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3.1
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5.2 #GPMm2E%E Bl U CHREERE L. RO HEN )
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DAHBEREEEAT) T &,
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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
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- 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%
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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
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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 %,
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1.1 EXLEEMEA
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CHEEAE)
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11.1.7 &7 b U LM HEARH)
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A I ERHS 0
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5
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HALE TR B, BREEE .G, HRNE. R,
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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,

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. &Y
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]
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Re
R

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—=%

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 72, log
(0.80) ~log (1.25) OFEFHNTH 1)\ WHI DAY AW FIFEEIEAERE S iz,
SKAFHEERCYP2C19D = #I2SEM  (Extensive Metabolizer) (Z44H S 728

SBE T A =%

g ST 2 =4 BENT A=Y
AUCo-12 Cmax Tmax iz
(ng - hr/mL) | (ng/mL) (hr) (hr)
FNT 77— )VEEIOmg [HET ] | 538+2399 | 288+133 33+10 1.39+042
/8 Ly M E1Omg 569.0+2365| 306+116 34+09 1.33+042

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

(ng/mL)
400 4
—@—S~NTFY—F kU LEE10mg [AET)
/- /¥ Ty hE10mg

%
% 300 1§8#%5, Mean*S.D., n=30
>
Z
Z
kA
v
I 200
)2
¥
S
Y
7
L 100
b
E

0

0 12
B (hr)

M5 v SR B RS



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
fERESA T F1210mg. 20mg % fE 4% 5 L 7B e rh oS IE . I IERER M 2k
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 MY AORZEFERE ST, R TH 2 A VRV BEROEDO T V7 v R
FAEIRAHE G R DF29~40%. A V71 7 — VI AR AT13~19%HEil S 1725,

16.7 FEMHEE/ER
I (KA 7TV =) THAA#EESR T b 71— 24P450 2C19 (CYP2C19) ~ofta#iH
XV HEERDPROONTWL Y TENA, TVT 7)Y (RTINVT 7Y Y) K
LTCIRT T = VF M) 7 AEIE NS OFEF DML 52 2\ 2 &A%
HENTWD, Tz, I (v T 7V =) CTHAHMERT b7 u—AP450 1A2
(CYPIA2) OFMEIZ L WHEIEHDRBOONTVETE 74 VIZHLTHINT T
V= b AR A SR R LG ST 501,

. 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 &

BYTHHY 1D,
ESZS NS TG
Hig 94.0% (189%1/20141)
R 99.4% (159%1/160f1)
LT RE e 90.9% (50%/55%1)
Wy & 83.3% (10fi/12%1)
¥ 7o, Hee BARREHUR T [ft@um'liﬁiié%%ﬁ%u:l H1E10mg % 2438 5 L 724
J;fd: (CHEEMILEAER) 128172 MBI SERIL78.6% (3361/4261) Th-

FHERCHEO 7O bR T4 e €5 —EHRICIRPUEED otk fiE 8%

%h‘%{ & L7 8B O NHBREC £ 2B HEEE TEOE B Th- 7290, [73
2]
1H20mg 110mg 1[[20mg
EE] 1H 2 1020
o 58.8% 784% 77.0%
- (6011/102f31) (80f1,/10241) (77%1/100f51)
A B 65.1% 87.1% 795%
grade A JU" grade BY (56(51/86(31) (74f51/8561) (66/31/83f1)
A 25.0% 35.3% 64.7%
grade C XU grade D* | (45116 (66511751 (1161/1781)

H1) IRTITV—=)IF b)Y A10mg/H, 7V 7 IV —=V30mg/H. + A7 7 =)
20mg/ H % 8 DL _EFe 55 RGO AMERBIR P I 58
MO OV A (YA2) (2K B EIEE
HE LR OO 70 b /+/7’4 Yy -tk
G & L 7oAERHR L2 5- O NI SR AR 12 i%il’ﬁ"’

\ZHRBUMEED) o i £ 5% & k)
(RoelsE) WTHEOEBY T

o7 2),
% .
e HellOme 3%5%1'”%?;3%
101 1R 20 o
% 44.8% 73.9% 291 (189, 39.3)
BISLBHEOFFEE | (75/163m) (119/16160) P<0001

a) 10mgl H2E-10mgl H 1l b) x2%&5%E
#2) 7XT 7V =)+ b)Y A10mg/H - 20mg/H, 7>V 77V —V30mg/H, + %
75 —=V20mg/H. TV AT 57— )v20mg/H % S LLEF G- B RIER LA
PR IC S
GEV' S AN B BEWTAE)
17.1.2 ZEERIEBHR
RS ANEE AR 2 A RIZTH LA 0me % $65- L 72 i E MU EGRER (B 530 4
S 2B B KR HIEIR OGS R R OFEFREIE, Zhen436% (4461/10161)
554% (56%1/10161) T -7,
BIVEIE, 10mef G- 010261/ 1261 (11.8%) 12520 b7z, ERalfEI. 36
(29%) R OWEE 26 (20%) Th o722 20,
(BERE7ZXEY U R5EICEIT3 Ei%%zu-i-:msi%%@ﬁ%}m%ﬂ)
17.1.3 —EERIEBHER
EHET7 ALY~ (1H8ImgXiX100mg) D EM%G 248 E L, 2o Filh Ui+
45%@%@%&!@%5?‘5 BEEZNRE L EERLEGAE O, Kaplan-Meier{®:
X e L2524 R R o0 B L T IR O BRI ERIE T RO L BY T
f) 57
BIERIE, 979 =) F b ) 7 L 5E10megi 515761 1461 (8.9%)
15661 7H) (45%) |

5mgik -
ZRED SNz, EREIWEIX10met -3 T N K OB 5260

(1.3%) . bmg#k5-HECTHI3G (1.9%). FFHERERE260 (1.3%) THo7z®),
1H15mg 1H1A10mg i i)
(150%1) (15161) (15161)
TR 445 2031 32f31)
%5248 0 BRI 2.8% 14% 21.7%
(9595 HEIX [H) (104, 7.17) (0.35, 551) (15.84, 29.27)
RIS 2 N — Rt 0.11 0.05
(959 = X ) (0.04, 0.31) (0.01, 0.23)
P fii> P <0.001 P <0.001
a) Kaplan-Meier#:12 & 245, b) Log-ranki&7E. ¢) MEZF71L /)~ (ll_l50mg1 H3

)

(%)

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

12y G224, TNT T =V b)Y A% S RG220 [k S L 2o
% i K768 #%5-) . Kaplan-Meieri: |2 X Y #fisE L 72 B #5 Lx+ = Tb)i’i(arm—f
FETESEAIE, TH1IEI5mgT3.7% (95% (AKX © 1.53864) . 1H1[EI10mgT22% (95%(&
B 0 0726.75) Thotzo LB, HG2HLE, FBHEEINTSV—LF by
L5E1H15mg X Ix1 H 1B 10mg 280 ) B 2 T, e K2 ket G- L 72200,
EEERETHEBEECETB3AY N 42— - EOYOREDHE)
17.1.4 ERXEEFRREBR
AN INT F— - ) Bptho s U IR O BE A R & L EINORK
R (FANTFV=NVF P YT A, TEFYO) DRMPROS 5) 201 Y YDl
H2[m7H DS 2B ABRERETEDEB) Th b,
EIERIZ. 975 =) h) 7 A10mg. 7EF > 2 YARP750mg (Fifili) . ~
TN ATYA Y 200mg (Il 32512 &0 1296144060 (31.0%) 12320 S, F24
BIVEFNE FHILI66] (124%) . #KAE136] (10.1%) Tdh o7z, iz IXRXT TV —)F b
Y A10mg. 7 EX Y 2 YARNT0me (Iii). 7 5 AT< A Y 2400mg (1)

) Fe542 X Y . 1236086550 (44.7%) (ZEIFIASE b, T2 BIEE T 2600
(211%) . BATL360 (10.6%). BAERH136 (106%). WATH (57%) T-7:20.
. y EHEES
B S INTEFECS % - - -
FIEFH O 1IaF% 55 HE R T R e
FNT T =T )7 Al0mg
[ , 87.7% 833% 85.7%
T feinietm (00| 29V | (e | (as/5am) | (10261190
FNTTT—LF F )9 Al0mg
7 89.7% 878% 89.0%
7;;{;;;}@%8&“?(%E) 2RVE (G1si/esm) | (36614160 | (9751/10061)

. 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 LA, TEFYVY VKRR A PO =V D]

H2W7 H L5 12300 2 RIESRIE82% (4961/6061) Ll ShTwa®),
18. EERpEIE
18.1 {ERA#F

FRTF—)F ) WAtiWi PR OFEPEFEIR TR (A V7 = 27 3 FIR) o
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 EEXbNL, ZOM,
TN F A K o TRERIGED S 2 W RN b S b9,

18.2 BB BINFIER

18.2.1 BHREBABFIZBUT 54 A M) MR WK L, 1H1HE10mg# 5. 1H1[H
20mgf% 5T & G H 2 5 FW LR IHIEH 277 Ly %510 B R OTH H O RS
EOMAHIZLH 1A 10megfk 5 T72~76%. 90~96%. 1H1[I20mgi%5-T88~89%. 99%
"ng)]o&)) 317

18.2.2 ﬁ%#%ﬁ&%ﬁﬂ”?&i
P4 532 (in vitro)o

1823 MBEEE 2 ) EEERICBITD LAY I, Ry H AN RS E R, L0

27y MCBU 2B E B R e A Y 3 2 OE BRIk LR 2 I AR
1-32‘/ 734)0
ARBHDHNET v MIBU 2 HERSWIIHIERA ORI, o7 b 2R s 7HERIC
W L < M A M) 0 ESIEA %082, 35,

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
AIE1H 1AI5met 5 OEM*#T46%, PM*T63%. 1 H 1E10mgft 5 OEM*T58%, PM*
T72%. 1H1E20mglt 5-OEM* T61%, PM*T76%Td 5%,

MITRETESE T ~ 2 10— 4P450 2C19 (CYP2C19) #BIEIL, TRl TR L Y oS
nbe
EM (extensive metabolizer)
/%3
PM (poor metabolizer)

18.4 H*. K*-ATPasefHE{ER
78 EHRE L ) AL 72 HY
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 I3 BRSNS & 7R 3730, 39, 10,

18.6 1EFIHE

(ANYaANy 2— - EOYKREORHE)
7%#99U>$W%&077UXD74// TEFTI) VKA RO A PO
V=V EDSFIPBEEIC BT B INT I )y A0kEIEEHNpHE LA S
HIEIZEY, TEFVD) VKR ) A0 A Y ORKEEEEED L Z &
ZhrbEEZHLNLY,

18.7 BREMHR

AYaANy a2— - EOVREOHEER)

AFAXI RN 2AN) INT 5 — ) ERETFVIZBVT,
TEXT V) VAW E Y ) 20 A Y ORI ORF
VY AEMZD T EIZED MHFERRDTRD 5Nz,

BIFLYTFINFA ) v 7 AMPRIBIC & % BEsHL %

1 CYP2C19*1/*1, CYP2C19*1/*2313CYP2C19*1
1 CYP2C19*2/*2, CYP2C19*2/*3X12CYP2C19*3/*3

K*-ATPaselZxf L. i\ BEMEH &R 3737

38 (in

HNERRIZNT 2
X, IRTIV =) b



19. BRI ICRET 2IEERIFR

— M %FR 0 9T 5 =)V F b)) 4 (Rabeprazole Sodium)

1b%:4 - Monosodium(RS )-2-({[4-(3-methoxypropoxy)-3-methylpyridin-2-ylJmethyl}
sulfinyl)-1 A -benzimidazolide

53§32 1 CisH20N3NaOsS

Sy 1 38142

R AE~HEEEORKTH L,
KD THEFR T 28 7 =) (995) IZETFRT V.
0.01mol/LAKEEAL T M) 7 A IE T 50
B Td % o
K (1-20) BFOEHEZ RS v,

(%= Siea vl

O—CHjs

HsC O—/—/

Na -
N> N mumsmts
/ \ N
20. RV EDEE
20.1 PTP%IX 7 )V I EME K, N7 WRIIMBRE. R TRIET A2 8

22. A%
1008 [105£x10 ; PTP : #28HIA Y ]
500 [10%% x50 ; PTP : #2##IA Y ]
10088 [ 79 AF v 2R b NT L EHIAD ]
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