*2022F 12 ACRET (320K, FIEZEH)

202248 AERR. (B 1R)

L 3

HiRRF
AR : 35

) EE-EMEOLTEICKD
g2 L

Ta b RS ey —
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B REERI RS
872329

IVRTS) =272 LKA T2

IIRTSI=)b 17110 med)
IyJ >’~D°5‘J—JIJ A7 20 mglYD]

ESOMEPRAZOLE CAPSULES

h7 e 0mg[ 771 20mg
A | 400AMX00377 | 30400AMX00378
WiraHa| 20224121 [ 2022412

2. 232 (ROBAEICIFRELEWVWT E)

2.1 BEIOB I U CGREGEDBFHERED H 5 B

2.2 7Y F LRI,
FRoEE [10.120]

VLYY VIEBREE RS

3. #HAE - MK

3.1 8

g

IVATSSYV=LhTElL
10mg [YD]

IVATSSYV=LhTEIL
20mg [YD]

BRIRSY

1h7ELdh, TYRXTSS
VA A=/ SAVIN & iL7]
11.1mg (ZVY APV —
L& LT10mg)

1h7TEerd, VAT
VARG SAYFNIS L]
22.3mg (T XS5V —
JL&LT20mg)

AN

HEE, byEQaYFYS
v, BitMg. KUV
N—1+80, EFuAu—
A, bRoFy ot
ra—2Ax, AF7Y V&
Mg, ZLZ, AF 2 YL
BaRy<—LD. 57U
HENa, ZZVEENYITF
V. AFT7TYVETYRY
>
hTeVAME S o X
O—2, ho¥—+r, &
kK. BitF¥ >, =—8&
{bgk. Bk

H#E, by EQaYFUS
v, BitMg. KU VL
N—1+80, EFuXu—
A, bRoFy ot
La—2x, AFT7YVEE
Mg, V27, X% 7Y
BaRY<—LD. 57U
Wi#Na, 7T B M) ITF
V. AFT7YVETYEY
M

Vi | N N <R v P
O—2, ho¥—Fr, &
kK. BitF¥>. =—#&
{k#k, F&15. KEl02%

3.2 EFIOHIK

IVRXSSI—=VHhTEIL

IVRXSTI= VAT

R 10mg [YD] 20mg YD
T 4B T VEET R BT TVEFRE
F v v IPRECOEH S| THFr vy THROECOE
TILHIT, NEMIZA®GE~|H T VAT, NEYIZA
TR - A | SO TVEEORBHEE~ LS5 TVHEDRE
HTH2, 7. ST BB TH 2, Fo. ZX¢
WIS ~ B EOBIBHER| 5 T ViR~ 1BEDOBIENE
ERDBHENB B, R ZRD S END 5o
ASiZ
IVAI°FI~=N10YD IVAIZU-N20YD
K& 58H T 58H T
HE 72.5mg 117.5mg
WAl — K YD186 YD187

4. FEENIIFIR
(hFEIL10mg)
OBEE. TTEmEE. WathEs. ERMRERN. 3
USAMBRIEERIE. Zollinger-EllisonfE{REE. JEX
FOA RERRNERBRSIHICSITZBBEEXET=EE
BEOBRIE. ERAE7 ALY VEBRSEBICHITZEE
B3+ IEEEE OB RN
OTEICBIFBAUINTI— - OV DREDHED
BEE. T2EBES. BMALTU V/NE. 1554

R MERNR. RHBEICH T 3RRHNEERS.
AUINT I — - EOURRER

(hFEIL20mg)

OBEE. TERES. UEHESR. ¥FRERENR.
Zollinger-EllisonfiEl®RE¥. JER T O RHHTNERIRS
BFICBIF3BEEXR T ZERES0OBRING. KRS
FAEU VESRICBII38EEX BT EREEDE
SN

OTEICBIFEIAUINTI— - OV DRREDHEED
B8, TTiEEES. BMALTU VIV, SR
R ERMR. RHBEICHT ZNRENEERS.
AUINTI— - EOVURBRER

5. FIEENIITNRICEHET 2:FE
GERFTO4 RERRERRSIHICHITZIEEENIE TS
ISES DB FINGD

5.1 iV v ~F. BRERSESICHB I 2KBEESED
DICIERAT oA FERKEE L2 RIHMRRESE L TWEE
FEEBESWNRE L, BERBICEL T, BBEXIT
ZiRBEBEOMEEERT A &,

(BEREF7 AV VRSBICBIF 3888 T IEBEE

DEFIHD

5.2 Mt - #EOFERMH O -DITEHAED T A & Hk
FRELTWA2EEZHRERNRE L. BEHKICELT
3. BEBEXE T EBEEOMF2HIRT L &,

(NUONTI— - EOVDBREOHED)

5.3 #THEMALTY Y EICHTA2AY) INT ¥ — - YO
U BREIREO BRI I LT WL,

5.4 BT MM EEBOR ISR L TIX. 7414 K510 0%
EZEL, ANJaNyy— - 0 REREIEY] &
Wi S NBEERNC O ABREREEITD 2 Lo

5.5 BHBE®ICN T 2 NHEMAERE DM, AV an
77— -0 REREICK S BEOREMHICNT S
BRI LT WL,

56 NNy — - a)BEERICHWAEIZIZ. ANV
AN — - R BPBETH S ERTHREREIC
A IANTE— - YOV BREERTH B I L 2HED
5T &,

*6. FiENUAE
(AFEIL10mg)
BiEk. TIEBEE. WEEEE. Zollinger-EllisonfiE
8%
(A
BE. BAKKIEZIV ATV =L ELTIEROMgEIH]
ERO%E5T 5, 4B, B, BBE. WAIREE TS
HEME T THEBEETRGERE TORE LT 5,
UNR
BE. IR EoHREOVNRICEIY AT T —LEL
T\ {RE20kg R TIX1E10mgZ . AE20kgl LTl
FERICBECTIEI0~20mg %z | HIERAKS T 5, &
B, EE. BEE. UaREEC3IsEME T, + 285
HE TR E TORE LT B,
ERERER
(REA)
EE. BAIKIRIYASFY—)LE LT1ER20mg%E1H]
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EREO®ET 5. %6, E@F. SEHETTORE LT S,
SHICHER - ERERIETHREREROHERERIC
BULTX, 1E10~20mg# 1 H1EREOREY %,
UNR
BE, IRM oG REONRICEIY AT —LE L
T. {FE20kg R TIZ1E10mgZ . fAHE20kgbl ET&
FERICIECTIELI0~20mgZ LHIBREO#HE T 5, &«
B, @Y. SEEETORE LT S,

VS AIEBRELTE
(REA)
BH. RAIKIZIVRAFSY—)LE LT1E]IOmg#1H1
EREO#KE5T 5, &b, B%. HEHETCOREET S,
UNRE
BE. IRM oG RERONRICZZY XTIV —LE L
T, 1E10mg#x 1 HIEREO®ET 2, &b, #@E. 48
MEcoB-EET 2,

ERFOA RERRNERRSHICH I IBEEXIGTE

[EEE DB R
BH BRAIKIZI VA PS5V —)LE LT1E20mg#1H1
EREO#59 %,

BRE7 AV VRSBICHT3BEEBXRIETIEEEE

DEFEIME
BHE. RAIIZIY AFF Y —)Le LT1E20mgz1H1
EREO®E5T 5.

AYIONT I — . EOYDRREDORHED
BH. RAICIZTY XSS5V —)LE LT1E20mg. 7%E
FTTY AP E LTIET750mg (Fiffi) RUT 5 Y
AT A > & LTIE200mg (Hfi) O3F|% FEIC]
H2ME, 7THMZEOKET 5. 2B, 75V RAuvA v
. BEISCTHERET A EATES, 2L, 1
[\400mg (Fffi) 1H2EZ ERET 5,
TabrryRYTA ey — TEFTIY VKWK
7 7) 2034 O3B EICEEZN)aANTF— -
vn ) ORERESARNOBA . ZhicbaiaE
LT, BE. BRAIKIRIVASSY— L ELTIAE
20mg. TEFT VY KM E LTIEIT750mg (FIffi)
KORX ra=%—)L& L T1E250mgD 34l % HEEIC1
H2[o, 7HEEO®RST 5.

(h7&IL20mg)

BE8%. TERESE. WSERER. Zollinger-Ellisonfi

(8%
(BEA)
EE. RAICIZZVXASFY =)L &L T1E20mg%E1HL
EREOHRET 5, &b, BE. BEE. WABEETIE8
EARE T TERBE TIRGEME ToRE LT 5,
UNR
WE. FHE20kg LOGHRBRO/NRIEII AT T —
LELT, ERIJECTLIEI0~20mgz 1 H1EZEORS
T3, 58, BE., BBE. WEHEE CISERE T,
+iEEE CIR6EM E TORE LT B,

ERERER
(REA)
EHE. RACIRIYATSFY =& LT1E20mgx1H]
EREO#E59 5, &b, @%. SAEMETOREET S,
SHICHEFE - BRER IR HREEEROMERHERIC
BLTIE. 1E10~20mg# 1 H1EREO#E 9 %,
LR
WBH. FE20kgL LOHRBRONRICZII AT T —
L ELT, FERIZIECTIELI0~20mg% 1 H1EREO# S
T3, %8B, BE. SEME TORE LT 3,

FERFOA FERRERRSRICSITZEEEXE T

[EEE DB R
WHE. BRAIKIZZY A5V =)L &L T1E20mgZ1H1
EREO%E57 5.

BERE7 AV VESEBICHIZBEEE T T ZEERES

DEFIME
EE. RACIRIY ATV - & LT1E20mgE1H]
EREO#59 5,

AYINT I — - EOU DREDHED

WH. RAICIRTY XTS5V — L& LTIE20mE. 7%
FT) KM E LTLET50mg (Fiffi) RO 7T
20w A > & UTIE200mg (F1fi) O3F]% FEEIZ1
H2E, 7THERO®ET 2, B, 77V Auvf v
& DERISCCHEMBTAZ LA/ TED, 12720, 1
[E400mg (Fffi) 1H2E% LRET %,

Ta b RYTA e EY = TEFTT VKR
V7Y AavA Y YO3FWEICE DAY ANT F— -
Yo OREEESRRIIOGE X, Thicfb 26
ELT, EBE. BAICRIVASSY—LELTIME
20mg. TEFT TV KW E L TIETS0mg (Jifii)
KRUOX ta=4y—)L& LT1E250mgn 37| % FERIC 1
H2[E., 7THEREO®ET %,

7. BERURZICEET %R
GEFERER)

7.1 1H10mgDOMFFRIE THIENIRD SN 5E1E1H20mg
THIBEZTO 2. 72720, 1H20mgD#EREETH
RORDENIHE. HHVIITHEREERD. M,
BETREESOERIRD 5 NEAE. D THRSER
BEHEZITV. ZTORBICE OV THO@EY] 2188 EICY)
DBEAHIERERTHI L,

GEU'S AMEBRIEEE)

7.2 BE5RH2AREERE L TCHREZRER L. EROWEME
HAFRD 5N VBT, BERUNOBERPEZS
NB 7= DMOBYLIEENOEELERT 5 &,

8. EELERKER

GhEeHE)

8.1 Mgk, JFMeE, BHEFICERT S &,
ERMEEER)

8.2 WM ABEROMFFERICOVTIX, B - BlRz#RD
BIEBEHEICNLRET 2 & &L, RRMERBEEOMBE
DEVBEIIRETHIEOLRVWEIPET LI L. &
7o HMERPRETDIEMICARERE 2 £l T 5% &8
Bre+RIATO ENEE LV, 4B, ROFHEICHS
ERI 2

8.2.1 HROBEE. EROBEELZZE L THRFHEOH

B2RERTHZ L,
8.2.2 BEFRENRIFICRI-N TV LTS hizB & I3k
BXIEEZEEBIT LI &,
8.2.3 EHIMICIWE M. FFikne. BREEOMEZITS
BEE LV,
GEU'S MEBRESETRIE)

83 KEICEL TIIMRBICK V1, BHEHRE OB
TIERSREOEBELE SN S CE (LAMBLV2HLL L)
EHROLERETHIE, B, AHORENVEE. &
BRSO B ES & Ut O L SR BRIC K B ER % Rl
THIEFHHOT. ARBEREFICLD INS5DKRR
TRV ELZERT ST &,

9. HEDERZEIIEEICHT I IR

9.1 BHHE - BREENS 5EE

9.1.1 EYBEREDEEENS5EE

9.3 FHgsEESE
FREETH Y., MARENEL ZEBZNNH 5.
[16.451]

9.5 1R
FEAR SIS AEIR LTV B T D 3 5 & HIC 13, LD
ARSI LES S HB S N BAICOARET
BT E,

9.6 IR
W EOESERCBIREOEREEEE L, BAO
M dhik2HmEstd s &, KFlOSEIKTH A
AFFV—LTOBNER (5 v MEOSmg/kg) T
BELIRABT 52 & RE STV,

¥9.7 N
ERICBLT, EHAEGER, HER, LREHREL
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ToEEPRARBRITERE L T,

9.8 SEE

BHEE» REZBBT A&, —RICHHEEE. Zoft
AFRENE R LTS Z EAE 0,

10. #8E{EA

F & U THREBERCYP2CI9K U—EBCYP3A4 T

INbo

F7-. BEROWBIRIERICE D, IRAERORNZ L&

XETSE2IENFH B, [16.45H]
10.1 HHARE HALBZEWVLI L)

EHIR% HEFRAER - FEE % WF - a7
TYYFUELERRE | 7T CLUREE | RKF O 58S
(LA 7% wY) OERZRBETSB |[ERICEKD 7Y T T
[2.221] ENNH B, CILVHREEIE O AR

BERL. 75+

EIL o I E K

TTa2E0H 5,
VLR VIEEEE | VLYY VIEREE | AF o 8 8o wmim

(Zya5>h)
[2.2808]

DIERZEBEY 2B
INNH %,

fERHIC& DY LEE
) > EEE R O TN A
EHRL, VrEEey
YOI REN KT
THZENDH S,

10.2 HAER

(HAICER TSI E)

e 4% BRI - R | RF - RRET
S JAUN IhsOEAOER | AANEEICHFEO F
e RWWT 5 N | ko O—LPASORE
YURY =) %, MR EERCYP2C19
[16.7.1508] TREEND D,
TLT 7Y OBk R £t U, | A E ) CABEER
[16.7.150] Wi E s Bz hay | CRESNSEMO
5D 7’g ]‘U\/E\ {{553‘\ ﬁFﬂﬂ'&Eﬁé

HHBENNB D,

> B B AR M b
(INR) fES% o Il
WEROEE I+ 5
ERELAENGEKRET
32k,

&7y LAKHY

) AADEH
EHWBRT B END
%o

HEAEHOEF XA
HTH 5,

Zh o QA O M Hh
REPEARTRZL

AR RLFF— BHAEBOX LML F|R
F— L ERET B | VDD
Bl —EERICARH
oG EHIET S
LEEBRITHI L,
s E Y NS DOEROIER | AH OB B Wi
AFNIITFT Y BT HIEND |[ERHICED Y TF T
% > DK G g 3 0
Eh, JI3F 00
MmEEs» ERT 5
ZEBDH B,
ER A= e N5 ORFOMER | AKI OB B Wi
FOL L V| EERBTAIENE | ERICED NS0
B4 F=T L. Zho oA
—ns=7 MmHEESETT
TraFoT TENBHB.
AYyary—J AHIOVEH % HH8 9 | AH O Cnax X UAUC
BZENDHD PEMT2BZhH

Hb, RVaFyv—
VAL A FH 1R 38 B 55
(CYP2CI9R U
CYP3A4) »MHET

BT ENEZOLND,
INT 4 FELRAY | XV T 4« FELOME | HEEROKRE IR
JVEEE HA2REETAHIEN|HTH S,
HBo XN T7 4 FELOIM
FEENMETT S
ENDH Do

HEHIRE BRI - $EETTR T - fElRE T
AIVA MY Y | RAOERZRBT | tAI3 VA bFI Y
7 (St. John's|2Z&WFHB, T IARF O REEER

Wort, £ b - (CYP2C19KR U
Ja—rvRxX-U— CYP3A4) =#HHL.
) EHRER ARHEN O R R &
U R AR R
BTEFERAONS,
11. BIfER

ROBWERD S 5bNBZENHHDT. BEETHIC
T, BRESRBDSNBEICEHRE 2T 24 8
P MEZITO 2 &,

11.1 EXZEIER

1111 v3vI, P7FI745FY— (WIThHHEERHA)
Vavr, TFI745Fy— (NEFE, [KELES
£) BHobnbIENDH 5.

11.1.2 MOEREAME. S\EENERE. BIMEEN (WFhbEE
FERBE) . MLJVRIEA (19%:Ai)

11.1.3 BUHERFR. FFEEEIEE. &E. T2 (WIThbHEE
REA)

MNAPSHRFIBFEMABEE (Toxic Epidermal
Necrolysis : TEN) . BEHRIREIRS (Stevens-
JohnsonfEf&E) (9N &SRR

11.1.5 PEEEMERGR (SHEAEA)

WM. IPIREEE, FEE MEFORE (REE) S8
B 5NBAITIE. EPA IR, WHCTEDB
BEEET 2 &, BEEMRIEDNIZHEITIIR
ik U, BIBREFRLVECHIORSEOMEY) 220
BZITH>I &

11.1.6 MEMERX. SUBEE (WIhbEERH)
BHEEREME (BUN. ZL7F=0%) ICHEET S
Z&,

11.1.7 {EEUEARIRRAE (SHEEANHR)

AR, B, CKER, MPRURPIA 7oL
VEAERHSDNDLIENDH S,
11.1.8 &F MU DLIAE (SHEARH)
11.1.9 S&ELIRAE (SHEEREA)
SEEL. W, WBE. OREPHODNEI LD D
2o
11.1.108RAEE (BHERH)
11.2 Z0fthDEIER
(BiBE. T EHREE. WEHES. wRNRER. ¥
U'S AEBBRENTRAE. Zollinger-EllisonfiEl®EE. JER
FOA REMNERRSHICHI2EEEE 255
BEOBRIE. BEAE7 AU VESHBICBIT38E
BX 3+ iEEER DB FIE)

1~ 5% 1%

5. KMk, ©

SEERE. EFZ

fERE. TH. I8

ML ER. OW

VIV A N

138

SRR
JERGBEL ZIALE

BHEE

LS SiE. B, BEMEEN
K% (collagenous
colitis. lymphocytic

colitis)

JFF I
iikl;3
TR

i =intas

B M BRE >
TR, SR,
R, FEEDE»
CKLER. Mk
dF V. ZHELA
5. BRERE

THRAE. 9 DR

Z DAt WRERE. B, B
. BH. BRE.
ZWE. KT,
K~ 7 %7 L MEE
(& H7 )L 3 77 L IfEE
&H Y 7 LM %
ST ENDHB). K
ey

HEERAZNRE LI T VAIOBRHSE (MERRRRTT P
7 HES MAALERR) [CESEHEHLTWL,
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(ANUONTI— - EOUDREDHED
BIEROSEEIZO W TIE, BEEXI+TERBEEBEICE
F5, KEOSEIKOARXTFTI—), PEFTTY
VIKHMIR O 7 5 2024 ¥y DO3FIREDOREICE D
<s

5%+ 1~ 5%k 1% IHFED
FEEE Ei323
THIL3 TR - EIOWNK, B |ER OB, +2EE
(33.4%) . . BER. | R
BRE R B, BRI
(10.5%) R, R
JiF AST ER FFHRER S, ALT LR
Al-PER. BV LEY
R, LDHLER
i3 FEREREUEZ . /MR
BEd, i, HImsk
B2, HIMERSE R
w
TR HE. LONE, ©F
W, FRAREE
ZDfth PRAER 1 REABME. RE LA
WalLZAFu—ILER.
QTEZEE. HE. BR
R U VYE. BB,
B2z
EDHEEAHEZ ST,

12. [EFRREERICNIFITHE
(ANUONTI— - EOV DORREDMED)
IVRATS)—VED T R TA U EY =T E
FIIY VKA, 75 RuVA T UEOREWERD
A MO =FV - VORAFRRLEESKTER TIE. 13C-RHK
IR ERER DY E D EREMEIC 2 BT EEM A S 5 728 13C-R
FRIFRRERIC K 2 REHEZTOHEAICE. N6 DA
DOHBERTHRABLIEORETERT S ENEE LU,

14. BRALOER

14.1 BAIRMEOER
PTPARDHEANIIPTPY — M5B H L TRAT 5
EOEYT LI L, PTPY — POBAMKICLD ., BELH
AP REREREARA L, BIZI322fl2 B 2 LU THERR
REOERLAHELHHT 52 LW H 5,

15. ZDthDFEE

15.1 BRRERICE I ER

(GhggdtaE)

15.1.1 AR OEHHEESFICBEOERY -T2 RD 1L OR
EWH 5

15.1.2 AHOHED, BBICEA2ERZEBRIT A EFH 5
DT, BRETHZVWILZHRLTHRET S L,

15.1.3 BB 2EROBEMET. T bR T
bt Uy — I K BIHRICHB W TEMERE IC0E S B EE
. FESIET. B#ESHTOU 2 7EBNSRESNT
Wb, 5. BRAERUEBRM (1FEML) 0nE%:
Z-BET, BFOY XA BEMLUE,

15.1.4 BB T B2 EICARBE 2RRE LIEROBEM
®T, TU bRy TA ey —2HRE5ELIZBEIC
BLWTIZOAMNIITL - T4 T4 INICKBEBR
oY A 7EIPSHRESN TS,

GEU S AEBBRIEEE)

1515 BENBYEROE ) A7 ThbrEEZONIHER
F. BNV TR EHTHEEOVTNICHEEL
2 VWIS EITIEIARR OB R AE S I < OITREMEAD
H5o

15.2 JEBRARSIBRICE D < &%

15.21 v NIARFID T A THBHF AT =) 1.7mg
/kgbl b2 2FERRREOHRE L B5HHEB T, BiIchLF
A FORENAONTZEDREN HS. COHNLTF

A4 ROFEEICIET Yy MCEREESZTOSATW
2o

15225y NCEETHZ TV TSIV = (50mg/kg/
H). 7EF> ) K (500mg/kg/H) KUY
TV Au~vA T (160mg/kg/H) =HAKSES L7
AT, BB TOBEOHEME L ICKEDOKEN

HOHEEAPRDL SN TS,
16. FWENRE
16.1 MERE

16.1.1 BElgS
BERABEMEERE (n=24. CYP2C19®homo
EM. hetero EM&UPM®E) AEE) IV XTS5
V= 10mgRk U20mg % ZE MR IC B EHE 3 5 L 7z
L EOREIMEOEMBIRE/SS XA —F I TFDEBD

TH3,
H%‘E Crnax Tmax AUC t12
" (ng/mL) (hr) (ng - hr/mL) (hr)
10mg 246.7 1.00-5.00 565.02) 1.192
20mg 489.5 0.75-6.00 1084.7 1.08
Tmaxl3 &/ ME—RAME, 2B
a) n=23

16.1.2 RiEig5
R A B MBS (n=24. CYP2C19®homo
EM. hetero EMEZUPME AFEE) IV XSS
=L 10mgkU20mg# | H 1H5 H R ER RS L
7oL EOHESHE (EERES) ORE(LEOEYH)
BRI X—=F I ROEBDTH B,

C T AUC t
RoR (ng;nr?:L) (}?;; (ng - hr/mL) (tll/rz)
10mg 375.5 1.00-5.00 824.82) 1.162
20mg 883.3 1.00-4.00 2083.4 1.23
Tmax$B/ME — e AME, £hDIIHI AT
a) n=23

BE53HERUSHEO Cnaxl3AEETH 122 &
5. RERSHEH3EICEMEEhT Y 2 75—
WL ERRAEICEIE L £ 2 2 50D, B55HE
D51 285BI B S MM Y X S5 — L
BIEERHERALFICER L. 1HIERERS LTS
RRLTED BN 722,
¥16.1.3 HIRRVIE

HRBONEBEICTY AT T T — L 10mgk
20mgx IHIEISHEM EREZOHRE LE-EZ A,
FE(EOREMBIE ST X — 7 EUFOEBD TH-

73,
IYVRXTSY = VOEYERE/ S5 X —F

HEED wER| n c AUC
Eﬁ%&vﬁiﬁ max Tmax U T tl/2
(ng/mL)? (hn)®  |(ng - hr/mL)@| (hr)®
ﬁu\i 853 1.58 2259 0.80
LOkgBLL | 10mg| O\ ) 1) 700 | (1.03-5.92)| (42.6%)9 |+0.189
Lomel10| 535 1.52 995 0.97
1~11% & (110.4%) {(0.92-6.00)| (78.3%)® |+0.55¢)
20kgll b 1907 1.47 3454 1.08

20mg|10

(41.5%) [(0.93-1.52)| (50.9%) | +0.44
Lome| o | 311 1.57 618 1.37
12~ 14% & (91.7%) [(0.93-2.95)| (105.5%) | +0.88
20kgll k= 2omel 10| 981 1.75 1917 1.06
& (51.3%) [(0.95-3.00)| (33.6%) | £0.25

a) #AEIE (ZERE)  b) RE (BvME—&AE)
c) FHEE+ERERFZE d) n=7 e) n=9
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EEEEE

16.1.4 £MFHIEIZ R
(TYRAFSY—ILATEIL20mg [YD])
(1) ERKRS

IYRXTTI—LATFEN20mg [YD] ExF
LATEN20mgE 7O Rt —N—FEIckD ZFThEN
IATEN (ZYRXTFS5Y =L T20mg) BER
ANBF76R I ABEREORS U T mEEhRE A
BEZHELL, BonN-EMBHEIST X —%
(AUC. Cmax) 122\ TO0%EIEX LI THaHE
M %217 > 72/5%. log (0.80) ~log (1.25) DH#iH
WTH Y. WAOEYZHEFEISER S iz,

HTEINT X —H BEINTA—F
AUCO-S Cmax Tmax t12
(ng - hr/mL)| (ng/mL) (hr) (hr)
IYXTTI= 673.1 498.617 2.07 0.87
A7EN20mg [YD) | +£322.2 +174.949 | +0.96 | +0.18
2FTTLA 661.2 470.598 2.01 0.85
H 7 20mg +348.8 +206.664 | +0.91 +0.21
(FHE £ FHERZE, n=76)
(ng/mL)
500 ¢ ——IYRXTFI =LA TN
450 | %OmgFYDJ
400 } o XF T LN TEIN20mg
350 1 (CFIE - EERZE. n=76)
300
250
200 r AR
150 ¢
100 1
50t
0

0 1 2 3 4 5 6 7 8
HEG&ER (hr)

MEEFREN KICAUC, CmaxEFD/87 X =213, #HEBEEOBR. RO
FREXEIEL - RS ORBRMEIC K > TR RN D B,

(2) BigRS
IVRATSITI—=NATEN20mg [YD] &xFT
AATEN20mgE Y O AF —N—iEic kD ERZH
1H TN (TVAFSY—LELT20mg) R
ABTF1004 Ic E#BERORS U CmiEhRELE
BEZAELLZ. BoN-EMBHEIST X —%
(AUC. Cmax) 22V TO0%BHEXMIEIC THaHH
M x24T - 7245%R. log (0.80) ~log (1.25) D#IH
WTH Y. WAOEYLNEFEPHER S iz,

HENT A BEINTA—¥

AUCO.]Z Cmax Tmax ti2

(ng - hr/mL)| (ng/mL) (hr) (hr)

IYATTI=N 553.3 391.884 4.52 0.81
71 7&V20mg [YD] +306.2 +170.951 +0.66 +0.22

2FTTL 559.0 393.107 4.62 0.80
517 N20mg +315.5 +170.755 +0.93 +0.18

(Ml + 1FH#ERZ=. n=100)

(ng/mL)
500 ——TYI XTSI =)L TEIL
450 20mg[YD]
400 s RF T LN TEN20mg
(FHfE + FH¥RZ. n=100)

0 2 4 6 8 10 12
BE&ERE (hr)

MIEPRELFICAUC, CnaxFED/NT A =513, HEE ORI, Ao
TRER[EIEL - RS ORBRSFIC R > TR BTSN H 2.

) homo EM : CYP2C19*1/%1
hetero EM : CYP2C19*1/*2X13CYP2C19*1/*3
PM = CYP2C1972/*2.CYP2C19*2/*3X 13 CYP2C19*3/*3

16.3 9%
16.3.1 MPECORFS
IVRATTY = (FIEE : 2X1&20pumol/L) @
b MIEELEEER (in vitro) 1397%TH > 725,
16.4 {5
in vitro FMRERBOKEL» S5, B FaF &, 5-0O-
X FIAEDAERITIZCYP2C19. AL U AADERKIC
WXCYP3A4NBEES L. ZhH3BOREIA~DRE 7V
TIVARERETH S ERESNTNBY), TVYRXTS
IV =) ®in vitro FFREHCB VT, e FaF I ERY
5-O -BiA FNARDERICEET H5CYP2CI9ONHFER
(REEEFZ )7 5> RA : Clint) 373%TdH > 726,
NEADT—%Tld. BERACHCEH#ZIYI XSS
VoV EBEREORE Lz &, miEhoEREWIZ R
VAR MEROCe Fafs s E&TH o725, [9.3. 10.%
]

16.5 Bttt
NEADT—% Tld. VCIEH#HT Y AT 5V —)L% BN
BOKEG L&, BERETEEDKIIS% 48K % T
IR R OESICHR S N, FROYELE & EE SRR
DOHAZKAN1TH - 729,

16.6 HEDERZHTEE

16.6.1 SnE
HNEADTF—#TlE. TVRATSSV— L2 RES B
BEICIHIESHEKERO®RE L& &, B55H
HDAUCK U Cmax | IEE 5 OREMRE B A B fiE R
HEXODLBWERZR L. SAEEOL (BESEH
EEEERE) 138 %1.25 (95%S5HEXR : 0.94-
1.67). 1.18 ([d :0.91-1.52) TH -7,

16.6.2 FHiaEE=EEE
HEADT—% Tld. VXTS5V — )% FHEEREE
BFECIHINSHBRERORSG L& &, AUC,
k. AR T O 22 WIERME B R R I
R, BEEOHKERERE TIIN2.3[BEL .. BE~
IR DT REERERE TL FDHIE1.4~1.8TH >
729,

16.7 EYHEIER

16.7.1 Y7ECINL, TR URIETILT7UY
RHACYP2CIOR UL MiFI7uv—LazH\\w5in
vitro REBEICBVWTIY X 75— )LIZCYP2C19D
HEEBEELLZ (KifE: 7.9%08.6uM) »,
CYP2A6. CYP1A2. CYP2D6. CYP2E1.
CYP2COK U'CYP3A4DIEHICOVWTIIHE L 20
b3 haHERRZR L) 10,
HEADTF—FTid, I7ENRL, 7z AU XiT
ILV77IUY (R-7LV77YY) (B, CYP2CI9

488Al003



OEE) ETVRXATI—LOfREICED., D7E8
Ly 7= b YOAUCIKZENZFNE1%. 13%HEK
L. R-TL7 7Y IR T 7REIXI3% LA
L7-1D, [10.22H8]

16.7.2 ZDithDEA
IVRATSY—=NETSYRAUTA YU ROTEFY
2V KO MRICED. 7oV Rav A KRS
TEFTIY AKNPOMFRREEICHE L 2P o7
B, 75y 2u~vA Y rOL4KBILREY O
AUC 3R Lz E72y TVATFI—ILDAUC,
FIEBERR ORGSR LAY, FoY D, 77
0¥ty uFrvSur7zrF MU LAR, 7AY
Y UL T AT — VO TIIEEERIZE
SNz hr-o7,

16.8 ZDfh
(TYXFSY—ILATEIL10mg [YD])
IVAFSIY—LA7EN10mg [YD] 1. [&BFELS
BOBERMA OEYENRSERERE T R T > (FHI24EF
SHIOHfEAERMEARF03IELIS) ] ITEIE, T VYXS
SV = HTEN20mg [YD] #IBH#ERAE Lz &, B
HEHICE D ZIEMZENICEZF E AR I,

17. BRERARIE
17.1 BHERUTREMICET R
(GERERER)

17.1.1 BASETIEEER (RA)

WHREEEAZNRE L EEREERRTIZ, F
A 75V —=120mg. TYAFT5Y—L20mgXi
40mgAs 1 H 1R ASEME S S . HE8BROZN
ZTHhoOEEER [95%FHXME] 1387.4% (166/190
Bl) [81.9%. 91.4%]. 87.3% (165/1894l)
[81.8%. 91.3%] % 1'90.0% (171/19041)
[84.9%. 93.5%] THYV. * X5V —)L20mgic
W BLYRATT U —=L20mgRKkr40mg D FEL A
BHS5NT V5B,
BIEFRBSEE IR, TV X5V —L20mghtT7.9%
(15/189f) TH»7. ExBIMER T TR 24
(L.1%), 75=> 73/ S5 AT7 25 —EHEM
201 (1.1%) RO Z L7 F >k ARFF—EH#EM
26 (1.1%) TH-7z16),

17.1.2 BNEIHERER (RA)
WREREROBEEZE EZNRE Lz ZEEMHEHR
BicBWT, A XI5V —L10mge L7z X
75V =N 10mgKkU20mgd 1 H 161248 #5812
BU 2R EEEROBROFIMEIZOSATL

Do
IVRXT TN | ZIRAT T =N | ARXTFY—=)L
20mg (188%1) | 10mg (188f) | 10mg (187f)
B 1441 2215 3141
ﬁiéfﬁf) 92.0% 87.5% 82.7%
"V .0~96.0% 2.7~92.4% 2~88.3%
s | [850960%] | (827 6] | [77.2~88.3%)
0.62 [0.32~1.21]
NF—RH (LY X TV —=N20mghtvsTY X 77>/ — )L 10mgh¥)
[95%(EHEX ] 0.43 [0.23~0.80]
(LY XTFYV = N20mg8Evst X 77—l 10mght)
p=0.158
e (ZYATFY=20mghtvsTY A 75V =)L 10mghf)
p p=0.007
(LY ATFY=L20mghtvs# A 75— )L 10mght)

a) Kaplan-Meieri%ic & 2 4iE5E
b) Log-rank#E. HRE/KH#E Wifll5%. Hochbergd5IkIC & 2 H7E
DZEWDOHHE

BIERFIEE X, TV XTS5V —)L20mghtt9.0%
(17/188fl) BTV A 75V —)L10mghtT8.0%
(15/188fl) TH-7zo ERBUWERIZTY XSS
V=L 20mgB T2 L7 F AR AR FF—EHN

261 (1.1%) THO., TV XTS5V =) 10mgB#TTR
FI26 (1.1%) ROMAFZ LT F U RARFF—EH
m2fl (1.1%) TdH o717 18),

(GEXFO4 RERRNAESRE (NSAID) BEBICHTEEES
X+ ZiEEEROBREH)
17.1.3 BASEIEEER (BRA)
HILEBE O BEE 26 9 5 NSAID# G AR FH B & 2t
RELZEEREBEHBICBLWTIY ATV =)L
20mgm 1 H 1 [E24:A M 58125 1 5 BEE U+
BB OBREMFRIRIRDOSN TV S,

IYATFJ-=\20mg (1736) | 7F&+ (168f)
FEREGIRL 64l 56/
?’i?;gi;&@ 96.0% 64.4%
L m— [92.8~99.1%] [56.8~71.9%]
N =R
[05% (248X 0.09 [0.04~0.20]
pfEb) p<0.001

a) Kaplan-Meieri%ic & 5 #5E
b) Log-rank#iE. HREAKE HWHIS%

BIfEARBEHAE L. TV XTS5 - 120mgH#T
13.9% (24/173f1) TdH->7z. ErIfER X LIEER
260 (1.2%). TH2B0 (1.2%). @26 (1.2%).
MEmH261 (1.2%) ROMFHERTE260 (1.2%) THh-
7219,
17.1.4 EAREHRSHER (BA)
HLHEBE OBLE %2 H 9 2 NSAIDHER AR 3 2 0t
RELIETYATSY—)120mgn 1 H1E52EMEZS
RICHB T2 EEEX T HRBEEOHEFERIILT
DEBVTH %,
i asyid 528 IEFAER (Kaplan-Meier:)
IYXTTY—=N20mgkt (13061 95.9%

BIfEARBHEEIL., TVYRXA TS5V —L20mgiT
16.9% (22/13061) TdH -7, EZEWERIZARHNE2
Bl (1.5%). y—ZL¥INENT VAT x5 —EHEh
201 (1.5%). FER261 (1.5%) R UBFHERESR & 241
(1.5%) TH-7=20,

(BEAE7 AV VEBSEBICHIF3BEEX T 2B ES
DEFINHD)

17.1.5 7Y 7HEIEMBEHATR (BRA)
HtEEBOBEZ2ET 2EAE7 ALY~ (81~
324mg) MAERARE (HEAANBEED) 235 L
L7z 7 V7 RS AR LB R BE O R AT IC B 2 48
RIZBWT, TV XS TV —)L20mgdD 1 H1[E485EH
BERICB 2 BBE I+ ZEBEEO BRI L
HEABDHENT WD, 512, PRIEHTLIE. TV X
TS5V - VBOWHEBE DRSPS, YRS
YV —120mg# 1 H1ERE72:EBKESRHICB VT,
B E572581% DIEFRERIZ6.4%TH > 1=. B, KK
BICBWTRIVXATSSY =L, TS50 REEEDIC
2HF 7 7ILF—bE2HFHAL TV,

IYATFY-N20mg (1826) | 5 &A (182f)
FEREGIEL 2451 22151
&iégiifw 98.3% 81.2%
[96.65% KT [95.7~100%] [72.7~89.7%]
NY—FH
[96.65%f5 HEX ] 0.09 10.02~041]
pIED p<0.001

a) Kaplan-Meieri£ic & 2 HEE
b) Log-rankifE. AREAKHE WHI3.35%
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TYURTSTT— N 20mg S ME21AGR31pl

(14.5%) ORIERAFE/ESNTVS, E4EfER
. FHIEI (0.9%). U5 AMEEA261 (0.9%). I
2 (0.9%). HAY—726 (0.9%). Al
Bl (0.9%) o720 22,

(BiBE. TEREE. WEHES. FUSALEREY
THiE. Zollinger-EllisonfE(RE# 1 5 TICEER. T158
BB BMALTU /. 1S5 M/MRRED EEBR. B
HSEIC I DARBIEEERE. NVINTI— - O
URBRBRICHIFEIANVINTI— - EOYDREDH

Bh)

EIPHZ B W TRANR OB R FER S O BIE AR B A 3
M BRBZERLTVRN,

(BiEE. T EEEE. WEES. FUSANEREE
. SRMRIER. XIFZollinger-EllisonfE{RE$)

*17.1.6 BN I /IR GRRUING

BES. T -EBEE. WalEs. FUSAEEE
EWGRAE, WRERER,. XidZollinger-EllisonfE
HEEITANIIETHIHVDD S~ 14550 BE 5064
EXRE LIEERAETIE,. KE10kgll E20kgH
i (1061 [FE1R]) Ic2Y XSS5 =)L 1E10mg%.
20kgbl F12 1E10mg (1~115 106 (528, 12~
14551061 [5548]) XiE1E20mg (1~11 104!
(381, 12~ 145%1061 [5858f]) = 1H1EHRAS
AEE Lz, FREHO EIBELEER (P,
G DETR. KU EERARR) . BERNITE
K2EHLTWIZBEDIOR LOEIGTHR L, £
7o BERNCHRBNFFHESERTEZ2EBEDD 5K
HZWFRREFRD S N36T RTITB W THRERIC
R ATER LTzo

BER
(BEHI%)

Eok:
(1041)

2R EERlES
(10431 (10431

BBARE
(10431

58
(1041)

Fii

A=

1~11%

12~ 145%

FE

10kghl £
20kgA ¥

20kghl

#5558

10mg

10mg

20mg ‘ 10mg ‘ 20mg

Kaplan-Meier# iz &

B For& R D BRERFEIH R R

iopsiAbs

100% (24

66.7%(3f51) | 100%(141)

50% (245

)

75%(4f51)

=R

75% (445

100%(3f1) | 80% (54)

)

1009% (4f1)

DE R

100% (24

)
)
)

50%(6fl) | 100%(661)

40% (51

57.1%(7H)

LI

100% (34!

)

66.7%(6f) | 100% (4%1)

(
50%(4f!

(

(

)
60%(5f1)

50%(6f)

() BEMIEREZE L TLHIH

1~ 140 BES0FIH2H (4.0%) DEIEADHE S
NTVB. TOWNRIE. MRIROER. Siasitx
JBELH (2.0%) TH 723,

18. FNEIE
18.1 {FRERF

B e O MBI _ LI FTE T 5 Z RIS WS
MEMEET ALK, BEMRERNICBWT—ED
BBEOWMRIESBE S, CORSOREKBRETIZ, Ba
MW 2 SH ZRH L. RODIKT2EVAL 70 b
VRV TERINBBEEIEH T NS, TYRXT T —
ViE, ZoTa bR TOEEEZEET A EICLH
T. BBEIWEIHT 523,

18.2 £ N TOER
¥18.2.1 BAPHICRIF T HE

BRERAICBWVWT, TV XS5V =)L 10mg. 20mg
T 40mgi 51 & D 24K B NpHA 4L b &R
TR O EIE. TNEN48E23%. 62+ 14% KT
68+8%Td - 729,

NRBESHNICBVT, TY A5V —=)L10mghk
20mg#H 51z & 0 1285 I ENpHA4LL L2 R 9 B
FoE &I, 51.2%~98.3%TdH -7z,

18.3 FEERPREERICH 1T B1EH
18.3.1 7’0 bRV TREEIER

vy FERBEHKO SO N RS (HY, K-
ATPase) 1oxf UL CHHEERAZR L7225,

18.3.2 BEEwNHIER

19.

5 F 3 C3aH3eMgNeOeS2 - 3H20
5 F B:r767.17
T RIBABE~ILKITVKREIZIL S TVHEA
DMRTH %,
Ay ) —=VXIFTH =)L (99.5) 1T
27 <L KITEFIZL W,
ERE (al 2. —137~—155°  (BiK
IR U728 D0.25g, A% J —),
25mL. 100mm)
{bmEE
H3C\
0 N CH,
N)\S’/ | AN O\CH; Mg2
[ ’
0] N A
L CH; 15
21. KERFMH
B 27 EMEHZRED L, BEYICERET S
Es
22. 3

BEEY v FEERICE T % BRREA I L THER

R L7220,

B> v b RU'Heidenhain PouchA XicBWT, #]
BEICER SN BB MW LTimgERZRL

7-27), 28),

RRNDOEMRAI THHLTI AT T =), T3k
THBHFRATTI—VO—FHONERMEME (S1K) T

H%,

BRI ICE T ZEBEFMAR

—RRBIR : TY R T TV = TR T LK
(Esomeprazole Magnesium Hydrate)

{t % % : Bis{5-methoxy-2-[(S)-(4-methoxy-3,5-

dimethylpyridin-2-yl)methanesulfinyl]-
1 H -benzimidazol-1-yl}
monomagnesium trihydrate

(TYRXFSY—=IVATEIL10mg [YDD)

1004 7% [105 7)) (PTP) x10. §BAHIAD]
3000 7N (FTAF v 7EBE, BRAIAD)
(TYXFSY—ILATEIL20mg [YD])

1004 7t (104 7+ (PTP) X10. EBEEFIAD]

3008 7R (FTRF v IEE. ERAIAD)

23.
1)

2)

*3)

4)
5)
6)

7)

x

L2390

ENE [HRERSRE (XF2 74072 20114
TRIHZAR. HHEERNZE2.7.2.2, 2.7.6.2)

D96 IHREREOKRS (HAAN) (RF T 7 N
2011471 HARRR. HFERNEE2.7.2.3)
HANNREEICBIT 258 I /IERE (RF>TL87

U/ E RSN © 20184E1 A 19H &GX.

HEFEER

#E2.7.6.2)
(B BEELNER  EMERORSERER (2L
20mg)

Andersson, T., et al. : Clin. Pharmacokinet.

2001 ; 40(6) : 411-426

Abeld, A., et al. : Drug Metab. Dispos. 2000 ; 28

(8) : 966-972
Hasselgren, G., et al. : Clin. Pharmacokinet.
2001 ; 40(2) : 145-150
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26.

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 REBERAE (FFT 7207 2011457
H1HAGE. HEERNE2.7.2.3)

Andersson, T., et al. : Clin. Pharmacokinet.
2001 ; 40(7) : 523-537

Hassan-Alin, M., et al. : Clin. Drug Investig.
2005 ; 25(11) : 731-740

JARIBR : BRIRESEE. 2011 ; 27(10) = 747-756

Niazi, M., et al. : Int. J. Clin. Pharmacol. Ther.
2009 ; 47(9) : 564-569

(BR) BB EEHNER - EMENRSERE (0 7L
10mg)

KFFE— fih . HiEEE 2013 ; 110(2) : 234-242
ARTRFE— M : HEEE 20135 110(8) : 1428-1438
REMEFRPEIRGE AR (BHN) (RF> 7L h 7 kN
2011E7H 1 HA&AR, HEERMTE2.7.6.2)

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
EBRLFRFEIMEEE (RF 7007 )L 201246H
22HAR. FERES)

HERBOMEY (FF>TLh 7k 20114F7H1
HA&FR. HEERINZE2.6.2.1)

RISVER fth : BERESE. 2011 5 27(10) : 735-746

73 FHKH-ATPaselc 9 1B (¥ Lh 7k
Ut 201 14E7H L HAGR, HREERE2.6.2.2)

BEEY Y TERRICBUAEH (X300 L
201 14E7H 1 HAR, HEERMTEE2.6.2.2)

BES Y MIBUAEH (XFvo o071V 20114
7TH1HAR. HEERMEZE2.6.2.2)

Heidenhain PouchA XIZBFBEH (RF>vLhT
L 201 14EE7H 1 HARR, HEEERE2.6.2.2)

. XRERERUEVEDEE

HASHBEE BEFHEKRE
EILRE LTI PRI E 3697 HtS S
X8 0120-647-734

BUEARTERES

26.1 BUEHRZETT

‘// tta PR

ELRELMERIIMS3697&E MBS

488Al003



