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AUBRIEE PRI, MERRRABR, MIEERABR CEBWED) . R 1,

AFN DR K OFRRIT IR > TR L7,

e, &8

R
PRI RIFIERE PRAFHIH ENERES
PTP+7 V48 (REIA A e e
N ). s W EFAEO AN
IREE - WA s
SN Py R
AN M| = L e
HERIEE - MR, MERE ERmE) . RERR, 52
¥ ARANOHDWMIL I FETHS
B By OV IR IR BB IS B 1) B 22 e 1Y
RIFSRMT RIFIERE PRAF R AR R
A0°C TEGIBEINENL 3 % A B L 0 HE e
G S OIS, 7 ORI H 132 E FLE
WIL, XEH DFEN,
3» A TEGIBE BN 3 » A B L 0 e e
25°C. 75%€RH Py OHFPASN, ZOfOFRERTE H |24 E HE

(B, BAMAS) s DFFHN,

WHE (BEHE) OEFZRBDI,

i %17 | I
(30001ux, 25°C, 60%RH, AL 10 5 Lux-hr I E B UE DO HFEPH N
vy — LB
PTP G134
25°C. 75%RH (73t 3% H HIEFEE DTN
—72L)

AL ORBRIEE MR, MUZRER CEBWE) .
BEfE  REIRR, WM, B

PTP @l%& (7 /vt m—72L) ORBREA : MR, MERER CEmE) . phERR, o&
LEM  GRIRFER, WK




T X7 Z ) —) L Na ¥ 8E 20mg THHIR ]

B 12

PRI PRI RE LRATHI NS
40°C. PTP+7 V348 (Hpfids

75%RH N) . #EHH 6 %A R

ABRIEE - PRI, ERBRER, MEERUER CEmE) . A —ME, g, SR
AFN DR K OFRRIT IR > TR L7z,

RHIRAFRER Y

TRAFSRE RIFEHE PRAT I H] AR R
IR < B | PTP+T7 V48 (o % [ i S 7
o) b X N 48 % H HE FHE D FEPHN

ARBRIEE PRI, MUERER GEBWE) . mERER, SR
X ARAIOAIRILIFTHD

IALE R O — R EEEIRRBIZ B 1T 2 2 E M

PRAFSAE PR HE PRAFHIH AERAER
4OOC = ¥ Y
N w2 BA ‘,I {
G S5 | FEUE D ELPHIN
35 H
25°C. 75%RH . HERAEOHPAN,
GEEYE . B AA ) ANEERER MHE (BEE) OET 2807
Mot 17 H
(3000Lux, 25°C60%0RH, (Nﬁémwﬂmm HEFAEOFIFAN
v — LR TR
PTP 0.4
25°C. 75%RH (FL3Itm 3% H HE K AEDFEFHN
—72 L)

MR OB - PR, MEERER CEBWHE) . iR
SEM SRR, Wk, B

PTP @d& (7vIvm—7aL) ORBRIARE : MRk, MERER CHBWE) . MR, 5&
BEM G RIRFER, HE

REERVBHBEBEOREH
PPN

& & DESEL (WEBIEFEMNEIL)
CNEE R L

B
<VRHZRENC BT D RISEE >
EEN B DR 0 EERA O FHRIEERBR T A KT A ) CERR 24 42 H 29 BT EARE
7% 0229 55 10 = BIHE 2)
F R Z ) — )L Na HabE bmg [BHIG) 1©
AR AR
AR FVE - AR FsaiRE (N k)
FRBRE & 1 900mL
AUBRIRIREE : 37+0.5C
ABRIE - OpHL. 2 (H RE R 11R)
@pH6. 0 (D 7= McIlvaine DOFEMEK)
pH6. 8 (H Jmia RS 2 i)
@pH6. 0 (0.01mol/L U »faAKFE —F VU 7 A& 0.005mol/L 7 =% T pH6. 0 (2
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A L 7o R
[ElfsE% : fE5y 50 [mlEE GRBRIKO~@) . #857 100 [Flfis GAUBRIED)
RBREL 12 Xy Er

) v
R AT ot
RRiE | WK HERE
REAERIA 23 30 43 ANIZ - 85% L Byt L 722G
HUE S U7 RRBR I 12 38\ TRRAERUAN O SEH IR IR Y 5090 2 L
RNE xRS BUE S T SRR T 1 % TR R
o Gy (V2 OTEEHRE mT A A, KOS S U RIS
HERIED o N T SRR B AV LA 0 SV HY R 6% O R
DHL. 2 myy | P B2 on T r2 B OMES 61 L ETh B,
(B RRH R 50 @5 I L, BUE SRR RN 5 CRRYERA O PP RS 10%
%10 DAFOUA, BUE S AU RIS C O Z 0l L, SBRIA 0 T
RS HERLA D PR 6% OFEFHICH 5,
e 0 BRI PRI 0% 1 L7\ E & AR IUA O T ETa
i [EEI%OFHAEBAD HON 12 AT LELT T, £15%0OHH%
W @z 2 8 05z,
FEAERLF 28 30 20 LAPIZ T3 85% LA E¥aH L e W6
o Gy |BUE ST BRBRBFINIC 55 B O RS A 85% DIk
pH6. 0 1 FARUS BT, BRI O 7 = R HE R O 2978 % +
(D7~ Mellvaine| 50 IE]I:’% 10% DFFIZH B H, T 2 B OMEIZ 50 L ETH B,
DIFEIR) % 0 FRERA O RN 85% (TRAPERGAI T3 80%) LLEICET %
e | & RRBREUA O SRS T 15% ORPA A 2 5 b O3 12 fHh 1
WHE (ELF T, £25%0RMEHEZ 5 H DR,
FEAERLAIAN 30 73 DANIZFE) 85% L BIEHH L e W&
- D) BUE STz sRBREF IR d6 W TREERGA O T PR R 78 85% LA | &
EUIE) e |25 &% BIERAID PRSI 10% K O' 85%MIE D 4 7z 2
(A RS 50 [ % DREPHICH 57>, AR IE ALETHD,
%29 % O PRAERLAI D -2 208 85% (PR ICPERGAI T 80%) UL EICiET 5
e | & & RRBREUA O SEEE N T 15% ORI 2 5 b 03 12 f 1
WHE ELF T, £25%0RME A5 HORR,
FEAERLR 28 30 2y LAPIZ T3 85% LA E¥AH L e W6
) %E;”Eéhf:%iﬁ@ﬁﬁ%?ﬁL:%b\‘fiﬁﬁi}éﬁmﬂ?i@%m%ﬁ 85% LA | &
- i 2L T B PEGEIIAA 10% R0 85%FHEOM 7z 2
S S ey | AU IS 10T, BRI O - 497 4 )3 B VR o O g0 1 o =
pH6. 0% 50 [z 10%D&EFEIZH D, L 2 BEOEIZ 50 L ETH %,
% O PRAERLAI D PR 1308 85% (FRACIERGAN TIL 80%) UL EICET 5
e | & & RBREH O TR E15%OFMEEZ 5 b0 12 AT 1
WHE ELF T, £25%0RMEHEZ 5 HORR,
REAERIA 23 30 43 ANIZ - 85% L Evath L 722G
o ST HUE S 7 RBR I 2 8\ THRRHERUE O SE I iR 3 85% LA | &
pH6. 0 i FRAZIWN T, BRBR LA 0 222 VA HH =8 3 B2 Y SR oD S5 PR HH 38 =
(%&beMcﬂvalne 100 I%IJ$£ 10%@%/6&:&)673\ Xbi 2 Bgék@,fﬁbi 50 uj:f‘\%éo
DFEER) 2 O PRAERLAI D 2P 3708 85% (PRACIERGANTIL 80%) UL EICET 5
e | & X BRI ORI R T 15% OFEHA B2 D b O 12 fHd 1
W DT e £25%0RMARZ 2 HORRN,

¥ 0.0lmol/L U UFEAKE T NY 7L 0.005mol/L 7 = % VT pH6. 0 1235 U 7- 3Rk

ZNT7Z Y —/b Na Hi§E bmg BTG 12OV T, T T Y —)L Na Hi5E 10mg TBIR | & FRvERLH & L7z
L& HESNIZT N TORHBMBRZMCE W TEHZEE O RSFEOHEERMEES L, WHZEH)
WL EWFERICRSE L B ST,




(R) #4E o

(R) #4E o

<#FHEEQD : pH1.2 50 [H]#E>

<HERHED : pH6. 0 50 [H]#E >

120 - 120 -
100 4 100 4
80 A1 i 80 A
H
60 A = 60 A
40 % 40 A
20 A 20 A
0 C T T T O 0 T T T T 1
0 30 60 90 120 0 20 40 60 80 100 120
ER () ERS ()
<FABRIE® : pH6. 8 50 [a]diE > <FBRIE@ : pH6. 0% 50 [Alds >
120 - 120 -
100 4 100
80 A B go
H
60 A F 60
40 - % 40
20 A 20
0 T T T T 1 0
0 20 40 60 80 100 120 0 40 80 120 160 200 240
ERS () ERS ()
<BRKD : pH6. 0 100 [ > —@— : HBIWA (5575 — /b Na Hifi 5mg [H134))
120 1 —O— : BEHERH] (5375 — )\ Na HibE 10mg THIIA))
100 1 | HERRIC I B RS A R
80 4 n=12
60 A % 0.0lmol/L VU »UE/KFE —F MU 72 E 0.005mol/L
20 2 W% AT pHe. 0 (2 FH3E L 7= 3k B
20 A
0 T T T T )
0 20 40 60 80 100 120

B (53)

AT Z =)L Na 154E Smg TBRIA ] DBHEHICE T HRFM
GEREF R CIRERF D F IR HED )
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x& IRTZY—)L Na BfE dmglBHEI DAHERICE T 2RFMH
GRERSIH L IRERA D FIYFHEDLLE)

AER S EERE (%)
2k ER R
\ N o R =R B FEYE \ o
Hik mEE | s | TVERR | OS] G| TE
s omg IR | kb 1omg TR
DpHl. 2 120 4% 0.0 0.0 Ry
@pH6. 0 - £2=56.6 ke
e . 40 4y 33.3 30. 8 .
VstiakBRi: | 54 50 [l | QpHe. 8 N ey
A 90 43 83.8 87.0
(/R RVE) N
pll6. 0 150 43 47. 4 44. 0 .
: 180 4y 90. 5 81.6 H
4y 100 [a]f5|  @pH6. 0 - 2=54.3 Ny
* ZTNENOREBRELEMICEBIT D2 HERME T, HEEREOHESMR (n=12)
¥ 0.0lmol/L U U AKFE"F NU 7 AL 0.005mol/L 7 = W% VT pH6. 0 |ZFH%& L7~ 38Tk
£ SRTSY—)L Nai&iE SmglBRAI DELDBHE
B wWH=E (%)
. - | T . P R HH R |5
m | g | O 18 % ¥R ik
0.0, 0.0, 0.0, 0.0, 0.0, 0.0, 0.0 .
’N + PN
Dpii1. 2 12097 100, 0.0, 0.0 0.0. 0.0 0.0-0.00 HE
pii6. 0 604 [B43.93.7.87.5,92.3,04.6.86.6,[ o o\, oo .
PN . 82.1. 84.6, 83.9. 85.0, 92.4. 88.0
53 50 [Fls 82.3.80.8. 80.6. 81.2. 81.6. 79. 6
I\ RSN . O\ BN /N « Uy RSN —+ SPE AN
@pH6. 8 90 81.9. 83.5. 86.3. 88.9. 87.5. 87,8 o 87322 HE
. 90.3.86.3.103.8.94.5.75.7.82.3 .
D3 I\ Y  YUn < ON o Un LRI I -+ N
@ptH6. 0 18097 107 4 95.7.89.8. 101.7. 92. 6. 95. 8| 20 >+ 8-81 HE
- 90. 0. 94. 3. 90. 3. 91. 6. 90. 5. 90. 2 .
VAN I\ N N N N N N + AN
57 100 [Els | @pHS. 0 P07 g5 3 90.5. 95.2. 92.7. 97.6. 91,9 L 6310 T
* ZTNENOREBRELEMICEBIT D2 HERMET, HEEEOHESMR (n=12)
¥ 0.0lmol/L U UPEAKFE"F NU 7 AL 0.005mol/L 7 = W% VT pH6. 0 |CFH3& L 7- 38Rk
<IWHZEEENC BT A ¥EEUE >

(% REIRS O AW PR REBR T A R 74 2 ) CER 18411 A 24 BT 3AHA R 1124004 5 5l

1)

F X755 — )L Na HibE 10mg [HTE] 19

BRI A

HKER G - AARIKFS (JP15) ImHREREE (R RLER)
BRI : 900mL

BRI L

37%£0.5C

ARERIE - OpHL. 2 (B JRHEHRERE 1 #)%)
@pH6. 0 (FED 7= McIlvaine DOEEMER)
@pH6. 8 (H R HFER S 2 #7)
[EIHR% 55 50 [mliE GRERIED~®) . #5100 [MlEE GRBRIK D)
REREHE : 12 Xy L

o e
KRN s

X | R HERE
D TETERLAI7S 30 25 DLz 75 85% L) LAt L2V B
DL 2 sy |PVE SIUCRBRERIC 5\ T BRI IR 50% IS EL R & &
(Bt 50 mop |FETERURAIE K17 BRRSTC IS U 2 FATRHIE O 1/2 0 SIHIK & R
VF R s B AL e OHLE ST BREBRESIIC 35U T BRI 00 SRV H s S
Hr 1) RUAI DBV R+ 9% OFEIRIC 3 5 7, XU £2 BIEOEDS 53 DLETh 5.
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AR [ LY
Rt | MR HERE

B FEYERLEIN 30 4y LRIT T 85%LL BV L7256
H6 0 fgsy  [PUES AU RBRIERIC S5\ CRRUERAI D PIPR 3 85% L L & 72 5 & & f:
10(%&)#MH e lijljaﬁ‘ HERLA) O SIS IR A 40% K TN 85%AFT DY 72 2 WSz T, BRI

@D Mellvaine B DA Y SR AN R VE U O SE VR H S+ 15% OEFRIC & 5 7, T 12 BB o
DIEIEE) B2 U ETh s,
O FRUERLAIZS 30 4y AT F-15 85% LA B HI L 22\ g6
H6 g frsy  [PUES AU RBRIERNC S5\ CRRUERUAI D PHPR 73 85% LA L & 705 & & f%
p(aﬁmﬂﬁwﬁ 50 IE)IZF HERLEN DI ES RN 40% K OF 85% T D4 72 2 ReallZis VT, B EUAl
R s B | O R DR RLA O SEIVA ISR £ 15% OFEFHIC 5 570, XU £2 %o
F210) fEig 42 P ETh B,
. TEYERLEIN 30 4y ARIT ) 85%LL BV L7256
6. 0 by |PUE STCRBRIRERIC IS0 TRRIERGS O T £33 859% LA E & 72 % L & A%
p(?éw’m il 100 gf HERIE D SEEIFR DS 40% KON 85% FHI D Y4 72 2 REsllZBW T, BERELA

D7 Mellvaine B D TR RS E A O IR R £ 15% OFIRICH B, XUE 2 B
DFEER) EIx 42 ETh B,

T N7 Z Y=/ Na HEBE 10mgTBTBIICOW T, N Y =y ME 10mg AR R L L7z b &, BES
N2 T N TORHRBREMIC B O TIEHZEE OFDIEOFIEREAEITE & L | FEHERG & O 2EE)
L TH D LHE ST,

<#FHBiED : pH1. 2 50 [El#E >

<FHBRIE® : pH6. 0 50 [A]HE >

120 - 120 -
100 - 100 -
H g - & g0 -
& 60 - = 60 1
9 40 % 40 1
20 20

0 (ﬁID—O—O—O—O—E) 0 T T T T T \

0 30 60 90 120 0 60 120 180 240 300 360

RS (93) RS (93)
<HERHE® : pH6. 8 50 [Hl#E > <FHERHED : pH6. 0 100 [A]#E >

120
EfE (9)

180 240 300 360 60 120 180 240
EfE (9)

-9 RERIUHF| (T 7T V' —)L Na Ha8E 10mg [BHIE))
—O— : AR (XY = ME 10mg)
| HIERRRIC I B BRI D

n=12

IANT S —)L Na i58E 10mg TBASR) DBALHEEICHITHEEEME
GHEREF R CIRERF D F IR HED )
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e 5f*‘7°5 YV —J)U Na 158% 10mg BRI DAEEFICH T 5 5ELUH
(RERBLE| S AZERRI DT A HEDLLE)
AR SEEE R (%)
. B EIA N .
; _y, BN JEmpR |2 o 2 YR ="
K s | BEiE | T gomyo| ERA |
5 10ng W) v e

54y 1.9 2.0 N
DpHL. 2 120 %> 0.8 0.7 T

. 50 4y 43.5 41.9 .
FTIAN PN
Viliatmays | 507 00 RS | @pH6. 0 90 4% 84.6 90. 1 T
(S RIVER) 40 4y 42.9 46.7 N
©pHo. 8 60 43 85. 2 79.5 T

B 40 4y 38.9 33.9 .
SN N
f5y 100 [z | @pl16. 0 75 4% 90. 4 83.8 T

* ZNENORBRELMICTB T 2 ELME T, HELEOHEEZ S (n=12)

5 _RF5 ) — )L Na HEE 20mg [HAIG) 17

R LE

RERFE . HARIEBF (JP15) IWHERRE (O FAE)
BRI - 900mL

BRI © 37+0.5C

ABRIE - OpHL. 2 (H REHEBRES 11R)
@pH6. 0 (7= Mcllvaine DOFEMETK)
(DpH6. 8 (H i HAABRE 2 i)
[ElA% - 435y 50 Bl GRBRIRDO~®) . 5y 100 [Flis GRERIRO)

SHERES - 12 Ry B

) A
ABR A ) HL
it | B e

D TEYERLEIN 30 4y ARIT T 85%LL BV L7256
"l o fgsy  [PUESAUIRBRISRIC IS O FRIERI O PEPR A 50% IS L 7210 & &
P mstiatE] 50 i |TEIEBADIIE S U BURIHIC 5 1 5 PRI 1/2 O VIRRIHE £ xS
(A RHHIRS B A0 L R OHE S 72 AABRIRERIC 5\ T IR o T H ) 4 1
%11 B OFEEHFE 9% OFPAIH D 7>, T £2 BIEOMEN 53 UL TH D,
. TEYERLEIN 30 4y ARIT T 85%LL BV L7256
6. 0 by |PUE SITCRBRIRERIC IS0 TRRIERGS O T £33 859% LA E & 72 % L & AR
p(%;'y)f’m S IEJIJ:F HERLA DRI ES RS 40% K OF 85% T D2 72 2 R iz kT, akBR iUl

@D Mellvaine B DA H R A ERLA O AP R £ 15% OHFPHIC H 52, T £2 B0
DREER) Ex 42 ETh B,
SBRED) BRUERLAI Y 30 4y LINIZ T 85% LL BVAH L 22V By
g sy [PUESHIBBRRERIC I\ TR O TR 375 85% L L L 70 & % i
p(éﬁi*ﬁj%ft%ﬁ 50 [ [TERGAID SR LS8 40% B OX 85% (IO 72 2 REAUCH LT, sBILA)
(R iR B | O R DR RLA O IR ISR £ 15% OFEFHIC 5 570, XU £2 %o
H 2 fEix 42 U ETH B,
ABRIED) FEYERGAI 23 30 4y LAIPNIZ ) 85% L1 LIS L7256
PR sy |BUE SIVZBRBI RT3\ CREEIAIO TV 78 85% D) & 72 % & X
p(%‘-'&bf’M Tlvaine| 100 éljy U O S EVE RS 40% KR TY 85% T DI 72 2 Il T, FABRIELA

@D Mellvaine B D H IR A HE R O A FE H SR + 15% OFPHIC 5 5 7y, T 12 B
DFEER) EiIx42 L ETH B,
7p¥. RERIE® (50 [l#EE, 100 [F#E) K O@IZHOWTIE, T VIR E 41T - 77,

X7 F ) — )b Na Ha8E 20mg VB 112 oW T, XU v ME 20mg ZAEYERIFIE L&, HES
N7 T N COBRHRBEMEITE W CRIEZEEI OFELEIEOHERLEICE A L, FEERE| L ofa i 2cE)
TEETH D EHE ST,
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<#HBri D : pHL. 2 50 [EHiE > <#HBRI%® : pH6. 0 50 [HiE >

120 120 A
100 A
& 8o
H
E 60 -
% 40 4
20
0 B00—0—0—0——0——0
0 30 60 =T 120 0 51015202530354045505560657075
BFRS (93) SUFIEER ()
<EEREG : pH6. 8 50 [A]diE > <HERHKLD : pH6. 0 100 [A]E >
120 A 120 A

0 T T T T T T T T T T T T 1 0 T T T T T T T T T 1
0 5 10 15 20 25 30 35 40 45 50 55 60 0 5 10 15 20 25 30 35 40 45
SUFIEERT () SUFIEERT ()
N RERIUHF| (T 7T V' —)L Na Ha8E 20mg [BHIE))
—O— : AR () = v b EE 20mg)
| HERRIC I BRI A
n=12
5_/\‘7"5 ‘J‘—{b Na 1858 20mg TBRAR] DiAHZEEIZH T HEEME
GREAZLEI R VIELERK| D T A HED L)
= 567"3 J—J)U Na 158% 20mg (BRI DAHEFICH T 5 5ELUMH
GRERBLEI L AZHERF DT AHEDLER)
RER S SEEE R (%)
. Al L N N
. - s e | T s Y4 04 e
i s | BEiE | T gomyo| BERA |
§iE 20ng W) v e
5 4% 0.13 0. 69 N
OpH1. 2 120 %3 0.00 0.26 T
19.3 4%
e 53. 4 40. 0
@pH6. 0 (7467 TT,E\@ STEReS
VEHERERYE | 34y 50 [l Bttt 92. 2 85.0
AU (7 JHiIERR)
(S Fvik) N
19. 143
G| T 40.0
@)pH6. 8 R AN
33.6 7 87.7 85.0
(7 JHiER) ' )
4y 100 [a]f5|  @pH6. 0 - £2 BE% - 49 WA
*ZNENOREBRSLIFICB T D HEREEL, HEEKEOHE B (n=12)
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10. Rz - 2E

(M EENRELGERSR - 8. NENRRGES - QRICHY 15
LR

(2) BE&

(T X7 F > —)L Na Hadi 5mg [HAIR])

PTP @4t (W2igAIAN) 100 &8 (10 £&X 10)

(T T T —)b Na Hg§E 10mg THHIR D)

PTP @3 (fzle&IA) 100 §2 (10 #£2X10) 500 & (10 &E X 50)
AT (R RV EEEAIN) 100 BE

(F T F > —)b Na HifiE 20mg [HIR D)

PTP wl%% (WZJEAIAN) 100 8 (10 & X 10)

Q) FlirEE
AL

b BERDOME
PTP w2k (RzfffIA)
PIP>—h : RYUFrbELr, 7AW
NRUR:RY) 7Ly
LRV =FL TAIME
A K
NTAEE (I, T X7 T —) L Na H58E 10mg TAHVR] DF)
ARV :AR)ZF L
Fyrvr R F L
NRyFr Ry x=F L

AN IR 1N
11. BRSNS EMEE
A -2/
12. ZhOih

A% L0
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3.

a&ICE T 5IRE

BB ESIES

S5 X5 — L Na YE8E Smg » 10mg [BATE

OBEE. T2EHEES. MALES. TRMEBEX. Zollinger-Ellison fEIZE. FULAMSR

BB RE. ﬁﬁg?ZtUx&%ﬁ(%Héﬁa%2ﬁ+_h%a%®ﬁﬁmﬂ
OTFiRIZTBIFEIAYaNYA2— - ENY OBREDFHB

BiEE. TZ1ERES. BVMALT U/ &, BREL/MUEDEERBR. RHBRICHT H5AR

BHAEREE. NJanNsAa— - EFOYREER

FRTF T — L Na Hi € 20mg THRYR)
BB, +EBAS. WABRE. SRMERER. Zollinger-Ellison EIRE

DEXIHRICEET 5FE

Z~_7Z ) — 1 Na HE5E Smg + 10mg [BAVR]

5. 308 - HRICEET HFE

(Zhie@)

51 AFOEGNHIEIC L DERERMT 52 0835 5D T, ﬁf@n:&%ﬁa@oz&ﬁ
T5HZE (BMALT U /i, ?%ﬁﬁ_ﬁ¢5WﬁﬁMﬁ% HlizcBiF s~V anyz—.

2 Y OREOHIBIZ R ),

GEU L AR BESRAE)

5.2 HLBtE 2 Wk E AL E L TRREMR L., EROKEEBDRD HNRWEEAITIX, BB
LS DIRK N % 2 5N 5 1= DO R IGE~DEE 2 e+ 52 &,

(BERAE7REY VEEBICE TS BEEXIT T ZEEESZOBERING)D

5.3 Iffe - EAROHEIMEI O OIIEHET ALY VA fkEaE L CWIBRE R Sx5E L,
BGBARICEE LTk, BEE I ZEBEEOREZMR T2 L.

(ANJanya—-EnY OREOHED

5.4 EATHIE MALT U > RBEICKHT B~V a7 Z—-vn U BRETREOB ZIMEITHESL L T e,

5.5 RERPEIM/ OB PESRBERIC R LTk, HA RIA V%2R L, ~Jans¥Z—.tnl
BREATRIE 2 ) & I S B FEBNC O RBRETRIE AT O Z &,

5.6 FHIE I 2 NEREBERRE B LAMNTIE, ~) ans ¥ — . vo URERRICK 5 HE
DFFEIHN T DA 2RI L TV Ru,

57 ~Vanyz—. - en VEREFHRICHNDIBEICIE, ~VansZ— - el BEHEchHsr
ERONEEREICI VAN axs X — . En VERERTHD I L 2RI HI L,

S5 _F5 ) —)L Na HibE 20mg [BYE

5 ie - HRICEET HEE
KA OGN ERIC L DIEREZRRT DI LBH DT, BETRWI 2RO I 2575
&,

RZERUVAE

(M RERVHEDES

S5 N5 — L Na YE8E Smg » 10mg [BAYE

(BB, +=BE%. WALRER. Zollinger-Ellison fEIXEE)
WE A 7“77/—W%FJWA&LTIEHMg%1Hl@%m&%#éﬁ\ﬁ%ﬁ
L0 1E20mg 2 1 B 1 EEROBELE T2 LR TES, 2B, @%., HiEE. WAEE TS
B ET, +oHERBEECIE6 AR E CoRE LT 5,

GERMERE )
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- 1A

WM RIEROIBRICEB VT, B, RAIKIETXTZ Y= R AL LTI IE 10mg &
1 H1TEROEGT 28, FHRICEY 1E20mg 2 1 B LEROKETHIENTES, 7258,
WE., SHMETORE LT D, /2, 7u bRV T A B EX =L DIERTHERTS7
Ha. 1A 10mg XX 1[H 20mg 2 1 H 28], &2 8WEMRAOKEGETHIENTES, 275 L,
1 [B] 20mgl H 2 [B1f% 51X EE OXIREEZ /T 25 A5I2R 5,

- MERFEIE

R« TR A MR 0 IR BIE R ORMERFEIEICB W TIE, @, RAIZIZ T T T — )
FUODAELTLIEIOmg % 1 H1EROKET S, £z, 7r bR rFf e ¥ —i2dd
TEIRE TR 4 A i ME B R OMEFRRIEICIRB VT, 18 10mg 2 1 H 2 IR O#%E+5 2
LR TED,

GEU b AN BEYRE)

WH, RAZET_RT T — v gat L TClEl 10mg 21 B 1EEROKZRST S, 2B, @
W, 4l FETCO®RE LT D,

(BERAE7REY VEEBICE TS BEEXIT T ZEEESZOBRING)

WH, RAZIE TR T = MU AL LTl Ebmg 21 B 1ERROEET DR, HER
T O%ET 11E 10mg 2 1 H 1 [ERAOKEET 52 ENTE D,

(NY)anNsa—-E0Y) OBREOMED

WH. RAZIEZT_RT T = U oA L T1E 10mg, 7EXFTVY ke LT1 A
750mg (Jifl) KON T U Au<wA & LT 1A 200mg () @ 3 FEFEEHC 1 H 2 [E, 7
A nEs4 5,
B, 77V AR A AT, BB L TCEEHEET S 2N TE 5, 72720, 118 400mg (77
i) 1 H2ME%ZERET S,
TahrRTA e EA— TEXFUVY UKFMROZ T A< AT D 3 ARRGICE
LY any g— . vn ) OREIBREPREIDIOLGEIL, 2o oaiak e LT, @, K
ANZIF TR — L F MY AL LTLE 0mg, 7TEXF U KT E LT 1A 750mg (7
fili) QA =4 —/L b LT1IE250mg D 3AIZFRIZ 1 H 28], 7 HEEAO&REGT 5,

T T Z ) — 1 Na Y 8E 20mg THHTR)

(BEE. TZ1EBES. MAEEES. Zollinger-Ellison fEIXEE)
WE L. RAIE TR I = b A E LT LA 10mg 2 1 B 1 ERAKEGT 528, Hmikic X
D1 20mg 2 1 H 1 ERRAOFKG T2 LN TE D, ok, @HE., BIEE. WA CIX 8 @i
T, FEBEETCITeEME TO®RE LTS,

(GEFRMERER)
WEMEAIER OIBEIZB W, @, RAIE TR T — L Y oA s LT1E 10mg & 1
H1EEOBET D28 WIRICED 18 20mg 2 1 H 1ERROEEGETHZENRTE S, B @,
SHMETHOEEL TS, £/, Fu hU RV TFA U EZ—IZ L HIEBRTHER %A, 1
[F] 10mg Xi% 1181 20mg 2 1 H 2 B, S HIZ 8 MR AKETHZ &N TE S, 72720, 18] 20mgl
H 2 B GIXHEEOHBEEEL AT 255 ICR S,

(2) AR U AR OBERE - R
DR L

4. RERUVAEICEET HFE

1. FB% - BECHET 538

(BiEE. TZ1EBES. MAEEES. Zollinger-Ellison fEIEEE)

1.1 R E LWGE R OFFEME - BHAEYEOSGAIZ 1R 20mg 2 1 H L EERG3T5Z LN TE S,
(GEFRMERER)

1.2 FIRDZE LWGE R OERME - EEOBAIC 1B 2mg 2 1 H 1 BIEGTAHZERTES (B
o IR AR IRT WM ERTEROHEFREE, T a R T A e EX I X BIRIFE TR
RS IREAIERL ), 2, Tr bR 7 A e BEX 2 X DI THHRAR 7 B
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L 1[E 10mg XiX 118 20mg 2 1 H 2 [\, X612 8 BEREIHRETAEEIL. NEREMRE CHmMHE
ERMBEB L CWRWZ L 2HRT A2, 2B, AFI1E 20mg O 1 H 2 F#F 51, NiESEHR
HECEEDOHEEELHER LI-BAICRS [17.1. 1 B},

5. BRIRALKE

MERRT =2\ r—o
LR

(2) B PR EEIRER
LRk L

(3) B RIS RFHER
gk L

(4) ¥REERIEAER
1) B3MHREEAER
AR L
2) BEMHER
MAEER e L

(5) 8% - HIERIHR
LR L

(6) JAERIEH
1) ERAKERE (—REARERE. BEFEARERE. ERAKELERAE). #HERTERT
—AR—RFE. RERFTREKRABOANE
CNEE R L

2) RRBEHELTERFEOANEREER LIZRAE - HBROBR
A% L0

() Z 0t
DR L
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\

I (CR Y AIEE

ERPHCEEHSLEMXITILEHEE Y

Tu NN CTHER AR T TN T T TV B AT T~ TR T AR,
R TTW 7= BE

HE : BEO B HLA MO - WRE L. BHOBRMCEELSRTHZ &,

EEER

() EFRSERL - FEFRERF
7 bR TER, BRI OBERIERER CIEMER (AvT7 2T 2 RK) 1272, e b
Ry (H,K'-ATPase) @ SH FEZ &4 L CRERIEHEAHE L, BBOowE k325, I HICHES
AU BEFRVEME DO IR, EIT/EREMNL b DI DI K D WNE 7 NV Z F A N K D TEHER O
KB LTWEHDEEZBND, TOM, TIVEF AN K - CEERIFEVENEIE T 2 ATREM: b
HRISh 5,

(2) ENEEfT T+ HERERAAE
b MBI 5 24 FefHEHE E N pH £ =& U > 7 5RER Y
RN B 76 412, 7 B A4 —R_R—IEIZTTI_XT T —/U Na tlife TBVE) (REREAD) /o34
eRKIZ 1 A 1A 20mg (20mg &€ 1 §8) OFHET 3 AMKERO#S L, 24 ReHEHH N pH €=
YLD, EENpH, BN pH3 R E 7213 4 R 2 n TR O Fn (pH<3 holding time
F 7213 pH<4 holding time) ZFH L. 4% pH holding time OINHIRZ R D=,
Z OFER WA G & b1 AR SRR e U T E N pH XA IS 5L pH<B holding
time M OX pH<4 holding time IZAZIZHA LT, £/, 2O OEKL T pH holding time O]
L, WA GRERIIZAERZTRO N T, FRROEHDER MR I, 7k, ARk
WZBEWT, BWERIERO oo Tz,

EHBA pH pH<3 Holding time pH<4 Holding time
*%
o7 *ok “r . = N.S. 14 K% N.S.
60 f 12 + + 12 |
50 + ~ 10 10
I4.0 3 é 8 r .:gn 8 r
£ 5 5
B o °
30 f} 6 f 6
A\ Vv
ey sy
20 e o4t S o4 L
1.0 2+ 2
0.0 L L 0 0 * :
RS EENA RRNF FIRE  RENH HERNE X5 FENH RRRH
NS P
FEAERLA 78, 49, 9 (%) FEVERIA] 71. 1213. 0(%)
FRERBUAN 77.3+12.9(%) FREREUA 70. 014 3(%)

n=6, Mean=*S.D., MIEMEEY /R LI 2 SNSRI L TR L 7=,
HEZEME : Tukey DL EILEHRE, *+ : p<0.01, N.S. : AEERL

iR (%) = [1- CEFEEGRO Holding time) / CGEAIFEERG-HFD Holding time) ] X100
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TFoOWEND D,

AR AR FICBITAT A MY RSN L, 1 H 1[E 10mg #%5-. 1 H 1 [ 20mg 5T
EHICHREY AN LERLMEER 2L, #5 1 HEEORT HEORSWEOWHARIT1H 1
7] 10mg ¥ 5-T 72~76%. 90~96%. 1 H 1 [A] 20mg #5-T 88~89%. 99% Th 5 192

c Y FRHERERICBTAYTTFIUNNTA 7 U v AP R KD BB oW AT 5 (in
vitro) 2V,

EEEAYEEERICBID EAZ I XU T AN CRRE RS, NS T v MZEBT
5 IEMEE BRI M Ve A H 2 I B Sy WA i LR A 22 i & g 2
A XHDHNET v MBI A EBRSWIEERORIEIL. o7 a kR FTHERNC g Uil
< M HARY O EFIZD70n 202,

- H', K'-ATPase [HZE{EH
7 EREEE L JHERL L 72 HY. K'-ATPase (2%f L. #RWHEEMR 279 %% (in vitro),

- PUBESEA
F v M ERAWTEAFEERIERE S 5 VOILER ERERAL (BRI A N LA KBMEA N LA
MFTRE R, AT T I UB L OERR-— & / —/V) 1L, MOHUEEERH 2 WX BB A
UEEM 2R LT 290,

- W EE R R B EH
Z v bOWRHERERERATT LV FEIF-WAREET v b)) I, IRXTT =+ MU o AIEH
BEARTFRNC IS A 2 I L 7= 2829,

(3) YEFISETRBS R - FHGERERA
SRR L
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VI. EYEREICEAY SEB

1. MAREOHS

(1) s A e R
LR L

Q) ERREAEBR TR IN-IPEE

< =W R SRR >

(% FREIR SO AW PR REBR T A R T4 2 CERR 18411 A 24 BT IAHA R 1124004 5 5l
1)

5 _F5 ) —)L Na HabE 10mg [HAVG) 20

TR G =L Na HfiE 10mg TG L5V =y M long &, ThZEN 16 (F_TF Y —F
U DAL LT 0mg) %, 272 W00 v A A — S—IEIC L fEFER AT T-ICH R T, HERE 1 #
5 LU7-, ¥557, #5 1, 1.5, 2, 2.5, 3. 3.5, 4, 4.5, 5, 5.5, 6, 6.5, 7, 8 X9 Bt D
F1 16 FEAICER M 21TV, M RZELERIREZRIE L, 50N EYBIRE T A —4 (AUC, Cua)
(22T 90 %15 HE X BAIS THERHRNT 24T o 7245 . Cux CIIRRBRBRLFA] & AEAERLE D X 455 D -1
EDFED 90%ETEXE DY Tog (0. 80) ~log (1. 25) DEEFHN TIL 72 h o 7275, RBRMBLE b 2 YEHLE| oD
SBUE OB DFED 1og (0. 90) ~log (1. 11) DFEPANTH Y . H-o. WHEEEL L TW5 &
HIEESNTZ Y Z b, WHOEYFR SN RSN,

(ng/mL)

400 o —e— 575 — L Nati§£10mg

[ W

o281 Ty b §E 10mg
300 | i (Mean +SD.. n=23)
250

200 1
150 1
100
50 T

1f

=

350 |

EEE e — NN O B

R (h)
® 10ng SEREEHOMIERS TS Y —ILREHS

& 10mg SFIREFOEYEE/NF A —42

%& t max max 1/2
(ng * hr/mL) (ng/mlL) (hr) (hr)

S5 — ) Na HE§E

+ + + +
1omg B34 23 585.571288.24 | 352.48%130.93 | 2.7x£1.2 | 1.5%0.7

N =y MEE 10mg 23 624.431+268.39 | 323.45%£110.63 | 3.7%x1.2 | 1.2%£0.5

Mean=S. D.
AR EENE QN AUC, Cuax D /N7 A —H1F, HBRE OZIR (NI OBIUEIEL - K% OB S
Iz X > TR DAREEENH 5,
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5 R — )L Na HibE 20mg [HAVG) 2

T X7 T —)b Na Hi$E 20mg [BAYR] &8V = MEE 20mg 2, TN 18 (F_T TV — )
M) oAb L T20mg) %, 2K 28D 0 A4 — "—iEIC L0 EFERABFICEA T, HEROE
H U7, BeHRT, &5 1, 1.5, 2, 2.5, 3, 3.5, 4, 4.5, 5, 5.5, 6, 6.5, 7, 8 N9 W& D
16 RSB 21TV MR RE(LIRBREZRIE L, BN EIE T X —4 (AUC, Cpy)
W22V T 90% 15 $HIX RIS CTHEFHIEAT 21T o 7oA R, BRBR LA & AR UERIA o e Bl oD S 0 72
D 90%1EHEIX 1 1og (0. 80) ~1og (1. 25) DHFIFHNTH U |, WK DAY LR R ZEME 3R S iz,
(ng/mL)

700 r
—e— I NT 5/ — UNatii$iE20mg
ifit 600 T (A |
500 + o= 79 Ty b §E20mg
(Mean+S.D.. n=22)

400 1
300 r

200 1

FERE T — NN 2 NCEHER

100 |

0

i (hr)
20mg SEIRERFOMBR SN TSV — LEEHR

& 20mg ISR DEYFEE/NT A —4

NRIE==4 \o = - ;/% \0 = —
o AUC#UA&/ 7 A &C ¥%/ 7 A T&'
%i& t max max 1/2
(ng * hr/mL) (ng/mL) (hr) (hr)

T X7 7 —) Na Mg

+ + + +
20mg YA | 22 941.42*x414.08 | 562.64x161.88 | 2.3x0.5 | 1.7=0.7

/N =y MBE 20mg 22 990. 19%£504. 75 | 595.94+244.46 | 3.6+0.9 | 1.3=£0.4

Mean=S. D.
AR EEN QNS AUC, Cuax FED /T A — 2 1%, HERF OBR | (R OBEEEL - FEE S5 OB S
HIZ X > TRR D AN H 5,

<CYP2C19 genotype (DL > 303

EFERAB FIZBIT D575V — )L Na H8E 10mg TG B ONT 75— L Na HE 20mg THH
161 OEWFRRZEMERERIZEBV T, CYP2C19 BIn T2 AP OfENT 21TV, genotype 18D I ENHE
TRRE LT,

* CYP2C19 #HANT Fit@E xR L v IS,
EM (extensive metabolizer) : CYP2C19*1/*1 (&< EM)
CYP2C19*1/*2 X% CYP2C19%1/*3 (~7 1 EM)
PM (poor metabolizer) : CYP2C19%*2/*2. CYP2C19*2/*3 X |% CYP2C19%3/*3
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600

500

400

300

200

100

m#Eh SR F S5 J—)LRE (ng/mL)

—— PM## (n=5)

—O— ANTOEME(n=13)

—o— ;R EEMEE (n=5)

(Mean=S.D.)

4 5 6
i (hr)

SRTSJ—)LNatEdE10mg TBAE] %5 BFMDCYP2C19 genotypedl
MIFRSRTSY—LEEHTE

1100
% 1000 —o— PME (n=4)
g’ 900 | —O— ANTHEME(n=11)
g0 | —o— /REEME (n=7)
gﬁ 700 F (Mean=S.D.)
|\ 600 |
N 500 ©
jz 400
N 300 T
;gg 200 |
g 00 t
0 ¢ T .
0 1 2 3 4 5 6 7 8
BFRE (hr)
SR TS5 —)LNat&E§E20mg TBHA | #%5RFDCYP2C19 genotypelll
MmiFhSRTS Y —)LEEHD
= CYP2C19 genotype RIEMBNRE/INS A —4
CYP2C19 AUC, Chax Thax Ty
B s (ng * hr/mL) (ng/mL) (hr) (hr)
5T 5L Na S ﬁM (n=5) 910.294223.88 | 437.70+x159.17 | 2.2+0.3 | 2.3%=1.0
Lomg BT ) ~7 12 EM(n=13)| 542.35+258.15 | 349.40+128.19 | 2.9+1.2 | 1.4%0.3
AEEM (0=5) | 373.24+112.66 | 275.27%55.62 | 2.8+1.8 | 1.1+0.4
5NTF5 S Na Hike EM (n=4) 1637.23+357.50| 737.64%£171.82 | 2.3£0.6 | 2.3+0.8
20mg W4 ~7 2 EM(n=11)| 868.54+214.37 | 538.67+129.39 | 2.2+0.4 | 1.6=+0.7
AEEM (n=7) 658.34+183.39 | 500.29+151.81 | 2.6*+0.6 | 1.4%0.4
Mean=S. D.

1 B P SR TN

R K> TERRDTREMEN D S,

T X7 Z ) —) L Na ¥ 8E bmg

i) o

AUC, Cuax DT A—H 1%, #BRF OB RIK OBRH B « B % OB S

7 T'Z =) Na Hg g bmg THATR ) 13, TE R0 288 0 E R RE O AW 2[RI SRR T A 2
AV ITHEDE, TRT TV =)0 Na HiE 10mg THITR) ZARERA & Lz L& IWHIZEENEL <,
BRI FSE L s (TIV. 9 ) DIEZBH),
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(3) hEE
B R L

) BE - ftRAEOZE
D) RHFORE

BEFERA T 11 20mg Zff T XIUF BB IR NG Lok, B%EKEEG TR M52 L Tnax

23 1.7 BRREET 5 & & B ITRIITEAZE NGRS STV D 2

2) RO

K (A AT 5 —)L) CHAREIEESE T N7 2 — A P450 2C19 (CYP2C19) ~DOREEEAIZ L
FHAERDNED BN TWASTENRL, ULTZ77 0 R-ULTZ7 U V) IR LTAFIZZNS
OFEANOMFPREIBE G2 N ERRESNTNWD, Fo, R (T V7TV —1) T
JTARETIERT R 27 o — 2 P450 1A2 (CYP1A2) OFFEIZ LV MHEAEHREO LN TWLT A7 4
U SR LCO AR PRI B L 5202 E RS Tn D Y,

VI 7. #H EAEH | OIRZ PR
BEYLERER/NTA—4

(1) B4R A3k
DR L

(2) BALERE 22
LR L

Q) HKREEH

kei: 0.5+0. 2hr™! (777 V' —)L Na 5 E 10mg [FAYG].
0.49%0. 2hr ' (575 Y — ) Na Hi$E 20mg [BAIE]

WoUTFIR
MR L

(5) A ETE
AR L

(6) ZDith
B R L

BEH (REaL—L3v) @

(1) A 773
AR L

QTG A=A EFHER
B R L

IR 4R
TR L

kil
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(1) Mm% — Aixi BE P9 @B 14
M E R L

(2) %k —Re BERAFT @B 1

M E R L
Q) At ~DFITHE
[VII. 6. (6) F23Liw ] DIEEM
(4) BERA~DFBITIE
MR L

(5) T DD~ DBITHE
DR L

(6) MIFERFESE
94.8~97.5% CEIIME 96.3%) & DMENDH 5 2%,

6. H

(1) B EB L B ML R R

UTFOWERD L,
1) A Ry b

fERER A 712 10mg, 20mg Z#% 1 £ 5: U2 R ORI, EICIERER N 7Rt SRS
LR LETF A —F K Th o T, FOMITHF CYP2C19 2357 5 Bt A F AL L 0 4
Al U 72l A F /AR CYP3A4 3B 5-9 5 AV AR AU BUSIZ K0 AR L T2 AV AR AMRRFES HivT,
2) FRHP R

[VIL 7. HRitt ) DIESH,

QRBIZEE5T S8R CYPEH) OHFiE. F5F
ARFNOARFHITATFACHBESE F 7 v — A P450 2C19 (CYP2C19) & TR 3A4 (CYP3A4) DEIHNZD &
nTns,

BEERAS AR ORE Lz & & oM REwIE, TICHEBRZERE TN L VAR LZF 4
—F R TH > T, A TFNMLICE G55 CYP2C19 B RA LK ABICB 5 % CYP3A D 513/~
SWhoEEZLNED,

Q) VEEBAMEDEERVZDEE
B R L

) REMOEEDERRUELL, FHELE
LR L

7. Bt
UTFO®mENRH D,
et K QR R
TR A 71T 20mg 2R G LG, BG4 24 B & TIZIRTPICTRTZ Y — L R o A
DRIBALEITBRHE ST, REWTH D VR CBBRIKKR D 7V 7 0 iR s &0
29~40%., ANH T — VEBIA IR 13~19% Pkt S ju iz 5220,
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8. FZUARKR—E—IZEHT 515
BRI L

9. BNFIZKBBERLY
fERERR A B 7 10 B (24 BEfE] Cer=90mL/min/m®) & MRIENT 2 521 TV D AR 2HRE 10 1] (24 FERE
Cer=5mL/min/m*) (B W THEYENREFH R 21T o 72, @BEMRAB FITIZTXT T —F Ry
v A 1R 20mg A5 L B AR SBEFITITMEEN T 1A 20mg, & HIZENT# 2 H OARIER 1 [A] 20mg
BRH L, &2 OPYEIRE T XA — & Bii~_7=, T ORER, SN X OIESEITRE & b ISR
ANBF- OB RT X — 2 L OICHEHI R B BEZIL 0> 1=,

10. BENERERIT SBE
AR L

1. TOh
M R L
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VI. 224 (FRLDOXIESE) ICEATHIEH

im@t%wﬁm
EIFLTWVDAR

Qm ]]H"%

2. ERABREZTDER

2R (ROBEICEEBRELGWNI L)
2.1 AKHN ORI LB BUE OBEEIED & 2 8
22V ve e VERIE ARG R o BE [10. 1 8]

3. EEXIIHEICEAEST HFE L ZDER
(V. 2. e U BT 25 28T 52 L,

4. AERVHEICEET HFELEZTDER
(V.4 HIEROHEICEET2EHE] 2205752 &,

5. EELGEARMIE L TDER

Z 75— L Na Ha8E bmg « 10mg [BHE]

8. EELERMIE

(FhREFHE)

8.1 AAIOF Gz iE, MiEG-CHEEREICER L. THMICMEFOME - Mk ELFNRE L
1ITHOZENEFE LV,

(BiEE. T-EREE. MEHES. FULAMBREYRE)

8.2 RHIDME RN+ TRV T, HEFFFRIEICITHW RN EREE L,

GERMRERDMEFERE)

8.3 ¥ « HFRZMVIRTAEST e Ry A e B X —IC LD IBETHRA TSI BEIC
RULATH Z L& L, AR, MFFRIEOLEDLWEFITI ZEORVWEIBETHZ L, £
7o, BEHIR, 7 v — VB EHIRE O AIEEIEOBGENR M G v, FARREN RN 20 fk
e D%, A1 i%ﬁx&ﬁi%%ﬁﬁé Lo 7B, MERFEETIIE SIS N BERR A & FEhE
THREBELETFIATI ZEDBEE LU,

GEU b AN BEY R

8.4 MR LV o), FIREOBYITERSBY KL AONDZE (LHMHZY 2 HELE) %
RO 2WETHZ L, ok, REIORGENEE, RSO B EE & Ot OHE L a5 &
WCEDIEREZRMT 22X H 20T, NHEBRESZICEID 2O OREB TRV & 2R
5T &,

F 75— )L Na HaE 20mg THATE

8. EELEARNEE

(GhEEH @)

8.1 AAID#EE I, MRE-CHEREICER L, EMMICIERFORE - kAP RE s
1THZENLEE LU,

(BiEB. TZERES. MEMES

8.2 RHIOEHRERN /70 TROD T, MEFFRIEIITHNRNZ EREE LU,

6. BENERZHI SEEHICHT IR

() EHHE - MEEZEDH L ESE
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9.1 BHHE - MEEFDOHLESE
9.1.1 EVBRIEDCRTEDHHEE

(2) BHEEfEE RS
BRE I TV

Q) FFtkpelEERE

9.3 HFieElEERSE
JITFREZE A THAERIE DS R D 5,

b ETEREZ=H T 5F
FEEN TR

(5) 1
Z 75— 1 Na Ha8E Smg + 10mg [BHIE]

9.5 F4F
Il AT L C D ATREME D & D PRI ITIRIE L OGS IENfERMEZ LRI D Ll s b8
BCORFETHZ L, BER (T MO 400mg/kg, 7Y FFE 30mg/kg) THRIEEME (T
v NCEEEE, U THREOIKT, fLEFEE) NHEINL TS, £2, 7y MY
FY—nF FU A (26mg/kg/H). TEFT VY K (400mg/kg/ HLLE) ROV U A
n~A 3 (bomg/kg/ HLAL) % 4 WMOFHHESG L-3BRC, MCREBEREBOE/ANED B
TV,

T X7 Z ' —) L Na ¥58E 20mg THHIR ]

9.5 1¥47
10 SR L TV B ATRETED & 2 L MEICITIBE L OB/ IRMEN G Z B3 S 1B S b
WA OREET L2 &, BWER (5 MREO 400mg/kg. 7P FEE 30mg/kg) THE IR FEME
(7> PTILBBE, VX THEREOKRT., {LEEBE) NHEINLTWD,

(6) =217

9.6 RELIF
IR EOARMER ORARBOARIEZ BB L, RAOMEUT T I 2G5 2 &, Bim%E
B (7 v ) TAHT~BITTD 2 EnilE ST 5,

(DR

9.7 IMNRZE
AN b G & U T IR R R BRI T i LU,

(8) &

9.8 BEnE
HIESIERFORBIERN A H 6 DN G IR ET 22 EHEEICR G52 &, KANZEL LT
FHECRH S 228, Sl E TIIAFEREDMET L TS 22| BIEAR S b d Z &
VAR SRR

7. HHE/EH

10. #HE/EH
AHFN ORIV FEESEF 7 2 — 2 P450 2C19 (CYP2C19) &N 3A4 (CYP3A4) DPHH-733R
HHNTNWD, [16.4 5]
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T2, RENOHEEYWIHIERIC X 0 BEHSEAI ORI 2 (e X425 2R3 d 5,
M GtHEZEREZNDER
10.1 EAZE (BFALAGWLI &)
A4 BELRAE IR « HE & 5 1A Ky fElRIA 1
VAR R Y L YU R O ER A 9 | AR O B ER W ERIC X 0 BN
(m¥=F M) LEEFNLND D, pH 22 FH L. Vv EY UEgEO
[2.2 ] WIAME T L, ULEE Y o
ENMETTHZE0H 5,
Q) BREE EZDER
10.2 tEEE (BFHEICSEET S L)
A 4, BRI IR « HEE 515 FEFF - fERRIN
D= FIFEAN O MAPEREN B35 2 & |\ AFOEBRSWIHERCLY ., BN
AFNLIAXFTL | Bb D, pH 23 B U AR FHA O WL IR & g5
5,
A hTaFYy—v TR OIM P EENMS T 5 B2 AR OEBRSWIEERICEZY, BN
FT4TF=T nndH 5, pH 23 B U AE FE3EAN o W I % $) 5°
HBENND B,

KERALT v X =0 I [ ARFIN AR G- (2 LE~HIER AR R . (B 13RI TH %,
T s KL~ 7 3 (HlBRABE S 1 BRI AR C -3 i 4
U LA ORIREA | P R FEES T 8%, 6%
EKFLEEOREDRD D,

AR bPLFEFY—hK | AL FYS— FOMPREDN LR EFIIAATH D,
THZLEBHDL, mAEDOA ML F
Y= b5 5613, —FRICK
HloBGE2HIEdD 2 2 EEBT S
Z&,

Bl{EH

1. &EFA
ROBWERDRHHOND Z ENHDHDT, BELTHITATV, BREDED LN HE IS
IS 57 CIEU R EZT O 2 &

(D EXLEIMER & PHER

11.1 EXGEMEA

11 2avy WEAH), 7214 7F 20— (HEARH)

11.1.2 SRmskiEd (AR, EBEREKAE GHERH) . m/hMriEd (0. 1%405) . BmEEm

(B L)

11.1.3 BUER % (AR . FFHEEREE (0. 1~5%A0) . BEE (HEARE)

11.1. 4 FEMME (0. 1%RTH)
FEEN, ik, PREURREE, BE O RE (IREE) EARD ONIGAICIE, EHONITHE X AR
DA Em L, KA OEGZF 1T 5 L &bz, BIERERVE AIOR G5O 72 L iE
ITH Z &,

11.1.5 REEE (BHERH)
e 2 R AP B RIE (Toxic Epidermal Necrolysis:TEN) . 5z & #EIENIRGEERE (Stevens—Johnson
SEERE) . ZTARER L LDOND Z LN D,

11.1.6 [QUEREE WEAY), BEMEXR BEERH)
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BEGERE BN, 7 L7 F=2%) Cigd 5o &,

11.1.7 BF b U LDE BEAD)

11.1.8 HERIRE (HERY)

BRI, TARE. CK L5, MR OURT S 47 1 By ER AR b 4 B B R A2 & b
N5z LRbs,

11.1.9 BABE AR

11.1.10 SEELIKREE (BEFERH)

FAZE, BETH, KRS, AR, AL B HBREERHO DD I ERDH D,

(2) ZD D EI1ER
X7 F ) —)L Na Ha8E bmg + 10mg [FATE)

1.2 ZOoEIER
(BiaE. T FEE. UEEEE. FMMEEEX. Zollinger-Ellison fEIFE., JEVLAMER

BEHERE, BRET7AEY VRESHICE TS BESXET2ERESDHEFNG)

FEEE\ B 0. 1~5%RKi 0. %Al A A ]
W BUIE B, BRI R
i H Bk B iEkEE N, (AR iR A ERIE 2
IREREE 2. Al U L oRERJED
AST, ALT, Al-P, y-GTP.[{8E VLB D LH
G LDH @ k&
TEBR % mJE &5 EUREs
gk, THI, IR, JEE. Wk, I U HE, | ER, R, B KIG
HIbES s, HNZE BbH7-iL., A8, B[4 (collagenous colitis,
R, 505 lymphocytic colitis)
SHA DEV, SEOoX | IRK, |[HAE, BiE
y . DU . e stipe, 42
FRAREER HETF., oobon, &
S,k
a L A7 — LGN T A E, HE, BEE | Eobbox . BfvR. M
Z o i « BUN ® L& BHER, [FE BEE, LUK R, &7 =7 IMfE,
if.HT TSH #50 CK D 5 K~ 27320 LMAE, M
b3 7A

) FBUEE I ROE IR RS A A E T,
(ANYansa—-E0) ORBEOMHE

FEE\BH L 0. 1~5% A5 0. 1%A
B RUE B N S TR
it 1 1 ER e UFRREREE 2. AFHPERIA . U 2 RERIED
U U8B /OB iR I
ik ALT, AST, y-GTP ® L5 Al-P, LDH @ |5}
T B hiE, fE LA
T, ERME, BREEE . M. EEIE OB, ORNg, W0, nER,
Hib# TR, MRS, RS, H2&. BRI, BBk, B IR, Bk
I e
FEp e G BHEN
FREAE G D B 5 BURVE, B, & LUK, Bk,
DAt EAHKR, IRE LA, FE2DOLOIUE, R
o b5 RIEEE . PHEER

) REEEIIEEE I BEEECRBT TR T — T NV A TEXFVVY &
KR T ) Ana~A 2D 3FIFREGEORBEEE CORKRBR L OGRS RE L S0,
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10.

11.

12.

T RXT7Z YV —)b Na HEEE 20mg [HHIR]

1.2 2D EIER
FEEEON\BHE 0. 1~5%ATi5 0. 1%A i BHE AR

W EUE L, FRPFR =HIWE

i H ek B EREEIN . | R M BRI | aF BRI 2
IFERERI % H i U L REREAD

» AST, ALT, Al-P, y—GIP. (e U L E VD LH

il LDH & |5

Th R £ _E&H- fulES
AR, TR, REERmIRE. (M. Bk, U U XE, [ER, R, BRIREII KNG

ML A, HPNZE BH7-. O, B8R4 (collagenous colitis.

R, 505 lymphocytic colitis)

GIEpS HFEV, SboX | IRA. (TR, BiE

" ., PUE L 70, Znscgtipk, 2

RHHEER DEF. Ooboh. %

L%

ol AT7a— - fifETAHE, FHE BRI B L ox, B, B

20 %%BWJHE%%Eﬁ\%ﬁ\%%E\LUM@\W%\%TV%:TEE\
1A TSH #30 CK & |5 K~ 27 x>0 AMbE, 2otk

W=
) BB IIRERERAEL BT,

R ERRICRITTE

Z~_7Z ) — 1 Na HE5E Smg + 10mg BV

12. EERRBREHRBRICRITTEE
(N)anNsa—-E0Y) OBREOMEED
121 Ayans44— - E0OREHELDITE
FGRTFZ) = NI uLEOTa NIRRT e B —RT XY KM, 7T
AawA T UEOPEWE R RA Fe=F Y — LORAFOR G T ER T, PCIRFEMEER
BROHEDMAREYEIC 7 DRTREMER H B 728, PC-IRBEBMEERBRIC L DREHEEIT O HEE. 2
NS DOHEENOBEGHE T % 4 BLBEORE R CEIMET 5 Z ENEE LU,

FX_JF ' — )L Na HaBE 20mg TBATR |
BRESI TV

BERE
BEEN TR

EALEDZFE

14 #@RAEDEE

14.1 EFRFEHDOEE

14.1.1 PTP @25 D#ANL PTP > — MOV H L CTIRAT S L 2458+ 52 L, PTP o — hidd
RIZ XD BB EE R AF A U, BICE 2B 2 U CHEBRIAR S o mE 2 & OHE
ERTHZEnH D,

14.1.2 RFNIBESETH D . IRAIZH T > T, AT, W2 T, OALTET Lo E
HIbHZ L,

ZTOMOIE
(1) ERERE A I 2 5 < fE4R
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15.1 BREREERICE D CEH

15. 1.1 A ORGEGHICEEO /R Y =T 2Dz L OWRERH D,

15.1. 2 VMBI 2B DOBENZE T, 7a hr R A b EXZ—IC L AIBRICBW TR
TELCPE D BSR4, TR, FHEEITO U 27 BMBPRE STV D, FRriC, mAEK
ORI (LFELLE) OREEZITIZBE T, BIFOU A7 838 L7z,

15.1.3 #EAMI BT 2 BICABERE 2R & LI OBISEMIET, Y r by R 7 e e s —
R LERBIZBNTY BA DY VYA F g7 S L S HIRD ) A7 A8
ShTWV2,

(2) JEBRERFERICE D < 1BHR

Z 75— 1 Na Ha8E bmg « 10mg [BHIE]

15.2 JEBGERERBRICE D < 1%k

15.2.1 7 v MIT bmg/kg YA b% 2 FERREORS L-FRERicB W, MTHICHILF /A4 FD
BENBLNT- EDORENRDH 5,

15.2.2 Ep3EBr (7 v MRS 25mg/kg LA k) CHUIRIRE B &K QUL YA v %2 > OBEINNH
HENTWAHDOT, HHICH T > TITFRIESREICEET 5,

15.2.3 v MK THH TV F T — (B0mg/kg/H). TEXRT TV K (500mg/kg/
H) KO U zxa~A 3 (160mg/kg/H) ZOFA#EG Lk, W COFMEO IR &
E BB DR B INH OHIRAFE O BTN D,

T X7 Z ' —) L Na ¥58E 20mg THHIG ]

15.2 JERGEREKER(CE D < 1Bk

15.2.1 7 > MZ bmg/kg YA B 2 FEMROKRSE L-mlRicsnW T, MicHICHILF /A FD
RAENLLNTZEDORERD D,

15.2.2 & EE (7 v MRAOKES 26mg/kg A E) THARREE M QM A Y1 a3 o O#Einn
WMESNTWDEDOT, FHRICHTZ > TUIHIRIEEEICIEE T 5.,

_32_



JERRPREABR B9 4 1EH

EEHER

(1) EhREAER
VI S HREI B 5 IHE ) DEHEM

(2) R HRIBHER
AR L

(3) Z D ith D ZE=IRHER
B R L

SR

(1) BE % 5 HHHER
AR L

(2) RIERGHHRER
VI 12. Z D OEE ] DIES M
T RTZ ) —)L Na HibiE 10mg [HHR) % AV - I8 2 5 etk alk i *
S X755 — L Na HE8E 10mg TBHVE] %, M — 7 LRI 3mg/kg DfE (SX_TF)—F Y
TAELT) T4 HEKEROBE L, TOBEOEMEIZ OV THRE LT,
ZORER, —RRE, KE, SRR, MR PRI A X O AL TR AE DO WU B W T H 3EA D
WEZRET BT A O T,

(3) BIEEMRB
AR L

(4) B AR ER
MVIL 12. (2) FEERIRRBRICEE S 1) DS

(5) ETEFEH AR
VI 12. (2) FERGERRBR IS THFH DIEBMR

(6) BRI
DR L

(7) Z DO FHFEN
RUER R L
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EEMFEICEAYT HEEB

FREHIX 5
LCO 1
BB

A sh AR
AR« 3 4

BERETORTIE

FIRRAT
MW LEDFE

L2 MFEDADEELTH D)
BEARYYA

Z~_7Z ) — 1 Na HE5E Smg + 10mg BV

20. L EDEE

20.1 PTP &l3&13 7 /L JRPHEME, T R BIBIRR ., WAz TRIFT 5 2 &,

S5 _F5 ) —)L Na HibE 20mg [BYE

20. iRV EDEE
20.1 7OV AREE R IR AR TRFT D 2 &,

BERITEM
BHEPERTA N
<FvoLky A

<1

FOMDBEERTEM : 77T —)L Natae BB ZIRAINTWE A~
(TXI. 2. Do B#EE R OIEEMR)

FA—r%
FEF RIS

ERREFAH

1997 4E 10 H ¥

SLERFTTARF A B R UK

ZEIES

XY = MEE Smg » 10mg * 20mg

mae., EMEAFRFFEAH. RcRIBERAR

ongd

BOERRE ARG B

HAfh AL AE A A H

WRFEPHAAFH H

F_FZ ) — )L Na ¥
BE Smg [HAYR)

20204 2 A 17 H

30200AMX00314000

20204 6 H 19 H

20204 6 A 29 H

F_F 5 — )L Na ¥
#E 10mg THAYE

20104 7 H 15 H

22200AMX00805000

2010 4F 11 H 19 H

2010411 A 19 H

F_F 5 — )L Na ¥
#E 20mg TG |

20104 7 H 15 H

22200AMX00411000

2010 4F 11 H 19 H

2010411 A 19 H

MRERIFREMN, RERUVAEEEENFOFEABRUVEOAE

S5 _75 ) — )L Na $8E 10mg BATE

OB AMEE RIE

WHTAE

ZhHEE < R L - AEO—HAEAGR (2010 4 12 A 6 AfFAR)
Tu bR T A e B I X DTG TR A i A
s - AEO—FAE A (201146 A 21 HAARE)

FEPE. + IRIATESS. W OMALT U SR, RPNV AR PESREER . L R L9 D PR

HRIEE B IZBIT oY any 22— vn ) OREOHE)
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ZhHE « R, AL - HEO—HZEAR (2012 4 11 A 19 A7)

ANYanRyiz— ..o VREFRICBITANY ay Z— . v al OBREOHB)

BNRE - DR D —EBAHE AR (2013 42 6 H 17 HATAGE

7u AR T A e BX =2 K DI TR A it BB 28 D HERFEE

L - HEO—HAEEAGR (201841 A 10 A fH7&ER)

RHET AU GRS T 2 BIRE X3+ 465 IR 5 O B8 0]
ZhEe - hF. WL - HEO—HZA AR (2020 426 H 24 Af74)

Z_7Z ) —)L Na 8¢ 20mg IR

7a R T A e BX I K D IEE TR ARy A i i R A
k- HEO—SEFE AR (201146 A 21 HAFEER)

10. BEERR. BFiMEHRAREABRUVETORE

BAROANA

11. BEEIAM
%M L7gn

12. #REHRBIHIBIZEET S1EH
RENE, B (b 2UNLHES) MBI BT 2 HIRIZED BT,

13. &fEa—F

Bt LIRS | WREER ST o @) I i

;;%;i;iiifé%é;jNa 23290283131 2329028F3131 128012802 622801201
é;%;ii;;;ﬂ;%g; Nal 93200281155 2329028F1155 120073702 622007301
;;%;i;ii;ﬂ;%g; Nl 9320028F2151 2329028F2151 120074402 622007401

14, {RERIGHRT LDER
AL, IR EOREERLTH 5.
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XI.

1.

SR

51 FSCRK

1)
2)
3)

4)
5)
6)
7)
8)

9)
10)
11)

12)
13)
14)

15)
16)
17)
18)

19)
20)
21)
22)
23)
24)
25)
26)
27)
28)
29)
30)
31)
32)
33)
34)

B\ E B AR R i (R E5)

SRS I B LR 59(9) 11582-1600, 2010

The use of stems in the selection of International Nonproprietary Names (INN) for
pharmaceutical substances 2018 (World Health Organization)

() B ARSERIRBHE & o 2 —fR « B ASER G EHERE® 2021 (JPDI)

F \HSE B AR B 5 <https://www. mhlw. go. jp/stf/seisakunitsuite/bunya/0000066530. html >

T X7 F Y — b Na HabE bmg [BHIR] OZEMEIZET 28R FENEED

T RXTZ Y —)b Na HabE dmg [BIIE] ORWIRMEABRICET 2& 8 (FENEERD

T RXT7Z Y —)b Na H28E bmg [BIIR) OEEIER N—REZREBICH T 2L EMICEAT &8 (f:
W&k

T R_TF Y —)b Na Hi8E 10mg [BIIR) OZEMEICET 28R FENEE

T RXTZ YV —)b Na i8¢ 10mg BRG] ORWIGRARBRICE T 2&8 ((ENERD

T R_T7Z Y —)b Na Hi6E 10mg THAIGR ) OMEAEE K O R EVERIRREIZ I 1T 2 2 EMEIC BT 2 8k (1
Wk

T RXTZ YV —)b Na Hi5E 20mg [BAIR) OZEMEIZET 28k (FENEED

Z X7 —/b Na Ha$E 20mg THIR) ORHIRAFRBRICET 2&E GENEEL

T R_TZ Y — )b Na Hi8E 20mg THHIR ) OMAEE K O —REERIRREIC I 1T 2 Z2EMEIC BT 2 8k (1
W&

T _TZ Y — b Na $iE bmg THHIGR) OEHRER (AW FrRSEME) (T3 &8 GENERD

F X7 — b Na Ha6E 10mg THR) OWHRERICET 2 &8 ((ENEED

T XTFF Y — L Na Hi8E 20mg [BAIGR) OEHFRBRICEE T 2 &8 GFENEE

HHI A HEE R E > A T & < https://shinryohoshu. mhlw. go. jp/shinryohoshu/yakuzaiMenu/ >
(2025/04/18 7 7 & R)

IR BAED - FEBR SR, 19995 27(4) @ 705-712

HEEBUED  ARFER. 19945 41(7) @ 143-150

Fujisaki, H., et al.: Biochem. Pharmacol. 1991; 42(2): 321-328 (PMID: 1650210)
Fujisaki, H., et al.: Drug Invest. 1991; 3(5): 328-332

A E Z21E0 0 6. 1. Research. 1993; 1(5): 493

W& FEED 6. 1. Research. 1993; 1(3): 274-280

PRI 75 BIED> © B ARIEFRAHERE. 19935 102(6) © 389-397

Morii, M., et al.: Biochem. Pharmacol. 1990; 39(4): 661-667 (PMID: 2154989)

R b Z21F0> 1 6. 1. Research. 1993; 1(5): 497-500

PR L AREIR G WA GBI Bk 2 (M) A ASKAIRIMHE & & —)

PRI BE 2> « Br3E & BRIk, 20035 52(6) @ 752-760

F X7 — b Na Ha§E 10mg THVR) DAY FRIRESEMREBRICET 28k GENEE

T T —)L Na Hi$E 20mg BRG] OEWFRIRSEMERBRICEET 2 &8 FENERD

Yasuda, S., et al.: Int. J. Clin. Pharmacol. Ther. 1994; 32(9): 466-473 (PMID: 7820329)
Ishizaki, T., et al.: Aliment. Pharmacol. Ther. 1999; 13(Suppl.3): 27-36 (PMID: 10491726)
Yasuda, S., et al.: Clin. Pharmacol. Ther. 1995; 58(2): 143-154 (PMID: 7648764)

35) Keane, W.F., et al.: Clinical Trial J. Clin. Pharmacol. 1999; 39(9): 927-933 (PMID: 1047198)

36)

ZX_TFZ ) —)L Na Yade 10mg THHIB] OMiA X & H = 14 ABKER Q& 5EERBRICET 28
B GERNE R

Z DD SE 3
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XO. &5

1. FLHENETORERTIRR
WM EB T D FBRGUILL T O THH, (2025 4F 4 AR )
[E4 fR5E4
KIE Aciphex. Aciphex Sprinkle fth
YL[E Pariet 10mg. Pariet 20mg fth
1) KEORBIZOWTIZ, 74 B ABBRORWEENRRTE L TV 5,

2. BB T HBRKRIIEER
(D) Wl B9 2 WM (FDA, A —A b Z U 7553 5)

AINZF T HEFIIC 19.5 dfhw), 19.6 34w OHEOFLHITLLTDO LB THY | KEOHSS

E, A=A NT VT ETRR D,

F X7 —)b Na Hi$E bmg + 10mg [BHIG

I . B ENERZEITHEEBICEHTHER

9.5 1%
IEha AT IESR L T2 B TREVED & 5 MR IXTER O R SMERNERMEZ ERIS &l s 55
BB HZ L, BWER (T~ MO 400mg/kg, 7V XEE 30mg/kg) THRIEFNME (T
v FNTEEBIE, U THREOK T, fLFIEL) @GSN TWD, £72, 7y MIIRTT
V=)L U A (26mg/kg/H), TEXT VU KFIY (400mg/kg/ HELE) ROV Z U A~
A v (50mg/ke/ B LLE) % 4 BRAOFAH G L7238 T, M CRBIREEDE(L DB D ATV 5,

9.6 RELIF
1B EOREMER ORARBOARMEELZE L, BALOMG I A2 RFTT 5 2 &, BTk

(Z v b)) THIHF~BATTLHZ ERHESIN TN D,

FRX7Z ) — L Na Hi8E 20mg TBHIE)

I . B ENEREZETHEEICEHTHER

9.5 1%
Bba TR LT 5 ATREE D & 2 ISR Eof R IENEMME % BBl 5 &k S 55
BB E5TH &, BER (T > RO 400mg/kg, 7Y XEE 30mg/kg) THIEEME (5
v NCEERBIE, VY X THEREOK T, [LEEE) NI Tnd,

9.6 =17
18R EOA MR ORFRBEO AL ZRE L, SFAOME UIP L2 Ed 5 2 &, B

(Z v b)) THHTA~BATTHZ ERME SN TN D,

L LA
SKE O ST cE |8 USE IN SPECIFIC POPULATIONS
(2023 4£ 7 H) |8.1 Pregnancy
Risk Summary
There are no available human data on ACIPHEX use in pregnant women to inform the drug
associated risk. The background risk of major birth defects and miscarriage for the
indicated populations are unknown. However, the background risk in the U.S. general
population of major birth defects is 2 to 4% and of miscarriage is 15 to 20% of clinically
recognized pregnancies. No evidence of adverse developmental effects were seen in
animal reproduction studies with rabeprazole administered during organogenesis at 13
and 8 times the human area under the plasma concentration-time curve (AUC) at the
recommended dose for GERD, in rats and rabbits, respectively [see Datal.

Changes in bone morphology were observed in offspring of rats treated with oral doses
of a different PPI through most of pregnancy and lactation. When maternal
administration was confined to gestation only, there were no effects on bone physeal
morphology in the offspring at any age [see Data].

Data

Animal Data

_3 7_



Embryo-fetal developmental studies have been performed in rats during organogenesis
at intravenous doses of rabeprazole up to 50 mg/kg/day (plasma AUC of 11.8 ugehr/nlL,
about 13 times the human exposure at the recommended oral dose for GERD) and rabbits
at intravenous doses up to 30 mg/kg/day (plasma AUC of 7.3 pgehr/mL, about 8 times
the human exposure at the recommended oral dose for GERD) and have revealed no evidence
of harm to the fetus due to rabeprazole

Administration of rabeprazole to rats in late gestation and during lactation at an
oral dose of 400 mg/kg/day (about 195-times the human oral dose based on mg/m2 ) resulted
in decreases in body weight gain of the pups

A pre— and postnatal developmental toxicity study in rats with additional endpoints
to evaluate bone development was performed with a different PPI at about 3.4 to 57
times an oral human dose on a body surface area basis. Decreased femur length, width
and thickness of cortical bone, decreased thickness of the tibial growth plate, and
minimal to mild bone marrow hypocellularity were noted at doses of this PPI equal to
or greater than 3.4 times an oral human dose on a body surface area basis. Physeal
dysplasia in the femur was also observed in offspring after in utero and lactational
exposure to the PPI at doses equal to or greater than 33.6 times an oral human dose
on a body surface area basis. Effects on maternal bone were observed in pregnant and
lactating rats in a pre— and postnatal toxicity study when the PPI was administered
at oral doses of 3.4 to 57 times an oral human dose on a body surface area basis. When
rats were dosed from gestational day 7 through weaning on postnatal day 21, a
statistically significant decrease in maternal femur weight of up to 14% (as compared
to placebo treatment) was observed at doses equal to or greater than 33.6 times an
oral human dose on a body surface area basis.

A follow-up developmental toxicity study in rats with further time points to evaluate
pup bone development from postnatal day 2 to adulthood was performed with a different
PPI at oral doses of 280 mg/kg/day (about 68 times an oral human dose on a body surface
area basis) where drug administration was from either gestational day 7 or gestational
day 16 until parturition. When maternal administration was confined to gestation only,
there were no effects on bone physeal morphology in the offspring at any age.

8.2 Lactation
Risk Summary

Lactation studies have not been conducted to assess the presence of rabeprazole in
human milk, the effects of rabeprazole on the breastfed infant, or the effects of
rabeprazole on milk production. Rabeprazole is present in rat milk. The development
and health benefits of breastfeeding should be considered along with the mother’s
clinical need for ACIPHEX and any potential adverse effects on the breastfed infant
from ACIPHEX or from the underlying maternal condition.

HKEOYSATSCE « ACTPHEX https://www. accessdata. fda. gov/scripts/cder/daf/ (2025/04/9 7 7% &)

¥
F—=A ST VT OSFE B
The Australian categorisation system for prescribing medicines in pregnancy

S5 SO

A —A NZ U T D45FE (An Australian categorisation of risk of drug use in pregnancy)

Bl: Drugs which have been taken by only a limited number of pregnant women and women of
childbearing age, without an increase in the frequency of malformation or other direct
or indirect harmful effects on the human fetus having been observed
Studies in animals have not shown evidence of an increased occurrence of fetal damage.

%% https://www. tga. gov. au/products/medicines/find-information-about-medicine/prescribing-medicines—pregnancy-database
(2025/04/09 77 &%)

(2) /NRAFIZ B9 % RClk
KINCB T HEFIRIL 9.7 /NRE) OEOLEIILLTO LB Y TH Y | KE DU ICE & 135,
60

I BENERZAIHBEICHT IR
9.7 MR
INREE G & U T BRIRERBR 3550 L T 7y,
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(2023 4E 7 A)

KEOFRAFScE |8 USE IN SPECIFIC POPULATIONS

8.4 Pediatric Use

The safety and effectiveness of ACIPHEX delayed-release tablets have been established
in pediatric patients for adolescent patients 12 years of age and older for the
treatment of symptomatic GERD. Use of ACIPHEX delayed-release tablets in this age group
is supported by adequate and well controlled studies in adults and a multicenter,
randomized, open—label, parallel-group study in 111 adolescent patients 12 to 16 years
of age. Patients had a clinical diagnosis of symptomatic GERD, or suspected or
endoscopically proven GERD and were randomized to either 10 mg or 20 mg once daily
for up to 8 weeks for the evaluation of safety and efficacy. The adverse reaction profile
in adolescent patients was similar to that of adults. The related reported adverse
reactions that occurred in >2% of patients were headache (5%) and nausea (2%). There
were no adverse reactions reported in these studies that were not previously observed
in adults.

The safety and effectiveness of ACIPHEX delayed-release tablets have not been
established in pediatric patients for:

Healing of Erosive or Ulcerative GERD

‘Maintenance of Healing of Erosive or Ulcerative GERD

‘Treatment of Symptomatic GERD

‘Healing of Duodenal Ulcers

‘Helicobacter pylori Eradication to Reduce the Risk of Duodenal Ulcer Recurrence

‘Treatment of Pathological Hypersecretory Conditions, Including Zollinger-Ellison
Syndrome

ACIPHEX delayed-release 20 mg tablets are not recommended for use in pediatric patients
less than 12 years of age because the tablet strength exceeds the recommended dose
for these patients [see Dosage and Administration (2)]. For pediatric patients 1 year
to less than 12 years of age consider another rabeprazole formulation. The safety and
effectiveness of a different dosage form and dosage strength of rabeprazole has been
established in pediatric patients 1 to 11 years for the treatment of GERD.

Juvenile Animal Data

Studies in juvenile and young adult rats and dogs were performed. In juvenile animal
studies rabeprazole sodium was administered orally to rats for up to 5 weeks and to
dogs for up to 13 weeks, each commencing on Day 7 post—partum and followed by a 13-week
recovery period. Rats were dosed at 5, 25, or 150 mg/kg/day and dogs were dosed at
3, 10, or 30 mg/kg/day. The data from these studies were comparable to those reported
for young adult animals. Pharmacologically mediated changes, including increased serum
gastrin levels and stomach changes, were observed at all dose levels in both rats and
dogs. These observations were reversible over the 13-week recovery periods. Although
body weights and/or crown-rump lengths were minimally decreased during dosing, no
effects on the development parameters were noted in either juvenile rats or dogs.

When juvenile animals were treated for 28 days with a different PPI at doses equal
to or greater than 34 times the daily oral human dose on a body surface area basis,
overall growth was affected and treatment-related decreases in body weight
(approximately 14%) and body weight gain, and decreases in femur weight and femur length
were observed.
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4. Clinical particulars
4.2 Posology and method of administration
Children

PARIET is not recommended for use in children, as there is no experience of its use
in this group.
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