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&5% Cmax(ng/mL) Tmax(hr) AUC(ng . hr/mL) tl/z(hl‘)
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#% 58 | Cuax(ng/mL) | Tmax(hr) |[AUC(ng - hr/mL)| tia(hr)
10mg 375.5 1.00-5.00 824.8% 1.162
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1gf§éil lomg | 0| 853 | 158 2239d)_+asom
20ke il (141.7%) | (1.03-592) | (42.6%)% | +£0.18
lomg | 10| 53 1.52 995 0.97

1~11% (110.4%) | (092-6.00) | (78.3%)¢ | +0.55¢
20kgBLE [ T [ 1907 | 147 3454 | 1.08
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TA20mgHE. ZUAF—N—HEICkDEFNZTNLH T
(ZVRAFSY—LELT20mg) BERANSTFICHAE
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HAHERI NzY,



(1) ERIRS

(ng/mL)

600 I TIRTTY— AT
20mg [DSEP]

500+ O XF VT LN TEN20mg

mean+SD, n=35

AN
o
o

e
w
3

BE5%ORH (hr)

HEMBREINT X — 5

AUCos Crax Tmax ti2
(ng - hr/mL) | (ng/mL) | (hr) (hr)

IIATTI—NA 736 516 2.286 0.799
7 L20mg[DSEP]|  +366 +212 | £1.184 | £0.176
EE DA NN b <9 727 486 2.057 0.815

20mg +391 +242 | £1.188 | £0.187

(mean*SD, n=35)

(2) BigRS

(ng/mL)

400 o IYRTTI—LH TN
20mg [DSEP]

3501 ot 2F T LA T N20mg

3004 mean+SD, n=74

it =
[\*) [\e)
g8

,_
U
o

BERORH (hr)

HBREIST A — 5

AUCO—IZ Cmax Tmax ti2
(ng - hr/mL)| (ng/mL) |  (hr) (hr)
IVRASFI =LA 623 306.8 6.301 0.858
7 )b20mg[DSEPJ +385 +164.0 | £0.871 | £0.279
IFTILN TR 600 301.0 6.149 0.839

20mg +378 +153.0 | £1.209 | £0.238%*
(mean+SD, n=74, 7272 L %1¥n=73)

MEFEREES TICAUC, CraxdED/$T X —F 1%, #HERE
O, MK ORI EEL - B FEORBREMFIC K> TRR
HEREMED D B

#¥)homo EM : CYP2C19*1/*1
hetero EM : CYP2C19#* 1/*2XI3CYP2C19%*1/%*3
PM : CYP2C19%#2/%2, CYP2C19#*2/*3XIZCYP2C19%3/%*3

16.3 9%
16.3.1 MFEER”S
IV RFSY — )L (FINERE : 2X1320 umol/L) ®k kil
MEAKBER(n vitro)1397% TH > 725,
16.4 (3
in vitrofFMGEEREBOEE» 5. E RaF 1R, 5-O-HXF
WMEDAERICIZCYP2C19. ALK MEDAERKICIZCYP3A4
BHES L. Ih63BORBIAORE 7 VY 7T > A ILFE
EThrEMESINTNEY, TYRXTSF5V—)LDin vitro
FRFICBWT, B FOF IAEKRO5-O-i A F RO RLIC
59 5CYP2CI190F SR (R#EE 7Y 7T > A Clint)

1373%TH -729, SHEADT—% T3, BRI HCER
IVRXTTV - VEBEAROKS Lz &, miEFoFRH
M 2L A AR Fax ok ThH o725, [9.3. 10. &
H&]

16.5 HEtt
SEADT—% Tk, CIEH#TY X 7TV — Lz BERO#¥
Lz &, BEMETEEDRIOS% A ASK R £ TICIRP A U'#
FicHEit S . RPEEHEE & EE R E O g i4xtl T
Ho75,

16.6 HEDNEHRZE I DEE

16.6.1 SEnE
AEIANDF—% Tk, TY XTS5V — )2 REEHERERE
WIHIESHBREROKRS L& &, #55HEDAUC
KO Craxl3IESE i OREMENE B BEMRERE LD b EWVH
mZERL. BAEEO L (BESE/IESRES) &4
1.25(95%{3%E XM : 0.94-1.67). 1.18([F : 0.91-1.52)
TH-727,

16.6.2 FTHkpEE=EEE
HEIANDF =% TlE, TYRX TV — )L % fFrbpiraE B
WIHIESHEREROKRE Lz & &, AUCIE. FFtae
ETR D72 WIERYE B BB FERE IR, BEOFHEEE
EERE TIEHN23MEEL . BE~PREEOHEERERS
THLZDHIZ1.4~1.8TH»7-8,

16.7 EYHEEIER

16.7.1 I7EINL. T AUNIEDILT 77U
HBACYP2CIOK U FFIZuy—La%2HWV5in
VitroiRERICBWTITY X 75— )LIZCYP2C19DiEH: %
FHE L 7= (Kifli : 7.9% 0%8.6 uM) #5. CYP2A6. CYP1A2.
CYP2D6. CYP2El. CYP2COK U'CYP3A4DEMHIZD
WTIIHEL WAL T R EEERZR LY 10,
WEANDTF—¥Tld, D7EISL, 7= bV XITT L
77 )Y (R-TIL77Y ) (Bl E, CYP2CI90EE) E T
IRAXATSIT=LOFAICED, IT7EIISL, TJz=b AV
DAUCIEZNZN81%. 13%HAKL. R-TLT 7D
MmAgk b5 7BEIX13% LA LW, [10.2 28]

16.7.2 ZDhDEE|
IVATIIT=ETSY ALY ROTEFT Y
VAKHMMIOMHEICE D, 75V AavA YU RTTEFY
DY VIKHYOMBEFRBEICHE LR P70 7T U R
uv AT OIARKBIEREIDOAUC IEHE R Lz, F72.
IVRATI) = )LOAUC ZIEFRABORK2MEICHE AL
W, ¥y W, FFluFke 2 uxySurszrF
FUPLB, PAEY VN ETYATS— VO TIE
HAEERIIZRO SNz o7,

16.8 ZDith

IYVRATF5J =)/ 7EIL10mg[DSEP]IX. [GBIVEL S
BOERREA O L ZRR ST A N A > (SFHI2483
H1OHEAREFHK03195E18) [ICEDE, TIYRXTFI—)
717N 20mg[DSEP ] 2 fZHE 8 & Uiz & &, BHZEHHHE
grHprsn, EMENICEZEE AL SN,

17. BRPRALE
17.1 BHERUREHICET DHER
GERERER)
17.1.1 ERSENEEER (RA)
W RERENRE L ZEHEMEERBE TR, A XS
Y —=)20mg, TV X755V —120mgXi340mgA1H1
EiASHEBB LG Sh, HEI\EBOZThZhDIBHER
[95%fEHEX ] 1£87.4% (166/19041) [81.9%. 91.4%].
87.3%(165/1894) [81.8%. 91.3%] &% 1'90.0%
(171/19041) [84.9%. 93.5%]1TH V. FRAXATSFJ =)
20mgiz® g 5TV X 75V —)L20mg Kk F40mgDIEL
BRDLENT VS,
BIERRBREE X, TYXTI5V—L20mglT7.9%
(15/189f5) TH > 720 FEEBEWEAIETHI2H0(1.1%) 7
SV T3 RIVRAT T —EHM2HI(1.1%) RO
LT F U ARARFF—EHEM2E (1.1%) TdH > 7210,
17.1.2 ERZENIEEER (A)
W AEROBRBEERE 2 0RE L ZEEREEGERIC
BLT, ARXTSIYV = LI0mMgE B LTI XS TV —
L 10mg % U20mgd | F 1E 243 5.]HC 3515 2 i itk
BEROBERMEZIRIBD SN TS,



a)Kaplan-Meier##ic & 5 #EE

b)Log-rank#&iE, AE/K#E WifI5%. Hochberg® 51 &k 2 HE D ZEIEDFHEE

BIME A RS

. TV XS TV —)L20mghtT9.0%

(17/188F) ROV TY XS5V =N 10mgHT8.0%
(15/188%l) TH >7ze ERBUWERARIVXTF V-

IVYRXTTY = | TIRTTY— | A XTS5 =)L IV XS5 —)20mg —ae
)L20mg (1881) | 1 10mg(18861) | 10mg (18761) (1821) 7718260
TR 146 226 3161 FEREBIR 261 220
*ﬁ;ﬁ%@ﬁ@ 92.0% 87.5% 82.7% &'zj‘gﬁgf@ 98.3% 81.2%
Sy | [880~96.0%] | [82.7~92.4%] | [77.2~88.3%] oersniemnp | 1957~100%] [72.7~89.7%]
0.62[0.32~1.21] NF— R N
NF— Kl | (T 475 =1 20mgHvsT Y A 77— 10mgh) [96.65%{E XA 0.0910.02~041]
[95% A 0.43[0.23~0.80] D $<0.001
(ZYRXAFSFY— L20mghfvsH A 75 ‘/“—JI«IOng%‘?) a)Kaplan-Meieri£iC & 2#EE  b)Log-rank#iiE, HE/KHE Hif]3.35%
p=0.158 T 5
. . . . VAT Z T = 20mg 56182146+ 3 141 (14.5%) D
ple |77 TR 477 et BIERA S SN TV 5. THBHERE. FRI20(0.9%).
. S . = U5 AEE%261(0.9%) . BEHIEZH2H1(0.9%) . BARY —
(LY A75 Y=\ 20mghtvsA X 75> =) 10mgEt) Z241(0.9%) . B2 (0.9%) 5T - 7221 22,

(BiEH. TERES. WEENES. FUSANBREER

fiE. Zollinger-EllisonfExE 1% 5 U

— E= 32y

(=P

5. TERES.

BMALTU V/NEE, SEEIlUIVMREME. FHBEICHT S

PIRBIAEEE. NUINTI— -
BAAUINTI— -

EOURE
E'0U OFRE DB

BRICHITF

20mg#E I 7 L7 F >R AR F F—EEM2H(1.1%)

THY. TV ATV =)L 10mght T FHI2H0(1.1%) R Ui

T LT F VAR ARFF—EHMN2H1(1.1%) TH > 7217 18)
GEXFOA REFARAER (NSAID) R5BICH T2 EEEX
(F TR ER DB FIE)

17.1.3 EASEIIEEER (RA)

LIRS OB 2H 9 2 NSAID#EIR A BE 23R e L
ZEERRESBRICBLWTIY A5V —)L20mgD 1 H
1ER24EBHRERICE T 2 BIEE S+ BRSO B

EIPC B W TR O B R GUER S O BIE A SE 3R 50 % A AT
B ER-L TV,

(BEE. TiERES. WEHES. FUSAMBRETLR
fE. WRMRER, Xl(dZollinger-EllisonfEIREE)

17.1.6 EREE 1 / MHEEER (GIRROIR)

BiEE. + S, WEHEES. FUSA%EREY
TORE. WTHERE %, XidZollinger-EllisonfiEREE 267
HXIETHEHVDH S]]~ 14RO EBESOH 2R E L
JEEmAE TId. (KE10kgbl E20kg R (1041 [5518£])
CIVAFFY—L1EI0mg#, 20kghl ki 1E10mg(1~
L1AR 1061 [55288] . 12~ 1410/ [5548%]) i 1[E120mg
(1~11/R100I (538, 12~ 145% 100 [5558£]) Z 1 H 1
RASHEMBSE Uiz, FHEHO _EIHEILEER (F1.
GB. DEHE. RO LEEATE) I3 BE5RCERES
LTWzBEDA0% LOFIETHE L. 7z, BERT
12 PARSERY AT AV S T & 72 B 0 O BIRTE AT R ATER
B HENTZ3FTRTITB N THRERICHTRASEE L.

MHEHRPEO SN TS,
IVRATFJ—120mg .
FEREBIR 60 560
[95%'{%‘§Elz‘ﬁfﬁ] [928"“991@] [568"“719@]
N —FH N
pfE® p<0.001

a)Kaplan-Meieri£iC & 2#EE b)Log-rank#iiE, HEKE 5%

BITEFAFBHEIE, TV AT F T —N20mghfT13.9%
(24/17361) TH > 7z FEREIERIZ EREEE2H(1.2%)
T2 (1.2%) « EF2H1(1.2%)  MEM:241(1.2%) K OfF
FERESH 201 (1.2%) TH - 7219,

17.1.4 BERREARSEHER (RA)

HLHE BB O BE 2 F 9 2 NSAIDMKGIRFABEE 2 xR E L
72TV A TS —L20mgn ] H 1 E5 BRI 5B 5
BiEE X3+ RS OIERERIILTOEB Y TH S,

w58 52iA#%IEHRER (Kaplan-Meieri)

IV AT5 Y =)L 20mght (1306])

95.9%

AIEFRRISEAEE. TV AT 5 —L20mgBET16.9%

oo miE | mom | wam | mam | wom
) (10f41) (1041) (1041) (1041) (10f41)
F | ImblE 1~ 115&% 12~ 147%

10kghl |k N

A 20k 20kgBl E

#58% | 10mg 10mg | 20mg | 10mg | 20mg

Kaplan-Meieri%ic & % SRR O RERHIHAR

a5 | 100%(261) [66.7% (361) | 100% (161) [50% (241) [75% (44)
G |75% (4%1) | 100%(361) [80% (5H51) [50% (4%1) | 100% (461)

DB EE | 100% (261) [50% (661) | 100% (661) [40% (561) |57.1% (761)

iﬂiﬁ;* 100%(361) |66.7% (661) | 100%(481) |60% (5f1) | 50% (6f1)

() BEGENTIER 2 A LT L7l

(22/13061) TH - 7zo T BUERIZHEHE261(1.5%)

v-FIVFZINNTYAT =T —EHEM2HI(1

.5%) . HEJE2

1~ 14& D BE506]H261 (4.0%) OBIWEA P #RE S hTW
Bo TOWFIZ. TR KT, Jeitid s IS4 151
(2.0%)TH 72,

B1(1.5%) B O IFpRESR #2451 (1.5%) T3 - 7220,
(BERE7 AU VESEICHITZEEEX E T ZEREED
FEFEHIH)

17.1.5 7 I 7 HEHIIH8:HER (BRA)

HIEHEEBOBREZ2ETHAEAE7 ALY V(81 ~
324mg) MEIRAEE (HARANBEED) 2 RRE LT Y
7 HE S TIAH B R O h AT IC B I B FERICB LT,
IV ATTY—=L20mgD 1 H1E48EMBS5HICHBIT5E
BE X+ ZEBEBOERBNFIMEIZO SN TS,
E 51T, FRIBTLIEE. TV XTS5V — VEOHBE DA
BEFMFESN, TV X5 —)L20mg% | HIERET2
EAMBERICBWT, #E72RBOIEFRIERIZ06.4% T
Holz. BB, KRBICBVWTRIVATIV—LE, 7
SERBEEBICEHT 77V F— b 2HHAL TV,

18. SR
18.1 {ERR

B EERE M o MR b ICHEAE 9 2 RAE NS TERR 7 W e &

WiEE

952

Eizkn.,

BEEMIRENIC B LT —# O BEE7W

RSB E D, CZORBOBRMEBETIE. HEEMaN A, 5HY
ZREL. RODICK*2E0A 70 bRy T ERIENS
BHEIENTWVWSD, TYRXTSY—)LIE, ZoTabkrRy
TOEEEHEET S EICE>T. BESWEIHIT 524,

18.2 £ FTOIERA

18.2.1 BRpHICR(3 T8/

BEBAICBWT, TYATFFY—)L10mg. 20mgk®
40mg#t 51 & D 24K HIC B NpHA 4L E 2 7R 9 K fE D
&L, ZNEN48+23%. 62+£14% % V68+8% T >7:2,
NRBEHESHNICBWT, TYXTF5Y—)L10mgk20mg
Fe5IC & 0 128 R B IpHA 4L, L2 7R 3 IR 02 &1
51.2%~98.3%TH > 72,



18.3 FEERIREKERIC ST B 1ER

18.3.1 O bRV TPEEIEA
Y FEREHEKD T b AR 7 (HY, K-ATPase) 1%t
L CHHEERZR L2,

18.3.2 BEEWINEIER
Bt 9 FH RIS B B EEREA IS U TIEIER 2R
Lf-27
B S v » R U'Heidenhain Pouch/ XI2HBWT, Fl#EE
ICER SN BB UTMEIER 2R L7229 29,
KHEOBMRASTHAIIATITI—)IE, Tt EW’C“&%
BF AT 5 =L D—FDHEEMNAR(SIK) TH 5.

19. B3RS ICE T 2IEEZHFR

o B R O &/ SAFN Gl
(Esomeprazole Magnesium Hydrate)

{E24 : Bis{5-methoxy-2-[(S)-(4-methoxy-3,5-
dimethylpyridin-2-yl)methanesulfinyl]-1H-
benzimidazol-1-yl}monomagnesium trihydrate

PFIL ¢ CaaH36N6O6S2Mg + 3H20

PFE:767.17

% R HE~C<KEVKERB ISEVEROHRTH S,

Ay ) = VIBD TEF R T T8 =)L (99.5)1C
BP9 <L KITHED THEFIZ V.

18T
HsC
\
OQ\N CHs
N/A\ LT (02N Mg2*- 3H.0
S | N CHs| M9 2
Il
N
°© = CHs
L 2
22. @&

(TYRXRTFSY—=)LATEIL10mgIDSEP])
(PTP : #218&IAD) 1004 7t (104 7t %x10)
(FSAF VTR NS L ERFHIAD) 3000 7L
(TYRXRSSY—=)LATEIL20mg[DSEP])
(PTP : #1BHKIAD) 1004 7+ (104 7EIL%X10)
(FSAFVZARPIL NS L EERFHIAD) 3000 7L

23. EEk
1) ENEHERERSRBE (R F 740 7L 201 1E7ATHEK
#®. CTD2.7.2.2. 2.7.6.2)
2) D96 1HRER O S (HAN) (R F 7 Lh )L 0 201157
H1H#%3E. CTD2.7.2.3)
3) BRANNREFICBI 258 [ /IR (RF 720 TR
20181 H19H#A&. CTD2.7.2.2)
4) HNERL ARSI Y 2 B8
5) Andersson T, et al. : Clin Pharmacokinet.2001 ; 40(6) :
411-426
6) Abeld A, et al. : Drug Metab Disp0s.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) Li XQ, et al. : Drug Metab Dispos.2004 ; 32(8) : 821-827
10) in VitrofREBEREE (X F 7L H 7L 201 14E7ALH&
#. CTD2.7.2.3)
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) /URER © BEIREESE 2011 5 27(10) : 747-756
14) Niazi M, et al. : Int J Clin Pharmacol Ther.2009 ; 47(9) :
564-569
5) &R B
6) R RFHE— 1A : HIHEE 20135 110(2) : 234-242
17) RKRFE— 135 : HIHEE 20135 110(8) : 1428-1438
8) REMERPEIESBIIERE (W) (X F VL0 7RI 1 201 14E7
A1H&#E. CTD2.7.6.2)
19) Sugano K, et al. : Aliment Pharmacol Ther.2012 : 36(2) :
115-125
20) Sugano K, et al. : BMC Gastroenterology.2013 ; 13 : 54

~

1815 % Rkt

21) Sugano K, et al. : Gut.2014 ; 63(7) : 1061-1068

22) EBESARSIHERARE (EAN) (R F 27 L0 7L 1 2012464
22H HEWESH)

23) HANNEBEZEICBI 258 1 /IIHRB (RF> 72 h T ¢
201851 H19H#%E. CTD2.7.6.2)

24) BHHBOMEL (X F 7L H7 1)L 201 1E7H 1 H&R.
CTD2.6.2.1)

25) BIgEE 135 @ BRES 2011 5 27(10) : 735-746

26) 7Y FH"K*-ATPaselcxtd B{EH (R F > 7 20 FR)L !
201 14E7H1HARE. CTD2.6.2.2)

27) B b FEERICB I AR (R F 7 L0 7L 201147
HIHAFE. CTD2.6.2.2)

28) BET v MBI AERA(XF >4 h L)L 2011E7HIH
A58, CTD2.6.2.2)

29) Heidenhain Pouch# XicBF 2R (XF >0 L ¢
20114E7H1H&A#R. CTD2.6.2.2)

24. EEAERERUBEVEDEE
=R 27 s iAStt BERERE
T103-0027 HURHERHRX HAE2-13-12
TEL : 0120-100-601

26. BISHRTTHRES
26.1 EHE/RGET

O FSHIXTriaHt

Daichi-sankyo S U HH O X H AR G AHT 3-5-1
26.2 BRFERE

O F—SsmEtan

Daiichi-Sankyo %E%BEP%IZHZIK*IQZKHHB_S_I



