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15.2.1 v MCAHO T £ A TH 24 A 7S5V — )L 1.7mg/kg
Db 2FHEEOREG LB T BICHLTF /) 1 FOFED
AOENTZEDRENH B ZOHNVF ) A ROFEIZIZTT Y M
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16.1 MEE

16.1.1 EERS
BN B E (n=24.CYP2C19®homo EM.hetero EM&U®
PME ASEE) IV 275V =)L 10mg K 0F20mg % 42 5 B 12 B (A% 4%
5 L7 & SORBIUKDOEYBIE ST A — 5 BUTROEBY TH B,

#58 |  Cmax(ng/mL) Tmax (hr) AUC(ng - hr/mL) Ti/2(hr)
10m 245.2 2.50 552.63 1.052)

8| (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

8| (369.6-645.9) (0.75-6.00) (801.3-1557.8) (0.91-1.26)

TmaxtE FYAE (/M — BRAE) 2 LIS AT (95%(FHEIX RE)

a) n=23

16.1.2 RiERS
BEFERR A B ER#H (n=24.CYP2C190»homo EM.hetero EM& O
PM®) AFEH) ICT Y A 75V =)L 10mg K U20mg% 1 H 1[5 H R ER%
O# 5 L7 & EDOESHHE (ZERERES) ORBLEOFE)EE/ST X —%
WU ROEBYTHAY,

#58|  Cnax(ng/mL) Tmax (hr) AUC(ng - hr/mL) Ti/2(hr)
L0m 376.5 1.75 822.1% 1.169

81 (283.2-497.4) (1.00-5.00) (556.1-1219.3) (0.94-1.43)
. 884.2 2.25 2068.9 1.25

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

Trma & FHRE (F/IME — B AAE) | 2 MBI (95% (S HEK D) «

a) n=23
BE3HERUSHEDO CnaxldFERBETH > 2 2 &0 6 KIEHRSHIBHE3
HICIZMEEF LY XTS5V — VBB ERIRBICERZE L& 5N,
BESHEOBESZI2BRICB T AR T Y X 75 Y — )LEEIXITITHR
HRALTIE R UL I HIERERES LT BRIERD s h 72D,

16.1.3 $RKUINRE
HRFO/NEEEZIZTY XS5V =) 10mgk ' 20mg# 1 H1ES5HRE E
RIEFEOREG L2 & 2 A REMEADEMBENS X -5 13U TOEBY
TH-o722,

IVRAT T —LOEYEEI ST A —%
MBED | o | n
RS Chmax Tonan (hT)D AUC. Ti2
(ng/mL)a (ng + hr/mL)? (hr)o
ll()%l}fééljj: 10mg | 9 854 1.58 2261 0.80
_ @ Q)
20kgki (141.7%) (1.03-5.92) (42.6%) +0.18

TYRT T LOENEE ST A — S

BREO B58 | n
Eﬁ& Uﬁsi Cmax Tmax (hr) b) AUC T T 1/2
(ng/mL)® (ng - hr/mL)® (hr)9
tome 10| 537 1.52 995 0.97
I~115% & (110.4%) | (0.92-6.00) (78.3%)9) +0.559
20kgblE »ome |10 1908 1.47 3459 1.08
& (41.5%) | (0.93-1.52) (50.9%) +£0.44
tome | 0 311 157 619 1.37
12~ 147% & (91.7%) | (0.93-2.95) (105.5%) +0.88
20kghl £ ome |10 981 1.75 1918 1.06
& (51.3%) | (0.95-3.00) (33.6%) +0.25

a) MEITAME(EBEE)  b) ol (R ME — BokfE)

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

hetero EM : CYP2C19*1/*2XIZCYP2C19*1/*3
PM : CYP2C19*2/*2.CYP2C19*2/*3X1ZCYP2C19*3/*3

16.3 51

16.3.1 MIFEBDES
IYRTTV =)V (FIERE : 2X1320umol/L) Dk~ Mm4EE S &R (in
Vitro )1397% & - 723,

16.4 (X8
in vitro FFRERBOFERSY 5.8 RO F I1K.5-O -fi X FIUADAERKIC
1ZCYP2C19, AL AR MEDERICIZCYP3A4ABS L, 2 h 53R H
MAOREZ VTS5V ARERETH S EMESNTVEI . TYRXTT
V= Din vitro FRFHICB VT & FaF AR U5-O X FILED4E
HUCBIS 9 5CYP2C19DFH SR (R#EH 2 ) 7T >~ A ¢ Clint) 1373%T
HoTZVHNEND T — & T EERAICUCIE# T Y X 75V — )L % BiH
BOBE L& MPHOFERBFMIE ALK HERTE FuF 2 4&T
#H-723,[9.3.10.3H]

16.5 HEit
HEADTFT =7 TIZACEHBT Y XA S5V — LR EEROKRS L& &,
B SR REDFI95% A A8 IERE £ TIC R A R O #E I HR & N R RS
L #EERYR RO 3841 TH - 729,

16.6 HEDERZEITHEE

16.6.1 Stih&

HEADTF—7 TR TV XTS5V — )2 @SR IC 1 H1ESHBER
EROHREG L & & % 55HEDAUCK UCmax 3 FEE 85 OREMRENE B &8
WHERE XD EVHER 2R U RAEE o (R JEERERE)
135 % 1.25(95%fE /X : 0.94-1.67).1.18([F : 0.91-1.52) TH - 725,

16.6.2 fFikaEfE=EE
HEANDTF = TR TV AT 5V — L2 FeEREREZICIH L ESHB K
BEROBE L7 & & AUC 1 IR HEE R 0 72 WRER M B BB iE B
ICHARVEE O KR EBE TII2.36060 < VB E ~ PREEO TR AR
ERETHLZOHIZ14~1.8TH 79,

16.7 EYHEEER

16.7.1 Y7 EBINL.TIZ A YRFITILT7UY

FIHACYP2CIOK Uk MFI Z7u vy —L%2HW5in vitro RERICHBWT
AFIFCYP2C19DE M %2 BHE L 7 (Kif# : 7.9% U'8.6uM) 5, CYP2A6.
CYP1A2.CYP2D6.CYP2E1.CYP2COK O'CYP3A4MD &I D W T
ELRWADITPRBEERZRLEDS,
HEANDT—F TR ITENRNL. Tz b Y RIZTLT 7Y Y (R-T)L
779 Y)(BIE.CYP2CI9ODEE) L AFIOHAICED . VT E/INL. 7
= YOAUCIEENZN8L % 13%IEA L. R-TI)L7 7 ) > OIiifEF k
T 7 BEIX13% A L729:.[10.25H]

16.7.2 ZDfthDEA
IVRTSII=NETTY)ATTA YU ROTEFT D) VKM OHH
K& 7Y 203 VY ROTEF T VKNP O MAEHEEIC
BLRPSHPTT)A0TA ¥ DIAKBIEREMDOAUC - 13K
L7z E7 TV AT TV = VOAUC EFEPFFARE DK 25T HEAR L7129 F
=V FFuFeri0axySurcrF YLD T2 V12
EARROPATIIEEERIZED Snkr o7z,

*17. BRRRE

17.1 BHMERUREMICE T SR

GERMERIER)

17.1.1 EASEIFEERER (RA)
WREAEERENRE L ZHEEMREERBE TR A X 75V —)L20mg.
IV ATV —120mgRid40mgA] B 1ERASEREIRS S h. 2 5.83EH
DENZTNORBEHR[ISWBEFHEXM]1E87.4% (166/19041) [81.9%.
91.4%].87.3%(165/18941) [81.8%.91.3%] % 190.0% (171/1904)
[84.9%.93.5%]1 TH V. F X 75V —)L20mgIc R/ d 5 AKH20mg K
40mgDIELERD SN TVB),
BIfEFRBREE X TV XTS5V —)L20mghET7.9%(15/189%1) TH >
T B BWERIEFRI2H(1.1%) 7o => - 73/ hIURA7 25—t
H2B0(1.1%) ROt 27 L7 F > & 2R FF—E8#EM2H (1.1%) TH -
7zo



17.1.2 EIREEIIAEEER (FA)

WREEEROBHERE2ZNRE L ZEEREERBRICBVWT. A XS
FV=10mgE B LY X 75V —)L10mgkv'20mgD 1 H 1[a124

ARG R B T BRI BE R OBERMFIRRI RO ST 519,

V=L 20mgn 1 H1ES2EM 5 R 12351 2 B % X d+ " fEEag ok
FIERIILTOEBD TH 519,

B5H 523 IEFIER (Kaplan-Meieri%)

IYRATZJ—)L20mghE (13061) 95.9%

IVATII =N |IIRATITI = |F X T T =)
20mg (1884) 10mg (188f1) 10mg (18741)
FFBIEL 1441 221§ 314
H;fé?é@ﬁ? 92.0% 87.5% 82.7%
[95% (= 4B ] [88.0~96.0%] [82.7~92.4%] [77.2~88.3%]
0.62[0.32~1.21]
NY—FH (ZYAFFV—)L20mghbvs T Y A 75 — )L 10mght)
[95%(E X ] 0.43[0.23~0.80]
(ZYRXFFJ—)20mghtvsH X 7F Y — )L 10mg#f)
p=0.158
o (ZY A5V —)L20mghbvs T Y X 75 — )L 10mght)
P p=0.007
(ZYRXFF YV —20mghtvsH X 75 — )L 10mg#f)

BIfERFBUAE L. TV A 75V —)L20mghET16.9%(22/130%1) TdH -
Too E IR0 (1.5%) .y — VY IV T VAT 25 —FH
B2 (1.5%) FESE 201 (1.5%) KX O PR RE R H 201 (1.5%) Tdh - 7z,
(BRE7AEU VESHICSITZEEENIE T ZEEEEDERIG)
17.1.5 7 V7 HESEINEHER (RA)
HILHEES OB 26T 2 EART A ¥ (81 ~324mg) kit i i
(HARANBEED) 2R E Lz 7 ¥ 7 HREIHE R ER O PRI IC B
FBRERICBWT. TV AT TV —)L20mgn 1 H1EI4858 M 5B 12 B 1
% BB X E+ BRSO BHEMFIRESRD 5N TS, &S 51, HE
FRAT DU \ ARIRBE D W BRE O A GG S N T Y X 5 =)L 20mg# 1
H1EHRE72EMBZERICE VLT RET2BEBOIEFRERIZ96.4%TH -
T BB URRBRICBVLWTIIAKR, /S ARBEb T2y 77V F— b
EHEALTWRL

a) Kaplan-Meieriic & 2 #fE5E
b) Log-rankfE. &K% WifI5%.Hochbergd I &k 5 1%7E D ZEME DR
100 4

L 3t :*
80 A
s
5 60 1
s
L4 40 A o
—o TUXATSU—)L 20mg
20 * - TUXTZJ—)L 10mg
- FXTZU—)L 10mg
0 T T T T T T
0 4 8 12 16 20 24
RERERSRHBBPSBRETOHE (B)
At risk £
TYATZJ—)L 20mg 188 185 174 170 162 161 160
TUATSU—)L 10mg 188 184 168 168 154 154 154
AATSJ—)b 10me 187 185 163 161 147 147 147

Kaplan-Meieri%ic & 2 il B R O IEFFHE

BIfEFRFBUAEIL. TV XA 75V —)L20mghE¢10.8% (15/13961) R U' T
VY RAT5Y =N 10mgEET8.8% (11/12561) Td - 7z X BIFERIZT Y %
75 =L 20mgHE T 7 L7 F >k Ak F F—EHM2HI(1.4%) TH
D IV AT T =) 10mgE T TRH2H0(1.6%) R OIH 7 L7 F >k Ak
F o —CHM2M41(1.6%) TH > 7.

GER 7O FEFRRESE (NSAID) SBT3 BEEN T EEES

DB FEINH)

17.1.3 EIASEIIFEERER (RA)
HLHEE O E 2 H 9 2NSAIDMGIRA RS 205 & L _EEHHT
BHBICBVLWTIY XTS5V —)L20mgd 1 H1ER4ERZSHICB TS E
5 X3+ RIS O FFRIEIRIRPRD 5N Tn 515,

IV AT T —)L20mg(182) 77 &R (1824)
FEREGIEL 2151 224
oo 98.3% 81.2%
~ 0 ~ ()
[96.65%(E X ] [95.7~100%] [72.7~89.7%]
NY—FH
[96.65% R 0.0910.02~0.41]
pfEP p<0.001
a) Kaplan-Meieri£ic X 2#5E b) Log-rankiRE . EE/K#E  Wfl13.35%
100 & G T3 =) £
1 T S—
S S
80| O——= -2
—~ 70|
8
tél’ 60
& 50]
™ 40)
30)
20 -5 IUATSJ—)L 20me
10 - TR
0
0 12 24 36 48
At risk % RRERERRBNORIEETOE  (B)
TYATZ =) 20me 182 144 99 50 19
TR 182 145 89 45 1

6
Kaplan-Meieri% i & 2 B85 U3+ 1R IEE O JEFAER (PRIBEHTIC B 1 B F55R)

IYRT TV =N 20mgH S HIE2 146153161 (14.5%) O EIfEH A S S
NTWB ERREIERR TR (0.9%) U5 AMEE 262 (0.9%)  IEER I
2051 (0.9%) B AR YU — 724 (0.9%) B 1241 (0.9%) FTH > 7z

IV AT —L20mg (1736 77 A (168f) (BiBE. T TEREE . USHESR. JEUSAMBRIEYRIE. Zollinger-
SEREGIRL 61 564 EllisonfE(REE 3 5 U ICEES. T ZiEHESR. BMALTY /VIE. 4F R/
PPYSSYRTTTI RS, PRI T 3 RRIAREE. AU I ND 5 — - €0
JEFERERA 96.0% 64.4% URRBRIIBIFZIAVINTI— - EOY DREDHED
(059 L] [92.8~99.1%) [56.8~71.9%] EIPIC 5V TRAR R OB RIS O HIfE AT D & 7% 5 W 2
N FEhii L TR,
(O5%EREH] 0.09[0.04~0.20] (BRSBTS, UAERE. U 5 AN EREERE. R REN,
S <0001 X(FZollinger-EllisonfEfREE)
: 17.1.6 EASEI/INIFBEAER ($h'R R UINE)
a) Kaplan-Meleriic & SH/E b) Log-rankiye, ARUIE TRIS% B+ SRR WA S R S A P BRI S A
i ¢ ¢ ° %6 X Zollinger-EllisonfERBE 2 E9 2 XITET 280D H 5 1~ 148D
o0 | L____'____1 BESOHI 2GR & LI E kB T 1 (48 1 Okg bl _E20kgaki (1061 (551
< S, 5 BICTY X7V —)L1E10mg#% . 20kgbl LIz 1E10mg (1~ 1171041
s 607 ° (55288112~ 1422 1001 [5548¢]) iz 1 [E20mg (1~ 1121001 (45381, 12
ﬁt;é ~ 14551001 [5558]) % 1 H 1 MR A8EEH 5 U 7z . S 58 0 LEHLER
440 1 FER (B0 1 B D ES SRR . S O ERE AR 1L B B RINIOERE B LT
—o TUXFSU—)l 20meg W7z & DA0%LL EOEIG TR UTzo & 7o 3501 AR BRI ETAM 5 5
201 -0 FSuf TEZBED D BIREZNFT AR 5 N3 T RTICB LW THRSRIC
. FRRAIEE L7 o
o 4 s 12 16 2 M R E1R R 30t A o
_ AR S A H SRS TN G ®5HE) | (1081) (101) (1041) (101) (10f)
Atrisk B i LB 1~ 115 12~ 147
;f%?ﬁ‘/ —)l 20mg 173 166 152 147 138 137 135 Okgl;u:
Stk 168 165 118 17 96 9% 96 1 N
Kaplan-Meieriic & 5 B X+ s o SRR il 20kgH 20kgBL L
BIERIRISRIE IS TV A 75— L20mgBET13.9%(24/173) T - R5R | 10ms 1ome 20mg 1oms 20me
H' BHIS2 _ A J70 a I = .
oo A BIEFE_EIERR 201 (1.2%)  FHI260(1.2%)  ER2 (1.2%) |16 Kaplan-MeieriAic & 2 BT RO RERHHAE
2451 (1.2%) % O FFREEE B2 245 (1.2%) T& > 770 Moo 1 100% (2%) | 66.7%(361) | 100% (14) 50% (241) 75% (445)
17.1.4 BRERIZSHER (RA) £ 75%(4%1) | 100%(3%1) | 80%(SH) | 50%(4%l) | 100% (441)
HALBRE ORE 2 H 3 2 NSAIDIKRABRE 20 R e Lty 2T S DEEE | 100%260) | 50%6H0) | 100%(661) | 40%(5H) | 57.19%(7H1)




HBER Eaakii Eeviia 3R AR HSHE
(B 561%) (10%1) (1061) (10f1) (10f1) (10f)
LA | 100% (361) | 66.7%(6ff) | 100%(461) | 60%(5H1) | 50%(6fi)

()BEANSERZAE LT 7fI3
1~ 145D BES0M 24 (4.0%) OBWER LG SN T W5, ZOWNHRIE,
TR ORGSR LA B RS L1 (2.0%) Td - 7z,
GERERER.IER T O FEFRESE (NSAID) IRS5EICS T2 BEEENIE
TEBEEOBRRIFERE7 AV VBSBICH I 3EEBEXE+=
B EEOBRINEHE)
*17.1.7 EREIIHEHER GhRRUING)
R BB R AER L7z 1 ~ 1450 BFED 2761 (7 )L — 71 [1AE 10kgLL
E20kgHRi] 761, 7V — 72 [AE20kg bl 1 2061) K O LR S O B E
AT HNSAIDIERHET A ¥ 2R L TV a1~ 14850 EE
2261 (7' V— 73 [k E10kgl_E20kg A1 9ffil, 7L — 74 [k E20kgl k]
1301) 25t & Uz IEE It < I3 3 Wit Bl R O W RS O HEREL
KO B S X+ B OERMEICB I 5. Y XTI —-LDF
MEROCLREEEZBRFH L ARBTIZ. 2V 275V =L 10mg((AE
10kgDl 120kgoRii) X1320mg (A= 20kg L k) #2) 2 3 i 1 223 28 O 47 H
YR OMERPEE TI1Z 1 H 1EI24EH  NSAID X IHEAR 7 A ¥ % ikt
REALTW2EEOBEEX I+ ZHEEEEOFERING <&l H1[E32:8
G U728 it Rl R O BRES . B EE d+ BRSO ER
HEIUTDOEBYTH B8,
L) W AEROMIETH T 7V —710EHIC10mgl H1E, 7V — 7208
#1220mg 1H11E %8RG L7z,
TE2) (AE20kg Ml FOBEICOVTIHI0Mg TREZRIBT 52 & & LA 0A
{5 I CRERSE I U 20mg I B AT RE & L7,
TE3) R £ 2 DI AR OMER R T I R A4 R NSAID U EH 8 7 2
> MEEEIRF LT % B 0 B i S S B O BRI T 3 RS 258

ERIAEER

& THREERBETREE LT,
S e 3 S A . BB OBEE A H T ANSAID
B R LRSI LERE | 5 pmar vy LRHAL T 58E
ERRnincli] 248/ 323AR
&3 7L—71 TN—T72 TN—73 7V —T4
(B5H1%5) 2 (7f1) (19f10)) (9%1) (1341)
10kgll £ . 10kg2l E N
e 20kgKill 20kgl E 20kgKilh 20kgll E
FFBIEO ofl 164 1) ol
R A 0.0% 5.3% 11.1% 0.0%
[95% (XA 0 | [0.0~41.0%] | [0.1~26.0%] | [0.3~48.2%] | [0.0~24.7%]

) 7N —=T1D BTN —T20 113248 % TIiEEEFIE 7V —T40 16113328
F TRk E o7
b) 7V —"7"2 (204 © 1HIIE MERHRE I RIAR I OERIEEE RSB L CLan &N’
RS N - ORI RERIIZE TN Lo 7k
o) LERIHILE R BIREDIC & 2T RO AR 1k 2 29 2RI, E20mg Ao
WEAET DIEREELEEE L
d)20mgA DI E % Y HAERIEE
e) BHHILENRBHREIC L 2T ROMER
f)Clopper-Pearsoni#ic & 0 Hi
T N—T1O7HIF 1] (14.3%) TRWERAPHRE SN TV 5.8 E S NIEIE
FEE AR R QAP BRBR A BRI 2645 1451 (14.3%) TH o 7oo 7 — T2, 3% U4
CRERIREE ShTuRL,

18. ERFIE

18.1 {EFAEEE
%E*i‘H]H@@%EHH@ﬁJ: CHRAET B R BEANSER P WHENEPEET S

& HEMENICBLWT—EHOBBAUWKIEABE 5. ZORIEORK

%&‘J@&T BRI SHY 2 L RO D ICKTZED AL 7 a b >
RYTERBZNABEEEDIBH O TVE,TIYXTSSY— LR 207 bR
CTOEERMEET S LICK o T BBAWEIHIT S,

18.2 £ NTOEA

18.2.1 EMpHICRIFT B2
BB AIC BT IV A 75 Y — L 10mg. 20mgR 40mgit 512 & 1 24
R IC E ApHA4LL L2 R TRERHOE &I, TN Eh48+£23%.62+
14% K% 068 +8% Td - 7219,
NREBHESFICHE VT TY XS T —)L10mgKk20mgit 512 & ) 128
fEHIC BpHAALL b2 R RO & E1%.51.2% ~98.3% Td - 72,

18.3 FEERREBRICH T B 1ER

18.3.1 7’0 b VRV TFHEEA
v FEMEHRD 70 bR 7 (HY, KH-ATPase) I
R L7220,

18.3.2 BE&SINFIYER
BigE o FHKRICH T 2 BEREAION U T ER 2773 L7220,
H# 5 v b & UHeidenhain Pouch/ X iIZBWT S ICE RS h-§
BB WA U T ER 2 7R L 7222)23),
BHRIOBEMRD THIIIATIV—VE T IETHEARXTTI—
LO—F DONFERER(SE)TH S,

U CHHEER

PI120@B

19. BARSTICRET IBLRHAR

—RRBIRHR
IYRXT T =)~ 737 LK (Esomeprazole Magnesium
Hydrate) (JAN)

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

AFR
C34H36N6O6S2Mg - 3H20

SFE
767.17

PR
IVRAT T == 73T LKFIEE IS E»
%o

{EZEERX

jaYeSu 3

CHs

CEOLIZRERTH

~GH.|Mg?*- 3Hz0

L -2

T
#170°C
22. I
(FF VI LATEILI0ME)
1004 7+ L [10% 7+ L (PTP) X 10
1407 7+ L [14% 7L (PTP) X 10
5009 7L [10% 7+ L (PTP) X 50
700% 7+ L (147 74 L (PTP) X 50
5009 7 LN T EERFIAD ]
(FF Y LATEIL20mg)
1007 7 L [10% 7+ L (PTP) X 10]
1404 7V [145 7€)V (PTP) x 10]
]
1

]
]
]
]

[
5004 7L [104 7+ )L (PTP) X 50
7000 7E I [145 71 )L (PTP) X50
5007 7tV [N T EEIREAIA D ]
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