20241 HUET (BE10R)

7u b rR Y FHEA

B EEERI HES

RIS 58 2 38 ) 872329
FRT 5 —F + 7 LEE

B & SEREF
BN : 34

SN\ TJS5Y=JUNaz20m:znn

RABEPRAZOLE Na TABLETS

) FE-EMEOLTEICKD
g2

ARES |22200AMX00664
HR7ERAsA | 20104E11H

2. B2 (ROEBEICIFZRSULEBVT L)

2.1 RENIDRES N LiBBUEDOREFERED H 2 B#E

2.2 7AYFUEILREE, VLYY VIERBESRS
FoBE [10.13HE]

3. fHRE - IR

3.1 #HR%
fR7e# 5~ 75— NagE20mg [YD]
BRI 15, SRSV —)F b U7 L20mg

D-v = kr—J, B{tMg., tLua—Z, o
¥y 7ot ru—A, AL Auo—ACa. AT
RHNA 7Y #Mg, IFLELlu—Z, EFaxu—2
THNVBIATII, 7Y VBB ATV,
BitF v >, ZZ@sk. AvFonNay

3.2 RFDOMHEIR

WRFE4 SR 75 Y — ) NagE20mg [YD]

PEIR - AT WEEBOBET VAT —T 1 VT

4. FNEEX ISR
BEE. T-EREE. UEHER. ERtRENRN.
Zollinger-EllisonfiE{®g$

5. MEERIIRRICEHET BFR
AHOBEVPBERICLIEREEBI TSI ENFHLHDT.
BHETREVWCEEERDS ARETH L,

6. iERUHE

(BiE%. TEBES. WEEES. Zollinger-EllisonfE
=88

EH. RAICIZTINT TV —LF b YDA E LTLE]L0mg
Z1H1EREO®RET 525, WRICE D 1[E20mgz 1 H 1 [EE
O%59T5ZENTED, 2B, BF. H§EE. WaKE
BTi8EME T, +THEBBEE TROERME TOREG LT
2o

(ETRMERIER)

WHREEEAOBEICBL TR, BF., RAICRIATS
V—=)LF bUDLELTIEIOMgZE I HIMEOKRS T 5
A RRICE D 1EI20mg%2 1 HIEREOKRE T 52 &N TE
%, 2B, BE. SEMEFTCO®RE LT B, £z, Ta v
Ry T ey — I X B BETHRATS2HE. 10
10mgXix1[E20mg# 1 H2[E., &5 IC8HAMBEOHRET S
ZENTED, 7272, 1EI20mgl H2[E# 51X EE DMK
BE2ETHHEICRS.

7. FBERUHEICEET %R
(BEE. TTEBSEE. WELkEE. Zollinger-EllisonfiE
=)

7.1 HRPE L WIS ROERE - BiEHE0B4&1C1[20mg
Z1HIEREG T 52 ENTE S,

(ERERER)

7.2 FIRPE L WIBE KR OERME - Eiat 0B &1 1[E20mg
Z1IHIE®RET S22 EATES (¥ - BREZBVIERT
W EEROMREE, Tu b Ry ey —
& BEFETHRAT I RH/EEHRL) . oy Tu by
R TAL ey —IC X 2R THRAT S BE I
L1E10mg i1 E20mg#z 1 H2ME. & 5IcS@mzEd
H5E 1. NESERETYERERERAMERLTLAZL
ZEEMERT S L. B AAILREI20mgn 1 H2[EE 5
E. NRBRECEEOMBEEELHE LIRS

[17.1.18].

8. EELREXRNEE

(RhREEE)

8.1 AFlOFEGHICIE, MEECHFEREIOER L. EHNIC
M ERIRE - MRAELERRE LTS CEPEE LV,

(BER. TTiEBEE. WSTER)

8.2 BB+ THEWO T, MFEEICIIHVR
WZENEFE L,

9. BEDHRZHTIBEICHI IR
9.1 GHHE - BIFEEDSH B EFE
9.1.1 BYBRECKEENSH 3 BE

9.3 FFHEEIESERE
FFEZEBE CHHERED WS A H % .
9.5 #Ti%

FEIRSURSEIR LTV B ATHEHE O 3 BRI IIBR L0
WHEAERIEE L2 SHMSNBEICORRET S
Zr. BMER (S5 MEO400mg/kg, VY FEE
30mg/kg) THREHEE (5 v b TIUEBE., ¥ FTH
HOET. (LHEBIE) AREIN TV,

9.6 1E3LiF
BB EOEREROBIEBROEREEEZE L. B0
WEXIFIEEHHTH L, BYER (S ) T
HHPABITT A EPHESNh TV 5,

9.7 IR
RS R SR & LT BB M L T L 20,

9.8 EEE
MEBEREORERN S 5 bN B KET 528
BEICRET AL, ARREE LCFBTORB SN S
B, ERETEIFRESIETLTVAZ EAEL. BIfE
Fitid 6hN5 T END 5,

10. tBE{ER
AR ORBIITAFREEBERF b7 0 —2LP450 2C19
(CYP2C19) K U'3A4 (CYP3A4) oEENERD SN
TWw3, [16.4%8H]
T/ AHOBBESWINFIERICE D FHRER ORI
ZEEIIME T EHH 5,

2s4aao12



10.1 HAER HALBLI L)

R BE BRAER - FEE T W - fEbREF
TEYFFELRBIE | 7Y FELOER | AE OB 55w
(LAT7HvY) PR T 2B ZENH | (EAHICED. BApH
[2.2208] H5 BERL, 7¥¥ S

EOL O R SET
L. 79 FELD
MAEESETT 2
BEhhds,
YL Y VIEBIE | VLYY VIERE | A 08 S Wi

(Y27 21h)
[2.228]

DIERZEBEY 2B
INNH %,

fERICE V. BWpH
HEFRL. YLEY
) VIR EEE O TR AS
ERL., YLEEY
YOI RES KT
TBHZENDH S,

10.2 HAES (HAICEETSHI L)

SEHI A BRI - $EE ST W - fElRE T
D= i HHFEEA O i PR EE | A O B B3 U
AFNTITRT Y BLERTRZIERFD | EHICKY. BAPH
% B ER L. HFEEA

DIz (EET 5o
A FaFrJ—) HHFEEH O i PR EE | AR O B B 53 sl
rFI4F=7 PETIT2BEND | EHICKD. BApH
H%o BLFEL. HFEA
DRIz ME S 2 B

TN H %,

IKEBIET LI =L
T KBk~ 73
2 LB OHIEER

AH B 5T A
R A R R AR R .
eI 5 1 B2 AR A
T 1 5% i R
WMTHBESZhZN
8%\ 6%ETL&
DO|ENH 5.

B IRATH %,

AR LEFS— b

AMRLFEF—FO

HFEIRHATH %,

if R A BT B
cenbB. BRR
DABPLEH—
ERET A5,
—RNICAF ORE
RIS AL EE

BI5I L,

11. BIfEMA
WROBWERNH5bNB I ENHZOT. BEE2 T
TV, BEPROSNBEIC3RE2PIET 5% L8
PaBx2iT> 2 &,

11.1 EXIGEHEAR

MATvavg BEEARHE), PFIT45FY— HER
)

11.1.2 R MmEkRA GRERE)., SEFRNIE (HEAH). M
MRS (0.1%K10) ., BIEEm ($EEARH)
11.1.3 BIEERFR (BHEAREA) . FTHEEEREZE (0.1~5%RKM) .

B|E (HEARH)

11.1.4 AR (0.1%KH)

FEEL T PPIREEE, REORE (REF) FOW
B ONFEITIE. HP P IR X S ORE 2 Ei
L. AFloO#EEFIETSEE b, BIBRERLE
VRIOBREEDOHEY) G UBEEITS T &

11.1.5 RERE (GEEAH)
FEERKBIEMMARE (Toxic Epidermal
Necrolysis:TEN) . BZJER:EAREMRER (Stevens-
JohnsonfEfE#E) . ZHEAMESHODLNBIEND
%o

11.1.6 SHBRE GHEAH). MEMER HERH)
BHEEHRE (BUN. ZJL7F=V%) KERTSZ
o

11.1.7 BF FUD LA GEEAH)

11.1.8 H&MAARIARE (SHEAH)

. B CKER. MPRTRBIA e

Y ERERBET HEBARMBES S5 DN B I LN

H%o

11.1.9 \AEE BHEARH)

11110 $E8LIRRE (SHEANEA)

TAE., BETE. RELH. IR, AL R K

BURENHSDNLZENDH S,
11.2 ZOtDEIER
0.1 ~5%Kif 0.1%K SRR
MBHORE E, RER | ERE
liiki:3 HMEREAD. B | FMRED, 5
MERBEA ., FEE | FIREEZ, V>
Rig., Aim | SERED
JFF fgk AST. ALT.|#®EYLE YD
Al-P. v-GTP. | b&#
LDH® L&
BB R ME E5 BiE
L2 fERB, TR, M| M. Wk, 7| EHR. B, BH
M. BR. |V VYE. B (MM KB R
W% 7zh. 0. &| (collagenous
B, 5 colitis.
lymphocytic
colitis)
WriER | EE DEL, L5 [ HAE, BE
&, R, &
Fi77. FIEE SRR,
BOET. 00
boh, RRY
B
Z At Wavzaro—|»dLE. FE (BOS5 52X,
JUo- HERRRG - | SRR, FEEL. | BAEE. AP,
BUNO LR, & |BEE. LUK | &7 E=7M
HIR. MHTSH | & CKo LR |[fE. K7 x>
i v AIME. i
==

F) FBHE ISR RREZ & T,

14. BRLOEE

14.1 ERIZFREOER

14.1.1 PTPEEOEFIPTPY — 26 WO H L TIRAT %
koM T 5L, PTPY— FOBEMKICE D, BV
AP EREREATA L, BRI Z BT L THERE
ARGEOEELAIEZHAET S ENH 5,

1412 KENIBBETH D A 2> T, BAZD,
W08 FIC, DALETEOIFERT S &,

15. ZDDFE

15.1 ERARERICED < &R

15.1.1 RFORHBESFICEEOER) -7 2Rz L DR
ErdH 5.

15.1.2 BN B 2 EBOBEMIET. Tu bRy T 1>
¥ —IC & BBEICB W TEHEEEICHES REESE
. FEEENR. BHEEHO) 27BN RE ST
W3, K. BRBRUOER (1FEML) omEz:
RZI-BET, B0V XML,

15.1.3 MBI B FRICARBE 2R E LIEROBIEN
T, TUu bRy T ey —2EE LZBEIC
BOWTIZOANIITL - T4 74 VNI KBEBR
B AT EIPRES N TV S,

15.2 JEERAREBRICE D < B3R

15.2.1 v bic5Smg/kgll B2 2FEMRORS L iz B
IZBWT, MTEHIZALF ) A4 RORESASNIZE
DOBEDH 5,

15.2.2 i ER (T v MEO®KE525mg/kgbl k) THIRR
EERCMFY A 02 D OEMPRESNTWED
T\ RIS Tz > TIEFRIFHEEEICERT 5,

2s4aao12



16. EMEE

16.1
16.1.

moiRE

1 SRTFSY—-ILF MUY LBEIRS
RS TI220mg 2 it & N G BRICEORE L
TeR OWERE B ICH L7 EM BRSNS A — 5 D
EE2RITRT Y. [16.2.128]

BHEPR[ABREOMEH ST SV =)L F b7 LD
RINTA—%

Cmax Tmax AUC
22
BERH (ng/mL) (hr) (ng - hr/mL)
MET 437 +£237 3.6x09 937+617
B 453+138 53+x14 901+544

(Pl + 2HERZE, n=12)

F7-. BEBRABTFIC5mg. 10mg. 20mg% AR
TRERS LR (BE55HE) OEMEHE/ T X —
FRHUROEBYTH B2,

BERBEABFICB T 5 RERSE (5mg. 10mg. 20mg) ©
MEEFFRFZV—)LF b T LOEYFRE T X —5

Cmax Tmax AUCo-t ti/2
i
RGR FRE (ng/mL) (hr) (ng * hr/mL) | (hr)
5 EM* | 146+56 (3.0 (2.0-4.5) 23697 1.8+0.9
m,
& PM* | 252+55 (2.5 (1.5-5.5) 585+137 |4.2%0.5
10 EM* | 383+83 |3.3 (2.0-5.0) 539+200 |1.5x04
m,
& PM* | 509+64 [2.8 (2.0-4.5) 1230+200 |3.8+0.3
20 EM* | 654+348 (4.0 (2.5-8.0) 994+477 (2.3+1.4
m,
& PM* | 8224232 (3.3 (3.0-6.0) 2331£663 |3.7+0.3
(FE - FEHERZE. TmaxidHhRE (B/IME-FAME). EM n=16.
PM n=8)
MAFRBIBESR F b 7 u—L4P450 2C19 (CYP2C19) H£HANZ., T
BIEFRIDSEINS,
EM (extensive metabolizer) :CYP2C19*1/*1, CYP2C19*1

/*23ZCYP2C19*1/*3

PM

(poor metabolizer) :CYP2C19*2/*2, CYP2C19*2/*3X

13CYP2C19*3/*3

16.1.

2 £YEHIRE SR

FR7FJ—)UNaE20mg [YD] &89y v bE
20mgx 7 U AF —N—KIZE D ZEhENIE (TR
TV —=LF MU T LELT20mg). BEBRAET
20 KRB AR OB E LTRSS XTS5V =)L)
PU T LAREARREZWE L7z, 8ok
85 A =% (AUC. Cmax) 22D\ THEHEN %
o 7-/ER. MAIOEYZNRFEEI RSN,

16.2 ORYY
16.2.1 BEOXE
R A B 71220mg 2 A TN X BRICEOKRS L
ToRE. BREESTIBEATRSICH L Tmaxss .76
REBET 5 & & B ICRIUCEEZEIZRO 5N TWABD,
[16.1.1=/]
16.4 {3
BERERABETICI0mE. 20mg2E %5 Lol
FROREWIE. FICTERBEN LRI E D AERL
FAIL—=TIWUETH >, ZOMICHREBERTFT D
T —2.P450 2C19 (CYP2C19) A E5 T B A F )L
LRSI & 0 AR L7 X F Uik, 3A4 (CYP3A4)
HEET B ZIAR AL & VAR LTz ZVER ARDS
EHH5NDAS, [10.8H8]
Bttt
BERABTFII20mg 2 BOKS UigE. #51%240
% TICRPICSART T — L F ) 7 LADORELEIZ
BHENT, REWTHE2 VR VBIERTZEDO T LY
O Y BAAAIPBREEDORN29~40%. ALK TV —)L
B A AR 13~ 19% Rt S 7= D4,
16.7 EHEER
HE (XTSI V—-)) THREBEZEF b7 a—24
P450 2C19 (CYP2C19) ~oR#@BAICL D HELE
HAZRDOSNTWAITEINRL, TLT77) Y (R-7
L7 7)) IR LTINSV —)LF M ThlEIh
5OEFNOMPBEICHELZEI BV EPRESNIT
W5, £z, HE (S5 V—L) CHREEERT
r 7 a—24P450 1A2 (CYPIA2) OFEICKIVEAE
ERDRDONTVBTA T LUV LT ITRTS
V—=LF MU LMHPBEICHELZE X BV LR
EENTWVBE0),

17. ERPRRE

17.1 BERUREMICET BHER

17.1.1 —RRERREBR R U —E5RLLERKER
BEE. + RS, MRt EER RO EHREE
EXRICIH1E10mgXid20mg % %5 L 7= — % R
HEBEKU _EERERAR (RE5HH:6~8EE) o
BiEIE TEOEBY THBN10),

16.5

G W EaTR

=h-e 94.0% (189%1/20141)
+ZiRBES 99.4% (15945/16041)
W EE R 90.9% (50f/55)
W& AR 83.3% (10fi/124)

EEAERVCHABO O MR A ey —iGE
ICEAED OMREREREEZNRE L HE58HE
BONHEBEBREICEZBERITREOEBDTH-
7217, [7.2208]

1[820mg 1[810mg 1[8120mg

1H1ME 1H2[E 1H2[E

20k 58.8% 78.4% 77.0%
(60fil/1024) (80fil/10241) (7711/10041)

grade AKUD 65.1% 87.1% 79.5%
grade B* (56f5/86) (74451 /8541) (664/8311)

grade CKU 25.0% 35.3% 64.7%
grade D* (4f1/1641) (661/17%51) (1161/1761)

HENRT A= BEINGA—F
AUCo-10 Cmax Tmax ti/2
(ng + hr/mL) (ng/mL) (hr) (hr)
AVENESY 861.9 501.6
Najt20mg [YD) |  +264.8 +1625 | 28F07|1.0£0.2
YTy R 853.3 545.6
20mg +310.6 +2209 | 3507 09%0.1
(Pl R, n=29)
(ng/mL)
600
—— IS T — )L NasE
500 20mg[YD]
% 400 +78Y Ty ME20mg
F 300 (CEHfE = EHERZE. n=29)
b
g 200
100
O 2

0 2 4 6 8 10
He G (hr)

PR OICAUC, CmaxBED/87 X —4 13, #ERE OBIR, FRo
PR - BB OB IS L > TR SRS H 2.

F) SRFSYV—LF )T L10mg/H. 5>V T 5V —L30mg/
H. X755V —)20mg/A % 8BRILL L% 54212 RiARE I3k
R RICER

oY BV AGHE (WE2) ICLBEEE

Fo. BREERBICBOWTENpHLEEERAP IR
75—+ Uy A1H1E20mgHRET1HLE
10mg#Sic kR TH< . BREEB T 25 XS
5 —)LF b U 41 H1E20mgk 5 0H AR
5NTV5810,

2s4aao12



18. EMEIE
18.1 {ERHER
SRFF —=)F b7 LGB IR O B SE TR
Mk (AVT7 227 INE) Kb, TabrRyS
(H*. K*-ATPase) MOSHEZ &M L CBRIEE2H
EL. BowENGET 5, SHICHESNBEREED
EIEIIE. FEIERRALY 5 OEYOER D 5 0TIV
Y FF IR BTEEEOHERPEEL TV EbDEEX
bNb, ZDfh. TV FF Ik > TEEREESEIE
TAHAREM D HERIS N 518~20,
18.2 BEESWINEIVER
18.2.1 BERABFICB T2 H A MY U HBEEE S W U
1H1E10mg# 5. 1H1E20mgk5 T b IcR59
Ha o ZERLIMHEEREZR L. #51HEKU7THED
BrWEORARIZIBELIEOMgEE T72~76%.
90~96%. 1H1[EI20mg#5 T88~89%. 99%TH
221),22),
18.2.2 VY FHHEERERICBI AV TFIULYA 7Yy T
AMPRIEIC & 2 B3I 2H9 519 (in vitro).
18.23 BEEAHIBEHEERICBU LAY IV, RUIHR
MU VHEBERESW. XITT Y MBI SERERE
FWRTERY I 2RI B W LR 22 iiiilfe
%%%119),23),24)0
A XHBHVIET Y MBI 2 BB WIHIER O EE
. fho 7o bR FHERNCHE LEL . H s
AN DI R N29,
18.3 BWpHLE1ER
BFEBRABFICBIT2EApHICN L. 1HI1ESmgH
5. 1H1E10mg#H5., 1H1E20mgk5 TE b ICEH
7 ERERZTR L. #%55HEO248/FIcpH4AL %
AYTREOBEIZIHIBESmgESEDEM*T46%.
PM*T63%. 1H1[E10mgH5DEM* T58%. PM*
T72%. 1H1[E20mgH 5 DEM*T61%. PM*T76%
TH 52,
MAFREIBESR F b 7 u—2L4P450 2C19 (CYP2C19) H£HANZ., T
BEFRIOSEHEENS,
EM (extensive metabolizer) :CYP2C19*1/*1, CYP2C19*1
/*¥2X1ECYP2C19*1/*3
PM (poor metabolizer) :CYP2C19*2/*2, CYP2C19*2/*3X
1ZCYP2C19%*3/*3

18.4 H*, K*-ATPasePB=Z{ER
Ty EREL DT -HY, KH-ATPaselc®t L. 3w
FHEMERH 278 9720:200 (in vitro).

18.5 MEEER
Ty MEAWEBEREED S VITERBMERE

(B WRA LA, IKBWRA LA, WMER. ¥

AFT7 IV, HBRE-IY ) —LRUOT7T ALY V) IZHRL.
BOWREBEFR» 2 VWIEMEREREER 2R
423).27)29),

19. BT ICEY 2IE(LZHIFR
— BT TRT T —LF P T L
(Rabeprazole Sodium)

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

: C18H20N3NaO3S

1 381.42

CHE~MEOBROMRTH 5,
KICED THEIFR T 28 —)L (99.5)
IZHEF R,
0.01mol/L/KE{tF bV 7 LAFKICIE T %o
gt TH %,
KB (1—20) BhettEzmszun,

%
?.

EDP
SE L B

fesEE=

Na

N g \N /o i
/> \
N 0

20. iRV EDER
20.1 7V I WHEZIIESE BT TRET S &,

22, @R
100%¢ [10%E (PTP) x10. #/RAIAV]

23. FEHL

1) Yasuda, S. et al. : Int. J. Clin. Pharmacol. Ther.
1994 ; 32(9) : 466-473

2) HARNBREBRABMEZ R E LZE38100 iR R
(VYT MEE: 2014FE12A26H AR, HiFERMIE
2.7.6.1)

3) (BB EANER - AW E SRR

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) HiE=HE fit : Modern Physician. 1994 ; 14(S.) :
38-68

8) AFHH fth : Modern Physician. 1994 ; 14(S.) : 23-
37

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

10) \BIER fih : Modern Physician. 1994 ; 14(S.) :
85-99

11) #JIIF8X fth : Modern Physician. 1994 ; 14(S.) :
100-107

12) HMHE fih : Modern Physician. 1994 ; 14(S.) : 108-
115

13) #¥#E fih : Modern Physician. 1994 ; 14(S.) : 116-
123

14) AWEE fih : Modern Physician. 1994 ; 14(S.) : 124-
136

15) HHE fih : Modern Physician. 1994 ; 14(S.) : 137-
147

16) FiZ=FK {th : Modern Physician. 1994 ; 14(S.) : 1-

22

17) Kinoshita, Y. et al. : Am. J. Gastroenterol. 2012 ;
107(4) : 522-530

18) E+N\NEHAERTHEHE ENIIEE. 2021 ;
C5995-6001

19) Fujisaki, H. et al. : Biochem. Pharmacol. 1991 ;
42(2) : 321-328

20) BEIRFSEE  fih - HASERZMEEE. 19935 102(6) - 389-

397
21) BHER  fih BHEEEE. 1999 ; 27(4) 1 705-712
22) HEER M ABIEK. 1994 ; 41(7) : 143-150
23) Fujisaki, H. et al. : Drug Invest. 1991 ; 3(5) : 328-
332
24) ¥t EZ filh: G. 1. Research. 1993 ; 1(5) : 493-496
25) W&k fth: G. 1. Research. 1993 ; 1(3) : 274-280
26) Morii, M. et al. : Biochem. Pharmacol. 1990 ; 39
(4) : 661-667
it E%  fth : G. 1. Research. 1993 ; 1(5) : 497-500
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24, XEREERERUHEVGHEE
HRAHEEE BEREKRE
BEIREILHRETRIRE3697HF ST

BI8. 0120-647-734

26. BHERSTEES
26.1 SH&EERSETT
‘// et b EE

EREILMERIINSE3697EM8S
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