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it &5 B4R 60 /i Lix-hr
PR
<HH KIS S AGFENOIY | (o BT S B BB [ IR & b B B
TRAHITHAEDIL A A~DT T FRKICNEIT GO | 7R HCINEYIT A a OB
1810 % 7O A D kL >
s . —
<30 4yLIPY > owwaQ ke WA
MR n=3
\ <T%ELF > owWwQ 0.8~0.9 0.8~0.9
Ft: SR R 3
DER BN n=
<75%LL 1> oWWQ 93.6~94.5 92.3~93.5
& (%) * n=3
<95~105% > oWWQ 96.2~99.8 97.9~98.8

KERBIHT 280K (%)




. RRERVBERRORENE
LR

. e DERSEL (MEBLFNEL)
LR

. B
T R 2

<TG ITT— )i 7N 156mgINIG) >
BRERLOEDFHRGEERBR T A BT A VEO— U EIC OV TR 1345 A 31 B [E3REHR
%5 786 5)

AR
EE AR wWHRBRE N RUE
AR K ORERIE : 50rpm (pH1.2, pH6.0. pH6.8)

CHIE]

- pH1.2 (50rpm) TIE, EHAERIKI 120 /3281 5 FEEHED 1/2 O P2 7971 Y 72 R
SRR TN 120 431280 T, ARG O SR H SR TR ERLE O SR R = 8% D #FHIZ B > 72,

- pH6.0 (50rpm) Ti, FEAERIFIA 360 /3 2351) 2 FEIRH D 1/2 ORI 2 3708 Y 72 R
RN 860 F31T BT, ARG OB A SR A HE R O PR SR = 15% DR ICH > 72,

- pH6.8 (50rpm) TiE. HEHERIFI DO FEIA R 40% M O 85% UL D 2 BESIZ BT, Afh D
R SR AR E R DSBS R £ 15% D HPHIC & > T2,

PAb RO A EERA] (27w 70 15) LR LR, 2 ToORBRIKIZH N T
[ 38 1= gL D A AR IR T A R T A > ) OHEIEEIES LT,

(VA H )
BHE (%) pH1.2 (50rpm) BHE (%) pHB.0 (50rpm)
100 | 100 }
80 | 80 |
0 | —e— 35U PS5 = L h T EIL15mg TNIG) 60 |
- = A7 FOAT I
40 + 40 +
—a— 5 U IS5 LA T EIL15mg TNIG)
20 r 20 - —w = A4 FOvhFEIIE
0 A . " . ~n 0 . . . .
0 30 60 90 120 0 90 180 270 360
BFfE] (47) BFfE] (47)
BHE (%) pHB6.8 (50rpm)
100 |
80
60
40 +
op L —— S U TS5 = LA T I 5mg TNIG)
0 - = 8770vHIEIIE )
0 15 30 45 60
BFfE] (47)

(n=6)
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<TG ITT— )i 7N 30mgINIG) >
BRI O AW FRIRFEMERR T A 874 VEO—HMBIEIZOWT R 1845 H 31 B R3S
%5 786 5)

ARBR S
g ARG WHRERE SRk
[Al#E% K OGAERE « 50rpm (pH1.2. pH6.0. pH6.8)

CHIE]
- pH1.2 (50rpm) TiE, HEHEREN 120 75281 2 FAEHED 1/2 O VIR SR 2 789750 2 2 iy
BN 120 43128 T AR OO SV H 8 [T AT HE L) 0D SRRV 38 = 8% D PRI 8> o 7,

- pH6.0 (50rpm) Tid, HEHERFIZ 360 /31231F 2 EHEHED 1/2 OFHE N FELZ R, &
Y 360 73123V N T A D SR8 HH 2 AR E R D SR HH 2R £ 8% M N 15% D#iHIZ & - T2,
- pH6.8 (50rpm) TiX, HEHERLEI O HZRA 40% MK Y 85% AT IT D 2 B o BT, Afh D)

TR HH SR A BRI O SRR SR £ 15% D &IPHIZ & o T2,

PAb RO BB A EERA] (277 a o710 30) &R LERER, 2 TORBRIKIZH N T
[ J = 3 g D A AR T A R T A ) OHEEEIES LT,

W ¢
(s )
BHE (%) pH1.2 (50rpm) EHE (%) pH6.0 (50rpm)
100 | 100 |

80 | —— 5 1Y IS V= LN T IL30mg TNIG) 80 L

60 | — & — BT FOVATEIA 60 L

40 40

o0 | o0 | —e— 5 LU IS LA FEIL20mg TNIG)

-4 = ST FOLATEIE0
0 L: L : L a 0 1 1 1 1
0 30 60 90 120 0 920 180 270 360
BEfE (530 BERE (530

EHE (%) pH6.8 (50rpm)
100 }

80

60

40 [

20 | —— 5 LU TS V- L T EIL30mg TNIG)

. -2 =27 FOLRTEIL

0 30 60 90
B (410
(n=6)

11



10. B -aX
(1) FENRELESR - AF. NE/RKRLES - ABICHT51EH
% L7
(2) A%
(52975 J—)Ah T+ 15mg INIG])
100 7 7&v [10 17 &L (PTP) X10, #EEHIAD ]
500 B 7L [TV NT | FLERAIAY ]
(52975 J—)Ah T+ 30mg INIG])
100 7 7&v [10 17 &L (PTP) X10, #EEHIAD ]
(3) PHEBE
% L7
(4) BHROME
PTP : RV bE=LT7 4V A, TAI=TLE
Pa—: 732 h - RYTFL LTI F— T 4 VA

1. AZRRHEShLIEME
RUERR L

12. TOH#
LR L

12



V. ARICEYSEE

1. BBEXIEZHR

(529 TFS5YJ—=ILHFTEI 15mg NIG])

OHIEE., + _faliEs. MEmE., Wik, Zollinger-Ellison JEMERE, FEOD AMEHE &
EWE, (KHET A Y U ERICET 5 BB UT RS o mEmt, Ex7a A K
PEPURAE SR G- RE I 3510 2 BRI ST+ 38 IS5 o F 28 ikl

O FRECBIT DAY any Z— . vu U OBREOH
BiEE., T _1EEE. B MALT U o N, R/ OB PESEEEN . R B RIck3 2
BEERIEHREE ., ~Y a7 ¥ — . o U RYE %

(529 TFS5YJ—=ILH T+l 30mg INIG])

OFIRE. + 1R E. WamiRg., iRt EiER,. Zollinger-Ellison JEMEHE

O FRECBIT DAY any Z— . vu U OBREOH
S, +HRIES. B MALT Y o 8ME, RRgstii MR M SRBER . RIS T 5N
BBERIEIRLEE, ~V a "y ¥ — . va U EYE R

2. DEXEIHRICEHET IIE

5.REXRIZRICEET HEE
(BRE7RE) VEERICETLBEEX X+ IEHES OB RIME)

5.1 {2 - EROERKIMHE O DIKHEOT AT VA 5 L CWA BT GR% L L, #
GEMICE L CiX, BEE I+ HBBEEOME 2R T Z L,

(ERTAA FERKERBRERICHE TS EHEX I+ 2EBEEOBRINF)

5.2 [V U~ T, BRHEREEIESICE T 2EMEHEDOTDIZIERT oA REGIIIER % K ik
BHELTWOEFLEGERE L, BRI L Tk, BIEE U HEBEE OB 2 R
LTk,

(ANJans4a—-EnY) ORBEOHBED

5.3 #E/THIE MALT U > SEICRT 5 a7 2 — - vr U BRERROAIMEIZHENT LTV 720,

5.4 FRFSME M/ IR EERBERIC R LT, A RTA4 VEEZSRL, ~VansZ— .o RE
TR DN B & I S D IERNZ D B FRETE R 21T 9 2 &,

5.5 FHIE I3 D NEREEHIIRIRL B LSMZIZ, ~ ) a7 2 — - vn U REIREIC L 5 5 O%
FERNHNZ 3T 5 A ZMEIMESL L TuZeuy,

56 ~JanyZ— . ) BEEERICHONDEEICIE, ~)ansd— - a U BBETHL K
ONESEREICL DA~V a s Z— - Ba Y ERERTHDL I L E2MRTH L,

(BB
1) § MALT V > 3&

O ~Yanyz—. vl REFEORES E 725 H MALT U o8 EZRAEE (Lugano [EERE
WD stage I B LT M) FEFAE WS, EITHUEFICBIT 2~V oy Z—. o U RE
AL DA WL STV R0,

@ ~Yanyg—.vuREBREREIGIDERE SN THND Z R0, BRERIEICE 2EHMO
EIRHEFFICOW I A IMEDRRAM TH D72, ~U anry Z—. v n UBREEEEZ bR
Lh ATV, IS U CES B INEEEZ1TH Z &,

@ BRERIES L EMNRZ22 T 5 L) BE~OREEHET 5,

2) FEFEME R PSR B (ITP)
O ITP OIRFEIZ DTz - Tk, BEAEFEHE AR ESOIRMIZCEE Tl ik EeE 52w AE 2B 3 55
HZEHE) 128D TRAITP IR A KT A2 (2004 4E) | 2 2BEDZ L,

13



@ EFATA RTA 2 TiE, ~Yany Z—- vaVREFREOBEIEGIX, ~V a3y x—.
v U GHEORANE LT 18 klh Lo/ Mr¥as 1 75/ L 8 2 218V ITP JEfl Th 5, Br
ERIEDORIER (2, bR, HimEm ok &) ITHEE L, BRERELZITY 2 &
WEFE LV,

@ BRERIER b EMNRZ24T 5 L 0 BE~OIEELHEET 2,

3. RERUVHAE
(1) RZERUVHAEOHEH
(BEE. +=HBES. WAEES. Zollinger-Ellison fEEH)
\E. AT i7//77/—W&LT1@%Mg%1Hl@&ﬂ&ﬁfé

ed, WE., BHIEE. WATEE X8 MM E T, +FEBEE I 6 M E ToORE LT 5,
(HFREREH)

W, AR T Y 7T = LT 1 30mg & 1 H 1RO ST 5, 2k, @k 8 #HiE £

ToHELEET D,

IHIT, R - AR IR WRMERE R OMEFFFIEICB W T, 1A 16mg 2 1 H 1 [FREAO#&
ﬁTéﬁ\%%K+ﬂ LA, 1B 1E30mg R AOKE5TH5Z LB TE 5,

(FULAMBRENRE (Hh T/ 15mg DH))
WE., RACEZZ7 Y 77— LC1E 1mg % 1 H 1 EEOEET 5, 2B, @ 4 BAME
ToEEET D,

(BAE7REN UEBERBICEIT52BEBXXIE+EHESOBFRIME (H T/ 15mg OH))
BE., A7y Y7oy — e L T1E15mg # 1 H 1 RRAOFKET 5,

(EXTHA FHERRZERBRERICET2BESX I+ EHESZSOBRIG (h T/ 15mg DH))
WE, RACIET Y F I = LT 1E 1bmg 2 1 H 1 EEA#%FET 5,

(N)ansa—-EnYOREOHE
BE., KA T 7T — e LT 1E 30mg, 7EXT VY K E LT IE 750meg ()
fil) X7 7V 2va~A &L T1[E200mg (Jiffi) @ 3AIZFKRIZ 1 H 21, 7 AHEZEO#ES
T2,
BB, 77V AnwA 0, LEIOGCTHEEEE TSI ENTE S, 2720, 1 1 400mg ()
i) 1A 2% ERET D,
T bR e — TEXTVY KR Z) Arv LD 3 FEEIZED
~Yanyy— . vn ) OREERPARIOLG AL, IR aIaE e LT, 8%, A
TV 7T = LT 1A 30mg, TEXTVY VAR E LT IE 750mg (Fiffi) KOVA hr
=XV = LT 1[H250mg @ 3AIZFEKRC 1 H 208, 7 A& 5,

(2) AZEBRUVHERORERE - B0
MU ERR L

4. REBRUHARICEETSEE

7T.RZBRUVAERICEET 3R

GEFRIERE )

7.4 MEFRREEEIZHWV T, 1 H 118 30mg O 50X, 1 B 1[0 15mg $5- I HFR L7-fl72 & 15mg T

VN RB A3 255 2R D,

(UL AEBREYTLE)

7.2 HehBiG 2 2 A L U TR ZMERR L. JEROUEHA 235580 DIV WIEEITIE, BRIFLL
%®ﬁﬁﬁ%i%hékb@@ﬁ@@%ﬁA®£E%%ETé_koUﬁL5§%]
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5. ERERRLIE
(1) BERT—321Rvr—o
MG R R L
(2) EREKZEEFER
MUERR L
(3) HERIGEREER
MUERR L
(4) BIEMEER
1) EHNERETRR
GEFRIERE )
17.1.1 EREMHREER CEERER)
1 H 11 30mg % 8 MMM N EH-T 25 Z LIS KV IEH & HIE S Vo it Bl & O B 2 x50,
S OICHERMRIE S LT 1 H 1[0 16mg % 24 MR Q&G Llc “EHE MBS B O R, 7
VF5 = OFRARHERER TS Y 5,
(UL AEBREYRIE)
17.1.2 ENEMHREER CEERER)
RN 240, 1A 10 16mg 2/ A4%5 L7z " E SRR RO R, 5% 4 7
M COM T OEIER A B OEIS (hRfl) X7 Y 77— A EE5RET67.9% 696, 7T%&
REET 42.9% (72 41) THDO,
BIWEFRBUEE LT v Y 77 ) — VR ERET 8.6% (6/70) TH-oi=,
(BRE7REY U EEBICET5BEREX X+ _EHESOFRME)
17.1.3 ERFEMHERAR (CEEREAR) RURH#EGERS5HR
KHET A Y > (1 H 81~324mg) OEMELG 2 LI L L, 2o BIEE X IE+ ZHEBE 5 OB
EEHETHMANBEEHRLE LT Y73 — A8 (1 H 10 15mg RO#E) &xtiBiEE o
HERCEST IR OFE R, PREIFTEICE T 5 Kaplan-Meier 12 X 0 #E7E L7219 B44 361 H
IR AR D BE SUT+ FEWRES O BRFERIERIL, T Y 7T Y — LB 9.5%, KR B7.7% TH Y |
XFRREEIZ )T~ 2 P — FEE 0.0793 (95%EHE X H : 0.0239~0.2631) (logrank & : p<0.00001)
Thotl-, £, BBRIENEICEB T D Kaplan-Meier VA2 & 0 #EE L 72 180EBA%5 361 A #FA 0 Bk
BT+ TR O BRERIERIT, TV 7T — R 3.7% (95%IEHEXM 1 0.69~6.65), %f
HREE 31.7% (95%(E#EX[H : 23.86~39.57) THh V. tREEIIKRIT 2 — FEIE 0.0989 (95%15
FEIXE : 0.0425~0.2300) (logrank fi7E : p<0.0001) TH o727,
5z, FAORBBIIESM T CI VY TFI Y — a2 ikE LT, A WE, dtRBEE TV 7T —
JNZEID B ZC, 1 B 1[0 156mg % 24 WO &G LRk 53 80c kT, BiEE U
+ ARSI O RIE TR S o728,
BIWEFRRBUEE LT > Y 77 ) — LV ERET 16.2% (55/339) TH V., LARWERIL, H#H 4.1%
(14/339), T#13.2% (11/339) Th -7,
H1) ERAT rA MHEFIRIERREIIE G R ORBAEILE TV,
(ERT0OA FiERERBRESRKICHE T4 BEBEXT+EEEREOBRIMH)
1714 BRENIHERR CEFRER) RURH#KER SRR
BEI Y v~ F . BRMEREEIESEOEFEEDO - DI, AT oA REFIRIERDO R G 2 0E &
L. Do BIEE T+ R IBEEOBIEZ H T 2 ABEERNRLE LT Y 7T — R (1
H 1[0 15mg RO #5E) & xtREE & o —E Rt e o5 5. Kaplan-Meier 7512 X Y #E7E
L7zVaiBA%G 361 HRER O BRI+ RS O RERIERIT, 7Y 77V — VR 12.7%
(95%[EHEX[H] : 5.85~19.59) ., %ML 36.9% (95%(FHHXIH : 27.51~46.35) TH V. *WEEIC
% B AP — R 0.2510 (95%(E 48X : 0.1400~0.4499) (logrank & : p<0.0001) T >
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729,

BIVERBEBEE LT Y 77 ) — 5T 15.3% (28/183) Th o7,
(BREXZ+_BBEICEITAAY/NY 44— -

17.1.5 ERFEMAEEER (CEERER)

En &)

AU anyyZ—.en ) BEEoBEE T+ BRSO RNRE 2R L L2 BRE O KRR
<?yyfﬁf~w TEXVVY LAKFMEORZ S Z2a<vA 20D 3FERE) BT ARE

B RIITFERDOLEBY THDH ',
BIEEICBIT 2 RER (7 BRI OES)

eSS S IDRNEEEN -

B[Rk

B

H#

Z V7T —/v 30mg
TEXT VY KW T50mg  (JI1il)
77 ) 2a<A 3 200mg (i)

2 [Bl/H

87.5% (84/96 1)

Z V7T —/ 30mg
TEX U KT 750mg  (Jiffl)
7 Z2n~<A 2 400mg (Fi4ih)

2 [Bl/H

89.2% (83/93 #1)

TOREBEGICRY SRER (T AFRED &)

FHAD 1 Bl G &

ek

B =

l#

Z V7T —/ 30mg
TEXT VY KT 750mg (J11f)
7 Z2n<A 3 200mg (Fi4ih)

2 [al/H

91.1% (82/90 #i)

7Y 77—/ 30mg
TEXT VY KW 750mg (o)
7 Z2n<A 2 400mg (F14ih)

2 [al/H

83.7% (82/98 #i)

kB, KEEROEETIThIa~Y a7 Z—.

AR BV T, AMREOREEN/BDLN TN 12

1 2) FERIEXROHRBZEHEORI RV bR,

BREA =T IAMAT R R 2 R & LT,
e U PO+ THRIGRE SR D BRE O BR

1 3) HFEAIOKGE, HEHMITITRO LB THYH, ENOAGEMRELNOHEL RS, [6.

)

KE:Z7 V7T =l L TC1E30mg, TEXFV VY kR E LT 1A 1,000mg (1
flh)y %7 7Y Aa~A3 e LT1[E500mg (i) @34 1 H 2, 10 HH

NiX 14 HERO &S

WE T Y7 TV =) LT1H30mg, 7EFT VY K E LT1IE 1,000mg (7
fth) RO U z2m~A3 L LT1M250mg (Jiff)) o3& 4% 1H 20, 7HRM

BO#Es-
17.3 ZDh
17.3.1 MEHR MY VICRIFTEHE

1 H 1A 30mg %, HiEHEEEIC SHMROEE Lz

BIHK, BT 4 MRICEET S,
2) REHRBR
KR L

(6) BF - WEAIER

M E R L

16
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(6) AEMER
1) EARERE (—REARKRE. FECEABRKRE. EARGELERRAE). RiERST
—RARE. REFRFTREBRAROAR
U ERR L
2) RBRFH L LTEREPEOABRNITERIE L-AE - HROBME
L7
(7) £k
PR

#T—4~

17



VI. EMEBICEYTSEE
1. FBPHICEEH S LEMR ST
I hrRTA e EH—
TR BED D DB ORIEE - ZIRFIL, RFOBRMNLELZSZRT DL &,

2. XEER
(1) {EFAEREL - fERRF

T2 T T R O BR A AL ~EAT LT, BRI K DR RUG & R IR MR~ &

WIEEB S, 2 OBBEBARDDBARGIZREL T r hrRr 7 & LToE Z#H T

% H*K*+ATPase ® SH F L f5A L, BRIEMHEZMGITH 2 L2k, BowEmi+25 525

hélél) -17)

(2) ENERMT SRR

18.2 BES i INH 1EH

18.21 RUAHR MU URIBS b
FERERR A~ 1 B 1[0 30mg HENEONT 7 H IR 08 502 X 0 F 072 BBy Wi EA 23580 H i,
Z ORI 24 Fe# RS 518,

18.2.2 4 VR Dl
fEEERA~D 1 B 1[0 30mg7 B OS5I X 0 FEHARHBROWIHERSBO DY,

18.2.3 KHE 7
fEEERA~D 1 B 1[0 30mg7 B A5 0 HEE WO &2 Mfil Ao 5529,

18.2.4 24 B4
TERERR AT D 24 BRI B ERIEGRER C, 1 H 1[0 30mg7 AR O EICL Y 1 Azl L CHER

Sy DFERIRIHINRD HH 2,

18.2.5 24 FIBRN pH E=42 ) VY
AR A M O —FR IR REE O B~ 1 H 1 [8] 30mg7 HERE N GICEY, 1 HEZ@L T
E 7 HER I E R AR B p 22 24,

18.2.6 24 BRI THBERN pH E=42 YT
W RIERERE ~D 1 H 18] 30mg7~9 H MO 512 L 0 B/l i g o & 2 il /EH 2
RBOBNDH2Y,

18.3 A)any 44— En) BREOHBER

1831 7TEX VU VAKFIHE DY Z ) Aa~vAL e blcT Yy 7T — eIk &0
Beh %O BB TRED EABRD 5N (T v b)),

18.3.2 ~V any ¥ —-vua UREHEEICB T 57 Y 7TV — L OFKENITEN pH # LR EE5 2
LWL, PFHERDTEX VY VK, 77V Aun~A U OHEESEZED DL EILH D
&%26?@627)‘ 28)O

17.3 T4t

17.3.2 A EEEICRIEZTRE
BIEEL O HEIBEEEAIC 1 A 11 30mg 2 S AR AHL LzGe, YusrsFr, als
f~w\mLT$LT&T%LH@%H\MHmS\TXFXTD/\beﬁyi—wK%E%
B RIEE 2020

17.3.3 BHIEONY BT EICRIZFTEE
HIEE,; O+ HERERAEE I 1 A 10 30mg % 8 B 05 Liz5E . B0 N WA s
B A RIE & 72030,

(3) {ERZRIERFAE - FribE

MR L
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VI. EMBEICET HRE

1.

1 R E D H#ERS

(1) BREADLGCOHRE

DR L

(2) BRBRTERSh-OPRE

16.1.1 BEEIZES

RN (6 ) 12 1[0 80mg % 7 7 A —/N—IKIZ THER T XUIRZIC, £72. BIOREEMRA (6
Bl) 12 1[0 15mg Z#ER FICREA&E LR, MiEFIZIZT7 v Y 77 Yy —VOREER L LT
B S, icEm bRt S5, 118 30mg Z k085 L-5A ORZEK OIS RE2R /<
TA—HFLTOLEBY THDHY,

b 30mg (7 v AA—/3—ik) 15mg
#5541 MmET % MmET
Tmax (h) 2.2+0.4 3.5+0.8 2.2+0.8

Cmax (ng/mL) 1,038 +323 679+ 359 530+267

Tz (h) 1.44+0.94 1.60+0.90 1.37+1.09

AUC (ng * h/mL) 3,890+2,484 3,319+2,651 2,183+2,195

CEHfE = A= HE(R 72, n=6)
Fo, TUITT N EKBIET NI =T LT - KERIE~ T XU A EFRIFRIZARAT A L, T
VT TV DMIETREME TS 2 ENAETHRESA TS Y,

16.1.2 REERES

fERERR A (6 1) (2 118 30mg iX 15mg & 1 H 18] 7 BB R FICKER D &S Lo g
HIREOHER ., JRPPEIEN S ENEREII 2V D EEZ RS,

16.1.3 SVVYTSV—L, FEXIVU VKPRV S RO A U AROENERE

R (6 1) 12T >V 7T — & LT 1A 80mg, 7EF U kL LT 1 [H 1,000mg
OMil) B 7Y 2ma~A e LT 1I[E 400mg JI) @ 3 #lZRIKHIRE O &G LY 2
YT T = NORER OB RPN T A —Z T TFROLBY THL®?,

MRT

Tmax (h) 1.7+0.5
Cmax (ng/mL) 1,104+481

Tz (h) 1.9+1.9
AUC (ng - h/mL) 5,218+6,284

CEEIE CAEMER 22, n=6)
7B, 3HIDFARED 3 FI4 4 O i B L M G- R0 Mg PR L IZIERBR OB 2R LTz,
Fo, R (761 12 3 AlEFAROHETHRIRHNC 1 B 2 [\ 7 A BERR DG L7k 3 E)
D, BEMEITRVWEEZLND,

H) ~Yanyg—.vn ) BRIk 2 ARAELOHEE 2D, [6. 2]
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16.1.4 EYF IR F1EHER
(52975 JY—)AhFHI 15mg INIG])
I EI L DAY FHIRI SRR T A BT A 5D EICSWT CERE 134E5 H 31 B [E35E
786 75)

TUIT TN TN 15mg INIG) &2 Ta 7 eN15%, V7 aAA—"—EIck %
nEn2 7w (70777 —1~E LT 30mg) FEFERAL FICHE R 0 #S L Ciligd
REEREZRE L, B O e N7 A —% (AUC, Cmax) (22T 90%(5#EH X MIEIC
THEHINT 21T - 7285 8. log (0.80) ~log (1.25) OHPHNTH 0, WAID LW FH R S A e
RmEhi?,

1400
1200 R — e - -
B O ST N T e 1 5mg | NIG
2 1000 F L I i v b e L 1 1
o I R AR A2 n=20
= B0O F
=
=600
=400
200
0 o
L 1 il 'l 1 1 -Irﬂ.lhl ']
1] 2 4 [ 8 10 24
e 5ok ] (hr)
IRYBRE R T A — X
5 & AUCo-24 Cmax Tmax Tz
(mg) (ng * hr/mL) (ng/mL) (hr) (hr)
TG TT =) 20 2935.8 956.1 2.6 1.85
B 7 15mg [NIG) +1366.3 +316.6 +1.5 +1.27
3 3 2696.0 919.9 2.0 1.62
A= A R 15 30
+1255.3 +338.8 +1.0 +1.13

20

()RR ZE, n=20)
Mg RN TNE AUC, Cmax 5 00/37 A — & (3, #ERE ORI O LA + B 55 O 3R
R K> TERRDAREMENRD D,




(529 F5Y—=Ih Tt 30mg TNIG))
I EI L DAY FIIRIENERBR A R T A VD8 EIC>WTC CERR 1845 H 81 H £k
FEH 786 5)

T ITT—= NN 30mg INIG| ¥ r7as 7w 30%, 7 A4 —_"—iEckv %
NEN1A7EN (V7T —LE LT 30mg) fEFEMRA S FICHAERERR 0% 5 L Ciigd
RE(CRIRE ZWE L, HFON7-HRYERE T A —4% (AUC, Cmax) (22T 90% {5 X Mk
THFHIENT 21T o 725558, log (0.80) ~log (1.25) DOHFPHNTH V. WAl DAY LR RIS
BENY,

400 -
1200 1 o L FSTG S AT 30me | NIG

1000 | o VAT A T
P ERHE{ . n=19

M o ek B Cng/mL)

400
200
0 /a—1
L . L ) ) ) i )
0 2 4 6 8 10 v 24
$i 515 O (hr)
S ENRE T X — 42
&5 & AUCo-24 Cmax Tmax T
(mg) (ng * hr/mL) (ng/mL) (hr) (hr)
FUIT T =) 30 3698.7 1037.6 1.8 1.88
B 7 30mg NIG) +3307.7 +432.9 +1.2 +1.52
N 20 3520.8 1076.0 1.8 1.85
+=2819.4 +347.8 +1.0 +1.52

(¥ MR ZE. n=19)
Mg R EN NS AUC, Cmax 0 /3T A —X (X, #BRE ORIR, (KRR ORI - B 0R
BRAMFIC Ko TR D MR D,
(3) shEiE
MR L
(4) BE - ftREOTE
(TVil. 7. MREAEH] OHEZH)
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2. EMEERN/NTA—4
(1) A&
BAEN-TE0/N8
(2) BUGEREER
AR L
(3) HAEEEH
AR L
(4) VUYFSVR
BAEN-TE/a8
(5) PHEK
AR L
(6) Tt
AR L

3. B&H (REaL—>av) #&H
(1) fBRAE

B R L

(2) NSHA—REBHER
LB E R L

4. R
BRI L

5. 9%

(1) Ii&-kxESFE@EE
Pl v/
(2) miE-RAEEIFEBYE
(TVIl. 6. (5) iEtw) OHESM)
(3) Ait~oBiTiE
(TVIl. 6. (6) #=Fhw) DOESH)
(4) HE~NOBITHE
Pl v/
(5) ZofhoiBB~DRBITHE
MER R L
(6) MBFEAKESE
MUERR L

6. R

(1) KREBLLRUCRBERE
MG E R L
(2) RMICEAET 5B F% (CYPH) OHFiE. 5=
AFNTE L U THEDHEESE CYP2C19 X CYP3A4 TRE SN 5,
Flo. AANOBERZWIHERNZ L0 . OF FERI ORI 2 AR TIHT 25 Z L 23D 5.
(TVIl. 7. FHEAEH) OHZHR)
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(3) HEEEHROERRUZOHA
DR L

(4) REMOELEOERRGERL, FELE
DR L

7. EEit
fERERR A (6 41) (2 117 30mg A#& F XA %IC, £7-. 1[0 15mg Z#A FICR &5 L2EA.
RAZIEAH T L LTS ., T Y T — L ORBIUIRIIME SN o T, BE% 24 WERY
FCORFHEMEIT 18.1~23.0%Th 7= 18,

8. FSUARR—E—IZET HI1ER
MR L

9. BNHEICKEKRERE
MR L

10. BEDNDERZHITHEE
MUER e L

1. EDik
EER e L
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VI. £t (EAELOZXESF) CEYHEE

2. ERABLTOER

22 (ROBEICIBRELEZWNIE)

2.1 RAND RNk 2 BWBUE DB FERED & 5 BE

22 THYVFENAERERE, VYY) UEREAZRSTORE [10.1 ]

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

4. BERUVAERICEEYT 2IRLTOER
(TV. 4. HEKXOHEICEET SR 22452 8,)

5. BEELGEXRMIE L TOER

BEELEAXNIE

(BEE. T—EBHREE. WaRAR)

8.1 EMOMEHRERIT 0 TRV T, MEFRIEIZITHWRZNZ EREE L,
GERIERE S

8.2 MEEFEIEICH W TIL, F¥ - HRA MY BT HREFICH LIEET 2 2L & L, AKHEERED S
DRWBFIIRETHZEORVEIFEETHZ L, £72. 1 H 110 30mg XiX 15mg O 512 X
D EMIRENEYICO 7 0 ke 26T, BEXEEG IR XY BRI DRBENRR0 LI
ENHHAIT T B 1A 15mg [JEUI T IET 25 2 &, 728, HERFRETIXEICNHETRE %
T D MR E+3ITATO T ENREE LY,
(UL AEBREYRIE)

8.3 MRZIC LV M), FREEOMYTIERARVIELAGNDSZ L LHEMBEY 2 HUL L) %6
RBOIZBEETDHZ L,

2, ARNOEG N EE, BEEE OB K OO LEEBIC L AEREZRHKT 220
DT, NEBRESICEIY ZNOOEBTRNWI 2RI HZ L,

”U

6. HEDEREATIBEICEHTIIRE
(1) AfHE - BIEEFOHIBE

9.1 A6HE - BMEESOHLIBSE
9.1.1 EYBHEORETENDHZHE

(2) BHREESRE
BREIN TR
(3) FrigReEERE
9.3 FFReESTEE
AR OH, PN BIET 5 Z L1 d 5,

(4) HEREZ=HT 5F
RE STV
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(5) bEWw

9.5 ITiE

BEh SATAENR LTV D ATREME D & 5 e VEICIFIEHR EO B MENfERRME A EE 2D &l S 556
WCORFETD 2L, SRR (7 v b)) (BT RMmEFRE TREY O MR RE XY Ey
TEMEOLENTNWAEY, £, 7HX (B0 30mgkg/H) THRIBIETROBMNEED ST
535 kB, Ty MITvYFT Y=L (50mgkg/H)., TEFXFT VY KM (500mg/kg/ H)
k7 7V Aa~A v (160mgkg/H) ZOFH#E LR BT, B CTOHELOHERE & §IC
e IR OFEEIH OHRATRD 5N TN D,

(6) 3w

9.6 R
B EOF MR OBRARBOARMEL B E L AL OMKGSUT T IE 2 52 2 &, Bk (7
v b)) CTRHFABTTL 2R MESNTND Y,

(7)) MNR%E

9.7 NE%
NS A G b U R R ERBR I3 30 L TRy,

(8) EinE

9.8 BiNE
IRAENOEG 2T AR CEEICHEGTAZ L, —RICERE CIIBOWEIFME T LTEY .
ZTOMEBEDIKTH H D,
7. tHE{ER
10.48EEH

AFNLE & U THFEEYHRESE CYP2C19 XX CYP3A4 TRFEN D,
F iz, AREOEERGWIHEIERIZ XL 0. OB OV 2 EE 325 Z &3 h 5,

(1) BtRARZEEZTOER
10.1 GRS (BFALKGWN &)
FEHN E BRIRIER - H5 18 515 BT - fa A1
T &Y EVRR R T B EOVERERHE O VR & R AR A 0 F Ry W B E I kY
VAT H Y B/THBZEAND D, T B W EOVER R O R FEPE D
(2.2 Z] KFL, 7# ¥ FeromhEeE
PR TS ARetEn o %,
UL e D R UL e U R OE R A | ARE o B By s ER I XD
ERENV VA B/THBZEAND D, Ve ey IR O R IAME
[2.2 ZH] TL.YUAEE Y romfigEs
KT 2rReEnd b,
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(2) FRAFEEZOER

10.2 HiAERE (BFRISEET S L)

THIENDH D,

A4 % BRAER - HEE Tk P - fEbRIA T
THET4 Y TAT 4 U2 O R E MR | ARFIDT I RER 2B L

TAT7 4V ORI EREET D
LEREZLN TS,

271 hAKFY)

Z7m ) NAOMAPPREN EF
THIEND D,

AHFNINF R HEER ICB T D
Zrnal hAORHEFEEIC
PHET A7 EEZ LN TNA,

vaxvv
AF LR

TERCERAN ORI & #5845 nlhE
MR d 5,

ARFN O B sy wamsERIZ LV
A DMK RIS
NI DMPEEN FE
T HAREMENH D,

A +Fary—n

Fua v —EHEH
FI4TF=T
RAF =T KFnY)

= F = THRE KT
T F = TR
THIITNTF =T

T F=7
ST =T KFn)
HaIF =T K
FRF =T b U VERE KT
N7~ F =T IR

FERLIEAN D VE & )59 9 2 " hE
HRH 5,

RAF =7 KW & OHF L
REZRBR Y WET 5 Z &,

ARFHND B 85y WwHHAERIZ LY
FEREEA O MPRENMETTS
ATREMEDS & B o

[ A SRV ffb~ 720 LOFE FEMD AKI O BB WIHEIERIC L 5

BT HBENLRH D, B pH LEHICL VB~ *
VU LDOERREPRT T 5720
EEZEZ LD,

A N BMLFH—h AN MY — FOMFPRENEFIIRPATSH S,
ERIDZENRHD, EHED A
FRUFH— b ERET DS
& RIS AA O G A kT
LHIEHRERETDHI L,

ZE FERRIRAN DO AVE % 8589~ 2 AT RE| Z 4L D O FRFN O, PRl A3 2 4E

TR HRH 5, TOHLILENEE (AT TV —

V) TEE SN TWS,

(figsn)

OFFH T 4V v OMENEMN

RN B+ 7 6] (5 22~38 %) & x4,

ZY 77— 30mg &1 H1E11 HH

RO L, 54 HHE 11 BRI/, 74V 300mg (747 1 U 5 240mg) % [FIF

(RO G LT, MR

PR EE 2 HIE LT,

T TI = 4 AETIET AT 4 U D AUC O KO U T 7 A (CLapp) O
A, #4511 B B T Tz B &Y MRT O 2355880 bz,
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RFDOT AT 4V AT O TIEIE G 4 HH, 11 B H & 1T 3-methylxanthine O & 7244
M K 20%) RNBEDLNTEY, TV TV —AOKERGIIITEDRHBELFEL . T4
74U ORMEEET D Z E BRI N, Y

8. El{EA

11.8EH
ROBWERDB D BN ZENRHLOT, BlEZ 7TV, RENRBD DG EIC3&kE 2T
1B %70 EEY) R LEZAT O Z &,

(1) EXGEHER & DRER

1.1 EXGEMER

(BhEEHE)

M1 7FI245F%2— (2ERP. EERE. FRE#HS) 0.1%KE""). a3 vy (0.1%HK
Yj_l))

11.1.2 RMERE D, EEEHBRE, BmMEEMm (0.1%Am"Y), BERBRBED (0.14%"Y), m/MMRED
(0.15%™"), &M (0.14%™*")

11.1.3 FFHEEERER (0.1%KT™")

wyA, AST. ALT @ ERZEZME O EERIFEEREER O LD Z 0 d 5,

114 b ESHRKRIEFEBMME (Toxic Epidermal Necrolysis : TEN) . K 8 %5 I BB fF {% &
(Stevens-Johnson fE{ZE¥) (0.1%Aw™")

11.1.5 FIEMEM#% (0.1%AKM"")

FEEN UK, PENLREE, S ORE (REE) 2D LD A IR, #HITHE X MR OB
HEFEmL, KFOTREGERIEL, BIBRERVECHORGEDOHEERWEZITO Z &,

11.1.6 RAEMEERER (FHEAH)

AMEEEICELZ 2L H LD T, BHERAE (BUN, 7 L7 5= ER%) THEETDHI &,

1.1.7 |AHEE (HEARH)

(~NYanRva—- EnY OKREOHB)

11.1.8 BEMXKBREOMFELFESIEBELRBEHE (0.1%K5™")

AN angZ— - a ) OREICHNVSETEXT VU VK, 770 An~A Tk, Ak
KGREOMEZED BELR KGRI 5DONDZ ENRHDHOT, B, HEEIO RIS b
SEITEBICEGEZRIET 272 EE R E AT O Z &,

1) FBUEE I3AKGRIF £ C ORI X IFRLERTEZFHEDOE RIS L,
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(2) Z0inEI{ER

1.2 TOHDOEMER
(BEE. t—iEHEEE. VEHEE. ¥RERIEL. Zollinger-Ellison fEfEH#. FULAMBRE
WRiE., ERE7RAEY UEEHICHEITSEEREXEIT2EREROBFRING. EXTA4M FifRi
EERERFICH T IEERERXE+ZBEBESEOBERG)

0.1~5%A i 0.1%Aili BE R
W BUE WE, T O ZIHBE
R & HFAMERET) T~ h—T
A
JHF ik AST. ALT, Al-P, LDH,
y -GTP @ -5
1K AFRRERIE 2
THILER ERL, THI, D8, ML, mE, RERRIR, IB|ER
i, KiF%& (collagenous|fi. 71> ¥V FE., WRH B
colitis %% % &rip) ElaES
TR GEEV IS 9 OMRRE, RHR, HFE W,
P
Z DAt HE AL AT a—/ \MCEE, T, BEE (25 H . B, BT,
JREED b5 & HEO LU, KT b w AME, K~ 2
O LUK, FE, BE (R v AfE, (K8 U oA
MSE, KD L AsE

T 2) FEHUE 3KGRIF £ T ORER
T 3) THRIDHERET 256

AR ST & AR 5e 2 A DS RS <,

collagenous colitis ENHILL TWDRIEEMNH B 720, HONITAK
RO 2R3 2 &, BERBEICHEGERE., ObA, SHNLEORFEZRBDLZ 1L
LOT, T, MAERFED SN L5EITIE, WURAEZITS 2 &,

(NYanya— - ERY OREOHB)

5%LL F 1~5% A 1% ATl
THIL2R HE (13.7%) . I (9.1%) |RFE %, [ BB ol WaEr, 8. EFRL,
HNZ%, Bk, DB, e
. HEETE, BRAE
JHF ik AST. ALT, Al-P, LDH,
v-GTP, v U LD L&
1IR(3 G ERID . AFERERIE S | R
BRI 2. Eif
W BUE Bz Z 9 ¥
TR R B, IR, O F WV, AR,
L OV, 9 OIREE
Z Dt N ZUETA R, JREED (WEER
PR B xFua—1o
R ART. SRE BB,
RAEE

BRI <,

H4) HEFREEEBE I+ HBBEBCB T T T, TEX VU KR
7oy 2avwATrD 3FEED
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10.

1.

7B, SETITORIRR TRO b T LEIEN B 1% E) BkoLBH TH D,

5%LL_E 1~5% A
Hbas TH (13.2%). BRERE (8.7%) B WEM, ONZE, BEYR. PR EIEOE
i
iRy AST. ALT & &
W 95
i p e SR A, HOFEWN
E5) HEFRRTIEEE XTI+ HBBEEICE T2 07T =N, TEXTV VKRR
7522, IR ha=F Y — Lo 3FHEGORRBREEICESL,
. BERBRERERICREFETHE
122.BEFRREERICRIEZIIRE
(ANJansa—-En) oREOHHB)
TGV =N DT N R TA B B —=RT TRV UKW, VT ) Aa~w AT
EOPAEWE R RA hu=F Y — VORAFOR G TEE TIL, 18C-JRBFERER OHE R
AIREMEIZ 7 D ATREMER B B 72D BC-JRFEMZABRIC X D2 REHT 21T 9 BEIZIE. b O3EA
DG TH% A ALUBEORF S THEMT D ENLEE LV,
BERE
BE I TV
BWRALrOIEE
14 BRLEDIEE

141 ERIZFFOTE

PTP BEOFEANL PTP > — b OBV H L TRAT S L 9EET S L, PTP v — FOBRMKIZ K
0. EWSLAI N EEEFEARA L, FIZIXZEILEB 2 L CHRIRR SO BERAINELZ T2
ZEBD D,
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12. ZOMDEE
(1) BRERERICEIES

15.1 EREREAICE D {1FR
(FhBELLE)

1511 AFIOEMEGHICBEEO TR —7 2RI L ORENDH 5,

15.1.2 AFIOFEENEEIC L DIERZRB#RT 2 2 08B0 TUEETRW L 2RO H 2 #&53
5T &,

15.1.3 SN BT HDEBOBENET,. 71 Ry 7 A v b BEXZ—IC K BIBEIZE W TRHERIEIC
PO IEBAEIE YT, FREAMEETT. FHEEIT O U A 7#MBA®RE SN T\ 5, Fio, BHELROEYM
(1FELLLE) OBFEEzZ T RET, B0V A7 858Nl 7,

15.1.4 MM BI1T D EICABTEE 2R E LT EROBIENET. Ve bR A e B —%
HBLIEZBEIZBNTIZRBA NI DTN T 47 4 WIS KDEIBEGED U R 7 BB ST
D
(UL AEBREYRIE)

15.1.5 RIEANBYROE Y 27 Th 5 Hh @i, IEilE, ZIL~SV=TFRH D OWVT I HiEY L
RSB B IIEIARBIORFDEN G LI W I ERBERRBRICE W REhTn 5, [7.2 2]
(BRE7REY) VEERICET2BEEX X+ 1EHES OB RIME)

15.1.6 [KHET A ) U GRHICB T 2 BIEE XIS+ ZHBEREOFR ) A 71X, ~U a7 Z— .
B YA R OIS IC KV S E D AREMED H D T L NERRBRIC LV R ST\ 5,

(2) FEEREKRARICE IS HR

15.2 JFERERARICE D < fFHR

15.21 7 » MZ 52 WREBEEIRR O H G L7238 T, 50mg/kg/ H & (ERARHE DK 100 %) 2B\ T 1
Bl BYEORSEBEMEESRZD 5 Tnb3 7, S 512, 24 » A MMEHERE N5 L7-# Bk T,
15mg/kg/ H UL EDOREIZEB W CRIMEOREEHIEEDO R AERMA . £7-. bmg/kg/ H L EOREIZB W
TEOONT /A FIEERREDLNTEBY, X<, M7~ b 156mgkg/BLLEROHET ~ b
50mg/kg/ H LA EDOFIZ I\ THABEZEHE D8 A BE OHEINDFE O HALTW 5,

FE LA NE K OSEIREZE G I DWW T, v 7 A0 AJFEERER, 4 X, L O@EERBRTITRO 5
T, 7y MIFARENEEZE X BILD,

1522 7 v MZT7 V7TV —v (1bmgkg/ALL L), TEFT U KMY (2,000mgke/A) %
4 MR ORG LERR, KOS 2TV 77— (100mg/kg/H), 7EXF U Lk
¥ (500mg/kg/H). 7TV An~A > (25bmgkg/H) % 4 EEFHRO®REG L-RBRT, 7F
vl LK E EMG 5 VIE 0P G L I BIRESIR RO LIV TV D, RESIE T TR
U UAKFBHERBIHTE L2 D THY , MNTHH LD TIERWZ LRI TH
el
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X. JERREREARICEAY H2HE

1. FEEHER
(1) ZENZEEFHER
(TVL. JEZhIEPCRETHIHE ) OEHSH)
(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) ZothoEHESH
MR L
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X, BEMERICEYTSRE

1. RS
. W7 2 R
T =) & 16mgINIG)

LA . ) EE - EAEOL T EIZLY %
B S5 Ten somgniay | , RIS IR &0 BRI
By | TV T T 2L

2. BHEM

AREM : 34

3. ARRETORE

R PR AT

4. RIEWEDEER
BEEN TV

5. BERIITEHM

BEMERLTA K B

<TvoLsy A
Z O BE T ER -

6. E—H% - A%IE

Al — R

BhrTdar TN 16, X7 a7 30

K/ 7m 0D EE 15, X7 v 0D & 30

7. ERR4EERR

R

8. HERFTABFABRUVKRREES. EEELNMEAD. RTMBEABD
<TG ITZ— i 7N 15mgINIG) >

1] SA= = 2\ f"‘{ M, > = Ly
)@@ E}):(J’j_'i% ﬁ%mﬁﬁjuﬁuﬁ ﬁk%ﬂ%—?% %ﬁﬁ%@”ﬂﬁ Eﬁ}uﬁﬁﬁn
HHH HHH HHH
fi 72 ‘ ) 2005 4 2005 4F 2005 4F
Tl yev—n e 15 21700AMZ00234000
BH 44 3H2H 74 8H 7H8H
R4 | T I TS =T 2020 4 2020 4 2020 4E
. 30200AMX00687000
2| kL 15mgl i H T /3 7TH9H 12 A 11 H 12 A 11 H
ST F—)b 2022 4E 2022 4
TR n I
5 7 15mgNIG] 12H9H 1274 9H
<TG ITZ— 7 30mgINIG) >
T I 5 AR B SRAM FL AE U A 72 BAl ik
[l B4, e AR JErE
FHH HFHH HFHH
7 2005 2005 2005
W LT 30 ] 91700aMZ00235000 F F
BH 4G 3H2H 74 8H 74 8H
R 5e FGUITTIS =)V h S 2020 2020 2020
ok T | 30200AMX00688000 éﬁ éﬁ
25| &L 30mgl i H T /) 7H9H 12 A 11 H 12 A 11 H
ST F—)b 2022 4E 2022 4E
TR I I
5 7L 30mgNIG] 12H9H 124 9H
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9. MERIHREN, RERVAREEENFOFEABRVEDOAR

<%

e

(IRE RIE RO RIEN >

k784 « 2 — L 7Pk 15

5

Fa

I E,. REROHEBMNER A 200944 A 23 H

B

[H

BigE. + fEREE. WEHIESE, Witk
1B 2%%. Zollinger-EllisonfiE Rt IEO S AEE A

X\ EHE, BB ST+ T HRIBIRIEIC BT 5~

Jany B—-val OBREOH

HiEE. - RS, WaHiEE.
B4, Zollinger-Ellison JE

W

B & G R A

OBEE. t—HBEE. WARESE.
Zol linger—El lison SEMRBEDI/E : BT EBY
OMFEBERDBES : BiTEBY
OFUVLAEBRENTRIEDHS

W, RACIE T Y T =L LT 1 [

15mg # 1 H1EEO®&RET 5, 2k, 4

W E TG LT3,
OBEBBRII+_HBHBEBICETEAYI/NY

4—-En0)ORED#HBIDIEE
W, MAIEZ YT — e LT 1 A

30meg, TEXF Y LokF & LT 1[E 750

mg (Jifl) ROr7 ) 2a~wAL LT 1

7] 200mg (i) @ 3 AFl&[FEFFZ 1 H 214],

7THMBRORS5T 5,
B, 7o) 2avA T u0F, BEIOEET

HEMET 22N TEL, 2L, 1 [H

400mg (Juff) 1 H 2% BIRET 5,
FJub BRI — TEFLLY

VKRN T 2av AP 3 HES

WL~ Y any z— - v n ) ORERER

BERHADOFE T, b 2iREE LT
\WE, RAIIF T 77— e LT 1 [
30mg, TEX U kR E LT 1 1
750mg (Jiffli) K OA b=y — L 1L T1
[f] 250mg D 3 AlZ [AIFIZ 1 H 28], 7 HRE#E
O%53%,

BEEE. T-EBEE. MAHES.
Zollinger-Ellison FEZEDBE : I
FREBREXDBE B

—RE®aL

—RETL

(: %hte
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<EHRESUITBNR, ALK O BB >

hAE X

R4« Z ) — LA 7FEIL 30

N

7

IR HENR O EIBMEN B - 2009 4 4 4 23 H

Gl

[H

)
HE
X
s
)
ES

RS, F R, WA RS, MRt

§ % Zollinger-Ellison/iE eft, H{EE XX+ —

BRI BT o ~Y Iy Z2— - vrl O

B D4 Eh

(ﬁ% + ZHERES . WA IR, R
ollinger-Ellison JEWERE

@ T8
?
k%
N

Bn 3 G R W3

ﬁlﬁ; +—1;Elﬂﬁlﬁ’; "M /E.E
Zollinger-El | ison SEIEEDIEHS - E%ﬁkiob
O RHEBERDFE : BIITLERY
OBBEBXII+_EBEBICEITEAYI/1NY
4—-ER)OREOHEBDBE
WE, AR T 77— e LT 1 [
30mg, 7TEXFT VI R L LT 1 [
750mg (Jff) ROZ 7 2a<wA L L
T 11[8]1200mg (i) @ 3 AlZ[FFHZ 1 H 2
B, 7 HEEO&EGT 5,
B, 77V Au<xA 0, BBEIOGLT
BEHMETAZLENTES, 2L, 1 H
400mg (i) 1 A 2[m% FREF 5,
Ja kR T A e X — TEXFUY
VKRN T Aa<x A0 3 FIES
KiémU:ﬂ7&~-HnU@%ﬁﬁ%ﬁ
BRI DA X, WD DIEEE LT
HE . RAIZ 17//77/—11/2: L1
30mg, 7TEFXFTV I R L LT 1 A
750mg (Jiffi) KA bo=Fy— L1 T1
[0 250mg » 3 Al ZFEFEHC 1 H 21[[], 7 HER
n&E54 5,

BEE. T-—HEHGEE. WEHES.
ZoI linger-El | ison IEEZHDIES - H%
FREBERDES 1%

~RRAEL

(_: BEX
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<ZhHE TN B >

Ik

EXIIEhEEMERN A 2010411 A 4 B

W54 « 2/ — 715, XY — 87 &1L 30

N &
7 I
OHmIE. IR, WA, WORNE | HEE. + IR, WA TR, Wt
i 384, Zollinger-Ellison SEMEREE, %, Zollinger-Ellison JEMERE, B IEE X
E|OFRICBIT A~ 2 s F— - Erl) oRE |3+ SBEcs s~ a4 — . ¢
X o 2 U OFRE OB
B g, RS, HEMALTY oS,
N e /IR P SR B . I L R
A NSRS E
[
i
% F
o | @) (%)
i
I

<

Uk

EST B AAB N >
ESUIZRIBAGEA B 0 201847 H 18 A

R7E4 « Z & — L 715, Z B —Lh 7 &L 30

N &
Hr [
OBE. +IBIEE. WALEE. Wit OB S, + IBiEE. WATEE. W

B, Zollinger-Ellison JEMERE, (0 7 &L | AIELK., Zollinger-Ellison JEBERE, (1 7 &L
| 15mg DIRIEOS AN A8 W e 15mg D IR FEN S A M Al e
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24 Zydus Pharmaceuticals USA Inc.

e LANSOPRAZOLE capsule, delayed release pellets
A - B#& | capsule, delayed release pellets : 15mg. 30mg
INDICATIONS AND USAGE

1.1 Treatment of Active Duodenal Ulcer
Lansoprazole delayed-release capsules are indicated for in adults short-term treatment (for four
weeks) for healing and symptom relief of active duodenal ulcer.

1.2 Eradication of H. pylori to Reduce the Risk of Duodenal Ulcer Recurrence
Triple Therapy: Lansoprazole /amoxicillin/clarithromycin

Lansoprazole in combination with amoxicillin plus clarithromycin as triple therapy is indicated in
adults for the treatment of patients with H. pylori infection and duodenal ulcer disease (active or
one year history of a duodenal ulcer) to eradicate H. pylori. Eradication of H. pylori has been shown
to reduce the risk of duodenal ulcer recurrence.

Please refer to the full prescribing information for amoxicillin and clarithromycin.
Dual Therapy: Lansoprazole /amoxicillin

Lansoprazole in combination with amoxicillin as dual therapy is indicated in adults for the
treatment of patients with H. pyloriinfection and duodenal ulcer disease (active or one year history
of a duodenal ulcer) who are either allergic or intolerant to clarithromycin or in whom resistance to
clarithromycin is known or suspected (see the clarithromycin prescribing information, Microbiology
section). Eradication of H. pylori has been shown to reduce the risk of duodenal ulcer recurrence.

Please refer to the full prescribing information for amoxicillin.

1.3 Maintenance of Healed Duodenal Ulcers
Lansoprazole delayed-release capsules are indicated in adults to maintain healing of duodenal
ulcers. Controlled studies do not extend beyond 12 months.

1.4 Treatment of Active Benign Gastric Ulcer
Lansoprazole delayed-release capsules are indicated in adults for short-term treatment (up to eight
weeks) for healing and symptom relief of active benign gastric ulcer.

1.5 Healing of NSAID-Associated Gastric Ulcer

Lansoprazole delayed-release capsules are indicated in adults for the treatment of
NSAID-associated gastric ulcer in patients who continue NSAID use. Controlled studies did not
extend beyond eight weeks.

1.6 Risk Reduction of NSAID-Associated Gastric Ulcer

Lansoprazole delayed-release capsules are indicated in adults for reducing the risk of
NSAID-associated gastric ulcers in patients with a history of a documented gastric ulcer who
require the use of an NSAID. Controlled studies did not extend beyond 12 weeks.
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1.7 Treatment of Symptomatic Gastroesophageal Reflux Disease (GERD)

Lansoprazole delayed-release capsules are indicated for short-term treatment in adults and
pediatric patients 12 to 17 years of age (up to eight weeks) and pediatric patients one to 11 years of
age (up to 12 weeks) for the treatment of heartburn and other symptoms associated with GERD.

1.8 Treatment of Erosive Esophagitis (EE)

Lansoprazole delayed-release capsules are indicated for short-term treatment in adults and
pediatric patients 12 to 17 years of age (up to eight weeks) and pediatric patients one to 11 years of
age (up to 12 weeks) for healing and symptom relief of all grades of EE.

For adults who do not heal with lansoprazole for eight weeks (5 to 10%), it may be helpful to give an
additional eight weeks of treatment. If there is a recurrence of erosive esophagitis an additional
eight week course of lansoprazole may be considered.

1.9 Maintenance of Healing of EE
Lansoprazole delayed-release capsules are indicated in adults to maintain healing of EE. Controlled
studies did not extend beyond 12 months.

1.10 Pathological Hypersecretory Conditions Including Zollinger-Ellison Syndrome (ZES)
Lansoprazole delayed-release capsules are indicated in adults for the long-term treatment of
pathological hypersecretory conditions, including Zollinger-Ellison syndrome.

DOSAGE AND ADMINISTRATION

2.1 Recommended Adult Dosage by Indication

Indication Recommended Frequency

Dose

Duodenal Ulcers

Short-Term Treatment 15 mg Once daily for 4 weeks

Maintenance of Healed 15 mg Once daily

Eradication of H. pylori to Reduce the Risk of Duodenal Ulcer Recurrence*

Triple Therapy:

Lansoprazole Delayed-release Capsules 30 mg Twice daily for 10 or 14 days
Amoxicillin 1 gram Twice daily for 10 or 14 days
Clarithromycin 500 mg Twice daily for 10 or 14 days
Dual Therapy:

Lansoprazole 30 mg Three times daily for 14 days
Amoxicillin 1 gram Three times daily for 14 days
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Benign Gastric Ulcer

Short-Term Treatment 30 mg Once daily for up to 8 weeks

NSAID-Associated Gastric Ulcer

Healing 30 mg Once daily for 8 weeksf

Risk Reduction 15 mg Once daily for up to 12 weeksf

Gastroesophageal Reflux Disease (GERD)

Short-Term Treatment of Symptomatic 15 mg Once daily for up to 8 weeks
GERD

Short-Term Treatment of Erosive 30 mg Once daily for up to 8 weeks*
Esophagitis

Maintenance of Healing of Erosive 15 mg Once daily?$
Esophagitis

Pathological Hypersecretory Conditions 60 mg Once dailyf

including Zollinger-Ellison Syndrome

“Please refer to the amoxicillin and clarithromycin full prescribing
information, Contraindications and Warningsand Precautions sections , and for information

regarding dosing in elderly and renally-impaired patients.
tControlled studies did not extend beyond indicated duration.

For patients who do not heal with lansoprazole delayed-release capsules for eight weeks (5 to
10%), it may be helpful to give an additional eight weeks of treatment. If there is a recurrence of
erosive esophagitis, an additional eight week course of lansoprazole delayed-release capsules may

be considered.

§Varies with individual patient. Recommended adult starting dose is 60 mg once daily. Doses
should be adjusted to individual patient needs and should continue for as long as clinically
indicated. Dosages up to 90 mg twice daily have been administered. Daily dose of greater than 120
mg should be administered in divided doses. Some patients with Zollinger-Ellison syndrome have

been treated continuously with lansoprazole for more than four years.

TControlled studies did not extend beyond 12 months

2.2 Recommended Pediatric Dosage by Indication

Pediatric Patients 1 to 11 Years of Age
In clinical studies, lansoprazole was not administered beyond 12 weeks in 1 to 11 year olds. It is
not known if lansoprazole is safe and effective if used longer than the recommended duration. Do

not exceed the recommended dose and duration of use in pediatric patients as outlined below.
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Indication Recommended Frequency

Dose

Short-Term Treatment of Symptomatic GERD and Short-Term Treatment of FErosive

Esophagitis
<30 kg 15 mg Once daily for up to 12 weeks
>30 kg 30 mg Once daily for up to 12 weeks

Pediatric Patients 12 to 17 Years of Age

Indication Recommended Frequency

Dose

Short-Term Treatment of Symptomatic GERD

Non-erosive GERD 15 mg Once daily for up to 8 weeks

Erosive Esophagitis 30 mg Once daily for up to 8 weeks

2.3 Hepatic Impairment

The re

commended dosage is 15 mg orally daily in patients with severe liver impairment

(Child-Pugh O).

2.4 Im

portant Administration Information
Take lansoprazole delayed-release capsules before meals.
Do not crush or chew lansoprazole delayed-release capsules.
Take lansoprazole delayed-release capsules at least 30 minutes prior to sucralfate.
Antacids may be used concomitantly with lansoprazole delayed-release capsules.
Missed doses: If a dose is missed, administer as soon as possible. However, if the next
scheduled dose is due, do not take the missed dose, and take the next dose on time. Do

not take two doses at one time to make up for a missed dose.

Lansoprazole Delayed-release Capsules

- Swallow whole; do not chew.

+ For patients who have difficulty swallowing capsules, lansoprazole delayed-release

capsules can be opened and administered orally or via a nasogastric tube in the soft

foods or liquids specified below.

- Administration of lansoprazole delayed-release capsules in foods or liquids other than

those discussed below have not been studied clinically and therefore are not

recommended.
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Administration in Soft Foods (applesauce, ENSURE pudding, cottage cheese, yogurt or strained
pears):
Open capsule.
Sprinkle intact granules on one tablespoon of either applesauce, ENSURE pudding, cottage
cheese, yogurt or strained pears.
Swallow immediately.
Administration in Liquids (apple juice, orange juice or tomato juice):
Open capsule.
Sprinkle intact granules into a small volume of either apple juice, orange juice or tomato juice
(60 mL — approximately two ounces).
Mix briefly.
Swallow immediately.
To ensure complete delivery of the dose, rinse the glass with two or more volumes of juice and
swallow the contents immediately.
Administration with Apple Juice Through a Nasogastric Tube 16 French)
Open capsule.
Sprinkle intact granules into 40 mL of apple juice.
Mix briefly.
Using a catheter tipped syringe, draw up the mixture.
Inject through the nasogastric tube into the stomach.

Flush with additional apple juice to clear the tube.

2. BUCEBITLBEKRZERR
ERICEY SBIMER (F—RXFSUTHE)
AR T DM EOTEBEOHEDELRE A=A M T VT L I3RS,
( TV 6. FrEDHE Rz AT HEBHEICHETLER] OEHEMR)

Drug Name Category
A=A NZ U T DL lansoprazole B3
(2021 4 3 H#R)

ZE L O
A=A NZ U7 D55 (An Australian categorization of risk of drug use in pregnancy)
Category B3 :
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 shown evidence of an increased occurrence of fetal damage, the

significance of which is considered uncertain in humans.
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