TO HUONG DAN SU DUNG THUOC
SaVi RABEPRAZOLE 20
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THANH PHAN

LT R R A 20 mg
TAGHOE YUR B .. ciiannisiasnuissinessssiansoisies ] vién
(Magnesi  oxyd nhe, manitol, low-substituted

hydroxypropyl cellulose type 11, hydroxypropyl cellulose,
crospovidon, magnesi stearat, silic dioxyd keo,
hypromellose 6 cps, polyethylen glycol 6000, eudragit
[100, tale, titan dioxyd)

DANG BAO CHE

Vién nén bao phim tan trong ruét.

DUQC LUC HOC |

Rabeprazol natri thuc nhém thube khéng tiét acid, 1a din

chit benzimidazol, khéng c6 dic tinh khéng tiét cholin hay
d6i khéng histamin H, nhung (e ché sy tiét acid ¢ da day

béng cich rc ché chuyén biét enzym HT/K*T-ATPase (bom
acid hay bom proton) & té bio thanh ciia niém mac da day.
Higu qua ty I voi liéu luong va Gc ché ca sy tiét acid co
ban Idn sy tiét acid do kich thich bit ké téc nhin kich thich
ndo. Vi la mgt base yéu, rabeprazol nhanh chéng dugc hép
thu dii & liéu luong ndo va tiip trung vao mbi trudng acid
cia té bao thanh. Rabeprazol dugc chuyén thanh dang
sulfenamid cé hoat tinh qua sir proton héa vi suu dé phin
{rng v&i cystein c6 sén & bom proton.

Tdc dung khdng tiét acid:

Sau khi ubng mdt lidu 20 mg rabeprazol natri, khi phat
cta hidu qua khéng tiét acid xdy ra trong vong | gidy, voi
hiéu qua ti da o gita 2 va 4 giv. 23 giv sau liéu
rabeprazol natri ddu tién, sy (rc ché tiét acid co ban 1a 69%
va sy (e ché tiét acid do thirc &n kich thich 1a 82% va thoi
gian (rc ché kéo dai dén 48 giv. Higu qua trc ché tiét acid
ciia rabeprazol natri ting nhe khi I#p lai liéu m&i ngay, dat
tinh trang tc ché n dinh sau 3 ngdy. Khi ngung thubc,
hoat ddng tiét acid binh thudng héa sau 2 dén 3 ngdy.

Anh huong trén gastrin huyét thanh:

Trong céic nghién ciru 1dm sang, bénh nhén dugc dibu trj
véi 10 mg hay 20 mg rabeprazol natri mdt lin mdi ngay
trong thoi gian dén 43 thang. Ndng dd gastrin huyét thanh
ting dén trong 2 dén 8 tudin ddu tién phan 4nh hi¢u qua \rc
ché dbi voi sy tiét acid va duy trl On dinh khi ticp tuc diu
trj. Nong do gastrin tré vé€_mirc trude diéu (ri sau Khi
ngung thudc 1 dén 2 tuén.

Trén 500 bénh nhén sau 8 tudn diéu trj voi rabeprazol hay
diéu trj d8i chimng, cic miu sinh th:lét ving lum;i:, vi va thin
vi cho thiy khdng c6 sy bién ddi mé hoc t¢ biao ECL
(Enterochromaffine — like), d vi€ém da day, ty I¢ viém teo
niém mac da day, di san t& bio rudt hay tinh trang nhiém
Helicobacier pylori. O hon 250 bénh nhdn diCu rj lién e
36 thang khong thdy c6 thay déi y nghfa cic hinh dnh mo
hoc so véi lac déu.

Nhiing tdc dung khac: '

Cho dén nay chua thdy cé tic dung hé thong cua
rabeprazol natri ICn h¢ H}fln kinh trung wong, h¢ tuiin hoan
va hé ho hip. V6i liéu ubng 20 mg trong 2 tudn, rabeprazol

natri khéng anh huéng Ién chic ning tuyén gidp, chuyén
hoa carbohydrat, hay néng d§ hormon cén gidp trong méau,
cortisol, oestrogen, testosteron, prolactin, cholecystokinin,
secretin, glucagon, hormon kich thich nang trimg (FSH:

Follicle stimulating hormone), hormon huéng hoing thé
(LH: Luteinising hormone), renin, aldosteron hay hormon
tdng trudng.

Nhirng nghién ciu trén ngudi khée manh cho thdy
rabeprazol natri khéng c6 tuong tdc vé mit 1dm sang déng
ké ndo véi amoxicillin. Rabeprazol khéng c6 anh hudng
xdu I1én ndng 4 amoxicillin hay clarithromycin trong
huyét twong khi ding chung nhim muc dich diét trir nhiém
H.pylori dudng tiéu héa trén.

DUGC DONG HOC
Hiip thu

Ché phim SaVi Rabeprazole 20 1a dang vién nén bao
phim tan trong rudt (khdng tan trong da day). Dang bao
ché ndy 1a cdn thiét vi rabeprazol khéng bXn trong mbi
truong acid. Do dd, sy hdp thu rabeprazol chi xdy ra say/”..
khi vién thubc réi khoi da day. Hép thu nhanh véi néng 4§/
dinh rabeprazol trong huyét twong vao khoang 3,5 gidr s,
mot li¢u 20 mg. Nong dj dinh trong huyét twong (Cmax):|nyodC P
cua rabeprazol va AUC (AUC: Area under the curve) ty .
tuyén tinh v6i cdc liéu tir 10 mg dén 40 mg. Sinh kha dyn
tuyét dbi cia mdt liéu udng 20 mg (so véi dudng tinh
mach) vio khoing 52% do chuyén héa phén 1én truéce khi
vio tdn hoan hé thdng. Ngodi ra, sinh kha dung ciing e
khéng ting voi Iifiq ldp lai. O ngudri khée manh thei gian 18
bdn hiy trong huyét twong vao khodng 1 gi¥ (tir 0,7 dén
1,5 git) va dO thanh thai todn co thé l1a 283 + 98 ml/phut.
Khéng c6 twong tic vé 1dm sang véi thire &n. Thirc #n cling L.
nhu thoi gian ding thude trong ngdy déu khéng anh huéng Ve

sy hiip thu rabeprazol natri. \ A R '
£ 5T Wi e
Phiin b 2

O ngudi, 97% rabeprazol gén két véi protein huyét tuong.

Chuydn héa va thii trir
Rabeprazol natri, cling nhu cdc thude khéc thude nhém (e

ché bom proton (PPI: Proton pump inhibitor) dugc chuyén
hou qua hé lhéng cytochrom Pgso (CYPysp) clia gan. Trong
nhiimg nghién ciru in vilro v6i microsom gan nguti cho
thdly rubeprazol duge chuyén héa boi isoenzym CYPyso
(CYP2C19 va CYP3A4). Trong nhitng nghién ciru ndy véi
nhirng ndng dd huyét twong ngudi khéc nhau, rabeprazol
khdng cam Ung ciing khéng Urc ché CYP3A4; v mic du
nhitng nghién clru in vitro khéng phai lubn lubn cho mft
két qua trong ty v& mit in vivo nhung két qua cia nhiing
nghién ciru ndy cho phép dy doén khdng c6 tuong téc giira
rabeprazol va cyclosporin. O ngudi, céc chét chuyén héa
chinh trong huyét tuong la thiocter (M1) va carboxylic
acid (M6) va céc chiit chuyén héa phy véi ndng dd thip
hon la sulion (M2), desmethyl-thiceter (M4) va dang lién

hogp véi acid mercapturic (MS).



- Bénh nhén cén dugc luu y khdng nén nhai hay nghién ndt
vién SaVi Rabeprazole 20, ma nén nudt ca vién.

- Rabeprazol dugc dé nghj khdng st dung cho tré em, vi
chura ¢6 kinh nghiém sir dung rabeprazol & nhém tudi ndy.

- Trong m¢t nghién ciru trén nhitng b¢nh nhdn suy chirc
ning gan tir nhe dén trung binh so véi nhém chimg binh
thudng va twong duong vé tudi va gii tinh, khéng thiy
bing chirng c6 y nghfa vé vdn dé an todn lién quan dén
ding rabeprazol. Tuy nhién, vi chua cé dit ki¢n 1dm sing
dbi vai viée dung rabeprazol trong diéu i nhimg bénh
nhén bj rbi loan chirc niing gan ning, bic sT dugc khuyén
thén trong khi khéi ddu diéu trj voi rabeprazol & nhom ddi
tugng nay.

- Diéu trj voi cic thubc (¢ ché bom proton, ké ci
rabeprazol, ¢é thé ting nguy co nhiém khufin dudng tiéu
héa v6i Salmonella, Campylobacter va Clostridium difficile.

- Dii ¢6 bdo cho vé cac trudng hop rbi loan tgo mdu (gidm
tiéu cdu va giam bach cﬁu) sau khi dung thude. Trong da sb
cac trudng hop, khi khdng thé xac dinh rd nguyén nhin giy
r6i loan, nén xir ly béing cdch ngung sir dung rabeprazol.

- Céc thude tre ché bom proton, diic bigt khi ding lidu cao va
kéo dai (trén | nim), cé thé lam ting nh¢ nguy co gy xuong
hong, xuong cb tay va cbt sbng, dic biét & bénh nhiin cao tudi
hay c6 sy hién dién cia yéu té nguy co khdc. Céc nghién ciru
quan sdt thiy thube e ché bom proton ¢é thd lam ting nguy
co chung cua gy xuong (0 10% dén 40%. Bénh nhdn co
nguy co lofing xwong nén duge chiim sé¢ theo cic hudng din
lam sang hién hanh vi nén duge bo sung vitamin D va calci
@t cach thich hop.

- Pi ¢6 céc bao cao vé giam magnesi mdu niing & nhiimg
bénh nhan didu tri bing thudc (¢ ché bom proton nhu
rabeprazol trong it nhiit 3 théng, vi hiiu hét cic trudmg hop 1
| nim. Bi€u hién niing clia gidm magncsi mau nhur m@t moi,
co cirng, mé sang, co giat, chodng ving, logn nhip thit c6 thé
xdy ra nhung khéi phat am thim va d& bj bo qua. O da sb cic
bénh nhén, tinh trang gidm magnesi duge cii thign sau khi sir
dung liéu phap magnesi thay thé vi ngung sir dyng PPL

Péi véi cic bénh nhin cén duge didu v kéo dii hofic nhing
bénh nhéin ding dbng thoi PP va digoxin hofic cic thude
khéc c6 thé gdy ha magnesi médu (vi dy cde thude loi tidu), nén
dinh luong ndng dd magnesi méau trwde khi bit ddu didu tri
v6i PPI va dinh ky theo ddi trong qué trinh diéu tri. _
- Ding chung PPI voi methotrexat (cha yéu & lidu cao) co thé
[am ting néng do vashoiic chit chuyén héa cia methotrexat,
dan dén ting doc tinh methotrexat. Do do, khi ding lidu cao
methotrexat, nén can nhiic ngimg tam thdi rabeprazol. -

- Rabeprazol ciing nhu céc thude (e ché tiét acid, cd thé lam
giam hdp thu cla vitamin B,, (cyanocobalamin) do lam giam
acid djch vi. Nén theo doi céc tri¢u chirng ldm sang hofic cin
nhéic khi diéu tri dai han & nhimg bénh nhiin ¢6 gidm dy i
vitamin B, hodic c6 yéu 16 nguy co giam hip thu vitamin B

- Lupus ban do ban cf (SCLE: Subacute culaneous lupus
erythematosus): Céc thudc (¢ ché bom proton thuimg c6 lién
quan dén cic trudng hop SCLE. Ncu ton thuong xay ra, dfic
biét & vung da tiép xdc véi anh ning, va kém theo dau khop,
bénh nhan cAn dugc hd g y té Kip thdi v nén cdn nhiic
ngung ding rabeprazol. Ngudi cb tién sir SCLE véi mdt
thudc e ché bom proton trude do ¢6 the lam ting nguy co
glip SCLE vsi céc thudc irc ché bom proton khic. ‘

- Anh hudng trén x¢ét nghi¢m CgA (Chromogranin A): Nong,
dd CgA tang co thé anh hudng dén xét nghi¢m kiCm tra u thdn
kinh ndi tiét. D& trdnh dnh huwdng ndy, nén ngung sir dyng
thudc it nhét 5 ngdy trude khi do ndng do CgA. Néu ndng do

CgA va gastrin khong tré vé khoing cho phép sau khi do, nén
do I3p lai sau khi ngung diéu trj véi PPI 14 ngay.
- Khong dugc két hop rabeprazol véi atazanavir.

TUONG TAC VYOI CAC THUOC KHAC

Rabeprazol gdy ra sy (rc ché tiét acid ciia da day manh va
kéo dai. C6 the xay ra sy tuong tdc v6i nhimg thudc c6 sy
hép thu phy thudc vao d pH. '

Viée dung ddng thoi rabeprazol véi ketoconazol hay
itraconazol ¢6 lh% lam giam déng ké ndng d¢ thubc khéng
ndm trong huyét twong. Do d6 cén theo ddi timg trudng
hyp riéng 1¢ d¢ xdc dinh c6 cin chinh liéu khi ding dong
thoi ketoconazol hay itraconazol véi rabeprazol hay
khdng.

Khong str dung atazanavir v6i céc thudc (c ché bom
proton, ké ca rabeprazol vl ¢ thé lam giam manh m’.‘mg dd
clin atazanavir. _ ‘

Rabeprazol cting ¢6 (thé lam giam ndng d§/tdc dung cla:
c!upidugrci, dabigatran, etexilat, dasatinib, indinavir, mudi
sat, mesalamin, mycophcnolat.

Tranh diing d8ng thoi rabeprazol véi: Erlotinib, nelfinavir,
delavirdin, posaconazol.

Rubeprazol ¢6 thé lam ting ndng dd/tic dung cia céc
thubc 12 co chiit cia CYP2C19, CYP2C8, methotrexat,
saquinavir, voriconazol.

Trong nhitg thir nghi¢m lam sang, cdc chét khang acid
duge ding dong thoi voi rabeprazol va trong mét nghién
ciru twong tic thube-thube diic biét cho thiy rabeprazol
khdng tuong tic véi cic chét khéng acid dang long.
TRUONG HOP CO THAI VA CHO CON BU
Thoi ky mang thai

Khong str dung cho phu nir mang thai 4
Chura ¢6 dir ligu vé sy an todn cla rabeprazol & phb
mang thai. Nhitng nghién clru vé kha niing sinh sam
chudt va thd cho thdy rabeprazol natri khdng Iﬁ]{nlfl
kha niing thy thai ciing khong gy hai cho phdi thai,,
dii ¢6 gidm sy trao ddi chit gitra nhau va thai & ch
Thai ky cho con bii -

Hi¢n chua duge rd rabeprazol ¢6 duge bai tiét qua sira hay
khéng, Chua ¢d nghién ciru trén phy nit cho con b,

Tuy nhién rabeprazol c¢6 bai tiét trong sfta chuft. Do dé
khéng nén dung SaVi Rabeprazole 20 trong thoi ky dang

0 con bu.
ch -

TAC DONG CUA THUOC KHI LAI XE VA VAN
HANIt MAY MOC B\
Dua vao nhirng déc tinh dugc lyc hoc va nhitng bédo céo 'fi-: ) ®
tic dung phy cho thdy rabeprazol khong lam gidm ki ’_J -'
niing lai x¢ hay sir dung méy méc. Tuy nhién néu budn ngu .~
lam giam sy nhay bén, nén trénh lai xe hay vin hanh-méy
moc phire tap. '
Thong bio choe Bic st nhitng tic dung khdng mong muén
gdp phii khi siv dgng thude

TAC DUNG KHONG MONG MUON CUA THUOC
(ADR) -

Thuwong gp, 1/100 < ADR < 1/10
Todn than: Nhiém tring (do 1am giam d§ acid cua da day),
suy nhuoe, hdi chimg gia cim.
Tiéu hoa: Tiéu chdy, ndn, bubn ndn, dau bung, tdo bon,
diy hoi.
Ri loan tdm thiin: Mét ngu.
R&i loan hé thiin kinh: Nhirc ddu, chéng mit.
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Réi loan ho hép, nguc va trung thit: Ho, viém hong, viém
mili.

Réi loan co xuong, md lién két va xwong: Dau khéng rd
nguyén nhén, dau lung.

It gdp, 171000 < ADR < 1/100
Réi loan tdm than: Bén chdn, rbi loan thédn kinh, budn ngu.
Réi loan tiéu héa: Khé tiéu, khd miéng, ¢ hoi.
Réi loan hd hdp, ngyc va trung théit: Viém phé quan, viém
xoang, dau ngure.
Réi loan da va td chirc dudi da: Ngtra, ban do da.
Rdi loan co xuong, md lién két va xuong: Dau co, chudt
rat, dau khép, gy xuong hong, cd tay, cft sbng.
Roi loan thdn va niéu: Nhiém tring dudng niéu.
Xét nghiém: Téing enzym gan.
Toan thén: On lanh, sot.

Hiém ggip,1/10 000 < ADR < 1/1000
Thén kinh trung vong: Trdm cdm. Ri loan thj gidc.
Huyét hoc: Giam bach céu trung tinh, giam bach ciu, giam
tiéu ciu, ting bach clu.
Mién djch: Phan (g dj (g todn thdn cip tinh (vi dy sung
mit, ha huyét 4p va khé thé).
Gan: Viém gan, vang da, bénh ndio gan.
Tiéu héa: Chan #&n, viém da day, viém miéng, rbi loan vi
glac.
Tiét niéu: Viém thiin k&.
Da: Ng(ra, ting tiét md héi, ndi béng nude.
Khac: Téng cén.

Rt hiém gip, ADR < 1/10 000
Réi loan da va td chirc dudi da: Hdng ban da dang, hoai tir
biéu bl do nhiém ddc (TEN: Toxic epidermal necrolysis),
hdi chirng Stevens-Johnson. |

Chuea rd tdn sudt
Roi loan chuyén héa va dinh dudng: Giam natri va
magnesi méau.
Réi loan tAm than: L lan.
Rdi loan mach méau: Phil ngoai bién.
Rdi loan da v té chirc duéi da: Lupus ban dé bén cép.
Réi loan sinh dyc: Chirng vii to & nam gidi.

TUQ.CUC TRUCNG
P.TRUCNG PHONG
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Hudng diin xir tri ADR
Céc ADR thudng nhe va hét khi ngung ding thube.
QUA LIEU VA XU TR

Cho dén nay rét hiém bdo céo vé& qué liéu c6 chii dinh hay
nglu nhién.

Lidu téi da khong vurgt qua 60 mg hai 1in mdi ngay, hay
160 mg mét lin mdi ngay. Nhitng tic dung ndy theo ghi
nhin dugc nhin chung rét it va c6 thé hdi phuc ma khéng
cin ¢6 sir can thiép y hoc ndo khéc. Chura c6 thudc gidi ddc
diic higu. Rabeprazol gdn két nhidu véi protein va do d6
khong d¢ dang dé thim téch.

Trong nhing trudmg hop qué lidu, nén diéu trj triéu ching
va dicu trj hd tro.

BONG GOl

Hdp 2 vix 10 vién.

BAO QUAN

Noi kho, nhiét d§ khdng qué 30°C. Tranh &nh séng.
TIEU CHUAN AP DUNG

Tiéu chudn co sa.

HAN DUNG

36 thang ké tir ngdy sén xuét
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Sin xuit tai:
CONG TY CO PHAN DUOC PHAM SAVI
(SaWipharm J 8 C)

1.6 Z.01-02-03a Khu Cong nghiép trong Khu Ché xuét Tan
Thuéin, Phuromg Tén Thu@in Déng, Quén 7, Tp. Ho Chi Minh.
DT: +84 8 37700 142-143-144

[Fax: +84 8 37700 145

Tp. HS6 Chi Minh, ngay 36 thang 5~ nim 2017
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