20244F 2 HEgET (BB10)

Bk SR IRAT
FREIE - 34

JAMRCT - A2 EEZ—
VUSE 178 S
INT I —=IvF M) LEE

BAEERRDSEES

872329

&S | 22200AMX00589000

BR5ERaa 20104114

INT IV —=IvF MU LEE1IOmg [HETL]

Rabeprazole Sodium Tablets

) EE-EMSFEORLTEICL )T L

ot =)

2. BE (ROBEIZEBELLRWNI L)

2.1 KA OB LB EUE OBEEE O & 2 B

22 FHHFUNREE, VLYY SRRSO ES
[101 &)

3. HHR - MR
3.1
W5e4 FNRT = )vF b7 L5E10mg [HIET ]
15EH
RIS GRS FGT—=)vF b T L
10mg
D-vv= b=, FEmtrao—2, B~ %>
v A, B FOFY 7SO kg —RA, AR
A \\:—xmlw‘/jﬂ\\ Lo/ 7\%71}‘{@*{77:;‘(\
YA, ETORAUO—AT Y NVEZZAT IV, 7
) VIR ATV, Bk Y o O TR
bdk, HIVF o ary
3.2 REIOMIR
W5e s TXRT T =) M) 7 A5EI0mg [ HETL]
52 TANLT—TF 4 T8t (B
(o WD
1924
EQ] 10~
, I
AV | B iy
Rl =
HEE (mm) 6.8
FE (mm) 35
E& (mg) 131
TINRT T =)
BN TN 10
HET
WHEI-F @892

4. MEEXIIHR
OBREE. t-HEEBEE. WERPEE. FRHERER.
Zollinger-EllisonfEfZE. FEV' S AMBREYRE. BAE7T
ZEY CBERICE T 3 BEEXIE T BB ESEOBEHEIME
OTFRICETFBEAUANY 42— - EOUDOBREDHHE
Si&E. T2EBEE. BMALTU >/ &, $SRMm/ MR
HRMR. RHEEICH T 2RBHEEEZE. AVaNy
Z— - EOVURBERER

5. SHEEXEZHRICEIES X8

GhBELiE)

5.1 AHNOFEG D EHIZ X BEIRZ T 52 EDH 50T, Elk
THWI E 2RO ) 254528 (EMALTY v /3f#E, H
HIERE I 2 NHEERREBICBIT AN anNs ¥ — - Ko
) OBEH OB % <)o

GEU 5 AME BEYRIE)

5.2 #GPMm2E%E Bl U CHREERE L. RO HEN )
O SN VEHAITIE, BT LSO FRERAE 2 55 72oo
B R IGHEANDOEHE BRI T5 2 &,

<ﬁ?§7zeu>H$ﬁuh#%§%giu+:Eﬁﬁﬁwﬁ%

il

5.3 14 - ZEROERIHI D720 I HE T A E) ¥ & kGG L
TWBEHEERGHR L L. H#5-RBICH L Tk, BEE 0T
CHRGESOMAEEERRT A &,

(AYanyg— . Ol OREORHEE)

5.4 #EATIIEMALTY ¥ /XEICH 3451 TN 7 & — - o) B
BRI L T v,

5.5 BESSPEIM/ MG EEBERE IS0 L ClE, H A R4 v %5208
L. ANYanyg—-Eny BREREISEY) & CHIR S D ERNIS
DAHBEREEEAT) T &,

5.6 FIIBBICH T ANHENGREZRE AMZIE, ANy any
& — - ) REGEEIC X B BREOFSEIIHI A5 5 A 57
LTV,

57 N any g — - ) BEERIAGLEIZIE. N ans

y— - ¥ P TH D L RUNREREIZ L ) AY a3y
F— YO EREHRETHDL L E2MRET LI Lo

6. AERVHAE

(BigE. +=iEBEE. WAaEEE. Zollinger-EllisonfE{ZEE)
WE, AR IART TS =) YAk LClEI0mgz1H1
EREH 59 555, FRIRIC & D 1EI20meg % 1 H1EREO# 535 2
ETEDL, b, W, BiEE. WEHKE TIE8HEME T,
T TIRBEE CIE6GEM EF oL L T4,

FERERER)

< G
WFEEROE BRI BT, B, BAIIETRT T — )L
F M) 74 e LTlE10mgx 1 H1EFELRS5-3 425, Wk LD
1M20mg# 1 H1MFR OG- 356 2 N T& 5, b, i, SH
MEFToOHEGET A, F/2. 7a by EyTFL1 ey —12k5
R CRIEART 5 284, 1M10mg X 1Z1M20mg%& 1H2M, &5
ARG T A5 ENRNTE 5, 72720, 1M20mgl H 2A1#%
S EEOMBEGEL AT L5515,

- MEFERE
T3 - PR AR D RS MRS A ROMRREEICB W TE,
. OBRANEIART T = F M)Ak LCl10mg% 1H 1
G-+ 5, /20 7O bRy TA €y —2XBRET
RRAT 53 i B E R OMFHE I B W TE, 1a10mg# 1
H2[E %545 2 8 TE b,

GEV 5 AME BETRIE)
W BACIETIANTT =)+ F) sk LClEl0mgZz1H1
EEEOHGT 5. B, @F., M EF oL LT 5,

<ﬁ§§7zeu>&5ﬁu3wa%%ﬁ&u+:ﬁﬁ%ﬁ@ﬁ%

i
WHE. RACIEINT TS = F YAk LCl5mgz1H1
RO 59 525, FEAT 5 OB4A131010mg % 1 H 1RFE %
5552 EMTE5,

(ANYanyg 22— 00U OBREDHHE)
WHL BAIIETIANT ST =+ b)) sk LClE10mg,. 7 E
XU YY) KM E LTUAT750mg (i) RkUT7 ) Aa<A
& LCLH200mg (Ffili) o3%] % FEEC1IH2[E, 7H B
%545,
B, rI7VAUYA T U, BES L CGEEBET LI LN
T&5b, 72720, 1H400mg (Ofli) 1H2ME % FRET 5,
TONYRITA Y=, TERI VY VKR T
20%A Y Y DIFHEGAZ L BN TNy y— - ¥ ORRIE
RO OB AL, S b B ERE LT, lE., A
FXRTF )= )vF M)Ak LTCLIRI0mg. 7EF T ) v kHl
e LC1m750mg (Jffi) KMOA ba=%v— )& LTlH
250mg M 3#) % [AlHE (21 H 200, 7H BREO#%S-3 %,



7. BERUVAEICEEY 5FE

(hEEEE)

71 5mgEid10mgdE & AW FEMRESEEI R EN TR wiz),
Smgft & 10mght D TR 2 fTh w2 &,

(Bi#B. +-ER&ES. WEES. Zollinger-EllisonfEZEE)

7.2 JHIRDSE L WA R OESNE - S0 A121H20mex 1H1
Ef 5952 EDTE 5,

(FRHERER)

7.3 JHIRDH L I E R OESNE - #G oY A1 020me 2 1H1
53252 LATED (3 - HREE) K3 dmtaE Lo
MEREEE, 70 bRy T e U8 — |2 L BB CRIREA T4
BAEER). T2y TUNYRY T v ESY =X BRI
TRIREAT 72 B IR L1 10mg X 1Z1020mgZ 1 H 2], &5
(8 G- A Y4 E . BRI AT Tl itk A 28 2%E i L ¢
WRWZ ERERET A L, BB, RALA20mgn 1 H2MFS
i\?ﬁﬁ@ﬁfigﬂﬁﬁﬁﬁéﬁﬁtt%ﬁﬁﬁéoUﬂl
Z

8. EELREANIEER

(hBEE)

8.1 AFIOFLG L, M SRR = L. i g
MRS - MR AE LI A 24T Z DT FE L,

(BiE%E. +=&EE5. WaSHEE. UL AMBERETRIE

8.2 EMOMiHEEA T3 Thvwo T, MFREICIHWEnwI &
DEF Ly,

TR E R OHREE)

8.3 % - WMV BT EERL T O MRy T4 ey — |2 &
BIGECRHIRA TSR BEIIT LITH) 2L b L. AR, Mk
DUEDOLZVBEIAT) DR VEIEETL L, T2, &
HHFIBR, 7V 3 — VIBHUHIREE O A EOUES K S, Ei
RESEINS D2 D kGET 2 56 1 IIREIRE L EET 5 2
Lo BB HMEFRREIZER SR SR F T S 7 SRS
BICAT) S ENEE L,

GEV 5 AME BEWRAE)

8.4 MIZIZL VT, FMEOMMTIERAEY KL ALNS 2
& (LEM B2 ML) 2RO ) 25T, BB, K
FlO5-H . BRSO B L Mo bR RIc L 5
JERZ BT 2 2 2235 DT, PWIHEEMRAESICL ) s DR
BTV EZRT LI L,

9. HENEEZ2EI5B8FICHTIER

9.1 AHHE - MEEZEDH 28E

9.1.1 EWEBEDEIFERDH 2 H8E

9.3 FriEeEERE
T2 B CIFHEIE OG5 23H 5 o

9.5 1%
W0 SUXAE IR L C W B ITREE D & 5 LI IRIE R L O F A6
k% 15 L HM SN A AEICDREZEESTH L, BWER
(7 v MEI400mg/kg. 74 FEHESOMe/kg) THRIEHEME (5 v
N CALEEE, 7Y FTHREOKT., {LEFEEL) 2HEsShTn
Bo Fon Fv MIINRTFIV—)F M) s (25mg/kg/H) .
TEXFY Y VAR (400mg/kg/HULE) RUZ 99 2a<A
v v (50mg/kg/H A L) ZABEBEAREG L2 BR T, MECoess
REOEALPFED LN T 5,

9.6 BB
B EORFUER OB RBOR IR R L. 2ok T
LA ME 52 L, BER (5 b)) CHITPABITT L Z
ENHEEINT VD,

9.7 /INRZ%
INBEER RIS & L FRRRERI LI L Tk n,

9.8 =k
HALRHERE D RITEI A S & b N7 a3 R3S 5 70 SEE K
H4apZ k. AFNZEE L O TRE S NS5, SilE T
BREPETLTWLZENEL, BERARSHSbNE Z L0d
Z-)O

10. HE1EH
RHN OB LT BEEE T b2 0 —24P450 2C19 (CYP2C19)
K UBA4 (CYP3A4) OIS ADHHLNTWS, [164 2]
F 720 AHOGEESWIIFIERIZ L0 PF R SEH oW IRE
T e B D,

10.1 HFRAZE BFALAEWVLC L)

R4 FRASEEIR - #5185 | W7 - felRE
T & F COVERERE 7 7 C OV o VR AR A 0 B RS s ]
(LAT5v) WIS BB XN WERIZ LY. HNpH
(22 ZHH] H 5o WEAL, 7% F

EOV O ERR DT
L. 7% F Lo
M EEK T %
BENWDD D,

R

WA - F5E 5 i

Wiy - fafrA T

VVE ) v R

VIVE B SRR
OIEH Z e 5 5
TN D %o

ARF) O R WA )
fEHIIZ & Y. BApH
NEREL, Yy
Vv MR O WIS
EFL, YvEEY
> DR EE R
THEIEDRD D,

102 HAZEE HRIKEETS L)

A5 BAREIR - 35ET R | BT - el
TIFT 3 3] o afit v | AN 00 B R o3 B )

AFNT TRV

WEATLEEDVDH
;Q)O

ERZ X Y. HNpH
ALEA L. MHFEHA

DRI RS % .
A NTary =)y |AHTEERF O EE | AR O R 5 )
rI4F=T PIRT S 2820 ERICEYD. HApH
H5o 2 EA L. M TFEEH

DI % Pl 5 % B
LWhDH b,

KEEALT VI = A
v KERfE~ 7 A
2 NER O

A A 512 B
il P 1 [+ B Al L )
P 5 5 1 ] e Al
T -3 IMLAE v ik FEE
MTHBEr TN TN
8% 6%ILT L7z&
DEED D B o

FRNNES

APFLFH—-FO
Mg EEAS EA-§ 5
iDL, mHE
DAL FH— |
G T AN EE.
— RIS AH D G-
s LN N 2
EdbHZ L,

WFIIANTH 5,

1. BMEA

ROFWERD B Sb D T EHdHDT, BEE 5TV,

o

HORO SN 3BT e kS 5 % SEY R RER 1T 2

to
1.1 EXLEEMEA
1111

Yavy BERH)., 7F7145%>— (HERH)

11.1.2 GRIMERIRD GHEEAHD) . |MFEEMIRE CHEARP). MR
WD (0.1%Ad) . RMERED (HEEARY])
11.1.3 BUERFR CHETH]). FFREEEE (0.1~5%Ki) . BE

CHEEAE)

11.1.4 BEEMER (0.1%F00)
FEE, LUK, DPULIREE. BiEoRE (85E) SR LN
HliE, RIS O Z K L. AF OG- % ik
T2 L& B0, BB RV E L H OG5 o) 7 iLiE 479

ZE,

11.1.5 REEE GHEERH)
i F R A R % iE (Toxic Epidermal Necrolysis : TEN),
F G REIENRSE R (Stevens-JohnsonJEBERE) . ZIEALIFEED D &

bbb ENHb,

11.1.6 SMBEREE BUEAY). AEEER HEA)

BHkretad (BUN,

VA s

11.1.7 &7 b U LM HEARH)

11.1.8 HEIUEGRIAEE CHEEAH)
WA, B, CKER., MR CRPIF7rae s EA %5
& 3 BRRTHRFIEDR D HbNA T ENH 5,

11.1.9 RABEE HEAH)

11.1.10 $EELREE (HREEAH)
VAR, BETE, LRMHE. KE. A, B BRSNS
EbNDIENH 5,

11.2 ZOMOREER

WHEBET L &,

(BigE. T=BEaE. WAIES. SRMERER. Zollinger-
EllisonfEf&E. FFU' S AMBRENRE. BAE7XEU k5
5T 2 BiEBEXIE+ 1B EEOBHIME)

0.1~5% Al 0.1% A HHEAH

W HEUE 5. IREK | ERE
M HIMER A H | ARIMER A i

MERBE N, FiE | PRI L, VU v

KWL, Al | SERWA
JHF e AST. ALT. Y LVE YD

Al-P. »-GTP.|LH

LDH® |5
VB A I k5 jfES




R | Y S, B

0.1~5% A 0.19% A i BN
HALE FERS. TR I\ M. R 7 |E AL MR,

(L& NN

S HN %% 724, 1. &|(collagenous
WARE, 85 |colitis.
lymphocytic
colitis)

LIEE R e b BHFEV, S5O |\TAE, FiE
&L RA. MK
Be 77 HIE S

VNI /s K 2 AN

Ood-oh, %
T
Z DAt BalLzro—|THH. FHOLLDE,
Vo ARG - (BE. PR, EIME . A

BUN® L5, &|#., BEE. L. &7 v €=
HIR. MATSHINE, CKO|T7IiE, K~ 7

B k5 ¥y AL
AL
) SEBUHE TSR ENEY &
(ANYany g— -0l OBREORHE)
0.1~5% A 0.1% A1
S EAE B, HERE PRI
liikiia F IRk IFERER B & . T P BRI
o) voREkigA, ) v
JNERME S /NI
ERIES I
JH e ALT. AST. y-GTP®|AlP. LDH® k5
F&
s BiE. MT F5
THALZR T R, REEE. (OB, ONE. e,

WO BRI . NE| LS. FEA. fribik.
. R, Bk, BHER| KERR B
Hue, SOl

RS B HFEW
Z DAt TR O b5 B EIE, PREE. o

LUk, Bk, &0
BRLIRE ESA. RO L
DU, RO LA IR
HERCH . EhiR IR

15.2 FEERPREABRICE D  1BH

15.21 7 v MIiI5mg/kgbh b % 24F M (4% 5 L 72 BRI B v
T, WMETBIZANT /A FOREDNALNT EOHED D 5o

156.22 B)MER (7 v MENES25mg/kghh ) THURIRESR K
CHLHF A 0 3 2  OEIAHE SN TV 20T, fHHIZH7z-
TITHURIRFE AR IR T 20

1523 v MIHEHETHL TV T 7= (50mg/kg/H). 7
EFX ) VKW (500mg/kg/H) BROZ 7V Au~A Ty
(160mg/kg/H) % BEH#G L7-ER T, BB CTORBMEOE IS
LD FEFIH OBEATED 5T Wb,

16. EMENRE

16.1 MARE

16.1.1 IART TV —ILF b LEHIRE
HERER N T1220mg % M BT U BRI T S L 72 B O BR B 2 S L 72 38 8)
/8T A — 5 DY LIRSV, [162]1 1]

BRI O BRE < T X — ¥

. Crnax trmax AUC
s s
) (ng/mL) (hr) (ng + hr/mL)
AT 437+237 36+09 937+617
ik 453+138 53+14 901 +544

(Mean+SD., n=12)
F 7o, BN AR TI5me. 10mg. 20mg% i L T CRAERS Lk (F55HH) @
SEWEE T A= FIEUTOLEBY) TH LY,

RERERE A T2 BV 2 % 5-# (5mg. 10mg. 20mg) D4R T XTS5 =3 1)
7 LA DOEYHE T A—F

= " Chnax tmax AUC o tuz
RN 3] )
e SR (ng/mL) (hr) (ng - hr/mL) (hr)
5 EM* 146 =56 30 (2045) 236 +97 1.8+09
m
¢ PM* 252 +55 25 (1555) 585+137 42+05
10 EM* 383+83 33 (20-50) 539+ 200 1504
m
& [P 509 = 64 28 (20-45) 1230 =200 38+03
20 EM* 654 + 348 40 (25-80) 994 =477 23+14
m
e PM* 822+232 3.3 (306.0) 2331 663 37+03

(Mean=SD, tmaxliMedian (Min-Max) , EM n=16, PM n=8)

PR T b7 10— 4P450 2C19 (CYP2C19) #HANL, TRl#f=TH L) pEsh

%o

EM (extensive metabolizer) :CYP2C19*1/*1, CYP2C19*1/*23iZCYP2C19*1/*3

PM (poor metabolizer) : CYP2C19*2/*2, CYP2C19*2/*3Xi¥CYP2C19*3/*3
16.1.2 3FIBARE

BEBRABTFIZTRT T —)bF MY A20mgh, 7EF TP LKAPT50mg ()

fili). "7 70 Au~A v »400mg (i) AZ1H2M7HE (GH2m) RAEREO#HES- L

DT NRT T =) b ) AOIEYEHIE ST A =S LT D EB) TH DY,

TERER AT T2 B 5 3R AEHR G- B0 fifrh 7 X7 5 — v F b)) 7 5 O 3EY B
INFGRA—=%

) SR RS T IRIBREICB U5 I RS TV =T
M)A, TEFVV) VKRG 7)) A0 AT D3
FH 5 OAGER; T T OMRER N O REBTE i & & o

12, BERBRERRICRIEFTHE

ANYanya— - ol OBREOREED)

121 AYaNns 42— - EO0YORBREHELDEE

TINRT TS =NV F M) T LEOTUON R T, T =T
EXFTV) VKA, 75 A0 A Y VEOHUEWE LN A b
O =4 — VO PR 58 TE % Tl BCIREBIFE RO
HIEDBIEVEC 72 B ATREMED D B 720, BCRFEMERBKEIZL B
BREHEZIT) HEd. IS OFHOFKGAL T tha:H LI O
HTERTLIZENET L,

14, BHEDXE

141 EFIZFEFOZE

1411 PTPEEOHFNIIPTPY — b2 bMWY L TIRAT5 &9
/i8S 252 L, PTPY — PORRARIZ L ) . B S0 A B A
AHIA L, FICIEZILE B 2 L CHERBIR 248 0 Tk 7 & BHE % BF
RTBHTENDH L,

14.1.2 RHENIIGESETH D . IRAICH 2o TEL WWAZY . Bew
720ETI, OALETIHOEETLI L,

15. ZO/DEE

15.1 EEER{ER ICE D < 15

15.1.1 AHORHFHGPICBEMEOE R — 72 B0 72 L O#HED
&);g)o

15.1.2 WM BT 2 EBOBENE T, 7a by Ry 71 e
F =12 LB WHEICB WV CEMBEICHE D R E. FHEE
Y. BHEEIO) 2 7 BIN2HE S Twb, 8o, SHELY
FHIE (MELLL) ot 72 E8E T B0 27 58
L7z

15.1.3 MAMIBIT 5 FICABREZ RS L L 72O BIE7E T,
TONYRYTA ey —%2FHG LBEFIIBYCZ7OA N
VL T AT A4 YIS B BEBEGED ) A 7 NS ST
W5,

Crnax tmax AUCo12 tiz

(ng/mL) (hr) (ng - hr/mL) (hr)
EM* (n=15) 578 +293 30 (2040) 934 +438 0.72+0.19
PM* (n=4) 948 +138 30 (20-30) 2600 =474 1.80+0.32

Mean+SD., tmaxiZMedian (Min-Max)
MIFCHEER 7 b 7 0 — 4P450 2C19 (CYP2C19) FHAEIZ, Trtdfz TR L h oS
%o
EM (extensive metabolizer) :CYP2C19*1/*1, CYP2C19*1/*23iZCYP2C19*1/*3
PM (poor metabolizer) : CYP2C19*2/*2, CYP2C19*2/*3Xi¥CYP2C19*3/*3
) AREHEROHERE R, AT XT T = )b b))y AL LTLE10mg. 7
EFXFT L) VKM E LCLET50mg (Uifii) KU 5 Au~ A rE LTl
200mg (Fiffi) @3F|%FEFICIH2MA, 7THREORSG 35, &8, 77 A0~ A
ViE. REIS L CGEEMET 52 & TE S, 72720, 1H400mg (F1fili) 1H2ME
ERET D] THD,
16.1.3 EMFHIREFEHAR
FNT T =F b)Y AEEIOmg [HEL] KUY Ly MElOmga, 7 0 AA —
N2k ) Zh2nlsEg (FRTF—)vF b)Y ak LTl0mg) BHER AR
M HTE G L TR 5 X757 — )b b )y AREERJIE L. 155 38 E)
8/X7 x—% (AUC. Cmax) (Z2\TI0%IEHEX M TH TRAT o 725, log
(0.80) ~log (1.25) OFEFHNTH 1)\ WHI DAY AW FEEAERE S iz,
SKAFHEERCYP2C19D = #I2SEM  (Extensive Metabolizer) (Z44H S 728

SMBE T A =%

HEINT A =% BHEINTG A—F
AUCo-12 Cmax Tmax tiz
(ng - hr/mL) | (ng/mL) (hr) (hr)

FNT T =) M) A5EI0mg [HET ]| 538+239.9 | 288+133 | 33+1.0 |1.39+042

78 Ly MEIOmg 569.0+2365|306+116 | 34*09 |1.33+042

(18845, Mean=S.D,, n=30)

(ng/mL)
400 4
—@— INTFY—IF U LgEIOMg [AET]

/=N Iy bEE10ME

1§8#%5, Mean*S.D., n=30

N W
o o
] =]

b AT R RNV ANE: 5-=1
I}
o

12

B (hr)
MRS EHERS



MAEREENE OIZAUC, Cmax350 /85 A — & 13, WEEBRE ORIR ., iH OFRI % - 1
D BRERGMN L > TR B RENA D 5o

16.2 IRAR

16.21 BEOXE
HEBER A T-1220mg % AT UL BRI G L 72, BBREG CHME TS
U tmax S L7RE BB IE S 5 & & & ISR AE RSB ST A, (1611 2]

16.4 K3
RS T-1210mg. 20mg % 4 G- L 2B o Ak o 3 E . FICIEmRm 2%
JERUBIZ K W AER L 72 F 4 =T WK TH > 720 2 OMIZFRE#EEEF + 7 10— AP450
2C19 (CYP2C19) »BI5F 2B A F MALRIGIC & O B L7z 2 F vk, 3A4
(CYP3A4) A5 % 2V A LRSI & O AR L7z A )Lk 2 ARATRE®D 6720 5. 6),
[10. 8]

16.5 Hiitt
HEHEB TS F1220mg & R 1 G- L 7235y 45512405 & CICRHIC IR T TV — )
F MU AORELFISH S T, ﬂ%%f&éﬁwi/%¢&0%®7w7uzﬁ
FAEIRAHE G R DF29~40%. A V71 77 — VEEHLE R AT13~19%HEilk & 720 5)

16.7 EMHEE/ER
I (KA 7TV —)v) THAA#EESR T b 7 10— 24P450 2C19 (CYP2C19) ~oft#H
SIZXVHEERADSEO SN T WA Y TENRA, TV T 7)Y (RTIVT 7Y ¥) 12k
LCINT TV =) F b)) 7 2E TS OIEF O MRS HEE 5 2 v 2 L sl
ENTVD, T, B (70 V77V =) THABEESRT b7 o—24P450 1A2
(CYP1A2) OFFEIC L W MEEHAPBROSNTVWETFH 74 ) VITHLTHINT S
V=l b DGR E A SR 2 S LG SN TR0 D,

. ERPRRGIR

17.1 ARERURSMEICEY 2 BBk

(BifE. T-iEBRE. WAihimE, SRERER)

1711 —fERRHBRR U - EE R BHR
FHREE . T IRR R, W A SR O A RIS 2 6 RS 1 H 1A 10me X i$20mg &
Bel5 L 7o — iR O B MG (SR - 6~8HM) ORI TRD &
BYTHBY 17,

JOE LS IR

Hil 94.0% (1891%1/20141)
IR 99.4% (159%1/160f1)
P AL 5% 90.9% (50%1/55%1)
Wy & 83.3% (10%1/12f1)

72 HeZ B R AL [ftﬂ)l_ﬁ.'l‘-iﬁiﬁﬂé Tt RIZ1H 110mg % 2438 B #e 5 L 72 #E
it (CEERILERR) 2B 5 WS IERIEEI3786% (3361/4261) TH -
7218),

AR OTRO 7T b 2K Y 74 > b ¥y —h I RHUPE) b Rl S 2
ERRE LA GSHEONEREIZ L 2 HERETROLB) Th o729, [73 F
Hi]

1[A120mg 1A 10mg 1[7120mg

1H 10m] 1H2[m] 1H2[m
Lotk 58.8% 784% 77.0%

- (6011/102431) (80fi1/102451) (7711/100f1)
. 5 65.1% 87.1% 79.5%

grade A RU grade BY | oo gom) (74f31/8551) (661718301
¢ e 25.0% 35.3% 64.7%

grade C RO grade D¥ | (6 (6611751 (A1B1/1780)

#1) IART IV = VF M)y A10mg/H, TV 7T = V30mg/H, AT T =)
20mg/ [ % 8T M LU 512 12 ARG S MR P I 58
U OV AT (GA2) (2K D EIEE
WEEAEROCHEO 70 bRy T4 v €8 =GR otk g

Kb L7z HERRRR 02 1 5- O N BTR A IC X 5 3Fﬁ’w ’ (FFOuElsE) IFTEDEBD ’C
& o 7=20. 2D,
pren a
L10mg LA10mg it
1H1E 1H2la] P>
o 14.8% 739% 291 (189, 39.3)
FOLBROTIRR | 3)163p0) (119/1614) P <0001

a) 10mgl H2[-10mgl H 1, b) y 2#5E
#2) INT =) b)Y A10mg/H - 20mg/H, 5V 75 —V30mg/H. F £
75— V20mg/H. TV X7 —)V20mg/H %8I L 4% 51412 kA A
LTS

GEV' S AN B BEWTAE)

17.1.2 ZEERIEBRR
3FU°%/»[ftuﬁ1_1_mJ_’i’ﬂ%'% 1A LA10mg% #45 L 7z B ML EGRER (B 504
JAR) (2B AR AR DS A SR T ORI IE . F N2 N43.6% (4461/10161)
55.4% <5615J/10WJ) THo72
EIVERE. 10mgt 5 0102611261 (11.8%) (278 S 7z, EREIERI, HH35
(29%) R OMEEBIZ26] (20%) Tdh-o 7222 2),

(BERE7AEY VR5EICET3FREERIT+= ? BiEB OB RIDH)

17.1.3 —EERIEEHER
7 AEY) » (1H81mgXi+100mg) DML 2 e L, »oBiEs i+
TR OMAEE 2 A4 5 B LR L L2 ZEERLEGBROM L, Kaplan-Meierik:
2 & D HESE L 728 52408 B o0 T B0 3L+ TR O BRI BRI T RO L BY T
Hotzs
FIEIE, 775 —=)VF b )2 A10meik G- RECL576 1460 (89%) . Smgfk 55
TL56BIFH 76 (4.5%) 12388 SN 7z, £ BIVERIE10mett 58 C T ORE %4260
(1.3%) + Smgf5-BECTHI3G (1.9%). IFHEAER®201 (1.3%) Td-o7:20. 2,

1H1[E5mg 1H1[E10mg K} e
(150%1) (15141) (15141)
FEIEBIL 441 2151 32851
PG 2438 5 D RAE SR 2.8% 1.4% 21.7%
(95% 15 HEIX 1) (1.04, 717) (035, 551) (15.84, 29.27)
SIS B N — I 011 0.05
(95915 HEIX 1) (004, 0.31) (001, 0.23)
P v P <0001 P <0001

a) Kaplan-Meier#:|Z & 252, b) Logrank#5E. ¢) xtEix7 7L 7 » (IIHISOmglEIS
Jal)

(%)
100

-8~ 1 H 1\ 5mng
90 -©- 1 H 1[\10mg
o
80
70
f,!; 60
5 50
§ 40
30
20 4
10
0 B————————————————————— F======————==--—oo 8
T T T
0 12 24
At Risk RS EA D 5> DA GB)
1 H 1 5mg 150 150 139
1 H 1 [H10mg 151 151 142
pogite 151 151 114

Kaplan-Meier{# 12 & % B85 3+ 38 EEE O B ASER

E5I2, 24BN, FANT T =V F 8 Y A E RSBk S L 2 (B
FHCRORT6 MRS . Kaplan-Meieri#E 12 & 0 e U 72 B 3085 U+ 18518055 o B R
5L, 1H1A5mgT3.7% (95% S MK K © 1.53864). 1H1IA110mgT22% (95%f5 1
X 072675) Thorzo %B. 524 B, FBEHIXTNTF—LF b)) v al
H 1El5mg X 121 H 18110mgl ) ) 5 2 T K528 Mk - L 72200,
EEERTHEBEECETB3AY N 42— - EOYOREDHE)
17.1.4 EXEEFRREBR
AN ANy F— - ) Bptho s U IR O BE AR & Lz EINORK
R (FANTIV=VF P YA, TEFYO) VRMPRTY 5) 201 Y YDl
H2[m7H S 2B ABRERETEDEB) Th b,
EIERIZ. 975 =) M) 7 A10mg. 7EF > 2 YARRPT750mg (Fifili) . ~
TN A A Y »200mg (N %512 & 0. 1296144061 (31.0%) S0 b, F2
BIVEFNE FHII66] (124%) . #KAE136] (10.1%) Tdh o7z, iz IXRXT T —)F b
Y A10mg. 7 EFX Y 2 YARNT0me (Ili) . 7 5 AT< A Y 2400mg (1)
i) $&5-12 & 0. 1236045561 (44.7%) (ZEITERI 2558 Sav. E 4 IERE T HH265)
(21.19%) « BAEL3BT (10.6%) . WRILFEH136] (10.6%) . RE7H (5.7%) Tdpo 7220 2),

FAOIEHE SR (B : -
% ek A T R T it
FNT T =T )7 Al0mg 87.7% 83.3% 85.7%

TEFY YY) VARMT0mg (i) | 21/ H

25 2094 % 2 00mg () (57f1/6561) | (4561/54%1) | (102f1/11961)

FNT 7=+ M) 7 A10mg

7 89.7% 87.8% 89.0%
TEX YY) VKAT0mg (i) | 2081/ H
29 A4 Y % 400mg ) (61%51/6861) | (3661/4161) | (9761/109%1)

. Oy RYTA e EY— (SYVTTT=)), TEFY VY YKNR D
79 A0YA Y v OIFFEGIZE BN TN 5 — - 0 OBREE RS AR T
Bofen) ANy — - ¥n ) O BB UL T RS 0 BE 2 R L LEN
D <7/\77/w)w FUY AL TEXFYVY VRHPETA PO — VD]
H2Mm7 H RS 1281) 5 BREERIE82% (4961/6061) & i SN T w52,

18. FERhEIE
18.1 {ERA#F
FGNRTF =) b1 WAtiWi FUAIIL OFEPEFIR CIEIEA (V7 =27 3 FK) |
Y. FubryRyT (HY, K-ATPase) OSHIEZ M54 L CRERIGMEZ HE L. F‘Vi
WEMRIT 2. 51 J’ﬂgéﬂf BRI EO MBI IE, EIAEREAL 5 OFEY O %
HBHNET VY F A N L DWEREOWIDEG L TR b0 EEX bNL, ZOM,
TN F A K o TRERIGEDS IS 2 W REME SN S 4590 3D,
18.2 BB BINHIER
18.21 BHREBABFIZBU 57 A M) IR WIS L, 1H1E10mg# 5. 1H1[H
20mg#% 5T & b G H 2 S FW R IHIEH 277 Ly %510 B R OTH H O RS
FEORFAEFIELH1E10mgi 5 T72~76%. 90~96%. 1H 1[H20mgt%5-T88~89%. 99%
(&%32) 337
18.2.2 rﬁ%«ﬂﬁtﬂ R EA S
P4 %30 (in vitro ) o
1823 BHE A ) FEERICBITL LAY I 0, RUSHA MY VREE B, B0
27y MCBU 2B E B e A Y 3 2 IOE BRIk LR 2 I AR
1‘-34‘/ 736)0
A XBBHVNET v MBI 5 BEEGWIEIER OB, o 7a b >R THER I
W L <L MR A M) 0 ESIEA %080, 30,
18.3 BMpHLERER
FERERR A T2 3815 % HNpHIZ Ly TH1A5mef 5. 1H1M10mg#%5-. 1H1[M20mg
G TEBDIIENL EAEREZR L, %550 H O24KE M A 12 pHALL %2 7R T IEH O F
AX1H1B5mgt 5-OEM* T46%., PM*CT63%. 1H1E10mgik5-OEM* T58%. PM*
T72%. 1H1020mgf% 5 DEM* T61%. PM*T76%Tdh 52,
MITRATESE T ~ 2 1 — 4P450 2C19 (CYP2C19) #BIENIL, TRl TR L Y o
nbe
EM (extensive metabolizer) : CYP2C19*1/*1, CYP2C19*1/*2X1xCYP2C19*1
/*3
PM (poor metabolizer) : CYP2C19*2/*2, CYP2C19*2/*3X13CYP2C19*3/*3
18.4 H*. K*-ATPasefHE{ER
7y EARE L ) EEL L 72HY, K*-ATPasel2hf L. 38\ HE/EH 278930, 38 (jn
vitro ) o
18.5 HEBIER
7 b a7 SEREE S 5\ ITEEBRFRIBYEA GEEIIA P LA, KEHHEA
ML A, BIPRERR. VATFT I v, HEET S ) — W ROST A Y V) 1oxt L. BV
W B % W UL RSN AU & 7R 7%, 39, 10,
18.6 1EFIHE
(ANYaANy 2— - EOYKREORHE)
TEXFTDY ‘/7J<$U4%7)i07 FNVAARAL T, TEXFTV) VAR A bu=y
V=V EDSFIPBEEIC BT B INT I )y A0kEIEEHNpHE LA S
HIEIZED, TEXFL V) VRHPRD 7 7)) 20 A ¥ OFRETGEEE &L 2 L
b EEZHLNLW. 12,
18.7 FREZIR
AYaANy a2— - EOVREOHEER)
AFARXIZHV2A) TNy 5 — - O Y BEETVIZBWT, BRAERBICNT 2
TEXVV) KA E 7 F) Au~x ATy OEHOR R, TNRT T =S b
VY AEMADZ LD MHELRDFRD 5N,

BIFLYTFINFA ) v 7 AMPRIBIC & % BEsHL %



19. BRI D ICRET 2IEERIFR
— MM %FR 0 9T 5 —)vF b)) 4 (Rabeprazole Sodium)
1b&:4 - Monosodium(RS )-2-({[4-(3-methoxypropoxy)-3-methylpyridin-2-ylJmethyl}
sulfinyl)-1 A -benzimidazolide
. CisH20N3NaOsS
i1 38142
CHE~HMEHEORKRTH L,
KIS THET LT L, L5 /=) (995) IZHEITFR TV,
0.01mol/LAKEEAL T M) 7 A IE T 50
P TH %o
K (1-20) BFOEHEEZ RS 2w,
(%= Siea v

20. BURWLEDEE

20.1 PTPEHIE7 v IESEIHE, NI QIR BRE8T CRFT2 L,

22. A%
1008 [105£x10 ; PTP : #28HIA Y ]
500 [10%% x50 ; PTP : #24#IA Y ]
10088 [ 79 AF v 2R M NT L EHIAD ]
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126 H K2, ERHEZ2.76.1)
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5) Yasuda S, et al : Clin. Pharmacol. Ther. 1995 ; 58 (2) :143-154
6) Ishizaki T. et al : Aliment. Pharmacol. Ther. 1999 : 13 (Suppl. 3) : 27-36
7) Ishizaki T, et al : Clin. Pharmacol. Ther. 1995 ; 58 (2) :155-164
8) MHE=HE fth: Modern Physician. 1994 ; 14 (S.) : 38-68
9) AKHH b : Modern Physician. 1994 : 14 (S.) :23-37
EAT#5 L b - Modern Physician. 1994 : 14 (S.) : 69-84
[HEL b © Modern Physician. 1994 ; 14 (S.) : 85-99
12) Hh{E#=HE fih : Modern Physician. 1994 ; 14 (S.) :1-22
13) HJIIFEL  fifh : Modern Physician. 1994 : 14 (S.) :100-107
14) FHHZ b © Modern Physician. 1994 ; 14 (S) 108115
15) H¥#F b © Modern Physician. 1994 ; 14 (S) :116-123
16) %4 A © Modern Physician. 1994 ; 14 (S.) :124-136
17) FHHZ b © Modern Physician. 1994 ; 14 (S.) : 137-147
18) —MRREIRAER L O~ HERILEGABRD (/%) = v ME 1 20034E7H17H KRR, HE
FAREE 1 (5) -11.3))
19) Kinoshita Y. et al. : Am. J. Gastroenterol. 2012 ; 107 (4) : 522-530
20) Kinoshita Y. et al. : Gastroenterol. 2018 ; 53 (7) : 834-844
21) BRI N O EEMRILEGERD) (0% Ty b EE 2017490 22 HAKRE,
i)
22) Kinoshita Y, et al. © Aliment. Pharmacol. Ther. 2011 : 33 (2) : 213224
23) ZEEMILEGABRO (8 v ME 201046 A 18H KRR, HAMGE)
24) Iwakiri, R. et al. : Aliment. Pharmacol. Ther, 2014 : 40 @
# #R@ (%) Ly M 20144E12H 26 HARRR., WK
26) #Eaﬁlth”ﬂ%ﬁ@ (%) T v bgE - 20144E12H 26 H A uﬁgﬂ%ﬁ}t%mw)
27) Kuwayama H. et al. : Aliment. Pharmacol. Ther. 2007 : 25 (9) :1105-1113
28) EINERIRHER (780 v M 2007471 H 26 H KFE. m‘t’ﬁ‘ﬂﬂ¥2763)
29) Isomoto H., et al. : Aliment. Pharmacol. Ther. 2003 ; 18 (1) :101-107
30) HTNMUE HASE R 7 fgaids BN 2021 1 C5995-C6001
31) HEIGFFI Ml HASEBEAAAERE. 1993 102 (6) : 389-397
32) ‘Al R b SEELE R 1999 0 27 (4) 1705712
33) JRLIEM A ARMEEE. 1994 141 (7) : 143150
34) Fujisaki H, et al. : Biochem. Pharmacol. 1991 : 42 (2) :321-328
35) Fujisaki H., et al. : Drug Invest. 1991 : 3 (5) : 328-332
36) k4 A G 1 Research. 1993 ;1 (5) :493-496
37) &K M G 1 Research. 1993 ;1 (3) :274-280
38) Morii M., et al. : Biochem. Pharmacol. 1990 ; 39 (4) : 661-667
39) #Eb& MG L Research. 1993 :1 (5) :497-500
40) PUEBER (%) v bEE © 20144E12H 26 H KGR, HIGHERHI2E262.2)
A1) FERRED (%) Loy h5E 20074126 KRR, HETHEHES26.26)
42) TERBEFE@ (%) v ME : 20074E8 H 23 H KRR, HAE )
43) BREAE %) v ME 2007451 H 26 H KGR, WA RHEEE2.6.2.2)

24. MEEEKERVBEVWEDEE
HETHASE BREYF- Py sy —
TO308583 7 LR HE1T 6721
TEL (0120) 517-215
FAX (076) 4428948

SUSHRTTRES

26.1 BLEARSETT

NicHriko & LI 71 £ B &R

0321366-18



