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15.2.1 5 v MiZbmg/kgbl b % 24E BRI TH% 5 L 7= 3 54
BICBWT, MECTHICALF 7 4 FOFRENRRS
N7z OWEND 5,

1522 BB (5 v MEIOHK5.25mg/kgbh ) TH
IR E & N MR 4 a2y oiys#Hs Eh
TWBDT, HHIZH 72 o TIEHIRI BRI S
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AN RARRIEOE Y BT X —

Cue T AUC
JU b A2, max max
B3Rt (ng/mL) (hr) (ng * hr/mL)
i 437 =237 36=09 937 +617
% 453+138 53*14 901 =544

(Mean =S.D,, n=12)
F72, EERAS T I125me. 10mg. 20mg % #fifr
TGRS Lk (3550 H) OFYEHRE ST
A—=FRUTFOEBYTHDHY,

TR A T B 5 FUE 50 (bmg. 10mg. 20mg) @
MAEH S XTS5 —)vF b Y7 AOIREYBRE T X — %

Coox T s AUC Tye
WY =N 1]
Beham | RBA (ng/mL) (hr) (ng+hr/mL) (hr)
EM® | 14656 | 00 | 236+97 | 18209
Smg o5
PME | 252255 | (22| 585137 42205
EMC | 383283 | 00 1 5392200 | 15204
10mg 28
PM | 500264 | 20 11230200 | 3803
EM | 65438 | 20 | 904477 | 2314
20mg 33
PM® | 8222232 | (o0 | 2331663 | 37203

(Mean=SD, TuxttMedian (Min-Max), EM n=16, PM n=8)
MHFCHTIEEE T b 2 u— 24P450 2C19 (CYP2C19) FHM
X, TRUEME TR )59I S,
EM (extensive metabolizer) : CYP2C19*1/*1. CYP2C19
*1/*2X13CYP2C19%1/*3
PM (poor metabolizer) : CYP2C19*2/*2, CYP2C19*2/*3
IFXCYP2C19*3/*3
16.1.2 3FIBFFAKR S
AR I T XT 5= b)Y 7 220mg™.
TEFT Y YAKMPWTS0mg Jiffi). K7 5
2u~<A4 ¥ 400mg (i) Z1H2E7HE (G112
) KEREORS LD SRT S —)VF Y
DDOIYEIHERN T A —=F I TDEBY TH DY,

fEERE AT 12 BV A 3FIGE I AR G- e o i 7 X7 5
V= M) T LOEYFTENT X —F

Cmax Tmax AUCO-12 T],’Z
(ng/mL) (hr) (ng * hr/mL) (hr)
EM* 3.0
(n=15) 578 =293 (2.0-4.0) 934 +438 0.72+0.19
PM* 3.0
(n=4) 948 + 138 (2.0-30) 2600+474 | 1.80=0.32

Mean £ SD., TuxlZMedian (Min-Max)
METACHEE R 7 ~ 2 0 — 2 P450 2C19 (CYP2C19) KA
W, TRLEMATH I DI NS,
EM (extensive metabolizer) : CYP2C19*1/*1. CYP2C19
*1/*231XCYP2C19*1/*3
PM (poor metabolizer) : CYP2C19*2/*2, CYP2C19*2/*3
XIFXCYP2C19*3/*3
) AKRHELOHEL TEE, RAKEIXRT IV =
F U AL LTIEIOmEg, 7TEFT U VKM E
L C1E750mg (Hfili) K7 5 2u~xA bl
T1I200mg (Jiflli) 3% % FKEZ1H 20, 7H B
%592, B, 702034 ¥ 2id, LEIS
CCHEHETLIENTE S, 72720, 1M400mg
i) 1H2M% LfRE$ 5] TH b,
16.1.3 EFHIEF M B
(FNRTZI=IvF b LiE10mg[FHFA )
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[RHF] &%) =y FEIOMED ENEN1EE (5
TS5 —=NF M) AELTI0mg) %, HifHRH
ERECOH G L TR 5 X7 5V — ViR 2 €
L. #H#oN7-EYHENNT X—% (AUC, Cuw)
2D\ T 0% 5 T IX [ 1 12 CTHRERHIAT 2 4T - 724
£, log (0.80) ~log (1.25) OHPHANTH Y, W
HloOAEWFEWEEEPHEREINT (F 0 A —

IN—=i)"s
(ng/mL)

300
it
3t 200 —e—579= Ik 9 L5¢1Ongl i
Gl i ——8) Ty MEIOmE
i LT T+ RN (1=46)
it 1

100 /

0 H
0 2 4 6 8 10

12
| (hr)

HENT X —F BEINT A—4F
AUC Cornax Toax T
(ng+hr/mL) | (ng/mL) | (hr) (hr)

SNTTU—LF | 50390+ 30566+
o ngEl0mg BHE)| 10401 | 11846 |5+ 13|13=07

49181+ | 29277 =
19755 | 12395 |37 *12|12+06

2N Ty FEElOmg

¥y = R (n=46)

MR NICAUC, ConED85 X —F 1%,
BeBE OB, AR OFRI A K - H5 &5 o B 4
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TEEE A T-1220mg % #i & T T ER ISR O S-
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e A F1210mg. 20mg % FE1% G- L 72 o I 4%
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WEHELCHEOTQA N Ry L YT —
HEHICHPIE™ OB R Z NS e LM
PRS2 BE G- O NS X B IEFFEE (hE

R R A A Y TR . = ) HiE) BTEOLBY THo 2,

71— AP450 2C19 (CYP2C19) 2853 BB X F v SR O BEf LY
LB S & 0 2E B L 72256 2 F L4k, 3A4 (CYP3A4) 1 10mg | 1H10mg " (g5 o0 o it )
BBGF 2 AUk ALK & 0 AR L7 AL o1k TH 1 LH 2 Pl
DD BT, [10, B G52 | 448% 739% | 291 (189, 39.3)
16.5 HEitt DIEFIEE | (73/16361) | (119/16161) P<0.001

EFER AN B F1220mg 2 RT3 5 L 23 A . 51524
B & CIRPIZ I RT S — v F b)) 7 A ORZEAL
Rt s, KW THBHINVEVBKKLTZD
TN 70 Y BIERIREGEOR29~40%, AVH T
v — VBRI R D13~ 19% R & 72t
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P450 2C19 (CYP2C19) ~ALHEA I & W HEAEH
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VT IV—=N30mg/H. X7 TV —)20mg/
H., TV X795V —)20mg/H %8B L %51
WREEOOTAERR S5
GEV 5 AME BEVIRIE)
17.1.2 ZE SR IR
JEO S AMEE SR 2 X SR I21H1E10mg % $¢

BADLNTWEITENL, JVT77Y > (R-7
W7 7)Y) CHLTIRTFTYS—F b)) o aid
NS OEHOMPIERIHELS 2 2V L 0H
HENTWwE, T HE (5 T75Y—=)) T
I Ra#EE#EF 7 a—4P450 1A2 (CYPLA2) ©F
BIZXOVMEMEEBREDONTWDLETFF 74 VI
WLTHINTFIY—F MY 2RI

5L EERILEGRER (500 : 4HH) 125
VI % R VT REIR D e AT R R L ORI AR IE, T
ZN436% (44%1/10161), 554% (56%1/101%1) T
&) D 7’:0

FIVEH X, 10mghe5- 01026071261 (11.8%) 1272
D HNTze EAREIWEHIE, FER3B (2.9%) MUE

Ig2H (20%) THh o722,
(BERET7AEY CHBS5EICEITZBEEERIITHBE

B OBEFIT)

17.1.3 Z—E SR B
HEHE7AEY) ¥ (1H8ImgX1Z100mg) DEMH
BhHELEE L, 22oBREI T EBEED
MHEREZAETAEEEZN SR L L ZEERILKR
B A, Kaplan-Meieri5iC & ) Hi L 728 5-24
[ O BB 3T iR E S O B SR
THEOEB) THo7,
BIfERIX. 9XT 5V —)vF b1 7 A10mgik 55
TI576IH 1451 (8.9%). SmgHk5-H T156%)H 741
(45%) 12D BNTz0 ELRBEIMEIZ10mgdk 55
TR ML OREE260 (1.3%). Smefk5-#E T THi3
Bl (1.9%). NFRERESL 261 (1.3%) Td - 7247,

BEEHZ VI ERRE SR TS,

16.8 ZDfth

(FNTZYV=ILF b LgEsSmg[FHF )
SRS —NF b LEESmg [RHF] 1%, [&&
DSBL 72 B R TGI8 K] 0 A Wy p 1y W S SRR A N
FA VWD E, TXRT TV =)V NagElOmg [ 4 —
NG| BRERERIHIE Lzl &, B EIAE LS &)
Wr X, AW s Rk Iy,

17. ERPRER IR
171 B3R URELMICE T 5258
(BBE. T-BaE. WAKEE. URAMEEX.
Zollinger-EllisonFEEEE)
1711 — iR ERARSBR R O —ES R IR
HiEE. T EBE. vt EE R L AR

W% W 1 H LE10mg X 13 20mg % 5 L 72— 1H15mg | 1H1W10mg | M

ARG PR AR O ML AR (5 : 6~ — (15061) (A516) (15161)

SHI) DEMIETEOLB) THS. TR 451 eid 3261
eI BB %@gﬁ%@? 28% 14% 21.7%
(ERIE ) 94.0% (189f11/201%1) (osoziax ) | (104 717) | (035,551) | (1584, 2927)

T iEEEE 99.4% (159%1/160%1) HHECHHS 2

Wk ALt g 90.9% (50f1/55%1) AN m&%$> m&%%)

Wy i 83.3% (10%1/1261) (959X ) | V0 - 0L, 0.

¥ 720 Ho A ARRS B HE P 0 30 W 1k £ 30 2 % PfE” P<0.001 P<0.001 -

SUZ1H1II10mg % 24 [ $¢5- L 7e ik (T
BERILEGER) 12381 5 NBLEER IR HIERI378.6%
(33Bll/4261) T 72"

a) Kaplan-Meieri:12 & A%, b) Log-rank#RE. c) &
x5 71~ (1FE50mgl H3MH)

EHHELOCHEO O N VR TL v Y — (%)
BERCIPI™ ofmtaEEREEEN R E L 100 e~ 1H1H5ng
BHSHBONMBMAICL 2BHRITEOLES 90 o LH1E10me
D Tho72%, [7.3 ] 80
1[H120mg 1E110mg 1[H120mg 70
1H1H] 1H 20 1H 2[4 %‘; 60
Aotk 58.8% 784% 77.0% ;ﬁi 50
(60461,/102491) | (801,/102461) | (77910061 £
grade ANV 65.1% 87.1% 79.5% 30
grade B* (56%1/86%1) | (74%51/85%1) | (66651/3361) 20 4
grade C OV 25.0% 35.3% 64.7% 10 /
grade D* aml/1661) | (661/1761) | (1141/1761) o e e ]
F) 9TV —uF by AL0mg/H, V75 ) 12 21
V= n30mg/H. * A 75— )V20mg/H % 8/AH At Risk AR & ORI GH)
VL EPR 535 ARG U MR 1H1M5ng 150 150 139
MBS (§42) (2 X B EEE sy Home 101 o 12

Kaplan-Meieri#:12 & % B iE5; i3+ I8 55 O BREH ISR



5T BGUHEDE. SXRXTTF—=VF M)
A ERIR RS2 M MG G L2 A (R CIRKT6
JRPES) . Kaplan-MeieriE (2 X 0 g U7 B i
xR IEE SO BREFEFRIE. 1H1M5mg T
3.7% (95%IEHEIX I : 153, 8.64). 1H1M10mgT
2.2% (95%EHHEIX M : 0.72, 6.75) TH o7z, 7
B, BH24EDRE, WMBEIEINT S =V F b
U A1H1E5mg X1 H1F10mgi2 ¥ b Bz <,
I K523 ke 5 L 722

(BEEXII+=EEREEICSIFBIAVINY 22— - EO

1) DB O#EE)

17.1.4 EARERRER
Ay any y— - ¥n) Eho 5EE O3+ s
s OB 2 wg s L-ENOBKRRER (5~
TIIT=NF M)A TEFT DY VKWK
Ut 59y 2aa<4 Yol H2E7HMEORS) 12
BULBERFIITEDOEBYTH S,
EWEHIZ, 9T SV —F b7 A10mg. 7
¥ YKAWTS0mg i), 75 2a< A4
v v200mg (Jfili) 52X D, 1296140641
(31.0%) IC@&D 5N, ELEIERHIETHI16H]
(124%) . %136 (10.1%) THhotzo T2 T
NRTFGY—=)F F) 7 A10mg. 7TEFT T UK
M¥750mg (i), 75V 20~ 4 ¥ »400mg
(i) #5512 X . 123605560 (44.7%) (ZEIVE
HAFRD S, EARBIWERIE THRI266] (21.1%) .
HRAE13H] (106%). PREFF1I3F (10.6%). B7
Bl (5.7%) T o729,

BRI

" Ly i
sEMOUESR | XF T T e
VR VRS | e

it

FNRT G =VF )7 A10mg
TEFVV) VKRT0mg (1)
759 28%4 Y 200mg (i)

87.7%
(5781/
65f1)

83.3%
4581/
541)

8.7%
(10261,
11961)

2181/
H

INT GV =t} 7 Al0mg 9/ 89.7% | 87.8% | 89.0%

TERY V) VKAT0mg () H (61%51/ | (3681, | (97451/
7912824 Y /400mg (i) 68%1) | 41%1) | 109%1)

B, WA TITbh A any y— - ¥ a Y B
DF -+ ARG RS 0 B BB o iR e
WZBWTH, FAREOREIH LN TWDEY,

1) gHEH oG, RUOKSHMIZTEnEB
THY. ENOKZHEROHREE 38R 5,
SXRT5—)F rY oAk LTlR20mg.
TEFXFT VY KM E LCLE1000mg (J)
fli) t¥2 5y 2a<4 3 & LT1H500mg
(Ffti) o3FNZ1H20, 7H BEEO%S

I/, 7OV RVTALA Y — (SUVYTT

V=), TEFIIVY VARHIME Y 5 Au=x
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18. ExhEEIE

18.1 fEA#F
G RT G = F 8 ) AL W o IRk S T
AR (AV 72073 FME) k), Ta Ry
7 (H*., K*-ATPase) OSHILZ 56 L CREHNZ
FHZ L., BR-WA % B3 5%, S 5ICHEINEER
EEO BT, FIEHE D S DY O LD 5
W TNV Y FF X BEEEROWE R G- L Tnw b
bOEEZONL, ZOM, FIVFFF X o THE
FAHVEAS A9 2 REME D HEM X B,

18.2 BB INHI1ER
18.2.1 MR AB BT B A A MY il 3R -6 2
L. 1H1F10mgH 5. 1H1mH20mgix5-TE B 1
BOSOH»HFERZIRERZRL, 5 1IHHE K
O7H BH O WO A3 I H 1M 10mgix 5- T
72~76%. 90~96%. 1H1M20mgFk 5 T8~
89%, 99%Tdh 5%,
1822 v FRHEBMEARIIBITE Y TFUILT A 2
v 2 AMPHIBLIC X 2 H B & 30614 5% (in
ijTO)o
1823 BIEE A I BREERNIIBIIILAY IV, RV ¥
HA N CHBEESW. BRI T Yy MBS
JEBEEE WL 2 Y 3 2 fil E B WA L
) 2 PR 2 R 3
4 2HBHVIET v MBS HERSwIIEEH O
mEE, o 7o b Ry FHEFRICHE L #
L M H A MY Yo EFIZD SR,
18.3 EMpH LR{EA
T e AN B 112 B0 % HApHIZH L. 1H1E5mgf%
5., 1H1M10mg# 5. 1H1E20mg#k5-T& HIZEW
HEAEREZRL. %550 H o224 AR pHA L
R OB A 131 HLR5me 5 DEM* T46%.
PM*T63%. 1H1E10mgH5-OEM*T58%, PM*T
72%, 1H1\20mg#5-DEM*T61%, PM*T76% T
ZQ)Z)O
sFCEEE T b 2 10— AP450 2C19 (CYP2C19) 3=
B, Fid@EfaTR L) SIS,
EM (extensive metabolizer) : CYP2C19*1/*1.
CYP2C19*1/*2X13CYP2C19%1/*3
PM (poor metabolizer) : CYP2C19*2/*2.
CYP2C19*2/*3X 13CYP2C19*3/*3

18.4 H*, K*-ATPasefB=E/EA
Ty R L DB -H, K-ATPaselZ&f L. 5fiwv
M 2773 (in vitro) o

18.5 MiBEIER
T v &7 SAEEBRES B B T IR TR A
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VAFT IV, WB-IY ) -V ROTAEY V) I
WU BEOCHUESAEH & 5 W IEERIERE B %
ﬁj—%'mﬂ)o
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ANYany 22— -0 BREORED
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FG=IF M) T LAEMZSI LY, TR
b b,

19. B2 ICB T 2 IEEZMFR

— RS TRT TV = F MY A
(Rabeprazole Sodium)

: Monosodium (RS) -2- ( {[4-(3-methoxypropoxy)-
3-methylpyridin-2-yll methyl} sulfinyl)-1H-
benzimidazolide

ﬁ\%ﬁ : ClstoNsNa03S

o 38142

W R Bt~ OBREKRTH S,

KIS THETFRT L T 7= (995) 12
BTV,

0.01mol/LAKEEILF V) 7 2 3RMICET 5,
ARt TH %,

AR DOKEW (1—20) FHEEHEEZ RS v,
AIIFHERZIEVRED SN 5,
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