2022412 A fEpR (BB1ARD)

AR T A ES—
WHERERD
IYVATSY =T O LKA T I

TIAT S =Ir7110mgrr—]
TIAT SV =Ir721020megr—9]

ESOMEPRAZOLE CAPSULES 10mg “TOWA”/ CAPSULES 20mg “TOWA”

R EERE
RN« 36
) B -EMFEONSEIIIVERTLIL

BAEERRNEES
872329
H1 7 t)10mg 71 7)1 20mg
K ERE S | 30400AMX00365 | 30400AMX00366
R 72 BA fiG 20224£12H

**E

- 2 SR

(ROBEICIFESLENIE)

2.1 BFI DR U CEEUE DBERERED b 5 B
2.2 7 ZFFEILHEE,
[10. 1Z:H8]

VVEEY SRR E RS o RE

3. #ERK - MK
3.1 #ARk
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DRSS | (TIYATFIT—)NELT] (TYASFTT—)LELT
10mg) 20mg)
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E7O0AO0—X, EROFEJOAOD—-Z, EROF
yJOoEltlo—2, FlrJoE)lkio—2, ¥
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B/SATTIUCBITURYIREI AT TU BT RY
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HTRIVAK e TOA W TRIVAK : B TOR
O—Z, BieFs >, Ho—X, BLFs >, fHik
AV L, BEKEK. WS AV TL, BTF—F 2,
F—JF >, #Ha= "B =%k F625. %
. = Eefbsk o= bk
3.2 "WHIOMRK
W74, IIRATST= VATV | ZIATFT)—=)Vh T
7t 10mg b=} 20mg [b—"77 ]
Fvy IHRE, BT 1D F vy THHO, KT 10
T WSROI N T | NS RADIE S 7L A
VIR - B IWEITHO, NEMIZTL|THO, NEMIIZiHEWN
TN HEADGAMEIER TH (B ADBIREEEL TS 5.
b, . BEOBRMEE E-. BEOGREEERZ
KiZ2BDDIENDH 5, BDBIENDH D,
— k=1 k=1
AR IVATS—)L10 IVAT S —)L20
o 11.2 11.2
2k VXTI-W0| mm VATV | mm
=R (58507t (585 Hh 7t
H & (mg) 78 127

4. WHEENXIIHR
(ZYATSV = hT &) 10mg T =T 1)

OBEE. T2iEREAER. VMAMAR. HHMRER FUSAM
SEEEFRAE. Zollinger-EllisonfE&EE. IERTOA RMEARKIE

ERERICHIT2FEBXI+2ERESOBRIME.

ERET

AEVURERICEITHBEBXIE T ZiEREE O BREINE

OTFRICEFBIANY AN — -

EOYDREOHE

BEE. TIEBAES. BMALTU U /NEE. BREMI/IMRED L
Wm. REIBEICHMT H2HNEBENAEEE. NJIaNss—-F
OURRERR

(I‘J)(7°5‘j—)l/737°t}|/20mg rk=—on

OBER. TZ1ERERE. METES. YWRMERER. Zollinger-
EllisonfEf&EE. JERTOA Fli?ﬁﬁrﬁ&‘f}ﬂ%(:?sl)“é%%#%l
B+ZRBEBOBRNG. EAE7 AEY U RE5BICHIT5E
BEX T ZiEREEOBRING

OTRICEIFBAU NS — - EOUDKREDHEEN

BiEB. T2iEBES. BMALTY U /NE. $3RMm/MRED SR
Wm. REIBEICHMTIHNREMNAERE. NJaNss—-F
OyRRERR

5. $hEEX(IMRICEAET 5F5E
(GERTOA REMREERESRICE T2 EEXIIT2EBRES
DB FEIE)

5.1 FfiU U~ F, BRMEEESICH T HKHEMEDZDICIHE
A7 04 RERREREZ Bk G L TW2BE 2G5 E
;\ﬁﬁﬁ%twam\E@%X@+:%%E%@%ﬁ%%%

5 &,

;ﬁm§7xeu>&$ﬁmauéﬁﬁrxm+ IBEREBEDER
D>

5.2 itk « EROEHRMHFHOZDITEHAED 7 XY > 2 kx5
LTWBEEERENGEL. HEHMKICEL TIX. BiEE U3
T oRBEE O EHMET S T &,
(ANYansyg—-E0Y ORBREDOHB)

5.3 EfTHIHMALTY > NI T AU aANT F— -
BOAMEIIMEL L TRy,

5.4 RIS A EERBR ISR L TiE, A RS A 2% a3l
L. NYINT&— - EOVRREERFD Y] &AW X 2 56EF12
DHRBEBEEITD T &

5.5 RIIFEICKH T2 AEEMNBERE UM, AV aNnNy
& — - B0 U REREICK 2 BHEOFIEIHNI KT 2 H I3
VL TR,

56 NUINI Y — - EOVEERERICHWSBRIZIZ. AU Ny
Y — - EOUNHEETHZ I ERVNEEREICLDAY INY
H— - EOURPEEFERTHD I EEMRTDHE,

6. RERUHE

(TYATSV = AT 10mg Tk=71)

BiEE. TZIERES. WAERAR. Zollinger-EllisonfEl%EE

BA

BHL. RAIEIZY AT FY =)L & U TR 20mg 2 1 H 1A 0% 5
T3, B, BE. BER WEHEE CII8HEMET. Tk
BB TI6AM EToHE &7 5,

NG

W, USRI EOHBR/NEIIEITY A TS5 =)L E LT, (KE
20kg A TIE1[E10mg % . ﬁSEZOngJ\J:TCiE:IﬁKLJ‘GCTIEION
20mgZIHIERROR 5T 5, b, @E. HiEE WaTEE il
SEME T, +i5HEE CI6AME TOHRE LT 5,

HRERER

A

WL, RAIRIEIZY AT S —)LE L T1HE20mg 2z 1 H 1E#E 1% 5
T3, 2B, @B%. SHMETOREGET S,

SICETE - BB VR THRME/EROMIPEEICB VT,

1[E[10~20mgZ1 H 1= O 59 5,

INE

o BRER

W, UL EOYERNRIZIEZY AT I —)LELT, K&
20kg A CTlI1E10mg %, AE20kglA B TIERERICI U TLE10~
20mgZ1HIER OGS %, 2B, @Y%, SHMETORE LT 2,



IV S A B BB FRAE

RA
BHL. RAICIEIV AT S —)LE L T1E10mgZ 1 H 1[EF 0% 5
T2, 2B, @F. AMETORGET S,

INE
BHE. R EOHBEROC/NBIZIZZY XA TS —)LEL T, 1M
10mgZ1HIER OGS 5, &b, @ SEfEToREET 5,

§;§u4Fﬁﬁﬁﬁﬁ&ﬁﬁcﬁwé%%%2m+:ﬁ%%%®ﬁ
Ik
B, RAIKIEIZY AT S —)LE L T1E20mg 2 1 H 1EFE 1% 5
T 5,

BRET7AE) AE5BICEIT 3B EBX ST Zi5RERO BRI
. RAIIEIZYV AT S5 —)LE L T1E20mgZ 1 H 1E# 0% 5
T 5,

AYansgy—-e0lUoBREOHE
W, RAIIEIZY AT =)L ELT1E20mg, 7EF U >
AKF &L TLE750mg (i) kU7 02034 > > &L TLE
200mg (f7ff) O3%K|ZFEHICIA2E, THRKEOKREGT 5, 8.
7270 20%A 0%, RDEGCTHEEMET S ZENTE S,
272U, 1[E1400mg (J7fff) 1H2[EZ R ET 5,
TORRITA D EEY—, TEFIDY KRR EZ 5 R
O3 >03FFEICLBZANY AN Y — - EOY OREIBEN
AEDOEER. 2o 2B#EE LT 8%, RAITETY A
75 =)L ELTIE20mg. 7EFT U KM E L TIET750mg
(Hf) ‘RUA B =4 —)L & L T1E250mg D 35| Z [FEFHZ1H2
|, 7THEEORST 5,
(ZYATSY=IhTEN20mg Tk—71)

BiER. TZIERES. WSERAE. Zollinger-EllisonfEl%Ef

RA
WL, RAIIEIZY AT S —)LE L T1E20mg 2 1 H 1HEFE %5
T2, 5B, WHE. HiEE VWEHTES TII8EMET. +2EE
EHE CIR6AME TR LT 5,

MR
W, ARE20kgE LSRR ONRIZIZTY AT F5 =)L LT,
SERITIE CTLEI10~20mg Z 1 HIEIRE F 59 %, 2B, @, §

BE. WEMERE CIESEMET. +BBEE TII6EME To%
HEdn,

HRERER

RA
WL, RAIKIEIZY AT S =)L &L T1HE20mg 2 1 H 1EFE 1% 5
T5, B, @ SHMETORSGET S,
I5ICHER - BRI 0RT RN REROMERERICBW T,
1[E[10~20mgZ1H 1 059 %,

NG
W, RE20kg EOFHER/NEIZIZTY XA TS5 =)L &L T,
JERITIE U TIE10~20mg# 1 H1EFE %59 5, /2B, @H. 8H
METOEE5 LTS,

§?;u4Fﬁﬁ%ﬁﬁ&ﬁﬁtawéE%%Ru+:%%ﬁ%®ﬁ
4
B, RAIKIEIY AT S =)L &L T1E20mg 2 1 H 1[EFE 0% 5
5,

ERE7 RAEY VRS5BICE T 3BEENITZEREBEOBRING
E%ﬂ BAIZIZ Y XTS5 =)L & L TlE20mgZ 1 H1E# %5
2,

AYIaONSS—-EOYDOREDOHE
B, RAIKIEIZVY AT =)L ELT1E20mg,. 7EF U >
KFI &L TLE750mg (i) kU7 ) 20%A > > &L TLHE
200mg (J7fff) O3FZFEEREICIH2ME, THREOREGT 2, &b,
7202073103, REIECTHEEMET D2 ZENTE S,
/272U, 1[E400mg (7)) 1H2[E % ERET 5,
TORSRITA D EEY—, TEFIDY AR EZ S5 R
O<A 3> O3FBEICEDBZAY AN F— - EOU ORBREIREN
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B, 7THREO®REGT 5,
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GEV S A B RIEEFE)
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BEEAE)

11.1.5 BIEMMR (BHEARE)
nmk, RO RIEE, FEEL MEORE (REE) HFRw oy
HIZIE, EHONITHEXER, WEHCTHEOREZEZEMT S &, M
B RN DN SE 3G 2R IEL. BIEEERIVE A
OHEGEDHYNFNBE TS T &,

11.1.6 BEMER. SHBREE WITNOHEEAH)
BHREMR A (BUN, ZL7F2%) TEETDHI L,

1.1, 7 1ERGHRRARAE (B REH)
HipsE. B CKER, M RORFIAT7OE> LREND
S5HhNb I END B,
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12. BBERRERERICRIITHE
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BRI 72 2 AR B D720, BC-REMLGRBRIC & 5 WREH
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15. ZDDEE

15.1 BRRR{ERICED < 1F]H
(GheestiE)

15.1.1 AFIOEMHGHICEEOERY) — T 28d EOMEND 5,

15.1.2 AFIOHEGH, BEICEDEIRZFEHRTE I ENHHDOT, B
BTN EEERL THRET 5L,

15.1.3 MBI 2EROBRME T, O Ry T2 EEY —
K DIBRBICB W TBHERIEICRE S IRBEETE . FRAETEIT. TS
FOYU R EINARESNTWS, Bic, SHELCEME Q4EL
b)) OBEEZIEET, B0 2N 7,

15.1.4 #IMCBI 2 RICABRBEEZNRE L EROBIRMET. 7
ORI eEY—2HELEZREICBWYTZO0ZXN) DY
LT T4 IV KBEBEREO ) 27 EINPHRE XN TN\ 5,
GEL S AT B BB FAE)

15.1.5 EENBEHOE) A7 TH D EEZLNLTERE, HAA
W7 BT BEEONTIUC DY LI WA ITIIAF OEE)
HAVES U < WATRENED S B,

15.2 JEERRREERICE D < 1B

15.2.1 5w NZAFIO S IR TH DA AT 5 =)L 1. Tmg/kgbh
AR OBRE L EEERBR T, HICHIVTF /A ROFEENH
SNZEDWMEND D, ZOHIVF A ROFEAIKIZT v MM
FBENED LN TN S,

15.2.2 5w NZHEETH D5V 75V =)L G0mg/kg/H). 7E
F Y kY (500mg/kg/H) MO SUAORA T
(160mg/kg/H) ZPFHHEE LR BT. B TOHEED R
EEBITRBORENF OB ED 5N TN D,

16. ZEYIENEE

16.1 MAEE

16.1.1 BEEI%E

RN B EBE (n=24. CYP2C19®homo EM. hetero EM X
UPM® %) [T A 75 —)L10mg K& F20mg 2 22 K 12 B [H]
%D?Q%:bf: EZXDREAKDEMENRE/IN T A—FIZLUTDOEBD
ThHb,!

16. 1. 4 EYZRISMHHER
(ZIATSY—=IATE)20mg T k=7 1)
IVATIIT=I)I I TE)N20mg Tb—T7) EXxFILhTEIL
20mg%E., VOAF—N—EICIDENFNLL T (TIRATS
V=)l &L T20mg) f@EMRABTICHE (0=35) KRUAERE (b=
74) HEREOLLG L TR R CRBEZIEL. HFoN7ZEY
BEE/N T A —% (AUC. Cmax) DWW TN K TREEHRET

27O 7R, Wi blog (0. 80) ~log (1. 25) DHIFHANTH V.
FI D EY RIS AR S iz, Y
(1) RS
(ng/mL)
600 4 —0— I AT TN ATV
20mg ['~—17)
5001 —— X F UL TEIN20mg

T + FR YR, n=35

400+

300

EREESE

200+

100

B 5% O (hr)

HEINT A—% BEINT A—F
AUCo-s Crnax Tmax )
(ng - hr/mL) | (ng/mL) (hr) (hr)

LY AT7)- VA7 dmg Th-17) 736366 516212 |2.286+1.184|0.799+0. 176

FF I LNT IV 20mg| 7274391 4864242 |2.057+1.188 0. 815+0. 187

#e55 | Cmax (ng/mL) Timax (hr) AUC (ng - hr/mL) Tiz (hr)
10mg 246. 7 1. 00-5. 00 565. 02 1.192
20mg 489. 5 0. 75-6. 00 1084. 7 1.08
T‘)maxbiiii/l\ﬁﬁfﬁﬂkﬂﬁ\ THLIMIEAT L,
a) n=23

16.1.2 RiE#%E
RN B EE (n=24. CYP2C19Dhomo EM. hetero EM X
OPM® 25 %) 1T AT 5 —)L10mg Kk Uf20mgZ 1 H 1[m5 H #
REROEG L2 EDOHEHHE (ZENES) OREADEYE)
BINTA—FEIUFDEBOTH B,V

%58 | Cmax (ng/mL) Tmax (hr) AUC (ng * hr/mL) Ti2 (hr)
10mg 375.5 1. 00-5. 00 824. 89 1. 162
20mg 883.3 1. 00-4. 00 2083. 4 1.23
’l;maxbj:%d\ﬂﬁ*%ﬁﬂﬁ\ ISR,
a) n=23

#5330 HKEUSHHDCnaxlFABETH o 2 Em 5. KIEHE S
IABE3HICIRME R T A T 5 — VREIREWIREICEGEL 2 &%
AL, 550 HORGRI2ZFHICBIZmEHTY AT 5 —
JVREEIZE IR LI T L. THIRRER G LT B
RBHSNRNo DD
16.1.3 #hRKRV/NR
HRKZONREFICTY AT F5Y =) 10mg Kk 20mg 21 H 1[E5 H [#
UEREROZKEGLZEZS, REMKDOEYTITE/NT XA =513 LL
TOEBOTHoRY

CEEfiE + EHE(R 7, n=35)
M EEP IS RICAUC, CnaxBFD/NT A—F 13, #HBE ORI, (KK DRI AL -
e DB AT Lo TRIZ S TRt B 5.

(2) BiRiRS

(ng/mL)

400+ —o— 1 TIRATS—=)Vh TRl
20mg [~—"7]

350 —o— I XF UL TI20mg

SEEE AR (R 22, n=T4

F5%ORER (hr)

IV RAT 5 =)L DIEYBHEIN S A—5
f&%ﬁ%@ 5| n G AUC. T
Al S QMR EE max T ()P g 1/2
(ng/mL)® | "™ (ng « hr/mL)® |  (hr)©
1% lA b
853 1.58 2259 0. 80
10kglA |k 10mg | 9 N @ @
20k it (141.7% | (1.03-5.92) |  (42.6%) +0. 18
Lome | 10 535 1.52 995 0.97
1~115% € (110.4% | (0.92-6.00)| (78.30)® | =0.559
20kgBd = some | 10 1907 1.47 3454 1.08
g (41.5%  |0.93-1.52)|  (50.9%) +0. 44
Lome | o 311 1.57 618 1.37
12~141% £ (91.7% | (0.93-2.95)|  (105.5%) +0.88
20kgL I some | 10 981 175 1917 1. 06
me (51.3%)  |(0.95-3.00)0|  (33.6%) +0.25

HEINT A—=H BEINT A—H
AUCo-12 Crnax Tiax Ty
(ng * hr/mL) (ng/mL) (hr) (hr)

1YAT7)-IA 7 2mg =7 6231385 |306.8+164.0|6.3010.871|0. 858=0. 279

FF UL TE)V20mg| 600378 |301.0+153.0(6. 1494 1. 2090. 839+0. 238%

a) BAPEHME E#HFRE) b)) PR (Rl — R fE)
o) FHEEEHERZE d n=7 e) n=9

CEHME E10ER 2, n=74, 772U ¥1dn=73)
MR RICAUC, ConaxFD/NT A—F 13, #HBE ORI, Rk DRI =L -
e DIBR SR L o TRIZ S TRetEA B 5.

) homo EM : CYP2C19%1/%1
hetero EM : CYP2C19%1/42X13CYP2C19%1/%3
PM : CYP2C19%2/%2. CYP2C1942/%3X13CYP2C19%3/43



16.3 9%

16.3.1 MIEEAHESE

IYRATI =)V FINEE : 230320pmol/L) @t b I8 [k
G (in vitro) 13976 TH > /7.

16. 4 a3

in vitro fFFREEREBR DK RN 5. B ROF AL 5-0 - AFILED
ERICIZCYP2C19. AV AR AR D AERICIZCYP3A4 B G L, Zh
S3FMORHMANDOR#Z VT SO ARFBETH D EMEINTH
5, LY AT 5 =)V Din vitro FFRFITHBNWT, B ROFIHEKRY
5-0 i A F UKD A RICEI 53 5 CYP2C19D 53R (fRE#EEA ~
7 5 >R i CLind WB73%THO7ANEADT— Tid, BHERA
ICHCEERE T A T IV =)V EREROKEG Lz & &, miEhoR/R
BYNIZIVE AR R ROFIARTH 72,29 9.3, 10. BH]

16.5 HEft

HNEANDFT—# Tl UCEFHMITY AT I =)L 2HEROKEG L=
L&, B G ETREDRI5%ATA8KE I F TIZ R F e N A Iz kit & .
JR AR & F PR O I3 1T H o 2.9

16.6 HEDEREFTHEE

16.6.1 SkhE

AEANDF—F TlX, TV AT 5 =)L & @ R#E 1A a5
A EROK G Lz &, %550 HDAUCK U Cmaxld IE & il DIE
S AESETRERE LD bEWHEMZER L, BAEEO
i JEE R ) 1384 41,25 (95%(ZHEX M - 0.94-1.67). 1.18
([ :0.91-1.52) THo7=.7

16.6. 2 FHikpEREERE

AEANDOF—H TlE, TV AT T —)L & FHERERmERFICIHLED
HREXEROHKE L&, AUC T, AR T O/ L E M H
REWTERF I, HE O HAERE RS TN 3EE <. &
B~ DT REEEEE THEDIIEL. 4~1.8TH > /2.9

16.7 EWHEEIER

16.7.1 CF7E€ENAL, Zz=Z b RIEIINT 77U
FBRCYP2C1I9K U MFI 70V — A ZHWSin vitro i{BRICH
WTIY AT 5 —)UNICYP2CI9DiEM ZHE L 7= (Kifl : 7. 9% T}
8.6uM) 73, CYP2A6. CYP1A2. CYP2D6. CYP2El. CYP2C9RK T}
CYP3A4DIFEHEICDOWTIEHEL /Wb T A RHEERZRL
7‘—:0 9), 10)

NEANDF—FTIlE, PT7ENA, JzZ b1 23T 7Y >
(R-TU)V77V>) LAk, CYP2CI9DHE) LTI A TS5 —)L
DHHIZED, PT7ENRL, Tz b1 > OAUCIKENZENS1Y,
18%AR L. R-U)L 77U oiEh b5 7 BEIZ13%H Uz
[10. 2]

16.7.2 ZDfthDEH

IVATS =)L 528312 ROETEFT DY KW
OPFFICED, Z75) 28712 KRBT EFT Y KNP O
FhREICHE LMo, 75 2871 2 2 OUAKEBER
FYDOAUC IR L7z, F/2e TV AT T —)LDAUC 13 IEREA
REOK2BICHWAR L. F=P 0, F70Ft, oFy oy
FRUTA, TRAEU S EIVY AT —=)VOOH TIIHEEMZ
B s NIEMD 2, DD

16.8 ZDfth

(ZYATSY=IATE)10mg Th—71)
IVRATS =) HhTE)ilimg Th—T] 1Z. TVATS—)Lh
TE)20mg Th—7 | ZREERERFIE UL &, RHEEFES &
Wrx i, EMFENCFES EBRBI N

17. ERPRARIE
17.1 ARV LZLMECET 5558
GERMERIER)

17.1.1 ENELHEHE (RA)
WREAERENRE L EERIEABTIZ, A T5 V-
20mg. TV A 75V —)L20mgXi340mg731 H 1[a & A8 5 =
N, BESHEHIFOZNTNOHRR [95%EFXM] 1387, 4% (166/
190%1) [81.9% 91.4%]. 87.3% (165/189%1) [81.8%. 91.3%] Kt
90. 0% (171/190%1) [84.9%. 93.5%] THOD. F X TF5—)L20mg
IZHRT 2TV AT T —)20mg Kk 40mg D IELHENED 5T
%,
FIERFRBEEIL. TV A TS5 —)L20mghET7. 9% (15/189%1) T
Holz, ERBWERIET®E26 1.1%., 75=>-73I /IR
7 o o—BEmeE 1.1%) ROty Ly F R ARFF -
26 (1.1%) TdH-o7=.19

17.1.2 EINSEDHEFER (KA
WiHEAEROBREREZGRE Lz —EEREGBRICB N T,
FA TS5 —)L10mg & L= X 75 —)L10mg Kk f20mg D
1 H 1[m 2458 [ G-H I B0 2 WiFtk &8 K O BREMEZ R RS 5
NnTns,

IVATII=) | TYATITI=) | FATTJ—)
20mg (1884) 10mg (1884) 10mg (1874)
TR 1441 220 3141
%é’é‘%ug? 92. 0% 87. 5% 82. 7%
[95%{= 8 [ il [88. 0~96. 0%] [82. 7~92. 4%] [77. 2~88. 3%]
0.62 [0.32~1.21]
NY— R (T AT 5 —=)L20mghtvs TY A 75 —)L10mghf)
[95%/Z #E X ] 0. 43 [0.23~0. 80]
(ZY AT 5 —)L20mghtvsH A 75/ —)L10mght)
p=0. 158
b (T AT 5 —=)L20mghtvs T XA 75/ —)L10mgHf)
pi 0. 007
(T AT 5 —)L20mghtvsFt A 75— )L 10mgHt)

a) Kaplan-Meieri%iz & % #E5i
b) Log-rank#E. HE/KHE WMifI5% Hochberg® J5ikic &k 2 ME D% HE DK

FIERFHRBEEILX. TV AT 5V —)L20mght TI. 0% (17/188%1) K
QLY AT 5 —)L10mgHETS. 0% (15/188f) TH o7z, LIzgIE
ATV AT 5 —)L20mght Tifid 7 L 7 F > iR AR F F—E 8
26 (1.1%) THO. TV AT T —)L10mghET 26 (1.1%) K
QI 7 Ly F 2R ARFF—EHmes (1.1%) THorz.10:18
GERTFOA REHARERE (NSAID) REBICEITZEEBXIET+ I
BB EOBRINE)
17.1.3 EREIBERKE (KA)
WACMEEE OB 2 H 3 ANSAIDM IR RE 2R s LA —EHE
BRIEBGRBRICBNWTIY AT 5 —)L20mg®1 H 1[E] 243 % 51512
BT 5B G 3T ZIRBERE O EREMNHRIRNIZD 5N TNnD,

IV AT F—)L20mg (173f1) TR (1686i)
FEAE B 61 56/
&i%@'ﬁﬂi%m 96. 0% 64. 4%
[95%f§#EE§Faﬁ] [92. 8~99. 1%] [56. 8~71. 9%]
A 0.09 [0. 04~0. 20]
pfE® p<0. 001

a) Kaplan-MeierikIZ X 2H#EF  b) Log-rankiE, A E/KAE M5,

FIERFEBBEE T, TV AT 5 —)L20mght T13. 9% (24/17341)
ThH-ol. FREWEMAT EEm26 (1.2% . TH26 1.2%. f#
Fe2pl (L. 2%) . MErE2p (1. 2%) K OFRERERVE 261 (1.2%) Tdo
7219

17.1. 4 BERRIEEHER (BA)
TS OB 26 9 ANSAIDFIIR I EE 2R E LT A
75 —)120mg D1 H 1[EI5258 % 512 31 2 BigE U3+ =515
BHOIFFELRIUTDOEBD TH S,

Epden i 52 IEFAEHR  (Kaplan-Meieri%)

IV AT 5 —)L20mght (13041) 95. 9%

FIERFEBBEE L. TV AT 5 —)L20mg#t T16. 9% (22/13041)
THolz. EREIEMIFEMm2E 1.5%). v—Z VI I KT
A7z T—EHEm2E (1.5% . BERm261 (1. 5% K ORFHERE B 241
(1.5%) TH-o7=.20
(BERE7 AEU EERBICE T 5BEEXIE+ZIEREBDOBR

)

17.1.5 727 HREMBAHE (BA)
HEHEBEOMEZATA2EAETY AEY > (81~324mg) #kER
AEHE (HAANBEEGD) 20RE LY D7 S MR
OHRIRITIC BT 2HERICBNWT, TV AT 5V —)L20mgP1H1[EH
ABAM I G-RFIC BT 2 B iEE X3 T 15 5185 O R 2 R AR
OHENTND, 51T, FREBHITLAE. TV AT 5 — )L EEO# 5
FOAZENGEI N, TV AT 5 —)L20mgZ 1 H 1R E 7258 M
BERICBNT, BE5R2AZOIERERIT6. 44 TH>z, KRB, &
HEBRICBVWTIIIV AT S =)V, T bREEEDICE2ET 7 7
WVF—hEHHAL TV,

IV AT F—)L20mg (1824) TR (1824)
FEHERIL 2451 2245

£ 5ASEBBO 08, 31 812

m%gffgggfﬂ 95, 7~100%] [72. 7~89. 7%

NY— KL
[96. 65%1= X [H]]
pfli&®» p<0. 001
a) Kaplan-Meieri%iZ & 2 #E5F b) Log-rankiRiE, FAE/KHAE W3, 35%

0.09 [0.02~0. 41]




IV AT 5 —)L20mgiz 561521451+ 3141 (14. 5%) ORIVEH A H
HINTWS, ERFAERZ. TH26 (0.9%. U5 AME %26
(0.9%). REEBRZw261 (0.9%) . HARYU —F26 (0.9%) . &Alf24
0.9%) FThHokDD

(BiEB. T2HKBESE. MERESE. IVUSAMEREYHIE.

Zollinger-EllisonfE(REE R SUNICHBRE. T iEBER. BMALTU >

NEE. FREMEMOMREDEEE. RHBECHT 2ARBMNAER

B. AN F— - EOQUREBRICBIFAAY NS —-EDO

U DRRE DB

ENIZ B W TR AN RO KBRS ORIEH FRBEE Ak S 25
B FEML Tz,

(BiEB. TZIERAR. MAMES. FUSAMERBYNRIAE. ¥

FMERER. XIEZol linger—E || isonfEIREEE)

17.1.6 EINEE [ /MHEFER WERVME)

B, TTEBEE. WAIES. ECS ALE AERE,.
WPERE R, XidZollinger-EllisonfEMERE 2 H 9 2 XI3HT D51 D
& D1I~145% D BFES0F 25 & L= IE MR T, AE10kgbl b
20kgA (106 [551%E]) TV A 75 —)L1E10mgZ. 20kgbh
FIC1E10mg A~11510610 [H28]. 12~145%1061 [554RE]) XU
1[E120mg (I~115%1061 [553%E]. 12~145%10%1 [Z558E]) Z1H1[H
BASHEMIG Ui, HHEGHO LEHEIEER Bl & O
wmikm, RO EEEMATRER) 13 BERIERZE L TWEZEEZED
A0%LA EOEIGTHI U, £z, B5ANICNEEEIREGA EiE T =
=B DD BIFHE AT R0 5 N3F T R TIZB W TR I
AT DR L .2

58 oAb vy S3HE AR ehy i
(e 5-H1%0 (10%1) (10%i) (10%1) (10%) (10%i)
At 1%PLE 1~115% 12~14j%
10kgPA I .
hE 20kg A 20kgbh L
%55 10mg 10mg 20mg 10mg 20mg

Kaplan-Meieri% iz & % e #&IRf sl D R RGN e 3R
<=3 100% (2B1) | 66.7% (3 | 100% (1) | 50% (2B | 75% (441)
il 75% (4f) | 100% (3B | 80% (5f) 50% (4f1) | 100% (4f1)
S ER 100% ) | 50% (6f1) | 100% (661) | 40% GfF) | 57. 1% (7f)
RS | 100% (3f1) | 66.7% (661) | 100% (4f1) | 60% (5f1) | 50% (641)

() ZEFCEREHE L TR
1I~14E O BEFESOBI 261 (4.0%) OFRIEASMEINTNS, £0D
PERIE. FRIB O, eRE et KR & 16 (2.0%) THo i,

18. EXNEEE
18.1 1R
' EER O M AE I I TR TE T % Z AR A S TRER 7 IR B D5 s &
TBHZIEICED, FEEMEANICBWT - EOBEMBREIBIBE 5,
ZORIBEORKEETIEZ. FEMEN»SHT 2L, RbDIC
KTZ2H]0ADTO R Ry TEMRINEBERENEH TS, TV A
T5V=IVE, ZoTa b R TOMERAET DI LK T,
B2 Mg 5,29
18.2 £ hTOEA
18.2.1 BAPHICRIZF T &
fERERAICBWT, TY A 75 —)L10mg. 20mgfk F40mg#% 512
X D24 I NpHM4LA L2 R TR O &3, T Th48+
23%, 62+14%K% V68 +8%Td > 72,2
INBEESFICBNWT, TV AT T —)L10mgk F20mgfk 512 L D
12K I NpHA 4L, |2 R IR &I E513. 51. 2%~98. 3% T
Ho.®
18.3 JEEERREAERICH (T B 1EM
18.3.1 7’ F R THEER
Y FEREEkO JO N>R T (HT, KT-ATPase) 1IZxL T
FHEMER 2R L 2,29
18.3.2 BES WINEIER
B FE KRR BT D E AN U TMIHIER 2R L 72,20
HIE 5 v b X UHeidenhain Pouchf X iZHB W T, FIEICERE N
T2 BRI R U TMEIER 2R L /2,29 29
KB OEEDTHDTI AT =L, TEIKRTHEA AT
IV =N D—FONZERME (SIK) TH3,

19. BMRSICET SEB{LZHIME
R [

Hs

C\
OQN CHs
N//ks‘r’\ij:()\c}h Mg2+ + 3H20
1
0 NoAcm

—fH T AT T IR T R LK)
(Esomeprazole Magnesium Hydrate)

{b%#4 © Bis {5-methoxy-2- [ (S) - (4-methoxy-3, 5-dimethylpyridin-
2-yl) methanesulfinyl] -1 H -benzimidazol-1-yl}
monomagnesium trihydrate

7 F - Ca4HaeN6OsS2Mg - 3H20

Sy FE 767,17

% R A~ C<EVRAEXIZI IS HENWEBOMETH D, AY
J=IVIZBD THETRT <. T/ =)V (99.5) ITET®
9 <, IKITHRD THETIZ < W,

21. FEGREM
PESEAL Y A 0 B 2 RED b WYKL B2 &,

22. A%
(ZVATSY—=IATEI0mg Th—=71)
1007 F&)b [107 F&)LX10 : PTP. #EHIA D]
3004 7L UNT. HEFIAD]
(ZIYATSY=IhTtEI)N20mg Tk=T1)
1007 7&Jb [105 F&)LX10 : PTP. #EHIA D]
3000 7V NS, #REFIAD]

23. EEHE
1D ENE I HEERSHER (RF L0718V 0 20114ETA1LHEGE,
RS AR EE2.7.2.2, 2.7.6.2)
2) DCIHRMEMR MG (HAN) (FF oLl FE)L 1 20114E7TH1H
AR, HIEEERMEEE2.7.2.3)
3) HARMNNEEFICHBITHHE [ /IHEER (RF U407V 2018
EIAI9HAGE. HEEERMEE2.7.2.2)
4) tHNEER BRSO 7)1 20mg)
5) Andersson, T., et al. : Clin. Pharmacokinet. 2001, 40(6), 411-426
6) Abels, A ,et al. : Drug Metab. Dispos. 2000, 28(8), 966-972
7) Hasselgren, G., et al. : Clin. Pharmacokinet. 2001, 40(2), 145-150
8) Sjovall, H., et al. : Eur. J. Gastroenterol. Hepatol. 2002, 14(5), 491-
496
9) 1iXQ.,et al : Drug Metab. Dispos. 2004, 32(8), 821-827
10) in vitro fCHEEREIE (RF T L0 TRIV 2 201147 H1H AR,
FEERMEEE2. 7. 2. 3)
11) Andersson, T., et al. : Clin. Pharmacokinet. 2001, 40(7), 523-537
12) Hassan-Alin, M., et al. : Clin. Drug Investig. 2005, 25(11), 731-740
13) JUARGER - FERRIEESE. 2011, 27(10), 747-756
14) Niazi, M., et al. : Int. J. Clin. Pharmacol. Ther, 2009, 47(9), 564-569
15) thNEEL : EPERREEASR (0 7121 10me)
16) ARTFH— fi: HIHE. 2013, 110(2), 234-242
17) RTFA— i HIEEE. 2013, 110(8), 1428-1438
18) REMEFREEEE IAHRE (EN) (RF T L0 TV 20114E7THLIH
A HEAERMEEE2.7.6.2)
19) Sugano, K., et al. : Aliment. Pharmacol. Ther. 2012, 36(2), 115-125
20) Sugano, K., et al. : BMC Gastroenterology. 2013, 13 : 54
21) Sugano, K., et al. : Gut. 2014, 63(7), 1061-1068
22) EBRILFEISSIAHRER CRF> D L0 T )) ¢ 2012456 H 22 H KGR,
HIREE)
23) HANNBERFICBIT D% /MM (RF> oL 071 2018
EIAIIHEE. HEEEMYE2.7.6.2)
24) HEIFHABROMEL (FFTULH0 TV 20114ETHIH AR, HiE
BRHIEE2. 6.2. 1)
25) RUBIEE  fl: ERPRIESE 2011, 27(10), 735-746
26) Y FHFKHY /KT -ATPasel M 2EH (RF LB T :
20114E7 A1 H KGR, HIGHERMESE2. 6. 2. 2)
27) HEtUYFHEERCBIDIMEHN (RF UL TRV L 201147H1
HAGE. T ARMEEE2. 6. 2. 2)
28) HHET v MIBIAEHR (RF LN TV L 20114ETALHAGE.
FEEERHIEZE2. 6. 2. 2)
29) Heidenhain Pouchf XIZBWFBIEM (RF D LH TRV 1 201147
A1HAGR, HEERHEE2.6.2.2)
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26. 1 SERRSEIT
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