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B & ERRAT
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) R RAEOMSRIZ K DT A Z &

B2 (ROBZICIIBELEWI L)
KA ORI 5 UBEAE D RELRED & %
7 RHF LRI, VLY ) VIERE A 50

2.
2.1
2.2

B [10.121H]

3. MR - MR

3.1 #Hmk

R 5 # 7 X7 5 —)LNafE20mg [AA]

H wh K oy 18eh HFIXFZ U —)LF + ) A20mg

D-vv=bt—0, Lt~ 2xv s, BEtLro—-—2, b
Fafy7aoblliia—2, #ILAT—ARNT T4,
KESE e Fads Fuirtia—2, 2577 ) Vi~
SR A, TFLELT—Z, bTORXT— AT X)L
IAFI, 7)) VIR 2TV, BbF 2 v, #HE
3 47 NPy 2N =07

e

Al

3.2 RAE DK

W 5 % N7 F ) —)LNafE20mg [AA]

il ¥ KECGOWET A L AT —F 4 ¥ 78E
* A %=

oo 0
A7 2mm  JE K93, Tmm B 142mg

Al — ¥ AK249

4. FHEENIIZhE
BEE. T-HEBEE. WEXEE. URAHEER.
Zollinger-EllisonfE{& 2%

5. SEERZIRICEDHET 5=
KAIDOPEE D ERE X BIEIRE BT 2 Z 035 5D T,
BHETRNWT L AMERDS A5 T52 L,

6. AERUVHEE

(BiBE. +=EEB&EE. WAERES. Zollinger-EllisoniE
R3%)
WL RAIZIZTIRT S5 —)LF b a s LClall0mgs
THIMERE S35 5, BRIRIZ & D 1RI20mg % 1 H 1R
B5$5ZLnTED, i, WE. WS, WATES
TIFSHEBE T, + iEEEE CIReOEM X TORE 15,

(FERMEER)

W PE A OEFIZ B WL, MR, RAICIE IR
SV —LF b Y aE L TLE10mgAE 1R S54 5
AL RIRIZ & D 1RI20mg & 1 H 1% 545 Z &N T
5, k. WE. Al coELE LS, £/-. Ju b
VRYVTA v A —IZ KB EFETHIRAT LA, 1
[[M110mg X i21[M20mg A1 H 2, X 5 (Z8EMRO%S5§ 5
ZEMNTES, 7275 L. 18120mgl H 2081 5- 13 5 5 o Rl
BEEATIHAICRS,

7. BERUVHBEICEET 3R
(BiEE. T=EBEE. WAEEE. Zollinger-EllisoniE
&3%)

7.1 WIRAE L WIGE RO - #iEHEO5A121120mg
ZIH1EES5 4252 LN TE 3,

(FREEER)

7.2 WRIRAEH L WIGE R UHERME - #EEOSA1210120mg
ZIH1AES$2 28 TE S (H¥ - FRABRD RS
MR DM, 7o v EY A YR —ICk
LIRIECTHIRA T A 55 E3MRL), £, Ta b ryRY

T4 VR I X BEETHREART Sy m B I Ln
10mgXiZ1Mm20mg A1 H 2], X 5 I1Z8EMEE§ 25413,
RS A TR B RSB L T a W T & AR
32 &, i, AFIO20mgD1 H2MPE 513, MM A
THEEORIMEEAER L 2BAITR 5, [17.1.12H]

8. EELEANER

(ZhEEH@)

8.1 ARAIDOFLL-HIZIZ, MG RCHTRREICHRE L. IR
M FRRRA - MR 2175 2B E LU,

(BigE. T—EEaE. MaIkEs

8.2 BEHOMEMRERA T TanD T, HREIZIZH WA
WZENREF LW,

9. HENEREE I H2EBREICHTIER

9.1 AfHHE - RMEEEDH 2 HEE

9.1.1 EMRBIEDEEEDH 5 HE

9.3 FFiREEERE
JHFRIZE RS O MEIE O 2 b 5 6

9.5 1T4®
B0 ST IE R LU T B ATREMED & 2 Lo Icidmi Lo s
a2 Eml B &l S M BB A oS T 5
Z L, #FEEE (79 MRRI1400me/ kg, 7 FE#A:30mg/
kg) THRWRFEME (v b TILEEBE, 79X THREOK
T, AUEEL) ARG Eh w3,

9.6 ®ILiF
B EOFEM R ORI OA R A ZE L, FZAOMHK
BoLxIbAMETT 5 2 &, BSEER (5 v ) TR
ANBITT B ZENME XN TS,

9.7 hNR%

AN A TR & U A IRAERER I 9EHE L Ty,

9.8 SpE
MLBHEREDOBIER R & 6 b 7B KR+ 3 & E1E
WEITHE5 452 &, AANZEE L THFIRTREF X 5 2,
EEE TIIIFEREAE T L TR Z En%L ., BfEH R
EbhbZlNndsb,

10. #HE1EH
AFAORBIIEHF R EERF + 2 g — 4P450 2C19
(CYP2C19) K1'3A4 (CYP3A4) DOBHE»ED 5TV
%, [16.4%M)]
%72, RFOEBEFWINRERIZ XD, FERHSERIOIRIN %
RS IIIHT 2 2 2 d 5,

10.1 SFAEZE BFALAWVWCZ &)

SIS BRPRIEIR - 15 ik T - fERir-
7 AW CILR R 7 & Y IV OAE A k| A A o R 45 k40 A
(VA4 789Y) WAk ThAid b, FiZ&kD. HNpHA L5

[2.2204] L. 7 2¥F T CILDIER
PEBKTL, 72¥FE
NADIHRENMET T3
BIWN DD,

VLY IR
(ZY25V1h)
[2.2200]

VLB VIEREOE
MEWT§ 2B Zhh b
%

AKF 0> H W 53 WA AR
ickbn. BHNpHA L
HL, Vrvve) Vi
WOWNRAPE T L., VY
LB YOI A

KF§2ZL0b%,




10.2 HAZEE (BHRICERETSC28)

SRS WRAAEIR - $5 185 W5 - fabRlk
D HE 5510 0D 1L rp R A3 | AR Al 0 VY i 2 a0 A
AFNYTXRTY |BITHTEnHD, Hizko. HApHA I

St U TS o
T 5,
A b aFy—)v  \RIFEEFIO M PR A | A0 8 o i
FI4F=T T2 zhhd s, 12k, HHNpHA L5
L. FHFEEAN O A
Hdsbthrds,
KEAL 7L 3 = & | RFIHAE 52 FEHTEE (B2 3 A Th 5.
TOv - KEEAG~ o [ FIE AR ol 1% Al £ -
v LB ORI |10 % R O 4 1 AT
TR R iR T h
ZN8%. 6% T LL
DWEL B 5,
AL PLEFHF—F | X FLERY— Lol EEEANTS S,
RIEH EFT5ZE0d
%, EMHEDOX ML F
-t ERGTIHA
. A DR S
AT 52 L EFET
52k,
1. BER

WORWEHD ®H 5bNB T EMndBDT, BIEE+HI24T
VY, BE AR 5 N3RS Akt B Ak Sk
WEEITH T &,
1.1 EXAEMER
MNAA Yayy BEEARW), 7F71T7%— (BHEAH)
11.1.2 RIMEREA GBS AR) . |FBERIRE (BUSARM) .
m/sRiREd (0. 1%A0) « BImMEEm  CFE AR
11.1.3 BUEERFR CHE R . FFEBERES (0.1~5%AK0) .
EHE (HEAW)
11.1.4 EEMME (0. 1%A0m)

FEE UG, CRURREE, T ORE (185EE) HARD 5
NAGE I, ER IS OMAE L FhE L. AH
OG5 ERIET 2L & 12, RIERERLE VHIORSE
DY) HRE AT T &
11.1.5 BEEE (% AMH)

2R B BESE R ARAE (Toxic Epidermal Necrolysis :
TEN). FEREREEARGE efE (Stevens—JohnsonJEMREE) . %
EALKE N S 5B I WD 5,
11.1.6 2HEEET (BEAW) . BEEBER EIEAM)
HEEME (BUN, 7L 7= V%) ICHBETHZ L.
1.1.7 BF MU D LI GAAH)
11.1.8 #ERUGHRAEE (JHE AR

PO, &, CKLER. bR ORh I Aoy b
AR E T A HTIEL S 5 b3 2 hd b,
11.1.9 |AEE G ARH)
11.1.10 $EELIREE (B AHA)

VAR, BETE, LRMER KR, R, B BORN

ENRHODONDEIEND B,
11.2 ZOMORIER
0.1~5%Amj 0. 1% A i HHIE A
118773 FHMERSRAD L | AR i ERGE A . 4
BREGON, AFERERKS hEREE S, ) v
%, Al 7 SERIEA
JF ik AST. ALT. RV LY
Al-P. y-GTP. | k5
LDH®D L5
(L3 I 15 iz
bEk (o R, IR, MEEB MR, wEhk, | 2%. WERE, BAMREEN
fmi, Wik, O] 2 2. 8| k% (collagenous
% 7zh, 078, |colitis. lymphocytic
AR, 54 |colitis)
KRR | vE HEN, SHDHAR, KlE
B )53
WE D7 . I
k. 8 IIKE
dogoh, %
25k
Z Ofth WAL 27 u—rdAaH Il HOS 6D, B
o R IE - (BRI, JEEL, R, MR, ST Vv
BUNO L5, &AWERE. LUK | =7 IUE, K~ 1>
PR, I TSHEEM B, CKD EH- |2 &1E, &HALILE

) FEBUSE I3 BGE e A 2 &L,

14. BHEDZEE

14.1 EFZFEOZE

14.1.1 PTPREZEDHKANIPTPY — b 2 5 HUD Y L CTIRH S
BE5¥8 B2, PTPY— FOBAKIZED ., LS
S EEREIEANTA U, I21328704 F6 2 U CHERRT %
HOFEELAIMEZIIRT LI D 5,

14.1.2 AFNEIEGESETH D, IRAIZH 725> TiE, HAZED,
BNz, OALETLOIERTSZ &,

15. ZOMDEFE

15.1 BRERERICE D 158

15.1.1 AFKIOEHZRGHIZREOHE R ) =7 %2387 &0
WEDDH B,

15.1.2 WM B 2 EKOBENE T, Tu bRy T4
VB Y =12 K BB I TRHEREE 2 LE S 1B i
. TBEET. BHEATITO ) 2 2 B Hs T hTn
%, FHz, BHEROCEMM Q4L E) ofmEe2d 7
HBE T, B0V 22 BZEEML 7=,

15.1.3 WM BT B FICABEREHE 2R & L - oBis
Wi, FabrrvRy A v —EREL-RECE
WTZax b)Y h T4 74PNk B BIHEGED)
2 2 BEMAHE S h T 5.

15.2 FEERERREABRICE D 155K

15.2.1 5 v FiZ5mg/kgll b % 24F IR 1% 5 U 72 ik Bk
IZBWT, MCHICHLF /4 FORENRALNT & DH
H0bH 5,

15.2.2 B3R (5 v bR 525me/ kgl |) THURIR
HELOMpPY A aFs v OMNARE XN THBEDT,
R & 72 > TWEHIRBEEE ISR 5.

16. EYF)EE

16.1 IMmeiEE

16.1.1 ST —ILF MU LEHFIERES

TR A 7 1220mg AR N XU BHRISROES- L 221
DBIEREICTMN U 22 3R BRE S 5 4 — & Ol & K
AV, [16.2. 18]

. Cnax timax AUC
2
e (ng/mL) (hr) (ng*hr/mL)
Mg T 4374237 3.640.9 9374617
B 4534138 5.3+1.4 9014544

(Mean=%S.D., n=12)
F 72, R AS T 125mg. 10mg. 20mgZ #EfR N CMIE
5 L7z (2550 H) OEMIIE ST X — 23 LITFD
EBDTHBY,

= Crax tmax AUC - t1/2

JU : il

PG RBUR ) (hr) (ng-hr/mL) | (hr)

5 EM* | 146+ 56]3.0 (2.0-4.5) | 236+ 97 |1.820.9
™€ TPM* | 252+ 55/2.5 (1.5-5.5) | 585137 | 4.2+0.5
0 EM® | 383+ 83/3.3 (2.0-5.0) | 5392200 | 1.540.4
M [TPMF | 509+ 64]2.8 (2.0-4.5) | 1230200 | 3.8+0.3
2 EM® | 654348|4.0 (2.5-8.0) | 994+477 | 2.3+1.4
e TPMF | 822+232[3.3 (3.0-6.0) | 2331663 | 3.7+0.3

(Mean+S.D., tmxtdMedian (Min-Max) ,EM n=16,PM n=8)
MU R F b 20— 4P450 2C19 (CYP2C19) &M, Fadillz
THRIE D E N D,
EM (extensive metabolizer):CYP2C19*1/*1,CYP2C19*1/*2Xi%CYP2C19*1/*3
PM(poor metabolizer):CYP2C19*2/*2, CYP2C19*2/*3XiZCYP2C19*3/*3
16.1.2 £MFHIREFMEHER
X7 5 =)L NafE20mg [AA] &%) Ty F§E20mg %
IuAKX = N=RIZEDENTNIE (FRT TV =0T
P L8 LT 20mg) (EFHERASIPEIC K f ORI 5. L
TIHFFRIRT I =L F b AREEZNEL, f6h
7SR ERE T A — & (AUC. Cmax) 12DV TIOBIS X
VIS TR 247 5 72655, log (0.80) ~log (1.25)
OFPANTH V. WiFIOEDFERFEZENE DM R S h =¥,

Py5a AUCo-10 Chnax Thmax T

“ T (ng-hr/mL) | (ng/mL) | (hr) (hr)
7 NT 57— LNabiE| 5 861.854 501.6| 2.8 | 1.010
20mg [AA] M| +264.810 | £162.5| +0.7 | +0.161
. . 853.253 545.6| 3.5 | 0.933
WY E o MEE20mg | 20me | 4510649 | 422009 | +0.7 | 0,149

(mean®S.D., n=29)
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MUAE PSS ONZAUC, ConZFDI8F X — &1, PERH O
PR RIEOLRAUBIEL - WO BRI & - T A 5 W] HE
MWnd 5,
16.2 IRIR
16.2.1 BEOXE

AR A T1220me 2 M I XUTRHITRORS- L 721,
BRI G TIRHERE TSI U teaS L TIERRAES 5 & &
BRI EE AR BTV BY ) [16. 18]
16.4 385

R AR T1210mg. 20mg & fR 1% 5- L = o i igEh o
Ratnd. FICIERERN BB ITTIBIZ KD AR L 2 F 4 =
— TR TH > 7z, T DM GHEEREF o 1 — 4P450
2C19 (CYP2C19) HBH5-¢ B4 FIALKIGIZ & D AR L
72 A FOLk, 3A4 (CYP3A4) BS54 5 2Lk VLK
T &K DR U 72 2Lk R 67209 [10. 5]
16.5 HEtt

R ABF1220meg 2 R OH5- L 22546, 552480
FTIRFIZSIRT T =)L F b U 7 L OREEIIR I
T, REWTHEHINEVBEKROEFDOS LT 0 vl
TR 5B OR29~40%, AL 7Y — ILEBEFA A
13~19%Hkift X 729,
16.7 EHHEEIER

R (A AT 57V =) CTHREEFEEF F 7 v — 4P450
2C19 (CYP2C19) ~OfRE#HAIC X D HAMEHFED &
NTWBZYTEISL, LT )Y (R-ULT 7)) V)
I LTINT T =T b)) AEEIRZ IS DA I
R I B A5 Z 5 WZ LA RE XN TS, /-, M8
(v T —n) THREEFEEF 7 v — 4P450
1A2 (CYP1A2) OFFEIZ XD HBEAEHAARD 6 TS
FTAT ALY VIZRHLTEINT T —ILF b U2 AR
HBE IS A B2 W A ST 599,

17. BREREKIE
171 FMHERUORLMHICEET 5558
17.1.1 —REEREHBR R U - E G R IEB R

WS, b IR, Wi g K QWA RS A okt
LIZTH1M10mg X1320mg % £ 5- U 7= — ARG IREABE & O —
HERILEGAER (%56~ 8H ) DREIE F&RD &
BOTHBD,

KRR N BLgERIE

s 93.6% (16211/173(31)
+ B 99.3% (13641/137141)
WG RE 5 90.9% (5015il/554)
W& s 83.3% (105l/1251)

EHEHBEROCHEDO G b YR Y T4 Ve ¥4 —IREIC
PP oOMHEEEEARE E IR E LR 58E%ONH
BRAIC L BEIERIITEDEBD THh 729, [7.2511]

1[E120mg 1[8110mg 1[m120mg
1H1M 1H 2 1H 2
etk 58.8% 78.4% 77.0%
- (6015l /102{31) (8014l /102{31) (774517100431
grade A KO 65.1% 87.1% 79.5%
grade B¥ (5615il/8631) (74151/85151) (66f5il/8315)
grade C KO 25.0% 35.3% 64.7%
grade D* (4f51/16151) (6451l /17131) (11451171 7451)

W) IRTIVU—=)F b)Y AL0mg/H, ¥V 7 F U —30mg/H.
A 75— 20mg/ B % SR LL 4% 5% 1 AR IE R SO SMER R

ISR

oy YL AR (WE2) 12X B EIEE

F 72, BRI W CHPpH LA TN T 5
—JLF VY AE1H1N20mg P 5 C1H 110mgf 512 Hhx
T, HEATHEEICT2 I XTS5 =L F b Y o LEEL
H1[E120mg#% 504 HIHE AR 5 T 3910

18. FExhEEIE
18.1 fER#F
FNRT T =T b AT W O e MR RE T
R ZLT7 v 7 IR 2k, FarrvRy T (H.
K'-ATPase) DSHM:% B L CRERWMEAHE L, By
WA 2, X5 ICHE N AR EomEIZIZ. =
IZAEFEBAL 20 & DY DOW R b B NE T4 F4 itk b
RO ENEEG LT3 DEEL NS, ZDfth,
IR F X K o TERERIGES ITE 4 5 wHE: & HiEHl <
hs,
18.2 BESWHIFIIER
18.2.1 {#EERABTFIZH T B H 2 b U VIR i L,
1H1E10mgi% 5. 1H1E20mgit 5 T& I 59H» 5
EMEWEER 2SR L, %5103 KC7HH OB wE
DWW FEIF1H 1A 0mgis 5-T72~76%. 90~96%. 1H1[A]
20mg% 5-T88~89%. 99%Td 3171,

18.2.2 v FRWHHIMERIZBE T3V TF VYA 2
2 AMPHI¥IZ & 2 By & W1 2 (n vitro) .
18.2.3 1BPEH A3 BWHHRIZB T B L AX IV, RVAHF AL
) VSR ER ., NETNT Ty NS I B LR R B O
b 24 3 IR R I o Ui 2 R A R,
A RXHBNNET v MBS 5 HERSWIEIE-R OMITE L,
fho 7w b vRY THBANC G LS, B A2 MY v

@J:)Ef&i/}\&lr )19) ,22)0
18.3 BWpH LEREH
AR 1281 2 HNpHIZ L, 1H1MS5mef% 5. 1
H1E10mg# 5. 1H1M20mgf% 5 T& & 12 FWH & E5HAE
MARL, %550 HO24ER 2 pH4LL %R 4 HERT O
#4131 H 1A 5mefy 5-OEM* T46%. PM*T63%. 1H1[
10mgft 5-DEM* T58%., PM*T72%. 1H1[020mgi% 5.0
EM*T61%. PM*T76%Tdb 5%,
MAFRHIEE R 7 2 o — 4P450 2C19 (CYP2C19) #£BANZ, Fid
WETR L 0 HEh S,
EM (extensive metabolizer):CYP2C19°1/*1, CYP2C19*1/*2i3CYP2C19*1/*3
PM (poor metabolizer):CYP2C192/*2, CYP2C19*2/*3XIZCYP2C19*3/*3
18.4 H'. K*-ATPasePE=E{ERA
7 & FORiE X 0 FHELL 72H', K*-ATPaselZxf L. 5 BH
EEHERTY S (n vitro) .
18.5 HiEEIER
T b & O SREFER S & 5 O IX TR R (%
W Z MU A, KRR Z L2, BMIEEER, v 2T 7
IV, IEEE-T R ) =LK A Y V) IZRL, b
TEIETEH & %03 B RO 2 SRR ] A 7R 47202020

19. BRSICREY 2IE{LERIFER

MR FR : ST T =)L) b)) L4 (Rabeprazole Sodium)
1t2244 © Monosodium(#ZS)-2-({[4-(3-methoxypropoxy)-
3-methylpyridin—2-ylJmethyl}sulfinyl)-1/-
benzimidazolide

Ci1sH20N3NaOsS

381.42

AR
TR

TR - AE~BEAEOM AR TS %,

AKITHRD TEITF T, =& =)L (99.5) 2T
U,

0.01mol/LAEE(LF b V) ¥ 23K ICIE T B,
WP TH 5,

KIFHE (1—20) (13FENEMEZE R X o,

LA RDEND,
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3) tENERELS N7 5 — L NagE20mg [AA| W16
FERA IR

4) Yasuda,S.et al.:Clin.Pharmacol. Ther.1995;58(2):143-
154

5) Ishizaki,T.et al.:Aliment.Pharmacol.Ther.1999;13
(Suppl. 3):27-36

6) Ishizaki,T.et al.:Clin.Pharmacol.Ther.1995;58(2):155-
164

7) v = Efth:Modern Physician.1994;14(S.):38-68

8) AAf Bfth:Modern Physician.1994;14(S.):23-37

9) A A Modern Physician.1994;14(S.):69-84

10) JVEMEEA:Modern Physician.1994;14(S.):85-99

11) hJIIFE L Mth:Modern Physician.1994;14(S.):100-107
12) & Efth:Modern Physician.1994;14(S.):108-115
13) ¥  #fth:Modern Physician.1994;14(S.):116-123
14) BN HEfth:Modern Physician.1994;14(S.):124-136
15) &M Efth:Modern Physician.1994;14(S.):137-147
16) Kinoshita,Y.et al.:Am.J.Gastroenterol.2012;107(4):

522-530
) A R R B & VA E . 1999;27(4):705-712
) JE R AU RN 6. 1994;41(7):143-150
) Fujisaki,H.et al.:Biochem.Pharmacol.1991;42(2):321-328
20) Fujisaki,H.et al.:Drug Invest.1991;3(5):328-332
) K E o 2Afth:G. 1. Research.1993;1(5):493-496
) WA BEfth:G.1.Research.1993;1(3):274-280

) HApH EASERHCSY Ty b §E:20144F12 1 26 H &G,
CTD2.7.6.1)
R 75 W fl: H AR SE P27 42 L 1993;102(6):389-397
Morii,M.et al.:Biochem.Pharmacol.1990;39(4):661-667
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