gian dong méu & trong khodng c6 thé chdp nhan. Tuy vay, sau mdt thoi gian luu hanh thudc da ghi nhan cd mot s6 rat hiém trutng hop
tang INR dang ké trén [am sang khi diéu trj dong thoi hai thudc trén. Nén theo ddi bénh nhan khi bét dau va khi cham diit diéu tri dong
thai esomeprazol vi warfarin hodc cac dan chat khac cdia coumarin.

(lopidogrel:

- Két qua tir cdc nghién cGu trén doi tugng khde manh da chi ra tuong téc Dugc dong/Dugc Iuc (PK/PD) gita clopidogrel (liéu nap 300
mg/liéu duy tri hang ngay 75 mg) va esomeprazol (40 mg udng 1 1an/ngay) dan dén giam ndng do va thai gian tiép xuc vdi chdt chuyén
héa ¢ hoat tinh cia clopidogrel trung binh 40% va giam st tc ché t6i da két tap tiéu cau (gdy ra bdi ADP) trung binh 14%.

- Trong mdt nghién cGu trén nguai khde manh, khi stt dung dong thai clopidogrel véi phdi hgp liéu 6 dinh esomeprazol 20 mg + ASA 81
mag, nong 9 va thdi gian tiép xic cda chét chuyén hoa cd hoat tinh clia clopidogrel gidm gan 40% so véi sit dung clopidogrel don thuan.
Tuy nhién, mic d6 toi da tc ché két tap tiéu cau (gdy bdi ADP) trén nhitng d6i tugng nay Ia nhu nhau ¢ nhém dlopidogrel don thuan va
nhém clopidogrel phdi hgp véi (esomeprazole + ASA).

- S liu chuia nhét quan vé biéu hién1am sang cla tuong tac Dutac dong/Duoc lyc cia esomeprazol trén cac bién ¢ tim mach chinh dd dugc
bdo cdo tir cc nghién cdu quan sdt va nghién cGu 1am sang. Nham muc dich thn trong, viéc dng ddng thai clopidogrel khdng dugc
khuyén khich.

Amoxicillin va quinidin: Esomeprazol da dugc chiing t0 I khong c6 téc dong dang ké vé lam sang trén dugc dong hoc ctia amoxicillin,
quinidin.

Naproxen hodc rofecoxib: Nhiing nghién cu ngdn han dénh gid viéc sudung dong thai esomeprazol vdi naproxen hay rofecoxib chua xéc
dinh dugc bat (utmmg tac dugc dong hoc nao lién quan vé mat [dm sang.

Anh huéng cira cdc thudic khdc trén duge dong hoc ciia esomeprazol

Esomeprazol dugc chuyén hda bdi CYP2C19 vi CYP3A4: Khi duing ddng thoi esomeprazol véi mot chét tc ché CYP3A4, clanthromycm
(500mg, 2 Ian/ngay) fam tang gap di dién tich dui dong cong (AUC) clia esomeprazol. Diing dong thoi esomeprazol cimg vdimot chit

{ic ché c hai (YP219 va (YP3A4 ¢6 thé lam tang hon hai lan ndng 9 va thoi gian tiép xic i esomeprazol. Chét tic ché (YP2(19 va (YP3A4
voriconazol [am tang AUC cCia omeprazol 1én 280%. Khong can diéu chinh liéu esomeprazol thutng xuyén trong nhiing tinh hudng nay. Tuy nhién,
sut diéu chinh liéu can dugc luu y ¢ nhiing bénh nhan suy gan néng hodc diéu tri 1au dai.

Cdc thudc cdm iing CYP2C19 hodc CYP3A4 hodic cé hai (nhurrifampicin va c6 St. John's;) c6 thé gy gidm ndng do esomeprazol huyét thanh do téng
chuyén héa esomeprazol

Tuong ky ctia thudc: Do khong ¢ céc nghién cdu vé étinh tuong ky cda thudc, khong trdn Ian thudc nay vdi cac thudc khac.

TACDUNG KHONG MONG MUON:

Dau du, dau bung, tiéu chdy va ndn la nhiing tac dung phu thutng dugc bdo cdo trong cac thik nghiém 1am sang va theo dai sau khi dua thudc
ra thi truding. Khang cd phan ting phu nao lién quan dén liéu ding.

Céctéc dung khang mong mudn dugc thang ké, phan loai theo toan than - o quan va tj 1& méc phai nhu: rét thuang gap (> 1/10), thutng gap
(>1/100, <1/10), it gap (=1/1000, <1/100), hiém gap (=1/10000, <1/1000), rét hiém gap (<1/10000), cha biét (khdng thé uéc luong tirdit
liéu sdn c6).

Thutng gap itgip Hiém gap Rat hiém gap Chua biét

Rdi loan hé mau
va bach huyét.
Rdi loan hé
mién dich.

Giam bach cau,

giam ti€u cdu

Phan ting qud man nhu la
s6t, phi mach, phan dng
phan vé/soc phan vé.

Mat bach céu hat, gidm
toan thé huyét cu.

Rdi foan dinh dudng

Gidm magnesi mdu; giam
va chuyén hoa.

magnesimau nang cd thé
lién quan tdi giam cald
méu. Gidm magnesi méu
ciing c6 thé dan dén gidm
kali mau.

Phingoai bién. | Ha natri mau.

Rdi loan tam thn. | Matngg. Kich dong, I 13n, Nong ndy, do gidc.
tram cam.
Rdiloan hé Mat ngd. Chodng vang, dj cam, | RGi loan vi gidc.
than kinh. ngl ga.
Roi loan mét

R6i loan tai va

mé dao

Rai loan hd hp, long
nguc va trung tht
Roi loan hé tiuhda [Dau bung, téo bon, |Kho miéng.
tiéu chay, ddy bung,
budn ndn/ndn.

Nhin mg.

Chong mat.

(o tht phé quan.

Viém miéng, nhiém Candida
dudng tiéu hoa.

Viém dai trang vi thé.

Rdi loan hé gan m4t Tangmengan. | Viém gan cd hogckhong cd | Suy gan, bénh néo ¢ bénh
vang da. nhén da cd bénh gan
trudc do.

Hang ban da dang, hoi | Lupus ban 6 ban cép
chiing Stevens-Johnson, | &da (xem cnh bdova

hoai tithiéu bi gay dac (TEN). | than trong khi st dung).
Dau khdp, dau co. Yéu co.

Rdiloan da va Viém da, ngfa,

Héi déu, nhay cm véi
biéu mo ndi man, mé day.

anh sang.

Rdi loan co xuong
va ma lién két

Gdy xuong hong,
G tay va cot sng

R6i loan than va

Viém than ké; 6 mot so bénh
tiét niéu.

nhan tinh trang suy thén di
kem da duoc bao cdo.

Nit héa tuyén vi.

Rai loan sinh san va
tuyén va.
Rdi loan toan than va Kh §, tang tiét
tai vi tri diing thudc mo hoi.

Huréng dén cdch xirtri ADR

Phai ngitng thudc khi co biéu hién ADR nang.

THONG BAO NGAY CHO BAC STHOAC DUOC STNHUNG PHAN UNG ¢ HAI GAP PHAI KHI SU DUNG THUOC

QUA LIEU VA CACH XU TRi:

Cho dén nay 6 rét it kinh nghiém vé viéc diing qua liéu ¢ chd dich. Céc triéu ching dugc md té cd lién quan dén viéc dung liéu 280 mg la cac
triéu chiing trén duong tiéu hda va tinh trang mét moi. Céc liéu don esomeprazol 80 mg van an toan khi dung. Chua cd chat gidi doc dac hiéu.
Esomeprazol gan két manh véi protein huyét tuong va vi vy khdng dé dang tham phan dugc. Trong trung hop qua liéu, nén diéu tri triéu
chiing va sit dung cac bién phap hd trg tong quat.

DACTINH DUOC LUC HOC:

Nhom dugc Iy: Thudc tic ché bom proton.

Ma ATC: A02B (05

Esomeprazol Ia dang dong phan S- ctia omeprazol va lam gidm sy bai tiét acid da day bang mot co ché tac ddng chuyén biét. Thudc la chdt i
ché ddc hiéu bom acid 6 t€ bao thanh. 3 hai dang dong phén R- va S~ cia omeprazol du ¢ téc dong dugc luc hoc tuong tu.

Vi tri va co ché téc dong

Esomeprazol la mot bazo yéu, duoc tép trung va bién déi thanh dang cd hoat tinh trong mdi truting acid cao & 6ng tiéu quan ché tiét cta t€
bao thanh, tai day thudc tic ché men H+K-+-ATPase (hom acid) va tic ché cd sy tiét dich co ban Ian su tiét dich do kich thich.

Tacdéng lén su tiét acid dich vi

Sau khi dung liéu udng esomeprazol 20 mg va 40 mg, thudc khdi phét tac dong trong vong 1 gid. Sau khi diing Idp lai liéu esomeprazol 20
mg, 11dn/ngay trong 5 ngay, su tiét acid t6i da trung binh sau khi kich thich bang pentagastrin gidm 90% khi do & thoi diém 6-7 gid sau khi
dung thudc & ngay thir 5.

Sau 5 ngay diing liéu udng esomeprazol 20 mq va 40 mg, @ pH trong da day > 4 da dugc duy tri trong thdi gian trung binh tuong dng 13 13
va 17 gi trong vong 24 gig & bénh nhan trao ngugc da day thyc quan ¢6 triéu ching. Ty 1 bénh nhan duy tri d9 pH trong da day > 4 i thiéu
trong 8, 12 va 16 gitrtuong ting la 76%, 54% va 24% d6i véi esomeprazol 20 mg va 97%, 92% va 56% ddi véi esomeprazol 40 mg.

Khi dung AUC nhu 1a mgt tham s dai dién cho ndng @ thudc trong huyét tueng, nqudi ta da chiing minh dugc cd mdi lién hé giia sy tic ché

tiét acid vdi ndng do thudc va thoi gian tiép xic.

Tacdong tri liéu cda su tic ché acid

Khi dung esomeprazol 40 mg, khoang 78% bénh nhan viém thuc quan do trao ngugc dugc chifa lanh sau 4 tuan va khoang 93% dugc
chita lanh sau 8 tuan. Diéu trj béng esomeprazol 20 mg, 2 dn/ngay va khang sinh thich hop trong 1tudn da diét trir Helicobacter pylori
thanh cong & khoang 90% bénh nhan. Sau khi diéu tri diét trit trong 1tuan, khdng can dung thém thudc khang tiét acid don tri liéu d&
chita lanh loét va gidm triéu chiing & bénh nhan loét td trang khdng bién chiing.

Trong mét nghién citu 1am sang ngau nhién, mu i, ddi chiing véi gia dugc, bénh nhan da chan doan xéc dinh xudt huyét tiéu hoa qua
ndi soi theo phan loai Forrest Ia, Ib, lla hay Ilb (chiém ti & tuong tng 1a 9%, 43%, 38% va 10%) dugc diéu tri ngau nhién véi
esomeprazol dung dich tiém truyén (n=375) hodc gia dugc (n=389). Sau khi diéu tri ndi soi dé cdm mau, bénh nhan dugc cho diing
gid dugc hodc dugc truyén tinh mach liéu cao 80 mg esomeprazol trong 30 phit va tiép theo truyén tinh mach lién tuc 8 mg/gic trong
72 gid. Sau 72 gitr déu diéu tri, tat cd bénh nhan dugc tiép tuc diéu tri khang tiét acid bang esomeprazol 40 mg dang udng, nhan mé
trong 27 ngay. Ty Ié téi xudt huyét xdy ra trong vong 3 ngay a 5,9% & nhom dugc diéu trj bang esomeprazol so vi nhom gid dugc la
10,3%. Viao ngay thii 30 sau khi diéu tri, ty Ié tdi xudt huyét ¢ nhom diéu tri bang esomeprazol so vdi i dugc 1a 7,7% so vdi 13,6%.
Cactac dong khac c6 lién quan dén sy ic ché acid

Trong qud trinh diéu tri bang thudc khang tiét acid dich vi, ndng do gastrin huyét thanh tang dap ting vdi sy gidm acid dich vi. Nong
@ CgA ciing tang do s gidm acid dich vi. Sy ting nong d CgA ¢ thé can thiép vao sit do tim khdi u ndi tiét. Céc bdo co y van chi ra
réng nén ngling diéu tri bing cac thudc dc ché bom proton it nhdt 5 ngay trudc khi dinh lugng CgA. Néu ndng do CgA va gastrin khong
tr vé binh thuong sau 5 ngay, nén tién hanh dinh lugng lai sau 14 ngay k€ tir khi ding st dung esomeprazol.

Tang s0 té bao ECL 6 [é do tang ndng d9 gastrin huyét thanh da dugc ghi nhan & c tré em va nqudi Idn khi diéu trj dai han véi
esomeprazol. Diéu nay dugc coi la khong ¢d y nghia lam sang.

Sau thoi gian dai diéu tri bang thudc khang tiét acid dich vi da ghi nhan sy tang nhe tan sudt xudt hién nang tuyén da day.

Nhitng thay ddi nay, la do tc ché bai tiét acid dich vi, thi lanh tinh va ¢ thé phuc héi dugc.

Gidm acid da day do bat ky nguyén nhan nio, k€ ca diing thudc dc ché bom proton, lam téng s6 Iwgng vi khuan thuéing tri trong duting
tiéu hoa. Diéu tr bang thudc e ché bom proton ¢6 thé lam tang nhe nguy o nhiém khudn dutng tiéu héa do Salmonella va
Campylobacter, va c6 thé la Clostridium difficile trén bénh nhan ngi trd.

Trong hai nghién c(u dung ranitidin nhu 13 thudc so sanh, esomeprazol chiing o cd hiéu qud t6t hon Iam lanh céc vét loét da day &
bénh nhén dang diing NSAID, ké c thudc NSAID chon loc trén COX-2.

Trong hai nghién ctu ¢6 ddi chiing véi gia dugc, esomeprazol cho thdy c6 hiéu qué tét hon trong viéc ngan ngita loét da day va td trang
@bénh nhan dung thudc NSAID (cd 9 tudi > 60 va/hodc bi loét trudc d6), ké ca thudic NSAID chon loc trén (0X-2

Tréem

Trong mot nghién ctiu trén bénh nhi bi trao ngugc da day thyc quan (< 1 tudi dén 17 tudi) dugc diéu tri bang PPI dai han, 61% s6 tré
6 tang sén nhe té bao ECL khong c6 § nghia lam sang va khong phit trién viém da day teo hay khdi u dang ung thu.

DACTINH DUU( DONG HOC:

Hap thu:

Esomeprazol dé bi hiy trong mdi truting acid va duoc udng dui dang vién nén bao tan trong rudt. Trén dong vat (in vivo), sif chuyén
@6i sang dang ddng phan R thi khong dang k€. Esomeprazol dugc hdp thu nhanh véi néng d dinh trong huyét tuong dat dugc khoang
1-2 gid sau khi uong. D9 sinh kha dung tuyét doi 1 64% sau khi udng liéu don 40 mg va tang Ién 89% sau khi dung liéu I3p lai 1
1an/ngay. Ddi vdi liéu esomeprazol 20mg, cac tri s0 nay tuong ting I 50% va 68%.

Thitc &n lam cham va giam st hap thu esomeprazol méc di diéu nay khong &nh huging déng k€ dén téc dong cta esomeprazol lén sy
tiét acid da day.

Phdn bé’: Thé tich phan b3 biéu kién & trang thai hang dinh trén ngui khde manh khodng 0,22 L/kg trong lugng co thé. Esomeprazol
gan két 97% vdi protein huyét tuong.

Chuyén héa: Esomeprazol dugc chuyén hoa hoan toan qua hé théng cytochrom P450 (CYP). Phan chinh cla qud trinh chuyén hoa
esomeprazol phu thudc vao men CYP2C19 da hinh thai, tao thanh cac chat chuyén ha hydroxy va desmethyl cia esomeprazol. Phan
<on lai ca qud trinh chuyén ha phy thudc vao mot chdt dong dang déc hiéu khac, (YP3A4, tao thanh esomeprazol sulfon, cht
chuyén héa chinh trong huyét tuong.

Thdi trir:

(éc tham s§ dudi day chd yéu phan anh dugc ddng hoc & nhiing cd nhan ¢ men chiic néng CYP2(19, 1a nhom ngudi chuyén hda manh.
Tong do thanh thai huyét tuong khodng 17 L/git sau khi dng liéu don va khodng 9 L/gid sau khi duing liéu 13p lai. Thai gian ban thai
trong huyét tuong khodng 1,3 gicrsau khi diing liéu 13p lai 1 1an/ngay. Dugc dong hoc clia esomeprazol da dugc nghién cGiu vdi liéu lén
dén 40 mg, 2 1an/ngay. Din tich ving dudi duding cong bi€u dién nong do trong huyét tuang theo thdi gian (AUC) tang Ién sau khi
diing I3p lai esomeprazol. Sy tang nay phu thudc theo liéu va ty 1& gia tang AUC nhiéu hon ty 1é tang liéu sau khi dung liéu I3p lai. Sy
phu thudc vao thai gian va liéu dung nay 1 do sy gidm chuyén héa 6 giai doan dau qua gan va giam do thanh thai toan than c6 I& do
sy i ché men CYP2(19 clia esomeprazol va/hodc chdt chuyén hda sulfon. Esomeprazol théi trit hoan toan khoi huyét tuong gidta cac
liéu dung ma khdng cd khuynh hudng tich Iy khi duing 11an/ngay.

(éc chdt chuyén hoa chinh cla esomeprazol khong dnh huéng dén su tiét acid da day. Khodng 80% esomeprazol liéu ugng dugc bai
tiét qua nuc tiéu dudi dang céc chat chuyén hoa, phan con lai qua phan. it hon 1% thudc dang khong déi duoc tim thély trong nudc tiéu.
Nhom bénh nhdn ddc biét

Khoang 2,9+ 1,5%bénh nhan khong c6 men chifc nang CYP2C19 va dugc goi [a nhom nqudi chuyén hoa kém. G céc cd nhan nay, su
(huyen hda clia esomeprazol dugc xic téc chi yéu béi (YP3A4. Sau khi diing liéu I3p lai esomeprazol 40mg, 1 Ian/ngay, AUCtrung binh
@ nquai chuyén hoa kém cao han khodng 100% so véi bénh nhén c6 men chiic ndng CYP2C19 (nhém ngudi chuyén héa manh). Nong
0 dinh trung binh trong huyét tuong tang khoang 60%. Nhiing ghi nhan nay khong anh hugng liéu diing esomeprazol.

Sut chuyén héa cia esomeprazol khong thay déi dang ké & bénh nhan cao tudi (71-80 tudi).

Sau khi dung liéu don esomeprazol 40mg, AUC trung binh & phu ni cao hon nam gidi khoang 30%. Khang ghi nhan c6 su khéc biét vé
AUC giita cdc gidi tinh sau khi d[mg liéu [p lai 11an/ngay. Nhitng ghi nhan nay khong anh hudng dén liéu lugng esomeprazol.

Bénh nhan suy glam chic nang cac co quan

Su<huyen hoa cla esomeprazol ¢ thé bi suy giam & bénh nhan i loan chifc néng gan tir nhe dén trung binh. Toc do chuyen hda giam
@bénh nhan rdi loan chiic néng gan ndng, dan dén lam tang gdp doi AUC cla esomeprazol. Vi vy, khong dung qud liéu tdi da 20 mg
@ bénh nhan rdi loan chifc nang gan nang. Esomeprazol hodc cac chdt chuyén hda chinh khng c6 khuynh hung tich liy khi dung 1
1an/ngay.

Chua c6 nghién ctu nao dugc thyc hién trén bénh nhan gidm chiic ndng than. Vi thn chiu trach nhiém trong viéc bai tiét cac chat
chuyén héa cia esomeprazol nhung khang chiu tréch nhiém cho st dao thai thudc dudi dang khong dai, nguai ta cho la si chuyén héa
clia esomeprazol khong thay d6i & bénh nhén suy gidm chiic nang than.

Tré v thanh nién 12-18 tudi

Sau khi st dung liéu 13p lai 20mg va 40mg esomeprazol, tong néng dé va thai gian tiép xic (AUC) va thoi gian dat néng dé t6i da trong
huyét tuong (tmax) ¢ tré 12-18 tudi tutong tu nhu & ngudi Idn doi véi cé ha liéu esomeprazol.

QuI CA(H DONG GOI: Hop 2 vi nhom - nhom x 7 vién; Hap 4 vi nhom - nhom x 7 vién.

BAO QUAN NhletdokhongquaSO“C trénh m.

HAN DUNG 24 théng ké tir ngay san xudt.

TIEU CHUAN: TCCS

NHA SAN XUAT: CONG TY TNHH DUQC PHAM BV PHARMA

Moi thdc mdc va thong tin chi tiét, xin lién hé s dién thogi: 02822538854
HDSD-MEXLO-XXXX40-R-D250XR210-TP2-23-A




