HUONG DAN SUr DYNG THUOC
R« Thube nay ohl dong theo dom thube
RAPEED 20

(Vién nén bao tan Irons rudt rabeprazol natrl 20 mg)
D4 xa tdm tay tré em
k hirémg diin sir dyng trrde khl ding. ¢
Ho! be 8§ hofic duge s 8 biét thém thong tin chi tiét.

THANH PHAN CONG THUC

{viBn nén bao tan trong rudt chira:
Thanh phédn hoat chdt, Rabeprazol natrl 20 mg
Thanh phén t dupe: Mannitol (Pearlitol 160C), crospovidon (XL-10), magnesi oxyd light, hydroxy propyl cellulose (LF), natri stearyl fumarat
magnes| stearat, ethyl cellulose éEthocnl 7CPS), crospovidon (INF-10), hypromeliose phthalat (HP55S), sép carauba (SP63P)
monoglycerid diacetyl hda (MYVACET), Opadry || Yellow 85GB2757, Opacode $-1-17823 Black.

DANG BAO ChE
Vidn nén bao tan trong rudt. ' :
M 14 Vidn nén bao tan trong rudt hinh trén, mau vang, hal matidi, motmat co in s6 “20" mau den.

CHIDINM

Chida lanh céc tridmg hop bao mon hogic loét do GERD & ngun Iém

Rabeprazol duge chl djnh trong dibu trf ngén han (4-8 tudn) Iam lanh cac vét loét hogic bao mon trong bénh tréo nguroc dg day thire quén, O
nh(rng bnh nhan khdng duge chiva lanh sau 8 tulin didu trj, nén can nhéc viéc str dyng rabeprazol thém 8 tun ntra.

Didu tr| duy trl trong chiva ldnh cdc vét loét hojic bao mon do GERD &nguroi Iém

Rabeprazol dugc chi dinh dd didu trl duy trl trong chira lanh va Iam giam cAc¢ trigu chirng ¢ néng & bgnh nhén bj loét iodc bao mén trong bgnh
da diy thyro quan, Cée nghidn ctru durge kidm sodt kéo dai khong qué 12 thang,

Dldu tr] trigu chimg GERD & ngudr 16m

Rabopriz‘ol duge ohi dinh didu tri cdc con ¢ néng vao ban ngay va ban dém va cac trigu chirng khac c6 lién quan @én bénh GERD & ngudri 1én
trong 4 tuan.

Chira lanh loét td trang & ngudd 16m

Rabeprazol dwge ohi djnh trong didu tr| ngdn han (16n dén 4 tudn) trong didu tri I6m lanh va giam trigu ching toan than cua loét 1 wang. Hau
hét bénh nhin duge chira lanh trong vong 4 tudn.

Logl bé Helicobacter pylorl 48 ngiin ngira tai phét loét té trang & ngurdd Iom

Rabeprazol k&t hop vl amoxicillin va clarithromyein trong phéc d6 3 thube dugc chi dinh aé didu tri & bénh nhan nhidm Helicobacter pyloriva

bénh loét ta trang (dang hoat ddng hodc ¢ tidn st trong vong 5 ném) @8 loal bd Helicobacter pylori. Loai bd Helicobacter pylori cho théy giam
thidu nguy co tél phat loét ta trang. ) -

& bdnh nhan that bal didu trj, ndn thye hién kidm tra sy nhay cam clia vi khuén. Néu c6 sy a8 khéng véi clarithromycin hodic khéng thirc hign
du?c test kidm tra s nhay cdm, nén siy dung phac dd khac thay thé.

Dldu trj céc trurdmg hop tdng tiét acld bénh Iy, bao gbm héi chimg Zollinger-Ellison & nguwdi Iom

Rabeprazol duoc chl dinh trong didu trj dai han cac tredng hep téng tiét acid, bao gdm héi chirng Zollinger-Ellison.

BIdu tr| ngdn han cée trigu chirmg bénh GERD & tré v thanh nién (trén 12 tudl)

Rabeprazol dwrgc chi dinh 38 didu tr trigu chirng bénh GERD & tré vj thanh nién trén 12 udi trong 8 tuan.

Bldu tr| bdnh GERD & tré em ter 1-11 tudl

Rabeprazol durgc chi dinh 88 didu tr| bénh GERD & tré em tir 1-11 tubi trong 12 tudin.

LIEU DUNG VA CACHDUNG

Chdra lanh céc truomg hop bao mon hojic loét do GERD & ngurdd iém

Lidu khuy8n cdo: 20 mg x 1 I&n mdi ngay, trong 4-8 tudin. &' bénh nhan khéng durec chiralanh sau 8 tulin didu trf, nén can nhéc viéc tidp tuc sir
dyng lidu nhur trén trong 8 tuAn n(ra. : '

Pldu tr] duy trl trong chira lanh céc vét loét hofic bdo mon do GERD & nguwdi Iém

Lidu khuyén cao: 20 mg x 114n m8i ngay. Céc nghién clru dugc kidm soat kéo dai khéng qué 12 thang.

Pidu trf trigu chimg trong GERD & ngudi 16m

LIdu khuyén céo: 20 mg x 1 1An m&i ngay, trong 4 tuln. Néu trigu chirng van khong hét, nén can nhc viéc tiép tuc str dung thube.

Chura linh loét té trang & ngurdd Iém

Lidu khuyén céo: 20 mg * 11an mdi ngay sau bira séng, trong 4 tudin, Hau hét bénh nhan ddu dugc chira lanh vét loét trong 4 tulin, métivgng
nhd bénh nhan cAn didu trf tidp tuc a8 chira lanh vét loét. - : -
Loal bé Hellcobacter pylorl dé ngdn ngira tél phétloét té trang & ngurdi I6m

Phéc dd dibu trf 3 thube ‘
Rabeprazol natri 20 mg 2 1An/ngay x 7 ngay
Amoxicillin 1000 mg 2 An/ngay x 7 ngay
Clarithromycin 500 mg 2 lAn/ngay x 7 ngay

Nén sir dyng o 3 thube 2 1An mi ngay véo budi sang va budi ti. St dung 3 thubc trong phac ab lién tuc 7 ngay.

Pléu trf céc trudmg hop ting tiét acld bénh Iy, bao gdm hdl chirng Zollinger-Ellison Ingwdiiém

Lidu lrgng rabeprazol sir dung & bénh nhan tang tiét acid bgnh Iy thay dbi theo tirng ca nhan. Lidu khuyén cdo nén bét dAu véi 60 mg mai
ngdy. Nén didu chinh lidu ty theo y8u chu cia tirng bgnh nhan va nén didu tri kéo dai. CAn chia lidu & mét s6 bénh nhan. C6 thd st dung lidu
100 mg * 1 1An mdi ngay, 60 mg x 2 1An mdi ngay, Mot val bdnh nhan cé hdi chirng Zollinger-Ellison dugrc didu trj lién tuc véi rabeprazol dén 1
ném. ' .

Didu tr] ngén han cée trigu chimg bénh GERD &tré v| thanh nién (trén 12 tudi)

Libu khuydn ca6 20 mg  114n/ngay trong 8 tuln,

NgurdA 16m tudl, ngudi suy gan, suy thin

Khong cAn dibu chinh lidu & nguai 16m tudi, ngudl suy than, ngud| suy gan mire 4 nhe dén vira. Str dung rabeprazol & bénh nhan suy gan
mire A0 nhe Aén vira co thd lam téng ndng a9 thubc va gidm thai trir. Chura ¢6 céc der ligu 1am sang sir dung rabeprazol & bdnh nhan suy gan
n@ng, cAn s&r dyng thain trong & nhém bénh nhan nay.

Céc khuyén céo sirdyng thube

Dang bao ché Dl twong sir dyung Huéng din
Vién bao lan trong rudt Ngurr n va trd v] thanh nién trén 12 tud, Nuét nguyén vién, Khong nhai, nghidn, phan tan
ngurl 1 twdi vién. C4 thd sir dung thubc chung hoac khang
: v thire @n,
CHONG CHIDINH

Qua rqln vl rabeprazol, dn xult benzimidazol hodio véri bt ki thanh phan nao cla thube.
Phan (g qué mAn xay ra bao gbm: sbc phan vé, phii, co thit phé qudn, viém ké than cap, nbi mé day.

CANH BAO VA THAN TRONG KHI p(JNG THUOC
Udp day éc tinh
g:p r:mg :OL?:&: trf mboprduol khoing log! trir sy xut h:‘(;‘ uda day Actinh, o
nh nhin bj tréo nguee dg day thye quan da duec chra lanh bol rabeprazol trong 40 thang va durgc theo dai sinh thidt da day. Bénh nh

khong nhibm H. pylforl (221 trong s 32?3 bénh nhiin) khdng cé cac bidn adi banh Iy quan trong vé mitiam sang & lo‘;) mang n?\éy)éa da:y. Béﬁ:
nhiin nhibm H. pylor (0 treée (105 trong s 326 benh nhan) bf viem tir nhe g:n vira & vung than vi hodc viém nhe & hang vi, Bdnh nhan nhidm
H. pylori hoe viem than vi mire 40 nhe thuong chuydn thanh miro 46 vira, Trong khi 46 bdnh nhan & mure 46 vira thuémng khong thay adi mire
a6 bénh, Benh nhain nhidm M. pylor hosc viem nhxﬁ' viing hang v| thuremg e khuynh huréng 8n dinh. Truero khi @idy tr, khodng 8% b8nh nhan
teo tu ‘n & thin vivd 15% & hlnu vl. K‘l thic didu trf, 15% bénh nhlin oo ‘UY‘“ & than v| va 1% & hang vi. KhO‘n‘ﬂ 4% b’nh nhan cd
chuybn sln ving rudt el mot val they gibm trong quis trinh theo dol, nheng khang ghl nh@n thay abi déang kd, e
m)dlld - dl:di vl warlarin 5
Chira gl by A0 twong tac & trgng thal &n dinh gilra rabeprazol va warfarin. DA 66 nhirng bo cho vé tang INR va
mh nhiin s(r dung dbng thirl PRI v warlarin, Tang INR vé therd gian prothrombin co thd din dén chdy mau gél lhuﬁg:.ﬂ t!ﬁi‘}.: g::w?;m:l&:

gm}; ,m‘ E.:n phéi theo 46l vigatang INR va thord glan prothrombin & b&nh nhain didu trf ddng tharl PPI va wartarin, o
viém k ¢
pa ghl nhin tinh trang Vibm ké than obp & bénh nhan didu trf bng rabeprazol. VIem kd thin clp o6 thd xdy ra t
PPm 06 thé ditn dén [;htn’u?utqui ’mg’n v0 ciin. Ngung st dung thudo ndu vidm ké thdp cdp x&m;‘n_ Y irong 3ubtqud trinh aidu r baing
Thibu hyt eyanocobalamin (vitemin B12)

i hitng ngdy tang bt acid qud mire trong thevl glan dal (nhidu hon 3 ndm) ¢é thd dlin dén kém hdp thu vitamin B12 do
?:‘u'rrong y vlin, 60 rét It bao cho Vo thiby hyt cygnooobalamln do didu trj tinh trang tidt acid qua n?ucu Nén xem lflmu:gx:ﬂtm -
g horp Xut hin o tribu chimg 1am sang co fian quan dbn thidu hut cyanocobalamin Shy g




Tiéu chdy lién quan dén Clostridium difficiie

Da ob nhing nghién ciru dugc cong bd cho ring @idy tri bing PPI nhu rabeprazol c6 lién quan dén viéc 1am téng nguy co tidu chay do
Clostridium difficite, d3c biét 12 & bgnh nhan ném vién. Nan xem xét chin doén nay trong truémg hop tidu chay khéng ci thign.

Nén sir dung lidu thip nhét va theri glan didu tri ngén nhat cac PP phis hop véi tinh trang dang dwgc didu tri.

Da cb cac bdo céo tidu chay do Clostridium difficile li&n quan dén sir dyng hAu hét cac khang sinh.

Géy xwong

Da o6 nhirng nghién ciru durgc cdng b cho rdng vigc aidy tri bdng PP1 c6 lién quan dén tang nguy co g8y xurong hdng, dui, oot séng do loding
xuong. O nhirng bénh nhan str dyng lidu cao (dugc dinh nghia a st dung nhidu 1n trong ngay) va sir dyng trong thei gian dai (1 n&m hosc lau
hon)I8m ting nguy oo galy xuong. Nén si dyng lidu th&p hhét va thoi gian didu tri ngén nhAt céc thube trc ché bom proton phis hgp véri tinh
trang dang ﬁ;rvg Gidu tri. Can phéi theo phac a8 didu tri & b&nh nhan nguy co gy xurong (i8n quan dén loang xwong. ‘

Ha magnesi méu
Ha magnesi c6 triéu chimg va khong, hiém khi xay ra & bénh nhan didu trj PPI it nht 3 thang, phin Iém céc trrémg hep'sau 1 ndm. CAc phan
{rng phy nghiém trong bao gdm: co giat, co giat kidu uén van, loan nhip tim. O hu hét b&nh nhan, didu tri ha magnesi mau cAn bd sung
magnesi va ngung sir dung PPI. :

& bénh nhan cAn didu trj thoi gian dai dai hogic sir dung dbng theri PPI véi cac thube khac nhur digoxin hay cac thubc o6 thé gay ha magnesi
mau (nhurthube Igitidu), nhan vidn y t& nén cAn nhic theo doi ndng 4 magnesi trrére khi didu tri bang PPI va djnh ky theo dbi.

Strdung ddng thdi rabeprazol véd methotrexat

Str dyng adng thasi PP) véi methotrexat (chii yéu lidu cao) o6 thé Im tang va kéo dai ndng 0 methotrexat huyét thanh vavhoc chét chuydn
hba clia né, c6 thé d&n dén ngd ddc metho

. trexat. S dyng lidu cao methotrexat, nén can nhéctam ngung str dyng PPI & mot sé bénh nhan.
Strdyng thubc & cac a4l trong diic bist :
Strdung thube &tré em
GERD c6 trigu chimg & bénh nhén tuéi v thanh nién (12 tuditr&lén)
Trong nghién ciru da trung tam, ng8u nhién, kidu nhan mé, nhém song song, 111 b&nh nhan tudl vi thanh nién tir 12-16 tdi véi cac chin doan
|&m sang clia GERD b triéu chirng, hodc nghi ngd, hodc ndi soi xac dinh GERD, dugre chon nglu nhién va didu trj bdng rabeprazol 10 mg
hodc rabeprazol 20 mg x 1 1&n méi ngay trong 8 tudn dé danh gié an toan va higu qua. Céc tac dyng khéng mong mudn & tré vj thanh nién
trong ty nhur & nguei 1m. Cac phan (rng khéng mong mubn c6 [i8n quan aa dwgec bao c4o xéy ra & = 2% bénh nhan gm nhirc dAu (5,4%) va
r(‘;wtir{ 153%)_ Khéng c6 bao céo vé tac dyng khong mong mubn ciia thubc trong cac nghién ciru ndy ma chua dugc ghinhan & ngudiion.

( :

TH1é ch(ra lanh loét 14 trang va loét thyrc quan do bao mon & Nl iéi teong ty nhir nam giéi. Phan tmg khéng mong mubn va bét thudmg trong
cac xét nghiém & nir trong ty nhur nam.

Strdyng thuéc & ngwod Iém tud) :
Trongt6ng s6 nguoi tham gia nghién ciru 1am sang cua rabeprazol, 19% Ia ngudi tr 65 tudi tr 16n, 4% ngtedv tir 75 tudi trdr 18n. Nhin chung,
khdng ghi nhan o6 sy khéc bigt vé an toan, hiu qua & nhom ngurdi nay va Thom ngudi tré hon, cc kinh nghiém IAm sang duroc bao céo

khdng c6 sy khac bigt trong dap zng gitra nhom bénh nhan I&n tudi va nhém bénh nhan tré hon, tuy nhién khéng loal trir kha nang nhay cam
cao hon & nhém bénh nhan 1ém tudi.

SUDUNG THUOC CHO PHY NUF CO THAI VA CHO CON BU

Thoi ky mang thal

Phanlogi C doi vé&i phy nir mang thai.

T6mtét nguy cor

Khéng c6 nghién ciru ddy dl va dugc kiém soét tét khi sir dung rabeprazol & :hl.l nC mang thai. Khéng ghi nh&n béing chirng quai thai trong
cacnghién ciru v8 sinh san & dong vat voi lidu cao g4p 13 IAn so véi lidu khuyén c4o diing cho ngudi trong didu trl GERD & chubt nhét va lidu
cao gap 8 1&n & thé. BSi véi chudt nhét dwgre didu tr bing dudmg ubng cac PPI khac nhau trong hAu hét thal ky va ther ki cho con b, 4 ghi
nhén nhng thay adi v& hinh thai xuwong & chudt nhit con. Vi vay, chi nén sir dung rabeprazol trong thai ky khi lgi ich hon han nguy ce trén thai
nhi.

D@ liu trén suc vt . :

Ba thyc hign cac nghién ciru trén sy phat tridn ciia phéi thai & chudt nhét & lidu tidm tinh mach rabeprazol 50 mg/kg/ngay (AUC huyét twrong
11.8 meg.gio/ml, cao hon 13 1an so véi lidu khuyén cdo dung dudmng udng trong didu trj GERD & ngurri) va & thd véi lidu tiém tinh mach 30
rngikglngéy (AUC huyét trong 7,3 meg.gid/ml, cao hon 8 1An so véi lidu khuyén c4o ding duwdng ubng trong didu trf GERD & ngudi) va cho
thay khdng c6 béing chirng vé cAc tac hai trén bao thai do rabeprazol. Sty dung rabeprazol & chudt nhét trong ky cui thai ki va trong thevi gian
choconbl & lidu ugng 400 mg/kg/ngay (cao hon 195 1Anlidu ugng & ngurdri tinh theo mg/m®) 1am gidm téng trong clia chudt nhét con.

Nghién clruvd ddc tinh trén sy phéat mﬁn trrérc va sau sinh & chudt nhat dé danh gia sy phét trién clia xwong duge thire hién véi mot PPI khac
& lidu cao hon 3,4 dén 57 1An lidu ubng & nguei tinh theo dién tich da co thé. Giam chidu dai xwong dui, chidu rong va a6 day clia vé xuong,
giam a6 day cla tAm téing truéng xuong chay, va gidm nhe té bao tly xuong da dugc ghi nhan & lidu PP béing hoac Ién hon 3,4 1An lidu ubng
& nguwdi tinh trén dién tich da co thé.

Loan sén & xwong dui cling dwgc quan st thdy & chudt con sau khi tir cung va stra me phoi nhidm véi PP| & lidu trong dwong hodc Ién hon
33,6 14n lidu ubng tinh trén dién tich da co thd. D4 quan sat thy tac dyng trén xurong clia chudt me & nhirng con chudt mang thai va cho con b
trongémm. nghién ciru ddc tinh tredrc va sau khi sinh khi PPI duge dung véi lidu uéng cao hon 3,4-57 14n lidu udng & ngudi tinh trén dién tich da
cothe.

Khi chut durgc dinh lwong tir ngay thai ther 7 dén khi cai stra vao ngay 21 sau khi sinh, a8 ghi nhan sy gidm ¢6 ¥ nghfa théng ka v& khéi Iong
xuo‘nég 6Ui & chuGtme ién dén 14% (so véi didu tri gid dwoc) & lidu trong wong hoic lén hon 33,6 An lidu ubng & ngudi tinh trén didn tich da
co'thé.

Théd ky cho con bi

Chua biét rabeprazol c6 tiét ra s(ra me hay khong. Tuy nhién, rabeprazol hién dién trong stra chudt nhét. Cé kha nhidu thubc duge bai tiét vao
srame, VI vay can sir dyng thén trong rabeprazol & phy nt¥ cho con bo.

ANH HLPONG CUA THUOC LEN KHA NANG LAI XE, VAN HANH MAY MOC
Khéng ¢6 ghi nhan bAt ki tac dong ndo ciia thubc dén ngudi dang I4i xe va van hanh méy méc.

TUONG TAC CUATHUOC
Céc thubc chuydn h6a qua CYP450

Rabeprazol duoc chuyén hoa qua hé théng enzym chuydn héa thubc cytochrom P450., Nghién ctu trén nhirng bénh nhan khde manh cho
théy rabeprazol khéng c6 lu'unitéc dang kg trén 1am sang véi cac thube duge chuydn héa bdi CYP450, nhu warfarin va theophyllin li8u don
dung duéng ubng, diazepam lidu don dung dwémng tiém tinh mach, phenytoin lidu don dung dwdng tiém tinh mach (két hop durdng ubng).
L‘:O&sﬂtéc gitra rabeprazol va céc thuéc chuyén hoa qua CYP450 & trang thai 8n dinh chira durgre nghién clru trén déi tirgmg ngud bénh.
n
B4 c6 nhrng béo c4o v8 viec tang INR va thi gian prothrombin & b&nh nhan sir dyng ddng th&i PPI (bao gdm rabeprazol) va warfarin. Tang
'c';‘;;é thbidglan prothrombin c6 thé d&n dén chay mau bAt thirérng, tham chi nguy hidm dén tinh mang. :
osporin :
Trong cac nudi cy in vitro sir dyng microsom gan ngudi cho thAy rabeprazol crc ché chuyén héa cyclosporin véi IC,, = 50 umol/L, ndng 49 nay

cao hon 50 1an so véi C,,, & ngusi ti : duing thuéc rabeprazol 20 mg. Mirc d9 (rc ché trong ty nhu clia
g 16 ng 66 o @ Ug - nh nguyén khée manh sau 14 ngay ding rabep g

Céc hop cht hép thu phy thuge acid da day

Dotéc dong ddn sy tiét acid da day nén rabepra j thu cAc thubc ma pH da day Ia yéu t quan trong anh hudng dén'sinh khé
dyng cua thubc. Gibng nhur cac thube khac ta?n gﬁg:ncoa:t:jilldé gaédrg;j gfr hép thu cla ketoconazol, a{azgnavir,crlnudi t, erfotinib va mycophenolat
mafet (MMF) c6 thé giam, trong kni 66 sy hAp thu ciia digoxin tang khi dibu tr bang rabeprazol,

Dibutr 3bng thori rabeprazol (20 mg mé ngay) va ketoconazol & ngudi khbe manh 13m gidm 30% sinh kha dung ketoconazol va tang 19%
AU, 29% Crw. digoxin. V1 vly, oA theo doi cin than khi st dyng dgng theri rabeprazol véi cac thubc nay. Str dyng ddng thei rabeprazol véi
cécthubc khéng acid khong Iam thay ad tran lam sang ndng a4 rabeprazol huyét tvong. .
Khong khuyén céo stz dung ddng tha atazanavir va PP, St dyng dbng thdi atazanavir va PP c6 thd lam gidm déng k& ndng d% atazanavir
huyt twong, vi vy 18m giam hiéu qua did tri cia thube, Sir dyng ddng thol PP] & ngurd khde manh va & bénh nhan Ay ghép st dung MMF

@3 durgc bao cao lam gidm chit chuyén héa co hoat tinh, mycophenolic acid (MPA), cé thé do gidm kha nang hoa tan cia MMF do téng pH da
day, Chura xac dinh lién quan 1Am sang cia viace ai ' ép & bnh nhan cdy ghép didu tr| bAng PPI va MMF.
r?,’:_.dc chuyén hba béi CYP2C19 9 c gidm MPA va thai ghép & b y ghép dieu trf

Trong mét nghién ciru 1am sang ¢ Nhat Bén danh gi4 rabeprazol & ngudi Ién duge phan logi béi kidu gen CYP2C18 (n =6 voi mdi loai kidu

gen), ¢ ché tiét acid da day cao hon & ngudri chuyén h:?a kgrn 80 véi ngudi chuydn héa binh thuong. Didu nay c6 thé lién quan dén ting ndng

ad nbspf‘zzglzy‘%:‘m"&z ngu-crl chuyén héa kém. Chura co cac ngrgén ctru v8 vide o6 sy khéc nhau hay khdng trong trang tac thube gitra
g Kéthop: il i &l chuyénhoa binh thurdng,

Sir dyng k6t hop Vo clarithromy ey, chuyén héa kém va ngue chuy g

Sr dyng két hop rabeprazol, amoxicillin, clarithromycin lam tang ndng 44 trong huyét thanh cila rabeprazol va 14-hydroxyclarithromyein.
Mothotrexat

Béo cdo ca, cac nghlén Ciu dugc aong he a8 duge cong b, phan tich hdl ety cho thy sir dung ddng thdi PPl va methotrexat [am téng va
kéo da|ndng 0 methotrexat huyt tuong yashoac chét chuyén héa hydroxymethotrexat. Tuy nhién, chira 6 céc nghian ciru chinh thirc vé
\rong the gitra PPI va methotrexat dugctién hanh. !

Clopidegrel
S dyng adng ther rabeprazol va clopidogrel & ngudri khoe manh khdng c6 anh hirérg y nghla trén 1am sang cda chAt chuyén héa cb hoattinh
©la clopidogrel. Khong cAn diu chinh lidy clopidogrel khi str dyng d8ng the vé rabeprazol.




TAC DYNG KHONG MONG MUON thér
Trén toan thé le. 06 hom 2800 bénh nhan duoc didu tr bAng rabapuzol trong céac thiy nghidm am sang pha 1i-111 lién quan aén lidu va
9*'&2‘?#3" nﬁt‘l:m:; sdng dang Augc thye hién & cac didu kién khac nhau, thn xult xdy ra c4c tac dyng khong mong mubn mp:fn ;hrg
nghkbm 1am sang cda thuc khong thé 80 sénh trrc tiép vér thn xudlt trong thir nGhISM 18m sang G cac thubc khéc va o6 thé knong

thn xudt xdy ra trong [am sang.
Kinh nghigm 1am sing

Ngurod 16m
Céc dir ligu sau day phan anh viéc s dung vin nén phong thich kéo dai rabeprazol natri cho 1064 bénh nhan ngudr I6m aén 8 twén. Céc

hién ciru chi ybu 1A cde thir n hiemcod‘gchimg gid dugo - thubc trén bénh nh&n NP Iém bj bao mon hodc loét do hdi chimg !
3 day thyee quﬁ’r:é(GERD ) gAY, Igét t4 trdng va lo6t da day. DAn 86 nghién clru ¢6 d) tugi trung binh 4 53 (tir 18 dén 89 tudi) va c6 ty 19 nzm*’ﬂﬁ
14 60:40. Ty 1§ phln tram ching toc & 86% ngudi da tréng, 8% ngudd M gbc Phi, 2% nguin chay A. va 5% 1 cac ching toc khéc. Hau
bénh nhan duge ding 10 mg, 20 mg hodc40 mg rabeprazol natri vién nén phong thich kéo daitrong 1 ngay.
Mot phain tich cAc tAc dung khong mong mubn xuét hién & 2 2% bénh nhén s(r dyng vi8n nén phong thich kéo dal rabeprazol natrl (1= 1031,
véri tAn sudt 1on hon gid dugr (n = 89) trong cAc thir nghiém didu trj ngén han & Bac My va chau Au, cho thhy cac tac dyng khdng mong m
xuht hién véi tAn sudt nhu sau: dau (3% so vori 1%), viém hong (3% so vér 2%), 08y hori (3% 80 V6i 1%), nhidm tring (2% so vér 1%), vé tao
2% so véi 1%). g
mgig‘r’i ctru dai hgn bao gdm tdng sé 740 bénh nhan ngudn 16m; it nhét 54% bénh nhan sir dung rabeprazol trong 6 thang va it nhat 33% bénh
nhéan sir dyng thudc trong 12 thang. Trong 6 740 bénh nhan nay, c6 247 (33%) va 241 (33%) b&nh nhan sir dyng trong rng l1du 10 mg va 20
rabeprazol natri vién nén phéng thich kéo dai trong khi 169 (23%) b&nh nhan sir dyng gid dUgcva 83 (11%) sir dyng omeprazol.

18 5o an toan cua rabeprazol trong c&c nghién ciru dai han & ngueion la nhét quén v61 nhing két qua ghi nhan dugc trong c4c nghién ciru
ngén han. ” |

¢ thc dung khong mong muén khéc duge quan sét trong cac thir nghigm 1am séng co kidm sost, khdng dat yéu cAu néi trén (2 2% banh
Sﬁan sir duun%-viengnén pl?dng thich kéo dai rabeprazol natri va Ién hon gia dugc) va cac t_éc dul_ag.khong mong muén kh_éc c6 mébi quan hé
nhan qua véi rabeprazol, bao gdm dau aAu, dau bung, tiéu chdy, khd migng, chéng mét, phl ngoai bién, t&ng enzym gan, viém gan, bénh no
gan, dau co va dau khop. ;

Didu tr phéi hop véi amoxicillin va clarithromycin
Trongtrlf gc': thl';”;tghiem lam sang phéi hep rabeprazol véi amoxicillin va clarithromycin (RAC;. khéng quan sat dugc tac dung khéng mong
t

mubn nao dac treng cho phéi hop nay. Trong mdt nghién ciru da trung tm & Mg, céc bién c bat o1 lién quan aén thudc dugc béo céo thuomg
xuyén nhat & b&nh nhan sir dyng RAC trong 7 ngdy va 10 ngay gdm tidu chay (8% va 7%) va thay adi vi gidc (6% va 10%).

Khéng quan sét dugcthay ddl‘bgl thurdng ndo dang ké trong céc két qua xét nghidm adi véi phdi hop thubc ndi trén.

Tréem

Trong mdt nghién clru datrung tdm, nhan mé & tré 12-16 tudi v&i chAn doan 1am sang bj GERD dyra trén trigu chirng hodc dyea trén két _ andi
sol, cac thc dyng khdng mong mubn 13 trong ty nhur & ngudi lén. Cactac dyng khéng mong muén dugc béo cao khdng xem xét dén moi quan
hé véi rabeprazol vién nén phéng thich kéo dai xudt hign & 2 2% trong tdng s6 111 bénh nhan gbm dau dAu (9,9%), tibu chay (4,5%), budn ndn
(4,5%), ndn (3,6%) va dau byng (3,6%). Céc tac dung khéng mong mubn dugc bao céo lién quan xuét hign & 2 2% 5 bgnh nhén 4 dau
dAu (5,4%) va budn ndn (1,8%). Khdng c6 tac dung khéng mong mubn nao dugc bao céo trong nghién clru ndy chura xudt hign & ngudi 16n.
Trong mét nghién ctru nhém song song, mix ddi, da trung tam, ngéu nhién, hai phan, 127 bénh nhan tré em tir 1-11 tudi dugc chdn doan GERD
dira trén két qua ndi soi drroc sir dyng rabeprazol véi lidu 5 mg hoac 10 mg (dbi véi tré < 15 kg) va lidu 10 mg hodc 20 mg (abivaitré 2 15kg).
Trong nghién ciru ndy, mot s& bdnh nhan str dyng thubc dén 36 tulin. Céc tac dyng khong mong mudn xudt hién 2 5% bénh nhan gém dau
bung (5%), tiéu chay (5%) va dau du (5%). Khdng cb tac dyng khéng mong mudn nado dugc bao c4o trong nghién clru ndy chura xuét hign &
ngudri 16m va tré 12- 16 tudi.

D ligu hu mai

Céc tac dyng khdng mong mubn sau day dugc béo cao tir cac thir nghi¢m 1am sang va dG ligu hau mai. TAn suét xuAt hién dugce xac dinh nhur
sau: thudmng gdp (> 1/100, < 1/40), it gap (> 1/1.000, < 1/100), hiém g&p (> 1/10.000, < 1/1.000), rht hidm gap (< 1/10.000), chira durgc biét
(khdng thd wréctinh tir dCv lidu hién cb).

'H$ co quan Thuwdng gip It gép Hiém g&p Rét hiém gdp Chira duwgc bibt
Nhiém tring Nhidm trling
Méu va hé bach Giam bach cAu trung
tinh, giam bach cAu,
giam tidu cAu,
téing bach cAu
Hé mién djch Quéa min cam
Chuyén héa va Chan &n Ha natri mau,
dinh dwéng ha magnesi méu
R&i loan tam thdn | MAt ngll Cang thang Trim cam LAn 160
Hé thin kinh Dau dAu, chéng mét | Budn ngu
Mt R6i_loan_thj giac .
Mach méu ; Phu ngoai bién
H6 hép, ngwc va | Ho, viém hong, Viém phé quan,
trung thit viém mai viém xoang
Hé tidu héa Tiéu chay, budn nén, | Kho tidu, kho Viém da day, viém
ndn, dau bung, tao | miéng, ¢ miéng, réi loan v|
bén, dy hoi, polyp giac
tuyén a4y vi lanh tinh
Gan m§t Viém gan, vang da,
bénh ndo gan
Da va mbé duéi da Phat ban, Ngtra, 4 md Hdng ban da dang, | Tdn thuong lélg)us
hdng ban hdi, béng nudc hoai ti thurgng bi ban @b ban cap da
. nhiém ddc (TEN),
hdi chirng Stevens-
Johnson (8JS) ~ °
Thén - tiét nigu Nhiém tring Viém than k&
dudng tidu
Co xwong va Pau khong ré nguyén| Bau co, chuft rit,
md lién két nhan, dau lwng dau khép, gay
xuong hong, cb tay
hogc dét séng 4.4
Hé sinh san va To v & nam
tuybn vi
RéI logn toan thé | Suy nhugc, hdl Pau ngyc, ¢on lanh,
va nol ding thube | chirng gid cdm sbt
Xét nghlgm Téng enzym gan Téang can
QUA LIEU VA CACH XUr T

Hién chira c6 kinh nghiém vé sir dung l18u gué cao rabeprazol. D& ghi nhan 7 bao cao v céc treomg hop qué lidu rabeprazol, Qua lidu ca0
nhét dugc bao co B0 mg, Khong cb céc dAu hidu 1am sang hodic tridu chirng Iién quan dén bét ki béo cédo qua li8u nao. BAnh nhan voi hdi
chirng Zollinger- Ellison duge didu trf vol 118u 18n dén 120 mg x 1 1An mBi ngay. Khong c6 chét gidi ddc ddc hiéu cla rabeprazol. Rabeprazol
li8n két chat vérl protein, vi vy khong d8 dang bj phéin tach, Trong trurérg hop qua lidu, nén didu trf ri@u chirng va cac bign phap hd trg.

Libu Gon diing Gutmg ubng coa rabeprazol 786 ma/ka gy chét chuot va idu 1024 mg/kg gdy chétchudtcbng. Lidu don diing dumg ubig clia
rabeprazol 2000 mg/kg khGng gay chét chd. Trigu chimg chinh trong treong hop ngd ddc cép 18 kém hoat ddng, ho hip kho, tir théngang
hogc nghiéng, co gidt & chudt va chudt nhét; tidu chay, run, co giat, va hén mé & cho.

PAC TINHDUQC LUCHQC
M& ATC: AO2BCO4
pézarg‘ u;c d}':: :uw 1¥: Thubc (rc ché bom proton, didu trf 106t dudmg tidu hoa va trdo nguee da day thie quan,
C
Rabeprazol thudc nhom thubc khang tiét acid (din xuét benzimidazol (re ché bom proton) nhung khong thé hign tac dyng khang choli




holic 6i khéng trén thy thé histamin H,, nhung ngain chiin sy tiét acid da day bng céch (rc ché enzym H'/K-ATPase tal b mat tiét cia
thanh da day. Do enzym ndy c4 vai trd 14 mt bom acid (proton) bén trong té bao thanh nén duoc xem 1a thude G cla té bao
(re.ché burdre cudl ciing clia qud trinh iét acid da day. ik Wdﬁmmnﬂdedey.

Tai cécté bao thanh da day, rabeprazol bj proton hoa, tich 10y, va bién d8i thanh dang o6 hogt tinh sulfenamid hoat ddng. Trong céc nah
}gmﬁh?&m dugc hoat hoa hoe & pH 1,2 véi theri gian ban hiy 12 78 gidly, N6 (rc ché van chuydn acid trong .ﬁidadé';gm v&ﬂm‘;‘;ﬂ
Hoattinh khéng tiétacid _

Hidu qua khang tiét acid b&t dAu trong véing 1 gidr khi ubng rabe lidu 20 mg. Tac dyng trc ché trung binh ciia rabeprazol trén acid cj
day trong vong 24 gir bing 88% mirc 18 da sau khi dung lidu d8u tién. So voi gia dugc, rabeprazol 20 mg (rc ché sy bai tiét acid do kid?ﬁlgg
bdibﬂvaan_blnhmw:v.;;vabuaﬂnpeptonhmng&nglé&ﬁ%vé%%.vélémtﬂngtilézhén trém ctia khodng thér gian trong 24 giér ma da day
m;g-t: 10% 1n 65%. Tac ddng durgre lurc kéo dai ndy so véi théi gian ban thai ngan clia thudc (1-2 gidr) cho thy tac 80ng (rc ché kéo dai
So v&i gid dugc, rabeprazol 10 mg, 20 mg va 40 mg, ubng mdtidn mdi ngay trong 7 ngay Iam gidm dang k& ndng 30 acid trong da day vé tht ca
céc fidu cho mdi bén khoding gian lién quan dén bira an va trong subt 24 gi¢r. Trong ngmenumnay.khengmsumcwdéns{évémm
théng ké gitra cac lidu dung, tuy nhién, da c6 sy gidm dang k& acid da day lién quan dén lidu dung.
Sau khi dung lidu rabeprazol 20 mg m3i ngay mdt 1n trong tAm ngay, phan trdm trung binh cia khodng theri gian ma pH da day > 3 hodc > 4
sau lidu ddu tién (ngdy 1) va liu cudi cling (ngdy B) tang dang ké so vii gia duge. Gidm acid da day va tang pH da day quan sat vdi lidu
rabeprazol 20 mg ding 1 1n m3i ngay trong 8 ngdy dugre so sanh véi cac thdng sé trrong ty i véi gia duge, nhir minh hoa dudi day:
o e et ‘ s

nh nhan trdo ngurge da day thyre quan (GERD) va tiép xiic acid & thyc quan mirc 40 vira dén nang, ra ol 20 mg, 40 mg mdin
l;ggléi:lmzow":igép xuc acid trong 24 gi¢ & thyrc quén. Sau 7 ngay didu tri, % khodng théri gian ma thyre t?uaér? cOpH<4gidm tL‘Tgtl,T% x?lbng 5.916‘}:

va tir 23,7% xudng 2% cho lidu 40 mg. Ther gian tiép xuc acid & thyrc quan trong 24 gir c6 l18n quan dén pH > 4 & da day it nhat
18 35% trong sudt 24 gie, mirc ndy 1& 90% & bénh nhan st dyng rabeprazol 20 vé100%6-g . d . %o
rabeprazol 20 mg va 40 mg mdi ngdy, da ghi n ung P mg bénh nhan str dyng rabeprazol 40 mg. Véi

han higu qua a4 trén -
sau 7 ngay didutr. q ng k& trén pH da day va pH thyre quén sau 1 ngay didu trj, va hiéu qua ré rét hon
Téc dung Ién ndng d%&sﬁn huyétthanh

g Ll

hda kém
3 il R Sl : (khdng c6 enzym CYP2C19) c6 ndng 86 gastrin huyét thanh cao hon v8 mét théng ké
T&cdungﬂnl‘béomribdowaménm{rdbéomu

Tang nm 60 gastrin huyét thanh thir cp do sir dyng cac thudc khang tiét acid kich thich sy taing sinh cla céc té bao ECL da day, theo thi

gian c6 thé din dén tang san té bao ECL & chudt va carcinoid da day & chudt, déc bigtia & chudt czg S

Trong hon 400 bé&nh nhan dugc didu trj véi rabeprazol (10 hodc 20 mg/ngay) trong 1 nam, tang san té bao ECL taing theo thi gian va lidu

lrgng str dyng, phit hop v&i céc tac dyng dugc ly clia thubce e ché bom proton. Khéng ¢cé bénh nhan nao cb sir tién tn%n cla cac khédiu, loan

sén, thay 30l ung thur cia té bao ECL & lép maing nhiy da day. Khdng ghi nhan s phat tridn cac khdi u carcinoid & chudt céng.

Tée dung 1én ndi tiét ‘

Nghién clru & ngudri trong 1 néim khdng o6 bidu hién déng k& hidu qua 1am sang trén hé ndi tiét. & ngudi tinh nguyén khde manh, didu trj véi

rebeprazol trong 13 ngay, khdng ghi nhan bién abi nao v& mt lam sang thdng qua cac thdng sb ndi tiét dugrc kigm tra: 17B-estradiol, hormon

Kich thich tuyén gidp, triiodothyronin, thyroxin, thyroxin gén két protein, hormon tuyén can giap, insulin, glucagon, renin, aldosteron, hormon

kich thich nang trimg, hormone LTH, prolactin, hormon tang tredng, dehydroepiandrosteron, globulin gén két cortisol, 6B-hydroxycortisol

nurdctidu, testosteron huyét thanh va cortisol sinh hoc.

Téc dyng khéc ;

@ ngudi dugc didu trj véi rabeprazol 18n 8én mdt ndim, khdng ghi nhan nhirng t&c dyng toan than trén hé than kinh trung wong, bach huyét,

mau, mx\ gan, tim mach, hoéic hé hd hép. Khéng cb dir liéu khi didu trj Iau dai véi rabeprazol va cac tac dyng trén mét.

Visinh vt

Céc d{r ligu in vitro sau 48y da duoc nghién clru, nhng chura bidt rd y nghia vé mét 1am sang. Rabeprazol, amoxicillin, clarithromycin 12 3

thudc trong phéc db didu trj A& dugre chirng minh 1 .cd hoat tinh chéng Ii hau hét cac ching Helicobacter pyiori in vitro va trong cac nhim

khuén |&m sang nhir md ta trong phin “nghién c{ru 1am sang” va "chi dinh va cach dung”.

Helicobacter pylori

Test xé&c djnh tinh nhay cam clia H. pyfori phén 18p véi amoxicillin va clarithromycin sir dung phwrong phép pha lodng agar va d& xac dinh ndng

a4 trc ché téi thidu (MIC).

Tidu chuAn héa test kidm tra tinh nhay cam y&u ciu sir dyng chiing vi sinh vt durgc kiém soat trong phang thi nghiém dé kidm soat cac khia

canh k¥ thuat cia quy trinh thir nghiém. .

Ty 1é vi khuén dé khéng khéng sinh trong sé céc ching Iém séng

Tinh hinh khéng thudc treére khi didu tri: ty 18 khang clarithromycin truére khi didu trj (MIC 2 1 mog/mi) & H. pylori1a 9% (51/560) trong tAt ca c&c

nhém didu trj két hep. Téng cdng c6 hon 99% (558/560) sé bénh nhan cb H. pylori phan lap, dugc coi la nhay cdm (MIC < 0,25 mcg/ml)

amonxicilin & mirc co ban. Hai b&nh nhan cb H. pylori ¢b 1ap véi mét MIC amoxicillin 0,5 meg/ml. B&nh nhan nhidm H. pylori sau khi diéu tri bdng
ol natri, amaxicillin, clarithromycin c6 thé s& ct phan 14p dwoc cac chiing 1am sang khang clarithromycin. Do d6, test thir nghiém tinh

nhay cam clarithromycin nén duwgc thire hién khi cb thé., Néu chirng minh thay c6 sir khang dlarithromycin hodic test thir nghiém tinh nhay cam

khong thé thyre hién, didu trj khang sinh thay thé nén dugc thyc hién.

Thir nghiém nhay cam clia vi khuan vé&i amoxicillin va két qua 1m sang: trong mdt nghién clru da trung tam & M, tdng sé hon 99% (558/560)

bénh nhan cb H. pylori phan 1ap ma da dugc coi la nhgy cdm véi amoxicilin (MIC < 0,25 mog/ml). Hai bénh nhan khéc treére didu trj 6 H. pyloni

phan 14p véi MIC amoxicillin 0,5 meg/ml, va ca hai mau phan 14p déu khéng clarithromycin; mét trrdmg hop clia H. pylori 3 dugc logi trir. &

ngdy thir 7 va ngay thir 10 trong nhém didu tri, 75% (107/145) va 79% (112/142), cac bénh nhan nhay cdm amoxicillin (MIC s 0,25 meg/mi)

trrére didu trj H. pyfoni 33 duwgc digt. Khdng cb bénh nhan nao xuét hién H. pylori 48 khang amoxicillin trong khi didu tr.

PAC TINH DUQT DONGHQC
Vién nén bao tan trong rudt rabeprazol natri gitp rabeprazol 1a mdt chét khdng bén trong mdi trrdrng acid c6 thé di qua da day va & dang

nguyénv e

Sau khi ug:t; 20 mg rabeprazol, ndng 83 dinh trong huyét trong (C.,...) cia rabeprazol xuét hign trong khodng tir 2-5 i (T,...). Ce VAAUC clia
mbeprazol tuyén tinh trong khodng liéu tir 10 mg dén 40 mg. Khong c6 sy tich 10y thubc déng ké khi dung lidu 10-40 mg mBi 24 gi¢". Dugeddng
hoc ciia rabeprazol khéng thay ddi khi diing lidu 1ap lai.

Hap thu 3

Sir‘f': kha dung tuyét abi clia rabeprazol 20 mg diing dwéng ubng (so v&i dudng tiém tinh mach) khoiing 52%. Khi sir dung ddng théi véi blra
an cb nhidu chét béo, T, bién ddi, sir dyng & ugctht’ri véithire 2n o6 thd 1am cham sy hip thu dén 4 giér hosic 1au hon. Tuy nhién, C, vAAUC

khong they adi aang k&. Vi véy, viéc sir dung thuoc khdng lién quan dén blra an.
Phén bé

Ti1é gén kétv&i protein huyét tong clia rabeprazol 12 96,3%.

Chuyén héa

Rabeprazol . Mt lrgmg déng k& rabeprazol dugre chuyén hoa khéng théng qua cac enzym chuydn héa clia co thé
thanh hgp al&méafﬁpgﬁwn% dugc n héa thgnh cac hgp chét sutghon vadesmethyl man qua hé@ enzym cytochrom P450
& gan. Thioether va sulphon la cac cht chuyén héa chinh dugc tim thdy trong huyet trong ngui. Céc chat chuyén héa nay khdng c6 hoat
tinh khang tiét acid dang k&. Trong cAc nghién ctru invitro cho thy rabeprazol dugc chuyén héa chir yéu & gan bi cytochrom P450 3A
(CYP3A) thanh sulphon va cytochrom P450 2C 19 (CYP2C19) thanh desmethyl rabeprazol. Co motti1¢ nho dan so thidu hytenzym CYP2C19
(3%-5% & ngudi da trng va 17%-20% ngui chau A), rabeprazol dugc chuyén héa thip & nhom dan s6 nay, vi vay nhém dan sé nay goi
chung la nh(mg ngudi chuydn hba thube kém.

?a:'k? sir dung rabeprazol chira carbon ddng v phong xa C", khodng 90% thubc dugrc thai trir qua nudre tidu, chi yéu duéi dang thioether
carboxylic acid, ién hop glucuronic, dang chuyén héa acid mercapturic. Phdn con lai cla lidu dung dugc tim thy trong phéan. Tang lrgng
rabeprazol thai triz 12 99,8%. Khéng tim thAy rabeprazol dang khéng bién ddi trong phan hay nurére tidu,

QUY CACHBPONG GOI

Hop 03 vi x 10 vién nén bao tan trong rust.
Lo 30 vién nén bao tan trong rudt,

DIEU KIEN BAO QUAN: Bao quan & nhigt a9 dui 30°C. Tranh Am.
HAN DUNG: 24 thang ké tir ngay san xuét.

TIEU CHUAN CHAT LUQ'NG: Nha san xuét.

TEN, DJACHICUA CO S¢& SAN XUAT THUOC

San xuat 13 An DY bdi: ALKEM LABORATORIES LTD,
Dja chi: Village Thana, Baddl, Dist. Solan, (H.P.), Anpg.

PT 3328



