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TO HUONG DAN SU DUNG THUOC

Vién nén bao phim tan trong rugt

JIRACEK

Vién nén bao phim tan trong rugt

JIRACEK-20

Thuéc nay chi ding theo don
Pé xa tim tay tré em
Poc ki hwéng din sir dung trwéc khi dung
Théng béo ngay cho bac sy nhiing tac dung khéng mong muén khi sir dung thuéc
To thong tin saén phdam nay bao gom hwéng dén siz dung cho thuéc c6 nhiéu ham lweng khac nhau.

1. THANH PHAN:
MJi vién nén bao phim tan trong ruot JIRACEK-20 chrra:
Esomeprazol magnesi dihydrat trong duong Esomeprazol .................. 20 mg
Ta dugc: Cellulose vi tinh thé M101, magnesi hydroxyd, natri bicarbonat, povidon
(kollidon 30), natri lauryl sulfat, natri starch glycolat, magnesi oxyd, magnesi stearat,
HPMC 615, talc, polyethylen glycol 6000, eudragit L100, mau oxyd sat do, talc, titan
dioxyd.

M&i vién nén bao phim tan trong ruot JIRACEK chua:

Esomeprazol magnesi dihydrat tuong duong Esomeprazol .................. 40 mg

T4 duoc: Cellulose vi tinh thé M101, magnesi hydroxyd, natri bicarbonat, povidon
(kollidon 30), natri lauryl sulfat, natri starch glycolat, cellulose vi tinh thé M112, magnesi
stearat, HPMC 615, talc, polyethylen glycol 6000, eudragit L100, mau oxyd sdat do, tale,
titan dioxyd.

2. MO TA SAN PHAM: ‘
JIRACEK-20: Vién nén tron, bao phim tan trong rut mau hong, hai mét tron.
JIRACEK: Vién nén dai, bao phim tan trong ruét mau hong cam, hai mat tron.

3. QUY CACH PONG GOI:
JIRACEK-20: Hop 3 vi x 10 vién.
JIRACEK: Hop 4 vi X 7 vién.

4, DUQC LUCHOQC:
Nhém dwoc ly: Thudc e ché bai tiét acid da day thuoc nhoém e ché bom proton.
Ma ATC: A02BCO05.
Esomeprazol 12 dang déng phan S cua omeprazol, dugc dung twong tw nhu omeprazol
trong diéu tri loét da day - ta trang va bénh trao nguoc da day - thuc quan va hoi ching
Zollinger-Ellison.
Esomeprazol 1a mot base yéu, gan voi H/K*-ATPase (con goi 1a bom proton) & té bao
thanh cua da day, lam bat hoat hé théng enzym nay, ngin can budc cudi cung cua sy bai
tiét acid hydrocloric vao long da day. Vi vdy esomeprazol c6 tac dung wc ché da day tiét
luong acid co ban va ca khi bi kich thich do bat ky tac nhan nao. Thubc tac dung manh, kéo
dai.
Cac thudc e ché bom proton co tac dung &c ché nhung khong tiét trir dugc Helicobacter
pylori, nén phai phdi hop véi cac khang sinh (nhu amoxicillin, tetracyclin va
clarithromycin) méi c6 thé tiét trir c6 hiéu qua vi khuan nay.

5. D[}’QC PONG HQC:
Hap thu:
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Esomeprazol & chat khéng bén trong méi trudng acid va duoc dung dudng udng dudi dang
vién bao tan trong rudt. In vivo, esomeprazol bi chuyén sang dang dong phan R-isomer
khong dang ké. Esomeprazol hap thu nhanh sau khi udng, phat huy tac dung trong vong 1
gio, dat ndng d6 cao nhat trong huyét twong sau 1 - 2 gio. Sinh kha dung cua esomeprazol
tang 1én theo liéu dung va khi dung nhac lai: dat khoang 50% sau khi dung liéu duy nhat 20
mg, tang 1én 68% khi dung liéu lap lai hang ngay; 64% khi dung liéu duy nhat 40 mg va
tang dén 89% sau khi dung liéu lap lai hang ngay. Thirc an 1am cham va giam hap thu
esomeprazol, nhung khong 1am thay d6i c6 y nghia tac dung cua thudc dén nong do acid
trong da day. Dién tich dugi duong cong (AUC) sau khi uong 1 lidu duy nhat esomeprazol
40 mg vao bira an so v6i luc doi giam tir 43% dén 53%. Do d6 esomeprazol nén udng trudc
bira 4n it nhat 1 gio.

Phan b:

Khoang 97% esomeprazol gin vao protein huyét twong. Thé tich phan b khi ndng do
thudc on dinh & ngudi tinh nguyén khée manh 12 0,22 1/ kg thé trong.

Chuyén hoa:

Thudc chuyén héa cha yéu & gan nho hé enzym cytochrom Paso, isoenzym CYP2C19 thanh
cac chat chuyén héa hydroxy va desmethyl khdng con hoat tinh, phan con lai duoc chuyén
hoa qua isoenzym CYP3A4 thanh esomeprazol sulfon. Khi ding nhéc lai, chuyén héa buéc
dau qua gan va do thanh thai ciia thudc giam, c6 thé do isoenzym CYP2C19 bj tic ché. Tuy
nhién, khdng cd hién tuong tich liy thudc khi ding méi ngay 1 lan.

Thadi tree:

Tong thanh thai caa thude trong huyét twong 1a khoang 17 I/ gio sau khi udng liéu duy nhat
va khoang 9 I/ gio sau khi udng liéu lap lai. Thoi gian béan thai trong huyét tuong khoang
1,3 gio. Esomeprazol dugc thai trir hoan toan ra khoi huyét tuong gitra cac liéu va khong
gdy tich lity khi udng liéu lap lai 1 1an/ ngay. Céc chat chuyén héa chinh ciia esomeprazol
khong anh hudéng dén sy tiét acid da day. Khoang 80% liéu uéng duoc thai trir dudi dang
cac chat chuyén hoa khong c6 hoat tinh trong nudc tiéu, phan con lai dugc thai trir trong
phan. Duéi 1% thudc duogc thai trir trong nudc tiéu.

S tuyén tinh/ khdng tuyén tinh:

Duoc dong hoc ciia esomeprazol da duoc nghién ciu véi lidu 1én dén 40 mg x 2 1an/ ngay.
Dién tich dudi dudng cong nong do theo thoi gian (AUC) tang khi ding esomeprazol liéu
lap lai. Sy ting 1én nay phu thudc lidu va dan dén su ting AUC ¢ ty Ié 16n hon so véi sy
tang liéu sau khi dang liéu lap lai. Sy phu thudc thoi gian va liéu nay 1a do giam chuyén
hoa lan dau qua gan va thanh thai toan than, co thé do tac dung c ché CYP2C19 cua
esomeprazol va/ hogc chat chuyén hoa sulphon caa né.

Duge dong hoc trén cac ddi twong dic biét:

Nguoi chuyen héa thuac kém:

O mot s6 nguoi vi thiéu CYP2C19 do di truyén (15 - 20% nguoi chau A), nén lam cham
chuyén héa esomeprazol. G nhimg nguoi nay chuyén hoéa cua esomeprazol cha yeu duoc
xuc tac boi enzym CYP3A4. O trang thai on dinh, gia tri AUC & nguoi thiéu enzym
CYP2C19 tang khoang 2 lan so véi nguoi c6 du enzym.

Gigi tinh:

Sau khi udng liéu don esomeprazol 40 mg, AUC & phu nit cao hon nam gidi khoang 30%.
Khoéng co su khéc biét giita cac gigi tinh khi dang lidu lap lai hang ngay.

Suy gan:

Su chuyén hoa esomeprazol & ngudi rdi loan chirc nang gan vira va nhe c6 thé giam. Tc
d6 chuyén hoéa giam & nhitng bénh nhan rdi loan chic ning gan ning lam ting gip doi
AUC cua esomeprazol. Do d6, khong dung qua 20 mg esomeprazol cho bénh nhan bj réi
loan ning. Esomeprazol va chit chuyén héa chinh cia n6 khong gay tich lity khi dung lidu
1 1an/ ngay.

Suy than:

2/10 0465.T1



Chua c6 nghién ctru nao dugc thuc hién & nhirng bénh nhan bi suy giam chirc nang than.
Do than dong vai tro dao thai cc chat chuyén hoa cua esomeprazol nhung khong dao thai
hoat chat ban dau, su chuyén hda cua esomeprazol cé thé khong thay dbi & bénh nhan suy
giam chuc nang than.

Nguroi cao tuoi:

Chuyén héa esomeprazol khong thay doi dang ké trén dbi tugng bénh nhan 1a ngudi cao
tudi 71 - 80 tudi).

Trée em:

Tré vi thanh nién 12 - 18 tudi: Sau khi dung lap lai esomeprazol liéu 20 mg va 40 mg, AUC
va Tmax & cac ddi twong 12 - 18 tudi twong ty nhu ¢ ngudi 16n & ca 2 lidu.

6. CHI DINH:
Nguoi lon:
Bénh trao ngwoc da day - thuc quan (GERD)
- Diéu tri trao nguoc da day - thuc quan co viém trot thuc quan.
- Diéu trj duy tri & bénh nhan d3 khoi viém thuc quan dé tranh tai phat.
- Diéu trj triéu chung cta bénh trao nguoc da day - thuc quan (GERD)
Dung phdi hop véi phac dé khang sinh thich hop dé diét trir Helicobacter pylori va:
- Diéu trj loét ta trang do Helicobacter pylori va
- Phong ngua tai phat loét da day do Helicobacter pylori.
Bénh nhan can tiép tuc diéu tri véi cac thudc chéng viem khong steroid (NSAIDs):
- Diéu trj loét da day do NSAIDs.
- Du phong loét da day - t& trang do NSAIDs ¢ bénh nhan c6 nguy co.
Piéu tri kéo dai sau khi tiém truyén tinh mach esomeprazol dé phong ngira xuat huyét
tai phat trong loét da day - ta trang.
Piéu tri hdi chirng Zollinger-Ellison.
Tré em > 12 tudi:
Bénh trao ngwoc da day - thuc quan (GERD)
- Diéu tri trao nguoc da day thuc quan c6 viém trot thyc quan.
- Diéu tri duy tri & bénh nhan di khoi viém thuc quan dé tranh tai phat.
- Diéu tri tridu chung cua bénh trao ngugc da day - thuc quan (GERD).
Dlung phdi hep véi phiac d6 khang sinh thich hep d@é diéu tri loét ta trang do
Helicobacter pylori.
7. LIEUDUNG - CACH DUNG:
Liéu dung:
Esomeprazol duoc diung dudi dang mudi magnesi nhung liéu dung duoc tinh theo
esomeprazol:
Ngudi 16n va tré em > 12 tudi:
Bénh trao ngwec da day - thuc quan (GERD)
- Diéu tri trdo nguoc da day - thuc quan cb viém trot thuc quan
40 mg x 1 lan/ ngay, udng trong 4 tuan.
Khuyén céo diéu tri thém 4 tuan nita néu viém thuc quan chwa khoi hodc cé céc triéu
ching keo dai.
- Diéu tri duy tri & bénh nhan da khoi viém thuc quan dé tranh tai phat
20 mg x 1 lan/ ngay.
- Diéu tri triéu ching cua bénh trao nguoc da day - thuc quan (GERD)
20 mg x 1 1an/ ngay & bénh nhan khéng bi viém trot thuc quan. Néu khong thé kiém soat
dugc triéu chitng sau 4 tuan, bénh nhan can dugc kiém tra thém. Khi cac triéu chimg da
duoc giai quyét, viéc kiém soat triéu chimg sau d6 co thé dat duoc véi liéu 20 mg x 1
lan/ ngay. O ngudi 16n, phac dd theo yéu cau uéng 20 mg x 1 1an/ ngay cé thé duoc sir
dung, néu can. O nhitng bénh nhan dugc diéu trj véi NSAID cé nguy co loét da day - ta
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trang, viéc str dung phac d6 theo yéu cau dé kiém soat triéu chimng sau d6 khong duoc

khuyén céo.
Nguoi I6n:
Dung phdi hep véi phac @6 khang sinh thich hop dé diét trir Helicobacter pylori va:
- Diéu tri loét ta trang do Helicobacter pylori va
- Phong ngua tai phat loét da day do Helicobacter pylori
20 mg esomeprazol + 1 g amoxicillin + 500 mg clarithromycin, uéng 2 lan/ ngay trong 7
ngay.
Bénh nhan cén tiép tuc diéu tri véi cac thude chéng viém khong steroid (NSAIDs):
Diéu tri loét da day do NSAID: Liéu théng thuong 1a 20 mg x 1 1an/ ngay. Diéu tri trong
khoang 4 - 8 tuan.
Du phong loét da day - ta trang do NSAID & bénh nhan c6 nguy co: 20 mg x 1 1an/ ngay.
Piéu tri kéo dai sau khi tiém truyén tinh mach esomeprazol dé phong ngira xuat huyét
tai phat trong loét da day - ta trang
40 mg x lan/ ngay trong 4 tuan sau khi tiém tinh mach dé phong ngira xuat huyét tai phat
trong loét da day - ta trang.
Piéu tri hoi chirng Zollinger Ellison
Liéu khai dau khuyén céo 12 40 mg x 2 1an/ ngay. Liéu sau d6 nén duoc diéu chinh tuy theo
ting bénh nhan va tiép tuc diéu tri khi con c6 chi dinh 1am sang. Dua trén dit liéu 1am sang
hién cd, hau hét bénh nhan cé thé kiém soat dugc bénh & lidu 80 - 160 mg/ ngay. Céc liéu
I6n hon 80 mg/ ngay nén chia ra uéng 2 lan/ ngay.
Tré em:
Tré em > 12 tuéi:
Diéu tri loét ta trang do Helicobacter pylori
Khi lya chon liéu phap phéi hop thich hop, can xem xét cac huéng dan chinh thic caa quéc
gia, khu vya va dia phuong veé kha néng khang khuan, thoi gian diéu tri (thuong 12 7 ngay
nhung d6i khi cé thé 1én dén 14 ngay), va sir dung khang sinh hop ly. Viéc diéu tri nén
duoc theo ddi boi bac sy chuyén khoa.
Liéu khuyén céo la:
Can nang Liéu ding
30-40kg Phdi hop voi 2 khang sinh: 20 mg esomeprazol + 750 mg
amoxicillin + 7,5 mg/ kg thé trong clarithromycin, uéng 2 lan/
ngay trong 1 tuan
> 40 kg Phdi hop véi 2 khang sinh: 20 mg esomeprazol + 1 g amoxicillin
+ 500 mg clarithromycin, uéng 2 1an/ ngay trong 1 tuan
Tré em duwéi 12 tuoi:
Khoéng khuyén céo sir dung esomeprazol cho tré em duéi 12 tudi.
Bénh nhén suy giam chirc nang than:
Khéng can chinh liéu & bénh nhan suy than nhe nhung can than trong & bénh nhan suy than
nang do kinh nghiém dung thudc & nhitng bénh nhan nay con han ché.
Bénh nhén suy giam chirc nang gan:
Khoéng can chinh liéu & bénh nhan suy gan nhe. O bénh nhan suy gan nang, liéu t6i da hang
ngay khong qua 20 mg.
Ngudi cao tudi:
Khéng can chinh liéu & ngudi cao tudi.
Céch dung:
Esomeprazol khdng 6n dinh trong méi trudng acid, nén phai ubng thudc dudi dang vién
bao tan trong rudt dé khdng bi pha hiy & da day va ting sinh kha dung. Phai nut nguyén
vién thudc vai nuéc, khong duge nghién nho, nhai hozc 1am va vién.
Uéng thudce trudc bira an it nhat mot gio. Co thé dung cung thudc khang acid khi can thiét
dé giam dau.
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Dang bao ché nay khong thich hop diing cho nhiing bénh nhan bj khé nuét hoac khdng thé
nuot. Chon cac dang bao ché khac phu hop hon cho bénh nhan.

8. CHONG CHI PINH:
Qua man véi esomeprazol hodc cac thudc e ché bom proton khéc, hoic cac dan chat thé
benzimidazol, hodc qua man véi bat ky thanh phan nao caa thudc.
Khéng ding thude dong thoi véi nelfinavir.

9. CANH BAO VA THAN TRONG KHI DUNG THUOC:
Khi c6 cac triéu ching canh bao (nhu st can manh khong chu y, ndn nhiéu tai dién, non ra
mau hoac dai tién ra mau) va khi nghi ngo hoac xac dinh co loét da day, nén loai trir kha
ning gap phai bénh 4c tinh vi thudc cé thé che I4p triéu ching va lam cham chan doén.
Than trong khi dung & nguoi bi bénh gan, ngudi mang thai hoac cho con bu.
Bénh nhan diéu tri kéo dai (dac biét trén 1 nam): Nén duge theo dai thuong xuyen.
Dung esomeprazol kéo dai c6 thé gay viém teo da day hoic ting nguy co nhidm khuan
(nhu viém phoi méc phai tai cong dong).
Bénh nhan diéu tri theo yéu cdu: Nén dugc chi dan lién hé véi bac si néu co su thay doi
tinh chat cua céc triéu chung. Khi ding esomeprazol diéu trj theo yéu cau, can can nhic tac
dong cua nhimg tuong tac voi cac thuéc khac do sy bién doi nong do esomeprazol trong
huyét tuong.
Diét Helicobacter pylori:
Can can nhac kha ning xay ra twong tac véi cac thuéc khac khi ding esomeprazol trong
phac dd 3 thudc diét Helicobacter pylori. Clarithromycin 1 thuéc tc ché CYP3A4 manh,
do d6 can luu ¥ cac chdng chi dinh va tuong tac thubc cua clarithromycin khi ding
clarithromycin trong phac d6 3 thuéc cho bénh nhan dang str dung dong thoi cac thude
chuyén héa qua CYP3A4 nhu cisaprid.
Nhiém tring dwong tiéu hoa:
Diéu tri vai cac thudc e ché bom proton co thé lam ting nhe nguy co nhiém trung dudng
tiéu hoa nhu Samonella va Campylobacter.
C6 thé tang nguy co tiéu chay do Clostridium difficile khi dung cac thuéc @c ché bom
proton.
Hdp thu vitamin B12:
Nhu cac thudc khang acid khac, esomeprazol cé thé lam giam hap thu vitamin B12
(cyanocobalamin) do tac dung Iam giam hoic thiéu acid dich vi. Can can nhéic khi dung
thudc cho bénh nhan bi giam du trit vitamin B12 hoic ¢6 cac yéu td nguy co 1am giam hap
thu vitamin B12 khi diéu tri kéo dai.
Ha magnesi huyét (c6 hoic khong c6 triéu chang) hiém khi gap ¢ ngudi bénh dung thube
trc ché bom proton kéo dai (it nhét 3 thang hoic trong hau hét cac truong hop ding kéo dai
trén 1 nam).
Di c6 truong hop xay ra ha magnesi huyét nang ¢ nhitng bénh nhan diéu tri véi thube wc
ché bom proton nhu esomeprazol trong it nhat 3 thang va trong hau hét cac truong hop
dung kéo dai trén 1 nam. Biéu hién nghiém trong cua ha magnesi huyét nhu mét moi, co
ciing, mé sang, co giat, chéng mat va rdi loan nhip that c6 thé xay ra, nhung cac triéu
chtng nay c6 thé khong thé hién rd rang va bi bo qua. O nhitng bénh nhan bi anh huong
nhiéu nhat, tinh trang ha magnesi huyét c6 thé dugc cai thién sau khi ngirng thuéc va thay
thé magnesi.
Déi vai bénh nhan ¢ kha nang phai diéu tri bang thudc e ché bom proton kéo dai hoic
dung phdi hop_digoxin hogc cac thudc cd thé gay ha magnesi huyét khac (nhu thudc loi
tleu) Béc si diéu tri nén tién hanh kiém tra, danh gia nong do magnesi huyét trudc khi bat
dau diéu tri va dinh ky trong qua trinh diéu tri v&i cac thudc e ché bom proton, bao gdom
ca esomeprazol.
Nguy co gay xuong:
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Khi dung cac thudc uc ché bom proton, dic biét khi dung liéu cao va kéo dai (= 1 ndm), co
thé 1am ting nguy co gdy xuong chdu, xuong cd tay hogc cot sbéng do lodng xuong, chu yéu
xay ra & ngudi cao tudi hoic nguoi €O san cac yéu té nguy co. Co ché cua hién tugng nay
chua duoc giai thich, nhung c6 thé do giam hép thu calci khong hoa tan do ting pH da day.
Khuyén céo dung lidu thap nhét cé tac dung trong thoi gian ngan nhat cé thé, phu hop véi
tinh trang 1dm sang. Nhirng bénh nhan c¢6 nguy co giy xuong do lodng xuong nén dung du
calci va vitamin D, danh gia tinh trang xuong va quan ly theo huéng dan.

Lupus ban dé ban cap ¢ da (SCLE):

ThUOC {rc ché bom proton c6 lién quan dén tan SUat xay ra khong thuong xuyén SCLE. Néu
c6 tén thuong xay ra, dac biét la ving da tiép xdc tryc tiép v6i &nh nang mit troi, ¢6 di kém
dau khép, khuyén céo bénh nhan dén gip bac si va can nhic viéc ngung thudc cho bénh
nhan. Bénh nhan di c6 tién sir bi SCLE sau khi diing mét thudc &c ché bom proton cé thé
tang nguy co bi SCLE véi céc thudc e ché bom proton khéc.

Dung phai hop céc thusc khac:

Khéng khuyén cao dung dong thoi esomeprazol va atazanavir. Néu bat budc dung ddng
thoi phai theo dbi chat ché, tang liéu atazanavir 1én 400 mg phdi hop véi 100 mg ritonavir,
khéng nén dung esomeprazol qua 20 mg.

Esomeprazol 1a chat tc ché CYP2C19. Khi bat dau hoac két thuc diéu tri vai esomeprazol,
can can nhic cac tuong tac ¢ thé xay ra véi cac thudc chuyén hoa qua CYP2C19. Pi ¢o
bao cdo twong tac thudc xay ra gitra clopidogrel va esomeprazol. Cac lién quan 1am sang
cla twong tac nay khong chac chan. Can than trong véi tuong tac nay, khong khuyén cao
dung dong thoi esomeprazol va clopidogrel.

Cac xét nghiém cgn 1am sang:

Tang muc Chromogranin A (CgA) c6 thé gy can trg cho viéc chan doan cac khdi u than
kinh noi tiét. D& tranh anh huong nay, ngung esomeprazol it nhat 5 ngay trudc khi tién
hanh xét nghiém CgA.

Thdn trong doi Vi té dwoc magnesi hydroxid

Thudc c6 chtra magnesi hydroxyd gay nhuan trang, cé thé din dén ia chay.

Tang magnesi huyét (gay ha huyét ap, suy giam tdm than, hon mé), dac biét than trong khi
dung cho nguoi suy than.

Dé xa tam tay tré em.

SU DUNG CHO PHU NU CO THAI VA CHO CON BU:

Thoi ky mang thai

Chua c6 nghién ctru day du khi ding esomeprazol ¢ nguoi mang thai. Trén dong vat, chuot
cdng tring uong esomeprazol lidu 280 ‘mg/ kg/ ngay (gip 57 lan lidu dung trén ngudi tinh
theo dién tich bé mat co the) va tho uong licu 86 mg/ kg/ ngay (gap 35 lan liéu ding trén
ngudi tinh theo dién tich bé mit co thé) khdng thiy c6 bang ching vé suy giam kha ning
sinh san hodc doc dbi véi thai do esomeprazol. Tuy nhién, chi st dung esomeprazol trong
thoi ky mang thai khi that can thiét.

Thai ky cho con bu

Chua biét esomeprazol c6 bai tiét vao sira hay khong. Tuy nhién, omeprazol dugc phan
phdi vao trong sira me.

Esomeprazol c6 kha ning gy ra cac tac dung khdng mong mudn & tré bl me, vi vay phai
quyét dinh ngirng cho con b hoic ngung thudc, tly theo tim quan trong cua viéc ding
thudce ddi voi ngudi me.

Kha nang sinh sin

Nghién ctru trén dong vat voi hdn hop racemic ciia omeprazol ding dwong ubng khong
thiy c6 anh huong trén kha nang sinh san.

ANH HUONG CUA THUOC LEN KHA NANG LAI XE VA VAN HANH MAY
MOC:
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10.

Esomeprazol anh huéng nhe dén kha ning 1ai xe va van hanh may moc. CAc tic dung
khong mong mubn nhu: dau dau, chong mit (it gip), budn nga, giam thi lyc (hiém)... Than
trong khi tham gia vao cac hoat dong nguy hiém can su tinh tdo nhu lam viéc trén cao, vin
hanh may moc hoac l4i tau xe.

TUONG TAC CUA THUOC VOI CAC THUOC KHAC VA CAC LOAI TUONG
TAC KHAC:

Anh hudng cia esomeprazol dén duoc dong hoc ciia céc thude khéc:

Thuéc hdp thu phy thuge pH

Uc ché tiét acid da day khi diéu tri voi esomeprazol hoic cac thudc tc ché bom proton
khéc c6 thé 1am ting hodc giam su hap thu caa cc thude co su hip thu phu thudc vao pH
da day. Khi diéu trji véi esomeprazol, acid da day giam lam giam hap thu mét sé thude nhu
ketoconazol, itraconazol va erlotinib va ting hap thu cua céc thuéc nhu digoxin. Diéu tri
ddng thoi omeprazol (20 mg/ ngay) véi digoxin & ngudi khoe manh 1am tang sinh kha dung
cta digoxin 1én 10% (tang dén 30% ¢ 2 trong sé 10 ngudi sir dung). Poc tinh cua digoxin
da duoc bao c4o hiém gap. Tuy nhién, can than trong khi dung liéu cao esomeprazol cho
ngudi cao tudi. Theo ddi chit ché liéu trinh diéu tri véi digoxin.

Uc ché protease

ba c6 bao cdo twong tac xay ra gira omeprazol véi mot s6 chat wc ché protease. Tam quan
trong trén 1am sang va co ché dang sau nhimng tuong tac nay chua duoc biét rd hoan toan.
Tang pH da day trong khi diéu tri bang omeprazol c6 thé 1am thay doi hap thu cac chat tc
ché protease. Cac co ché khac cd thé giai thich cho twong tac trén 1a thong qua su tc ché
CYP2C19.

Pi c6 bao cao giam ndng do trong huyét thanh cia atazanavir va nelfinavir khi dung dong
thoi véi omeprazol, do d6, phdi hop nay khong duoc khuyén cdo. Dung dong thoi
omeprazol (40 mg x 1 lan/ ngay) véi atazanavir 300 mg/ ritonavir 100 mg ¢ ngudi tinh
nguyén khoe manh 1am giam dang ké nong do atazanavir (giam AUC, Cmax, Cmin Xap Xi
75%). Tang lidu atazanavir 1én 400 mg khong du dé bl lai anh huong cua omeprazol Ién
nong do atazanavir. Dung dong thoi omeprazol (20 mg x 1 lan/ ngay) véi atazanavir 400
mg/ ritonavir 100 mg & ngudi tinh nguyén khoe manh 1am giam nong do atazanavir xap xi
30% so véi khi chi dung atazanavir 300 mg/ ritonavir 100 mg x 1 lan/ ngay. Dung dong
thoi omeprazol (40 mg x 1 l1an/ ngay) 1am giam AUC, Cmax V& Cmin ciia nelfinavir khoang
36 - 39% va AUC, Cmax VA Cmin Cua chat chuyén hoa cé hoat tinh M8 giam khoang 75 -
92%. Bdi véi saquinavir (phdi hop ritonavir), da co bao cao ting ndng d6 huyét thanh (80 -
100%) khi dung dong thoi omeprazol (40 mg x 1 lan/ ngay). Diéu tri véi omeprazol 20 mg
x 1 lan/ ngay khong anh huéng dén nong do darunavir (phol hop ritonavir) va amprenavir
(phol hop ritonavir). Diéu trj voi esomeprazol 20 mg x 1 lan/ ngay khong anh huong dén
nong d6 amprenavir (c6 hoac khong phdi hop ritonavir). Diéu tri véi omeprazol 40 mg x 1
lan/ ngay khong anh hudng dén ndng do lopinavir (phéi hop ritonavir). Do omeprazol va
esomeprazol tuong tu vé cac ddc tinh duoc luc hoc va duoc dong hoc, khong khuyén céo
dung ddng thoi esomeprazol va atazanavir va chong chi dinh dung dong thoi esomeprazol
va nelfinavir.

Thudc duoc chuyén hda bsi CYP2C19

Esomeprazol uc ché CYP2C19, enzym chuyén héa chu yéu cia esomeprazol. Do d6, khi
dung dong thoi esomeprazol véi cac thudc chuyén héa boi CYP2C19 nhu diazepam,
citalopram, imipramin, clomipramin, phenitoin,... s& lam ting nong d6 cua cac thudc trén
trong huyét twong, c6 thé can giam liéu. Can luu ¥ khi chi dinh esomeprazol & liéu phap
diéu tri theo yéu cau.

Diazepam: Dung dong thoi 30 mg esomeprazol 1am giam 45% thanh thai ctua co chat
CYP2C19 diazepam.
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Phenytoin: Dung dong thoi 40 mg esomeprazol lam ting 13% ndng do phenytoin huyét
trong & bénh nhan dong kinh. Khuyén céo theo ddi nong do phenytoin trong huyét tuong
khi bat dau hodc ngung diéu tri bang esomeprazol.

Voriconazol: Omeprazol (40 mg x 1 lan/ ngay) lam ting Cmax vd AUC tcua voriconazol
(Mot co chat CYP2C19) lan luot 15% va 41%.

Warfarin: Dung ddng thoi 40 mg esomeprazol cho bénh nhan dang diéu tri véi warfarin
trong cac thar nghiém 1am sang cho thay thoi gian dong mau nam trong pham vi chap nhan
dugc. Tuy nhién, sau khi dua thudc ra thi trrong, da c6 bao cao mot sb truong hop tang
INR dang ké trén 1am sang khi diéu tri ddng thoi. Khuyén céo theo ddi INR Iic bt dau va
khi két thiic diéu tri esomeprazol dong thoi voi warfarin hodc cac dan xuat coumarin khac.
Cilostazol: Omeprazol va esomeprazol déu c6 hoat tinh uc ché CYP2C19. Dung omeprazol
licu 40 mg ¢ nguoi khoe manh 1am ting Cmax VA AUC cua cilostazol lan lugt 18% va 26%,
va caa mot chat chuyén héa cé hoat tinh cta né lan luot khoang 29% va 69%.

Cisaprid: O nguoi tinh nguyén khoe manh, dung dong thoi véi esomeprazol 40 mg lam
tang AUC 32% va kéo dai thoi gian ban thai 31% nhung khong lam tang dang ké nong do
dinh trong huyét twong cua cisaprid. Pa c¢6 bao céo tac dung kéo dai khoang QT nhe sau
khi chi dung cisaprid va khong kéo dai hon khi dung cisaprid voi esomeprazol.
Clopidogrel: Trong mot nghién ciru 1am sang chéo, clopidogrel (liéu tan cong 300 mg/ liéu
duy tri 75 mg/ ngay) don doc va phdi hop omeprazol (80 mg, dung cung lic véi
clopidogrel) dugc dung trong 5 ngay. Nong do cua chat chuyén héa cé hoat tinh cua
clopidogrel giam khoang 46% (ngay 1) va 42% (ngay 5) khi dung clopidogrel cung vaéi
omeprazol. Sy ¢ ché két tap tiéu cau (IPA) giam khoang 47% (24 giod) va 30% (ngay 5)
khi dung clopidogrel cting voi omeprazol. Mot nghién ciru khéc cho thay dung clopidogrel
va omeprazol ¢ thoi diém khac nhau khong ngin duoc twong tac giita ching, co thé 1a do
tac dung uc ché CYP2C19 caa omeprazol. Dit liéu khéng nhat quan vé nhiing anh huong
lam sang cua twong tic PK/PD nay ctia esomeprazol dbi véi cac bién ¢ tim mach 16n da
dugc bao céo tir cac nghién cau mo ta va Iam sang.

Dung esomeprazol véi cac thudc gay cam tng CYP2C19 va CYP3A4 nhu rifampin lam
giam nong d6 esomeprazol, tranh dung dong thoi.

Amoxicillin va quinidin: Khdng thdy c6 anh huong ciia esomeprazol dén duoc dong hoc
cuaa amoxicillin, quinidin trén [am sang.

Naproxen hogc rofecoxib: Trong cac nghién ctu ngin han danh gia dung dong thoi
esomeprazol vai naproxen hoic rofecoxib khong thay co twong tac dugc dong hoc trén 1am
sang.

Co ché chua ré:

Methotrexat: Tang nong do methotrexat & mot vai bénh nhan khi dung dong thoi thude tc
ché bom proton. Can nhic viéc ngung tam thoi esomeprazol khi chi dinh liéu cao
methotrexat cho bénh nhan.

Tacrolimus:

Di ¢6 bao cao tang ndng do tacrolimus huyét thanh khi dung dong thoi esomeprazol. Can
tién hanh theo ddi chat ché nong do tacrolimus ciing nhu theo ddi chirc ning than (Cler) cua
bénh nhan, diéu chinh liéu tacrolimus néu can thiét.

Anh hudng cua céc thude khac dén duoc dong hoc cua esomeprazol:

Thudc irc ché CYP2C19 va/ hogc CYP3A4

Esomeprazol chuyén héa boi CYP2C19 va CYP3A4. Dung dong thoi esomeprazol va mot
thudc wc ché CYP3A4 nhu clarythromycin (500 mg x 2 lan/ ngay) lam tang gap déi AUC
cua esomeprazol. Dung déng thoi esomeprazol va mét thudc tc ché ca CYP2C19 va
CYP3A4 c6 thé 1am ting hon gap d6i AUC cua esomeprazol.

Voriconazol uc ché CYP2C19 va CYP3A4, 1am ting AUC cua esomeprazol khoang 280%.
Trong nhitng trudng hop ndy, viéc didu chinh lidu ¢ thé khong can thiét. Tuy nhién, can
nhic chinh lidu khi ding thuéc cho bénh nhan suy gan nang hoidc dugc chi dinh diéu tri kéo
dai.
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11.

Thuoc cam iing CYP2C19 va/ hodc CYP3A4:

Céc thubc cam ttng CYP2C19 hoiac CYP3A4 hoic ca hai (nhu rifampicin va St John’s wort)
c6 thé 1am giam nong d6 esomeprazol huyét thanh do lam tiang chuyén hoéa esomeprazol.
Twong tic khac:

C6 thé tang nguy co ha magnesi huyét khi dung esomeprazol clng cac thUOc cling gay ha
magnesi huyét nhu thudc loi tiéu thiazid, thudc loi tiéu quai. Kiém tra ndng do magnesi
huyét truéc khi dung thude Gc ché bom proton va dinh ky sau do.

Digoxin: Ha magnesi huyét do diing kéo dai thudc trc ché bom proton lam co tim tang nhay
cam véi digoxin, c6 thé lam tang nguy co doc voi tim cua digoxin. O ngudi bénh dang
dung digoxin, kiém tra nong d6 magnesi truéc khi bat ¢au ding thudc wc ché bom proton
va dinh ky sau do.

Sucralfat: Uc ché hap thu va lam giam sinh kha dung cua thudc e ché bom proton. Dung
cac thudc we ché bom proton it nhat 30 phut trude khi dung sucralfat.

Tré em:

Céc nghién ctru tuong tac cua esomeprazol chi mai dugc thuc hién trén nguoi 16n.

TAC DUNG KHONG MONG MUON VA XU TRi:

Nhitng tac dung khéng mong muén sau di duoc xac dinh hoic nghi ngo trong céc thir
nghiém 14m sang va sau khi dua thudc ra thi truong. Khéng thay co tac dung khdng mong
muén lién quan dén liéu nao.

Thuong gap, 1/100 < ADR

Than kinh: Pau dau

Tiéu hoa: Budn non, non, dau bung, tiéu chay, tao bon, day hoi.

it gap, 1/1.000 < ADR < 1/100

Chuyén hoéa va dinh dudng: Phii ngoai bién.

Tam than: Mat ngu.

Than kinh: Choéng, budn ngu, di cam.

Tai va duong réi (tai trong): Chong mit.

Tiéu hoa: Khé miéng.

Gan - mat: Tang enzym gan

Da va mé dudi da: Viém da, ngira, phat ban, néi may day.

Co - xuwong - khép: Lam dé giy xuong hong, co tay hoic cot sdng.

Hiém ggp, 10.000 < ADR < 1/1.000

Méu va hé bach huyét: Giam bach cau, giam tiéu cau.

Mién dich: Phan ang qué man (nhu sét, phdl mach, phan ang phan vé, soc phan ve).
Chuyén hda va dinh dudng: Ha natri huyét.

Tam than: Kich dong, tram cam, 13 13n.

Than kinh: Réi loan vi giac.

Mat: Nhin me.

H® hap - 1ong nguc - trung that: Co that phé quan.

Tiéu hoa: Viém miéng, nhiém nam candida duong tiéu hoa.

Gan - mat: Viém gan kém hoac khong kém vang da

Da va mé dudi da: Nhay cam anh sang, rung toc.

Co - xuong - khop: Pau khop, dau co.

Toan than: Mét moi, dé md héi.

Rat hiém gap, ADR < 1/10.000

Méu va hé bach huyét: Giam toan thé huyét cau, mat bach cau hat.

Tam than: Biéu hién hung tinh, ao giéc.

Gan - mat: Suy chirc nang gan, bénh ndo gan ¢ nhirng bénh nhan bi bénh gan tir truéc.
Da va md dudi da: Hong ban da dang, ban bong nuéc, hoi ching Stevens - Johnson, hoai
tar biéu bi nhiém doc (TEN).

Co - xuong - khop: Yéu co.
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12.

13.

14.

15.

Than - tiét niéu: Viém than k&.

Noi tiét: Chang v to & nam gidi.

Chura 16, chuwra ¢é dir liéu vé tan sudt gap ADR

Chuyén hoa va dinh dudng: Ha magnesi huyét, ha magnesi huyét ning cé thé tuong quan
Vvéi ha calci huyét.

Tiéu héa: Viém dai trang vi thé.

Do lam giam d6 acid cua da day, cac thuéc e ché bom proton c6 thé lam ting nguy co
nhiém khuan & duong tiéu hoa.

Thudc cé thé gay cac tac dung khdng mong muén khac. Khuyén céo bénh nhan théng béo
ngay cho bac sy khi gap phdi cac tac dung khéng mong muasn khi ding thuac.

Hudéng dan xir tri ADR:

Phai ngng thudc khi ¢ biéu hién ADR nang.

QUA LIEU VA XU TRI:

Chua c6 bao cao vé qua liéu esomeprazol ¢ ngudi.

Céc triéu chimg duoc md ta & liéu 280 mg bao gém cac triéu chung tiéu hoa va suy nhuoc.
Khong c6 tai bién xay ra khi dung liéu 80 mg esomeprazol. Khong c6 thudc giai doc dic
hiéu cho esomeprazol. Tham tach mau khdng c6 tac dung ting thai trir thudc vi thuc gan
nhiéu vao protein. Chu yéu diéu trj triéu chung va diéu trj hd tro trong trudng hop qué liéu.

CAC DAU HIEU CAN LUU Y VA KHUYEN CAO: Khong dung qua liéu chi dinh.
Piéu kién bao quan: Noi kho rao, tranh anh sang, nhiét do khéng qué 30°C.
Han dung caa thudc: 36 thang ké tir ngay san xuat.

TEN, PIA CHI VA BIEU TUQNG CUA CO SO SAN XUAT
San xuat tai:

DAVIPHARM

CONG TY CO PHAN DUQC PHAM PAT VI PHU

(DAVIPHARM)

L6 M7A, Puong D17, Khu Céng nghiép My Phuéc 1, Phuong Théi Hoa, Thi x& Bén Cét,
Tinh Binh Duong, Viét Nam

Tel: 0274.3567.687 Fax: 0274.3567.688

NGAY XEM XET SUA POI, CAP NHAT LAI NQI DUNG HUONG DAN SU DUNG
THUOC: 18/05/2019

Tén san pham: JIRACEK-20

M4 sb toa: 0465.T1

Kiém soat sira ddi:

Chuyén file in theo cong van cap SPK dot 164 s6 303/QP-QLD ngay
10.05.2019

Nhan vién thiét ké:
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