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TV RATT =) T ENA20mg [H5HK] & XxFT T LD T EL
20mg%x 7/ B AL — =R ENFNID T L (Y AT
F V=& LT20mg) HEREER A B IS f T R 1k HmlE O &
L TR REREEZBE L, B oKy BERE < Z
A —% (AUC, Cpax) T-DVNTO0%(EHE X M 11T CHEEHRAT %
1To7-4ER, log (0.80) ~log (1.25) DO#PHNTH V. WAl
DA FHIRENE DB S i),



(1) #wEks
#16-4 MoB i 5 OEMYBHE T A —H
HENRT A—H BBIRT A —H
AUCo-s Crax Thax T 1/2
(ng * hr/mL) (ng/mL) (hr) (hr)
Y AT T =) 673. 1 498. 617 2.07 0. 87
A7 2ng T +322.2 +174.949 | +0.96 | +0.18
b AN 661. 2 470. 598 2.01 0.85
17 )120mg +348.8 +206. 664 +0.91 +0.21
(Mean=S.D.)
(ng/mL)
500 —@— IVATSY— LA Tt IL20mel B HK]
—-O— RF I LHTEIL20me
Mean+=S.D., n=76
400
I
%
th
T 300
A
4
A
‘Ij 200
L
]:E
> 100

BE %O/ ()
X16-1 #aEEGomfERz Y A 7Z ) — LR
() BEREE
#16-5 BB G OEMBHE T A —H
HENRT A—H BBIRT A—H
AUCo-12 Crax Thax T1/2
(ng * hr/mL) (ng/mL) (hr) (hr)
Y AT T =) 553.3 391. 884 4.52 0.81
B 7% 20ng [ +306. 2 +170.951 | +0.66 | +0.22
b AN 559.0 393. 107 4. 62 0. 80
1 7 120mg +315.5 +170. 755 +0.93 +0.18
(Mean=S.D.)
(ng/mL)
500 - —O— IUATSY—ILhT 2L 20mel EH
O RF LY LAT 4L 20mg
Mean=#S8.D., n=100
mmof
%
T
J 300
A
4
2
Ysz
L
b
> 100 +
0o - -
0 2 4 6 8 10 12
HBE %R ()

X162 BHFLGOMPEFT Y AT T —LjEE
M AE R FE A OUZAUC, Chax 20D /8T A —Z 13, #BRE OFRIN
PRI OERIEEL - BFE S ORBREMHIC L - TR 2 AREMEN H
b
1) homo EM : CYP2C19*1/*1
hetero EM : CYP2C19*1/*2 X 1%CYP2C19%1/*3
PM : CYP2C19%2/%2, CYP2C19*2/*3 X (XCYP2C19%3/%3
16.3 97
16.3. 1 MPFAKES
TV AT T = (FINPRSE : 230%20umol /L) Dt I EE
M= (in vitro) 1397% Tdh -~ 7=,

16. 4
in vitro FFAEIEEBR OFEE NS,  Fua xRk, 5-0-i X F
JARDAERZIZIZCYP2C19, AL IR AR D A BRI IFCYP3A4 23 B 5-
L. INB3EORFY~ONRH 7 VT 7 v ZZABRETHD
LHESNTNWEY, =Y AT TV —Din vitro IFRFHTE
WT, B R Xkl O6-0-BAFVIEDERICEST 5
CYP2C19D %53 (RV#lEA 2 V7 > A : CLind) 1X73%TH -
729, SMEADOT — & TlE, BERRACUCHE#R= Y A ST —
NEHERR O EE Uiz & & MmsEh o BREIE A VR AR K
Qe FexifhkTh-o729, [9.3, 10. BH]
16.5 HEt
SNEADOT — 4 Tlx, Ul Y A 7T Y — L ZHEk O &5
L7 b &, W5 METHEDHKI95% 348 HE ] &£ TR L O IC
Pt & 4u, R AR & PRI O ISR 1 TH - 729,
16.6 HEDEREETHEE
16. 6. 1 SEE
HNEANDTF —F TiE, =V AT TV — L EGRRE I
HiE5HHXEROEE L s &, &55H H DAUCK UChaxld
B OFE ML H BRE W TERE L0 @B E R L, 80T
SO (fEREEln R EE) 135 2 1. 25 (95%(F X
M :0.94-1.67), 1.18 ([ :0.91-1.52) ThH 7",
16.6.2 FrigeEpEE RS
SEANDT —F Tld, = AT TV — L& TR ERE I
A1ES A B RER ARG Lz s &, AUC. 1, FFEREIK T o/
JEfEVE E R E W E R IS I O RS RERE E R TIE
2.3 @<L BRE~RRREOF#REE RS THEDOkITL. 4~
1.8 TH o728,
16. 7 EWMHEEER
16.7.1 S7ENL, Jz=bA2ORIEITILTFY Y
FEHFRCYP2C1I9K ' "IF 7 v Y — L& HWD in vitro iRBR
IZBWTZ Y AT TV — LECYP2C19DIEMEZ L E L7~ (Ki
B : 7.9% 8. 6uM) 7%, CYP2A6. CYP1A2, CYP2D6, CYP2E1.
CYP2C9 } RCYP3AADTEMEIZ DUV TIEFHE L 22 W o3 72 BHAE
ER &R LD 10
NEANDOT—FTiX, VTENRSL, To= I INLT 7
Yy (R-UNT77 U Y) (Lhk, CYP2C1I9DIE) Ly A 7T
VA OUFHICLEY ., PTENRA, Tx= R~ L OAUCIEEN
Fh81%, 13%H kL. R-UL 77 U romiEd hT 7T
13% &L=, [10. 28]
16. 7.2 20D EEH|
TVRAST— NI F Y AL VBT EXF VY UK
fmoftRicLy, 77020, v EORTEF VU K
T OMEEPEEICHE L hotzi, 7T 2a<A D
LN ARBRLARE OAUC ITIE R LT, £/, =Y AT T —1
DOAUC ATFEGFABE DR 2fE IR LIz, F= 10 57 n
XL, mXxyFa T F R TAY TR LD
VAT — VO T EERIIRD b enoiz,
16.8 =itk
(=Y AT T =)L H T/ 10mg [HHK])
TYRAS T = TN 0mg T 13, TEENERDR
M BT RAF O A AR SRR T A RT 4 v ILikS&, =
VAT T = H TN 20mg [HbR) ZREHERRIE Uiz & X
RS E | AWERNICRS LR ShiY,

17. BRERREAR
1.1 BERUREHICET 58
GEFRERER)
17.1.1 EREI 118588 (BA)
WM RERE MR L L T EEREERBR I, AT
V= 20mg, TV AT TV —120mg XIiT40mg) 1 A 1[A]H K8HE
MG &, BE58HEFOZTNENOERE [95%EHEXM] 1X
87.4% (166/190f%1) [81.9%, 91.4%]. 87.3% (165/189f)
[81.8%, 91.3%] K1r90.0% (171/190%1) [84.9%. 93.5%] T
HY, ARAT T —=N20mgllkT DY AT T —L20mg N
40mg DIELPENRFEH LI TN D,
BIVERRBEE X, =Y A7 T —)120mghETT7. 9% (15/189
B) Thote, ERFEWERIZTHE2E (1.1%)., 77=r 73
J NZ AT = 7 —BmE (1.1%) EROm$ 7 v7F ok
ARFF—BHMm2f (1. 1%) Th-o7-19,



17.1.2 EAREI1#ER8% (RA)
WPERIE R ORI EE 238 & L —EEREEREBRICB W
T, AAT TV = imgl g L=y 275 ' — L 10mg KT

20mg D1 H 1[R12438 [E 4% 5-HF 12 33 1T 2 i it £ 18 25 O R Il %h
ERBEDOLNTND,
#17-1 HREEEROIEFIHE
TYIAT TS =V ZIRAT TS =)V | AT T —)u
20mg (1884 10mg (188f3) 10mg (18714)
BRI 1441 2244 31451
D)
%iiigi;;gi) 92. 0% 87. 5% 82. %
o 88. 0~96. 0% 82. 7~92. 4% 77.2~88. 3%
[oswEg] | - ot WL H
0.62 [0.32~1.21]
MANF— R (=Y ATTF Y =N 20nghkvs ™ Y A 7T —)L10nghE)
[95%(F 45 X i ] 0.43 [0.23~0.80]
(=Y AT T —=N20mghtvs A A 77V — L 10mght)
p=0. 158
(=Y ATT Y =N 20nghtvs ™Y A7 =)L 10ngh¥)
pfiEb)
p=0. 007
(=Y AT T —=N20mghtvsA A 7T — /L 10mght)

a) Kaplan-MeieriiiZ L A H#EE

b) Log-rankfiiE, AEKAE MHI5%,
RE DL BEEOFHEE

BIERSEBMERE X, =Y A 75 Y —/L20mglET9. 0% (17/188
Bl) RO Y AF 5 — )L 10mghET8. 0% (15/1884]) TdH -
7o EREWERIZ= Y A 7T Y —N20mglETIF 27 LT F R
AR FF—HEM2f (1.1%) ThHH, =/ AF 7Y —/10mg
BEC RG] (1.1%) ROULFZ L7 F kR AR T —EHm2
Bl (1.1%) ToH-o7z19. 17,

(FERTO4 FHEHAESE (NSAID) BEBICEITZBEEEXIE

+ZH=EESOBRIG)

17.1.3 EREI 8RR (RA)

HLMIB S OBEE 2 3 2 NSAIDAkRE IR AR H 2 kg L Lz
EEREERBRICBNTT Y A 75— 120mg? 1 H 1[8]12438 [#]

Hochberg® J7iEIZ & 5

B BB 5 HIEE T+ RIS O E R IMEI B3GR
bNTW5D,
F17-2  {HALMEEE O IERIESE
TYATTY—N20mg (17361) | TR (1684i)
FEIEIER 645l 5645
&?é?;;if@ 96. 0% 64. 4%
OB X R [92.8~99. 1%] [56. 8~71.9%]
NP F
e 0.09 [0.04~0.20]
pfiE® p<0. 001
a) Kaplan-MeierikIZ X AHEE b) Log-rankiiiE. A E/KUE
W1 5%

BUWERRBMEIZ, =Y A 75 Y — 1 20mghET13. 9% (24/173
) Thot, EREIEMRIZ EMEEHRE2E (1.2%) . FH24l
(1.2%) . fEER2H] (1.2%) . mErM:2f] (1.2%) K ORFHERE R w2
B (1.2%) ThH-o7=19,

17.1. 4 EREHFEEER (RA)
7‘%11[:%?%%%@%@?%ﬁa“éNSAIDﬁsHﬁfﬁH&)ﬂ%#ﬁ‘%ﬂ%&& L=
VAT T —)20mg®D 1 H 1A521H M # 5-REZ 31 5 B iEE T
+ TR ER O JERIE R iMT@&iﬂf&;é

F17-3  {HALMEEE O IERIE R
B 52M%IHIER (Kaplan-Meierik)

TY AT TV =V 20mght (130f51) 95. 9%

BIVERRBMEIL, =Y XA 7T Y — 1 20mghET16. 9% (22/130
) Thotz, ERBWERIZHEKE2E (1.5%) ., y—27 L4 2
/w?/x7:3ﬁt“tﬁﬁbu2fﬂ (1.5%), FEy@26 (1.5%) KO
FFHERERF 2051 (1.5%) Tdh-7219,

(ERE7REY URERICEIT5BEEXE+_HKEEEDRE
S

*11.1.58 7OTHEEIIEHAER (A

LB OMEE2 AT 2EHAET A€ ) > (81~324mg) ik
WRAEE (AARANBESD) 2x8 L L7 U7 HRFIEIN
*HL‘I:E&%&%ODEPF'HEJ%W::BH5%&5‘%6:}5“1\ TYRAT T —
v 20mg D 1 B 1[A14838 [ # 5-WH 35 1 2 B 15 XA+ e 15
DOEFEMEDRENBO LN TWNWD, S5, PREIEITLIEE, —
/%77/~/vﬁi®%ﬁﬁﬁ%‘®ﬁ&5ﬁ‘flﬁméh\ YRS
Y —L20mg % 1 H 1Al K728 & 5 Z BT, B2 %0
FEFIEFRIL96. 4% ThH o7z, 7ok, ARBRIZBW T 27
F—NAEE TIRREEE IS 7 A — N EPFH LT
AV

F1T-4  THALIEIEE O IERIE =R
TYRAT TV =N2mg (1821) | 77 &R (1824)

FEAE K 243 22451
i 5. 1.2
(96 65%(Z I 1] [95. 7~100%] [72.7~89. 7%]

NF—FH
[96. 65%(% A< 4] 0.09 10.02~0.41]

pfiE? p<0. 001

a) Kaplan-Meier{EIZ L D2HEE b) Log—rankfiiiE. A E/KYE
FEi{3. 35%
TV AT T =)L 20mg 5 FIER 2145 31451 (14. 5%) O FEIVER
75‘?& ENTW5, ERRBIEMIZ. FH26 (0.9%) . OB AME
Ko (0.9%) . MR 26 (0.9%) . HAY — 724
<0. o%) . 22/ (0. 9%) a%f;%o%ﬂ” 2,
(BES. +—HBlmESE. EBiERE. SFUb/u'IiEEiEﬁfﬁf
fE. Zollinger- Elllsnnﬁﬁiﬁf;blﬂ(- BE. TEBRES.
BMALTY /B, fefEttiv/hMREVE. RBEICHT 2RERER
HAREE. NJansa—- EQYBEERICEITEIAY AN
Y 4—-E0Y OKREOHBE
ENIZEB W TERA TR OERR
72 BB A FEHE L TR0,
(BES. +tKBES. MEES. FULAMBRETR
fE. WREREL. X[thlllnger EllisonfE(®EE)
17.1.6 EAREI/I 118588 (HIRRVMR)
BiEG. + RBEE. WEEHEE. EOL AME/ENT
SE. WiFMEAIE K., XitZollinger-EllisonJEEREAZ /T 5 X
EETD5VDH DH1~145E DO BRELH 2 x4 & LIZIEE Mt
BrClE. KT 10kglL F20kgAi (10 [(HH1FE]) lcm Y AT 5
YV —L1[E10mg %, 20kgll LIC1[E10mg (1~114% 100 [E52RE],
12~145% 106 [BEARE]) Xix1[E20mg (1~115% 1061 [ZE3%E],
12~145% 1001 [4558E]) Z1H 1A ASHEMKR S Lz, #&%5
FEO EEEZHER (B0, FER. O, KO EEEAR

FABRE O RIE M S BUL 23 B e &

PR 1d, BERNTERZAE L TV BED40%LL EoEIE T
MR L, £, BERICABRSINFMAER TEBED S
HIFBLZAIAT B 23580 H 2361 R TIZ B W TR 5% ISP A
PR LT,
F17-5 IR OV OFRER R
B5RE | BLEE HoRE IRt ARt HEoRE
(E5hE) | (1of) (10%1) (1041) (10451) (10451)
sstin 1Pl b 1~115% 12~145%
10kglh oL
RE 20kg it 20kgbh -
B5E | lomg lomg | 20mg | 1omg | 20mg
Kaplan-MeieriE|Z & 2 fof& i i oD BRI e R
fla<>iF | 100% () | 66.7% (3(1) | 100% (16) | 50% (2f) | 75% (445i)
FlE | 75% (4f) | 100% (31) | 80% (5f) | 50% (4f) | 100% (4f51)
DT | 100% () | 50% (6f1) | 100% (64) | 40% (54) | 57.1% (74)
LAY | 100% (361) | 66.7% (6%1) | 100% (4f) | 60% (5) | 50% (64)
() BEERNTERZAH LTk

1~ 14% D BESOF 261 (4.0%) OBMERANHRESHTND
ZOWNERIE, TR ONERE, SRl mEE RS 161 (2. 0%) T
HotY,



18. xR
18. 1 EFHFF

B BEMA R O MR EIZAFTE T 5 2 IR~ & FEER /- Wi B 3
FEETAHZ EITL Y, HEEHIENIZEW T —ED B IS WEIG
NEED, ZORKIEORKEBIETIE, FEEMIEAN HH % it
L, ROVIZKZRV AT v bR 7 E MR D BESR HMEh
WTW5, ZYRATTY—E, Zo7a bRy TOME
[T Z sk > T, HERDIE TGS 52,
18.2 E bTOEA
18.2.1 BAMHIZRIZTEHE
EERAIZBWT, =Y 27T —)10mg, 20mgfk F40mgHE5-
(2 &0 24T IS H NpHAM L A R TR 0B &1, 2hE
48 +£23%, 62+ 14%M 68 +E8%TdH - 729,
INRBESFICBNT, =Y A7 TV — L 10mg & 20mg# 5-1
L0 12K I E NpH2MLL E &2 Rm TR o Bl 1%, 51 2%~
98.3% T~ 7=,
18. 3 FEERIREARRIC S+ H/EM
18.3.1 A bR THEHER

U EFHREE kD T e R (1, K-ATPase) 12X LT
B VR 2R L7220,
18.3.2 BEs IIFI{ER

HEEy X HIEMRICB T 2 BlEEA I L TMHlERZ R L
f:25)0

BT » K OHeidenhain PouchA X IZIHWNT, FISE |z A
ST HEE WA LI MR 278 L7220, 20
AHNDOFERNESI THDHTYI AT T =L, IR THDHA
AT T = ND—JFONFRMEE (SR THD,

19. F2E5S BT 2 BIEEHMR

— WL IR T TS — = TR AR (Esomeprazole
Magnesium Hydrate)

k54 : Bis {5-methoxy—2-[(S)- (4-methoxy—-3, 5—
dimethylpyridin—2-yl)methanesulfinyl]-14-
benzimidazol-1-yl}monomagnesium trihydrate

5772 ¢ CaaHaeMgNe06Sz * 3H20

i 767,17

PR B~ I 9T WRAIIZL S TWEHAEOHK K TH
e
AB =N RIFTH )= (99.5) ITEFRT L K
WZEETIT< vy,

bt
HsC
\
OH<::2\\N CHs
N/J\S/ ‘ A O\CHs Mg2* - 3H20
[l
0] N~
CHs
L 12
2. a%

(IYATS5J—=ILA Tt 10mg T&HHKI)

1000 7/ [108 7/ (PTP) X 10, EfEHFIA L ]
1408 7N (145 7 &N (PTP) X10, HIEFIAY ]
300 7 D, NT . ALY ]
(TYATS5)—=ILATtIL20mg T&HHI)
1004 7 &L [10 7&L (PTP) X 10, WZEAIAD ]
1405 7& N [145 & (PTP) X10, IEAIAD ]
300 7 [, /N7, HEEEAIAY ]

23. EEXXHK

1) ENE IHKEEGRR (XX U720 201 14FETHL
FGE, HEARMEE2.7.2.2, 2.7.6.2)

2) DOGIH R e (HARN) (RF v 7 AHT /L 20114
THIHAR, HiEgrHiE2. 7.2.3)

3) HARMNNEBRZICBITAH 1 /IMHRR (xFv2ah 7t
Jb/ VR FH DRI 4y D 0 20184E1 H 19 A /KRR, M S & RHME 2
2.7.6.2)

S

)

12)

13)
14)

15)
16)
17)
18)
19)
20)
21)
22)

23)
24)

25)

26)

27)

X a—U U AT ¢ ARKSHALNEEL
YRS T =T/ 10mg T[] - 20mg T @
LER R R SR BRI BT 5 Bk
Andersson, T., et al. : Clin. Pharmacokinet. 2001, 40
(6), 411-426
Abels, A., et al. : Drug Metab. Dispos. 2000, 28(8),
966-972
Hasselgren, G., et al. : Clin. Pharmacokinet. 2001, 40
(2), 145-150
Sjovall, H., et al. : Eur. J. Gastroenterol. Hepatol.
2002, 14(5), 491-496
Li, XQ., et al. : Drug Metab. Dispos. 2004, 32(8), 821-
827
in vitro RFERIRE (RXFT U AL TR 20114ETH 1
H7KGE. HRHERHEIZE2.7.2.3)
Andersson, T., et al. : Clin. Pharmacokinet. 2001, 40
(7), 523-537
Hassan—Alin, M., et al. : Clin. Drug Investig. 2005, 25
(11), 731-740
INATESR - BRPEESR. 2011, 27(10), 747-756
Niazi, M., et al. : Int. J. Clin. Pharmacol. Ther.
2009, 47(9), 564-569
ARFH— fh: A¥ERE 2013, 110(2), 234-242
ARKFH— fh: AEE 2013, 110(8), 1428-1438
RE #ERPRIEEIAERER (HEN) (¥ v il 7' 2011
ETHIRKR., HEHERMYE2.7.6.2)
Sugano, K., et al. : Aliment. Pharmacol. Ther. 2012, 36
(2), 115-125
Sugano, K., et al. : BMC Gastroenterology. 2013, 13 : 54
Sugano, K., et al. : Gut. 2014, 63(7), 1061-1068
FEELFESEMARRER (%27 A0 7 &L 2012466 H 22H
AR, FEREE)
HHERBOMESL (X7 LH 7B 201 14ETH1HK
PR, HEEEEMEZ2.6.2.1)
RIS fh : BRRESE. 2011, 27(10), 735-746
U FH, K'-ATPasellxt 3 2/EM (RFT T hhFEN !
20114ETH 1 AZKGR. MIREERMEE2. 6. 2. 2)
HEEY X HERICKS T DN (X0 L0 712011
ETHTAKGE, WSR2, 6. 2. 2)
HETZ v MBI AEH (XRFv LB 7L 20114FETHL
A7&GE. HEHERMYEE2.6. 2. 2)
Heidenhain PouchA X2 2/FM (XF v v a7 EL !
201 14E7T A1 H KGR, MEEEEHIIZE2. 6. 2. 2)

U XHERERVBELEDEL
Fa—U U AT ¢ ARSI
T920-0017 AR THFEILAT R T 2878 Hil
TEL 0120-960189
FAX 0120-189099

26. ERTEEF
26.1 BUERSEST

FI-VIIAFIABRASH
BT T I B85
1.2 WA

HMRERASH

RRATHHXRAFA—THEIETS

6.1 2607A



