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PMB) AR ICTY X 75V —)L10mg MKk U20mg % 25 I 12 B (B4 %
U7 & Z2ORBIUEDENEREIRNT XA —FZ I TDOEBD TH B,

#58| Cmax(ng/mL) Tmax (hr) AUC(ng - hr/mL) Tis2(hr)
1om 376.5 1.75 822.12 1.162

8l (283.2-497.4) (1.00-5.00) (556.1-1219.3) (0.94-1.43)
20m 884.2 2.25 2068.9 1.25

J (670.1-1167.5) (1.00-4.00) (1485.2-2880.6) (1.06-1.46)

Trmax b HP A (F/IME — A AE) 2 M3 AT T4 (95%(E HEIX ) o

a) n=23
#E53HERUSHE DO Cnax3FERETH > 72 2 & 6 R GHIAHS
HICIZMEEFR T Y X 75— VBB ERIRBICERZE Lz EE 5N,
BESHEOHRS#I2BMICB I MR Ty X 75— LEEIXITIEHR
HRALTICETR U I HIERERS LTLRBRTID 5 h o 72D,

16.1.3 $HIRRUTINE
HRBONEBEEICTY ATV =L 10mgk U 20mg % 1 B 15 HELLE
REROREG LI & 25 REMEDOENBHRENT XA -5 B TOEBD
TH-7z2,

IYRXTTI —VOEYBE ST A -5
HBED | yig o
ERRUE Crmax Tonax (hr)D) AUC: Ti2
(ng/mL)? (ng - hr/mL)? (hr)©
llotf;ii Jomg | 9 854 158 2261 0.80
0, _ d) d)
0k (141.7%) | (1.03-5.92) (42.6%) £0.18
tome |10l 537 152 995 0.97
I~ | e (110.4%) | (0.92-6.00) (78.3%)0 | +0.55¢)
20kghl £ some | 10| 1908 1.47 3459 1.08
& (41.5%) | (0.93-1.52) (50.9%) +£0.44
Jome | 9 311 1.57 619 137
12~ 142% & (91.7%) | (0.93-2.95) (105.5%) £0.88
20kghl k »ome |10 981 1.75 1918 1.06
& (51.3%) | (0.95-3.00) (33.6%) £0.25

#5558 | Cmax(ng/mL) Tmax (hr) AUC(ng - hr/mL) Ti/2(hr)
10m 245.2 2.50 552.6% 1.052

J (186.5-328.1) (1.00-5.00) (369.6-822.1) (0.85-1.31)
20m 490.5 2.75 1115.6 1.08

& (369.6-645.9) (0.75-6.00) (801.3-1557.8) (0.91-1.26)

Tmax\EHRAE (B IME — B AME) - 2 M DL R (95%EHEX )

a) n=23
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O#%5 L7 & EOFESHE (ZERES) ORBEOREYERE/ST X —5
WU RDEBYTH B,

a) ST EBER)  b) dhoRfi (FME — FokfE)

o) P EIZERE d) n=7 e) n=9
##)homo EM : CYP2C19*1/%1

hetero EM : CYP2C19*1/*2X1ZCYP2C19*1/*3
PM : CYP2C19*2/*2,CYP2C19*2/*3X1ZCYP2C19*3/*3
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Vitro )1Z97% T& - 729,

16.4 (X8
in vitro FFRERBOFERSY 5.8 FaF 1K.5-O -Bi X FILEDAERKIC
13CYP2C19. Z LA MEDAERRICIZCYP3A4N S L. 2 h 5 3R #
MAORBM IV 7TV ARARBETH S EBESINTVREI.TIYRXTT
V= ®in vitro FRFICBVT & FaF MERUS5-O - X F k04
RICEE T 2CYP2CI90FGR(RMEH 2 ) 77> A : Clin) 1l&73% T
HoIVMNENDT —F TEERBEAICUCIER T Y X 7TV — )L % B
BO/E L& MBEROERBMPEANE VEROE FOF kT
»-7:3,[9.3.10.38]

16.5 HEtt
SEADTFT =% TIZACEHBT Y XA S5V — L2 HEEROHRSES L& &,
B 5T HEDFI95% A A8 KERE £ TICRH R O # IR & h . R RS
L #EERYR RO HIZR4% 1 TH - 729,

16.6 FHEDERZHEIBESE

16.6.1 HinE
AEADTF =% TIE TV AT 5V — ) &SR IC 1 H 1ES5HE R
EREOHREG L & & % 55HEHDAUCK UCmax 3 IEE 85 OREMRE M B 58
WHRESE XD EOVER 2R U RAEE o (BEERJEERERE)
134 % 1.25(95%fE X : 0.94-1.67).1.18([F : 0.91-1.52) TH - 725,

16.6.2 [FikaeEEEE
HEANDTF = TR TV XTIV =)L % FeEREREZICIH 1 ES5HB K
BEROBE U7 & & AUC 13 IR REIE R 0 72 WRER M B BB E B
ICHARVEE O KR EBE Tla2.3680 < VB E ~ PREE O TR AER
ERETHLZOHIZLA4~1.8TH 79,

16.7 EYMBE{ER

16.7.1 VY7 ENL.TT=Z b UREDILT7UY
FKIHACYP2CIOK Uk MFI Z7u vy —2L%2HW5in vitro RERICHBWT
AFIFCYP2C19DE M %2 BHE L 7 (Kif# : 7.9% U'8.6uM) 75, CYP2A6.
CYP1A2.CYP2D6.CYP2E1.CYP2COK U'CYP3A4DIEHEIC DV TIZFH
ELBWPDLT Y RAEERZR LD,
HEADTF =7 TR ITENL Tz A Y RIETLT 7)Y (R-T
779 Y) (BIE.CYP2CI9DEE) L AFIOHAICED . VT E/INL. 7 =
Z M VDOAUCIEZENZENEI% 13%EAL.R-7)L7 7 »OIifEH b
T 7 BEX13% A L729:.[10.25H]

16.7.2 Z Dt DEAI
IVRATSV=NETSI)RaTA YU ROTEF YT VKN OHH
& 75)2uA YU ROTEF YT VKA O M EE I



BLAPSMPTT)AUTA T DIAIKEERBEOAUC 3K
L7ceE 7 TV X T T =V OAUC  (EFEFFFBE DK 2R5ITH AR L7 +
—ZVYI9 FFuFt 0 uxyFuszryF FY LD FRAEY V12

EARBIOHH TRAEFERIZRD sz o7,

*17. BRPRALIE
17.1 B3R UZL IR T 5558
GETRMERIER)

17.1.1 EASENIEEER (RA)
WMEREREWNRE LIS

91.4%]1.87.3%(165/189f) [81.8%.91.3%] % 1'90.0% (171/1904)

[84.9%.93.5%] T D 4 X 75— L20mglc i 5 A 20mg & O°

40mgDIELHERD S NTVBI,
BITEFARBSEE X TV X T —)20mgRT7.9%(15/189%1) T -

Joo B BIERIETRR2M(1.1%) 75=> - 73 ) bSV AT 25—

2F1(1.1%) R OMF 27 L7 F >R ARFF—EH#Em26(1.1%) TH -
720
17.1.2 EASEIIFEEER (BEA)

WHREEEROBEEEEZNFLE L ZHEERHEHBRICBLWT. A X T
5V —L10mgE ik L7z TV A 75— )L 10mgke20mgo 1 H 1[H24

AR SRS B T 2RI REROBFIMHZRPRD 5h T 519,

BRLERE TIE A X 75V —)120mg.
IV RATTY—=)L20mgXid40mgAs1 H 1 R ASEM RS S N %5 8E K
DENENOBRR[IS%EMXH]IE87.4% (166/19041) [81.9%.

100 T L ° ° °
I
80 1 ¢y
< b
g :
5 601
i
R
&40 4
—o TUXTJZU—)L 20mg
201 -0 IStk
0 T T T T T T
0 4 8 12 16 20 24
RRERERIAAPOREETORE (B)
At risk £
TYATSU—)L 20mg 173 166 152 147 138 137 135
TR 168 165 118 17 96 96 96

Kaplan-Meieni£ic & % B 5 U+ ZHEHEB O FEFIER

BIfERFBUAE L. TV A 75V —)L20mgEET13.9%(24/17361) T -
7zo E 2 BIVEF & _ERTERRE 201 (1.2%)  FRI261 (1.2%) ERB2M1 (1.2%) &
251 (1.2%) Fe OFHERE R H 201 (1.2%) Td > 720

17.1.4 BRI SHER (BA)
L EE OB 2 H 3 2NSAIDMKIRABE ZARE Licz Y XS5
V= 20mg?d 1 H 1 [E52:E #5812 351 2 BiEE X d+ e as ok
HERIILLITOEBY TH B0,

a) Kaplan-Meieriiz & 2 Hf5E
b) Log-ranki&iE . AE/K%E  WifI5%. Hochbergd 5HIC & & D ZEHIED R

TURATS LTI A TS T | AR TS T — 1 5 523 #%IEFEAE R (Kaplan-Meieri%)
20mg (18841) 10mg (1884) 10mg (187fl) IV AT T =N 20mghE (13041) 95.9%
TG 1441 22151 3141 HITEFRBBEE L. Y X 75V =)L 20mghET16.9%(22/130f41) TH -
BE248% D . . . Teo ERBIERNEFREME2H (1.5%) Yy —F VT IN TV AT 25 —EH
gmgRe | Ol | (s el B2 (1.5%) 261 (1.5%) R OHFRAER M2 (1.5%) T > 7.
[95% (R FH) (ERE7ZAEU VBSHICHIT 3 BREX IS BRSO BRI
0.62[0.32~1.21] 17.1.5 7 I 7 HEEEHER (BEA)

NF= R (LY X751 20mghivsTY 75/ — L 10mght) WILHEBOBE2ET 2 ERRET 2 > (81 ~324mg) MEEIR A B4
(959 R _ 0430023~0801 (AAABEED) 20FRE U7 V7 S BRSO R T 5
(EVATZ Y= 20mehtvst X 77>~V 10mgkt) FBEERICBNT.TY AT TV —L20mgo | B 1 E4SH 5 2 513
(Y XTF J—;LZOmggzﬁ?fsl:Six 75 —)L10mght) B FIEESE F—IGIREE O B R R Sn L 2 & o1 i
P 007 FRAT LA AR OB E O B AR S N TV X 75— L20mg#% 1
(LY XTS5V —L20mghtvsH+ * 75> — L 10mgEkf) HI1ERE72;EBZESRICB VT &5 72EBOIEFRERIZ6.4%TH >

Too e BARBRICBOL TR, I v RBE LI Tr 7 7 VP —
EHAL TV

100 ¢ T———e . . IV XFFY—)L20mg(1824) 7Z R (1824)
ol B ---- f.‘:.‘.‘.:.‘:.‘.‘.:.‘:.‘.‘.:& Py 20 20
S i 98.3% 81.2%
w 601 ~ ) ~ o
% [96.65% A HEXIH] [95.7~100%] [72.7~89.7%]
# 401 NYF—RH
h o9 IUATZ/—lk 2me [96.65%(@ X ) 0.09[0.02~041]
> - ITYUXTSJ—)L 10mg
20 4 b)
m—-—a FATSJ—)L 10me Pl p<0.001
0 a) Kaplan-Meier#£iC X 5H#E b) Log-ranki®iE AR/KE  Wifll3.35%
0 4 8 12 16 20 24 e —a—=
RRERSHLAPSBRETOMM (B) 0 Gy
At risk # 80 [ S— o)
IYATSY—)L 20mg 188 185 174 170 162 161 160
TIUATSJ—)L 10mg 188 184 168 168 154 154 154 ;\S 70
FATZJ—)L 10mg 187 185 163 161 147 147 147 :H 60|
Kaplan-Meier# i & 2 it B R O IEFHER ﬁ 50|
RIfEFIRBSERE L. TV A 75— L20mgBET10.8% (15/139f) K O'T N
VAT ZY =L 10mghtT8.8% (11/12561) Ta > - EAEIEMIZT Y X B
75— L 20mgBETILH 7 L7 F >/ Ak 3 - — RN (1.4%) TH % = ;‘fﬁ?‘/—’b 20mg
DIV XFT V=L 10mght T TG0 (1.6%) RUIH 7 L7 F K A4 10 oI
F =M% (1.6%) TH -7z, s 12 2 36 48
GERX T O4 RIEHRAEERE (NSAID) #585CH T2 EBREX I+ EHEE Atk 3 REREIR 5BIMA B OSTEECOMM  GB)
DEFIME] . IUATSU—)L 20me 182 144 99 50 19
17.1.3 EASEIIEEER (FEA) TS5tk 182 145 89 45 16

L ES OB 2 H 9 2NSAIDM# G IRA RS 20 R & L “HEMML
BRBICBOTIY AT TV —L20mgD 1 H1ER4AMB SR BT 5 E

BB X3+ AR OFFIHIRRPED 5N T0n B 1),

IYRAT5J—)L20mg(173l) 75 &R (1684l)
FEREHIEL o6/ 5645
B 52438 % 0 96.0% 64.4%
TR PO RANSS
[0S (RIELMA] [92.8~99.1%] (56.8~71.9%]
NH— R
[95% IR 0.0910.04~0.20]
pfiE® p<0.001

a) Kaplan-Meient#ic X 2#E b) Log-rankiE . GE/KE  WHHI5%

Kaplan-Meieri% i & 2 BE% U3+ 1R IBEE O IEFAE R (PRIFEHTIC B 1 B H55R)

IV AT FT—=N20mgH 5 H# 2146153141 (14.5%) OBIFEFR AR E S
NTV 2. EREIERIZ TH260(0.9%) . U 5 AMEE %241 (0.9%) IR
#2451 (0.9%) B A Y — 724 (0.9%) « 124 (0.9%) FTH > 7z

(BiEB. T EBES . USEHESR. IV S AEBREEREE. Zollinger-
EllisonfEfRe$ s 5 U'CBIES. TSR . BMALT U 2 /\E. Rt
REAME. RPHIBEICH T ZRRRNEEERE. AV INT9— - EOURR
BRICBITEIAYINTI— - O DFREDHEED)

ENIZBWTRAN RO FRBRZEOBIERFEBSEE VAR E 2 53k %
FEEL T,



(BER. TEBES.USHEE. EUS ABREERE. ERERENR.

Xl&Zollinger-EllisonjE(REE)

17.1.6 EINEEI/IIABEEER (DR R UINE
BS . - SIRBES . WA IS U 5 AT B R RE S R fE
%% X3 Zollinger-EllisonfEZ#f 2 9 2 NIET 258V DH 51~ 14K D
BESOHIE IR & Uz I ERER T 1 A E 1 Okgll E20kgAi (1OMI [551
BTV XS5V —)L1E10mg#% . 20kgl iz 1E10mg (1~ 1151041
[EE28F]. 12~ 145 10 [58 48] ) I 1[E20mg (1 ~ 1 15% 10/ [ZE3#F]. 12
~ 145101 [5558F]) % 1 H 1 ER AR5 L 7z FH 580 _EERIH(L23
FER (19 01) BB DB BRSO R ERANIER) 13 I SRTITER 2/ L T
W7z BEDA0% EOEIE THE Ulzo & 72 385171 N R B FTf 45
TELBEDD BHBENFRISRD 5 N7230 T RTUITB L THREHIC
FRRMPHELD o

RS 1B Eopi SE3BE AR SESBE
(Be5H1%0) (1061) (10f1) (10%1) (10f1) (10f1)
iy 1Lk 1~115% 12~ 1475%
hE ;gﬁgig 20kghL E
BE5® 10mg 10mg 20mg 10mg 20mg
Kaplan-Meieri# i & % Befé st 0 RREReEIH LR
kA 100% (2f1) | 66.7% (3f) | 100% (1) 50% (2/f1) 75% (4151)
& 75%(41) | 100% (3f) | 80%(5H) | 50%(4f) | 100% (441)
DEERE | 100% (24) 50% (64) 100% (61) 40% (561) | 57.1% (7{)
LAY | 100% (361) | 66.7%(661) | 100%(461) | 60%(5H1) | 50%(6f1)

()BEFNTERZER LT 6
1~ 14580 BESOHIH 251 (4.0%) DRWERPHE S h TV 5.2 DHRI.
TR O OERBR IR RIS 14 (2.0%) Td - 7z,
(ERMERER.FFR T O MRS (NSAID) £ 58BC S 1T 2 BEENF
TEREBEOBRIIGERET AV VIESEHICHIIZEEEETZ
EEE BRI
*17.1.7 ENENIFEER G RRUINE

CICX D BEMBEAICBVWT—EOBBATMRIENABE L. CORIEDE
HOBFE T BRI 2 S HE 2 L RO D ICK 2 ELD At 7 a b >
R FERENIBERPBHOTVE. IV XTIV —LIE.207a bR
VTOEERHET S EICL - T BBRSWEIHT 5,

18.2 £ NTOIEA
18.2.1 BMNpHICRIF T B

EERAICBLT.IY X 75V —)L10mg. 20mgk U 40mgik 512 & 0 24
RER I B pHATALL L& R T BB OB & 3. 2 h 2 h48+23%.62+
14% R V68 +8% T - 7219,

INRBESHICBVT.IY AT —L10mgk020mgik 512 & 0 128
PR IC B PApHAALL E %R 3 IR OEIE13.51.2% ~ 98.3% T - 722,

18.3 FFIRFRERBRIC BT B1FR
18.3.1 7O bV kY FIEE(ER

7 FEMBERRO 70 b 2Ry T (HY, KH-ATPase) 123t UCHEFH
ZR L7220,

18.3.2 BEEDMHNHI{ER

BigE ey 0 EHKARICH T 2 BEEA IO U T ER 23R L2,

H# 5 v b Kk UHeidenhain Pouch/ X IZBW T i ICER SN B
Bt Ui ER 2R L 722229,

KEIDOBEMRD THHIIATSV =NV . T IETHEARXTTI—
NDO—F DRFEEAR(SE)TH B,

19. MM TR 2 EBEFHFAR
—RREIRFN

IYIRATSTI =N 727 LK (Esomeprazole Magnesium
Hydrate) (JAN)

==

Bis{5-methoxy-2-[(S)-(4-methoxy-3,5-dimethylpyridin-2-yl)
methanesulfinyl]-1 4 -benzimidazol-1-yljmonomagnesium
trihydrate

AFR

C34H36N6O6S2Mg - 3H20

WA A A AT L7z | ~ 14RO BEED27H(Z L — 71 [kE1Okgll ~ DFE
_E20kg i1 761, 27 v — 72 [{£H20kg Ll E12001) K O b 1 88 o B 767.17
AT AHNSAIDXIEHET A Vv A#ERA LTV a1~ 1408E IR

2261 (7 N —T3[{AE10kg L _E20kg A1 9l 7' — 74 [1A=E20kg bl |]
1361) 255 & U= FE B Bt < I3 ik A8 X O I BB O MR
LU BBE I+ ZEBESOERMFICB 5.2V XTS5 —LDA
MR OCREEZREF L ARBETIE. 2V X5V =) 10mg (k&
10kg Bl E20kg i) X1320mg (fAEE20kg bl 1) %2) 2 ik £ 4 o 1)
TRIER OFERPEIE TIX I H 1 [E 248 NSAIDXIZEHE 7 A ¥ 2 ik
AL TW2EHEOBBE I+ HBEEOBERINH T3 1 H 113258
WG U7 SEi i A R O BRE GBS+ BRSO B
HEFUTOEBDTH B9,

L)W EE R OGN T, /L — T 1O EHI210mgl H1[EL 2L — 720 8

#1220mg 1H1[E % KRS Lz,
E2) fRE20kg Ll EOBEIO LTI 10mg TG 2B T 5 2 & & LA BB R

IYRATTI=N" T2 LRI AEEIE, ICEE LG RTH
%o

{eZEEER
HsC
N
OQN‘ CHa
N/)\S,x N O gy |Mer- 3120
Il
N

0 = CHs

L -2

i B CRER SIS U 20mg I R TT RS & L7z, A=
TE3) W R O WA R O ML T IR RE44EM  NSAID U ERE T A ¥ F170C
U >R RRGEIRA LT\ % B 0 B I3+ SRR O FE R TR S 238 )
RE THG A EETTAE S L7, 21. RERRM

EHE ) A 7 EHEE 2 FEDO EGEYICERT 22 &

S e 2 ) BILHERE OB £ T HNSAID
B MR FBRAEELERE | giemay 20y LERAL TOARE 22, s
PR 240 328 (RFYHLATEILI0ME)
BE5R Tn—71 IN—72 ZN—73 ZN—T4 1004 7))L [104 7V (PTP) X 10]
(B 5% (741) (19f5>)) (9f3) (13f) 5004 7))L [104 7+ )L (PTP) X50]
10kghl . 10kgll k= . (FF Y LHTEIL20mg)
b 20kgR 20kghE 20kgH i 20kghlLE 1004 7L [104 7V (PTP) X 10]
FFBIE ofll 14519 1419 ol 50074 7))L [104 7+ )L (PTP) X 50]
s 0.0% 5.3% 11.1% 0.0% :
*23.
[95%(EHRMI 0 | [0.0~41.0%] | [0.1~26.0%] | [0.3~48.2%] | [0.0~24.7%] 231)53%?&%)@@%52)@&%@%‘ B0 RS, 2004)
z 2RER,

a) 7N —T1O IR 7 N —T20 112438 & TIciaBRH L, 70— 740 16113328
FTIBBIEE o 72

b) 7V — 72 (20f) & LI MERHRE I RIAR ICHRIERBE RSB L CL AN &N
TR S N - O AR RERICEEThah o1

o) BHRHILE NREHRE IC & 2T RO AE IE 2 BT SIEREE, 1320mgAn
BREETHERIEEEEREE L

d)20mgA D it % B9 B A RHE

e) LHHILENH B IC L 2T RORER

f)Clopper-Pearsonikic & 0 B

TN—T1O7HIH 1 (14.3%) TRIEAASHRE SN TW 5 HiE S h-BIfE

FE B O R A A& 10 (14.3%) TH o 7o 7L — T2, 3K U4

TEWEAIRHRES TV,
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