% 20254E3  tET (A520R)

20244E2 HET (55180
Bk SRR
ARhEAR : 34

JObk R THEEH
SNXNTTIT—=IvF M) LR

05

H ARG ol 0 B

FATFIY-IbNaigs: 20mg -1

RABEPRAZOLE Na rasters 20mg onara.

872329
JRiBF | 22200AMX00410000
Wi5e G 20104113

2. B2 (ROBEICIEBESLEWNI L)
2.1 KH OB UBBIE OB O H 5 B
2.2 VK VIEBRE RS T o BE[10.1 BR]

3. #HBK - 1R
3.1 #Hm%
Wset

AR5

FRT7F V=) Na gt 20mg [+ =17 |

1§

HIFZ X753V =)L+ Y24 20mg

D-vY= b=V, FABAHIN Y7L, KBEILF B T4,
vroFyruilbio—A, KEEEr Fudyy so
Ertra—2, A7F7Y VB AY T A, 7 xn
— A, INT, RYVEZ VTN IA—=) - T YIVEE- 2 ¥
VIV AFIVIESK, 25 7 ) VR v — LD,
S NEEEF S AL RY VL= b 80, 7 T U
VT, LTy v BTk vt ey

3.2 WE DMK

A

Woc % F~NFF =) Na #i$E 20mg [+ —/"F |
PEIR - HE Wt - 74 VA Ta—T 1 Ve (B
KA b i) A0 i
" -
R&& EEE : 7.3mm JEE : 37mm
B 1450mg
AR FRTF 20 F—=NnT

4, FhEEX IR
BiEE. TERES. WaEE. URMREX. Zollinger-
Ellison fE{f&#

5. REERIHHRICEIET FE
FH OG- HHIIC L DR Z RS 2 2 & hD 20T, EIk
TV ERIERD ) 25T 5T Lo

6. AERUVAE

(BiBE. +=1EH&aE. WALBEE. Zollinger-Ellison fEIRE)
WHL RAIE IR T —=)vF My A e LT 1M 10mg %
1 H 1 EEI%5-3 2525, #RICE Y 1 20mg 2 1 H 1 b
%5352 RN TE L, b, MW, Gl WaELEET
S E T, T IEREE I 6 EME oS LT 5,

FEFMEREEL)
WL EBEROBERICB VT, WE, RAIZ TS TV —
VF U AELTIMI0mg 21 H 1 B#REIRS-35 505 9K
RIZED 1 W 20mg 2 1 H 1 MEORG T2 ERTED, %
B, MWW, SHMFEFTOHG ETEH, T, TRV RYTS
YU =X TR T A, 1 10mg X 1
[l 20mg % 1 H 2 W, & 512 8 ARG T HZ LA TE D,
f:l?él,\ 1 [l 20mgl H 2 W% 513w ORI E A5 54
1P %,

7. BERUBAEICEET 23S

(BiBgE. +t=EH&aSE. WALBEE. Zollinger-Ellison EIRE)

7.1 FRRDE L WA R OTHRYE - #EEo3412 1 1 20mg %
1H1IMEGTEIENTE S,

FREEER)

7.2 WIRDFE LA R OF5RME - #HEoS412 1 1 20mg %
1H1FHESSHZENTESL (H5% - HRERY RIS
HEEOMFE, 7O MR T, Y — I BEHET
IR DAL ) T2 7u by ryFf vy —
WX BHEMCRHEAT 5% B F T L1 [F 10mg i 1 [\
20mg & 1 H2 M., X512 8 MM T IHAIX. NHESHRE
TR EBELEPBE L TV W ER2RTHI L, BB,
K110 20mg O 1 H 2 M%5-13, PIHEEHAT TEEE O REGG
EERMRA LA A[17.1.1 ],

8. ERLEKRNER

(RhEeE)

8.1 AHOFG-HIZI, M GLITFRERICIERE L, @i i
SFRIRRAL - MEAELARRE 2179 ST L,

(BEE. T-EE&E. Uaias)
8.2 RIMOMHKERA T TR VDT, MFFHEIIIHW RN

EDEFE LV,

9. RENHERZEHJ 2BEICHT 2ER
9.1 &HHE - IEEFDH 2 BE
9.1.1 EWMBREDEREED H 5 EH

9.3 fTikEERERE

JFREZE REH CIFERRE DL 03D % o

9.5 1w

TEIR IR LT B ATt 0 & 2 oM i L o A7 28 AT
fabrtk % B2 & B SN L2LEICOREE$5HZ L, B
B (9 v MR 400mg/kg, 7 3 F#HE 30mg/kg) ThaIEHME
(7 v b RE, 7 FTHREOT, fbFRIE) 23k

nTwb,
9.6 &3ILE

B L O R OB FLRROARMEZ Z R L, RILOHKEL
BHEZRET 52 Lo BEER (T ) TR ABITY
5T LWL I TV,

9.7 /pMRE

ANREEZ NG L L 72 RREBIIIERE L T v,

9.8 EitE

THALEHERESE OBIWEH 255 & b N5 3RS 5 20 ST
Beh595Z k. AKHNIEE LTHBTRH SN A, "l T
FIFEREAMET L T2 2 2% <, BERYH b a2 L

ﬁi‘% za) o
10. MHEEA

AH OACH AT ACH R F ~ 7 v — A P450 2C19
(CYP2C19) 0~ 3A4 (CYP3A4) OMLGHFAD SN TS,

[16.4 2]

72, AFNOHBRWIIHEIERNC X0 PRHER OB % e
s 2 2 DD %o

*10.1 AR (A

LEWZ )

R

FERAEAR - A58 515

By - fakriE T

DV Y v
CES )
[2.2 ]

YVEEY VIEREO
ERZ W5 282N
b

ARFH O R 5y w1
HIZE Y. HANpH AL
AL, VW) g
WOWIMNAMETF L, ) v
Y ¥ ok EE S

rTI74F=T

BT LD %
10.2 FRZEE BFRKCEETS &)

Bk AR - 5 7 B - fakiE
vIa¥y v AT FEH O 1 v i B2 A A K 0 B R 73 s I A
AFNT IR EATHZENDH D, |HICED, WA pH AL

A L. TR ORI E
EAES %o
Ar7ary—i AT FEH 0 M v i B Y| A H 0 1 TR 93 s 0 AR

BFF2B200H5,

XY, HWNpH Ak
AL, MTHEH ORI E
P52 B NN Db

KEALT VI = A7
Vo KB 7R v
L EAg DI

ACH B 5 52 ]
PR IR ARTT L TP A 4
G- 1 BRI C Ty
i A5E e g PR il A T R
HENLN 8%, 6%IET
Lt oD D %0

BRI TH %,

AR R LEF— b

AMPLEY— o
TRES ERT L L
Do MmO A b
N Al N A
DeAE — IR IS AH]
DL ERIET LI L
EEETHI L,

BRI TH %,

1. BER

ROBWEH DB 5D Z WD HDT, BHEL T5IATV,

Y \R:H

s
S
-
—

Cl_:o

D0 SN A3 G- 2 kg 5 7 LY R ALE 2 AT



1.1 EXLEIEAR
A1 2avy BERH) . 7F717F%2— HERH)
11.1.2 SRMERGRA GFEAY]) . EEERIRE FEAY]) . MM
WA (0.1%A05) . WM BEARY)
11.1.3 BUEFF# CEHEAW). FFHEEEREE (0.1~5%A50) . BE
CHEAST)
11.1.4 BEEMRMRE (0. 1%Ki0)

EBG MK, IPURINEE, S ORE (RE2E) SN0 LIz
WA, R ER X BAE oM F M L. AR oS
kg5 L & BT, BIBRE R VE VAl OG- 0 #EY) 7 L
i) Z k.
11.1.5 EEBE (BEAWH)

rhagEE R BB R R SE (Toxic Epidermal Necrolysis:TEN). J%
i RGREARSE T (Stevens—Johnson JEfERE) . ZTEALIED D
bNBLZEDNDH b,
11.1.6 SHBEET BUEAH), FMEEER BUERH)
BEeAE (BUN, Z L7 F =05 CHETLHIE,
1.1.7 |F bU Y LIGE CGEHER)
11.1.8 HERUBREE CEHEAH)

M. B, CK B&. MR ORp I+ 7uey Az
g & 3 DR BIED D S b b Z LD b,
11.1.9 RABE (BEEAW)
11.1.10 $EELREE (HEEAHT)

HAE, BEATH, LRME. K. A R gURMS )
HOONLEIEDNDH D,
11.2 ZOMOEIER
0.1~5%# i 0. 1%k A
S BUE W5 BIFR KB
FHERE A F1iL | ARk, i
k3 ERIGIN. WFEREREY | RIS, U v ok

%, #iil l%a

AST. ALT., A-#BE ) V¥ ¥
JHF-Hisk P. y-GTP., LDH| 15

D L5
PEER % e E5 i

LG/ o TN R Y I S e S 11 7
M, WA, Y ¥, Hb |8 mw K I %
% . . JBHA ( collagenous
e, B colitis N
lymphocytic
colitis)
fetni) DE WV, AL EAR, EiE
&L OMRAL DU
I FELSHRR, 18
KT, Oobo
[N E T
B L A7 —\vAaH, FE (HOLEHO%, B
Vo PERREE - [ FEEA. L\ M. AR,
Z D BUN @ L5, &|EiE. LONE, |7 ¥ €= 7 i,
F1pR. Hid TSH|CK & k5 2 gl/ A S AN
Han MLE Z LR

) FEBUHIE IS RUEIGE R T &t

14. BREDZE

14.1 FFIZFEDEE

14.1.1 PTP A% O #HFIL PTP ¥ — F 25| L CTIRHET %
EIIRET AL, PTP ¥ — hOEEKIZ X D, VSIS A
WREARIA L, FIZIZEflE2 B2 LTHBERASOEE RS
BEZ R T LI DD D,

14.1.2 RHNIGHESETH 0 IRHICH 72 o T HAZZD , v
0EFIC, OALETIIEETLHI L,

15. ZOOEE

15.1 BRER{ERICE D 154k

15&;$%@ﬁ%&%¢ﬁﬂﬁ@%£u—7%%bta®%%
b

15.1.2 AMI B 2 HHOBISE T, 7u b v Ry 7L ey
7 —\Z X BIHEHRIC B CHHERE B D BT, TR
Viv BHEEITOU 2 7 B A ShCTwid, B, mHERL
%f%%(1$ut)®m%%§wt%%@‘%mmuz7ﬁ
ML 7z.

15.1.3 AT BT 2 FICABRE 2 R & LB OB
T, 7O YRy T ey =25 LBEICBWT s 0
APNYTIA T4 T4 NI LB BEGD ) A 7 BEnAsH#)
HEINTW5D,

15.2 FEEREAREABRICE D 1B

15.2.1 5 v M 5mg/kg PLE 2 2 RIS L 2 Bk BRIC
BT, MTHIZANF /4 FOREDRA SN E DHEDDH
éo

15.2.2 B ES (5 v MEOBKS 25mg/kg Vb)) CHUIRRE R
ROIMHH A 2 F > v OMINDrHE S Twb0 T, ilich
7z o TUTHARBBE R ICERE T %,

AL

LEEUEUE R

B
-&(‘

16. ZEHAE

16.1 MepiRrE

16.1.1 INTSV—ILF b U LEHBRS

TEHER A9 712 20mg % # 2 F U3 f IR S L 720k
?%ﬁtgﬁftﬁmﬁﬁﬂix—7@%%@%%&%1%
16.2.1 =

LA R EBRIR O A SR 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 TREKRY
;tﬁ(&55an)@%%ﬁ%ﬂix—&@ﬂ?0k£hf
ZQ) o

R NS T2 B0 % S ERS5-kF (5mg. 10mg. 20mg) O Ii4E
HIGXRTF) =)V F b)) 7 L OEYFHENT A —F

wri g | o | TR | e
- EM* | 146+56 (2'8;2.5) 236+97 | 1.80.9
PM* | 25255 | 22 | 585137 | 4.2%0.5
o EM* | 383+83 (2_(3)_3()) 539200 | 1.5+0.4
PM* | 509+ 64 (2'3;2.5) 1230£200 | 3.8+0.3
- EM* | 654348 | (20 (| 994477 | 2314
PM* | 822232 <&3§1» 2331663 | 3.7+0.3

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

MAMCHEESR T b 7 |1 — 24 P450 2C19 (CYP2C19) #BIRIL, Tititfs 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 &MFHIE M4 HER

INRT TV =) Nadfige 20mg [+ =T ] LX) v MgE
20mg &, Z7OAF—N—EIlI D ENZENRLEE (ST TV
—VF MU AL LT 20mg) HEHEEA S TG A R 1
B LTI REICARRE 2 52 L7z, 155N -3EmBiE 5
A—% (AUC. Cmax) (22T 90%IE X B2 TREEH#MT %2
7o 72555, log (0.80) ~log (1.25) O#EPHNTH Y, WK
DAY ZER R SEVEATE R S 7z,

HEWERE ST X —F

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

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

Do

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

SU L b 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\ 7]
—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)
BRI

M4E 5 X7 5 — ViR E OHE
MBI NN AUC, Cinax 08T X — 713, HbH 0%
W MEOFRIUE L - W& OB X - Tt 2 )ikt
5,
16.2 TRIY
16.2.1 BEODE
TERE A 12 20mg # MA T S ABICRORS L2, &
BB CIIHAE TG L tna 25 1.7 BFEEES 2 & & b
WU A SN TWBY, [16.1.1 2]



16.4 Xz
TR AT 712 10mg. 20mg % FEHES- L 72K gt o A4
Wid, FICIEMER BTG L Y K L72F F = —F ik
Thotze TOMICHAHIESRFT M2 1a— 24 P450 2C19
(CYP2C19) 2%BH5-9 BB * F VALRIGIS & 0 2% L 7205 * F
VAR, 3A4 (CYP3A4) P53 2 AR AMLRISGIZ X 0 AR
L7z 2k YRHERD 720495, [10. K]
16.5 HEttt
TERER A 712 20mg & RO G- L7zfr, 514 24 R E ©
WIRHINZ T XTS5 — v F I 7 A ORBALEIZHRE S 9,
B THBHIVEVBERTZD TV 7 0 v B PS
%@ﬁg%mm\xwﬁfv-wmwﬁwﬁw~w%mﬁé
n7=va,
16.7 EHHEEIER
B (X AT IV —)v) CTHAGHTEEEF b7 a— 24 P450 2C19
(CYP2C19) ~oR#HEAICL Y MEMEHED LN T VWS Y
TENSL, V77U Y R-TVT77YY) IZHLTIRTS
V= F YT AR INS OEFOIMPREISEEE L 2 v
ZEFMEIN TS, T2 i (575 =) THF
RS F b 2 10— 4 P450 1A2 (CYP1A2) O#FEIZ X b HE
TERDPBOONTHAETF T4 Y VI LTHINT TV — )
%hyﬁAum*%EK%%%ﬁi&wltﬁﬁ%éhTw
590,

17. BRERRRIE

17.1 AR ORLSM(CET 255

17.1.1 —RERRRHABR R U —E G188 B
W T IR U B S O A R e xRS
1 H 11 10mg Xi& 20mg %425 L 7c — &R AL O 8EE
Melbic kB (P50 : 6~8 M) OHFII TR LB TH

2 1~16)

X G AR B TR =
i 94.0% (189 fi/201 fi)
Ric) k¢ 99.4% (159 /160 1)
i A % 90.9% (50 f51/55 1)
[eRisise 83.3% (10 #1/12 1)

HWEAEROCHEOTE YR T4 e ¥y —iHRIci
PR QW R S 2R G L L3S 8 Btk o N ETRA
KX DHEBREITERERDOLBY THo 72101, [7.2 B]

1 I8l 20mg 18] 10mg 1 [a] 20mg
1H1 1H2 1H2
4otk 58.8% 78.4% 77.0%
* (60 %1,/102 1) (80 #11/102 i) (77 $51/100 1)
grade A ¥ 65.1% 87.1% 79.5%
grade B* (56 11,/86 1) (74 151/85 1) (66 11,/83 1)
grade C H ¥ 25.0% 35.3% 64.7%
grade D* (4 11/16 1) (6 %1/17 1) (11 $1/17 1)

) 9R7IV =N+ MY A 10mg/H, IV 75— 30mg/H.
F AT 5= 20mg/ H % 8 [ UL F4% 5% (2 R AR5
b R iR

MuH VARG (WA 2) X HEER

F72. BRFEBABIC B W CTHWN pH EAEM A7 NT TV —
VFbU DA 1HIE20mg #%45T1 H 11E 10mg #5121~
T, HHRHERGICN T2 I XTIV =V Yy A 101
Al 20mg 4% 5- D F HEARD 5N T 5810,

18. ZExhIEIE

18.1 {ERHRF
S NRT 5 =)V F N ) 7 AXER G AR o B R RO T PR
(AN 727 I FR) by, 7o b ryRy7 (H. K-
ATPase) @ SH 3% W54 L CEERIGVEZ BILE L. B o-ih & 3]
T b SHICHHESNZMREGEOMMIIE. EIIERRA 2
SO DIEED B VIE TV Y T+ I X BIHIER DB L H
GLTwabnlEzoNb, TOM, ZVvyF4+ ik oT
BESRIGPE AT 3 2 W REVE D HEW S 21920,

18.2 BEESWHIEIIER

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

18.2.2 v FHHEERERIZIBIFI LY TFINTFAL 2 v
AMP HlC & 2 5w & W3 %20 (in vitro)

18.2.3 18MBE A S HEHARICBIII LAY IV . RYFTHFANY
YR E R W, BN T v MBI A EBEE WL O e X
Z 3 S B A LR 2 BRI 2 R 47202320
1 2XHBHVIET v MBI 2 HEamireEfomsi. tho
7a by Ry FHERANCHELELS, P ATA MY Yo BRI
I TR 200.25)

18.3 BA pH LREH
e AN B T IcB s EW pH S L,y 1 H 11 5mg %5 1
H 11 10mg #%%5 1 H 1 [l 20mg %5 T & H12EW 4 E5AE
MaERL, #4550 H® 24 B IC pHA PLE % 7R3 R o %)

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 Iul 20mg 5O
EM*T 61%., PM*T 76%CT® 52,

SATACHEESR T + 7 1 — 2 P450 2C19 (CYP2C19) FEIANIL,
TRLEE TR I ) HE SN S,
EM (extensive metabolizer) :CYP2C19*1/*1, CYP2C19*1/*
2 1% 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 R X ) S 72 HY. K*-ATPase (%) L. #FHEE
H%&R$202 (in vitro) o

18.5 HiEBER
T v RO SHERIES D L VIZEERERIERZE (G
WALV A, KEMEA LA, BIM#ESE YAT77 I,
- ) —VROT7TAE) ) I L, MCHEGEEA S 5 »
13 REBR S S R & R §7228).29)

19. BRI T EBEZRIFR
—fB%HR: 5 N7 5 v — v+ b v 4 (Rabeprazole
Sodium)
1t % % : Monosodium(RS-2-([4-(3-methoxypropoxy)-3-
methylpyridin—2-yllmethylisulfinyl)-1 4~
benzimidazolide
: C1sH20N3NaOsS
. 381.42
AR AB~IEAAORETH S,
AR KD THEITF LT, =8 /= (99.5)
TR,
A 0.0Imol/L AKERILF bV & A3GRICE LT

Z)O

AR T B -

ABROKEN (1-20) BHEHEE RS By
RS AR S

%
%

EYP

g

O—CHs

HsC 0]

Na

N \ /
S e

N (0]

20. BURV EDEE
201 7V IHHEBIIER T #TTRETLZ L,

2. ax
(PTP) 100§ (10 $&x10x1 48,
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