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B
) - 1 31.3~45.2 30.2~43.4 98.6~42.8 32.8~41.2
) B goki SR A 2 ) I\
& Hﬂ%ﬁ?%\;ﬁ >(”) 2 32.7~45.7 33.6~47.1 32.3~43.3 30.2~48.7
7 3 40.8~42.4 30.8~45.3 98.7~43.8 28.7~38.1
: 1 99.5~100.9 98.5~99.1
B2 (o %2
g (%)
2 99.6~100.9 —~ - 98.6~99.0
<93.0~107.0% >
93.0~107.0% 3 98.9~100.4 98.5~99.1

%1 : RRT ) 0.84 DFEGEME : 0.8%LL T, AFELUA O 2 OIEZIE : 0.2%LL T, BEGEWE : 2.0%LL T

K2 FRRIIHT2EAR (%)
— 1 RN

OTF T —) Na g bmg INIG] Eai 40°C [EX - KB AR

RERTEH RTEIIE
< B > BAhh 1% H 3% A
PEAR e o . N . N
\‘/ NS I/A — \: B I/ — \: B I/ —
< EEDIBET 1 LA —T 4 (Kﬁ@@fﬁ(ér7?’/ = /ﬁﬁé@ﬁﬁ/ﬁ:7:{: VA /ﬁﬁ@@ﬁﬁ/ﬁ:7:{: N
. T4 T EE T4 T EE T4 T EE
5 >
ol B R . . .
o W Ho Ho
i ARG 1) N A A
f}? <120 4y, BB L 720> T T T
, FREERBR G 2 K N A A
i <60 LI > WA WA Sk
G' (%) *?
©93.0~107.0%> 99.4 98.5 98.3
(BEE) WE (kg) 11.05~12.30 9.90~14.05 11.45~13.40

¥1:RRT#70.2 DY RAK:0.56%LL T, RRT %9 0.4 DF A —/L1K: 0.5%LL F, RRT £ 0.8 DBV N :0.8%LLF,
0.2%LL T, #BRMHE : 2%LL T

RRT 9 1.8 DAL ¢ RIK : 0.5%LL T, ZEFLLSN O« DML
X2 RORRIIKTLEEE (%)




OTARF Ty —/v Na i bmg INIG) 3L 25°C - 60%RH [EDE - Brjk]

AERTEH ezl
<JHHE> A #A 1R 1% H 2 % A 100 A
PR . e . " . "
. _ | BSRODET 4 v | BSHEDHGIRT 4 v | PSRODIIRT 4 Vv _
<Ké§ﬁ@ff@@7,fg>’w T na—s st | ha—F ok | Ao—T 4Ok
ol e SR . .
S A o o FEE
" HREEEBRES 1K ~ A N _
; <120 45, HAEE L2 > T HE EA
FRIERBAE 2 .
e <60 4yLLA > HE e e -
Gt (%) *
93.0~107.0%> 99.4 98.4 96.0
(BB wE (kg) 11.05~12.30 9.35~10.55 9.70~12.50 —

¥1:RRTH 02DV FK:05% F. RRT £ 0.4 OF A — 4K : 0.5% L F. RRT 0.8 DY N4k : 0.8%LLF,
RRTH 1.8 DA/LT ¢ FIK : 0.5%LL T, LU OE A~ OFEFRWE - 0.2%LL T, REBGWE : 2%LLTF
¥2: FORERICHTHEAE (%) — RN RS KT

OIARF Ty —/v Na i bmg INIG)  #E@EE 25°C - 75%RH [LEDE - Bjk]

AERTEH RTEIIE
<K% > BH AR 1R 138 2 i 1% H
. N RECODGR T 4V | IRBEBDOR T 4 /v
‘1)< NS l/,b\ — . R J—
<‘*E@%®j%f;;£>’ T nm—F o | Aa—TF vk
" ARG 1) =N ~N _ _
f}? <1204y, BB L7pv > e T
, AR 2 K ~ o A B B
e <60 4y LA > e T
G' (%) *?
©93.0~107.0%> 99.4 94.7 91.7 91.9
(2B wE (kg) 11.05~12.30 11.45~13.05 — -

¥1:RRTH 0.2 DY FufK:0.5%LL . RRT £ 0.4 DF A —/LK: 0.5%LLF,. RRT# 0.8 DY KAk : 0.8%LLF,
RRT 1.3 DAL 7 4 R : 0.5%LL T, LS OE 4« OFEFEWE : 0.2%LL T, WIEEWE : 2%LL T
X2 RTEICHTHIEAER (%) —  RER B KTF

OFX7ZY —)L NafE bmg NIG) HEw@iE 25C - 60%RH - B & 120 )7 Lx-hr [BA]

RERTEH oL, A
< B > BAAh 120 77 Lx-hr
LN WHEEDIR T 1 )V I RE DGR T 4 v A
<WRBEDBE 7 1V a—T 4V ThE> a—7 ¢ T EE a—F 4 VI EE
LR N N
<¥1> e e
" HREEEBRES 1K N N
; <120 %y, HREEL 720> e e
, HREEEBRES 2 K N N
£ <60 43 LA > e L
B (o %2
=it (%6) 99.4 97.9

<93.0~107.0% >

(BEE) WE (kg) 11.05~12.30 8.25~10.65

¥1:RRTH 02DV FK:05%L F. RRT £ 0.4 OF A — 4K : 0.5% L F. RRT 0.8 DU N4k : 0.8%LLF,
RRTH 1.8 DA/LT ¢ FIK : 0.5%LL T, ZEFRLSNOE A~ OFEFEWE : 0.2%LL T, REEBGWE : 2%LLTF
X2 RORRIIKHTLEEE (%)



OTFRFF V' —)L Na £ 10mg [NIG, #E@4E  40°C - 75%RH ]

HERTEH ay % PRAF AR
<JHHE > r BH AR IR 1% H 3 » A
PER M Hyo3 E e VAN S E VA S
< YA DI T 4 LT 1 &ﬁ@®fﬁ(ﬁr7j’ibb FEEM oy BB 0L | REFHDICHBEDER
g a—7 ¢ T HY HY
S T BE>
@iﬁﬁ 1 A FHE TlE
" FREEEBREE 1K o A o A o A
; <120 %y, L2V > 1 A TES TES
, FRIERBAE 2 o A o A o A
P <50 YL > 1 A B 1 A
g (%) *2
<93.0~107.0% > 1 99.6 80.0 55.3
(2EMm) WE (k) 1 15 15 13
1 : RRT £ 0.84 OFBZME : 0.8%LL T, LRLUSDME ~ OIEBFGWE : 0.2%LL . RIEHEWE : 2.0%LLF
2 FORERICHT HEAE (%)
— o oRIFEME BARS KT
OTF T TV — L Na $E 10mg NIG) HE@%E 25T - 60%RH [ ]
ARERIE H 0y & FRAFHAR
<K > %3 BRAARE 1% H 3% A
‘l\i"lj( N ER K ER N3 ER
e pam—y | 1 | FREOBET (b | BREOWET (n | REGOIET (1
s a—7 4 T EE a—7 4 T EE a—F 4 VT EE
S T BE>
%@&fﬁﬁ AN A e
<HI> 1 T A e FEA
" R BRE 1 K o A . A
f}? <120 4y, B L7pv > 1 e LE e
, FREETBREE 2 WK e A e AL PN
PE <50 S LLA> 1 WA WA A
G (%) *?
©93.0~107.0%> 1 99.6 102.4 101.0
(BEE) WE (kg) 1 15 15 14
%1 : RRT 9 0.84 OEBZEWE : 0.8%LL T, LTRSS O~ DIEZGWE : 0.2%LL T, HEGWHE : 2.0%LLF

X2 FoREIC
A - KT

*THEEE (%)

OF 75V —)L Na $E 10mg [NIG

ot 25°C - 60%RH -

BEYtH&E 120 5 Lx-hr

AERTE B HANgE Y B
<A > BRIk Iy 120 5 Lx-hr
. . WHEEODBIRT 4 VT —T 40
feit seomis s |
<REEBOWIRT 4 N a—F ¢ v ThE> a—F 4 U RE - -
HEHY)
AL N o A
P A Sk
" FREERERE 11K N A
; <120 %y, HREEL 720> A e
, FREERERLE 2 1K N A
£ <50 43 LA > e e
g (%) *2
<93.0~107.0%> 99.6 102.5
(2B wE (kg) 15 15
%1 : RRT ) 0.84 DFEGEME : 0.8%LL T, AFELAN O 2 OIEZIE : 0.2%LL T, BREGWE : 2.0%LL T
X2 RTREICKTLIEAE (%)
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OTF T TV —)L Na $E 20mg [NIG) #E@4E  40°C - 75%RH [HE]

HERTEH ay % PRAFHIRT
<JHHE > r BH AR IR 1% H 3 » A
PEIR % Hyox E e VAN R E VA S
<Y DIRE T (L b —T 1 &ﬁ@®fﬁ(ﬁr7j’ibb FEEF IR DA | REEMSITREDER
o a—7 4 T EE H0 HD
S T BE>
@iﬁﬁ 1 A FHE TlE
" HREEEBRES 1K N Y Y
; <120 4y, HAEEL 720> 1 e T#EG T#EG
, AREEEREREE 2 1R A N N
P <50 YL > 1 A B 1 A
g (%) *2
<93.0~107.0% > 1 101.7 88.5 57.4
(2EMm) WE (k) 1 13 16 15
%1 : RRT 9 0.84 OEBZEWE : 0.8%LL T, LTRSS O~ DIEZGIWE : 0.2%LL T, MEGWHE : 2.0%LLF
X2 RARRIIKTL2EEE (%)
— o oRIFEME BARS KT
OTF T TV — L Na $E 20mg NIG) HEE%E 25T - 60%RH [ ]
HBRTE B 0y & FRAFHAR
<K > %3 BRAARE 1% H 37 A
‘l\i"lj( N ER K ER N3 ER
< YD T 4 LT 1 &ﬁé@fﬁ{§7?fA (*ﬁég)fﬁ{?7ffA (xﬁ@@fmgffA
s a—7 4 T EE a—7 4 T EE a—F 4 VT EE
S T BE>
ol 2 SR . . A
PN 1 A WA THEE
i AR 1) o A . A
f}? <120 4y, B L7pv > 1 e e e
, FREERBR G 2 K o A . A
Pt <50 S LLA> 1 WA WA A
G (%) *?
©93.0~107.0%> 1 101.7 99.2 101.4
(BEE) WE (kg) 1 13 14 13
%1 : RRT 9 0.84 OEBZEWE : 0.8%LL T, LTRSS O~ DIEZGWE : 0.2%LL T, HEGWHE : 2.0%LLF
X2 RARRICKTL2EEE (%)
A - K
OFRTZ ) — L Na #E 20mg [NIG A1t 25°C « 60%RH - B4 120 5 Lx-hr
AERTEH TR &
<JFAEG > e 120 J5 Lx-hr
. ::){ H¥R VA - N
ik seomis s |
<YTEGOBET 4 Vb a—F 1 v T hE> a—7 1 VI - -
HEHV)
%@E%ﬁ%‘% s A M AN
<H1> T e
FREERBAE 1K N N
o <120 73, HEL 72> e HE
P FREERER S 2 WK A g
<50 Sy LA > 5 s
g (%) *2
<93.0~107.0% > 101.7 98.0
(2B wE (kg) 13 14
%1 : RRT ) 0.84 DFEGEME : 0.8%LL T, AFELAN O 2 OIEZIE : 0.2%LL T, BREGWE : 2.0%LL T
X2 RTREICHTHIEAER (%)
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. ARERUBRROREL
LR

. FEDEEELE (MELEFHEL)
BRI L
T AR 2

<FRFZ ' — )L NatesmgNIG) >

B EIRS O LW FRRIZEERBR AT A R 74 VEO—HWIEIZ DN T (CFk242H290  3ARA

3%0229%510%5)

ABR AT
HEE  BAERT i HRERE

X KLk

[RlRE K OGRER R © 75rpm (pH1.2, pH6.0, pH6.8). 100rpm (pH6.0)

Al ]

- pH1.2 (75rpm) Ti. 120571235 1F 2 AN O 41 H SR I3 HERUA| O SER A =R £ 9% O #FH IZ &

277,

- pH6.0 (75rpm) TliE, FEUERIF] D VA F N 40% K O85% AT D2RE AU BT, AL DO A
HH R A BRI DSR2 £ 1% D HEIPANIZ & > 72,
- pH6.8 (75rpm) TiL, FEAERLE| DIV HZRA340% M ON85% 13T D 20 AT BT, A O IR
HH SR A R O S TR R £ 15% OFEPHNIC B - 72,
- pH6.0 (100rpm) TiE, FEAERIK| O IR HERA40% K& O85% T D2/F sl T, AdH D)
Vas HH SR I TR HE R O SRR 3R = 15% D#EPFHNIZ B 5 7=,

LB, RO HZE) 2R ERA] (XY =y ME bmg) & L72RER. 2 TORBIKIZHENT 1E
FEER L DA ZFRI R FENERER T A BT A > ] OFEFEEIEES LT,

FHE (4)

(Vs H b )
BEHE (%) pH1.2 (75rpm) EHE (%) pHB.0 (75rpm)
100 ¢ —e— 5 TS — . NagE5mg TNIGJ 100 ¢ —— 5 S — L Na#ESmg [NIG]
80 | — a =51 I EE5Mg 80 == =,81) T EE5mMg
60 60
40 | a0 |
20 20
0t : Ay 0 ! .
0 30 60 90 120 0 10 20 30 40 50
BFfal (o3 BFfa] ()
BHE (%) pH6.8 (75rpm) BFHE (%) pH6.0 (100rpm)
100 } U . 100 } )
—_— T TS — ) NaEE5mg TNIG] —— 5~ 75— ).Na$E5mg TNIG]
80 1 == =siU T hEoMg 80 — & -4 Iy hE5mg
60 60
40 | 40
20 t+ 20
0 1 1 Il 0 Il
0 5 10 15 20 25 35 0 15 30 45

FHE (4)

12

(n=12)



<F_TFZ—, Na & 10mg/NIG] >

TR I DR R SRR A B 5 A V50— HMIEIC>VT (PR 184 11/ 24 B 3KAHE

A 1124004 =)

BRI

HEE  AAERT I HERERIE

/X Rk

[AIHRE & OBRIE © 50rpm (pH1.2, pH6.0, pH6.8). 100rpm (pH6.0)

[ ]

» pH1.2 (50rpm) TiE, 120 Z7(Z 31T 2 Al O F-E) fa = AR HERGR O S5 R+ 9% O FEPHIZ &

277,

- pH6.0 (50rpm) T, HEHERFIOFEIFR D 40% K% Y 85% I D 2 RiSIZ B\ T, AR
VS HH R AR YRR D SR HH R = 15% D HEFANIC & - T,
- pH6.8 (50rpm) TlE, FEUERLF] D PR D 40% K Y 85% T D 2 FEAIZEW T, Abfh D
TR SR I TR HE LA O SR R £ 15% D FFHNIZ B - 7=,
- pH6.0 (100rpm) TiE, HEAERHF| D FIEEHZEN 40% & Y 85% UL D 2 B UIZB W T, AL D
PEJs HH SR AR MR R O SR s R £ 16% D#IPHNIC 8 - Tz,

PUE, ROV HZE) 2 R ERA] (N =y ME 10mg) & Fl U725 R 2T oRBIKIZHB N T 1%
FEE R L DA R R FENERER T A BT A > OFESEEIEE LT,

BrfE (43

BHE (%)

pH6.0 (50rpm)
L S5~ FS5 ) — )L Naff10mg TNIGJ
o= =41 T o FEF10mg

(VA H i)
BHE (%) pH1.2 (50rpm)
R p— S~ TS —)LNaE10mg TNIG) 100
80 | — & — /1) T H§F10mg 80
60 | 60
40 40
20 | 20
0 ONYY—N—N—A} 1A A 0
0 30 60 90 120

0 15 30 45 60 65
B (4

pH6.8 (50rpm)

| —e— 5 <75 - )LNaft10mg [NIG) —
b= e = {1) T v F$E10mg

FHE %)
100

80
60
40
20

0

0 15 30 45

BHE ()

100
80
60
40
20

pH6.0 (100rpm)

| —8— 5~ 75— Na#f 10mg [NIG]
F= & —/41) T v F5F10mg

0 15 30 45 60
FHE ()

13
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<F_TFZ—/ Na & 20mg NIG] >
I [EI L DL ERIR VR T A R T A VD —EHSMIEIZHOWT ((FR184E 11 A 24 H  HkA%k
R 1124004 =)

BRI AT

HE - AR

Ve HRABRTE

2 RVE

[AIERE & ONBRIE © 50rpm (pH1.2, pH6.0, pH6.8). 100rpm (pH6.0)

LI ]

«pH1.2 (50rpm) Ti&. 120 ZiZB1T B AR M O IE BRI TIEHERE O LA B R+ 9% O#PHIC H

>77,

- pH6.0 (50rpm) T, FEUERLAID SRR 40% K% Y 85% I D 2 B SIZ B\ T, AR
s R AT E R D SRS R £ 15% DFEFHNIZ & - 7o,
- pH6.8 (50rpm) Tid, HEUERIA|D IR D 40% K% Y 85% UL D 2 Wi SIZ BT, At T
VX SR AT E LA O S £ 15% OFEIPHNIZ H o 72,
« pH6.0 (100rpm) TiL. f2 BET 42 LI ETHH 7=,

PUE, ROV HZE) 2 R ERA] (N = ME 20mg) & Fl U725 2T oRBIKIZHE N T 1%
R D EM R FEVERER T A N T A ) OfESLEIEE LT,

(¥ HH )

EHE (%)

pH1.2 (50rpm}

B (49)

100 |
—e— 5 <5 — ) Na$E20mg NIG]
80 e =81 T HEE20mg
60 |
40 +
20 +
0 OOYY—N—N—Y 1A A
0 30 60 90 120

EHE (%)

pHB.0 (50rpm)

100
80
60
40
20

0

| —— 5~ 75— )LNa$i20mg NIG]
(=2 =/%)T» §20mg

0 15

45

30
B (59)

BHEE (%) pHB.8 (50rpm)

FHE (%)

pH6.0 (100rpm)

14

100 | o . A 100 } )
—e— 5 X5 —)LNafE20mg [NIG] _ ~ 7 —e— S 35— ) NafE20mg TNIG]

80 = =il T v -§E20mg - 80 =@ =/iUTw §520mg

60 60 r

40 40 r

20 20

] ' 0 OO0 ' —

0 15 30 45 60 0 15 30 45 60 65
BEE (43 BEE ()
(n=12)



10. B3 - A¥
(1) EELFRELRR - . NENBRLEE - AEICEHTIHR
% LR
(2) a%
(SRFS5Y—)L Naf& 5mg INIG))
100 & [10 &8 (PTP) X10, ¥ZIEAIAD ]
(5 RF5Y—)lL Na§E 10mg TNIG])
100 £ [10 &2 (PTP) X 10, FZRAIAY 1,
500 £2 [10 82 (PTP) x50, #HAIAY ]
100 88 [TV 48, T HRAIAY ]
(5 RF5Y—)L Na § 20mg TNIG])
100 & [10 &8 (PTP) X 10, ¥zZlgAIAD ]
(3) PHEBE
R L
(4) BHROME

PTP % N Ak

PTP : RUMLE =7 4 bl TAI =D R (8743205 R xF Ly - R = F LT

Fe—: 7AI=2 ARy F LY R F L LI AL — RT3 e FY
YTLTZH L= I IR—= T v RRA )

ROMRA - IR LT L

1. BRRHEEhZEME
AR L

12. ZDh
RZ YGRS TE e L

15



V. ARICEYSEE

1. BBEXIEZHR

(TRTZY—JLNafE5mg INIG]. TRTFY—/L Nafg 10mg INIG])

OBES. +I5IAEE. WA EIEE, WimtE/AiEZ%, Zollinger-Ellison JEWERE, IEONS AMEHE AE
WFE, (KAET AV Y GRS D BB UT+ T HRIBTEE O mRmH

O FRUIBITHA~Y a7 Z— .« v'r U ORRE O
BIEES. +HEMES. H MALT VU o 3ME, RRgsthif MRS SR B0 . 0 B k35 AR
BIMIEIRLE. ~Y ans X — . v r U EYE %

(5 RF5Y—)L Na § 20mg TNIG])
BIE. + IEREE. WamiEg. WtERIE K, Zollinger-Ellison JE{E

2. MEXEHRICEET HFE
(T R_RTZY—)LNafE5mg INIG|. T_TF5Y—/)L Naf£ 10mg INIG])

5.RERIZRICEHET HEE
(ZheE3EE)

51 AFIOEGNEEICE DIEREZRBMT 22 R"HL0T, BHETRWI 2RO 2B 575
Z L& (H MALT U >3, BHIE I 2 NMEEEIREER B IcB T 2~ a s 2 —.-Ea o
BREG OB 2R <) .

(UL AEBREYTE)

5.2 FhHBtA 2 %A HL L L TRHRZMR L., JEROLEM M 23580 DIV WIEAITIL, B
HADOIFRNE 2 LD T2 DO 7 IEFR~DOE L Z R 2 2 &,

(BERE7RAEY UESRICET5BEBEX T+ _15REFOERME)

5.3 [fife « EROERIHEH O DIIKHET AL ) v 2k G L TWHREEZHR LR E L, &5
BARICER L Cik, BB XIE+ HBEE OB AR T2 2 &,

(ANJans4a—-EnY) ORBEOHBED

5.4 HEATHIE MALT U > SEICRT 50 a7 Z— - vn U BRERROAIMEIZRHET LTV 72au,

5.5 FERME ML/ I ESRBER IR L Cid, A RTIA VR SRL, ~Y any Z— .- v'a URE
TR AN B & I S D IERNZ D B BRETE R 21T 9 Z &,

5.6 FHIHE I3 D NBREEHIIRIREL B LSMZIZ, ~ U a s Z— - vn U REIREIC L 5 B 0%
SEINHN R 5 A DI L TR0,

5.7 ~VanyZ— .- VEEERICHNDEECE, ~VanxsZ— - alBEGEThdrl Ek
ONHSEREICL VANV a s Z— - Bu YV ERERTHDL L 2MRTH L,

(fiah)

5.1 AHIO BB WMEIERIC L 0, BREIC K DRSS —FEACIHE T D aTREME N B 5,

5.3 AZhEE « DIRITEHAERT AV L ORMICOE 2B SR FHETH D,

5.4 ~Vanyx—. vl OREOMBOMIG L 725 H MALT U > NfEL, BREH (Lugano [E
B da D stage I & L3I OERFITH D, EITHIEFIZRBIT A~V a7 Z—.-rl
BRI TR DA M ITRHEST STV,

5.5 FRRMEML/ NS ESRBERIZB L ClX, A R4 U EESR LT O X ClREREEZITI Z &,

5.6 ~V a s g — . v'n ) REFEIEMTONTIEGIERE ST 5,

5.7 ~VU oy Z—.vn V) EEROMRICE L TE, BE Z L2 DR QDM % FEiid 25 %
ERH D,

D ~YanyzZ—.enl sl FOWT O FIETHRT 5,
Wy L7 —BRER, Sk, BRI, PUANIE. JRBEFERGRER, #ERHURENE

16



2) HNBEREICL Y, BEHROFR®H L 2 L 2B 5.
7. G2 WT K OBR R E ﬁ%kowfi\%@ﬁ4b747%%£%¢éo

(S RFS5Y—JL NafE 20mg INIG])

5.MEERIIPRICEET HEE

AR OGN ERIC L DIERZRERMT 52N HLOT, BEHETRNWI 2RO I 2 BEETDZ
&

(fiE)

AHNOBEWMEIERIC LY | BRI L DIERN —FFRICIHE T D TR B 5,

3. AERUVHE

(1) AERUVAEDOHES

(GRTZY—JLNafE5mg INIGI. TRTF5Y—/L Nafig 10mg NIG])
(BES. +-EmES. WALEE. Zollinger-Ellison fE{&EE)
L AL i7«77/—w+b)¢A&L11E1Mg%1E1@%DF%¢5# Zh /N
D1FE20mg % 1 H 1EREOELGT5Z LR TEX S, 2, @, BiEE, WAHEE I8l W
FC. b HEBEEECIE 6 EEE CORE LT A,
GEFRIERE )
- 1R
W RER OIREIZB W T, @, RAZIE I _XFZ7 Y — L h) v A& LT1H 10mg # 1
Hl@ﬁu&%#éﬁ\%%K;D1@mm@%1ﬁlﬁﬁmﬁﬁﬁé*&ﬁf%é A SNBTINN
S Wl TCoHL L4535, 7o, Tu bR TFA b EX =L DIRBETHEARTSRGE. 1
[jmmgXi1@2%g%152[]é%KS@%%D&5T5;k#f%éJjJAU]%mg
H 2 BIHGITEEOEGEL G T 256I12R S,
- HERPRIE

FE o FR AR D IR E R TE R OMEFRRIEICB O T, @, AT RT T — v R Y

JALLT1E10mg # 1 A 1EEAKREGT L5, £/, 7o bR 7 A e B X —IZ X D1EKT
IR Ay 72 R A E R OREFFRIEICB VT, 1B 10mg 2 1 H 2 RIRNOELE 352 LN T

60

GEU L AMERENTRE)

WL RANCIE TR I = F R AL LT1E10mg 2 1 H 1 ERAKET S, 7ok, @,
4B ECoO¥ELT D,

<ﬁm§7x€u>&5ﬁc£ﬁéE%ﬁxu+:ﬁﬁ%ﬁwﬁ%Wﬂ>
WHE. RAIKIZTIRT T — L U oAt L TClHEbmg % 1 H 1EKEAKET 08, 2hEART
OEAIT1H 10mg 2 1 B 1EROKES T2 L8 TE D,
<AU:n99— EnY OREOH#HBD
WHE. RACIZTIR_RT T =1 U oAt LT 1 [E 10mg, 7EFUU KM E LT 1 [H
750mg () RO VY Z2n~A & LT 1I[E 200mg (Fiffi) o 3 AIZFERIC 1 B 2[E], 7
AR O#EET 5,
B, 77V ARTA TR, BEIDS U CHEEME TSI N TE S, 72720, 16 400mg (V)
) 1H2FH%Z ERET D,
Ta bRy e — TEXFVVY UK E RN T ) RavA D 3HIBGITE D~
Janyg—.val) OREIRESRARIOSHAIL, b aisEE LT, W%, AKX
RFZY—=F FU AL LT1HE10mg, 7EFXF VU vk E LT 1E 750mg (i) KO
Abr=FY— & LT1[E250mg ® 3AZFKHZ 1 H 2, 7 BRKROKELST 5,
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(5 RF5Y—)L Na§ 20mg TNIG])
(BEE. +—#ERES. WELES. Zollinger-Ellison fE{ZH)
WE. RACIET T T = F U AL LT 1E10mg 2 1 B 1B OGS 58, Fmikic &

D 1[E 20mg % 1 H 1B NEET 52 LR T& 5, ok, @%., BiEE. WA HIES T 8 K

FC, FREBEEG CIX 6 A E TokE LT 5,

(BRERELR)

WML RIE R DI IZIB O TIL,

WH. RAIETRT T = R AL L T1[E 10mg % 1

H1ERORS T2/, WIRICED 10 20mg 2 1 H 1ERAOKBET LN TE D, 2B, 8.
8 WMEToHELTDH, £/, R b RUVTA L EX—IC L DIBETHERTSREE. 1
[ 10mg XX 1M 20mg # 1 A 2 [F], & HIC 8 MHRAKEGT 52 & TE S, 7272 L1 1 20mgl

H 2 BRGITEEORBEEEZ AT 2HEITRD,

(2) BERUVAEORTERE - B0
(TRTZY—JLNafE5mg INIG]. TRTF5Y—/L Nafg 10mg INIG])
(BEE. +—ERESR. WANES. YURERER)

1711 —BRERERERUV-_EEREEER

HigE., + RS, PR RER K O A EES 2 X512 1 B 1[0 10mg X% 20mg ##5-L
- —XER IR R K O R S MR (5  6~8 ) OEII TERO LB TH D 312,

P R BRI R

BIE% 94.0% (189 /201 1)
+ R 99.4% (159 1511/160 i)
W A A% 90.9% (50 /55 i)
&R 83.3% (10 f51/12 f51)

F 7o, He A RIEHIAEE O MR RIER 25512 1 A 111 10mg % 24 WM& G U2 ERHRE
(ZHBEMRIIEGER) ([231F 2 NIHETIIERFERIL 78.6% (33 f5l/42 i) T -7z 13,

EHEAEL RO T O PR T A b B IR D ORI AE AR E ARG L L

7o $ 5 8 W% OISR AEIZ L DIRERII TRO LB Thoto W, [7.2 BH]

1 [F] 20mg 1 [F] 10mg 1 [F] 20mg
1H 11 1 H 21 1 H 21
. 58.8% 78.4% 77.0%
EXEN
(60 $1/102 1) (80 #41/102 ) (77 $1/100 i)
grade A & 65.1% 87.1% 79.5%
grade B* (56 111/86 1) (74 B11/85 1) (66 1511/83 )
grade C KO 25.0% 35.3% 64.7%
grade D* (4 Bil/16 1)) (6 B1/17 1)) (11 /17 f511)

E1) XTI =1 F I UA10mg/BH, 7>/ 7 7= 30mg/B., A7 Z > —/L 20mg/A %
8 M LA 3 54 R IG I SUTHERFRRIE T I R 58

sxut BV A (W 2) (XD EEM



W HEROHEDOT 7 MR 7 A Ve B2 — RIS O RE R 2 xR L Ui

Frgtik 52 IR G- OWNHEMRAIC L 2R (PRHUE) I TROLEBY ThHo7 1916,

HEFFERDOBE 5 2
1[F] 10mg 1 [E] 10mg .
1A 1 1H 2 (95% 15 FH X [H])
PAi Y
5 52 %D 44.8% 73.9% 29.1 (18.9, 39.3)
FEFFREE (73/163 #) (119/161 #1) P<0.001

a) 10mgl H 2[5-10mgl H 1[8], b) x?2HE
H2) IXX7TF7Y—)F FU A 10mg/H « 20mg/H, 7Y 7 FY =/ 30mg/H, AT TV —)L
20mg/H, =Y A7Z > —)L 20mg/ A % 8 MM LA E# 5% RIGH U THERPRE L IC 5%

(UL AEBREYTE)

17.1.2 —EERLERHAR
FEOS AAMEE ATEWHIE 2 RRIC 1 B 1 [ 10mg 2 #5 L7z “EERERB (%5510 - 4 #E)
(21T D P iR D e T R e ONEfR R 1T, 2 E 4 43.6% (44 51/101 1) . 55.4% (56 511/101
f5i)) TH-oT,
BIWEANE, 10mg %50 102 FilH 12 # (11.8%) (25D b7z, FEREIEMIZ. 5 3 6] (2.9%)
Fe ORI 2 B (2.0%) Td o7z 17,
(BERE7RAEY UESRICET5BEBEX T+ _18REFOERME)

17.1.3 —ETRLERHR
BHE7 ZA) > (1 H 81lmg X% 100mg) DOEMIG 2 4B E L, o HIEE Xid+ ZFRIHEE
OB EZ AT 2 BT 255 L L ZHEERHEKEBROR L, Kaplan-Meier EI2 L0 H#EE L7
5. 24 W% O BIBEE X T+ BRSO REEREEILITRO LBV Tho T,
RUWERIL, 777 —F FU 7 A 10mg & 5#T 157 B4 14 ] (8.9%). bmg #% 58T 156
B 76 (4.5%) (28O B, EARRWERIT 10mg 58T FRIR NS4 2 6 (1.3%). 5mg
BeHEEC TR 36 (1.9%) . NFHEREEH 2 61 (1.3%) Tl o7z 1819,

1 H 1A 5mg 1 H 18 10mg % HE
(150 1) (151 1) (151 1)
PR LTI 4 5 2 il 32 15
BT 24 BB 2.8% 1.4% 21.7%
AR (1.04, 7.17) (0.35, 5.51) (15.84, 29.27)
(95%[E#E X [4) U S U
PONi Y o P
) 0.11 0.05
A (0.04, 0.31) (0.01, 0.23) N
(95%{Z 4E X [4]) R S
P P<0.001 P<0.001 —

a) Kaplan-Meier V52 X 2H#E, b) Logrank M, ¢) xtHUL7 7L/ > (116 50mgl H 3 [=])
IBl, #E 24 AL, X7 T — ) MY U LB K B2 BRIk G Lc e (R TR
76 FMH5) . Kaplan-Meier (2K Y0 #E L2 BIEE T+ IBBEEO BRERERIT, 1 7 1
Bl 5mg T 3.7% (95%(5#EIX ] : 1.53,8.64). 1 H 1[7] 10mg T 2.2% (95%/5#EX[H : 0.72,6.75)
Thot, ek, BhH 24 BLFE, MEEETTI XTI —LF UL 1 H1E Mg X1 H1
[5] 10mg (2810 £ 2 T, FK 52 ki 5 L7z 20,
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(BERBXII+_HERERICE TS5~ 42— - ERY OREOHED

17.1.4 ENERKRFR
~Yany Z—vn ) B BIRE T+ TRBEEOBE x5 L LZENORRRER (7
TIS=NF RV TL TEFVVY KPR T ) Au~v A 01 A 2B T ARBRARE)
CBITLBRERITITRO LB TH D,
BIVERIZ, 77TV —)LF FU T A 10mg, 7EX U K 750mg (M), 7V 2n
~A 2 200mg (Ff) #EICX 0. 129 FlF 40 B (31.0%) (ZFB® B, LEARRWEMIL FH 16
B (12.4%) . #K{E 13 il (10.1%) Thotz, £z, F_XT TV —F FU 7 A 10mg, 7EFV
U v KF 750mg (i) . 7 7 U Au <A 3 400mg (i) #5412 X v 123 Bl 55 1] (44.7%)

BIVEFA 2538 B, T BWEFIE T 26 1 (21.1%) , #F 13 41 (10.6%) . W B4 13 41 (10.6%)

H’E{“ 76 (5.7%) T -7 20 22),

p b TN
S 1 [RGB ) : : -
- B e R 3t
IR Z =) FU A 10mg
87.7% 83.3% 85.7%

TEX VU KR 750mg  (Jiih) |2 [Bl/ B
75 Z2n<A 2 200mg (i)
FRXFZ =) FY A 10mg
TEX VU KR 750mg  (Jifh) |2 [Bl/ B
75 Z2n<A 2 400mg (i)
B, WA TITheA~Y any 2 — - va VGO - + ZHBRESE T 5 BRE O RRAGER

EZBWT Y, FREDORENF SN TND 29,

7 3) HEFOLGE, ROEGEHRIEITRO LB THY, ENOARBHELROCHEE TR,
TRTZY =) F U AELTLE20mg, 7TEXFT VU K E LT 1IE 1000mg (F
i) KO 7V Aun~<A & LT1EB00mg (i) ©3#F 4% 1H 20, 7HEKERO#EE

Flo, e bRy TA v EX— (T TTY—) TEXFVI KPR F U Anm

~A D 3AEITE DAY any F— ) OREREDNREDN TH T~ any Z— -

v U RGO BIEE L+ EER O BE 2 X5 L LI ERNORE (*7/\“7"'7 VA% al NN/

L, TEXFVVU VKB OA bo=FZY—d 1 H 2\ 7 HERO®HES) 2B 5RERIT

82% (49 f51/60 f5l]) & HE STV D 29,

(57 pil/65 ) (45 /54 1)) (102 f31/119 1)

89.7% 87.8% 89.0%
(61 /68 15]) (36 /41 1)) (97 11/109 1)

(5RF5J—JL Na &£ 20mg INIG])

17.1.1 —ﬂﬁﬁ?ﬁﬁﬁﬁ&lf_i‘é__ﬁttiﬁﬂﬁ
BIES . + HEMR. WRMERE R R OIS EIEE A 6 R1C 1 H 18] 10mg X% 20mg 2% 5L
- XERIR R X O " H R bR (51 0 6~8 ) DORGEIZI TRO LB THD 3912,

e B IR R

B 94.0% (189 /201 1)
+ R 99.4% (159 1511/160 i)
WA E R 90.9% (50 /55 Hi)
&R 83.3% (10 f51/12 f51)
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4.

WEAEROHEO T v R T A b X —IRRICHRUEY O RE R EE AR L L

#hb 8 HEDONHEEMAEIC L DIMRITITRDO LB Thoz 19, [7.2 B

1 [8] 20mg 1 [A] 10mg 1 [d] 20mg
1H 1[H 1H2[H 1H2[H
58.8% 78.4% 77.0%
ESUUN
(60 151/102 1) (80 f1/102 1) (77 f51/100 451
grade A K O¥ 65.1% 87.1% 79.5%
grade B* (56 141/86 1) (74 41/85 1) (66 51/83 #i)
grade C K O° 25.0% 35.3% 64.7%
grade D* (4 /16 1) (6 $1/17 1) (11 /17 451)

W) 5R_F5 Y —F kU YA 10mg/H, T2V F TV —/L 30mg/H. FAF TV —L 20me/H % 8
B L EB 55 IR IE R SUTHERPEIE I %
Mot B RASE (K 2) (2K D EIEE

F 7o RSB S\ CHN pH EAEAN TR TV — ) b Y A1 H 1 20mg #5T
1 H 108 10mg $HI A THL | WATERIHCR T 5775 =) U 741 A 1]E 20mg
B OHFERED BN TND 96,

RERUVARICEEYT 5T

T.HERUVARICEET 38

(BEE. +—BHEE. WAEEE. Zollinger-Ellison fE&XEE)

74 R E LA L OERNE - BEEOLAIZ 1R 20mg 2 1 H 1 REG T2 LN TE S,
GERIERE S

7.2 RS LWEA B OESEME - SEAPEDBAIC 1M 20mg 2 1 H 1 [543 2 R”TE 5 (F
& PR AR O ORI HRME R R OMERIRIE, T a F RV T A e BEX —IC L BIRIE TR+
DR EITRL ), F2, TR MR TFA B EX =T L AIEETHRARS B L 1 [
10mg X% 1[H 20mg # 1 H 2 [F, &5 8 ML T 25613, WHEMRA CHRMEEERIE
WL TWRNWZ EAMERT DI &, el AFI1IE 20mg O 1 A 2 [BHEHI1%, NHEERE CEED
S E 2 iRt L7256 IC RS, [17.1.1 2]

(fiA)
AFNOEGEAFEIEFBR TIZ 1 H 1[0 10mg &5 & 1 H 1[0 20mg &5 1258V EH N pH _ESFAER N RO
5N TSN, 20mg #5 Tk 10mg # 5 & E_T XV BVMERARRD LN TND DT, JHRNFE
LWEAIZ1H 1A 20mg 2H% 57252 LN TED 9,
Fio. BAIOERRER T He TR HUAIE TIHRIBICE S o - BIRE, +faliEs (e
1B15) ICk4 5 1 H 1\ 20mg E5OBERED N TN 6,
T IR T A e B X I K DR TR R AR OB 1T L. AFH] 10mg X
% 20mg % 1 A 2 [\#EE L7ZBROEBERIT, AH 20mg © 1 A 1 BEGREOERERA RS 2 &
NERREBRIC L > TREN TN D 19,

(FRTFY—JLNafg 5mg INIGI. TRTFY—)L Nafig 10mg INIG])
7'a bR T A e B I DR CRHRA T R RIE R O BE OMERRIEICH L, A
# 10mg % 1 H 2 [E#5 LI2BROIEFHEIT, A4 10mg O 1 H 1 BIHEGROIEFIHERL BE S
ZENBERRBRICE > TOREN TV D 19,

(5 75—/l Na & 20mg TNIG])
FEFE « PR A 0 IR TR M A 2 DHERFEIEIC IV T, 1 H 1 18] 20mg OF 5 ITARSIHETH
el
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5. ERERRLIE
(1) BERT—321Rvr—o
MG R R L
(2) EREKZEEFER
U ERR L
(3) AERGERFERR
BIES. +HEIBIEE . WA EES. WRIERIE R, Zollinger-Ellison JE G
BiES. + fRIBEE RS 2 5Ic, AAID 20mg X% 40mg D% 1 A 1[G L, AR O%% 4
PEE R LR, WTnoHRGEICBDTHE WA EZ2ENRD L, 1 H 11 20mg O#
HCHaRhRnfmohsbosEx bz 12,
1) 1 H 40mg B HIIAGEINHETH 5,
(4) BEEMEER
1) ENEREERR
1-1) EAEAALIATH B EOSHER
OFIEE, +fEER. VARG, Wit fEiER, Zollinger-Ellison JEfFEHE
ARAN O EZ RFTT 572012, BiEE, +ZHEBEEEFE 24502, 1 0 15 5%, 10, 20mg
5.0 3 HERMO —HEEMRERREZ T L-, TORE., keRIGEEOFETIL 3 H
HEDBICAEWEEZ TR L, 3 HEMICEEZRZITRD bR o Teh, NRESEEOIREHEL
DE Lt KM REARE LT &bEWIRPEIFRFTE 5 20mg AE#EHE GEIIMHE
HERIEKHABR CHWOHE) Tho s d,
) 1 H bmg &5 I3IE&RIHETH D,
@IS A E Bl A E
FEORLAMEERETIEEZTRE LT, T T — L+ ) A 1H1[ESmeg, 1H1IE 10mg
Z 4 ARG LIZBEOF M L ZeEomite B, 77 R R E Lo, —EHEERERG
Bra Sih Lz, #BRE OBPUTH 7o - T, BENHRET AR v ¥ B 258 (2 2) T grade
M (BFER) ThdHZ &, BN HHIEEAID 1~2 HEEGIZEW T, 1BRABLAE
A 7T BT 2 HUL EOMOHERMA RIS 2 2 L 25 Uiz, TR, Ao EiHEHE
H CTod DM AERFOMLT B2 AR GHEER O 7 HEE 0T 23K L TOTRER O F
) X, 77 EAREET 20.9% (19 f51/91 f51) . 5mg #E T 34.4% (32 $1/93 f4i]) . 10mg #£ T 43.6% (44
/101 1) TH Y, bmg HEE 7T B ARHORICAHEZAEITFRO bR o 7eh (p=0.074 ; Steel i
). 10mg BEX 7 7 B ARRE L iR L CHEICEN TV (p=0.001 ; Steel Fi7E).
723 10mg #%5-Tid 102 #1251 (11.8%) ([ZEIEM 2 Z8® B, EREIERIZ, (554 3 41 (2.9%)
Je O ERREE 2 B (2.0%) Td o717,
) 18 18 5mg i3ARAHETH D,
OBEEBE X IT+ _HEEEICB T~ a s Z— - va ) ORE OB
~Janyz—-vaVEHEoE -+ HBBEEREENRIITIRNT T — LT NI U A TEF
Y KFE N Y Au~v A D 3FHICE DAY any Z—- v n Y RERE 2N
EIRETT 5 sk EFEIES —EE R Z E L2, FTiio 4 FEEORERIED > b, Wi
Z1H2ME, 7THMRKROEG L, WTINOEEEIZENTH 80% %X HRERE R LT,
B, TRTTV—)LF b A 10mg, TEFT U KM 750mg (Fiff), 7TV Aun~A
> 200mg (i) #5-CiE, BEMIX. 129 B 40 5] (31.0%) ([Z@@D b, EREWEMRIZ T
16 1 (12.4%), #KfE 1341 (10.1%) THYH, 777V —LF FJ U LA 10mg, 7EF Y
VKR T50mg (Jiff). 7 TV An~A 2 400mg (Jiffi) #%5 Tk, 123 T 55 6] (44.7%)
WCRIVER 23588 B, E22BIVEA L T #2661 (21.1%) LK1 13 41 (10.6%) . MR 5% 13 41 (10.6%) .
5% 761 (5.7%) TdH -7z 22,
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5 PR =R
KHA D 1 [l &
AL R R 1% T it
SRS —F U 7 A 10mg
TEX VY KR 750mg (Fiff)| 2 [El/H 87 7% 83.3% 8.7%
_ . (57 /65 Bil) | (45 /54 451) | (102 41/119 %)
75 ) Au<A 3 200mg (F14f)
GRS —F U 74 10mg
TEX VY KR 750mg (Fiff)| 2 [El/H 89.7% 87.8% 89.0%
_ . (61 Bil/68 f51) | (36 Bil/41 51) | (97 {51/109 #i))
77 Y An~A 3 400mg (Jiffh)
FRTZ =)L) U 7L 20mg P
TEX LY KFIM T50mg ()| 2 [El/H 93.2% 89.5% I1.4%
_ . (55 Bil/59 f51) | (51 Bil/57 f51) | (106 41/116 )
77U An~A 3 200mg (i)
FRFZ =)L)~ U 7L 20mg P
TEX Y KR T50mg ()| 2 El/H 93.5% 85.0% 90-4%
_ . (70 B/75 451) | (34 Bil/40 f51) | (104 41/115 )
77U An~A 3 400mg (JIffh)

7. IR TV— S U T AOREICEE L TS CYP2C19 i&fs 1 (homo EM. hetero EM.
PM) OBAEZITV., EiaFABIERERIL, homo EM 85.9% (128 51/149 1) . hetero EM 88.7%
(204 51/230 1) . PM 96.3% (77 #1/80 ) L WFHORED 80% &2 HRERTH Y . Bin+
ZANIBRERICRE REBE G2 2 holz, S5, TEFV VY VKRN ) 2a~A
NCHRT DR EDSBREBEASLITTHBERFT LR, 7 7V Aa~ A v ioxt LRz ELsh
DIEBNZ BV TERERMEVMEA RO BT, KEREEBIIEZ 2o 72 22,
W) AFOKRBEROREE #2225 (V. 3. HIEKOHE] OESHR),
1-2) LB
OIS, + PR T kT 2 Hhigka
AN 20mgl H 1[E145-0 FIEG; .+ 5 E T EE T 26 M2 F 8RR 3 5 72012,
PUBEA 2 <RI L 32 " EHE RG22 FEi L=, TORE., AL, WHRSTUGERE | 2k
B SRR R OE HEOFMIC K v . BIEE & O ZH MRS R 0 U TRV ERIRA A
MM EHT LA TH D Z BRI N,
¥, EAEZAATHERISHEBROFEM AR BRER RN D, KbEWIRBHHF TS O MEIZ1IA L
[6] 20mg T 5 &l L, el GEIH B S bialin) 2 925 L7223, ARAI o LR OH
BOREICHT-> UL, BIEANIITHEMGRAR C1 H 18] 10mg %5 & 1 H 18] 20mg &5
ORI B RZENRBO S ho7=7-% (1 B 1E bmg &5 & 1 H 18 20mg 5O HiE
BEONRBELEEOIBRETHEREZHY), B, 1 A 1\ 10mg FEERE L, /2. BN
pH HEIZ ZIFTEACTIZ 1 H 1[0 20mg #5281 A 1[8] 10mg #5512 TH< | & S I2#ENE
BB T 5 1 H 1[0 20mg B 5 OFIME L RBEMEDHERSINTNDZ G, IRICE Y Gk
DE LWGA RO - $HAMEOSA) 1 B 1E 20mg 58T FE K OHELE Lz 96,
Q#EIRIERIERIER (B EROCHED 70 b Ry 7 A e 4 —IRBRICIRPIE o Wi &
R) AR L LIS sk LR MIEA b B e MR A Fii L=, 2 of5R, #5 8 k0N
BT RAC X DI RIT, 20mg 1 B 1[G L Ll LC, 10mg 1 A 2 [ 58L& O 20mg 1 H 2
B GRED BB @D 2T,
AEFLLOFEWERHOREEFHEIL, 20mg 1 A 1 EHFEGHLE LT, 20mg 1 H 2 5 CHE
2@ <, 20mg 1 H 1 [A&%E5H#EE 10mg 1 H 2 BIEGEOMICHEERZX o To, BEIEER]DOE
TR, MEOFROIEN 20mg 1 A 2 BEGHETEHW—F T, T5E, SEOFZORKILE
BB GRETREREWVT R o7, - T, AFEFZLOEIEHEEORBLROE WL, BED
FROBBIEOENIERT 2 EE 2 bz 19,
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@7 a bRy 7 A e B2 — R RERICHT 5 10mg 1 H 2 Bl GOMERRE (ZEE
1 HLgE A R)
WHEOZa NIRRT A e X —% 1 H 1RISHEBLLEES Lz bnb & TN
WICELRNWT r bR T A e B X PRt R E R EE 2R L L, AK 10mg X
20mg % 1 H 2 [A] 8 fAI#E 1 B G- L QR | WIBIIZIRIE AN 38 8 H - BE 2BV TUAK] 10mg
1 H 1EZXRE LAK 10mg 1 H 2 [E% 52 B &5 2MFpEE (CHEEMRERR) ©
BREt&1T -7,
ZOFER, hEH (8EM) 125 10mg Xix 20mg 1 B 2 [ 5O NREER AR =R (hJuf )
1%, 87.4% (362/414 f5l) Th o7z, EEFMEH Th HHERPREIER 52 MR O AFEEHT RLIC X 59
HRER (PHE) 1L, 10mg 1 H 1 [ 58F (44.8% : 73/163 ) & t#: LT, 10mg 1 H 2 1]
BGHE (73.9% @ 119/161 f) THEICEWIEFFFHEEELZ R L (P<0.001 ; x2 ME), MERRIED
52 HRFOEIEARBLIRIL, 10mg 1 H 1 R GHET 3.9% (7/178 f5) . 10mg 1 H 2 [A[#% 58T 6.1%
(11181 #) ToH 7=,
MIEH ANV AEOHER, BIERRBRICB O CH K EREITRES Hiiedoiz 19,
GDEHET A VBRI T 2 BIgE 3+ HBESE O f5ms] (ZE 5 Riatn)
KHET7 AU > (81mg/H XX 100mg/H) OEMFEGNMLE T, o HIEE UL+ HEEE
OMFEEGT H2REERZIC, 77V U8 (50mg 77/ 1 H 3RIES) xR LT, 7
RTZ =) b T A BSmg#EH DML 10mg §E% 1 B 1[0 24 BB S92 ~HEREEGR %
Fhi L7-, 452 B (5mg # 150 #, 10mg & 151 . 77 L 7 R 151 ) A A RWPEMET <15 &
Uiz, ZOfEF., FEFEEE CTh 2 H& 5 24 BRI T 2 BIEE I+ ZIEHEE O REHEEE
(Kaplan-Meier {ER W2 HEEE, 95%EFX M) 1%, 5mg BET 2.8% (1.04, 7.17), 10mg # T
1.4% (0.35,5.51), 77 L/ VHET 21.7% (15.84,29.27) TH V., 5mg #EM N 10mg BT & I
TV U I L CHBEICENTIRE ORISR EZ R Lic (W3 g p<0.001; Log-rank
ME), MIKFHMEE Ch 5 EHEAE i (B XX+ G0 HntEEE) o REEESE
(Kaplan-Meier 1% AW 72 HEE B, 95%E#H X [H) 1%, 5mg #£ T 0.0% (0.0, 0.0) . 10mg #£T 0.0%
(0.0,0.0), 77V BT 4.6% (2.24,948) TH Y, bmg HEL N 10mg #EIFZ L bIZT L/~
B &b U O BICEN 2 EESEARE i O FIEIHIEIR 2~ L7z (W3 4vd p=0.001; Log-rank
RIE), #5524 Wtk E TORNWERTLRIX, 5mg #ET 4.5% (7/156 #il). 10mg #£ T 8.9% (14/157
), 77V UEET10.1% (16/158 f5)) THY, T X_XT TV — ) F MU U ABHERTHRBL L -
PREMERIL 5 mgBETTFH 3 6 (1.9%). IFHEEERE 2 B (1.83%). 10mg & C FHl & NEZ % 2 f
(1.3%) ThHo7=19,
2) REMHR
MR L
(5) #BFE - WBHFAR
MU ERR L
(6) ARMER
1) EARERE (—REARKRE. HECARKRE. CARKLRAE), REFRFRT—4A
—RRE. RERFTREBRAROAR
MER R L
2) RBRFH L LTEREPEORABRNITEIE L-AE - HROBME
Y L7
(7) =0ttt
U ERR L
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VI. EMEBICEYTSEE

1. FEEMNICEEHSLEMNIILEYH
I bR ST B EH—
EE  BEEOH LAY DREE - IRFIL, ORI LELZZRTH L,

2. ¥BEER

(1) {EFAELL - (ERAEKF
TRXT T =T U D SIS ARG O BRI TIEMIR (AT =7 X FIK) 1T/, e b
YR (H*, K+ -ATPase) @ SH H#&fifi L CEERIGHEAZAE L, Bowsmfl+5, S 5IZH
XN EEEEME OB I 1T, BITHEREAL Y S OO R & DI T N Z FF AT & DIEMEED
HRARNPEELTWS LD LEEZOND, ZTOM, T NVZTF AN X - TRERIEENEIE T 5 nREME
HEH =% 29,

(ANJanva— - En)REDOHBD

(GRTZY—JLNafE5mg INIGI. TRTF5Y—/L Nafig 10mg NIG])
TEXFVVIVKIPE O T) Aa~vf vy, TEXFVUVY VKR OA ha=F—)L LD 3
RIPFEIEC B T DT _XT T = F M) U LAOEEITENpH 2 EASE5Z2 LIk 7EF Y
VU VIKFE O T AL ONEEREEODL I EICH D EBI LD 2,

(2) ENERMT SRR

18.2 BEAL NI 1EF

18.2.1 FEARAT FIZBIT DA N Y flER S wcxt Ly 1 H 18] 10mg $65-. 1 H 18] 20mg #
oL IS AN ERRMEERZ R L, 5 1 AELOT B HOBSWMEOBAFEIT 1 A
1[0 10mg #5-T 72~76%., 90~96%. 1 H 1[A] 20mg £ 5T 88~89%, 99% T % 26~ 27,
18.2.2 U FRHEBRERICBIT LT F VYA 7Y v AMP FIKIZ X 2 % i35
28) (in vitro),

18.2.3 1BMEH A HEIHEERICBITH AX I //“/5ﬁxbj/ﬂﬁﬁ&Aw WONZZ > M2k
V% A E R M&Ut25 /ﬂ&a& (Z5xk USRI 72 i 22 7= 29-30),

L XBDHVET v T iéam%wmﬁ¢m®ﬁﬁi o7 a k2R v FHERNC g U
<, MMHFHARY o EFITA e 29 8,

18.3 B pH LF{EH

EFERAB BT 2HNpHICH L, 1 H 1E 5mg &5, 1 H 18 10mg #45. 1 B 1[5 20mg
TETEHICERR ERERAZ R L, %5 5 A HO 24 B dic pH4 UL EZ RSB OEIAIEZ 1 B
18] 5mg $¢5-0 EM* T 46%, PM* T 63%, 1 H 1 [a] 10mg # 50 EM*T 58%., PM*T 72%. 1
H 1[0 20mg #5-0 EM* T 61%, PM*T 76% T 5 32,

SAFHIBESR T b 7 v — L4 P450 2C19 (CYP2C19) #HAL, Frl@m R Lo oEshD,
EM (extensive metabolizer) : CYP2C19*1/*1, CYP2C19*1/*2 X% CYP2C19*1/*3

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

18.4 H*, K*-ATPase [HE{EH

72 HEE X DR L 72 HY, K+-ATPase (25 L, 38WBHE/ERH Z2/~r9 39 39 (in vitro),

18.5 BB IEA

7 v b ER AW AREIZBIEL & 5 WITERERBRE ERIEA LA KRIFHRA LA
Ptk AT 7 v, - % ) — AR OT AV V) 1Txt L, BOHIEIEER & 5 UM T E kL
A BCENEH & 79 29 39 36),
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18.7 REHR

(ANJanva— - En)REDHBD

(GRTZY—JLNafE5mg INIGI. TRTF5Y—/JL Nafig 10mg NIG])
AFRRAI Wz~ any Z—-vn JERET BT, BNAERBIZHT 27 EF v
ook E 7 ) 2a<A4 20D 2 HNORMRIZ, T_XT T = F FIULENMADZ &I
X0 FERZEDE D B 37,

(3) {ERZRIERFA - Frisbs
MUER L
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VI. EMBEICET HRE

1. IpREQHTE

(1) ARLEDGOPRE

RUERR L

(2) BERERTHERESL-ODRE
16.1.1 SRTSY—)LF LD LEF|RE
fEEERR A 55712 20mg ZHE R N XUIRZICHE NG LR O#BRE B L7 3EmEiE X A —
Z OIS A FRIRT 38, [16.2.1 B H]
BE R OIKYERE T X — X

Cmax tmax AUC
Be 5251
(ng/mL) (hr) (ng * hr/mL)
MR 437+237 3.6+0.9 937+617
% 453+138 5.8+1.4 901+ 544

(Mean*+S.D., n=12)

T2, @R A B FIC 5mg, 10mg, 20mg Z#af F CKEHR G L7 (%5 5 HH) OEYHERE
NIA—=FFLUTD LY Thb 32,
TR AE FIo B 5 EH G (bmg., 10mg. 20mg) DIMEH I X7 —F kU 7 AD3HRY

BT A —4

- e Cmax tmax AUC o tue
(ng/mL) (hr) (ng * hr/mL) (hr)
5mg EM* 146+56 3.0 (2.0-4.5) 236+97 1.8+0.9
PM* 252+55 2.5 (1.5°5.5) 585+137 42+0.5
| Omg EM>< 383+83 3.3 (2.0-5.0) 539+200 1.5+0.4
PM* 509+ 64 2.8 (2.0-4.5) 1230+200 3.8+0.3
20mg EMX 654+ 348 4.0 (2.5-8.0) 994+477 2.3+1.4
PM* 822+232 3.3 (3.0-6.0) 2331+663 3.7+0.3

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

(Mean=*S.D., tmax iZ Median (Min-Max) , EM n=16, PM n=8)
SAFAEESZE F b7 o — 4 P450 2C19 (CYP2C19) #£HVAL, TRl oINS,
EM (extensive metabolizer) : CYP2C19*1/*1, CYP2C19*1/*2 X% CYP2C19*1/*3

(RTFY—)LNafg 5mg INIG], TRTFY—)L Nafig 10mg INIG])

16.1.2 3 Kt &

EEMRAE FICT T T —F R A 20mg P, TEFT VU KR 750mg (Fifl) . KO
77V An~A T 400mg (M) 21 H 207 BRE GF12R) MEROES LEZHEOTXTZ
V= U AOIEWENRENT A —F I T O L BD Th D 39,
FERERR A B 112317 5 3 FIDFR I 5RO AR 7 X7 — )L b U o AOIEWEE T A —X

Cmax tmax AUCO-12 tie
(ng/mL) (hr) (ng * hr/mL) (hr)
578+293 3.0 (2.0-4.0) 934+438 0.72%+0.19
(n=15)
PM*
(n=d) 948+138 3.0 (2.0-3.0) 2600474 1.80+=0.32
n:

27

(Mean=S.D., tmax!¥ Median (Min-Max))
SATREIEESEF 7 v — 4 P450 2C19 (CYP2C19) FHEHAUT, THEEFR LIV SEINS,




EM (extensive metabolizer) : CYP2C19*1/*1, CYP2C19*1/*2 Xi% CYP2C19*1/*3
PM (poor metabolizer) : CYP2C19*2/*2, CYP2C19*2/*3 X% CYP2C19*3/*3
) ARHELEOHER NEE, RAZEIXTZ7Y— L U AELT1[E 10mg, 7TEF VYV
Uk E LT 1A 750mg (Jiffi) MO Z VY Au~vA L LT 1[E 200mg (Jiffi) @ 3
FEFKIZ 1T H 20, 7T HRRAKRET D, B, 77V Ar~A v, LEIOE U CHEEH
BTAHIENTED, 72720, 1B 400mg () 1 H2F% ERET S, ) ThD,
16.1.3 AYF MR F1EHER
(SR FS5Y—)L Na & 5mg TNIG])
BIEEIR S DLW FHIR SRR T A N7 A U EO—HYIEIC OV T (CEK24F2H 290 FER%
#302295510%)
777 —) Na # bmg INIG| & 3V x> ME bmg 227 B AA——EIC LD, ZnZi 1
B (7T 7Y —F U U AL LTbmg) ZHEFER A FIZZE R FRIRR O G L CiiEd 7 ~
TT =S B U T AREACREER 2 RIE LT, 55N EKYEE T A —% (AUC, Cmax)
(22T 90%(5 #E X VA TREGHIEHT 21T o 7o/ 4. AUC 1 log (0.80) ~log (1.25) O#iFHN
ToH Y., Cmax IE log (0.80) ~log (1.25) D& Th o 7223, KEAE D FEEIE D #2723 log (0.90)
~log (1.11) T, >, HEHRBR CEHEHEHIELIL TWD Z &b, WAl AW FR RS MED e
A 10,
MIMAEF T RXT T — VREE T XTI T — ) U U AREICHEE LT 5D,

HIE/NT A—H BENRT A —H
AUCo-~10 Cmax tmax tie
(ng * hr/mL) (ng/mL) (hr) (hr)
I X7 Z ) —)L Na
. 124.9+40.9 81.3£31.9 3.2%+1.0 1.1+0.3
# 5mg NIG]
Ny ME
124.7+t39.9 73.5128.3 3.81t1.3 1.0=0.3
5mg
(Mean=*S.D.,n=230)
Inedml)
B —8— FeiT I —NadEsme [ NG
L [ T == ) wbiESmE
Meant5 D, n=3
m -
i %0
o
w4
]
20
1L}
L] =& ]
1] 1 2 3 4 5 6 a 10 {hr)

FoiF T — M NaBismg [ NIG |35 B A il e i

MR N AUC, Cmax 5 0/37 A — &3, #ERE ORI OERERH « IR O Rk
KK > TERRDAREMEND D,
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(SR F5Y—JL NafE 10mg TNIG])
BFREIR S O FIRIFEMERR T A BT A FEO—HUIEIZOWT (CER 18411 A 24 B 3§
BHEAFE 1124004 5)
7 ~_X75 ' — L Na $£ 10mg NIG] & XU MNE 10mg #27 R A4 ——EIZ LV, ZhEh
18 (FR_TZ7Y—F MU DAL LT 10mg) ZREEFERAY T2 MG HERE 0 # 5 L Tl
REACIRIRE ZHE L, SO YEie <7 2 —% (AUC, Cmax) ([ZOWTHFEIT 217> 7=
FEL, WA O AW R RIS E D R S A7z 40,

HENT A—H BENG A—H
AUCo-~10 Cmax tmax te
(ng * hr/mL) (ng/mL) (hr) (hr)
Z_7Z ' —) Na
407.35+161.31 256.46+120.86 3.2+0.84 1.06+0.47
#E 10mg NIG ]
YTy M
10 408.691+141.24 243.72+75.58 3.2+0.84 0.90*+0.18
mg

(Mean+S.D.,n=23)

(me/mL)
0 r —e— 5477 —ANabE 10mg NIG |
=0 = 0L HEE 1

T T - Mean=51D, n=23

B — -
D 1 2 3 4 5 6 8 10 (hr)
FoF S — A NafE 10mg NIG |3z 5 #omSE i o

MR AN N AUC, Cmax 5500/37 A — &3, #ERE ORI OERERH + IR O #ER
KL > TERRD AN D D,
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(5R_RFS5Y—JL NafE 20mg TNIG])
BRI EIE G DAY RSB T A R 5 A4 S0 —EiEIC
AFRAIE 1124004 =)

OWNT (CFRk 18411 A 24 B 3K

7~\T7Z > —/L Na fi 20mg INIG] & 38U Ty bE 20mg &7 0 A4 —/ "= LD, ThEh 1l
B (IANTTZY =T b UL LT 20mg) ZHERERRA R FICZE R RIS O # 5 L T ok

EALKRIRE ZRE L, FoncEyERe 7 2 —% (AUC, Cmax)

R WA OEM AR HERE S e 10,

(ZOUWNTHEFHRAT 21T - 7o

PIENRT A—H BENRT A—H
AUCo-~10 Cmax tmax tie
(ng * hr/mL) (ng/mL) (hr) (hr)
Z~_7Z ' —)L Na 861.85 501.63 2.8 1.01
#& 20mg NIG] +264.81 +162.54 +0.75 +0.16
Ny ME 853.25 545.64 3.5 0.93
20mg +310.64 +220.92 +0.67 +0.15
(Mean=S.D., n=29)
tng/ml}
@0 r —8— FATF T/ ANadE 20mel NIG
0 T - - 7 hE 20mg
Mean2S0., n=2%

0 1 2 3 4 5 6

FedF S — e Nage 20mel NIG | 5o msE i ok

IMAEPRREN NS AUC, Cmax 50D/ 3T A —2 (3, HERE OB, K O BRI -

FZ K TR DAL S D,
(3) &&EE

AR L
(4) BE - SfRAEOEE
1) BFORE

16.2.1 BEOEE

10 (hed

ey ] 5 D Rl

TERERR A 712 20mg ZH#E R FOUIRRICSHE ARG Lok, BREKR G TITHER TR GICH L tma

LT RFEEIE S 5 & & B IZRIICEAEN B 5TV 5 39,

2) DFRIZRDZE

B (AT T —)L) THREEEEZF » 7 2 — L4 P450 2C19 (CYP2C19) ~DOREHAIZ
HIERARNRD LN TWAYTENRLA, U770y RULTF L)

[16.1.1 ]

XV

WXL TIRT T — L) b

U LTI DFAOMPREICHELH ARV LRRESNTWD, £z, B (T V77

V—)L) THHMREEEEF 7 72— P450 1A2 (CYP1A2) OFEIZ L v AHHEAEH AR
FTHFET A4V AL THETITRNT T — b F b U AT EEICEELE 22N

W5 4D 42)
(VL. 7. HHAAEH] OHEZH)
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2. EYEERB/NTA—S
(1) fBAE
MG R R L
(2) WRALEETEH
MUERR L
(3) HEEEEH
MU ERR L
(4) Y73 2R
MG R R L
(5) HHBE
ZUERR L
(6) Tt
U ERR L

3. B&H (REaL—>av) #H
(1) fBRAE

B R L

(2) NSHA—REBHER
MR L

4. R
BRI L

5. 9%

(1) Ii&-kxESFE@EE
Pl v/
(2) miE-RAEEIFEBYE
(V. 6. (5) ki) OIS
(3) Ait~oBiTiE
(TVIl. 6. (6) #=Fhw) DOESH)
(4) HE~NOBITHE
Pl v/
(5) ZofhoiBB~DRBITHE
MER R L
(6) MBFEAKESE
MUERR L
6. K
(1) KREBLLRUCHRBERE
fEHER A B 12 10mg. 20mg Z#% 05 U7-o g oR#E L, FICERRENZNE TRONIC XD
R LT T A= —T MK Th o7z, ZOMICIFREEERT 7 v — 24 P450 2C19 (CYP2C19) 723BH 5

T WA F AN L0 AR L7z A FuiR, 3A4 (CYP3A4) MG+ 25 2R ALRsIic L v 4
L T2 A VIR ARDERD STz 88 4D 43 [10. ]
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10.

1.

(2) RBH<BEAS5ITIBFR CYPE) OHFE. F5F
MU L

(3) MEEBMRODEFERVZDOEES
B R L

(4) REPOFHEOEERVEEL, FELE
BB R R L

. HEH

R A I 20mg R O#KE L72LE. ®51% 24 B E CICRPICTRT TV — 1 h U oA
ORBARIIHBBEIN T, R THDLIONVRUBIERRFDO T V7 o BRSNS EOR 29
~40%, AN T — )VIRILARDY 13~19%HEf X417z 88 43),

b5y RH— 5 —(<BT B
AR L

. BRFIZLBBRER

M E R L

HEOHREHT SBE
KR L

20t
M R L
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VI. £t (EAELOZXESF) CEYHEE

1. EERREZTOERE
BE STV

2. ERABFLEFOERA

2.BE (ROBEIZIFBELLZIN &)

2.1 ABHIO R LIBBUE DB LD B 5 B#E

22 7AW F AR, VA R AR ST o BEE [10.1 2]

(fifa)

2.1 AENZKI L, va v 7, WP, BESOWBEUEDOBEER O H 5 BE AR Z &5 Li-GA, &
D EERBBUEDRIBUCORNIBENNRH 5,

3. MEEREMRICEHET HFE L ENEA
(TV. 2. ZEESUIZNRICEET SR 22452 L.)

4. BERUVAERICEEYT IR LETOER
(TV. 4. HEXOHEICEETSEE 224052 8,)

5. BEELGEXRMIE L TOER

(FRTZFY—)LNafg 5mg INIGI. SRTZYJ—)L Nafig 10mg INIG])

SEELEXRMIE

(FhBELLE)

8.1 AFIOEHHITIL, MIEGCHFHERBICER L. @R FOMmA - MR PR Z1T O
TENEFEL,

(BEE. +—EBRESR. WARESR. FULAMBRESTRE)

8.2 RHIOMHIRERN 453 TROD T, MEFFRIEICITIHN NI EREE L,
(ERERE R OHFRE)

8.3 F¥ - HAZMVIRTHREST 0 N Ry 7 A e B X —(C X DIEE CRHRA TR BEITH L
THZ L& L, AR, HFFRIEOLEORVEFIITIZLORWEIBETLZ L, £, &F
B, 77 b 2 — AR R IR O A TE EE OSER K b, SRR ENS RO vk 25612
IR T E A BT D 2 & b, MERRIETIXEMNICNHESIRE 2 Eii 4 5 72 CBlE %+
SNTATH ZEMHEE L,

(UL AEBREYRIE)

8.4 MZIT LV i), FEREOMBYIERSEVIRLAGNS Z E (1EMHY 2 AU L) ZH
DD 2T DL, B, AFORENERE, fIERE OB M O OEEERBIZ L D
JERZFERET 5 2 ENHDHOT, NHBEREZICEIY ZNOOHEBTRNWI L 2HERTHI L,

(SR F5Y—JL Na & 20mg TNIG])

BEELEXRNIEE

(ZhREIE)

8.1 AFNOELE I, MEE-CHHERICER L, BRI MEFEORE - miEE(LFOREZTT
TEMEELL,

(BEE. +—EBRESR. WaHESR

8.2 RO RN+ TRV T, MRFRIEICITHW RN ERZEE L,
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6. HEDEREATHIBEICETIIRE
(1) AHHE - BIEESEOHLBE

9.1 SHHE - IEEFOHLEE

9.1.1 EMBHEOREEDOHZBH

(fi#s)

HYNRBUEOBEERE D 8 2 BE AR 25 LG4, L BELBEBIEDRBIC RN 58T
Nd 5,

(2) BREEERE
BEIN TN

(3) HHEEERE

9.3 FiREEE RS
P2 FBFE CRFMERNIE DS 3 8 5
(fiA)
FFBEED & 5 B TIE, @I E 2 4R L CRIVER DN RELT 2 AlietEn H 0 | AR 2R
WTHFPERRSE A S LTV D,
SRENZ BT EEME L7 ATFEE (FFEZ) B ISR 2 W EREA 72 a T O fs B, R N B 112kt
L C Cmax 237 1.5 i, AUC 239 2 5 ITHM L, twe 23 2~3 FITIER T 5 Z L B3 S hvTn
% 49,

fERER N T 7 & RS BB O ENRE N T X — X DL
Crax tmax tie AUC Cl
(ng/mL) (hr) (hr) (ng-hr/mL) | (mL/min)
TR A B | 401£246 | 3.7+1.0 1.7£1.7 | 809%+544 | 550%260 (Mean=S8.D.,n=13)
TP B 635199 | 4.6+2.8 3.7£2.2 | 17761496 | 201+57 (Mean*S.D., n=10)

4) £NEREE AT SE
FRE Z ATV R
(5) W4
(FRTZFY—)L Nafg 5mg INIGI. SRTZYV—)L Nafig 10mg INIG])

9.5 ITiE
B0 SRR LT 5 AIREME D & 2 I TR IR Eo A EMED falitt 2 EAl 5 & flr s 56
WCOBRBEETH L, BWER (5> MO 400mg/kg, 7Y XEHE 30mg/kg) THRILEME (v
N CEERIE, VX THREDKRT., LEEBIE) HPHRESNTND, £o, Ty NIRRT TV —
NFhU A (25mglkg/H), 7TEX VU LAKFIY (400mg/kg/ HLL L) ROV Z U A~ A v
v (50mg/kg/ HLA L) % 4 BMOFA&EL LR Bk C, MTREREOE(ANED LN TVD,
(fiah)
B ER (T v MED 400mg/kg, 7Y XHE 30me/kg) THRIEEHEME (7 v b TIUEBIE, ¥ 9 ¥
TIREOK T, FEBIL) B@E ST D 49 40,
(5RF5J—JL Na &£ 20mg INIG])

9.5 ITiF
T AR L TV D ATREME D & 2 I IZIEE L OB RN ERIEE B0l 2 RS 556
WCORFEET 52, BWER (5> MRO 400me/kg, 7Y XEE 30me/kg) THRIEEMNE (v
N CIEEBE, VY X THREOK T, (WERBIE) NESnTWnD,
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(

6) RELMw

9.6 1ZELIF
RIR EOGRMER O RARBEOF M ZZE L, L0 SUTP I 2 Bad 2 2 &, 8 ER (7
v b)) TIHHHFA~BITTEZ ENRRESN TN D,

(7) MR%E

9.7 MNR%E
AN e G & U T2 R ER BRI I LT 2R,

(8) Eln¥E

7.

(1

9.8 min&

M EBHERSEORIER N ® O b AT 70 CEEICERG T 5 2 &, AFNIXEE L CHIE
TRETEN DN, EliE CIIIFEREMET L TWA Z ENEL ., BIERARO N DZ ENH 5,
(figeani)

AFNIE L LTI TRE SN D03, BEEE CIIAFEREME T LT D 2 ERZ 0, RO KRS
B DOEERRBRIZEB VT, 65 MLl EoBE CRIIEASGED b, TOWNFUL TH, (E5, 5w e T
FOORR, MEREE., 85 b EBEMEOI R Thol, ZRLORIEARS L bR GAIC
RS S B2 PHEEICER ST 5,

) HEE. IS, WA RS, W RIER, Zollinge-Ellison JE KGR IY
HEER

10. 8 E/EH

AFNORFNITNFARBEER T -7 m— 2 P450 2C19 (CYP2C19) } U 3A4 (CYP3A4) DR 57
RBOHNTND, [16.4 B

£lo. AR OB BSWIHIERIC L0 o OF R ORI 2 eI 25 2 L83 5,

) BtRRELETDER
10.1 GRS (BFALKGWLT &)
FEFN 40 T BRAEAR - 58 7 1E By - febRiR1-
T AP FENRE (LA T % v |7 2 FF e OER R BEE T 5 [ AH 0 E B WHIERIZ LY,
) BENWRH D, BNpHMBEH L, 7#¥FENL
[2.2 &H] DOEMREDNME T L, 7T X F e
OMmPRENME T 28200
b5,
VA ) UHEBIE (=27 |V Ve e U CEERE O VER & AR O E B sl ERIC X0
~) BT DHEBENND D, HNpHMNEHL, Ve y
(2.2 ] WA ORINAME T L, Y re e
VoompEEMETS5Z L
B 5,
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(f#73)
< T AV e & OMA/ERIZOWT
T8 ERBL OVRIEIE N pH ICIKAET 5 & SNTH Y | R 7 BRI WIEIC £ %
HN pH RIS LY 7 P C VBB O WIS I S B RER, T2 E AR O i
ERMET L, 7 FFELOERRNERTB8ThNRG 5,
(2) StANEL ZOEH

10.2 BEREE (BERICEET S L)

FEFN 4 T BRAIEIR - 5 15 By - febRR 1
vaxvy FITFIRF DM HREN L7325 2 &N H|AF O E By wmEE-Ic L0 5N
AFNLTIXRT | D, pH 728 A L. HHFIER OWIN 212 1

T2,
A FT7aty—n  MHFEEAOMARENMET T 5200 A H OB B WIMHERICLY 5N
I F=T b, pH 23 B U FHFSEHI O W A #i]
ToBENLH D,

KL T VX =0 & RFI BB G B~ il Al R . Sl AT 2,
T« KER(L~ 7 R [BRAIBE G- 1 R AR C 88 S v
U LA OFIEEA | MR T EAES ENER 8%, 6%IKT L7z
EDOWEDDH D,

AMPUEFY—F |[A SIS — FOMHPREN EFHTHBFIIARFATH D,
ERBDH, BHABEOA N NLFY—
T D515, —RIICAAO®R S
EHRILTHAZEEEBETLH L,

S TIER T AFAT IR LOMAEIERIZONT

&%) VMEIANDT—%)

EFRAA T 1 16 /112 T v &4 H 0.375mg, LA 0.25mg/H % 24 HIWl# G- L. 11 H H2»
BEEMERICTRT T =L b U A 20mg/A 72T T v R E PR LIz ¥ % v B
PR (5510 A), T_7 7Y —AF b o LEIET T RGN (524 ) oYXy
DIRNBIHE ST A — 2 % Ll Uiz, TORER, 777 —F b U o AL T 7 2 R
BRCHL L, YT %200 AUC, BB MAE S EICE < R BICRE P57z,

R A B+ 9 A ERRIZT 0 A4 —R—JEIC TV ITH > (0.26mg) HMEFE G K NTRTZ
V= F R T A (20mg) VIR LOOFARETOMEFR Y TX 2 U REEZHIE LT,

TN T =) B UL OFAEAEHRBRIC T D IET Y T % U U REDOIRYENE T A —X

AUC Cmax tmax t1/2
(p g« hr/mL) (1 g/mL) (hr) (hr)
Ta% U HM 15.6+4.8 1.46+0.34 1.11+0.74 35.7+19.4
TRTZS—F ") oL
e 18.6=4.5 1.88+0.53 0.89-0.22 35.5+12.9
R Vs o

(Mean*=S.E., n=9)
AFNTIAFTATBNTH Y IAF VR, AR EFH LEZSGAE, AT vy dvrombiE
ENERTDH NS D,
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KBALT VR =T WL - KL~ 7RV T NEA OfEEA
EFERAB 7 12 4 2RI 0 A4 — =R TTIRT TV —)LF U 7 A (20mg) B 5.
e 791 [ R il FH) e OV Al B¢ - 1 IR B IR LS 3 00 2 i Rl B 2 I L 72 49,

KBRALT v =0 LTV KIRfb~ 7% 2 0 LE A ORIRRA & O AAERER T 2 miETh 2
NT T =T U T LREOEMERE T A —F

AUC Cmax tmax t1/2
(ng * hr/mL) (ng/mL) (hr) (hr)
SRF5S— ) F R
1020.8+205.8 | 516.8%+77.8 3.58+0.31 1.174+0.189
7 I\ HH
il ER A1 ] e AR 942.9+174.6 630.592.9 3.38+0.31 1.140+0.181
il Al &% 5
o 960.1+180.2 601.3+91.1 3.96+0.38 1.120+0.165
1 IR IR

(Mean=*=S.E., n=12)

8. El{eMA

1.8/
ROBWERDB D BN ZENRHLOT, BlEZ 7TV, RENRBD DG EIC3&kE 2T
1B %70 EREY) R LEZIT O Z L,

(1) EXGEHER & DRER

1.1 EXGEMER

1141 2avy HEARH), PFI4143F2— (HERH)

11.1.2 RMERED AR, EBERBRE (L AH) . mM/MREY (0.1%A0) . FOEEMm (4
FEAHA)

11.1.3 RUERF# (HEAH) ., FFHREREE (0.1~5%A) . BE (GHEARY)

11.1.4 EIEMEM# (0.1%A0)
BN Nk, PREURIREE. i O RE (R SR LRGAITIE. T X RO R
HEFEMmL, AFOFGEFILT D E &bz, BIRRERVE A ORGSO Y) /2 I0LE 21T =
&

11.1.5 REEE (HEARH)
HEMER R ESEAEIE (Toxic Epidermal Necrolysis : TEN) | 2 @ #EIRHARIEERE (Stevens-Johnson
JEMERE) . ZIABEER D LA Z b5,

11.1.6 [ETFEE (LA, MERERR EEARH)
BEgRER A (BUN, Z L7 F=0%) [CEET5 L,

1M1.1.7 {&EF MU LI (AR

11.1.8 EBUHBMRE (B ~H)
FAE, WA, CK L&, il ORT I 427 oy ERAZEEE + 2B EIRIEN H & bh
LD ENDD,

11.1.9 |AHEE (HEARH)

11.1.10 SEELRRE (BHEEAHA)
TAE, BETHE), KAMHE, IR, REL, B HBEHERHLDNLDLZENRH D,

37



(2) Z0H#DEI{ER
(SARFS5Y—)L Nafig 5mg 'NIG], S_F5J—)L Na & 10mg INIG])

1.2 FOHDOEIERA
(BEE. t=kE#E5. MaHBEE. IHREREL. Zollinger-Ellison fFEEE. FEULAEEERE
HRE, ERE7Z7AE) UBSRICEITABEBII+ =BG EABOBERIE)

0.1~5%Ai 0.1% A5 BB
W EUE W5, FRIERS RS2
IIR7E3 FHILERIEA . ML BRI, R BRI A Bk £
AFEAERMEZ . AL U v oSERR
J ik AST ., ALT., AI'P, y|[REeULrEro kg
-GTP. LDH ® k&
e I JE k5 EUfEs
Hibss R, T, ISR, (M. 0k, WU HE, [ER. IR, BEMERRI KGR
A, FR%k Bz, 0B, BRI, | ( collagenous  colitis
33 lymphocytic colitis)
FERRPRRE R GIEb) DEV, SHHoX | IRK, [HTAZR, FiE
VARG, FnRE SRR, #2870
KT, oob2h, KLY
i
Z DAt Bavrxaro—u . Ptk dHH, E, BEK (Hobbox, BHERE. il
NG - BUN o b5, BB FE, BEE. LOTUE, PR, &7 =7 ME, K~
PR, I TSH 0 CK » L& 7 x T MigE, IR
1) FEBUHEL T ROE e R A 2 5 Lo,
(NYanya— - ERY OREOHB)
0.1~ 5% A i 0.1% A5
WU B2, S TR
1IR(3 3 . Bk e UFREEREE 22 | I BRI . U BRI
U U RERIEZ . /OB . B EREE N
JHF MR ALT, AST. y-GTP @ L& Al-P. LDH @ L&
e B, e RS-
H b T, ERAE, BREEE . M. MR 0. Nk, . RIER. R
B MRS, (EERL, ER. BHEIORPE. BRRER, BEORIR. BR
115 HUEE
TR R GIEbE HEN
Z Dt HERERE O - BHIEVAIE, B, &0 LUWUR, Uk,
AR, RE LA, FROLOIE, R
FeD 5. IRIERE .

) BEBEEEILHEE I HBIBEBICBITA TS T — L h) UL TEFT VY K
MEOT 7Y 2a~A O 3AIBE ORGRIEE CORKRER K ORER % IFE L &,
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(5R_RFS5Y—/JL NafE 20mg TNIG])

1.2 FOHOEIER

0.1~5%A i 0.1% AT 18 AN ]
I REE 2. SRR ERZ
1R FHIEREAD . F BRI, |FRIEREA | AF ek
IFFRERIE S, A U o B
J ik AST.ALT, Al-P, v -GTP. |[}aE U L E > D L&
LDH & k&
THBR % i k55 H
Hibss AR, T, MEERIEAE, (8. SR, B U AE, |[ER. R, BB KGR
. HN%k Hb 7ot A, BACRIR.| ( collagenous  colitis
537 lymphocytic colitis)
Kt R GIEbE HEN, SH0X | IRR, [TAZE, FiE
DURHE 77, FNFESHRR, 2 )
KF, Doboh, KEY
ik
Z DA ma L ATFa—/L- RN AE, Bl B, |BEobbox, ik, W
fi - BUN © L5 BER, (BB, BEE, LOIWE B, &7 E=7 IE, K~
ifi. - TSH #41 CK @ |5 Jx vy AE, KRR

) FEBHE T RGEER A 2 S T,

9. BRERERRICRIZTHE
(5R_TFFJ—)L Nafg 5mg INIGI. 5_TFJ—)L NafE 10mg INIG])

122.BRBERBRICRIETE

(ANJanv4a—-EnY) OREDHBED

121 A)any 42— EQ)ORFHELDOIE

TRTFZ =N F NI ODLREOTa NRTA e X =T EF VY VK, 770 Anm
~ AV EOTFAEWEROA hr=F Y — L ORI OE GH& T E% T, 18C-JRFEFGREROF]
TENBIEVEIZ 22 D ATREMED B D 7o 6D 1BC-JREFELGRRIC K D BREHIEZAT 2 56 1E. b
R OPGAET 1% 41 uh®ﬁﬁf%m¢é ERLEFE L,

(i 3n)
BARANY anNg X —250RBEIA BT A4 2B W TYH TBREHEIIBRE IR P -4 4 B LRI
1T9.,] EEDLNTND,
10. BERSES
BE STV
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1. BRALOEE

148RALDOEE

141 EFIRXMHFOIE

14.1.1 PTP 3 0 3EAL PTP > — F B EO HU TR 2 LK 5 8%+ 5 2 &, PTP > — h DR
(XD OSBRI L, BICIEF L2 8 2 U CHRERRINZR S O B S 72 & OHE & R
THZENDD,

14.1.2 KFNIGEEETH O . RAICH Tz TE, ALY, W20 EFIZ, OB ET L IEET
LT &,

(fiah.)

14.1.2 AR OEFENRT TH DT XT T =) b U o AT, BERET CIEIRLETHY , Blg~
DIFEFIZL Y, BHICHMEND, ZOTZORANITIBERRII ST 2 RERE MR T 2720, B
PEDOFIL Zhi LT D, AFIOIRAIZHTZ> T, WAZY, = EFic, kA< ET LD
EBHFICHEE L CHEILERH D,

12. ZOMDEE
(1) BRERERICEIES

15.1 BREREAICE D {1F]R

1511 AFIOEMHBEGHIZEEO TR — 7 2RI L OREDRH 5,

15.1.2 WM BIT DEBOBENET,. 71 R 7 A v BEZ—IC X BIBEIZE W CTRHERIEIC
PO IEBAEIE YT, FREAMEETT. FHEEIT OV 2 7#MA®RE SN TV D, Fio, BHELROEYM”
(1FELLE) OBFEEzZ T ERET, B0V A7 858Nl 7,

15.1.3 MM BT D EICABTEE 2R E LT EROBIENET. e bRy A e B2 —%
HBLEZBEIZBWNTIZRA NI DTN T 47 4 WIS KDEBEGED U R 7 BB ST
%,

(fiah.)

15.1.1 P58, B 2 4 0 SR ME BB R OMERPFRIEIC DUV T HEME L 72 E N O BRI RER IZ B\ Tl
FERER Y =7 RO 5 T\ 5,
15.1.2 7Ya h R T A e B X —IRBEIC KL D8I U A7 OB O ZERER TRB T
WD,
15.1.3 7o bRy TA e EX—ORE L 7R A NPT LT 4T 4 T KD HIBRG
O BEEME A R T D BRI STV D,
(2) JFERERHERICE D 1HH
(FAFFYJ—)LNaf5mg INIG], S_T5J—)L Nafig 10mg INIG])

15.2 JEERPREAERICE D < 1H&R

15.2.1 7 » MIZ bmglkg VL E% 2 RO BG LcBERBICB O T MTHIC LT 7 A4 ROFRAE
NIHLNTZEDRENH D,

15.2.2 B FEER (7 v MREAKE 26mg/kg UL F) THURIEEE LK QUL A 7 % 2 o O IND s
SNTNDHDT, RIS > TITHFRIEEREICIERT 5,

15.23 7 v NMIEETHDL T VT TV — (50mglkg/B). TEF U KFY (500mg/kg/ H)
kO Z ) 2n~vA v (160mgkeg/B) 0 E L7 BT, BEW TOFMEOHERE &I
e R o FEF i OHTRFED 5T D,
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(figsn)
1523 B THL T Y T TV —NIZBNT,. 7y MITEF VY VAR R T ) A< A
LB LR T, BEW ComMEOHIR E L IR O EIH OHEIRAFED HiLT
W5,
(5_F5Y—)L Na & 20mg NIG])
15.2 JEERPREAERICE D < 1H&R
15.2.1 7 » BT bmglkg VL EZ 2RI O EG Lc B ERBICB O T MTHIC LT/ A4 RORE
NIHLNTZEORENH D,
15.2.2 B FEER (7 v MREAK S 26mg/kg UL F) THURIEEE LK UL A v % 2 0 O IND s
SNTNDHDT, RIS > TITHFRIEERRICIER T 5,
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X. JERREREARICEAY H2HE

1. FEEHER
(1) ZENZEEFHER
(TVL. 3EZhIEPCRET HHE ) OHSR)
(2) ReHFREHER
MEE L
(3) Z0thDEEHE
FMEE e L

2. BMHER

(1) BEEEE5SEEHAR
FMEE e L

(2) REBE5SHEHR
AR L

(3) BiBHEHER
AR L

(4) BARMERER
MR L

(5) &RERESHRR
AR L

(6) BFRIERERER
AR L

(7) ZohoEHESH
MR L
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X, BEMERICEYTSRE

1. BERES

Z_7Z ' —)L Na & 5mg/NIG]
Al 777 —)L Na #E 10mgINIG] | 72 L
Z_7Z /' —)L Na $& 20mg/NIG |

BHNES |T9_XTFF =T R oL L

2. AHEME
BXhEAR - 3 4F

3. AERETORE
FEIRRATF

4. BRWLEDEER

20.MFVLEDEE
201 7OV IRBAERITIR K ZRES TRIFT 228 (GENMET T35 D),

5. BERITEM
BEREERLTA N A
<FTvolLsy  H
ZOMOBEFETEM A ((XII. 2. ZOMOBEEE) OEESMH)

6. F—m% - A%E
[Fl—psy © 23U = ME 5mg, /XU = v ME 10mg, 73U T FE 20mg

7. EREEEAE
R

8. HERGABFABRUVKRREES. REELNMEAD. RETMABEABD
(5RF5J—JL Na & 5mg INIG])

L& R TR KGR SHEATG 3 ¥ G AR 5ERRAh

)@@ Eﬁyﬂ_ﬁ% %{LE&JLJ?( ﬁ‘(%ﬁﬁ% i{ﬂﬂﬁﬁﬂiﬁz E&Juﬁﬂﬁu
£HH £ HH FHH

e | 7X7F ' —/L Na $& 2020 4 2020 4 2020 4E

SR 30200AMX00259000

bR 4A 5mg [ HT /3] 2 H17H 6 H 19 H 6 H 19 H
i ZF_7Z ) — )V Natg ) , 2022 4 2022 4F
5mg NIG] 8H 18 H 8 H 18 H
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(SA_FS5J—)L Na f§ 10mg

TNIG])

U AR 5E AR . A, I A AR 5ERRAh
B B4 - T e
FHH FHH FHH
W5E | 975 —/L Na §E 2010 2010 2010
e o T | 92200AMX00669000 * F
BH i 10mg TELF1T /3] 7H 15 H 11 A4 19 H 11 4 19 H
W4 | 7 X7 — /L Na e 2012 4 2012 4F 2012 4E
22400AMX00710000
2B 10mg [TYK] 6H15H 12414 H 12H 14 1
W4 | 7 X7 — /L Na e 2019 4 2019 4F 2019 4E
R 30100AMX00106000
B 10mg [E M7 /3] 7H10H 12 H 13 A 12 H 13 A
575 ) — L NabE 2022 4 2022 4E
TR n I
10mg NIG] 8 H 18 H 8 H 18 H
(5 RFFJ—JL Na §£ 20mg NIGJ)
RS AR 70 KGR . SRAG MU 5 bR A
[l B4 e R e
fF£HH fF£HH FHH
e | X7 —/L Na §E 2010 4F 2010 4 2010 4F
o 22200AMX00670000
Bi ik 20mg [BLFIT /N 7H15 0 11 H19H 11 H 19 H
7 5 R75 ) — )L Na b 2012 2012 2012
s | 7o ave ] 99400AMX00711000 * i
B 20mg [TYK] 6151 12 H 14 A 12 H 14 A
ke | 975 — )L Nabe 2019 4 2019 4 2019 4E
o 30100AMX00107000
AR 20mg [HMET ) 7H 100 12 H 13 H 12 H 13 H
575 — )L Na b 2022 4 2022 4F
HHE N I
20mg NIG] 8 H 18 H 8 H 18 H
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9. MREXIHREN. RERVABREEENFOFEABRUZOAR

<ZhHE

WIEh A, HER OVH B>

BIMEH H 2010412 H 13 H
W7e4 : 777 —)L Na $€ 10mg [BLF17 /3]

N
i IH
ZhHE | HIRE. + IR, WATEE. B, + 1B, WA,
X | WEEERIEZ, Zollinger-Ellison JE{FHT Wi AE Zoll].nger Ellison JEfERE
DIES #Uahﬁ%ﬁﬁﬁﬁr
BEE. T-—HBEERE. WERES. HE. T KEBER. WEHBES.
ZoI linger—El | i son fEf&R¥ ZoI I inger—E| | ison fE{&RE
WE, RANIETRT = R s s LTl WE, RANIETRT = R s s LTl
H1EI10mgZ #5950, kL v 1a1E H1EI10mgZ #5950, kL v 1a1E
20mgZ RO LT 5 Z LN TES, 728, W, H| 20mgaRO&EE35ZLnTEs, ok, @, H
TRES. ARG CIISEME T, T RIBEETI | L ARSI CIISEM £ T, T HERIEE I
Gl E TCO®RE T 5, 6N E TG &4 5,
- B RE R s FERE R
MRE | @, AT T F = R Ak LTl WE, AL T RT T F R AL LTl
a0 H1A10mgZ#E A5 525, FRIc LV 1A1mE H1A10mgZ#E Q#5525 FRIC LV 1A1E
B | 20mgZ ik N 545 2 LNTE S, 72d, @, 8| 20mgaiknfEd 52 LN TED, Ak, EH. 8
HEETORG LT 5, SDITHI - FRZED K HEETORE LT 5, IDHITHI - FREREY K
FWEHERTE R OMERFAIZB O TIX1 H1E10mg FWEMERTE R OMERFAIZBO TIX1 H1E10mg
RO 5, RO G5,
RS AN B BIESTRE
WE, AN TR TS = h s b LT
H1FN1Omg% #2592, 7o, i, 4fMET
OEE L35,

(_: AEX
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<HEL O &EWET >
B R 2011466 H 15 H
et « 7X7 7Y —)L Na $E 10mg BT /3] 777 —/L Na i 20mg [HF17 3] §E

N

Hr

[H

<$E 10mg>
B, TR, WaEEss. WM A

<$E 10mg>
B, T R, WaEEs. WM A,

1B R 72085E, 1E110me ¥ 72131 [H5120mg
Z1A2M], X 5IZ8HERRAKRETHZ LN TED,
7272 L, 1[120mgl H 2[00 513 OiEEE 4
T AHEAIZRD,

<$£10mg >
I HITHETE « BRE MR KA R B OHERE
FEZRBWTIE, @, RACE T T T —uF b
Yot LC1E10mgZ1 B1EHRE A 5325,

<$£10mg >

- JEUS A B BENTRAE
WE. BAILIZTINT T —LF Y oAt LTl
[FE10mgZ 1 H1ERR O 595, 728, W@, 48
FCOHE LT D,

~hob
ol Zollinger-Ellison JEfBERE | FEONS AMEE ATENHHE | Zollinger-Ellison JEMRE | FEOND AN BIEMTTE
i
g | FE20me= e <HE0me> e s
” B, T AR, WaEEs . WORMEEESR. | BN, T IEIAEES. WA, R EE
Zollinger-Ellison JEBRF Zollinger-Ellison JEfFRE
<$E 10mg> <$E 10mg>
<§E 20mg > <$E 20mg >
- BiEE. TIEREE. UEEES. BEEE. T_HEREE. WERES.
Zol linger-El | ison fEf&EE Zol linger—E| | ison fE{&RE
\H, RANZIETART T = ) oad LTl BH, RANZIWETARTZ Y= ) o aE LTl
FE10mgZ 1 HI1EREOES9 503, ki L v 1 H1ME10mg & A 53 2523, FRICL YV 1H1E
20mgZ1 H1EEO#FS35Z LR TED, 7ok, i#|  20mgafRO&E535Z LR TE 5, ok, @, §
H.OEEE. VAR CIESEM E T, RN | W WA I8 E T R Ik
ECII6HRM E TORE- L5, G E TOHRE L35,
WREEROIEFRICB VUL, 8%, AT @, RAKET XTI —F v o ab LTl
77 —=nF U s e LT1ELOmg &1 H 1A H1FENOmg &R N 532525, fmikicL v 1A 1A
i AfE9 20, JRIC LV 1E20meA 1 HIEFRAEE | 20mga R O35 LR TEX S, 72k, @, 8
KO Az Lt s, 728, @, SHMETO®RS HEcoREL7T5,
FI R L9 5, Fo, Ta bRV T EX—ITLD

<#E 10mg>
S BITH3E « FRA ML D R R T E R OHERR
EIZBO T H1E10mg 7% A %545,

<$£10mg >
EU S A B B EWTE
WE. BAILIZTINTTY— L Y AL LTl
H1ENOmgZa#R NG9 %, 7ok, @H, 4lfiET
OEE-ET 5,
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<FhREXATZN R, FHiE LR O H =B >
BMERH 201349 A 26 H
Rie4 « 777 —)L Na & 10mg [TYK]
A

B IH

B, LR, WA, O AE e, |, R, WA, R
| Zollinger-Ellison JEf&HE, IO AMH RIEWHHIE | Zollinger-Ellison SEMEHE, FEONO AMEF BEWHTIE
RE | FRUCBIT BAY 287 #— « i Y OREOREE)
U s, R, MALT U Sl gt
RN R SR U R % PRSI

®EH, ~Y Ny Z— - o JRGEER

-BiEE. T iEEER. WS EES. Zol | inger-El | ison| - BiERE. + 1605, MI&#BiEE. Zol | inger—EI | ison
fEIZEE fEIZEE
([AfA) WE, RAIKET T TV = Y AL LTLH
1EN0mgZ#E 05353, Fkic L ¥ 1 H1EI20mg
EROBETDHENTED, B, W@, BiEE.
WIS EREE CIISAM E ¢, + falEss CleimM]

FCORE LT 5,
- W RE S - W RE S
([RA) WFRHERTER OIRIFRICBWTIE, . RAIKIET

77— F U A e LT1E10mgZ 1 B 1ERE 0
BeGT503, FIRIZE 0 1[E120mg %1 B 1EFRE 85
THILENTES, 728, W, SHE TORE L
T35, T2, S bRy e B X L BIEE
TR0, 1E10mg XiF1[=EI20mg %1 A2
[ml, S OIC8HEMRENEEGTHZENTES, 127120,
1[7120mg1 A 2[AH ST ORBYEE 2 A9 D55
IZfR%,

TS« TR0 0 SR B R DMERFEIRIC R
T, WE, RAZIZTRT T — v Ry oAb L
T1[E10mgA1H 1 FERR A543 5,

Fiik
%g U A B E U A B E
(R£) W, RAZET_TIY = F R A LT 1
H 1\ 10mg 2 0#57 25, 7ok, @H., 4 BHEE
ToOHE-LT 25,

Aoy 44— - ER OREOHER

W, RAKETIRT TS = hY oAl LT 1
B 10mg, 7EXFT U KR E LT A
750me( A V7 T Aag<AL v LT 1 b
200mg(FIf) D 3 F & [FIEEC 1 H 2 8], 7 H R D%
595,

BB, 77V Auv A0 HEICG L TR EHE
THIENTED, 720, 1 [ 400mgUiil H 2
FZz FRET 5,

Ja bR TIA e X — TEXRVVY LKW
RO ) 2a<wA2 D 3 fEGIZE D~ an
7 & — - v'a ) OREIRRD NI OEETE. 2l
Rb2IEE L LT @ RAZIEZ T 7 —)
) oALLT1E10mg, TEFT VI LoKFp L
L C1ME750mgUif) e R b=y —L e LT1
[5] 250mg @ 3 A& [FERHC 1 B 2 [H], 7 AR O#%S
35,

(_ AESUIZNR, EL O BB fE 5 22 & HT)
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<HEK O &R >
EBMHFEAH 2017412 A 13 H
Rie4 « 777 —)L Na & 10mg [TYK]

N

Hr

[H

sheE
3
R

B, 55, WETIEE., WiitEsk,

Zollinger-Ellison JEf#RE, FEO'D A B AIEMTE

TEUCBIT Y Xy Z— - ' ORREORE)
B, RS, H MALT Voo NiE, Rk
MR PSRRI, A B2 2 INRBET R
BE, N anyz—. o EYE %

B, 55, WETIEE., WiitEEsk,
Zollinger-Ellison JEf#RE, FEO'D A B RIESHTAE
TRUCHT DAY oy &Z— . v’ Y OBREORE)
BIEE, +FEREs, 5 MALT U ooV, Restk
M IMSERPESEBER, A B2t 2 NSRRI

BE, ~Vanyg—. e EYEX

Mk
3o

==X

s ARy 4— - EO OREOHE

- BEE. T-HBBEE. UEHES.
Zol linger—E| | ison fEf&RE
([FIA)

s FERE R
<iBpE>
WM EER ORIV T, B, RAITIET X
77— v sk LTLE[10mgE1 H1ERRH
BET B, FIRIC L D 1RI20mg %1 A 1[EHE 1 %5
THIENTE D, Iob, WlE, SHEME TCORE L
T%4, 2, Fa bR T A e B X L DIEE
THRAT725A, 1E10mg XIF1[E120mg %1 H 2
Al S OIZ8HEMRRORETHZ &N TE D, 72721,
1[E120mgl H2[EHE 51X EE ORIREEESH T 554
IZRRS,
<SR >
TR - FAR 200 0 IR T WA E BT E R ORERFEEEIZ B W)
TIEL WBH., RAIETR_RT TS = h Y s s L
T1EOmg#x1H1ERR A5 5, Flo, Fm b
R T A e B X =L DIBE TR0 720k
PEBIER OREERIEICB WL, 1E10mg4a 1 H2[H
BOBETLZLNTED,

- UL AMBEREERIE
(IFlA)

(Ial43)

s ANy 4— - EO OREDHE

- BEE. T KBEEB. WERESE.
Zol linger—E| | ison fEf&RE
WHE. RAIIZT NS —F R AL LTLH
1EN10mgZ & 053523, Fkic & ¥ 1 H1[EI20mg
EROKLEST D ENTE D, ok, W%, HiEE.
VIEERES CIXSHM E T, + B E CII6iENH
FETORE LT D,

s FERE R
WM EER ORIV T, B, RAITIET N
77— v sk LTLE[10mgE1 H1ERRH
BET 50, FIRIC L D 1EI20mg %1 A 1[EHE 1% 5
THIENTED, Iob, WlE, SHEME TCORE L
T%4, 2, Fa RS A e B X L DG
THRAT725A, 1E10mg XIF1[E120mg %1 H 2
Al S OIZ8HEMRRORETHZ &N TE D, 72721,
1[E120mgl H2[EHE 51 X EE ORIREEESH T 554
(ZBRD, FHE - FR AR 0 SR A 28 ORERFR
HRIZBWTH, %, BRAZIET T T — v R
7L LC1E10me A1 A 1B A543,

IRV S AN B BIETTE
WEL. EATIET AR F = F R s e LTLHE
1FNOmgZ RO ET 5, 72k, EE, 4flE T
BehL95,

WE. RAIKIZTR_RF IV —LF R AL LT 1
Bl 10mg, 7EXT VU oKf#mE LT 1 A
750mg(Ff) 7 7V Au~A 2 LT 1 (A
200mg(Ffli) > 3 FlZFRHC 1 B 28], 7 BREREN#
542,

B, 7T xnvA LR BEIOS D CEERE
THILNTED, =721, 1[8]400mg(Hfi1 A 2
[m% ERE3 5,

Ta NIRRT A e B — TRV VKR
MO Z ) 2a~A 0D 3 FEEGIZLE~ND ax
72— v'n ) OREIREN R OSEX, 2
RoDIFEE LT, @H, I NT T —F
F)DLELTLIE10mg, 7EFI VY K &
L C1[E750megHt) A b =4 —L & L1
[6] 250mg ¢ 3 A& [FIFZ 1 B 2 [\, 7 BRI O&S
35,
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<ZhHe

(IRF LR O RIEN >

BIEHH 202046 7 24 H
7E4 « 775 —)L Na # 10mg [ HT /3]

A :

B

[H

e
By
i

B, T R, WATREE. Wit aE R,
Zollinger-Ellison JEMERE, FEOND A BIEPTE, K
AET AV Y & ERICEIT 5 BB XTI 4
BB D B

TRRICBITF A~ 2y 2 — -« v ) OREORE

HiEs, RS, H MALT U o Sl Rtk
i IR PESRBE . LIRS D AR

BH, ~Janyg—. o YL %

B, T Es. WaEEss. Wit aiE s,
Zollinger-Ellison fEfBEEE, FEONG A B B HTE

TRUCBT DY 2y Z— - vr ) OREOME)
HiEs, R, W MALT U o il Rtk
i NI PESRBE . LIRS D AR

BH, ~Janyg—. o) YL %

Mk
3o

=
==X

BEE. T IEEES . WS ERiEE. Zol | inger—El | ison

FEIRRF
(Ial43)

- ERERE R

(IFlA)

- UL AMBEREERIE

(Ial43)
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k5844 ACIPHEX- rabeprazole sodium
A - H#& | tablet, delayed release : 20mg
INDICATIONS AND USAGE

1.1 Healing of Erosive or Ulcerative GERD in Adults
ACIPHEX delayed-release tablets are indicated for short-term (4 to 8 weeks) treatment in the
healing and symptomatic relief of erosive or ulcerative gastroesophageal reflux disease (GERD).

For those patients who have not healed after 8 weeks of treatment, an additional 8-week course of
ACIPHEX may be considered.

1.2 Maintenance of Healing of Erosive or Ulcerative GERD in Adults

ACIPHEX delayed-release tablets are indicated for maintaining healing and reduction in relapse
rates of heartburn symptoms in patients with erosive or ulcerative gastroesophageal reflux disease
(GERD Maintenance). Controlled studies do not extend beyond 12 months.

1.3 Treatment of Symptomatic GERD in Adults
ACIPHEX delayed-release tablets are indicated for the treatment of daytime and nighttime
heartburn and other symptoms associated with GERD in adults for up to 4 weeks.

1.4 Healing of Duodenal Ulcers in Adults
ACIPHEX delayed-release tablets are indicated for short-term (up to four weeks) treatment in the
healing and symptomatic relief of duodenal ulcers. Most patients heal within four weeks.

1.5 Helicobacter pylori Eradication to Reduce the Risk of Duodenal Ulcer Recurrence in Adults

ACIPHEX delayed-release tablets, in combination with amoxicillin and clarithromycin as a three
drug regimen, are indicated for the treatment of patients with H. pylori infection and duodenal
ulcer disease (active or history within the past 5 years) to eradicate H. pylori. Eradication of H.
pylori has been shown to reduce the risk of duodenal ulcer recurrence.

In patients who fail therapy, susceptibility testing should be done. If resistance to clarithromycin
is demonstrated or susceptibility testing is not possible, alternative antimicrobial therapy should be
instituted.
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1.6 Treatment of Pathological Hypersecretory Conditions, Including Zollinger-Ellison Syndrome in
Adults

ACIPHEX delayed-release tablets are indicated for the long-term treatment of pathological
hypersecretory conditions, including Zollinger-Ellison syndrome.

1.7 Treatment of Symptomatic GERD in Adolescent Patients 12 Years of Age and Older
ACIPHEX delayed-release tablets are indicated for the treatment of symptomatic GERD in
adolescents 12 years of age and above for up to 8 weeks.

DOSAGE AND ADMINISTRATION

Table 1 shows the recommended dosage of ACIPHEX delayed-release tablets in adults and
adolescent patients 12 years of age and older. The use of ACIPHEX delayed-release tablets is not
recommended for use in pediatric patients 1 year to less than 12 years of age because the lowest
available tablet strength (20 mg) exceeds the recommended dose for these patients. Use another
rabeprazole formulation for pediatric patients 1 year to less than 12 years of age.

Table 1: Recommended Dosage and Duration of ACTIPHEX Delayed-Release Tablets in Adults and
Adolescents 12 Years of Age and Older

Indication Dosage of ACIPHEX delayed-release Treatment Duration
tablets
Adults
Healing of Erosive or |20 mg once daily 4 to 8 weeks*
Ulcerative

Gastroesophageal Reflux
Disease (GERD)

Maintenance of Healing | 20 mg once daily Controlled studies do not
of Erosive or Ulcerative extend beyond 12 months
GERD

Symptomatic GERD in | 20 mg once daily Up to 4 weeks**

Adults

Healing of Duodenal | 20 mg once daily after the morning meal | Up to 4 weeks***
Ulcers

Helicobacter ACIPHEX 20 mg 7 days
pylori Eradication to | Amoxicillin 1000 mg

Reduce the Risk of | Clarithromycin 500 mg

Duodenal Ulcer | Take all three medications twice daily
Recurrence with morning and evening meals; it is

important that patients comply with the
full 7-day regimen

Pathological Starting dose 60 mg once daily then | As long as clinically
Hypersecretory adjust to patient needs; some patients | indicated

Conditions, Including | require divided doses Some patients with
Zollinger-Ellison Dosages of 100 mg once daily and 60 mg | Zollinger-Ellison
Syndrome twice daily have been administered syndrome have been

treated continuously for
up to one year

Adolescents 12 Years of Age and Older

Symptomatic GERD 20 mg once daily Up to 8 weeks
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* For those patients who have not healed after 8 weeks of treatment, an additional 8-week course

of ACIPHEX may be considered.

** If symptoms do not resolve completely after 4 weeks, an additional course of treatment may be

considered.

*** Most patients heal within 4 weeks; some patients may require additional therapy to achieve

healing.

Administration Instructions

+ Swallow ACIPHEX delayed-release tablets whole. Do not chew, crush, or split tablets.

+ For the treatment of duodenal ulcers take ACTPHEX delayed-release tablets after a meal.

+ For Helicobacter pylori eradication take ACIPHEX delayed-release tablets with food.

+ For all other indications ACIPHEX delayed-release tablets can be taken with or without food.

- Take a missed dose as soon as possible. If it is almost time for the next dose, skip the missed dose

and go back to the normal schedule. Do not take two doses at the same time.

2.

BB SBRXRER
ERICEY SBIMER (F—RXFSUTHE)

AIRIZBT M EOEBOHDLERE A=A M T VT L3RS,
( TV 6. FrEDHE Rz AT HEBHICHETLER] OEHEMR)

Drug Name

Category

F—AKNT7 VT DIA rabeprazole

B1

5 SO

(2021 4E 4 AMR)

F—A NZ U7 D545 (An Australian categorization of risk of drug use in pregnancy)

Category B1 :

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.
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