20244F2 HELET (1R

B R RiRMRAT
HREIE - 34

FATFIY-IbNaigs: 20mg -1,

VIyE A7 ST

H AR o T
872329
70Ok >R THEH
INT T —IbF MU r) LgE
RABEPRAZOLE Na masters 20mg onara.
Y Sioaioaes 22200AMX00410000
[ 20104£11 4

) R -EAFOLTRIIE DAY &

2. B (ROBEICEBELEWVWI L)
2.1 7«{§ 'JOD)*Zﬁj‘ 2 Ll O B 0 & 5 B E
2.2 7THZYFFEINVEEEE, VvEE) VIR 2RSS R0
B 10.1 2]
3. MR - R
3.1 #R%
W54 575 =)V Na#idE 20mg [+ —/\F |
faps | LT
T AARSRT S — NV P Y4 20mg
DYY=bh—=Jb, FABHIVI T A, KELF B YA,
oy ol kilo—z, KEREe Fu¥y 7o
Evtnla—A, AFT7Y VEES T AT A, S A0
EIlIE] — A, AN, RYEZ VTV I— -T2 YL A
VA FVIEESR, 25 27 ) IVEE2RY v — LD,
F ) VEEEEF MY 7 AL RY Y LR— 80, 7 T VR
VI FI, LTy . wEE I8 v ay
3.2 WEAIDMHER
Wit %4 X7 =)V Na #ie 20mg [+ =T |
PR - HIE W - T4 VA T—T 4 v rEE (B
KM L8] A0
iSiA SR N
1) =) =
K&& A% 0 7.3mm £ X : 37mm
B 145.0mg
R FR INTT N A—N7

4. RHEEXIITHE
Big%. T—EEEE. W&
Ellison fE{&EE

5. RHBEIIRRICEIET 33 E
KA OPEG D BRENC L BIERZ RS A2 e hHLHOT, Ek
Tt;\zmt%ﬁﬁ; 0)')/1?153“5 Lo

6. HARUAE

(BiBgE. +=1EBEE. WAEREE. Zollinger-Ellison fEIZE)
W, RACIETNT T —F hY e ae L1 10mg %
1 H 1 MREORG 3525, FRIRICE D 1 20mg 2 1 H 1 M
A5 322L03CT& 5, B, @MW, il WEMBEET
8 ECT, TIEEETCII6EME ToREG LT 5,

(E/}lbﬁﬁﬁ >
WP R OB ICB VT, W, RAILKIZTIRT T —
VF M) AELTLIM 10mg %21 H 1 REECORS3 525 %
>UUZJ: V) 1M 20mg # 1 H 1 M5 3T5ZL05CTE 5, &
B, @%, SHH I TORE LT 5, it\ JubhvRYTA
YRS I X BEETHREAT S YA, 11 10mg it 1
Al 20mg % 1 H 2 ], & 51 BL@FW’%D&'H—'T%T. ENTE D,
f:lff L. 1[0 20mgl H 2 %513 EE DM E2 AT 584
2R %,

7. BERVAEICEET 335

(BiBgE. t=1EB&aE. WAEREE. Zollinger-Ellison

7.1 WIRDFE LA R OF5RYE - #intkod &1
1H1MEGTAHIENTX S,

ERERER)

7.2 FRHDE L WG RO - iﬁ(n MDA 1 H] 20mg %
1A 1% TA2ZENRTEL (% ﬁk"k’%a‘%hi’iﬂ‘ﬁﬁﬁﬁ
HHEREOHFREE, 70 bR T4 By — 2L BEET
xJJ%TI FRGEERL ), T T YRV TL ey —

X B ﬁfﬁd]%fﬁ‘ﬁj\&m% WAL 11 10mg i 1 lﬁl
20mg Z1H2M, 25128 HMHEET 2561k, NBHMH
THREEERPEBE L TV RWI ERERT LI L, 43’0
ARH) 1 ] 20mg 0) 1 H 2 [5G, V\]ﬁiﬂ*ﬁ”‘fﬁf‘?@*ﬁﬂ%
EEERLALGAICRS[17.1.1 3],

8. E;tgxa@&a
(heELE)
i, MRR R AR AR
3

EBER. WM BER. Zollinger-

FEREE)
16 20mg =

8.1 AKH DG

S Ly MR I
FIPRRAL - M A L IR A 217 ) Lo

Hﬁ rwr%

L

(BEE. T2HEEEE. UaiaEs)
S.iﬁg{jgﬁﬂi%ﬁﬁﬁﬂ‘%f&w@ﬂ HMEFRIRIE L2
N vy

9. FENHE=2ET2REICHT AR

9.1 AHHE - BIEEZEDH 58&

9.1.1 EYEBIEDREEDH 5 BHE

9.3 FTREREEAE
H?Eﬁ%%"@ﬁ?‘]ﬁﬂﬁﬁ@%ﬁ%ﬁ&éo

9.5 7
TR AR HER LT B W REVE O & 5 Lotk ZE#E oA ik
fabrtk % B2 & B SN AGEICOREE 52 L, By
B (T v MEIT400mg/kg. 7 ¥ FH#E 30me/kg) THRIEHM:
(7 FTALEBE, 7 FTHREOK T, fbaBE) i S
nTwab,

9. 6 B3w

EHEOFBE R OCBAREOF R ZE L. AL O L

GiEPLl:%:ﬁﬁﬁTﬁ'é Lo BIEE (5 v b)) THIFRARITT
HTERHEISN TV D,

9.7 NRE

BEE2 x4 & L7z BRRBIIEE L T v,

/)
9.8 BHeE
LR ORI D 5 DI & RS 5 7% SR
BHT 2k ARIEEE LCIFBECIES La 2%, FilEC
WIS ME F LTV 5 Z 80 % <, BERID S bbh s C &
ﬁi‘%éc
10. 4AE{ER
FAORBIEIFRBEEF b 20— A P50 2C19
(CYP2C19) &U 3A4 (CYP3A4) OHGBBEDLN TS,
[16.4 2]
%72, AAIO BRI XY | BEHSEA OB it
TUHIHT 5 2 & 95 %o

WA WS

10.1 HHRAZE BFALAEVC L)

ES P B ARER - H51E 5 B - fakk-r-
78T NGBS T 5 W C v VR A | AR A 0 R 5 W30 e
(LAT759Y) WS T BTN DD, |HICED. HApH 251
[2.2 ] HL. 7y HFFELDE

IRPEAICT L, 7 49
YL o I H i EE AT

THBENKH 5.
YLVEEY VHEBEIY VYY) CHEERE O | AH o F W E
(zvz25 v b) fE%WE T aB2n | HICEy, BN pH AL
[2.2 ] W %o HL, VWvEe) ik
WOWINDMETF L, )V
Y ¥ Vo EE Y
KFT2Z b,
10.2 BEAEE (BHRICEET S L)
S 4455 [ SR NS T CWiRes B - fabd T
Vaxy v AR TR S 0 I v E AT | AR A 0 1 T 45 40 ) 4
AFNTTFRY Y AT H B, |HIZEY., HNpH AL

A L. MTEH ORI E

EAES %o

AH D H R 53 s 30 ) A
Xy, HApH 2% L

%L\ AAFHEH DO %

WS 2 B NN 5o

BRI TH %,

A NFaAFV—
rTI74F=T

AT ZE A o ifiL v iR 2%
KFT2BLMDH 5.

KEILT VI = A7
Vo KL= 7R v
L E A O]

ACH B 5 52 ]
PR IR ARTT L T A 4
G- 1 BRI C Ty
L A5E e R P8 il A TR R
HENLN 8%, 6%IET
L7 OEDH %o

ANPLEY— o
FRES ERT L L
Do miMEO X b
R s Al N i R A
B EE. — RIS AR H]
Db ERIET L L
EEETHI L,

AMMPLFF—L BRI TH %,




1. BERA
ROBEMWER D HSbNDLZ ENHDLDT, BEE 5TV,
%ﬁféﬁ&b O N ARG 2 ik $ 5 7 ) e AL & 47
)2 &
1.1 EXLEIEAR
A1 2avy BERH) ., 7F717F%2— HERH)
11.1.2 MBI CHEEARW)  EFERERE CHEAR) . MR
WA (0.1%A05) . WM BEARY)
11.1.3 BUEFF# CHEAW). FFHEEEREE (0.1~5%A0) . BE
CHEASHT)
11.1.4 BEEMME (0.1%Kih)
EBG LMK, IPURINEE, B oRE (R52E) SN0 LIz
WA, R ER X BAE oM F M L. RF oS
kg5 L & BT, BIBRE RV E VAl OG5 0 #EY) 7 L
o T
11.1.5 EEBE (BEAW)
rhib k2 BESE A E (Toxic Epidermal Necrolysis:TEN). 52
KGR SE T (Stevens—Johnson JEfERE) . ZTEALIED D S
bNBLZENDH b,
11.1.6 SHBEET BUEAH), FMEEER BUERH)
BEkReMA (BUN, Z L7 F =05 [0EETHIE,
1.1.7 |F bU Y LIGE CGHER)
11.1.8 HERUBREE CHEHEAH)
M. Bk, CK B&. MR ORp I+ 7uer Az
g & 3 DR BIED S S b b Z LD b,
11.1.9 RABE (BEEAW)
11.1.10 $EELREE (HEEAH)
HAE, BEATE, LRME. K. A R gURMS )
HOONLEIEDNH D,
11.2 ZOMOEIER

0.1~5%A1ii 0. 1%Ai HHEEA
SABUIE 5, TR I Ei
FIMERK A | AR BRI A i
M ERREN. KPR RIS Y > ST
%, Al L%
AST. ALT., AlI-#BE ) V¥ D
I P. y-GTP, LDH| L5
D 15
TEBR % e B3 BiF
fERE, T, BEER R, R, | E A WERE, B
Wi, WA, Y ¥ e, B8 m K &
FiL % . e, R ( collagenous
R, B colitis
lymphocytic
colitis)
HI OE WV, 5HDHDOHAR, EiE
&L OMRAL DU
FiAARE R I LSRR, B8
KT, D>
1, SeHL
IV AT —|»dAH, #E. HOLEHO&, B
Vo PENRIG - (R FEE WL EIE. AR, &
Z ot BUN @ L5, & |EiE. LMK, |7 ¥ €= 7 M.
HR. 1 TSH|CK @ k5 [1:9eab7a SV PN
o e, KPALTLG

) FEBUHIE IS RUE et T &t

14. BREDZE

14.1 FEIZFEDEE

14.1.1 PTP A% O #HFIL PTP ¥ — F 25|y L CTIRHET %
IIIRET AL, PTP ¥ — bOEEKIC X D, BIVEiAEISE
RREARIA L, FIZIZEIlE2 B2 LOHBERHESOEE G
BHEZ I T B ED D D,

14.1.2 RHNIGHESETH 0 IRHICH 72 T HAZD . v
RIS, OALETINEETLHI L,

15. ZOOEE

15.1 ERER{ERICE D 53R

15%;$%®E%&5¢Kﬂﬁwﬁﬁu—7%%bta®ﬁﬁ
b

15.1.2 NS B 2 EEOBEHI%E T, 7u b v Ry T4 e
7 =12 & BB B W CTERERE R S ISP, TR
Wi. BHEFIT D) A2 7 BNt S Tn b, FRIC, WHER
%f%%(1@&:)0%%%%”t%ﬁf\ﬁmmux7ﬁ
wimL 7z

15.1.3 AN B 2 RIS ABRER 3t 5 & L -8B 0Bt
T, FAMYEYTAL ey —2 K5 LB BT 0
ANYTIA T4 T4 NI LB FEGD ) A 7 BEInAsH
HENTW5S,

15.2 FEEREREABRICE D 1B

15.2.1 v M2 bmg/kg Y b % 2 4EHIFR %G L7zt albsic
BWT, MECTHIZANTF 7 4 FOREDRA SN L OWETDH
%o

15.2.2 B ES (5 v MEOBKS 25mg/kg Vb)) CHUIRRER
KM A 0> Y OMAHRE SN THE0T, HHICH
7z o TUTHARBRBERE SRR T %,

16. ZFEYEIHEE

16.1 MARE

16.1.1 INT SV —JLF MUY LBEEERE
TRERER AT T2 20mg % M F XL B IREIRE S L 720 B
%ﬁ%‘ﬁblgéﬂ]bf: WHERE /S S A — & Ol F FITRTY,
16.2.1 =4

FHA R ERBRIR O A SR Y B RE ST X — &

o Crmax tmax AUC
BTIRAT (ng/mL) (hr) (ng * hr/mL)
M 437237 3.6%£0.9 937+617
£ 453 +138 5.3+x1.4 901 +544

CF¥fE+S.D., n=12)

F 7o, BERAS T2 5mg. 10mg. 20mg #HiA T TREKRYS-
;tﬁ(&55an)@%%ﬁ%ﬂix—yuuT®k£hf
z&) o

TR NS T2 B0 % SR S5k (Bmg, 10mg. 20mg) O IiiE
HIGXRTF) =)V F b)) 7 L DOEYFHE T A =%

wri g | o | TR | e
- EM* | 146+56 (2'8;2.@ 236+97 | 1.8%0.9
PM* | 252255 | 22| 585137 | 4.2%0.5
e EM* | 383+83 (2_(3)_30) 539200 | 1.5+0.4
PM* | 509+64 (2'3;2.5) 1230200 | 3.8%0.3
- EM* | 654348 | (20 (| 994477 | 2314
PM* | 822232 <&3§1» 2331663 | 3.7+0.3

(CF¥E=S.D., tmax (ZHYAE (Min-Max) ,EM n=16,PM n=8)

MAMCHEESR T b 7 1 — 24 P450 2C19 (CYP2C19) #BIRIL, Titiltfs 1
BE ) pEIND,

EM (extensive metabolizer) :CYP2C19*1/*1, CYP2C19*1/*2 X
CYP2C19*1/*3

PM (poor metabolizer ) :CYP2C19*2/*2, CYP2C19*2/*3 3 I&
CYP2C19*3/*3

16.1.2 E£MFEIFEIF MR
FINRT TV =)V Nadfigg 20mg [F—1nTF ] L¥) Ty b
20mg &, Z7OAF—N—EIlI D ENZENRLEE (ST TV
—VF MU AL LT 20mg) REHEEA S TG R
B U TR REICARREE 2 2 L7z, 155N 3EmBiE 5
A —% (AUC, Cmax) (22T 90%IE X M1 CREEH#MT %2
fTo72ki%, log (0.80) ~log (1.25) DHBEHNTH Y. WiHl
DA ZER R SEVEATER S 7z,
HYERE ST X =%

AUCo-9 Chmax tmax tiz
(ng - hr/mL)| (ng/mL) (hr) (hr)

FNRT T =
Na Hi$e 20mg [+ | 2
-7

AV Y

Do

941.4+414.1|562.6+161.9(2.3+0.5|1.7%0.7

221990.2+504.81595.9+224.5{3.6+0.9 | 1.3£0.4

20mg

(CF¥HfE+S.D.)
(ng/mL)

—O0— FRT'FV —)LNakfifig20mg [+ —N\F )
—o— )N T §E20mg
SEHE +S.D., n=22

700 -
600 I
500 i
400 I
300 I

200

R~ — NN DN B

100 |

(hr)
5 EER

M4EH 5 X7 5 — ViR E OHES
MBI NS AUC, Cinax 08T 2 — 713, #HbH 0%
W MEOFRIUE L - W2 OB X - T 2 )ikl
5,
16.2 TRIY
16.2.1 BEODE
TERE A 12 20mg # MA T S AEBISRORS L2, &
B TR AETRERGICH L tna 25 1.7 BFREEES 2 & & b
WU A SN TWBY, [16.1.1 2]



16.4 Xz
TR A 712 10mg. 20mg % RS- L 72K 4t o A4
WE. FACIEREEN R ITUBIZ X D A L 72 F F = — F LK
Thotzo TOMICHACHEEREF b7 u— 24 P450 2C19
(CYP2C19) 75BA5-§ % i A FIVALBUSIC X 0 220k L 22 » 7
VAR, 3A4 (CYP3A4) P53 2 AR MLRIGIC & 0 AR
L7z 2ok ARDSED 2045 [10. ]
16.5 HEttt
TR A 712 20mg & RO G- L7286, 514 24 R E ©
WIRHIZ T XTS5 — v F + ) w7 A ORZBACERIZHE S g,
B THBHIVEVBERTZD TV T 0 v B PS
%@ﬁg%mm\xwwiy—wm%ﬁwﬁw~w%mﬁé
n7=va,
16.7 EHHEEIER
BEE (K A 75V —)V) THAHEEE T N7 u— 24 P450 2C19
(CYP2C19) ~oR#HEAICL Y MEMEHED LN T WS Y
TENSL, V77U Y R-TVT77YY) IHLTIRTS
V= F YT AR INS OEFOIMPREISEEE LS 2 v
ZEFMEIN TS, T2 i (5 TFF5V =) THF
RS F b 2 10— 2 P450 1A2 (CYP1A2) O#FEIZ X b HE
TERADPBOONTVAETF T4 Y VI LTHINT TV — )b
%hyﬁAMMW%EK%ﬁ%Qi&thﬁﬁ%éﬂTw
590,

17. BRERRRIR
17.1 AR ORLSM(CET 25
17.1.1 —RERRRHABR R U —E 518 LB B

WS T IR WU A S O & R e xRS
1 H 1 10mg Xi& 20mg %425 L 7- — &R AL O 8EE
Melbic kB (P50 : 6~8 ) OHFRII TR LB TH

2 1~16)

PO 373158 AR B TR =
i 94.0% (189 f1/201 fi)
Ric) k¢ 99.4% (159 /160 1)
S £ g 90.9% (50 f51/55 1)
e 83.3% (10 #1/12 1)

WEAEROCHEOTE YR T4 e ¥y —iHRIC
PR ORI SR 2R G L L7358 Btk o N ETRA
KX BHEBRIEITEREROLBY THo 101, [7.2 B]

1 8] 20mg 18] 10mg 1[5l 20mg

1H1 1H2 1H2

2otk 58.8% 78.4% 77.0%
* (60 %1,/102 1) (80 #11,/102 i) (77 $51/100 1)

grade A LY 65.1% 87.1% 79.5%
grade B* (56 11,/86 1) (74 11/85 1) (66 11,/83 1)

grade C HO¥ 25.0% 35.3% 64.7%
grade D* (411716 1) (6 %1/17 1) (11 1,17 f1)

) 9R7IV—NF MY A 10mg/H. 9>V 75— 30mg/H.
F X7 5= 20mg/ H % 8 J M BB %02 kGRS AR R
P2

MuH VARG (WA 2) \SX TR

T/, EREIREBICB W CHN pH LA T 5 —
VF YA 1 H1E20mg #5 <1 H 1E 10mg #5512 X
T, HEMERIE ST IRTIVV—LF Py a1 H1
[5] 20mg $£5- DA PEA LD H T 5810,

18. ZExhIEIE

18.1 {ERHRF
FGRT G =T b)) 7 DG EE G o0 B B T g i
(AN 72y 7 PR b, 7o by Ry7 (H. K-
ATPase) @ SH 3% W54 L CEERIGVEZ BILE L. B o-iwh & 3]
T b SHICHHESNMRGEOMMBIIE, EIIERRA
SO DOIEED B VIE TV Y FF+ 12 X BIHTER DL H
GLTwabnl¥EzoNb, TOM, ZVvyF4+ L ilkoT
BESRIGPEAS A 3 2 W REVE D HEW S 21920,

18.2 BESWHIEI1ER

18.2.1 MM ABEFIZBIAH A MY VHITER W L, 1 H
1l 10mg %5+ 1 H 1 9] 20mg % 5-C & 1850 H H» 5 W
ZEHWEM 2R L, %5 1 HHKRO7 0 H ORESWEOKHR
121 H 11 10mg #%5-T 72~76%. 90~96%. 1 H 1 [l 20mg #*
5T 88~89%. 99% T 52122,

18.2.2 v H FRHMBEMERIIBI LY TFINLFAL 2 v
AMP HIC & 2 B 5w % W3 %20 (in vitro)

18.2.3 8B A S HEHAERICBIIA LAY IV RYFIHFANY
YR E W, BN T v MBI A EBEE RS W L O e X
Z 3 S B A LR 2 BRI % TR 47202320
4 2XHBHVIET v MBI 2 GEa e omsi, tho
7a by R FHERANCHEBELELS, P ATA MY o BRI
I TR 200.25)

18.3 BA pH LR1EH
R AN B TICB A EWN pH IS L,y 1 H 11 5mg %5, 1
H 1 10mg #%5. 1 H 1 [l 20mg %5 T & H12EW 4 EAAE
MERL, #4550 H® 24 B HIC pHA DLE % 7R3 R %)

411 H 111 5mg #%5-0 EM* T 46%. PM*T 63%. 1 H 1[0
10mg #¢5-@ EM* T 58%. PM*T 72%. 1 H 1 Itl 20mg 5O
EM*T 61%. PM*T 76%CT® 52,

IFACETEESE T b 7 1 — 4 P450 2C19 (CYP2C19) FIANLZ,
TRELFRI)SHE SN S,
EM (extensive metabolizer) :CYP2C19*1/*1, CYP2C19*1/*
2 X% CYP2C19*1/*3
PM (poor metabolizer) :CYP2C19*2/*2, CYP2C19*2/*3 3L
1Z CYP2C19*3/*3

18.4 H*, K*-ATPase FHE{EH
77 FREE X D L 72 HY. K*-ATPase (2xF L. #FHEE
M %&R$202 (in vitro) o

18.5 HiEBER
T v RO SHERIES D D WITEERERIERZE (G
WALV A, KEWHEA LA, BIM#EE YA77 30,
- ) —VROT7TAE) ) IZx L, MCHEEEA S 5 »
13 REBR S R & R §72)28).29)

19. BB T EB{EZRIFR
—fBR: 9 N7 5V — v+ b v 4 (Rabeprazole
Sodium)
1t % % : Monosodium(RS-2-([4-(3-methoxypropoxy)-3-
methylpyridin—2-yljmethylisulfinyl)-1 4~
benzimidazolide
: C1sH20N3NaOsS
. 381.42
AR AB A~ AAORETH S,
AR KD THEITF LT, =8 /= (99.5)
TR v,
A 0.0Imol/L AKEEILF bV & AGRICE LT

Z&)O

AR AR T B -

ABOAKIEE (1-20) RHHHER T S 20,
RS AR S

%
%

EP

S5 2

O—CHs

HsC 0]

Na

N \ /
S e

N (0]

20. BRV EDEE
201 7V IEHEZIIERE BT TRETL I L,

2. A
(PTP) 100§ (10 $&x10x1 48,
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4) Yasuda, S., et al. : Clin.Pharmacol. Ther., 1995 : 58 (2) :
143-154
5) Ishizaki, T., et al.: Aliment.Pharmacol. Ther., 1999 ; 13
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