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R — Thuée bdn theo don
HUGNG DAN SU DUNG THUOC

Boc ky hudng din sir dung e khi ding.
Hoi bic 57 hofic duge s§ dé biét thém thang tin chi tiét,

RAPEED 20
(Vién nén bao tan trong ruiit rabeprazol natri 20 mg)

THANH PHAN: M3i vién nén bao tan trong rupt chira;

Hogt chat: Rabeprazol natri 20 mg

Ta dwgre: mannitol (Pearlitol 160C), crospovidon (XL-10), magnesi oxyd light, hydroxy propyl
cellulose (LF), natri stearyl fumarat, magnesi stearat, ethyl cellulose (Ethocel 7CPS), crospovidon
(INF-10), hypromellose phthalat (HP55S), sip camauba (SP63P), monoglycerid diacetyl hoa
(MYVACET), Opadry 1l Yellow B5G82757, Opacode 5-1-17823 Black.

DU'Q‘C LUC HQC

Cor ché tic dung

Rabeprazol thuje nhom thude khing tidt acid (dan xuit benzimidazol irc ché bom proton) nhung
khong the hign tac dyng khdng cholmcryc hofic d6i khdng trén thy thé histamin Hz, nhumg ngiin
chin sy tiét acid da diy bing cich {rc ché enzym H/K*-ATPase tai bé mit tiét caa 1é bao thanh da
diy. Do enzym ndy ¢6 vai trd 14 mét bom acid (prm:m} bén trong té biio thanh nén duge xem 12
lI;unc tre ché bom proton & da diy. Rabeprazol (e ché bude cudi cing ciia qué trinh tiét acid da
day

‘Tai cde té bio thinh da diy, rabeprazol bi proton hoa, tich 1y, va bién déi thinh dang c6 hoat tinh
sulfenamid hoat dgng. Trong cic nghién el in virre, rabeprazol duge hoat hoa hoe & pI-I 1,2 véi
thir gian ban hiy li 78 gidy. No &re ché vin chuyén acid trong ti da diy lon véi thoi gian bén hay
Ia 90 gidy.

Hoat tinh khing l'ur acid

Hiu qui khiing tiét acid bt diu trong vong I giér khi ubng rabeprazol liéu 20 mg,. Tic dung trc ché
trung binh ela rabeprazol trén acid cda da diy trong vong 24 gidy bﬁn g 88% mire toi da sau khi ding
liéu déu tién. So véi gia duge, rabeprazol 20 mg e ché sy bai tiét acid do kich thich béi bita in
binh thudmg va bira in pepton tuong img 14 86% va 95%, vi lam ting 1y 1¢ phin wim cia khodng
than gtan trong 24 gitr ma da diy €6 pH > 3 tir 10% lén 65%. Tie djng duge lye kéo dai nay so vdi
thiri gian bén thai ngén cia thube (1-2 giv) cho thiy tic ding irc chc kéo dai trén H'/K'-ATPase.
So véi gia dm;rc, rabeprazol 10:mg, 20 mg va 40 mg, uong mot lin mdi ngay trong 7 ngay lim giam
ding k¢ nong d9 acid trong da day véi tat ci cde lidu cho méi bén khoang gian lién quan dén bira
fin v trong suot 24 gid. Tmng nghlcn ciru ndy, khong co sy khic biét ding ké vé mit thong ké giira
che lidu ding, tuy nhién, di cb sy gidm da.ng ké acid da day lién quan dén lidu ding.

Sau khi ding liéu rabeprazol 20 mg mdi ngiy mét lin rong tim ngiy, phan Irﬁm trung binh ciia
khoing thoi gian mi pH da diy > 3 hojic > 4 sau lidu ddu tién (ngay 1) va lidu cudi cing (ngay 8)
ting ding ké so v gia duge. Gidm acid da day v ting pH da day quan sit vdi liéu rabeprazol 20
mg ding 1 Lin mdi ngay trong 8 ngdy duge so sinh voi cic thong s6 twong tyr doi véi gia duge, nhue
minh hoa dudi day:

Tie dung lén sie tiep xue acid thee qudn

O bénh nhin trio nguge da diy thie quin (GERD) va m.p xiic acid & thue quan mire d§ vira dén
niing, rabeprazol 20 mg, 40 mg méi ngay lam giam sy tiép xic acid trong 24 gm' & thue quan. Sau
7 ngay diéu tr, % khodng théi gian ma thye quin ¢6 pH < 4 gidm tir 24,7% xuong 5,1% cho licu
20 mg vi tir 23,7% xuéng 2% cho liéu 40 mg. Thai gian liép xiic acid & thyre quan trong 24 gir ¢6
lién quan dén pH > 4 & da diy it nhit 13 35% trong sudt 24 gidr, mirc nay 13 90% & bénh nhan sir
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dung mbepmml 20 mg va 100% & bénh nhin sir dyng rabeprazol 40 mg. Vi rabeprazol 20 mg v
40 mg mdi ngiy, da ghi nhin hi¢u qua ding ké wén pH da day va pH thye quan sau | ngay diu trj,
vi higu qu rd r¢t hom sau 7 ngay théu tri.

Tdc dung lén nong dg gas.rrm Inavét thanh

(& nhém bénh nhan didu tri mdi ngiy vii rabeprazol 20 mg trong 4 wdn, di ghi nhdn ndng dé gastrin
huyét thanh trung binh ting gip d6i. Khodng 35% nhom bénh nhin ndy cd n:‘mg dj gastrin huyét
thanh vugt qui gigi han binh thuémg. Trong mdt nghién ciru & Nhit Ban lién quan dén enzym
CYP2C19 cho thay ngudi chuyén hoa kém {khcng ¢b enzym CYP2C19) cd nong d§ gastrin huyét
thanh cao hom vc mit thong ké so v ngm‘n chuyen héa binh thudmg,

Tac dung Ién 1€ bio grong 1€ bio 1ra crom & rugt (té bio ECL)

Ting nong d¢ f,astnn huyét thanh thir cip do sir dung cic Ihuoc khing tiét acid kich thich sy ting
sinh ciia cdc 1& bio ECL da diy, theo thii gian c6 thé din dén ting san 1é bio ECL & chudt va
carcinoid da day & chudt, dic biét 13 & chujt cdi.

Trong hon 400 bénh nhén duge diéu trj véri rabeprazol (10 hofic 20 mg/ngiy) trong | ndm, Iing sin
1é bito ECL tang theo thoi gian vi liéu Im;m!, sir dung, phit hop véi cie tic dung duge 1y cla thudc
{rc chi b-:n'n proton. Khong ¢é bénh nhin nio cé sy tién trién cia cic khoi u, logn san, thay dbi ung
thir clia u, bao ECL & lép méng nhiy da diy. Khong ghi nhéin sy phat trién cdc khdi u carcinoid &
chudt cnng

Tde dung lén néi tiét

Nghién ciru & nguéi trong 1 ndm khéng co bidu hign ding ké higu qua lam sang trén h§ ngi tict.
ngudi tinh nguyén khoe manh, dicu tri véi rabeprazol trong 13 ngiy, khong ghi nhin bién déi nio
ve mit lim sing thdng qua cdc thing 50 nHi tiét dugre kiém tra: 170- estradiol, hormon kich thich
tuyén gidp, tnlodolhyromn thyroxin, thyroxin gin két protein, hormon tuyén cin gidp, insulin,
glucagon, renin, aldosteron, hormon kich thich nang trimg, hormone LTH, prolactin, hormon ting
truémg, dehydrocpiandrosteron, globulin gin két cortisol, 6fi-hydroxyeortisol nirde titu, testosteron
huyet thanh va cortisol sinh hge.

Tac dyng khac

O nguiri duge dicu trj v rabeprazol 1én dén mdt ndm, khong ghi nhin nhimg tic dung toan thin
trén hé Ihan kinh trung vomg, bach huyét, mdu, thin, gan, tim mach, hode hé ho hiap, Khing ¢6 div
ligu khi didu trj lau dai véri rabeprazol vi cdc tic dyng trén mit.

Vi sinh vt

Céie diF ligu in vitre sau diy di duge nghién i, nhung chua biét ré ¢ |1g]1'ia vé miit lim sing.
Rabeprazol, amoxicillin, clarithromycin la 3 thuéc trong phic d6 diéu trj di duge chtmg minh li co
hoat tinh chéng lai hau hm ciic chung Helicobacter pylori in vitro va trong cic nhiém khuan lam
sang nhu mé ta trong phan “nghién clru lim sing” vi “chi dijnh va cich ding™.

Helicabacter pylori

Test xdc dinh tinh nhay cam cia H. pylori phin lip voi amnxtm]lm v clarithromycein sir dung
phuong phip pha lodng agar vi da xic dinh nong di te ché 16i thidu (MIC).

Tiéu chudn hoa test kiém tra tinh nhay cam yéu ciu sir dyng chiing vi sinh vit duge kiém sodt trong
phong thi nghi¢ny dé kiém sodt cic khia canh k¥ thudt cua quy trinh thir nghigm.

197 0¢ vi khwedn dé khang khdng sinh trong 56 cde ching lam sang

Tinh hinh khing thude trrde khi didu tri: ty ¢ khing clarithromycin tnrée khi didu trj (MIC 2 |
meg/ml) & H. pylori la 9 % (51/560) trong 1at ¢i cic nhdm diéu trj két hop. Tong cong ¢é hem 99%
(558/560) sb bénh nhin cd K. pylori phin Kp, duge coi 1d nhay cam (MIC < 0,25 meg/ml)
amoxicilin & mire co bin. Hai bénh nhin co H. pylori ¢d lip vai mt MIC amexicillin 0,5 meg/ml.
Bénh nhin nhiém /. pylori sau khi diéu trj bing rabeprazol nari, amoxicillin, clarithromyein co
thé s& co phiin 1ip duge cdc chiing lim sing khing clarithromycin. Do d, test thir nghi¢m tinh nhay
cim clarithromycin nén dugc thire hign khi cé thé, Néu chimg minh thily ¢6 sur khdng elarithromycin
hodic test thir nghigm tinh nhay cam khang thé thye hign, diéu tri khing sinh thay thé nén duge thue
hién.

Thir nghi¢m nhay cam cia vi khuan véi amoxicillin va két qua lim sing: trong mit nghién ciru da
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trung @m & My, tong sb hom 99% (558/560) bénh nhin co H. pylori phin lap ma di duge coi 13
nhay cim vai amoxicilin (MIC < 0,25 meg/ml). Hai bénh nhin khae trude dicu tr co £, pylori phin
lip wé&i MIC amoxicillin 0,5 meg/mi, v ci hai miu phin 13p déu khing clarithromycin; mét trémg
hop cia M. pyleri 43 duge loai trir (o] ngay thir 7 va ngay thir 10 trong nhom didutri, 75% (107/145)
va 79% (112/142), cic bénh nhin nhay cim amc—mcl!lm (MIC <0, 25 meg/ml) trude didu trj H,
pvé’on da duge di¢t. Khong co bénh nhin nio xuht hién J. pylori dé khang amoxicillin trong khi
dicu trj.

DUGC PONG HOC ' )

Vién nén bao tan trong ru¢t rabeprazol natri gitp rabeprazol 12 mét chat khong beén trong méi trudmg
acid cb lhc di qua da diy vi & dang nguyén ven,

Sau khi udng 20 mg rabeprazol, néng 46 dinh trong huyét wong (Conax) clia rabcprazol xuit hign
trong khoang tir 2-5 gidr (Tmas). Cirax v AUC ctia rabeprazol tuyén tinh trong khodng liéu tir 10 mg
dén 40 mg. Khang cb sy tich lay thude ding ké khi ding liéu 10-40 mg méi 24 giér. Dugc djng hoc
cia rabeprazol khéng thay A6 khi diing liéu 1dp lai.

Hap thu

Sinh kha dung tuyét déi cia rabeprazol 20 mg ding dl.rcmg udng (so voi dudng tiém tinh mach)
khodng 52%. Khi sir dung dong théi véi bita dn cé nhidu chit béo, T bién déi, sir dyng déng thin
véi thire @n ¢6 thé lim chim sy hap thu dén 4 giér hoidc lau hon. Tuy nhién, Cyux va AUC khing
thay dii dang ké. Vi vily, viée sir dung thudc khéng lién quan dén bira in.

Phiin bd
Ti 1§ gin két vai protein huyét trong ciia rabeprazol I3 96,3%.

Chuyén hon

Rabeprazol chdt chuycn hoa manh. Mgt lugng dang ké rabeprazol dugc chuyén hoa khéng thing
qua céc enzym chuycn hoa cia co thé thanh hgp chit thioether. Rapeprazol cing duge chuyén héa
thanh cic hop cht sulphon va desmethyl thong hé enzym ¢ytochrom P450 ¢ gan. Thioether v
sulphon 14 céc chit chuyén hoa chinh duge tim Iha)r trong huyét twong ngudi. Cdc chit chuyén haa
ndy khing cd hoat tinh khing tiét acid ddng ké. Trong cic nghién cir invitro cho thiy rabeprazol
duge chuyén héa chit yéu & gan bai cytochrom P450 3A (CYP3A) thinh sulphon vi cytochrom
P450 2C19 (CYP2C19) thanh desmethyl rabeprazol. Cé mt ti 1§ nhé din s thidu byt enzym
CYP2C19 (3%-5% & ngudi da triing vi 17%-20% ngudi chi A), rabeprazol duge chuyén hoa thip
& nhom din sé ndy, vi viy nhom dan s6 nay goi chung I3 nhimg nguwdi chuyén hoa thude kém,

Thi trir

Sau khi sir dung Iabcpr:uul chira carbon déng vi phéng xa C", khodng 90% thude dugc thii trir qua
nuie ILE'I.I. chi yeu dudi dang thieether carboxylic acid, lién hop g]l.lcur{!rm.+ dang chuycrl hoa acid
mercapturie. Phan cdn lai etia lidu ding dugc tim Ihay trong phin. Téng luong rabepraizol thii trir
1399, 8%, Khong tim thiy rabeprazol dang khing bién d6i trong phin hay nude tiéu.

CHi PINH

Chita linh edc triedmg hgp bio mon hojic loét do GERD & ngudi ldn

Rabeprazol duge chi dinh trong diéu trj ngin han (4-8 win) 1am lanh cic vét loét hodc bio mon
trong bénh trio nguge da day thye qudn. O nhimg ht:nh nhin khéng duge chira linh sau § win diéu
tri, nén cén nhéc vige sir dyng rabcprazol thém 8 tuiin nita.

Diéu tri duy tri frong chiza linh cic vét loét hojic bio mon do GERD & ngiedi lin

Rabeprazol duge chi dinh dé diéu tri duy tri trong chira lanh va lam gisim cdc triéu chimg ¢ nong &
bénh nhin by loét hofc bao mon trong bénh da diy thue quan. Cie nghién eir duge kiem sodt kéo
dai khéng qué 12 thing.
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Diéu i trigu chirng GERD é nguedi lgn

Rabeprazol dugre chi dinh ditu tr] cic con g néng viio ban ngéy vi ban dém v cic trigu chimg khic
¢d hién quan dén bénh GERD & ngudi lém trong 4 tudn,

Chira lianh loéf ti trang & nguwdi lim

Rabeprazol duge chi dinh rong dicu trj ngﬁn han (lén dén 4 tua:n) trong didu trj lam lanh va gidm
trigu chimg todn thin cia loét 1a tring. Hau hét bénh nhin duge chita lanh trong vong 4 tudin,

Logi ba Helicobacter pylori aé ngiin rgira tdi phdt loét 1 trang & ngwoi lim

Rabeprazol két hqp véi amoxicillin va clarithromycin trong phic d6 3 thudc duge chi dinh dL diéu
tri & bénh nhin nhiém Helicobacter pylori vi bénh loét t tring (dang hoat ding hofic ¢é tién sir
trong vong 5 niim) dé loai bo Helicobacter pylori, Loai b Helicobacter pyleri cho thiy gidm thiéu
nguy co tii phit loét 1 tring,

O bénh nhén thét bai didu tri, nén thire hign kiém tra sy nhgy edm clia vi khuau Néu co sir dé khing
\;éu cl:nth romyein hofie khéng thye hién duge test kiém tra sy nhay cim, nén si dung phac d6 khic
thay the.

Diéu rri edc trieimg hop ting tiét acid bénh Iy, bao gém hii chizng Zollinger-Ellison & ngirdi lin
Rabeprazol duge chi dinh trong dicu trj dai han céc truémg hop ting tiét acid, bao gom hdi chimg
Zollinger-Ellison.

Dicu tri ngﬁn han cdc trigu chirng binh GERD & tré vi thanh nién (trén 12 tudiy

Rabeprazol duge chi dinh dé dicu trj trigu chimg bénh GERD & tré vj thinh nién trén 12 wéi trong
£ tuan,

Diéu tri benh GERD & tré em tic 1-11 tugi

Rabeprazol duge chi dinh dé didu tri benh GERD & tré em tr 1-11 tdi trong 12 tuin,

LIEU LUQNG VA CACH DUNG

Chira lank cdc tricimg hap bie mon hegc loét do G.EHD @ ngireni lom

Liéu khuy:.n cdo: 20 mg * | lin mol ngiy, trong 4-8 wén, O bénh nhin khdng duge chira linh sau
8 twdin dicu tri, nén cin nhic viée tiép tyc sir dung liéu nhur trén trong § tudn nita.

Diéu tr duy tri trong chita linh mc vét loét hode bio mén do GERD & nguedi lén

Lidu khuyén edo: 20 mg * 1 lan mdi ngay. Cae nghién cina duge kiém sodt kéo dai khong qui 12
|hang,

BDiéu tri trigu chitng trong GERD a.'i'ﬂgm lon

Liéu khu:ﬁ.n cdo: 20 mg * | lin mbi ngy, trong 4 tuin. Néu triéu chimg vin khéng hét, nén cin
nhiic vige lép tye sir dyng thude.

Chiza lank loét td tring & nguéi .'mT

Liéu khuyt.n cio: 20 mg * 1 Ian méi ngiy sau bira sing, trong 4 tuiin, I-{a.u hét bénh nhin dcu durgre
chira linh vét loét trong 4 tuin,  mét lugng nhé bénh nhén can diéu trj tiép tuc dé chira lanh vét loét.
Laogi bé Helicobacter pylori d# ngiin ngira tii pht loét td tring & ngedi lém

Phic d6 dicu iri 3 thuse

Rabeprazol natri 20mg 2 lan/ngay * 7 ngdy
Amoxicillin 1000 mg 2 lan/ngay = 7 ngly
Clarithromyein 500 mg 2 Lin/ngdy * 7 ngdy

Nén sir dung ci 3 thude 2 1in mdi ngiy vad budi sing vi bubi tbi. Sir dyung 3 thude trong phic db
lién tye 7 ngay.

Diéu tri cdc truimg hp ting tiét acid bénh Iy, bao gém hi ching Zollinger-Ellison & ngiedi lém
Liéu lugmgg rabeprazol sir dyng & binh nhin ting tiét acid bénh Iy thay déi theo timg ¢4 nhin. Licu
khuyén cio nén bit diu véi 60 mg mdi ngiy. Nén diéu chinh licu thy theo yéu cau cia timg bénh
nh‘m v nén dicu tri kéo dai. Can chia liéu & mdt 56 bénh nhan. Co thé sir dung liéu 100 mg * | lan
mbi ngiy, 60 mg % 2 lin mdi ngdy. Mt vii bénh nhén ¢é hji chimg Zollinger-Ellison duge diéu
trj lién tyc véi rabeprazol dén 1 ndm.
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Diéu tri ngdn han cdc wigu chimg bink GERD & tré vi thanh nién (trén 12 tusi)

Li¢u khuyén cio 20 mg * 1 Kin/ngay trong 8 tuan.

Ngwri Mr: ruér, ngicdi suy gan, siy thin

Khéng cin diéu chinh liéu & nguéi 16m twdi, nguii suy thiin, ngudi suy gan mic d§ nhg dén vira,
Sir dung rabeprazol & bénh nhin suy gan mic dé nhe dén vira cé thé lam ting nﬁng 44 |hu|_:c va
giam théi tnr. Chua e6 cée dir ligu lam sang sir dung rabeprazol & bénh nhén suy gan ning, cin sir
dung thin trong & nhom bénh nhin niy.

Ciic kluyén cio sir dung thuic

Dang bao ché | DGi tugmg sir dyung Huéng dian

Nuol nguyén vién. Khing nhai, nghicn,
phén tin vién. C6 thé sir dung thude chung
hodc khong vii thirc dn.

Vién bao fan | Ngudi 161! va tré vi thinl) nién
trong rugt trén 12 tudn, ngudi Im woi

Cﬂohc CHI DINH

Qua man vai mbcpmzcl dén xuar benzimidazol hodc véi bit ki lhanh p'han néo cia thuoc

Phén img qua nyin xdy ra bao gom: sde phan v, phi, co thit phé quan, viém k& thin cip, néi mé
day.

THAN TRONG DAC BIET VA THAN TRONG KHI DUNG THUOC

U dg déy de timh

Dip tmg véi diu tri rabeprazol khdng logi trir sy xudt hign u da dy dc tinh,

Bénh nhin bj trao nguge da day thye quan 43 dl.r:;rc chita linh béi rabeprazol trong 40 thang vi duge
theo dbi sinh thiét da diy. Bénh nhin khéng nhiém f, pylori (221 trong 50 326 bénh nhin) khing
c6 cac bién ddi bénh 1y quan trong v miit 1im sing & lap ming nhiiy da day. Bénh nhin nhiém H.
pylori tr trude (105 trong $6 326 bénh nhin) bj viém tir nhe din vira & ving thin vj hofic viém nhe
& hang vj. Bénh nhin nhiém M. pylori hodc viém thin vi mic 45 nhe thudmg chuyén thinh mirc dé
vira. Trong khi dé bénh nhan & mire d vira thuémg khang thay déi mirc 4§ bénh. Bénh nhin nhiém
H. pyiori hoie viém nh¢ & ving hang vi thuémg ¢6 khuynh hudng én dinh. Truge khi diéu tri,
khodng 8% bénh nhin teo tuyén & thin vi va 15% & hang vi. Két thie diéu tri, 15% bénh nhan teo
tuyén & thin vj va 11% & hang vi. Khodng 4% bénh nhin c6 sy chuyén sin ving rudt tai mt vai
then diém trong qui trinh theo ddi, nhumg khong ghi nhin thay doéi ding ké.

St dung dong thei vei warfarin

Chura dimh gid iy du tuong the & trang thii dn dinh giia rabeprazol vi warfarin, B c6 nhimg bio
céo vé ting INR va thoi gian pmrhrornhm & bénh nhin sir dyng dong théi PP1 v warfarin, Ting
INR vi théri gian prothrombin ¢ thé din dén chiy méu bit thudng, thim chi nguy hu:l:'l dén tinh
mang. Cin phai theo ddi vige tang INR va thisi gian prothrombin & bénh nhin digu trj déng thei PPI
vi warfarin.

Viém ké thin cap

Di ghi nhiin tinh trang viém k thin :ap & bénh nhin diu trj b.’lng rabeprazol. Viem ke thiin ciip cb
thé xdy ra trong suot qua trinh c!u.u trj bang PPI vit ¢6 thé din dén phin img qui min vé cin. Ngung
sir dl.:ng thude néu viém k thip cip xuit hién,

T}ucﬂ' It cynnacabn!nmm fvitamin B12)

Dmu irj h:mg ngay ing tiet acid qmi mire trong thér gian di (nhidu hon 3 ndm) ¢d thé din dcn kém
hip thu vitamin B12 do e ché tiét acid da day. Trong y vin, co rat it bao cdo vige thiéu hut
cyanocobalamin do diéu trj tinh trang tiét acid qud mirc, Nén xem xét chiin doin nity trong tneimg
hop xudt hién cic triéu chlmg lam sang cb lién quan dén thiéu hyt cyanocobalamin,

Tiéu chay lién guan dén Clastridium diffi cile

Dii ¢6 nhimg nghién eiru duge cong bé cho riing diéu trj bing PPI nhur rabeprazol ¢é lién quan dén
vide lam ting nguy co ticu chay do Clostridium difficile, &ic bidt 1 & bénh nhin nim vién. Nén
xem xét chéin dodn niy trong trirdmg hop tiéu chiy khdng cdi thién.
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Nén sir dung liéu thép nhdt va thii gian diéu tr ngin nhit cic PPI phil hgp wéi tinh trang dang duge
dicu tri.

Di ¢b che bdo cdo tiéu chay do Clostridium difficile 1ién quan dén sir dung hiu hét cde khing sinh,
Giy xwang

D c6 nhimg nghién ciru duge cong bd cho ring viée diéu tri bing PPI ¢é lién quan dén ting nguy
co giy xuong hing, dii, ct;ul séng do lodng xuong, O nhimg bénh nhin sir dung liéu cao (duwge dinh
nghia la sir dyng nhiéu lan trong ngay) va sir dung trong théi gian dai (1 nim hodc lau hon) lam
ting nguy co gdy xwuong. Nén sir dung liéu thip nhit va thei gian diéu trj ngiin rl'hal cac thude ire
ché bom proton phit hgp véi tinh trang dang duge diéu tri. Can phii theo phic dd diéu tri & bénh
nhin nguy co giy xuemg lién quan dén loing xuong,

Ha magnesi mdu )

Hg magnesi ¢6 trigu chimg vi khéng, hiém khi xiy ra & binh nhin didu trj PPLit nhit 3 thing, phén
lém cée trudmg hop sau | ndm. Cdce phin u'ng phy nghiém trong bao ;om co gidl, co giit kiéu udn
vin, loan nhip tim. O hau hét bénh nhin, dicu trj ha magnesi méu cin bo sung magnesi v ngumg
sir dung PPL

O bénh nhén cin dlcu trj thoi gian dii dai hojic sir dung dﬁng thin PPI vén céc thunc khdc nhu
digoxin ha; ciic thude ¢ thé gay hp magnesi miu (nhu thuéic lgi tiéu), nhin vién y té nén cin nhic
theo ddi nong d¢ magnesi trude khi diéu tri bing PPI va dinh ki theo doi.

Sir dung n"ﬁng thei mbcpmzo." vai methotrexat

Sir dung ddng théi PP vai methotrexat (chi y‘.u litu cao) e thé lam ting va kéo dai nong dé
methotrexat huyét thanh vihode chat chuyén hoa cia no, ¢o thé diin dén  ngé ddc methotrexat. Sir
dung liéu cao methotrexat, nén cin nhic tam ngung sir dung PPl & mét sb bénh nhin,

TUONG TAC THUOC VA CAC TUONG TAC KHAC

Ciic thuiic chuyén hda qua CYP450

Rabeprazol dige chuyén héa qua hé lhr,mg enzym chuyén héa thube cytochrom P430, Nghién cim
trén nhimg bénh nhan khée manh cho thiy rabeprazol khong cb twong tic ﬁﬁng ké trén lim sing
wfn cic thube dw;n: chuyén hoa bai CYP450, nhu warfarin va lheophylim lidu don ding duimg
uong, diazepam lidu don ding didmg tiém finh mach, phenytoin liéu don ding duimg tiém (inh
mach (két hop dudmg udng). Tuong tic giira mbcpra;ot vii cdc thude chuyén hoa qua CYP450 &
trang thai on dinh chura duge nghién el trén dbi twgng ngudi bénh,

Warfarin

Di co nhimg bao cdo v vige ting INR va thii gian prothrombin & bénh nhin sir dyng dong thii
PPl (bao gém rabeprazol) vi warfarin, Tang INR vi théi gian prothrombin ¢6 thé din dén chiy miu
bét thuimg, thiim chi nguy hiém dén tinh mang.

Cyclosporin

Trong cée nudi cay in vitro sit dyng microsom gan ngudi cho thiy rabeprazol {rc ché chuyén hoa
cyclosporin vai 1Cs) = 50 pmol/L, néng d§ nay cao hon 50 lin 50 v&i Coax & ngudi tinh nguyén
khoc manh sau 14 ngay ding thube rabeprazol 20 mg. Mirc d§ irc ché twong ty nhir cita omeprazol
& nong dj tuong duong.

Cic hgp chiit .'mp thie phu thugc acid dg day

Do Iac ding dén sy tiét acid da diy nén rabeprazol ¢ thé glam h1p thu cic thuoe ma pH da day la
yéu 16 quan trong dnh hwong dén sinh khi dung cia thuuc Gléng nhu cic thuse khic lim gidm
acid dp diy, sy hip thu cia ketoconazol, atazanavir, mudi sit, erlotinib va mycophenolat mofetil
(MMF) b thé gidm, trong khi dé sy hap thu cita digoxin ting khi diéu trj bing rabeprazol.

Diéu trj déng thei mba.praml (20 mg moi ngay) va ketoconazol & ngudi khée manh lam gLam 30%
sinh khi dung ketoconazol vi ting 19% AUC, 29% Caus digoxin. Vi vy, ciin theo déi ciin thiin khi
sir dung dong thisi :abepruol v cic Ihum‘. nay. $ir dung déng thiri rabeprazol véi cc thude khing
acid khong lim thay d6i trén lim sing néng do rabeprazol huyét tuong.

Khéng khuyén cdo str dung dong thir atazanavir vi PPL Sir dung déng thii atazanavir vi PP1 ¢o
thé lim giam ddng ké nong dj atazanavir huyét uomg, vi viy lm gidm higu qua didu trj clia thude.
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Sir dung déng thii PP & ngudi khoe manh va & bénh nhin cdy ghép sir dung MMF di duge bio
cdio lam gidm chéit chuyén héa cé hoat tinh, mycophenolic acid (MPA), ¢6 thé do giam kha ning
héa tan caa MMF do ting pH da day. Chua xae dinh lién quan lam sing cia vige gidm MPA va tha
ghép & bénh nhiin cdy ghép diéu tri bing PP va MMF,

Thube chuyén héa béi CYP2CI9

Trong m{t nghién ciru lim sang & Nhit Ban dinh g:a rabeprazol & ngudi km duge phan loai bai
kidu gen CYP2C19 (n = 6 vii méi logi kiéu gen), i ché tiét acid da day cao hom & ngudi chuycn
héa kém so v&i ngudi chuyén héa binh thuéng. Biéu nay c6 thé lién quan dén ting nong do
rabeprazol huyét twong & nguai chuyén héa kém, Chua co cic - nghién ciru v viee ¢d sy khic nhau
hay khéng trong twong tic thudc gitra rabeprazol véi cic thude khic & ngwdi chuyén héa kém vi
ngudi chuyén hoa binh thudng.

Sii dung két hop vii clarithromycin

Sir dung két hop rabeprazol, amoxicillin, clarithromycin 1am ting néng d@ trong huyét thanh cia
rabeprazol vi 14-hydroxyclarithromyein.

Methotrexat

Biio cdo ca, cie nghién i duge dong hoe da duge cong b, phan tich hoi cu'u cho thiy sir dung
dung thot PPl vi methotrexat lam ting v kéo dii ndng d¢ methotrexat huyét twrong vivhodc chit
chuyén hoa hydroxymethotrexat. Tuy nhién, chua ¢6 cde nghién ciru chinh thire v tureng e gita
PPI v methotrexat duge tien hanh.,

Clapidogre!

Sir dung dong thoi rabeprazol vi clopidogrel & ngudi khoe manh khing ¢6 anh hwdng ¥ nghia trén
lam sang ctia chit chuyén héa co hoat tinh cia clopidogrel. Khang cin diéu chinh lidu clopidogrel
khi sir dung déng théi vii rabeprazol.

SU DUNG THUOC 0 CAC DOI TUQNG DAC BIET

Thoi ky mang thai

Phién loai C doi véi phy nir mang thai.

Tém tat nguy co

Khéng ¢6 nghién cim diy Qi vi duge kiém sodt 1t khi siv dyng rabeprazol & phu nir mang thai.

Khdng ghi nhin bing chimg qudi thai trong cic nghién ciru ve sinh sin & djng vit véi liéu cao gap
13 lan so véi liéu khuyén cio ding cho ngudi trong didu tri GERD & chut nhit va liéu cao gap 8
lin & the. Béi véi chudt nhit duge diéu trj bling duémg uong cic PP1 khic nhau trong héu hét thai
k¥ v thoi ki cho con bi, di ghi nhin nhimg thay ddi vé hinh thii xuong & chuft nhit con. Vi viy,
chi nén sir dung rabeprazol trong thai k¥ khi lgi ich hon hiln nguy co trén thai nhi.

Dhir ligu teén suic vt

D thye hign cic nghién ciru trén sy phit trién cia phoi thai & chugt nhit & lidu tiém tinh mach
rabeprazol 50 mg/kg/ngiy (AUC huyet wong 11,8 meg, gwfml cao hon 13 lin so voi liéu khuyén
cio ding dudmg uong trong diéu trj GERD & ngudri) va & tho vai li¢u tiém tinh mach 30 mg/kg/ngdy
(AUC huyét trong 7,3 meg. glc.l‘ml cao hon 8 lin so véi |ILII khuyén cdo dimg dudmg udng trong
diéu tr] GERD & nguini) v cho thay khong co biing chimg vé cic tic hai trén bao thai do  rabeprazol.

Sir dung rabeprazol & chudt nhit 1rong ki cubi thai ki vit trong thési gian cho con bii & liéu udng 400
mg/kg/ngiy (cao hon 195 lin liéu ubng & ngudi tinh theo mg/m?) lm gidm ting trong ciia chudt
nhit con.

Nghién ciru vé die tinh trén sy phdt trién trude vi sau sinh & chugt nhit dé dinh gm sur phit trién
cia xuong duge thye hign vai m:;.t PPI khéc & lidu cao hon 3,4 dén 57 lin liéu uong & ngudi tinh
theo dign tich da co thé. Giam chiéu dii xuong dii, clm.u rjng va df day cia vo xwong, gidm do
diy ciia thm ting truémg xwong chiy, va giam nhe t¢ bio thy xuong di duge ghi nhin & liéu PPI
bing hofic 16m hon 3,4 lan liéu ubng & ngudi tinh wén dign tich da co thé.

Logn sn & xueng dii cing duge quan sit thiy & chudt con sau khi tir cung vi sira me phoi nhiém
i PPl & liéu twemg dwong hojc 1om hon 33,6 lin lidu uéng tinh trén dién tich da co thé. Di quan
sit thiy tie dyng trén xuong ctia chudt me & nhimg con chudt mang thai vi cho con bi trong mét
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nghién ctru dje tinh trude vi sau khi sinh khi PP duge ding véi liu uéng cao hon 3,4-57 lin liéu

uong & ngudi tinh trén din tich da co thé.

Khi chugt duge dinh lrgng tir ngay thai thir 7 dén khi cai sira vio ngay 21 sau khi sinh, da ghi nhiin

sir gidm ¢6 ¥ nghta théng ké vé khoi lugng xuwong dui & chugt me 1én dén 14 % (so véi diéu tr gid

duge) & lidu twong duong hodic 16m hon 33,6 lin lidu uding & ngudi tinh rén dién tich da co thé.

Théi ky cho con bi

Chira biét rabeprazol 6 tiét ra sita mg hay khdng. Tuy nhién, rabeprazel hi¢n dign trong sira chuft

nhdt. Co kha nhi¢u thude duge bai tiét vio sita me, vi viiy cin sir dung thin trong rebeprazol & phy

nir cho con bi.

Sir dung thubc & tré em

GERD ca tri¢u cluing o bénh nhan tweoi vi thanh nién (12 tuéi tré tén)

Trong nghién cin da Irung 1im, ng,au nhién, kiéu nhin mé, nhom song song, 111 bénh nhin tudi vi

thanh nién tir 12-16 wéi véi céic chin dodn Iam sing cia GERD ¢b trigu chimg, hofic nghi ngd,

hofie ndi soi xéc dinh G]:RD duge chon ng.-m nhién va diéu trj ba.ng rabeprazol 10 mg hojdc

rabeprazol 20 mg * 1 lin mbi ng:ly trong 8 tuin dé dinh g‘la an todn vi hidu qui. Céc tic dyng

khong mong mudn & tré vi thinh nién twong tr nhwr & nguai I6m, Cac phan (mg khﬁng mong mubn

¢0 lién quan di duge bio cdo xdy ra & > 2% bc;nh nhin g&m nhirc dgu (5,4%) va nén 61 (1,8%).

Khéng cb bao céo vé tic dung khong mong mudn cia thude trong cée nghién ciu nay mi chua

duge ghi nhiin & nguén 16m.

Gidi tinh

Ti 1§ chira lanh loét t trang vi loét thye quin do bio mdn & nir gidi twong ty nhur nam gidi. Phin

img khdng mong mudn va bat thuémg trong ede xé1 nghi¢m & nir trong ty nhu nam.

Sir dwlg lhrfw & ngieo fén fuoi

Trong tong so nguidri tham gia nghién ciru Fim sing cta rabeprazol, 19% K ngudi tir 65 tudi trdr 1én,
4% ngudi tir 75 teoi ted [én. Nhin chung, khing ghi nhin 6 su khdc bift ve an toan, hifu qua &

nhom ngudi ndy va nhém ngudi té hon, cée kinh nghi¢m lim sang duge bio cdo khdng ¢ sy khic

biét trong dip img gitra nhém bénh nhin 16n wéi va nhém bénh nhin tré hon, tuy nhién khéng loai

trir kb ndng nhay cim cao hon & nhém bénh nhin 16n twoi.

SUDUNG THUOC O NGUOT DPANG LAI XE VA VAN HANH MAY MOC
Khéng ¢6 ghi nhin bit ki tdc déng ndo cia thube dén ngudi dang 141 xe vi viin hinh may mbc,

TAC DUNG KHONG MONG MUON

Trén toan thé gigi, ¢6 hon 2900 bénh nhin duge ditu i bing rabeprazol trong cic thir nghi¢m 1am
séng pha I-111 lién quan dén lidu vi théi gian didu tri khae nhau,

Vi cde thir nghi¢m Fim sing dang duge thye hién & cie diéu kién khdc nhau, tin xudt xdy ra cic tdc
dung khéng mong muén trong edc thir nghi¢m lim sing cia thude khing thé so sinh trye tiép vai
tan xudt trong thir nghi¢m lm sing cla cic thude khdc vi cb thé khéng phan dnh tin xudt xay ra
trong 1am sing.

Kinh nghi¢m lim sing

Ngiwdri lém

Céc dir ligu sau ddy phan dnh vige sir dyng vién nén phong thich kéo dai rabeprazol natri cho 1064
bénh nhén ngudi lém dén 8 wiin, Céc nghién ciru chi yéu 1a cde thir nghigm co dbi chimg gia duge
-thude trén bénh nhin ngudi Ién bi bio mon hodie loét do hji chimg trio nguge da diy thyc quan
(GERD) giy, lo¢t 14 tring vi loét dg diy. Din s0 nghién el co 46 tudi trung binh 12 53 (1ir 18 dén
89 1ubi) va ¢b 1y 1§ nam/nir 13 60:40. Ty 1§ phin triim ching tge 1i 86% ngudi da tréing, 8% ngudri
M7 gée Phi, 2% ngudi chau A, va 5% la ede ching e khae. Hau hét bénh nhin duge ding 10 mg,
20 mg heodc 40 mg rabeprazol natri vién nén phbng thich kéo dii rong | ngay.

Mat phin tich chc tic dyng khong mong muon xual hign & > 2% bénh nhan sir dung vién nén phéng
thich kéo dai rabeprazol natri (n = 1064) véi tAn sust lom hom gid duge (n=89) trong cac thir nghi¢m
diéu tri ngdin han & Bic My va chau Au, cho thay cac tic dung khdng mong muon xudt hign véi tin
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suit nhr sau: dau (3% so véi 1%), viém hong (3% so véi 2%), day hoi (3% so véi 1%), nhiém tring
(2% 50 vai 1%), va tio bon(2% so vdi 1%).

3 nghién ciru dii han bao gom tcmg 56 740 bénh nhin ngwdi Itm. it nhdt 54% bénh nhin si dung
rabeprazol trong 6 théng va it nhit 33% bénh nhin sir dyng thue trong 12 thing. Trong so 740
bénh nhin nay, oo 247 (33%) va 241 (33%) bénh nhén sir dung teong img liéu 10 mg v 20 mg
rabeprazol natri vién nén phong thich kéo dai trong khi 169 (23%) bénh nhén sir dyng gia duee va
83 (11%) sir dung omeprazol.

Hb so an toan cua rabeprazol trong cic nghién ciu dii han & ngudi lom la nhit quan véi nhimg két
qui ghi nhin duge trong cdc nghién cir ng!n han.

Cilc tic dyng khing mong muén khie duge quan st trong cic thir nghigm lim sing c6 kiém sodt,
khong dat ycu ciu ndi trén (= 2% bénh nhin sir dung vién nén phéng thich kéo dii rabeprazol natri
vil lém hon gia duge) va cde tic dung khong mong muén khic co méi quan h¢ nhin quad voi
rabeprazol, bao gbm dau diu, dau bung, tiéu chiy, khé mi¢ng, chong mit, phil ngoai bién, ting
enzym gan, viém gan, binh nio gan, dau co va dau khap.

Piéw tri phm hop vor amoxicillin va clarithromycin

Trong cac thir nghiém lim sing phéi hop rabnpmml wir nmuxmlllm vi clarithromyein (RAC),
Khéng quan sét dugc tic dung khong mong mudn nao dic trung cho phoi hop iy, Trong métn ghién
ciru da trung tim & My, céc bién co bat lgi lién quan dén thude duge bio cio thuding xuyén nhat &
bénh nhiin sir dung RAC trong 7 ngay vi 10 ngay gom tiéu chiy (8% vi 7%) va thay déi vi gidc
(6% va 10%).

Khéng quan sit duge thay d&i bit thémg ndo déng ké trong cic két qua xét nghiém abi véi phdi
hop thude noi trén.,

Tré em

Trong mt nghién ciru da trung tm, nhin mé ¢ ré 12-16 i vai chan dodn lim sing bj GERD
dua trén trigu chimg hode dya trén ket qua l!l;ll s0i, cdc tic dung khéng mong muon la tuong tr nhu
& ngudi 1om. Cie tic dyng khing mong mucn dirgre bio cio khcng, xem xét dén méi quan h§ véi
rabeprazol vién nén phong thich kéo dai xudt hign & = 2% trong tong s6 111 bénh nhin gém dau
dau (9,9%), tiéu c:hay (4,5%), budn nén (4, 5%] non (3,6%) vi d:lu byng (3,6%). Cic téc dung
khéng mong muon dugc bie cio litn quan Xudt hign &> 2% tdng s6 bénh nhin k dau diu (5,4%)
vé buon ndn (1,8%). Khing ¢ tée dyng khing mong mudn ndo duge bio cdo trong nghién cim niy
chua xuit hign & ngurdri lém.

Trong mét nghién ciru nhém song song, mi ddi, da trung tam, ngdu nhién, hai phan, 127 bénh nhin
tré em tir 1-11 tudi duge chiin doin GERD dya trén kétl qua ndi soi duge sir dung rabeprazol voi
liéu 5 mg hofic 10 mg (dt.‘u véi tré < 15 kg) v liéu 10 mg hodic 20 mg (B3 i e = 15 ke), Trong
nghién eiru ndy, mjt 50 bénh nhin sir dung thude dén 36 tuin, Cic tic dyung khéng mong muan xuat
hign = 5% bénh nhin gom dau bung (5%), tiu chiy (5%) va dau dﬁu (5%). Khong ¢6 tdc dung
khéng mong mudn nao duge bio cdo trong nghién ciru ndy chua xudt hign & ngudi 16m va tré 12-
16 i,

Dir li¢u hiiu mai

Ciic tdc dung khdng mong muin sau diy duge bio cdo tir cic thir nghiém 1dm sing va dir lidu hiu
mai, Tin sual xudt hién duge xic dinh nhu sau: thuimg gip (= 1/100, < 1/10), it gdp (> 1/1.000, <
1/100), hiém gip (> 1/10.000, < 1/1.000), rit hiém gdp (< 1/10.000), cha duge bict (khing thé udc
tinh tir dir ligu hign ¢6).

Hé coquan | Thwing giip it gip Hitm gip Riit hiém Chura drge
gip bidt
Nhiém tring | Nhiém tring
Mibu va hé Giam  bach
bach huyit ciu trung
tinh,  giam
bach chu,
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giam ticu cau,
ting bach chu
H§ mién djch Qud min cam
Chuyén hoa Chan in Ha natri méu,
vi dinh ha  magnesi
duimg mdu
R‘o; loan tim | Mit ngi Ciing thiing Tram cim Lan Ién
thin
H§ thiin kinh | Dau dau, | Buon nga
chong mit
Miit Rot loan thj
gide
Mach miu Phi  ngoai
bién
Hohip,ngwe | Ho,  viém | Viém  phé
vi trung that | hong,  viém | quan,  viém
miii Xoang
Hé tiéu héa | Ticu  chdy, | Kho tiéu, khé | Viém da day,
budn non, | migng, ¢ v.ic':m migng,
nén, dau roi loan i
bung, tdo bon, gidc
diy hai, polyp
tuyén day vi
lanh tinh
Gan mit Viém  gan,
ving da, bénh
nio gan
Da vid md Phit ban, | Ngira, d6 mo | Hong ban da | Ton  thuong
durdi da héng ban héi, béng | dang, hoai tr | lupus ban do
nude thugng  bi | ban cip da
nhiém  déc
(TEN), hji
chimg
Stevens-
Johnson (815)
Than - tiét Nhiém  tring | Viém thin ke
niéu duimg ticu
Co xwong vi | Dau khong rd | Bau co, chugt
mi lién két | nguyén nhdn, | rit, dau khép,
dau lung gy  xuomg
héng, ¢b tay
hofic dot song
H§ sinh sdn To vi & nam
vi tuyén via
Réiloan todn | Suy  nhuge, | Dau ngye, on
thé vd noi | héi chimg gia | lanh, sot
ding thube | eim
Xét nghigm Tang enzym | Ting ¢in
gan
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SUDUNG QUA LIEU

Hién chua co kinh nghi¢m v& sir dyung lidu qua cao rabeprazol. Ba ghi nhin 7 bédo cdo vé cic truong
hop qué lidu rabeprazol, Qué lidu cao nhit duge bio cdo 80 mg. Khong ¢6 cdc diu hidu 1im sing
hofe trigu chimg lién quan dén bit ki bio cdo qud lidu naﬂ Bénh nhin vé&i hii chimg Zollinger-
Ellison duoe dicu tri véi lidu 1én dcn 120 mg = 1 lin m&i ngay. Khongcé chit gidi doc dic higu
cia rabeprazol. R_ahepraml_ lién két chit vi protein, vi viy khéng dé ding bj phin tich. Trong
trutmg hop qud licu, nén dicu trj tri¢u chimg va cic bi¢n phip. hé trg.

Liéu don diing dudmg ubng cia rabeprazol 786 mg/kg giy chét chut va liéu 1024 mg'kg gly chét
chupt céng. Liéu dom ding duong uong cla rabeprazol 2000 mg/kg khong giy cheét ché. Trigu
chimg chinh trong trurdmg hop ngd dje cip I kém hoat dong, hé hip kho, tr thé ngang hodie nghiéng,
co gidt & chudt va chudt nhat; ticu chay, run, co gidt, va hon mé & cho.

HAN DUNG: 24 thing ké tir ngdy sin xuit. D¢ xa tdm tay tré em.
TIEU CHUAN: Nhi san xuit.

BAO QUAN: Bio quan ¢ nhiét d§ dwdi 30°C. Trénh im.

DONG GOIL: Hép 03 vi * 10 vién nén bao tan trong rugt.

San xuiit tai An D§ bdi: ALKEM LABORATORIES LIMITED
Dia chi: Village Thana, Baddi, Dist. Solan, (H.P.) An B§

Chire da.nh Truéng V Dla\ Vlt..lNam /
ALKEM LABORATORIES LTD.
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