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Z V77— 0D BE30mg 77 7| CHEERKITH DX 77 v 0D § 30 O H %H)
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%Ik LT,
(i) BRI - S R
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100rpm pHG6.0
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. - P ERLH AV BLE S LT BRI IR IS B 1 5 TR
E_E( 1] MR B33 N . N
BERADTRRIE | ko 12 oEmaR LT EE R, K
pH1.2 u%wsmﬁigbéw OELE SRR BV T, SRR LA o0
A 349 HH S SR YE SRR 0D STV HH 3 = 8% D i
s <H D
s < FEUERLA D BLUE S LT A BR RS RIS B 1 5 R
2 Y L] D SR HH R e N
e T E | o> 12 oo Pt A 2R A R
50rpm | PHE.0 | i oo T | OUE SN RBIIZ S T SR O
. A7 ) 35 SO Y BRI 0 S STV L 3 £ 8% R TN =
7H 15% DFFAIZ D D,
\ ‘ T W OER 10 SN THY . H.
i Y ) Z AT HH SR ‘ e Ll b s .
B e o T | o IO TR 60% R0 8%
pH6.8 1w@’%75%%%; DY e 2W AT T, RERIH] O TR
DU ORISR T O e g A 0 SR HH R £ 15% O RPHIC B
=
éo
FEVERLA] 0 YV 1 2R | EYERIAI O F VAR 40% % OF 85% i O
Loomm | oHeo | PVBUESHVZ BB | R 2WEICHE 0T, B T R
P PERE 1 LIz 5%z + 285 | 13 B HERF 0 TRV H 3R = 15% O RPHIZ b 5
= 2 XU 2 B OfEIF 4200 ETH D,

(#54) pH6.0 & Uf pH6.8 ITH W T EE ORENEITRRD bR ooy, TV T T —
JLOD 8 30mg 77X 77| CEEHERIFNT, pH1.2 X1 pH6.0 (100rpm) DFRERHKIZ
BOWCEHFESHOELEEZ WA TH D LR s vz, (W FNRSEMERBR T A R
TATBNT, ZOXET FELWE] IZESITET. £, NEHRBRIC X 28 EE
DHEFEDFHNCRETH DL L ZERT 2O TIEHRY LRI TWS,) 72
B.T7 V77— 0D 8 30mgl 7 X 7 7 | LIEHERIF| DY) ERE T A — & (AUC,
Cmax) (Z2WT, MFIOEYFIRZEM IR SN TV 5,
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10. B3 -a%
(1) FEIVELRESR - X, NEI/ERLES - BEICET H1ER
A LAg
(2) a%
(SYTFS5Y—J)LODEE15mg T2 07))
100 &2 [10 82 (PTP) X10., ¥HEHKIA ]
(529 TF5Y—I)L0D&E30mg 52771
100 2 [10 &€ (PTP) X10. #MAIAY ]
Q) FEE=
A% L7
4) BHROME
PTP %t . RV =, T I

1. AgE# S h HEME
Y LR

12. Zofit
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2.

3.

ARIRT EE
DI AESES
(Zo9FSY—)IL0DEEIME 5207 )

OBEE. TZIEHES. UAENES. HiRMHERER. Zollinger-Ellison fEIEZE. IEU LA
HEREERE. BRAE7RAEY VEERIZEIT2BEEXIE+ 1555 0B KM,
EXTOA FERMRERBRSHICETSBESXIT T ZIEEESOB RN

OTFREIZEIFTEAYaNI 42— EO OBREDHE
BiEE. T ZiEEEE. BNALT ) o/\[E, fEEI/MUEDE. RHERICNT H2RRE
FAEREE. NJanya2—-E0EEER

(VTS Y—)L0DEE3mMg =27 )

OBEE. THImEE. MEHES. URMRER. Zollinger-Ellison fE{&E

OTF&RIZBITAIAYANY 22— EQ Y DBRE DB
BiEE. T ZiEEEE. BNALT ) U/\[E, EEI/MUEDE. RHERICNT 52N5RE
GEABREBE. N)anNss— - EOYREE L

HREXITHRICEET HEE

5. MREXITHRICEHET HEE

(ERE7RAE) URERICE T 5 BEEXIT+ BRSO ERING)

5.1 ifte - ZERROEEIME O DITEHABEO T ALY » Afklik 5 LT\ b BE RG34 &
L. BEMBICEE L Tid, BT+ HBEGOMEZ MR T 5 Z &,

(FERTO4 FMERRERRERICE T 5B EBXIE+ 2 6HEB OB FEIG)

5.2 B ) v ~F, KIEMERARES IR DEIRE BT DIZOIZIERT 1A FEFIIER 2 K]
MR G- L TV 2 BB 2G5 L L, REMMBICEE L Tid, BIRG U+ RGO
EEHERRT D &,

(NJangs2— - E0Y OREOHED

5.3 HETTHIH MALT U o/ I~ U 287 X — - v'u U BRETAEIR O A RIMEITHESL L T
AN

5.4 Sl IMIGBUMEIZ S L TR, A RT A U F 2SR L, ~U anry Z—. v JRER
WO &R S D IEBNZ DA BRI 21T O 2 &,

5.5 FLHIE RIS T 2 WBRBERITERE B LIS, ~ Y any 22— vu U RERFIC L 2 B
DIEFEIMHN I D A RIEITMESL L Ty,

56 ~Uanygz—. o VEEFRIZHADVDERZIE, ~Yanszyd—-en ) BREETHDL T
ERORBEGRAEIC I DAY a3y 22— b rn VERERTHL I L2l T0Z L,

RZERUVRAE

(1) AERUVAEDMHEDR

6. RERUVAE
(BiEB. T2EBES. WEERES. Zollinger-Ellison fEIZEE)
W, RANCEZ Y 7Ty — e LC1H30mg # 1 H 1 RIROKGT5, ok, @,
B, WATES CIX 8 HME T, + MBS L6 @il cokbE L35,
(ERHEERER)
W, RANCIE Ty 77— L T1E30mg 2 1 H 1 REOKRETS, ks, B 8
B EToREG LT 5,
5T, B3 - R E R0 KT WRMERER OMEFRFRIEICB W TIE, 18] 16mg % 1 B 1 [F#¢
%5320, DRAHSOEEIE. 1 H 110 30mg 2R 0# 54252 LN TE 5,
GEULAMBREHTRE (0D £ 15mg DH) )
W, AT Y 77— LT 1E 15mg 2 1 A 1 AL 5, Rk, BHE 4
B EToRE L35,
(BRAE7RAEYY VIRSRIZE TS BEEXITT2HEBEEOBEZRING| (0D £ 15mg DH) )
WE, RAZIEZ7 Y7 Z7 Y= L C1E15mg % 1 A 1EEOEST 5,




4.

5.

GERXTO0A FERREERREHICE TS BEBXIE+215EES OB FING (0D §& 15mg DH) )
W, RANCIE Ty 7T — LTl 1bmg 2 1 H 1 REAEET 5,
(NYanssa—- 0 OREOWHB)
W RAIET Y 7T = LT 11E 30mg, 7EFT VY LK & LT 1 IE 750mg
(Fflh) } 750 2u~A & LT 1A 200mg (Fiffi) @ 3#IZFIZ 1 H 2R, 7H
MR n# 595,
kB, 77V Aa~v A0, MBI U THEEHEETHSZ N TE S, 72720, 1[H 400mg
(i) 1 A 2% ERET D,
T hRTA e EH— TEXTVVY KPR T 2a<A oD 3 FlEEI
Ko~V anyy—. val) OREERDSREIOHAET, ZucfRbdiaE s LT, @,
RANIZIZZ Y 7Ty —e LT 1E 80mg, TEFXFTYU KM E LT 1 [E 750mg (V)
flh) ROA b =F>—L L LT1IH250mg ® 3AZFEHC 1 B 2E, 7 BFKEOEES
%o

(2) RZERUVAENHRTERRE - Rl

TR L
RERUAEICEEYS 518

1. AERUVAZEICEET 535

(FRERER)

1.1 MEFPRIEIZIBWT, 1 A 1\ 30mg O 513, 1 A 117 15mg & 5-HIZ R L7672 & 15mg
TIIIRP AT 70 G EITR D,

GEU L AMBRESIRIE)

1.2 HBAM 2 8% A BL e L TRREZMARA L, JEROUGHEAM A E D BV WG, B
UGN DJRKNE 2 b D T DM O G ~DER L BETH2 &, [15.1.5 ]

B PR RFE

() BREKRT—2/1\y7r—o

R L7

(2) FRPEREFRIEAER

BRI L

Q) AERGERRHAR

BRI L

(4) 1REEAIEAER

1) BREREEHER

17.1 BHHERUVLREMICEAT 5588

(BiEB. T 216BEE. MEMES. HRMEREX. Zollinger-Ellison fEIZEE)

17.1.1 EREI/MAEHE (—RERFABREV -ZEGHRHAER)
NEE ZRZIZ, 1 H 1[0 30mg # —fiXEERRBR CIdE & LT 2~8 ], “EHEML
et IEEER CIE 8 R (BIEE) KO 6 @l (+ FBMAEE) BRO#&5 LB RRERIC
BT, ERNHSSHIENTONT-T v Y 75— L EEE 1,109 Flo% BRI
TROLBY THBH Y 2,

PR A %k TR HIE QRIEER)
=R 575 505 (87.8)
+ AR IE 445 418 (93.9)
Vet 19 17 (89.5)
WHAPE A TE 2% 67 61 (91.0)
Zollinger-Ellison JEFRE 3 3 (100)
2t 1,109 1,004 (90.5)

B, ) AiE%
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B, BEBEL O HRIBEEEEZ MR L L EERERSERBROME, 70V 7
Z =D RMENRGED BTV 5,

F72. 1 H 18 30mg # 8 WM HH-T 25 Z LI X 0 IEH & HE Sz itk b 2%
DOEBEFERRIC, SOICHEREIELE LT1 H 1R 15mg % 24 B AOKRSG L _HEHR
Lkt RRERBR OFE . T Y T — L O RMERHER ST 5 29020

GEU L AN B BEY FRE)

17.1.2 ERNENMAERE (CEFHRHAR)

FRNEBE Z RS, 1 B 18] 15mg 2/ 0% 5 U7z 8 5 Hofect FREER OfE 5, &% 5-5
A% 4 HF T ORI OIEFER B BOFE (FRE) 1XT7 >V 77— H5HET 67.9%
696, 7T RRET42.9% (726]) TH D,

BIVERRBRMBE LT > Y 7T — W ERET 8.6% (6/70) Th-7-2,

(BEAE7RE UEEHICET5BEBXIT+ZIEEEBOBERMG) *V

17.1.3 ENEOHEFAR (CEERHAR) RURHRGREGHER
A&7 A Y > (1 B 81~324mg) OEMHEGZMEL L, 7 OBHIRE XTI+ 160
BHEOMRREATIRABEENRE LT Y 7T — V858 (1 H 18] 15mg #%
A5 &t RRE L o " 5o R OSSR, P RIETRFIC ] 1T 5 Kaplan-Meier
EIC L HEE U721 BHAS 361 HIRER O BIEE XX+ ZBIHEE O REIERIT, 7
V7T =P ERE 9.5% (95%1EHEIX M : 0.00~23.96) . XIHREE 57.7% (95%1ZHE X
fi] : 29.33~85.98) TH v | MHREEITKIT B/ P — FEEIX 0.0793 (95%155E X [H : 0.0239
~0.2631) (logrank M : p<0.00001) THh -7z, F7=. BEMITERZIIT S Kaplan-
Meier 52 L 0 HEE U 72769 BR 44 361 H HE oD B 1505 ST+ 4R I5TE S O BFE T IE RIL,
T ITT =N FRERE8.T% (95%EHEXH : 0.69~6.65), XTHHEE 31.7% (95%13#8
X[#:23.86~39.57) TH V) | KHREEIZK B — RERIE 0.0989 (95% 5 #EH X [# : 0.0425
~0.2300) (logrank f/E : p<0.0001) TH -7,

S5, FERRBBIFEMRT IV Y 7Y — 2k LT, HH W, dtBlEE2 T vV
7T =Y AT, 1 A 1A 15mg % 24 B O &5 L 7= Rk 558k 128
W, BB T+ THEBREBOBIEITEEO D ho Tl 2,

BIWERRBEE LT v Y 7T — VEERET 16.2% (55/339) TH V. LEREIWEMIL,
fEFE 4.1% (14/339), T#I3.2% (11/339) Th -7,

H1) FERAT a A FERRERERRGREORBAIEILTE T TR0,

GEXTHRA FERREERESRICHE TS 8EEXIEIH2EREESOHREINE)

17.1.4 BNEOHEFAR (CEERAR) RURHRGRE AR
BEE U o~ F . BIMEREE S DR AT OO, IEAT a4 FEFRREROEHR S
ZYELE L, POBBE I CHBBEEOREREETORARELZ SR E LT
V7T —VEEERE (1B 18] 15mg #R O #5E) & xtRREE L o 5 G i BB o fh
. Kaplan-Meier {512 X 0 #EE L7210 B AA 361 H IR O BI&E X X+ _fEEE O R
FEIIERIL, T VY 7TV — ViR 12.7% (95%F 18X [#] : 5.85~19.59) | % Fi#E 36.9%
(95% 15 #HIX[H] : 27.51~46.35) Th v, XfREEICKF 29— R 0.2510 (95%1F
FEHIX[E : 0.1400~0.4499) (logrank #7E : p<0.0001) T >7=,

BIWERRHBEEILT v Y 77— V58T 15.3% (28/183) TH V., FAEIEMIZT
W 4.4% (8/183), @ H A F VU U LSE 2.7% (5/183) Th 7= %,

(BEEXITTHBBEBIZE T A aNy 24— - EO Y RE)

17.1.5 ENEMHERAR (ZE5HRER)
~Yanyy—.va Y EEo BIEE X+ EBEBEOMRANERE xR E LIERE O
WIRRER (Z V7T —n, TEXV VY VKRR ) Z2a~A D 3 Al
5) 1B 5REY? RIZTFROLEBY THD,
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BB B T DRE=R (7 AFRE O &)

BHFH D 1 a1 EE B 5. [m%k [EqERs
7V 7Z Y —)L 30mg
TEXTVVY KFIY 750mg (J4h) 2 [rl/H 87.5% (84/96 1))

77 ) Z2a~<A 3 200mg (i)
Z 77—/ 30mg

TEXTVY K 750mg (Vi) 2 [ml/H 89.2% (83/93 fi])
77 Y Aa<A T 400mg ()

T OHRBEBICE Y DRER (7 AR ERS)

BHFHI D 1 AP EE B 5. [m%k [EqERs
72V 7Z Y —)L 30mg
TEXTVY KFIY 750mg (J4ll) 2 [rl/H 91.1% (82/90 i)

77 Y Aa<A T 200mg (i)
V77— 30mg

TEXTVY KW 750mg (Vi) 2 [ml/H 83.7% (82/98 fi])
77 Y Aa<A T 400mg ()

BRI LA GEEM 23t g & LTz,
BIVEF BT 50.5% (217/430) TH V. E/RIERITEE 18.7% (59/430), T#i
8.8% (38/430) ThH-~7= %,
k. KEROEE T Tz~ axy Z—. o U o+ _FeEiaEs o4 56
FHOBKRBRTY (ICBW T, FBREDORERNRD SN TG 3

1 2) BERIERUEBZEEOR RN VT b 2,

1 3) KKk EE, WEHMIZTIEOLBY THY ., ENOEGRHE - HELEAR S, [6. ]
KE: Ty FFY— Ll LT 1E 30mg. TEFTU LK E LT 1IE 1,000mg (1)
LU 7 Aa~A 2 LT 10E500mg (J1fli) @ 341%Z 1 H 2[E, 10 HFXIX 14 HF®
A#4
WE: TV FTY = LT 1H30mg, 7EXFT U kT E LT 1E 1,000mg (i)
L7 7Y An~<A L C1E250mg (M) @ 342 1 H 21[E, 7 BEEO#ES

2) REMHBR
LR L

(5) B - FEMNHER
LR L

(6) samHER

1) ERRERE (—RERRERE. BEEAAERE. EARELRRE) . NERERT—5
R—ZBE. WEREREFRRBONE

BRI L

2) RREFHELTERFEDODABRITER LI-HE - HEBROBE
Y EER L

(7) Z i
17.3 Dt

17.3.1 MBEHR M) VICRIZFTEE
1 H 1\ 30mg 2, HIEEEFITIT S EMREAEE LG, MIETA M) VEORE
7 ERADNEROLNDN, BEKT 4 BE%ICEET S 2,

17.3.2 AR eI RITT &
HIEEL O+ HEREEEFEIC 1 A 1E 30meg & 8 B AL L-65hde, Fud s F
v, aLFYy—,. GH, TSH. Ts. T4+, LH. FSH., DHEA-S, 72 2Ty, TR
KT VA —TFR E B E RIF S0P

17.3.3 BHEORHHERZEEICRITTEE
HIEEL O+ HEEEEFIC 1 H 1E 30meg & 8 B A#KE L-6ha. EhEON
YU FE (B A T & 7 2,
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VI

2.

ERNEEIR(CREd HIEH
EBPH(CEEH SILEYMXITIL &R
FATT =), TGRTFZT— ) F NI A, T RAT TS == T2y LKM, R 75
Yo 72 R
HEE  BEEOH HLEWMORIEE - WRE X, HFTORMNLELBETH L,
EIR{EF
(1) YEFRERL - YERHER

18.1 fERKF
T YT T — VT IR D FE A G~ AT LTt BBIC K DR BUG & R TS
PR EEEE I, T ORISR D AR ICREL T r hoR e 7E LT
DEENZH > TD HY K+-ATPase @ SH JE EfEG L, BERIGHEEZIIHIT O Z &2k 0,
BRI EANHIT 2D L& 2 B 0 D,

(2) EEENMTHHARMIE

18.2 BE&S wiNHI/E A
18.2.1 RUBHFR K UhllEs i
fEFER A~ 1 H 1 [8] 30mg HAINFONT 7 H BRSO #5102 K 0 0072 B B w-ami /e
DD B, T OIERITHR G 24 FEH% b Fise 45 °Y,
18.2.2 4 VR 1) VRIE S i
R A~ 1 B 1 18] 30mg7 H REIFE 13512 X 0 FW 2 B0t ER 3380 b s 2,
18.2.3 &5 i
e A~ 1 B 18] 30mg7 H MR N #5-12 L 0 HER MW OB S 2724l 23586 B 5 10,
18.2.4 24 BERA 5 i
R NS RIT 5 24 BRI B kR BGABR <, 1 B 18] 30mg7 AR A#KEICLY 1 B %
L CHBYWOERZIMHARD 5D Y,
18.2.5 24 B5MIBMN pH E=2 1y >4
TR A S O AR IE B REE I OB~ 1 H 1[5 30mg7 MR O&EE5IZE D, 1 A
il L CEWZ2 R WAEIER AR H s 12 1,
18.2.6 24 s TERERN PH E=2 Y
WRTERIERBFE~D 1 H 17 30mg7~9 HFRA#H5IC LY BEERHROER
W%W%@mbgné@

18.3 Ayanya— - o) BREOHBER

18.3.1 7EXF LV UAKFME NI TV A~ EbIZT7 0TIy = EDOFFHIZLY
BOBGHOFMBPERED EANEO NS (T v h) 9,

18.3.2 ~VJanxy Z— .ol REBFEIZ 757//77/»—21/0)& NXHEN pH # EF X
HHZ XY JHENATEX VY RFW), 7 7Y Aa~A 2 OFLEIEEZE 5
HHZEICHDEEZ LD O

(3) fERFIE - FARERRT
DR L
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VIIL.
1.

EYMEREICE T HEE
mepRE DR
(1) AR LA MR
DR L
(2) BB THAS nihhRE

16.1.1

16.1 MARE

HEZs

fERERR A 12 #Hllic #7702 0D $E15 A WI X r 7 u v 15 &2, 1=, Blo
fERERR A 12 Bllc# 777 v OD 8§ 80 HDHWEZ 77 a7 30 ZENENnY
B A — /=R T, R PICHEERR D& L RE, Mg Y 77— ok
BAEEREE L TR SN, RE(LAEO M E ¢%r%%&o£%@@imﬂ7x v

FUTDOEBY THY, OD SE&H 7B VITEMFMICFRETH D Z ERHERSILTY
2 48)0
b AUCo-24 Cmax
(mg) (ng - h/mL) (ng/mL)

OD &E 15 15 1,105.3%=1,101.4 474.11+254.0
51 7k 15 15 1,136.2+1,186.2 442.7+231.7
OD & 30 30 2,216.56+£1,270.1 992.8+384.3
517 30 30 2,223.6+1,203.0 949.2+361.6

16.1.2

16.1.3

CEEIME AR 2, n=12)
Flo, TV T TV EKBBET NI =T LT K b~ TR T AR RIRFZ IR
D, TUVTT—VOMBERRENMET T2 Z EPAETHREIN TN D 9,
REEE
fadER A (6 1) 12 11H 30mg X% 156mg (Wb b 7 BAA) 21 B 1\ 7 HFEH
BTICKEROEE LR MEFREOHRE, JRPPEE S ERNERBREIZ Wb O
EEZLND W,
SUVTSV—=I, TEXDD) VKPR VTI S ) RATA L U HRABOEYENRE
e AN (6 ) 127>y 7TV —n bt LT 1lE 30mg (W7 BAAD), TEFT U
AKF# & LC 118 1,000mg (i) KO Z U Ar~A 2L LT1[a 400mg (1)
D 3 FEFRBICRAOESL LEED | 50 75— L ORERDOEYBIRE AT R
— X ITFEROLEBY T D,

AT

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

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

CEEIfiE AR 22, n=6)
72k, 3 AIDFHEED 3 Al 2 O IIE IR X R 5RO Mg IR E &I ZIE R OHER %
LT,

F7o. BN (7)) 12 3HZFREEOHETRHFNZ 1 H 2B 7 HEERDRS L
B EEEN S . FRMEIT VW EEZ BN D 0,

) ~Uanyg—- v G 2 4GEE - ML Res, [6. M

16.1. 4 YRR SRR
(59 TFS5Y—)L0DsE15mg T4 227 )

Z V77— 0DEE15mg X7 7| L2 7v0DBE1s %, 7/ B AF—/3—
Bk rnsgnlée (5 V75— LT 15mg) MERASR F-ICHAER., KHY
F UK 78 UHEIRE O 5 U CTIfE P ARZLRRE 2 HE L, 155N - 3EWEhie 7 A —
% (AUC, Cmax) (22T 90%[EHEX A THEFHIFNT 21T - 7o k5 5. log (0.80) ~
log (1.25) OHFPHANTH V. WHIOEY LRI ZMES R Sz o,
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(1) KTHRA

HIE/RNT A—H BEIRNT A—H
AUCo-24 Cmax Tmax T
(ng * h/mL) (ng/mL) (h) (h)
DY
7777 ODSE | a0 6ia521 | 490.9+138.7 1.841.1 1.340.3
15mg 77 7
w7y ODEELS | 1272.1+4418.6 | 529.8+140.6 1.740.7 1.340.3

CPAE AR ZE, n=20)

(ng/mL)
700 (FHE L EREZE, n=20)
—— 575 /= LOD&SmEg 17 7
600+ -0 &4 7T Y ODEELS
i 500
Lﬁ
S 400
g3m
= 200
100
0 ™
0 3 6 9 12 15 18 21  24(h)
B¢ 1)
(2) K7L THRA
HE/NT A—H BEINT A—H
AUCo-24 Cmax Tmax Tz
(ng * h/mL) (ng/mL) (h) (h)
SRy oy
7T T ODEE | g0 65703 | 453.8+1327 | 21409 1.3+0.4
156mg (737 7]
% 7u 0D §E 15 1294.7+529.0 | 460.4+193.5 2.1+1.2 1.4+0.4
CEEIE £AEHERZE, n=20)
(ng/mL)
oo T (T4 + B, n=20)
so0 b1 —e— 5275/ —LOD§ISmg[4 7 7 |
N P O &4 71 ¥OD#E15
W 400 |
|_|_|
*
%300
ik
%
& 200 i
= s,
100 [
0 ‘% <
0 36 9 12 15 18 21 24(h)
FREfH
Mg PR ONZ AUC, Cmax ZED /8T A —2 1%, #ERE O, AR OER BRI - FRERT %

DRBRENT > TR D AHEMERH 5,
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