*k 202654 HEET (B3hR)
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7u b Ry FIHEH
SRS —)ILF MY T LEE

B EEERI HES
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B BERF
BHHA - 35

RABEPRAZOLE Na TABLETS

RRES
HR7E B %A

22200AMX00664
20104114

2. B2 (ROEBEICFBESULENCE)
2.1 RADREST I LiBEEO IR D & 5 BE
2.2 VLYY VHBEERSHROEE [10.15]]

3. #8m - IR

3.1 #8mk
e 44 SRF5 YV —)LNafE20mg [YD]
BRI 18, ST 5 —)LF Y7 420mg

D-v»=bt—, B{tMg. Elu—R, kKo
FyFuitilu—R, #HlLAa—ACa. AT
7Y YEBMg, TFILELO—A, SO AT—2R
TINVBIZATIL, Ut VIEHFBI AT,
BitF v >, ZZEEsk. AvFonNay

INA]

3.2 BEI DMK

fR7e# 5~ 75— NaE20mg [YD]

AR - A WHEEOBE7 A VAI—T 1 VT §E

St Skl
IS (Fpe) (Rgt) =

B #97.2mm
B #3.8mm
HE 142mg

4. FNEEN ISR
BEE. T-EBREE. UEHER. ERtREN.
Zollinger-EllisonfiE{®8$

5. BEERIIRRICEBIET BFR
AHOBEVERICLIEREBRT S ENFHLHDT.
BHETRVWCEEERDS A/RETH L,

6. iERUHE
(BiEE. TTEBES. WEEES. Zollinger-EllisonfiE
=85
EHE. BRACWEIRTIY =L+ Yo LELT1E10mg
Z1H1EREO®RET 525, WRICE D 1[E20mg % 1 H 1[EFE
O%59452EDTE5, 28, BF. HEE. WaKE
BTI8EME T, +THEBBEE TROERME TORE LT
2o
(ETRMERIER)
WHREEEAOBEICBL TR, BF., RAICRSATS
V—=)LF bUULELTIEIOMgE I HIBEOKRS T 5
A RRICE D 1EI20mg % 1 HIEREOKE T 52 &N TE
%, 2B, BY. SEMEFTCO®RE LT B, £z, Fa v
Ry TA ey — I X B BETHRATS2HE, 10
10mgXix1[E20mg# 1 H2[E., &5 IC8HAMBEOHRET 5
ZENTED, 272U, 1EI20mgl H2[E#: 51X ERE DMK
BE2ETHHEICRS.

7. BERUAZICEET %8
(BER. T-ERmEE. WEEER. Zollinger-EllisonfiE
8%
7.1 FIRAE L WA R OB - B o0B&1C1E20mg
ZIHIEHE TS5 ENTE S,
GETRMERER)
7.2 P E L WIBAROERE - BEEOHEIC1E20mg
ZIHIERET 52N TES (FFR - BRERVET

WREREROMEFEE, Yubr Ry ey —
I BEBETHRAT I HHBEERL ). /s T by
Ry AL ey =L KBRBETHRAT 2 EBEH I
U1E10mg¥id1E20mg#% 1 H2E, & 5I1C8iER%ET
LA, NHRSERECTHREEERMGEL TV L
CERMRT AT &, B AHINE20mgd 1 H2[E#E S
. IRERETEEOKEEE LR LIHEICRS
[17.1.128].

8. EELREFWIR
(GhEELLE)
8.1 AFOHEHITIE. MEBCIFHEEICER L. EHRIC
MEARARE - MRECERREZITO CENEE L,
(BEB. TEBEE. USEEs)
8.2 RHIOMERARENS+7 T T, #MIEFEEICIIAVG
WZEFEF LW,

9. HEDERZAIBZIEEICHTIIEE

9.1 EBHE - BIEEEFEDH D EE

9.1.1 EMBREDEHEEDSH 3 EE

9.3 FikaEEEEE
AR B E CIFEMEORED B 5o

9.5 iR
IR AR LTV AT O & 2 g idia® LoF
WD fEREE LR 2 EHE SN BIBEICORBRET S
Z&. BYER (5 v MEO400mg/kg, 7Y FEE
30mg/kg) THRHE (5v b TILEEE. 7Y FTH
HOET., [LEBE) r#ESNTV5S,

9.6 1EA.w
R EOBEREROCBIARBEOERELEER L., BAD
MR EPIE 2R T A &, BMER (Sv ) TH
HhABITT B EPHRE SN TV 5,

9.7 INR
NREERRE U BREBIEERL TL a0,

9.8 GEE
HLBEREDRIERD H 6 bz GE& I kET 4 L
BEICEST S L. AFlEEE LTHETR#ESNS
B BERETEIHBESETLTWS ZEFEL, BlfE
HArbobhdsl endHs,

10. H8E{EH
AFORBFIIIHFRB#EERF v 7 1 —L4P450 2C19
(CYP2C19) KU3A4 (CYP3A4) OBESHRDH 5N
W3, [16.42H]
7. RBNOBBHRTIIIHEHERICE D SrRZEA O MRIX
EIBESITIHT A & H 5,
*10.1 HAZZS HALLBWI L)

R % ERRAER - HEHE S WP - a7
YL EY VIERRIE | VLR VIERRE | AH 0 8BRS i
(Y25 1) DERZEFE T 5B |[EAICED. BWNpH
[2.22H] ENHH 5, HEFEL. VLY

U VIR ERIE O R A
EFRL. YLELY
YOMPRESET
TH5IENDHS,
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10.2 HEEE (HAICEETSIE)

SEHI 2 F BRI - $EE ST W - fElRE T
vaxvy HHFEEH O i PR EE | AR O B B 53 WA
AFNDTXT Y BERTEHZEND | ERICKD. BApH

%o

ALEF L. HFEEA

DR Z{EET %o
A FarJ—J HHFFH O iR A | A H O B il
FI45=7 PERTI2BENH | ERICKD. BApH
H%o ALEF L. HFEEA
DRIz WE 9 2 B
INNH %,
KBAET N I =7 b | KRB G ICHA | EFREARTH 2.

I - Kb~ 7 3
¥ NER OHIBA

R A I R AR AR .
BRI 5 1 R R AR A
T4 I 55 P i R
WMTHBEPZLZL
8%, 6%BETRLz&
D|ENDH 5.

A BB LFF— b

AMPLEF— PO

B IRHTH %,

MmHRED» ERT 2
ENHBH. mHE
DA MBMLFH—}
ERE5ITHBAIE.
—RRICAR OHRS
Elky s Ez®E

BaHI &,

11. BWER
WROBWERAH6bNBIERHHDT, BELE2THIC
T, BEFRDONTHEHICEBEEZPIET 54 88
P MEBEEITH T &

11.1 EXIGEIER

M1 Yavg BHEEARH), PFI7453Fy— (HER

B)

11.1.2 AMERRES (BEERE). BENINE (HEAH), M
MRS (0.1%:K1) ., BIEEm ($EEAH)
11.1.3 BIRERFR (BHEEREA) . BTEEEEREZE (0.1~5%HKH) .

BE (HEARH)
11.1.4 EEMAR (0.1%KH)
FEEL, M. IPIREEE, EORE (BEE) Er/F
B 5 NZHEITIE. ER I XS ORE 2 £
L. AFlO%EEFIET AL b, BIBRERLE
CRIOBEEDOHE R NBEITS &,
11.1.5 REREE (BEEAH)
HEERKEIFEMMAE (Toxic Epidermal
Necrolysis:TEN) . REHBEBREMRE (Stevens-
JohnsonfEMRRE) . ZHRAMESHODLND I END
%o

11.1.6 SEBEE (HERH), HEEER (EERH)
BHEEME (BUN, ZL7F=0%) ITREET A
&,

11.1.7{8F U S LMAE (BEEAH)

11.1.8 1&REARIRRAE (BHEAHA)

. B CKER. MPRTRRIAZuE
v ERERHE T HEBHMBES D 5bhd I &N
H%o

11.1.9 \{HEE GHEAH)

11.1. 108 4RRE (S REA)

TAR. BEGH. REYNHE. U, AL, SR K
BREENFHLDNEZEDDH D,
11.2 ZOtDEIER

0.1~ 5% 0.1%A SR

BHUE FEE . IREERR HHE

I Bl B
MERIE I 47 R

RS, Alfl

RIS,
EEE, VY
ISR

FiF A AST. ALT.
Al-P. v-GTP.

LDH® k&

wEUYLEY D
stz

0.1~ 5% 0.1%K1i SRREANEH
TR & M b5 BiE
M2 R, TH. 8| ER. Wk, 7 | &R, B, B
WS B | Y YYRE. B [ MEN KB R
AR % 7=t, 0. &| (collagenous
AR, 85 colitis.
lymphocytic
colitis)
BeER | R HEV, S50 | TAE, B
. BRA. MU
5. FESERR
EBHET. O
boh, KEY
Z Dt WavAso—|»9HE, BE.  HOob52%,
- RN - (BRI, FEEL. | BIEVE. AN,
BUNO L®, & |BiERE. LUK |®ETyE=7M
R, MHATSH| & CKOLER |[E. v /x>
i T A MRE.
{LLE

) FBUHEIBGERTERREZ & T,

14. BRLOZER

14.1 BAIZMBOER

14.1.1 PTPEEDOHEANIPTPY — M SW Y H L THRAT 2
EOEHT S L, PTPY— FOBMKICED ., LS
AP REREATA L, FIZZFL2B T L THER
MREOEB R GHELHHT 5 LN D5,

1412 FANIGESETH O . RAIZH 7z > Tk WATZD,
B0 EFIc, OHLETLITERTHI L,

15. ZDHDFE

15.1 ERERERICE D B

15.1.1 AR ORHBESHICBEOER) -T2 ROz L OR
ErH 5,

15.1.2 MBI 2 EHMOBEMET, 7o bR T A
Ly —IC K BBEICB W TBEHEEICHES IREEE
. FREHER. BHESHOU R 7EMPRESNT
W3, [, BAEKOESHE (1FDE) onEz
ZF-EBET. BHoYRAZASEIML,

15.1.3 BB B FICARBEZNR L LIZEROBIEM
=T, TabrYRYTA Y —2EBEL-BEIC
BWTIZORARMNIITL - T a4 T4 VK2 BB
LY ZA7EMPRESN TV S,

15.2 JEERAREBRICE D < &R

15.2.1 v bicSmg/kgbl bA2ERR RS L - SRR
ICBWT, MTEICHALF ) A4 FORESASNIZE
OHEDNH 5.

15.2.2 i ER (T v MEOHKE25mg/kgbl k) THIRER
HEROMFY Aoy v OENAREENTVED
T FRIZH 7z > TIIERIEBREICER T 5,

16. ZWENE

16.1 MARE

16.1.1 SRTSVY—ILF MUY LBEIES
RSB FI220mg 2 B T XITBRICEORS L
TR OWERE BICEE LB T X —5 DT
EZRIORT D, [16.2.1287]

BREDRBBRBOMBR ST SV =)L) N 7 LADEY S
RNT A —%

Cmax Tmax AUC

S

il (ng/mL) (hr) (ng - hr/mL)
BET 437237 3.6+0.9 937x617
B 453+138 53%x1.4 901+544

(FiofE L RHERZE. n=12)

F7z, BERABFICSmg. 10mg, 20mgZEiR R
TRE®RES LK (B55HE) OEMHELINT X —

2s4aalo14



FRUTOEBYTH B,

BRBEASEFICB T 5 ERSK (5mg. 10mg. 20mg) O
MEEH S RF 5V —)LF b T LOEYERE/ ST X —F

Cmax Tmax AUCO-[ ti2
F]
RSB FRE (ng/mL) (hr) (ng - hr/mL) | (hr)
s EM* | 146%56 |3.0 (2.0-4.5) 236+£97 1.8£0.9
m
8 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 |1.5+0.4
m
8 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) 994477 |2.3x1.4
m
8 PM* | 822+232 3.3 (3.0-6.0) | 2331+663 |3.7+0.3

(Pl £ REERZE. TnaxldHRE (B/ME-RAME). EM n=16,
PM n=8)

KAFRBIBERF b7 u—L4P450 2C19 (CYP2C19) E£HEAIZ, T
BEFRIOSHES NS,

EM (extensive metabolizer) :CYP2C19*1/*1. CYP2C19*1
/*¥2X1ECYP2C19*1/*3

PM (poor metabolizer) :CYP2C19*2/%2, CYP2C19*2/#*3X
1ZCYP2C19%*3/*3

16.1.2 EYFHIEF 1R

FRFF YV —)UNafE20mg [YD] &%) T v ME
20mgx 7 uAF —N—HICE D ENENIE (TR
TS5V —LF FUTLELT20mE). BERART
29B I EBEREO#RE L TR IS T — L+
MUY LREFREZRE LTz, 85N EMERE
85 A =% (AUC, Cmax) IZDWTHEH#ITZ1T -
TAER WAIOEMZENRSEESHR S,

HENT A= BEINGA—F
AUCO—IO Cmax Tmax t12
(ng + hr/mL) (ng/mL) (hr) (hr)
IRT TV =N 861.9 501.6
Najt20mg [YD) |  +264.8 +1625 | 2807 1.0£02
RUEAN 853.3 545.6
20mg +310.6 +2209 | 30%07 09501
(P9 £ 1Z8ERZE, n=29)
(ng/mL)
600
—— IR 7TV —)LNajE
500 20mg[YD]
% 400 %) T v ME20mg
F 300 (ol = EHERZE. n=29)
-
g 200
100
O¢ .

He G (hr)

MEEFREL FICAUC, CmaxBFD/8T7 X =% 13, #HEREOBR, (KRO
PR - RS OMBEIFIC L > TR SRR H 2.

16.2 DRI

16.2.1 REDXE
BERABFII20mgE AT LIBZICEOKRS L
7ok, BRHEGTIIEETHRGICH U Tnaxd 1. 7R H
BT S & B IR FEZESBD LTS,
[16.1.1208]

16.4 {5
BFERABFICI0mE. 20mg#RO#HSE L7 KoM
OB, FICTEBERNLBRTRISICE D ER L
FAIL—TMERTH >, ZTOMICHFREERT N
T —2A,P450 2C19 (CYP2C19) #ES 3 B X FIL
LIS K DR LIz X F LR, 3A4 (CYP3A4)
PEET B 2N A LRI &K D AERR U7z 2L ER RS
B H5NZDAS, [10.508]

16.5 ittt
B ABFI220mg 2 BOKE UGa . 51524k
BIE TICRPICSRTT YV —LF M) 7 ADORELEIE
BHENT, REWTHEHLVRVBERTZEDO LY
o v BAA RS RESEDORN29~40%. ALH TV —)L
BB E A 13~ 19%Hkt S - DA,

16.7 EYMEEER
HE (XTSI V =)L) THREBEZEF M7 0—24
P450 2C19 (CYP2C19) ~ofR#maIc L D HEME
FASROOSNTVAEITENSAL, TLT77) Y (R-T
LT 7UY) IRHLTSRTSY—LF UL H
SOEHOMAEEICHERZSI LW EPFRESNT
Wb, 72, FE (Sov TS5 V—)) THREESET
F 7 a—24P450 1A2 (CYP1A2) OFEICXVHEE
ERPBOOLNTVETF T 4 Y VIIRLTHIRTS
V=L MU LEIMPREICHERS X R\ LR
HENTNB0,

17. RS

17.1 BHMERUREEICRET 5HER

17.1.1 —ERREBRR U SR B R
BEE. + RS, MRt EER RO EHREE
ZHRICIH1E10mgXid20mg % %5 L 7o — % R
HBERU_EEMLERRE (R5HH:6~88M) @
BAEIE FROEBD THBHD~10,

MREE RS R

=hie 94.0% (189#1/20141)
+ieREE 99.4% (159%1/160#1)
PRI RE R 90.9% (501/554)
W& R 83.3% (10f/124)

BEAERVCHBO SO My B 1 ey —iGE
ICHERED OMHEREREE 2R E LKE8HE
BONEBERBEICED2BERITROLEBDTH-
7217, [7.228]

1[E20mg 1[E10mg 1[E20mg

1H1ME 1H2[M 1H2[MH

L0k 58.8% 78.4% 77.0%
(60%1/102%1) | (80%U/10261) | (7741/100%1)

grade AR 65.1% 87.1% 79.5%
grade B* (56151/864) (74151/854) (66f5l/8341)

grade CKU® 25.0% 35.3% 64.7%
grade D* (4%51/164) (661/174) (11451717431

E) IRTFIY—=LF YT LI0mEg/H. TV S5V —)L30mg/
H. X735V —120mg/H % MM L L3545 1 RIGH I3 #E
PR IC R

HREH T ENANE (WE2) KK SHEER

7o BAEMEKABICBWTENpHERERNP I AN
TV —=F YT ALIHIE20mgHETLHLE
10mgHGICHARTHELS . EREEEICNT 27X
IV =)+ YUY LALHLER20mgHR S DOFE A% R
5N TWN58).10,

18. ESHEIE

18.1 {EFRE
SRT SV —=)LF M) 7 LIXEES I O B M SR TIE
MW (AV7 2073 MME) icky, FarkyR o7
(H*. Kt-ATPase) OSHEZ &8 L CBERIEH 2 H
EL., BYWENET S, SSICHEESNZEBEEED
EIEICIZ. BRI 5 DY DHED B W\WIE TV
T FF UK BEEEOHERPEE L TWAbDEER
5%, FDM, ZIFFF Ik > TBEREESREIE
T AR D RIS N 518920,

18.2 B WINEI{ER

18.2.1 BEMABTFICBIF B H A MY U HIBEE WX L.
1H1E10mg#H 5. 1H1E20meg# 5T &b I 54]
Ha o ZH2MHEIERZR L. #51HEXU7HEH®

284AJ014



BowEORA LERIIBIEIOMgHRET72~76%.
90~96%. 1HI1[EI20mg#5T88~89%. 99%TH
221),22)
18.2.2 Y FHHBEBERICBI SR TFIULYA Y v 7
AMPHIEIC & 2 BB W2 WHI9 519 (in vitro).
18.23 BHEEAHIBEHEERICBIILAY IV, RUFHR
MU CHIBEBRSW. BTy MBI AERER
FWRTE RAY I 2RI E B Wt Uik 2z ifile
Fl%579719.23).24)
A XHBHVIET Y MIBY 2 BB WIHIEROEE
. fho 7o bR FHEFNCHE LEL . A s
A2 M) ORISR NN,
18.3 BApHLEER
B AE T8 5 BApHICR L. 1H 1 E5mgi
5., 1H1E10mg# 5., 1H1E20mgkETE S ICEH
7 ERERI %R Uy #2550 B 02485 Fic pHALL 1 %
ARIREOEAIZIHIESmgHE S5 DEM*T46%.
PM*T63%. 1HI1E10mg#H5DEM*T58%., PM*
T72%. 1H1E20mgHE5DEM*T61%. PM*T76%
TH 52,
MAFREIEER F b 7 u—L4P450 2C19 (CYP2C19) HRHAENL., Tid
BEFHEIOFHES NS,
EM (extensive metabolizer) :CYP2C19*1/*1. CYP2C19*1
/*2X1ZCYP2C19*1/*3
PM (poor metabolizer) :CYP2C19*2/*2, CYP2C19*2/*3X
IZCYP2C19*3/*3

18.4 H*, K*-ATPasefBZ={EMA
Ty EREL DL -HY, KT-ATPaselcxt L. 580
FHEMER %R 92020 (in vitro).

18.5 PLEEIER
Ty MEAVWLESEERBED 5V IFEBRBRERE

(FEHWERA P LA, KBHEZ ML R, WPTER. &

ATFT IV, BEE-T¥ ) —ILVEROTAEY V) IR L,
BOWHEBEBEFR» A2 VIIEMEREREBER 2R

9723),27),28)

19. B ICEY IE(EZHR
—MREIBIE : TRT T —F MY T L
(Rabeprazole Sodium)
{t. % 4 : Monosodium (RS)-2-({[4-(3-
methoxypropoxy)-3-methylpyridin-2-
yllmethyl}sulfinyl)-1 H -benzimidazolide

7 F 3 CisH20N3NaO3S
5 T 2:381.42
[ R AE~BEAAOHRTH S,
HKITHBD THET R T LT J =)L (99.5)
TR0,
0.01mol/L/AKER{LF V) 7 AFWITHET 5,
BB TH 5.
KB (1-20) et E RS20,
LS

O_CH3

H;C OJ_/

Na

N < \N /RO R
/> \

N (@)

20. BRL EDER
20.1 7L I LRRAEMRIINE

22. &
100%¢ [10%E (PTP) x10. ¥MRAIAD]

KEHITRET S &,

23.

1)

2)

5)

6)

8)

9)
10)
11)
12)
13)
14)
15)
16)
17)
18)
19)
20)
21)
22)
23)
24)
25)
26)

27)
28)

*% 24,

26.

EER

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

HARNERBRA B Z MR E UZE38100 [ /R
OSV Ty MEE: 20144E12A26 &R, HEBERHTE

2.7.6.1)

) HRER - AR RS

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

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

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

FFIE=HF fth : Modern Physician. 1994 ; 14(S.) :
38-68

AFTEH  fih : Modern Physician. 1994 ; 14(S.) : 23-
37

B fih - Modern Physician. 1994 ; 14(S.) :
69-84

NEER ft : Modern Physician. 1994 ; 14(S.) :
85-99

FJI[FESC it : Modern Physician. 1994 ; 14(S.) :
100-107

EHHE fth : Modern Physician. 1994 ; 14(S.) : 108-
115

¥ fth : Modern Physician. 1994 ; 14(S.) : 116-
123

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

HFHE fth : Modern Physician. 1994 ; 14(S.) : 137-
147

FIE=ER  fith : Modern Physician. 1994 ; 14(S.) : 1-
22

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

B+ N\REHAERAFRHESET EIIF)E. 2021 ;
C5995-6001
Fujisaki, H. et al.:
42(2) : 321-328
RIS fth @ HARZIEZHEE.
397

ARER fth @ EEEIHE. 1999 ; 27(4) : 705-712
HEIEH fth - ARFEK. 1994 ; 41(7) : 143-150
Fujisaki, H. et al. : Drug Invest. 1991 ; 3(5) : 328-
332

ft E%  fth : G. 1. Research. 1993 ; 1(5) : 493-496
WM& fth : G. I Research. 1993 ; 1(3) : 274-280
Morii, M. et al. : Biochem. Pharmacol. 1990 ; 39
4) : 661-667

ft E% fth : G. 1. Research. 1993 ; 1(5) : 497-500
Ty MBI BT ALY VEBBEICNT AER (V%Y
I v ME:2014F 1226 H AR HFERRNE2.6.2.2)

NERBERERUBWVWEHh EE

BtEd A — LT ¢ v 7 AMREH BEEERE
EILRE LTIEHHT#E3697HF# D8

8. 0120-647-734

@ﬁ,ﬂﬁ%ﬁ%‘%

Biochem. Pharmacol. 1991 ;

1993 ; 102(6) : 389-
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