x20234E8 H i ET (452h0)
20194E11 A e ET

Wik SRR
AN - 34
RS S

70 bR TREEA]
SNTSY—)bF bUD LR

H ARG i B o
872329
KRBT GGG
22200AMX00411000)  20104F11H

SN ’S5Y'—)UNaig FE20me 4,

RABEPRAZOLE Na Tablets meu,
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2. ZER(ROEBZEICFEEULEVNT E)

2.1 RHO S Ui OB E O & 2 B H

22 FHWFUNGEE., VWYY VB AR S T O BRE
[10.1Z:H4]

3. A - Mk
3.1 #RL

WioE4 ARy (15Erh) pyilIEsl

D-X Y= b=, FABHILY
T A, KEEILF MY T A BF
o¥xy7ra¥irkiro—2, K
EfEr Fof sy 7aren
H—A, A7T7 YV VB~ 74y
A, 7T AT—RA, )7,
RKYVE= v7nva—j-72r1)
VI - A5 7 ) VEE A F V3R
Gk, XF 7 VIR v —
LD. 79 VEEESF M) o A,
F) VR — 180, ¥
YTV, @BbF sy . =
TEbEk. v oNay

IRT T
Na¥ii$e20mgl W
b

HIRIXT TV —
VI Y7 A20mg

3.2 REIDMIR

biSi2
5e 44 FilbiA i)
o % % i
SRFS SRFS
snggyon| A 20 20 =
e -7 || B2 ot
Nadi$e20mg W | .~ .
) © 7 S\ | g (mm) |17 S (mm) | %R (mg)
(Wiiti5e) 73 37 145

4. FHEE - FIR
BEE. TTIERES. MAMHESR. WRkRENR. Zollinger-
EllisonfEf&E:

5. ZhEE - RHRICEHET DER
AHA O GHHRNC & BIERZ BT A Z LD L DT, BT
BV ERERD ) ZHG5THT L,

6. it - HE

(BiEE. TiERSEE. WELEE. Zollinger-EllisonfiEl&EE)
WH RAZIETIART T =+ M)Ak LCll0mg#z1H1
859 525, FRIC X 0 1E20mg % L H 1R 3% 545 &
LOSTE D, b, WM. BEE. WAIKRYE CIZ8EM F T,
T AR TIR6EM TG LT 5,

GERIEEER)
WP EREOEBEBCB VT, B BAICIESRT TV — L
FhU A ELTIMIOMmgZ I 1M 53 525, JwIkic L D
1M20mgZ# IH 1M 5352 ENTE S, B, @E. B
MEFcokbtds, 720 7ubh R oL vy —12k5b
BIECRIEREA T 284, 1H10mg i1 M20mgx 1 H 2, &5
QARG 3 A5 ENRNTE S, 72720, 1M20mgl H2[R$%
B3 EEOREGEZATLHAICRS,

7. % - AEICEET IR

(BEE. TTEEEE. Watkas. Zollinger-EllisonfiElzE:)

71 FRDFE L WIGE RO - HEEEOBA12120mgx 1H
[¥5925Z LR TE S,

GERMERIER)

7.2 RDFH L WA R O - BG4 121 R20mgx 1H
5325 2 L TE 5 (P4 - FRE MY B3 Wi sk A#E RO
MR, 7O bR T A Y E Y —IC X BIBETHESN T

BHAEEL), F/2. TNV RYTAL VY Y=L BEE
TRIREAT 5% B L1RI10mg X i1 20mg & 1 H 21, X 5
QB PEG T A AE, PSR Tl i AE AR L T
WHRWZ ERMERT LI L, BB, AAILEI20mgD1 H 2% 5-
E. NHEERA CEHEEORMBEGE 2 MR LA IR [17.1.1%

Mo

8. EELEAREE

GyeEhE)

8.1 AHOF G-I, MR HFRRRICER L Z Il
MRRAS - ML ZAT ) S EAEE L,

(BEE. T ERER. WaIKER)

8.2 RUIOMAREA 15 THRVOT, MFHREICIIAVWEVWI L
BEF L,

9. BEDERZAITHEEICEITDIER

9.1 AHIE - BEFEEEDHDEE

9.1.1 EYBEUEDEIEEDSHDEE

9.3 fFieEEERE
JHREAS JE 3 C IR IGE D523 % o

9.5 itiE
I I SOITER LT 2 W BEE O B 2 I IZE R Lo B R E
Btk % Bl % & B SN EICOAREE T 52 L, BiWIEE
(7 v MREI400mg/kg, 7 ¥ FEE30mg/kg) THRIBHE (T v
N CALERIE, ¥ FTREOM T, b EE) S S Twn
60

9.6 &%
G EOFRER OB REOG RMEZ ERE L. 20U
kA RE T 5 2 Lo BMER(T v M) TR ANBITTAZ L
ﬁ§$&lﬂ:l:é ﬂfb\%o

9.7 INR
NS R R G & L7z BRI ENE L T v,

9.8 SinE
WHALEHERZE D RIWE 23D S b N 72 13RI 5 70 DI 12
5332l RAENFITE L CHETRBF I NS, EiFHE TIEIF
BEEAML T LTWB 2 ep% L, BEH S b 2 Ehdh
50

10. {HE{ERA
ARHFN O ALIFHEESR T b 7 70— AP450 2C19(CYP2C19) K&
U3A4(CYP3A4) D G-A O 5N T Wb, [1645 1]
F 720 AH O BRRIFIIFITERIC X0 P SH O W % A2 AE 3L
BT 2 ENH D

10.1 HAEREHALEVLI L)

ESPA WEAREAR - Ry 171k B - bR
TYHFFEN | TYHFENOVEDRES | A O B
WgIE (LA | T58FW0H 5, X0, HWNpHA LA L.
T ) T ¥ B OV O EREDML
[22Z:H] TL. 7ZH¥FEFELOILT

WEMMEK T T 52 BEh0DH
5o
VVEE) v YV EE Y VIEREREOER | AK 08 85w E S
W (= | 2T 2BEW0H5b. | X0, HNpHA EH L.
Jag v ) VIV ) v KR o WRIL
[22%1#] PMETL, YLVEEY) v
MAEEIMKET T2 2 LAY
H5,




10.2 HAFRHRAICERT ST L)

A5 B RAEIR - 515 Wy - fabrE T

= AHTFHEH O ML A% 57
AFNITFR |\ THIENDH D,
M

AHN O B W WIS
Xh. HApHA EA L.
AT A D WO 2 A2 e 5
%o

4 7 a9
=
rI4F=7

ARTFIEA O ML R EE AR
TAEBLNDH b,

AHN O B W WIS
Eh. HApHA LA L.
AT FEH O WX & 5 %
BLIWWH 5,

KEILT v 3
=Sy RV A 2
KEEAL~= 7 %
VI AEHD
i e 751

A B G- 1Z B R A
R IRE R T ) P 9 5 45 1 Ik
TR AR T C P M S v e L
T TR T2 2 118%.
6%IET L7z & D& d
%o

BFEANTH %,

A b kLo
#— b

A MMLFH— bl
EPLEATHIEND D,
FHEOX ML EFF— |
EHRGT A0 — R
AR O % pkd 5 2
LEZEETLI L,

BIFIEAYITH 5,

. BIfEA
&(@m'ﬁﬁﬁ‘%%bh% EWHDHDOT, BlgE AT
WHRD LN E 3G 2 hIET 5 f‘tﬁ@JELE ?’)
k o

1.1 EXISEIEA

111 Y3y I EERP), 7745+ —GHERH)

11.1.2 JLMEREA AW . SRFERIERAE (BUEAHT) . /)RR
D (0.1%A) . MBI GHEA)

11.1.3 BURERFI CHEEARET) . BFHEREREE (0.1~5%A) |
JEASH)

11.1.4 REE MR (0.1%A)
SEE Mk, FPURREE, B ORE (R85 S50 S Nz Bf
1ZiE, R XMEOMmEZ E L. AR OG- 2 ik
5 E LI, RIBREARNVE AORSSFOMY 2 NEEITH 2
k o

1115)3'21*55 = (BHEEAH)

B2 B AL Al #E (Toxic Epidermal Necrolysis : TEN).
g*ﬁﬁﬁﬁfﬁkﬁ@tevens JohnsonfEMEHRE) . LIEALBEED D Eﬁb
a2 EDH 5,

11.1.6 2UBREE FEAY) . BEEMEER HEAN)
BHEREME (BUN, Z LT Fo VS ICHEETH I &,

11.1.7 &7 bU D LIGE GHEEARB)

11.1.8 1EEAREBRAE (HEEANHT)
Wi, B&. CKES, MHPERCRFPIFZ7ae v B %25
BE T DR RIRIE DS D D bNDL LD b,

N

EEIC

11.1.9 1RFEE HEEAH)
11.1.10 SEELIRRE (B A H)
AR, BEATE, RRME. KR, AR B BORESEND
SbIbZ EnH b,
11.2 ZOMOEIER
FERE I 0.1~ 5% A 0.1% At AR
W . I RS
HILERIE A B | ARIERIE A G
k73 BRI, UFERERIY | ERESZ . U LBk
%, #il wA
AST. ALT., Al-|#E¥Uyrerol
JHFHisk P. y-GTP. LDH | &
D 15t
B % IME 5 BiF
FERS. R B | . R, A v | S, MR, B
Wik, WA, 0| Yy, Ba 2|8 M K B %
O N4 . 118, B8A | (collagenous
it " B colitis.
lymphocytic
colitis)
YFN DIV, 5D D|EAER Bk
X, MRAL PUBIBE
FEAARRER T3y HSESUK. 1B
JMETF, Oob->
[N T

IEETN 1 1~5%Ai 0.19%A i BHEEA ]
WavA7Fu— | »TAH, FE | Hobso%, M
Vo PR BE - | BRI SR B . AR, =

Z DAt BUN® L5, &P | BE. LOWE, | 7 ¥ €= 7 IME.

PR\ A TSHEH | CKo> L5t K~ 74 vy s
e KYELILEE
1) FEBUHE (X REWOE RN A 2 5 8
14, BR_LDER

14.1 EFIZ{IFDEER

1411m?@%@iﬂum?y—b#%ﬂb&Lf%%Tél%
B+ HZ L, PTPY — M ORI @wﬁﬁ%#ﬁﬁﬁﬁ
~HIA L, Bi2idgpiled s s Lf%ﬁﬁmﬂkﬂﬁ@i PR % BE
BTHLIENDH D,

14.1.2 RENIEESETH O, HICH 72 - Tl
DEFIC, DAL ETEIIEETHI L,

15. ZDMDER
15.1 BRIRERICE D 1EHR
1511 AR OEHHGPICEMEOERY) — 7% B0 L oy
Hbo
15.1.2 MM B 2B OBEIET, 7ty Er 7L e
Z =12 X BEHC B CEHEBE ISR S BB ST, TS
Y. THEEH o) 27 BnasiE S hTws, FRI2, SHERD
EHE (4ED ) ofRE2 2285 T BFo) 227 38mL
720
15.1.3 MBI 2 FICARBHE 2R E LB O BISHT
T MR T ey — G L2BEC bwT7DXFU
VIA - TA T4 INICEBEBEG D) A 7 BN ST
lf\;a)o
15.2 FEERIRHERICE D < 1B%R
15.2.1 v MIbmg/kgbh k% 24 AR IS L 72 MR Ic B v
T, METHICANVT ) L ROBEBRASNT L DREDDH 5,
15.2.2 B (T v MO 5-25mg/kgbl k) T HURER R R K O
M A v v onps#iE sh Twso T, HHichz-T
1 HURIRAS AR LSRR T 50

16. EYEhRE

16.1 MAEE

16.1.1 SRTSY—)LF MU LBEIRS
R 12 20mg % M T UL R ISR PG L 7z B o Bl 4512 41
H L2 3EMBIRE N5 X — & O3l % FURTV . [1621280]
#1 AHYRRBRREOIYERE NS A —F

WA ZZD .\ i

BIRH (ncgl?ri}i) T(II?SX (ng tA}EjrsmL)
HEET 437 +237 36+09 937617
£tk 453+138 53+14 901 544
Mean+S.D.. n=12

F /o, B A T125mg. 10mg. 20mg % £~ TR L 7z (P -

5HH) OIEWEE T X — 513520 B0 Th Y,

72  MEHERAY IS8 5 IERE S (Gmg. 10mg. 20mg) DI 4EH 5 X
TTV = F M) ADOIYERENNT A —F

Cmax Tmax AUCo-t Tz
PRy ]
B | R (ng/mL) (hr) (ng * hr/mL) (hr)
EM* 146+ 56 3.0(2.04.5) 236+ 97 1.8+09
5mg
PM* 252+ 55 25(1.555) 585+137 42+05
EM* 383+ 83 3.3(2.0-5.0) 539 +200 1.5+04
10mg
PM* 509+ 64 2.8(2045) 1230 + 200 38+0.3
EM* 654 = 348 4.0(25-80) 994 =477 23+14
20mg -
PM* 822+232 3.3(3.0-6.0) 2331 £663 37+03

Mean+SD.. Tmaxit¥Median(Min-Max). EM n=16. PM n=8

MRS 7 b 7 0 —24P450 2C19(CYP2C19) ZBIANZ, TRt s 1Y

XhoEsng,

EM (extensive metabolizer)

CYP2C19*1/*3

PM (poor metabolizer)

CYP2C19*3/*3

16.1.2 £YFREIF R

T N7 5 — VNafide20mgl Wik 1& /%) = v F§E20meg% . 7 @ A% —
=L D ENENIGE(TRT TV =)V F ) o4& LT20mg) fl HERL
NI FATHE L R G A R 2 bR IE 2 e L, # o3
WERE/ 85 X — % (AUC. Cmax) (22> T90% 12 #H X [ 12 THEFHENT 2
1o 7245 R 1og(0.8) ~log(1.25) DHIPANTH 0 . Wil o 4 By 5 1 W S5k
MR &N,

: CYP2C19*1/*1, CYP2C19*1/*2Xix

: CYP2C19*2/*2, CYP2C19*2/*33 i



(ng/mL)

700 [
—e— I N7 5 Y~V Nakfi$i20mg
u 600 Tt |
500 b o X Ty b §E20mg
Z 100 (Mean +S.D.. n=22)
7
7 L
Z 300
A 200 |
i
JiE 100
go—®=2 o L e

115 18]
20mgEtt 5RO Mg 5 X7 5 ) — ViR
#3 EYBE ST A -5

(hr)

HIEINT A =5 BHEINT A—%
ol
FH AUCt Cmax Tmax | Tiz
(ng * hr/mL) (ng/mL) (hr) (hr)
7 X7 5 —)VNa 941.42 562.64
HiE20mal Wit | 2 L4408 +16183 | 2305 | L7=07
. 990.19 595.94
281 Ty bE20mg 22 50475 £99446 36+09 | 1.3+04
Mean+S.D.

M ONICAUC, CmaxZED/85 A — F1d, #EE ORI, KD
PRIAEL - BER S ORI L > TR ZWHEMEY D 5,

16.2 TRIN

16.2.1 BEDFE
R AT 12 20mg & £ UL SR ISR PG Lz, B 5- Tl
A AT PG L Tmax S L7RE R E S 2 & & SIS 1@125%75‘ R 5
hTwal, [1611%1]

16.4 3
AT 712 10mg. 20mg % #1465 L 7z o e sp o R IE. 12
IREHER RIS X VR L2 F A 2 —F VK TH o 720 ZDMIHTF

R#BEEF + 7 10— 2P450 2C19(CYP2C19) A3 5-4 5 i 2 F VAL UGS
R U2 A F VIR, 3A4(CYP3A4) B E-9 % Z )V & AMERUGIC &
DR L7 2k Y RASERD & 72149 [10.511)

16.5 HEttt
TEHER Y F1220me & 3R LT3 G- L 723y 3% 512240 18 £ T RAIC 7
NT GV —=F b)Y LOREBIRB ST, REWTHL I VKRS
IR LD 7V 7 v v BIE RIS R OR29~40%. ANV H T =)
AR A13~19%HElE & 7210,

16.7 EYEEER
FEHECE AT 9V — ) THAGH#EER T b 7 1 — 2AP450 2C19(CYP2C19) ~
DRHBEE LI VHEEAPBDOONT WA Y TENRL, TLVT7 7)) ¥
(R-7IV7 70 )R LTARANZ Z NS DK DM B % 5 2 7
WIEFHREINTWD, Tz, BHE(T V7TV =) THABEESR T
b2 o —24P450 1A2(CYPLA2) OFEIZ & ) MTEAEH 2RO 5N T W5 T
F 740 P L THARANIMAIREICEEE G2 I ST
W29,

17. BRERALIE

171 BMERURSMEICET 2R

17.1.1 —RRERAREBRN U _EE5RHEE5R
G £DE S O AR5 & A 5 C 1 H 1 RI20mg & $85- L 72
B (580 1%) ORI T RO L B9 TH 56710,

— AR

JOE 37353 PSR
BURY eI 90.9% (5041 /55%1)
V/kEsinise 83.3% (10%1/1241)

SEHEHER RO 7T b YR YT A Ve ¥y — BRI otk
B REHEZRNGE LG 8HBONBEMRAIC X 2HERIT TR L
BN Tho=lV, [725M]

11120mg 11510mg 11120mg
1H 1M LH 20 1H 2l
otk 58.8% 784% 77.0%
= (60f1/10260) | (80%1/1026) | (7781/10041)
. . 65.1% 87.1% 79.5%
grade AkUtgrade BY | (5ap spy) (74151/85051) (6611/33151)
. . 25.0% 35.3% 64.7%
grade CRUgrade D |y nom) | (epi/i7e)) | (LL#1/1760)
¥OH BV R (WEE2) 12 X B FAEE

HE)IRTFV—vF b)Y A10mg/H. 5V 75V —V30mg/H. * *

75— )20mg/ H %8I LL - 514 2 R IG RO MERRRE LIS TR 5
F 7o, FEARSEILERER I B\ CH pH E A 25ARAIL H 11820mgH 5-CT1H
1 10mg# 512 AR THR < BRI 3 % A#1 H 101 20mgfk 5- 047
FAYEATFRD & T 51213,

18, EEMEE
18.1 {EFRKERE
AANE W WA O BRI TR CHEMAR (A V7 = 7 3 FR)ICA ), 7r
b YR Y7 (HT, KH-ATPase) DSHIE % 56 L CTRERGEZ HE L. B
WERIHIT %, & SICHE S RERGEO B, FISEREB»S
DEYOWERD D WIE TN F+ 212K DI &W@(ﬁ%?ﬁ*ﬁé%b’cmé )
DEEZOEND, ZTOM, ZVFFF 2K o TREFGTEDBIES 5 6
DM S NG,
18.2 BB WHIHIER
18.2.1 EHERABFIBIF B H A Y VRIEm w0 Ly 1H1A10mgdk
5. 1H1E20mg# 5-CTL SIS MH 2 S FEHRMEEN 2R L, 51
HHEO7H H OGO SIE1TH LA 10mgdk 5 T72~76%. 90~
96%. 1H1E20mgik5 T88~89%. 99% T %1415,
1822 v HFHMEMEARIIB T LY TF N4 7Y v 7 AMPHIBIC X
5 H s 2 W5 %19 (in vitro ) o
182.3 M I HWEFRKIIBIIA LAY IV, RVFFTA MY ‘/ﬂﬂJz‘%iH
By BT T v MBI BT RE e 25 3 Vi E RS
Wt LR 2 BRI % R 16~18),
A XHBVIET v MBI 2 BESWIEERonEE, bo7a k¥R
Y 7HERNIIB L# L fp A A B 2 BRI 1619)
18.3 BWpH ELF{EA
TR S 71281 5 H MpHIZx Ly 1H1EISmgde - 1H 11 10mgk G-
LH1F20mgf5-C& b IFW A EAEMEZR L, $55H H 0248/ iz
pHALL F % 7R R O #4131 1 11 5mgf 5 OEM* T46%. PM* T63%.
1H 1 10mg#5- OEM*T58%. PM*T72%. 1H1l20mg#% 5 OEM* T
61%. PM*T76% T 520,
SATCHEEL F 2 10— 24 P450 2C19(CYP2C19) £HIRNZ, T aldfs 171
X aEEhs,
EM (extensive metabolizer)
CYP2C19*1/%*3
PM (poor metabolizer) :
CYP2C19*3/*3
18.4 Ht, K*-ATPasefBZE{EA
AL 1 PN PSS N
32122 (jn vitro ).
18.5 FEBIER
G v N7 S AR R B BV IZFEER T R (SRS A N L,
AKEHHA DL A, BPTREER. VAT T I Y ROHRR-T Y ) — V) IR L,
SRCHUIEHER & 5 I3 EORBORZS S e 2 R 31729,

19. B ICET DIEEFHAR
— B 0 I XT 5 =)V F b)) 7 A (Rabeprazole Sodium)
1b&:4 © Monosodium(RS )-2-({[4-(3-methoxypropoxy)-3-methylpyridin-2-yl]
methyljsulfinyl)-1 4 -benzimidazolide

: CYP2C19*1/*1, CYP2C19*1/*2X i

CYP2C19*2/*2, CYP2C19*2/*3X 1k

K*-ATPaselZxF L. v HEEN %2R

553+ C18H20N3Na03S
g5 F i 38142
PR IRT SV —F M)y A~ ME RO BKTH B,
AR THEIF R 82—V (995) [T R TV,
AAiZ0.0Imol/LAKEE L F bV &7 A3GHICHE T %,
IR TH o
AR ORI (1—20) (V2 7R S v,
ENTIEC T S ViAo Yo% (W
AL
O—CHs
HaC o
@: N/% { WS momssus
0

20. IRV LDER
20.1 7OV I ERHEKRERAE M TRIET 2 2 &,

22, @
PTP@ GEIEHIA)  1008E (108 % 10)
23. FEXk
1) Yasuda, S. et al. : Int. J. Clin. Pharmacol. Ther. 1994 : 32(9) : 466-
473

2) 7’\77 V= M) AHHIF S (08) =y ME : 20144E12 26 H K
72, CTD276.1)

DIAER : T XRT TV — IV Natli§E20mgl W5 | A W2 [ S5 1k 5k B 1
B3 % &k

4)Yasuda, S, et al. :

5)Ishizaki, T. et al. :
27-36
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A A E)
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*24. NERERERUBULEDEE
Meiji Seika 7 7 V<A &4 3D AHKE
(Me7 7 V=B EALE 54 Y L)
T104-8002  HHTHR A UL X 304G 2-4-16
71) =% 4 ¥ ) (0120)261-158 FAX(03)3272-2438
26. RERTTEES
26.1 8hEHRFETT

Meiji Seika PVt
RRBARRKRIE 2-4-16

*26.2 BRFEIT

Me J7ILY kR =1t
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