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TOHUGNG DAN ST DYNG THUOC TAC DUNG KHONG MONG MUON CUA THUOC
R, Cac phén (mg phy, ké ca cac ddu higu bat thutmg qua xét nghiém, da
Rebamipide 100mg Nippon Chemiphar dwge ghi nhén & 54 b¢nh nhan (0,54%) trong s6 10.047 bgnh nhén
THUOC NAY CHil DUNG THEO DON THUGC dwge didu tri. Trong s 3.035 bénh nhén trén 65 tudi, cic phin (mg
Dhoc 9 heding abb e dpnr v Mt B phu da duge ghi nhan @ 18 bénh nhan (0,59%). Ban chit va ty 1§ xiy
D4 xa 1dm tay ciia 1ré em ra ce phén img phy khdng 6 sy khée biét gitta bénh nhin cao tudi

Khing ding thude qué thed han sie dung va bénh nhén tré tubi,
THANH PHAN Tom tht che dir ligu sau day bao 2dm ca cac phan img phu dige bio
M&i vién nén bao phim chira: cdio nhur sau:
- Thanh phén hoat chd (1) Céc phan (mg phy co y nghia ldm sing
R.ebamipit!c T PO R W ur PO R AP TRRPOT PPN || K 1114 - Sheva Phﬁl’l l:l'l’lg phén vé [chua i ty |¢4): Sbe va pha!l {mg ]Jhal'i vé
= Do plut 1 ditge ¢6 thé xdy ra. Cin theo doi bénh nhén chat che. Néu c6 ddu hiéu bét

Lactose monohydrate, Microcrystalline Cellulose, Croscarmellose
Sodium, Hydroxypropyl Cellulose, Magnesium Stearate, Hypromellose,
Polyethylene Glycol 6000 SP, Titanium Oxide, Carnauba Wax.

MO TA
Rebamipide 100mg Nippon Chemiphar [2 vién nén tron, bao phim mau
tréing, hai mit tron.

thutmg, phai ngimg ding thudc v tién hanh cée bién phap didu tri
thich hop.

- Gidm bach cu (1 18 < 0,1%) va giam tiéu ciu (chira 1 ty [&'): Gidm
bach ciu va giam tidu clu c6 thé xay ra. Cin theo doi bénh nhén chit
che. Néu ¢6 diu hiéu bét thuong, phai ngimg ding thude va tién hanh
cdc bign phap di &u trj thich haop.

Kich thuée Mot Mt Mat bén - R6§ loan chirc niing gan (ty ¢ < 0,1%) va vang da (chua 1o ty ¢¥):

miit cdn lai Ri loan chirc nang gan va ving da, duge biéu thj bang tang mire
Pudmg kinh 8,2 mm AST (GOT), ALT (GPT), v-GTP va phosphatase kiém, dd dirge ghi
DG day 3,5 mm O O = ahdn & nhimg béh nhn dang ding Rebamipide. Cin theo ddi binh
Khoi lugng khoang 175 mg i nhéin chit che, Néu 6 cic diu higu bét thubmg qua xét nghiém, phai

ngimg dimg thuic va tién hanh cac bién phap didu tri thich hgp.

- Nhimg bénh nhin sir dung Rebamipide 14u dii nén duge giam sit
mt cdch dinh k¥ bit ky déu hicu_ hay triéu chimg men gan cao, gidm
lugng bach clu vathoge lugng tidu ciu,

(2) Céc phan img phy khéc

DANG BAO CHE: Vién nén bao phim
QUY CACH PONG GOI: Vi 10 vién bao phim, Hop 10 vi.

CHi DINH
- Loét da day.
- Diéu tri cdc thuong ton niém mac da day (An mon, chay méu, do va phi nd)

trong céc tinh trang sau: viém da day cap va dgt cip cia viem da iy man.

H¢ théng trong co

% ik <0,1% Chua b thn suft®
CACH DUNG, LIEU DUNG thé/ Tén sudt ;
- Loétda ddy: Lidu Rebamipide thutng ding cho ngudi 161 [ 100 mg (1 vién Ban, ngira, eczema
Rebamipide 100mg Nippon Chemiphar) 3 1dn/ngay bing duimg ubng véo Qi el giong phat ban do
budi sang, budi tdi va trude khi di ngu. (v § 1) thubc, céc tritu | Nbi mé day

- Diéu tr cdc thirong tén nitm mae da day (an mon, chiay méu, 6 va phi né)
trong céc tinh trang sau ddy: viém da day cdp va dot cip cia viem da day
man: Liéu Rebamipide thutmg ding cho nguéd lon 13 100 mg (1 vién
Rebamipide 100mg Nippon Chemiphar) 3 dn/ngay bing dudng udng.
CHONG CHi PINH

Chong chi dinh diing Rebamipide 100mg Nippon Chemiphar cho nhimg
bénh nhn ¢6 tién sit mdn cim voi bit ki thanh phin ndo cia thude.
CANH BAO VA THAN TRQNG KHI DUNG THUOC

- 8ir dyng cho ngudi eno tudi: Cén chi ¥ dic bigt dbi véi nhimg bénh nhan
cao tudi dé gidm thidu nguy co rdi loan da day-rudt, vi vé mat sinh 19 hoc,
bénh nhén cao twdi thirdmg nhay cam hon véi thubc nay so vii bgénh nhin
tre tudi.

Sir dyng cho tré em: Chua xdc dinh dirge @) an todn cia thude nay & tré
sinh nhe ¢dn, wé so sinh, tré con b va tré em (Chua di kinh nghiém lam
sang).

Chi diin sii- dyng cho bgnh nhéin: Cén chi dfin bénh nhin khang duge nudt
bét ky phin nao cia vi nén (PTP). (D4 o6 bdo cdo la nhiing gr séc cia vi
thudc co thé cit hoic xuyén qua niém mac thuc quén néu vd ¥ nudt phii,
dén dén viém trung thit hodc nhimg bién chimg nghiém trong khac),
SUDYNG THUOC CHO PHU NU'CO THAI VA CHO CON BU

- Rebamipide chi nén duge ding cho phu nit ¢6 thai hofie ¢6 kha ning s& c6
thai néu lgi ich cha viée didu trj dy tinh duge cho 1A cao hon bt ky nguy co
4o ¢6 thé 6 (Chua xdac dinh duge df an toan eia thudc ndy & phy nit co
thai).

Nhimg phy nir dang cho con bii phdi ngimg cho bi trude khi ding
Rebamipide (Nhirng nghién cru trén chudt cho thay Rebamipide cd thai qua
sita).

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

Chura cé nghién e duge kiém sofit vé lic dyng ciia Rebamipide khi l4i xe.
Da ghi nhin mdt s bénh nhan bi chong mét hodc budn ngd khi dang ding
Rebamipide, nhimg bénh nhan nhir thé edn thin trong khi lai xe hofic viin

chimg qui min cam
khéc

Thin kinh - tdm T8 chag mat, g
B budn ngi, loan vizf
thin ; Ay
gic ’Q.:,
Da diy — rudt Tao bon, cim gibe &
chudng bung, tiéu Q
chiy, budn ndn =
' " | Khé miéng, =
ndn, ¢ noéng, dau ot b
bung, ¢ hoi, bit bR A
thubmg  vi  gide, §
V.V...
Tang mitc AST
. (GOT), ALT (GPT), | Réi loan chirc
Can (ou ¥2) y-GTP, phosphatase | ndng gan
kitm
Gidm  bach ciu,
Huyét hoo giam bach cdu hat, | Giam tidu ciu
Y.V...
Réi  loan  kinh | Vi sung va dau,
nguyét, tang mirc | cam img tiét sita do
nitw  uré  mau | chimg vi to & dan
(BUN), phdi, cAm | éng, ddnh tring
Phan tmg phy gidccovatla dhong | ngye, sét, d bimg
khac miit, t& hdxi, ho,

suy hé hip chp,
rung long toc, khat,
phtt mét, ban do
ngira

Luu y 1) Néu cb cdc trigu chimg qua min cim, phai ngung ding

thube

hanh may méc.
TUONG TAC, TUONG KY CUA THUOC
Chura cé twong tac thudc nao duge ghi nhén,
Do khdng ¢6 ce nghién ciru vé tinh tuong ky cia thudc, khéng tron lin
thude nay v6i céc thude khic.

Luru y 2) Néu mirc transaminase ting 1o rét hodic ¢6 6L va ndi ban,
phai ngimg ding thude va tién hanh céc bién phap didu tri thich hop.
' Chuard ty I xdy ra ciia céc phan tmg phu di duge bao cdo tir y.

Thdng bdo cho bic sT bt ky téc dung phu néo e nén rrém trong
hogc ciic tae dung phy khéng ndim trong muc liét ké o v hieomg ddn

nay.




Nhém Duge 1¥: Thude tri loét da diy va trio nguge dg day thye quin
Mit ATC cita thude: AD2BX14

(1) Tac dung phdng ngira hogc chita lanh trong md hinh loét da day
Rebamipide ngin chin sy tdn throng niém mae da déy trong cac md hinh
loét thye nghigm khac nhau & chudt, ké ca loét dugc tao ra do stress khi bi
ngdm trong nuede, do aspirin, indomethacin, histamin, serotonin va thit mdn
vi. Thude con bo v& nidm mac khoi b tdn thuong gy ra do che didu kién
gily loét khic ma co I€ 1am phét sinh phin img ciia céc gde oxy, bao gbm
sur ti cung cAp méau cho niém mac bi thiéu mau cuc b, sir dung yéu td hoat
héa tidu cdu (PAF) holic diethyldithiocarbamate (DDC) va sir dung
indomethacin trong cac tinh trang bj stress.

Trong mdt md hinh loét duge tao ra do acid acetic & chudt, thude thic ddy
lam lanh céc vét loét da day va ngin chiin sy (i phat loét sau khi gy loét
120-140 npay,

(2) Thc dung phong ngira hofic chita lanh trong mé hinh viém da day
Rebamipide ngin chin sy phit trién ciia acid taurocholic (mt trong nhimg
thanh phin chinh cia acid mat) — gdy ra viém niém mac vi thac ddy lam
lanh viém nigm mac két hop voi da day & chudt thyre nghi¢m,

(3) Téc dyung lam tang prostaglandin

Rebamipide lam ting hinh thanh prostaglandin E; (PGE;) trong niém mac
da day chudl, Thufic con lam ting ham lhegng PGEy), 15-keto-13, 14-
dihydro-PGE; (14 mét chat chuyén hoa ciia PGE;) va prostaglandin 1, (PGI,)
trong djch da day.

@ nhiimg nam gidi khoe manh, thudc cling cho thy tie dyng lam ting ham
lrgng PGE; & ni¢m mac da day vi béo vé niém mac da day khoi bj tén
thuong gy ra do ding ethanol.

(4) Tée dyng bao vé té bao

Rebamipide cho thiy tic dung bio v¢ té bao da day, tic ché sir tin thuong
niém mac gy ra béi ethanol, acid manh hofic base manh & chudt. Trong céce
nghién ot in vitro, thude con bao vé cac té bao bidu mé da day ldy tir bio
thai thd nuéi oy chdng lai ton thuong duge gay ra do aspirin — hofic acid
tauracholic (mét trong nhimg thanh phin chinh ciia acid mat).

¢ nhimg nam gi6i khoe manh, thude ngan chan sir tén thuong niém mac da
daty duge tao ra do ding aspirin, ethanol hoic HCl-ethanol,

(5) Thc dung lam ting dich nhiy

Rebamipide thic ddy hoat déng ciia enzyme da day dé ting hop cdc
alycoprotein c6 trong lugng phin tir cao, lam day 16p dich nhily trén bé mit
clia niém mac da day va lam tang lugng dich nhily hoa tan trong da day &
chudt. Prostaglandin (PG) ndi sinh khdng lién quan gi trong sir ting dich
nhéy hoa tan.

(6) Tac dung 1am tang luu lrgmg mau vao niém mac.

Rebamipide lam téng luu lugng mAu vio niém mac da day va cai thién huyét
dgng hoc bi suy giam sau khi chudt bj mét méuw.

(7) The dung trén hang rio niém mac

Rebamipide thuomg khong dnh hudng 1én sy khéc bigt co thé co vé vige
truyén qua niém mac da day & chudt nhung nd ngn can vige gidm khac bidt
¢t thé cé do ethanol.

(8) Tac dyung Ien sy tiét kidm o da day

Rebamipide thic ddy s tiét kim & da day chugt.

(9) Thc dung I2n s ligng té bao niém mac

Rebamipide hoat hoa sy ting sinh t€ bao niém mge da day va lam tang sé té
bao bidu md phil niém mac & chudt,

(10) Tée dung 1&n sir phyuc hdi niém mac da day

Rebamipide phyc hdi sy chim lanh vét throng nhin tao gy ra do acid mft
ho#c hydrogen peroxide & té bao bigu mé da déy tho duge nudi cdy.

(11) Téc dung lén sy tiét coa da day

Rebamipide khéng lam thay ddi sir tiét base cia djch da day hofc sy tidt
acid duge kich thich boi chit loi tiét,

(12) Téhe dung lén che gde oxy

Rebamipide loai céc gdc hydroxyl mét cach trye tidp va ngin chiin sy sén
xufit superoxide do cdc bach cfu hat. Thube ngén chin sy tén thuong té baa
niém mac da diy giy ra do phan img cac ghe oxy duge phong thich tir cdc
bach cfu trung tinh duge kich thich bii Helicobacter pylori in vitro. Thufc
lam glﬁm ham lugng peroxide trong lipid & niém mac da day chudt duge
cho ubng indomethacin trong tinh trang bj siress vé ngin chin sy tbn thurong
niém mac da day.

g s ha viem & fem mac da day.
Rebamipide ngén chiin sy thim nhi&m té bao viém trong mé hinh viém
da day & chudt dirge tao ra do acid taurocholic (mdt trong nhimg thanh
phin chinh ctia acid mat) va tén thueng niém mac da day dugce tao m
do edic thude khang viém khang steroid (NSAID) hotic do sy t4i cung
cdp mau trong thifu méu cue bj.
(14) Téc dyng 1en sy phong thich cytokine (interleukin-8) gdy viém &
niém mae da day.
Rebamipide ding duing ué:tg. ngin chiin sy tAng sdn xudit interleukin-
8 & niém mac da day cia bénh nhin bi nhiém Helicobacter pylori,
Thubic cdn (re ché sir hoat héa yéu té kappa-B (NF-kB) cila nhén, sy
biéu hién cia interleukin-8 mRNA v sir sin xudit interleukin-8 & té bio
biéu mé duge nudi cdy cling véi Helicobacter pylori.
DAC TINH DUQC PONG HQC
(1) Néng dd trong huyét trong
Béng sau chi ra cfic théng s6 duge déng hoc cia Rebamipide sau khi
uéng mt lidu don Rebamipide & 27 banh nhén nam khée manh nhin
an.
Chc thong sb duge dong hoe ciia Rebamipide

Muc T Crux tin AUCzy
(git) (pg/L) (gitr) (ng/L.git)
Rebamipide | 24+ 1.2 216+ 79 1.9+0.7 874 +200

Gid tri trung binh £8D, n = 27, ti, duge tinh téi 12 gid,

Tée o hdp thu Rebamipide c6 xu hudng chim khi thudc duoc ding
duémg ubng & lidu 150 mg cho 6 nguiri khoe manh sau bira in so vdi
the d hdp thu néu ubng tnrée khi in. Tuy nhién, thite dn khong anh
huéng dén sinh kha dung ciia thude & ngubi,

Chc thang s& duge ddng hoc ghi duge tir cac bénh nhén bj suy thén sau
khi ubng mot liéu don 100 mg Rebamipide cho thdy ndng dé trong
huyét twong cao hon vi thir gian ban hity 1du hon so véi & nhimg ngudi
khée manh. O trang théi én dinh, ndng d¢ Rebamipide trong huyét
tuong quan st duge & cdc bénh nhan thdm phén than sau khi ding lidu
lap lai rit gidng véi che trj s6 khi ding lidu don, Vi viy, thufic dwoe
xem 14 khéng tich liiy.

(2) Chuyén hoa: Sau khi cho nhimg nam gidi nguin lom khoe manh
diing lidu dom 600 mg, Rebamipide chii yéu duge bai tiét trong nurdc
tiu duoi dang thude khong déi. Mot chdt chuyén hoa co 1 nhém
hydroxyl & vi tri thir § da duge tim thﬁy trong nude tidu, Tuy nhién, sur
bai tiét chit chuyén hoa nay chi 12 0,03% cia liéu dd ding. Enzyme lign
quan dén sy hinh thanh chiit chuyén hoa ndy 14 cytochrom P450 3A4
(CYP 3A4),

Liru ¥: Liéu thirbng ding & ngudi 16n 1a 100 me, 3 lin/ngay.

(3) Thii trir: Khi cho nhimg ngutri nam khoe manh ding mét liéu
Rebamipide 100 mg, khodng 10% licu dimg di dugc thii trir qua x}uﬁ‘c
tidu,

(4) Lién két véi protein: Rebamipide & litu 0,05 - § pg/mL dugduma

vio huyét trong ngudri in vitro, vé 98,4 — 98,6% thude nay da 100 &k

voi protein huyét tuong, NAM .@“g’
QUA LIEU VA CACH XU TRi ,/g

Khong ¢b dit liéu vé sir dung thude qua ligu, khéng dimg qu@\(

dinh cta thudc,

Nén diéu trj triéu chimg khi qué liéu, tich cyc theo doi dé ¢o bign phap
xir tri kip thii.

PIEU KIEN BAO QUAN
Trong bao bi kin, noi khd, khong qua 30°C,

HAN DUNG

24 théng ké tir ngdy san xuft, §
TIEU CHUAN CHAT LUQNG CUA THUOC g

Duge dién Nhat, dn ban hién hanh, g
SAN XUAT TAI

S6 76 Bai 1d Doc Lip, Khu Cdng Nghiép Viét Nam -Singapore,
Phutmg An Phi, Thanh phd Thufin An, Tinh Binh Duong,

f\q?ﬁﬁ%—"—%
n’\"‘ -6:

: CONG TY TNHH NIPPON CHEMIPHAR VIET NAM

Hiroshi Kambara
Téng Giam D6c



https://trungtamthuoc.com/

PACKAGE INSERT
Ry

Rebamipide 100mg Nippon Chemiphar
THIS MEDICINE IS TAKEN WITH PRESCRIPTION ONLY
Read the package insert carefully before nse
Keep medicines owt of reach of children
Do not use after the expiry date

COMPOSITION
Each film-coated tablet contains;
- Active pharmaceutical ingredieni
Rebamipide. aiaominamnianiusuassmy
- Excipienis
Lactose monohydrate, Microcrystalline Cellulose, Croscarmellose
Sodium, Hydroxypropyl Cellulose, Magnesium Stearate, Hypromellose,
Polyethylene Glycol 6000, Titanium Oxide, Carnauba Wax.
DESCRIPTION
Rebamipide 100mg Nippon Chemiphar is a white, round shaped, film-
coated tablet, plain on both sides.

crseneens 100 ME

One The
Dimension . other Side
side %
side

Diameter 8.2 mm
Thickness 3.5 mm
Weight approx. 175 mg

——
——

OlO

DOSAGE FORM: Film-coated tablet
PACKAGING SIZE: Blister of 10 film-coated tablels.
Box of 10 blisters,

INDICATIONS

- Gastric ulcers,

- Treatment of gastric mucosal lesions (crosion, bleeding, redness and
edema) in the following conditions; acute gastritis and acute exacerbation
of chronic gastritis,

DOSAGE AND ADMINISTRATION

- Gastric ulcers: The usual adult dosage of Rebamipide is 100 mg
(1 tablet of Rebamipide 100mg Nippon Chemiphar) taken by the oral
route three times daily, in the moming, in the evening and before at
bedtime.

- Treatment of gastric mucosal lesions (erosion, bleeding, redness and
edema) in the following conditions; acute gastrilis and acute exacerbation
of chronic gastritis: The usual adult dosage of Rebamipide is 100 mg (1
tablet of Rebamipide 100mg Nippon Chemiphar) three times daily taken
by the oral route.

CONTRAINDICATION
Rebamipide 100mg Nippon Chemiphar is contraindication for patients
with a history of hypersensitivity to any ingredient of this drug,

SPECIAL WARNINGS AND PRECAUTIONS FOR USE

= Usein the elderly: Special care is required in elderly patients to minimize
the risk of gastrointestinal disorders, because these patients may be
physiologically more sensitive to this drug than younger patients.

- Pediatric Use: The safety of this drug in low birth weight infants,
newborns, suckling infants, infants and children have not been established
(Clinical experience is insufficient).

- Patient’s Instructions for Use: Patients should be instructed not to
ingest any portion of the press-through package (PTP) (There have been
reports that the sharp edges of the sheet can cut or penetrate the
csophageal mucosa if accidentally ingested, resulting in mediastinitis or
other serious complications).

PREGNANCY AND LACTATION

- This drug should be administered to pregnant or possibly pregnant woman
only if the anticipated therapeutic benefit is though to outweigh any
potential risk (The safety of this drug in pregnant women have not been
established),

- Nursing should be interrupted when this drug is administered to (Rat
studies have shown that Rebamipide is excreted in the breast milk),

EFFECTS ON ABILITY TO DRIVE AND USE MACHINES
No contrelled studies on the effects of Rebamipide on driving. It has been
noted that some patients experience dizziness or drowsiness while taking
Rebamipide, such patients should be cautious when driving or operating
machinery.

INTERACTION, INCOMPATIBILITY
Mo drug interactions have been reported,

Because there are no studics of drug incompatibility, da not mix this
drug with other drugs

UNDESIRABLE EFFECTS

Of 10,047 palients treated, adverse reactions, including abnormal
laboratory findings, were reported in 54 patients (0.54%). Of 3,035
patients aged over 63 years, adverse reactions were noted in 18 patients
(0.59%). The nature and incidence of adverse reactions showed no
differences between elderly and younger patients,

The following summary of data includes adverse reactions are reported
as follow:

(1) Clinically significant adverse reactions

Shock, anaphylactoid reactions (incidence unknown'): Shock or
anaphylactoid reactions may occur. Patients should therefore been
closed monitored. If abnormal findings are observed, the drug should
be discontinued and appropriate measures taken.

Leukopenia (incidence < 0,1%) and thrombocytopenia (incidence
unknown®): Leukopenia and thrombocytopenia may occur, Patients
should therefore be closely monitored. 1f abnormal findings are
observed, the drug should be discontinued and appropriate measures
taken.

Hepatic dysfunction (incidence < 0.1%) and jaundice (incidence
unknown®): Hepatic dysfunction and jaundice, as indicated by
increases in AST (GOT), ALT (GPT), y-GTP and alkaline phosphatase
levels, have been reported in palients receiving rebamipide drugs.
Patients should therefore be closely monitored. [f abnormal laboratory
findings are observed, the drug should be discontinued and appropriate
mcasures taken.

Patients using Rebamipide in long-term should be monitored
periodically for any signs or symptoms of elevated liver enzymes,
decreased white blood cell count and/or the amount of platelets.

(2) Other adverse reactions

cough, respiratory
distress, alopecia,
thirst, facial edema,
rash

Note 1) If such symptoms of hypersensitivity oceur, the drug should be
discontinued.

Note 2) If transaminase levels ure markedly increased or fever and rash
develop, the drug should be discontinued and appropriate measures
should be taken.

* The incidence rates of voluntarily reported adverse reactions are not
known,

f you notice any side effect not listed in this leaflet or of any of the side
effects gel serious, please tell your doctor.

e s <0.1% Incidence unknown'
Frequency
Rash, pruritus,
Hyper- drug-eruption-like
sensilivity eczema, other Urticaria
(note 1) symptoms of
hypersensitivity.
Neuro - ) Numbness,
psychiatric dizziness, sleepiness,
Caonstipation, %m
feeling of abdomen 2 N
enlarged, diarrhea, .,./[JONG ™™
Gastro- nausea, vomiling, Dry mouth, : TNHH
intestinal heartburn, abdominal distent|pi NIPPON
abdominal pain, ]
belching, taste \ CS‘EE".?:‘;I
abnormality, etc. o
Increased AST Q%Nﬁ
Hegatin (OO, ALT (), Liver dysfunction N—F
(note 2) y-GTP, alkaline |
phosphatase levels
Leukopenia,
Hematologic granulocytopenia, Thrombocytopenia
ele.
Menstrual Breast swelling and
disorders, increased | pain, gynecomastia
BUN levels, edema, | induction of
feeling of a foreign | lactation,
hody in the palpitations, fever,
Other pharynx. facial flushing,
numbness of tongue,
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PHARMACOLOGY
Pharmacotherapeutic group: Drug for peptic uleer and gastro-
oesophageal reflux disease,
ATC code: AD2ZBX14
(1) Preventive or healing effects in gastric ulcer models
Rebamipide inhibited gastric mucosal injury in various experimental rat
models of ulcers, including ulcers induced by water-immersion restraint
stress, aspirin, indomethacin, histamine, serotonin, and pyloric ligation.
The drug also protected the mucosa from injury caused by other
uleerogenic conditions that presumably vield reactive oxygen species,
including mucosal ischemia-reperfusion, administration of platelet
activating factor (PAF) or diethyldithiocarbamate (DOC), and
administration of indomethacin under stressed conditions.
In a rat acetic acid-induced ulcer model, the drug promoted healing of
gastric ulcers and was seen to suppress the recurrence and relapse of
ulcers 120 ~ 140 days after ulcer induction.
(2) Preventive or healing effects in gastritis models
Rebamipide inhibited the development of taurocholic acid (one of the
main ingredients of bile acid) - induced gastritis and promoted healing of
the mucosal inflammation associated with gastritis in rat experiments.
(3) Prostaglandin-increasing effect
Rebamipide increased the generation of prostaglandin E; (PGE;) in the
gastric mucosa in rats. The drug also increased the contents of PGE,, 15-
keto-13, 14-dihydro-PGE; (a metabolite of PGE;) and PG, in the gastric
Jjuice, In healthy male subjects, the drug again revealed the increasing
effect on the PGE; content in the gastric mucosa and protected the gastric
mucosa from injury caused by ethanol loading.
(4) Cytoprotective effect
Rebanmipide exhibited a gastric cyloprotective effect to inhibit the
mueesal injury induced by ethanol, strong acid, or strong base in rats. In
in vitro studies, the drug also protected cultured gastric epithelial cells
obtained from rabbit fetuses against aspirin - or taurocholic acid (one of
the main ingredients of bile acid)-induced injury,
In healthy male subjects, the drug inhibited gastric mucosal injury
induced by aspirin, ethanol, or HCl-ethanol loading.
(3) Mucus-increasing effect
Rebamipide promoted gastric enzyme activity to synthesize high
molecular weight glveoproteins, thickened the superficial mucous layer
of gastric mucosa, and increased the amount of gastric soluble mucus in
rats, Endogenous PGs were not involved in the increase in soluble mucus.
(6) Mucosal blood flow-increasing effect
Rebamipide increased gastric mucosal blood flow and improved impaired
hemodynamics after blood loss in rats.
(7) Effect on mucosal barrier
Rebamipide did not ordinarily affect the gastric transmucosal potential
difference in rats, but did inhibit lowering of the potential difference by
ethanol,
(8) Effect on gastric alkaline secretion
Rebamipide promoted gastric alkaline secretion in rats,
(9) Effect on mucosal cell lurnover
Rebamipide activated gastric mucosal cell proliferation and increased the
number of covering epithelial cells in rats.
(10) Effect on gastric mucosal repair
Rebamipide restored the bile acid or hydrogen peroxide-induced
retardation or artificial wound-repair in cultured rabbit gastric epithelical
cells,
(11) Effect on gastric secretion
Rebamipide did not alter either basal secretion of gastric juice or
secretagogue -stimulated acid secretion.
(12) Effects on reactive oxygen species
Rebamipide scavenged hydroxyl radicals directly and suppressed
superoxide production by polymorphonuclear leukocytes. The drug
inhibited the gastric mucosal cell injury caused by reactive oxygen
species released from neutrophils stimulated by Helicobacier pylori in
vitro. The drug reduced the content of lipid peroxide inthe gastric mucosa
of rats treated with indomethacin under stressed conditions and inhibited
the mucosal injury.

(13) Effect on inflammatory cell infiltration in the gastric mucosa.
Rebamipide prevented inflammatory cell infiltration in rat models of
taurocholic acid {one of the main ingredients of bile acid)-induced
gastritis and NSAID-induced or ischemia-reperfusion-induced gastric
mucosal damage.

(14) Effect on inflammatory cytokine release (interleukin-8) in the
gastric mucosa,

(15)Rebamipide, taken by the oral route, suppressed the increascd
production of interleukin-8 in the mucosa of patients with Helicobacter
pylori. The drug also inhibited the activation of NF-xB, the expression
of interleukin-8 mRNA, and the production of interleukin-8 in epithelial
cells cocultured with Helicobacter pylori.

PHARMACOKINETICS
(1) Plasma Concentrations
The table below shows the pharmacokinetic parameters of Rebamipide
following single oral administration of Rebamipide 100mg at a dose of
100 mg to 27 healthy male subjects in a fasted state,
Pharmacokinetic Parameters of Rebamipide

T Crme tin AUCoun
Tema (hr) (ng/L) (hr) (ng/L*hr)
Rebamipide | 24 +1.2 216479 1907 | 874£200
drugs

Mean value =8D, n= 27, t;» calculated from values up to 12 hour.

The absorption rate of Rebamipide following single oral administration
at a dose of 150 mg to 6 heathy male subjects in a fed state tended to be
slower than that in a fasted state. However, food did not affect
bipavaiability of the drug in humans.

Pharmacokinetic parameters obtained from patients with renal
impairment after single oral administration of Rebamipide at 100 mg
revealed higher plasma concentrations and a longer ¢limination half-life
compared with those in healthy subjects. At steady-state, Rebamipide
plasma concentrations observed in dialvzed renal patients following
repeated  administration  corresponded to  Rebamipide plasma
concentrations estimated from that observed following single
administration, Therefore, the drug was not considered to accumulate.
(2) Metabolism: Rebamipide was primarily excreted as the unchanged
compound in the urine after single oral administration to healthy adult
males at a dose of 600 meg. A metabolite with a hydroxyl group at the
8" position was identified in the urine. However, the excretion of this
metabolite was only 0.03% of the administered dose. The enzyme
involved in the formation of the metabolite was CYP3A4,

Note: The usual dosage in adults is 100 mg three times daily.

(3) Excretion: Approximately 10% of the administered dose was -
excreted in the urine when Rebamipide was administered as a single
oral dose to healthy adult males as 100 mg. A
{4) Protein binding: Rebamipide at 0.05 — 5 pg/mL was added uiﬁ
human plasma in vitro, and 98.4 — 98.6% of the drug was bound to”
plasma proteins.

OVERDOSAGE
There are no data on the use of overdose, do not exceed the prescribed
dose of the drug, .

Symptoms should be treated when overdose, actively monitor for timely
treatment method.

STORAGE CONDITION

Store in a well-closed container, in a dry place, not more than 30°C.
SHELF-LIFE

24 months from manufacturing date.
SPECIFICATION:

Japanese Pharmacopoeia, current edition.
MANUFACTURED BY

: NIPPON CHEMIPHAR VIETNAM CO., LTD.

P120220406

No. 76 Doc Lap Avenue, Vietnam — Singapore Industrial Park,
An Phu Ward, Thuan An City, Binh Duong Province,
Vietnam.




