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700 1 7V [14 B 7E (PTP) X50]
500 77 7V [, N7, HEAIAD ]
(X9 LHhTEIL 20mg)

100 1 7&/v [10 7+ (PTP) X10]
140 1 7& v [14 7L (PTP) X10]
500 » 7/ [10 77 &/ (PTP) X50]
700 1 7V [14 B 7E (PTP) X50]
500 77 7V [, X7, HEAIAD ]

Q) FREE
Y LA

(4) BEHDME
PTP w2k
PTP: RY7mb'Lr, TILI{H

Nk
AML: R F L

R A R = i < P

1. Bt 2EME

EERR L

12. Z0fs

Briz7e L

11



V. BRICET 5HE

V. JREICEAT HIEH

1. EEXIFHR

(XX LHhTEIL 10mg)

OBEE. t_EHEE. WEMEE. ¥AMEBERX, FULAMBREHERIE.
Zollinger—Ellison fEfREE. FERXTOA FERREERSHICE TS BEEXIE+21EHES
OFFENH. BERE7AEY UIREHICE TS BEBXIEI+EEESOBERIF

OTFRIZEIFEIAYANIZ2— - EO OKREDHHEN
BEE. T-ERES. B MALT U U/ E, BHREL/MURDHEERR. BHABRICHT SN
RBHABEERE. NNy 48— - O YRR L

(XX LHh TEIL 20mg)

OBEE. T=HFEE. MEHES. FiRMEREX, Zollinger-Ellison fEIRE. FFRT0OA
FERKEERSHICETABEEXE+THERESOBRING . ERAE7XEY VIRERIC
B+ 5 BESXIT+I65EESE OB RG]

OTFRIZEIFEIAYANIZ2— - EQ OKREDHHEN
BiEE. TZHERES. B MALT U U/ 0E, HHREL/MURDHEEBR. BHABREICHT SN
RBEHABERE. NNy 48— - O REE L

2. REXITHRICEET HEE

5. PREXIIHRICEET 2EE

GEXR T4 FERRERBEERICE T2 BEEXIET2IERER OB RN

5.1 Bfi U U~ F . ERMREEESICHIT 2EMEREDTZDITIERT oA FHEFIRERZ R
MFe 5 L TV D BEZREMR L L, E5HAICEEL T, Bid5 0T+ B UnEs oL
EZERT D2 L,

< fiffin >

ARENOE G35 50%, BB X DERICx LIERAT v A RUEFIRIER Ok 52 0E L L,

BEG X+ BRI EZ A L TV EETH D,

!

Tl

(ERE7REY VESHICH T 5 ERBXET+ESRSOERIFH)

5.2 A4 - EROERIMEIOT DI EDT ALY L 2ty 5 LT\ A BE 2B 5t b
L. #Biac e Uik, W+ s 0B 2 R 5 - &,

<M >

BIEG I+ HEHEGORTELZA L TVWLIBETH D,

12



V. {BRICBET 5IHE

(ANYans4a—-En0) OBREDHE)
5.3 HATHIE MALT U v R EITxT 2~ Y 237 Z—- vr U BRETEEO A ZPE ML LT
Y,

< fifEa >

Y Ry g = n Y BRESEOBIE & 72 5 H MALT U > S8, BRUEH (Lugano R
SHEO stagel b LT ) OREFITH Y | #EATHIEFNZIBIT D~V a7 2 — - o U REE
EOFNEIIHML SN TWRNZ D, L TWD, i, ~Ua sy ¥—. ol REE
FIPIBI SN HE SN TV D Z L0, BRERIEIC X 2 R OFEAEHER OV T P ES A
ThHoHeD, ~Yany Z—- o REGRE b RREZE 2 +02470, BEIDG C T2
BIMERZATH 2 &,

5.4 FpFEVEM/ MRS PESRBERIZG L TE, A RIAVFE2ZRL, ~JansZ—.-vnl
PR E ) & HIW S D IEBNC D A BRETRIR 21T 5 Z &

< fifga >

AU a g Z— - vn U REERORMN, JRAIE LT 18 el LM R R /MR s 45
BEi (ITP) JERICTH D Z &, ROEELRHBMOY A7 N TFRIENDHAICIE, ~U a7 Z—.
vr UBRERE LD bXHERIENMELE SN Z D, A RTAVEESBL, ~Y ansx
— - B U RENEPE AN ) &I S AL DRGNS OB BREEEN TS Lo, B LT\, A
B, ITP OIBFIZ ST - TE, BATBE SRR B TURM TR 3 T i ke & 2 RE B3 5
BHIZEHE] (12X D TR ITP RIRT A K74 > (2004 4£) | *2BBOZ L, ZOHA RT7A
YT, ANV ans x— - Er VRERROG A FAIE LT 18 sl Lol WaEsY 1 J/pL
2 D@ ITPAEGIE LT Y | BREFEEORIER (KB, Haiek, i o b5%)
WCHEE L, BREEIEEZIT) ZEDREELVE SN TN,

*EATRE D - EAS BRI F S e SR B RIFE S TR 16 RS - IR RSEE MR
REE B EEICB T 28N (BEE whl HESR), 2005 ; 16-26

5.5 FHIEFEITRT 2 WBREIRTERE B LISMTIT, ~ Y any 22— vo U REERICL 2858
DIEFEINHN 95 ARWEITHESL L Ty,

<M >

B OIHNRPREES N TV D DIE, RIIBEICT 2 NHEEFEREFT DA TH L Z &b
L L TW5, ks, ~VanyZ—-vuREFRIEMTOIIEFIIRES N TE Y, Bl
B2 TRICOWTORERIIRHATH L Z Linb, ~Y any Z—-vn V) RERER b NHESTHR
BEEICLDEMNRBEZITIZ L,
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V. {BRICBET 5IHE

5.6 ~Uanyg—-vn VERFHRICHONDERIZIE, ~)ansZ—-va U BREETHL 2

EROPNEGREIZ LIV~ a "y Z— - bun VERERTHL L AR T DL,

<SR >
AR Z@WIEICFEHT LD, ~VansZ— - va U BEETHL Z & LVPRHEEICL DY
anyg—- o EREEROERDBMLETHDZ bt LT\ 5,
~Yanyg—. v ) EEEROBRICEL X, BEITLIC, 1) KO2) Ol % EYT 5
WD D,

1) ~Uanyg—.val) OFGEEZ UL TOWNTILNOHETHRT D,

TR L7 — BB, SERiE, 55EE. PURRIE, JREBEFESGRER, FE D HURHIE

2) BAREBREICLY, BHEEROFTANH D Z & 2R T 2,

R YL M OBREHE DOFEICSOWTIE, ST A RI4 V528 BT L,

14



V. 1BRICEd 5 HA

3. AERUHEE
() AERUVHAEDME
(*-‘\‘-"/WLJJ 7+ )L 10mg)
BB, TR EE. MEEiES. Zollinger-Ellison fEI&EE
mx
W, RAZIETZ Y AT T Y= e LT 1E20mg 2 1 A 1 EREAKRLGT 5, Rk, BHE
%%F\% RS CIL 8 M £ T, +ERRG IR 6 M E ToRE T 5,

BHE . 1l EOSR R OVNRIZIZ= Y 277 —)L & LT, IKE 20kg A Tl 1[0 10mg
% AKTE 20kg LL_ETITSEIRL Ebflﬁlmam@%lalﬁﬁuﬁﬁféiﬁaL
BiEE. WAETEE CIL 8 MM E T, + MBS ClL 6 Ml Tokb &35,
WREEER
B
W, KAFEZ Y AT T = LT 1E20mg 2 1 B 1 ERAKRLG TS, ok, @
SHMF CokE LT 5,
S DITHH - BRRZER Y IR REE R OMERREICB O TIE, 13 10~20mg 2 1 A 1
EREAFEET 2,
INR
W 1l EOSIR R OVNRIZIZ= Y 27 F Y —)L L LT, (KT 20kg A TlE 1 [F] 10mg
éamé2%guﬁfiﬁﬁ_mbf1@1m@m@%1H1Eﬁm&5TéJMmL
SHMfHE Co®EG LT 5,
FULAMBEBREY R
XA
W, RANCIE= Y AT T — e LT1E 10mg % 1 H 1 RRRAOKRGT 5, ok, @
4l ECoORE LT 5,
INR
W 1 EOSR R OVNRIZIF=Y A7 Z Y — e LT, 1 10mg % 1 H 1 RO
535, ek, B, 4Lﬁif@&5&T5
FEXTOA4 FERBEERSHICE TS BEBXIE+Z1EEESOF RN
WH, RAZIEZ Y A7 T — 1 LC1E20mg 2 1 H 1 REARGT S,
BRAE7RAEY) VESRKICEIT5BEEXIE+Z1EHRESE OB FHINE
WH . KA A 7T =L LC1H20mg = 1 H 1 BEOEET 5,
Alyansa—- 0l ORBREOMHE
W RASIZ= Y A 7T —)L e LT 1E 20mg, 7EF U KM E LT 1[E 750mg
() RO 5 ) 2ua~<A 3oL LT 1[E 200mg (i) @ 3 FAFRIC 1 B 2 [H, 7
HERAOEET 5, 28, 77V A0~ A P AL RBEIDL U CHEMET 22 LN TE 5,
7Z72L. 1181 400mg (/) 1 H 2% ERET D,
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V. BRICET 5HE

T hR T e — TEXIVY KA RN T An<w A oD 3 KIBEIC
Lo~V anysz—-va ) OREEEP AR OSEEIL, ZHICRba1aE e LT, @E

FRANIZIZ=Y A 75— LT 1E 20mg, 7EFT U KR E LT 1A 750mg ()
i) ROA b= —L L LT 16 250mg O 3F&FFHC 1 H 28, 7 HERORS$

%)O

(X9 LHhTEIL 20mg)
BEE. +t=EHEE. WMEEES. Zollinger-Ellison fEIZE$
B
A AT T = LT 1R 20mg 2 1 B 1ERROKZST 5, B, @%
1B, WEEEE CIX8EME T, +HEBMEE CIX 6 M E cCo®kb L35,

WE, RE 20kg UL EOSIE R OVNRIZIZZ Y A 7T — b LT, ERIZE T T 1A 10~
20mg # 1 H 1 [EA&ET 5, ol @, HEE, WHHMEE X8 AME T, + 2
s ClL 6 M Tokb LT 5,
l)ll. IEELJ\
B
W, RAZIETY AT T Y= LT 1E20mg 2 1 A 1 EREAKRLGT 5, Rk, BHE
SHMfHE Co®EG LT 5,
S DITHHE « BRRZ R IR IR RE R OMERREICB O TIE, 1H 10~20mg 2 1 A 1
B OEET 5,

/]\IEI

W, KE 20kg DL EOSE R OVNERIZIE= Y 277 — L& LT, SERITIE U T 1A 10~

20mg # 1 H 1 EEOEEGT 5, P, @, SHEE TCoORE LTS,
ERXTOA4 FERBEERSHICE TS BERXIE+Z1EEES OB FINEH

WH, RAZIEZ Y A7 T — e LC1E20mg 2 1 H 1 REAERGT S,
BRAE7RAEY) VESHKICEIT5BEEXIE+Z1EHRESE OB FHINE

WH, RAZIEZ Y A7 T — e LC1E20mg 2 1 H 1 REAERGT S,
AYyanygs—--E0Y OBREDFHE

BE RANZIZZ Y AT = LT1[E20mg, 7EXF Y AT E LT 1[E 750mg

(i) L7 Z Y Ar~A 2L LT 1A 200mg (Fffi) @ 3 AlZFIC 1 H 2108, 7

ARG T 5, B, 77V 2Au<v A P 3 MBS U CEEBET 5 2 &N TE D,
7Z72L. 1181 400mg (/) 1 H 2% ERET D,
Tua bRy TA e EH— TEXF VU KRN T Aa~A O 3FFEGIC
EB~Vanyyz—-vnl OREIREIREDDOLGEIL, ZhIfboTaR E LT, i,
FRNIZIZ= Y A7 — e LT 11E 20mg, 7EFXFT U K E LT 1[E 750mg (/)
fli) XA br=%>Y—,LL LT 1A 250mg @ 3#|Z[FKFC 1 H 2\, 7 HREKRO#EES

éo
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V. {BRICBET 5IHE

2 RERUVAEDREERE - 1R

YRR, BiRE. + AENAES. WA EEDS. Zollinger-Ellison JEMERE, IS AMEH
BIEWIEKLOANY a2y Z— - e ) OREOHMB) (RA) |

KRDZ v IR TH LA AT TV — /5t RICHEET) 7Rl K OV H B E R B ORKREETH
LW RERIBRICBIT D24 AT T — Ve OIFLERBEER L, =Y 2T 7 — VOREK
ﬁ%_omTH%£®ﬁf77/~w_ﬁféﬁ)@%%;fékk% L BEMEIZBWTA A
I NVERIRRETH D I L aMR LT, ZOREE, MR RIERIIA AT T — L ERUH
HeHEEZRE L, £ BRBEOF AT T — VRET DM REER I DORIHE « Zh5HEIC
DNWTIE, Bl R ENERRRBRE Ehit3, A A 77—V EECHE - HREHRE LT,

[FEAT v A FHERIESEE G-RFZ 3610 2 BRGSO+ B IRsm o iR mE () )

Pk TR SN TV D ARF O AL - AR 2 ICHBE T+ G oEREAL G4 59X
T 1A RYEFIRIES L 5-8E 2 R & U7 AN MR RBR ATV, ORG-S E 1
Al 20mgl H 1 [FIZF%E LT,

MERET A Y UG T 2 BIEE T+ RS o msamE () |

WK THGE STV D ARFIOHNE « &2 25 2 HEE 3+ ZfRIBRGE oA 2 A9 218H
BT ALY Ui G RE g L LT U7 RSB IR R 2 1TV, £ ORGEIC KRS X 1
Al 20mgl H 1 [\EIZRE LT,

1L EOSIR R OVNE O EEE, + e Es
MERIER #U%/u‘%ﬁﬁ B E |
ROK THERB SN TV D ARRO/NEEFICH T 5 HIE - HEEZSBICHANNEBRE AR L L
% 1/MFRERRRBR 21TV, T ORMEICE ST AL - HEEZRIE LT,

“ﬁf

. WEENEE:. Zollinger-Ellison JERE,
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V. {BRICBET 5IHE

4 RZERUVAEICEHEY HIE

1. BERUVARICEET 2EE

(FRERER)

7.1 1 H 10mg OMEFRRIE THEDRO bNHEIE 1 B 20mg THIBREITO 28, 72720, 1
H 20mg OHEFRHRIE THENRD LNZGE. &5 WIITHTRRERD . ki, b FESE
FORERDED N SEIE, O THREIMEFE LTV, £ OR RISV THLOEE] 72
BRIV X D L2 BETDHZ L,

<fER >

1 H 10mg OHEFHERE THRENRO bNT-EAX 20mg TOFIRFEEZET LI EBMLETH D,
F 7o, IRIEEZ OMERFEIEIZI W) TG BAAR: & [RERIC R OB, SRR ORRES 2 B8 L CHERPR
HEOHEZRIRT D2ULERS L, AEIOT IR TH LA AT T — /L CHiiIERIE R ORI
FIUZ 1 H 10~20mg # 5T 6 W ARICITHE T 2BEENRES N TS VYV, 20 & 9 Rl T,
AR T 2 & DM OB R IBRIE~OY W X b BEETILEND D, £, EHHEEHICTH
L7\ R, RERD . i EOERSS Hb-HAIciE, HE L LAIERDERFICED
AREE DB 2 OGN DT, NRBIHRASEIC LV EYRZW 21TV, 2SS S M RER %2 &
THIERHRIND 2,

GEU S A B BIESRAE)

1.2 BhHBts 2 B%EHRZE L COIREMR L, IEROEEMA R S ngGaIcix, B
MUANDFER R E 2 5N - OO R IGE~DER 2 EEST5H 2 L,

<SR >

BT REIR D FEBLUC I 2 22 BRI 3BS- L TR 0 . B ARRE TIXRWEA . ARIOEEICZXY

B oy 2 i L C IR DMK - BT L W B X oD, LIeBo T, BEDOTE LT RN

BB TS0 HER O SRR S ER R Tl e WEBE A AT 5 Z L ITEETH L, AFOTEIKTH

DARAT T — N ORBEHRRBRIZBWT, 5 28 H %2 BRICHREMHRET 5 2 &M, R

SR AE LD ERMICHERITE 5 2 LRI, L T\,
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V. BRICET 5HE

5. ERFRAHE

() EBRT— 5 /Sy i — o

B
FH GBI
FEA R
AR X Sy RERT A H i 551k PIES
1 —EE . EIEL | EYEE TV ATV =110, 20, | BARANBERERLA B 32 41
(AARKD b, 7Z2ARx | 28k 40mg ™ XIX7' 7+ AR % 1| homo EM : 12
2 x — | R H 1 (AR O # b hetero EM : 12
) (SH-QBE-0094 PM: 8
5) o '
AN EEERR N B 26 1
homo EM : 12
hetero EM : 10
PM: 4
1 —ES R, RS | EYERE TV AT TV =110, 20, | BANEEERSA S 90 4
(A A) b, 7T Rx, | At 40mg ™ L7 7 AR% 1| homo EM : 30
F B fAqe e A 1EERAEE (5 B | hetero EM : 30
(SH-QBE-0098 & i) PM : 30
) ¢ '
% 1 WS R VRSl | Y EhE TYATTV =110, 20, | A ANREREM A B 64 f
(AA 2) | MATHERD, 7T £ R | A 40mg ™ 377 LR % 1| homo EM : 30
popiist preex s H 1 [RIRAERE N5 (5 H | hetero EM : 30
(SH-QBE-0095 i) PM : 4
) ° '
w14 HER, BEAL, | D% (BN | =Y 277V — 20, | BARAERER A B 42 4
(HA) 37 v 24 —,3— | pH) 40mg ', 77 BRI A | homo EM : 14
(D961HC00004 7 | HAy@h g AT 7 —/ 20mg % 1| hetero EM : 14
E) 0 H1EMEREAES G H | pM - 14
fil)
1K HEH, EIEAL, [ h% (BN | =Y A 75 —/L 10mg. | BARAFERER A B 42 4
(HA) 2 #17 o 24—, — | pH) FA 77—/ 10mg X | homo EM : 14
(D961HCO00009 &t | FAyHhhe (X772 A% 1 H 1EIXE | hetero EM : 14
) © EHEG (5 A ) PM : 14
I Zhiax LR, HE | WRERER | =Y AT TV — ) 20, | WiEERTERERE 572
(AA) i, M2, 3 RE | (WITESD) 12 | 40mg W UIA AT 7Y — | (LA 434 A-D)
WATHER, Z 75 | kA0 | v 20mg 2 1 A 1 HIRE | = 2 75— 20mg
I — Oges (8 M) 190
(D961HC00002 # TV AT =/ 40mg ™ :
B 7 191
AT Z Y — 20mg :
191

) Ao ML - HEZEL (TV. 3. HELUCHES ZR)
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V. {BRICBET 5IHE

RER X 5 R T YA H 1) B 5071k POEH
A Ll IbFE, CEE | W RER | = A ST — 10, | WS E R E R AR Y
(AA) B, EEA L, 3RE | GHERREE) I | 20mg XUEA A 7T Y — | 564 4
WATRER 2 7 VS| T A |V 10mg 2 1 B 1 EIKIE | = 2 75 v — )L 20mg
I— RO ieh (24 JHH) 188
(D961HC00006 7k Y AFF V=)L 10mg :
Br) 8 189
AT Z Y —/ 10mg :
187
S IIAH Zhigk A, “HE | NSAID (&5 | =Y A7 F YV —)b 20mg | § XL+ 6B 155 O
(AA) B, EEZ L, 2B | FIEMHNICK | X7 78R % 1 H 1B | 4449 % NSAID #kks
WATHER, 77 2R | T2H2ME | ERA&E (24 HF#) Lo B 343 il
X R N TV AT TV —)L 20mg :
(D961HC00001 & 175
)
Br) o 7T ¥R ;168
EW#E | SRR, A —7 | B GEO | =Y X 75V — ) 20mg | B X ix+ 5 B1EE O B
(HAR) v, HifE et Z 1 H 1 EERNES | 72247 % NSAID fks:
(D961HC00005 7 (52 ) Lo 130 4
BR) 10 TV A ST/ )L 20mg :
130
% 1A A= WAERL | EPYERE (0 | =Y AT TV —)L 20mg | A A AR A B 30 4]
(AA) b.3Wiz o2t —|FY o7 x| 210 1EKERDES X | homo EM : 12
IR— TRV UL ErFY T T =T MY | hetero EM : 12
(D961HC00007 3 | & DHMIAAE | 71 60mg % 1 H 3[ENHE | pr - 6
Br) w ER) O#E (5 HIAD
%14 F—T . EER | EMFHRILE | =Y AT T Y =1 40meg® | B AR NERERL A B 48 fil
(AA) k.28l m 24— |4 (7 mAr—2% 7€/ | homo EM : 48

IN—
(D961HC00008 3
) 12)

RIZETF o A7 ENL) &
1 H1FRREROIHRE 5
H )

homo EM : homozygote extensive metaboliser. hetero EM : heterozygote extensive metaboliser,
PM : Poor metaboliser. LA 7338 : ¥ ¥/ 2434, NSAID : JEAT A RHEH A SR A
W) EFESORE - AREzET (V. 3. AEAOHRE] 2R)
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V. BRICET 5HE

SEER
B X 5y AR T A H#Y P55k POE
%14 Ve, A—7 | WydEhhe TV AT T AV 5, | BN 12 ]
(AT z— | a7 m2d— | FT) 10, 20mg X(IA AT T V' —
TV IN— e JL20mg & 1 H 1 [IRER
(SH-QBE-0002 H¥#& 5 (5 AHIA)
BR)
5% 1 HH WEA L, A—7 | RpEhRe T RATT =AY | BN 9
(AT xz— | 3Wruxt— | otk FAT T —)v (RIK) #H| | EM : 4
) IN— NIZA AT T — VA% | PM : 5
(SH-QBE-0001 1 H1REIREROES (7TH
=hER) i)
EM : 15mg
PM : 60mg *?
% 148 WEAEZ L, A— 7 | SRpyEhnE TV AF T —/L 40mg 2 | B NEFERA 25
(A7 x=—| (SH-QBE-0045 (kack BA) 1 H 1REERAES (5
F) BR) A KOH[EIERN Y $2
5
% 1 HH F =7 e FAAL TY AT TV —)L 40mg 2 | A AR A 8 i
(A7 =—| (SH-QBE-0027 7 BL[ElE O 4 -
F) ARBR)
%1 HAEAAL, A—7 | R ORI | 4C-= Y A 7T V' — )L 40mg | A AFEEERL A 6 5
(A z— | v 287024 — | BRIK (2MBqg/mL) *2 XX 14C- | EM : 4
F) IN— + A 7 F Y — ) 40mg|PM: 2
(SH-QBE-0024 (2MBqg/mL) % Hi[alf#g 14
#BR) 5.
% 1A m{ERb, —HE | e TV ATT YV —)L 20, 40mg | FI A JE M E £ 3
(AT z— | H, 3#7 v xt— | F% T2 Y XA AT TV — )L | SERFE 38
F) IN— rge s 20mg % 1 A 1 [EER 0 &
(SH-QBE-0008 5 (5 HH)
BR)
AR mIEA, —HE | Eh% TV AT T =)L 40mg 2 | HFE AEBEMEE A E
(AT x=— #2817 02— | 224k XIEIA A 7TV — ) 40mg | WiSE B 130 5
F) IN— Z1H1REROKRS G| 1HAORAEZREEA
(SH-QBE-0066 H [#)
BR)
5140 F—T EE BT | Y AT T )L 40mg F? | [ AGSEMEEER A 14
(A7 x=— | (SH-QBE-0037 | 2¥ W@k |Z# 1 H 1RIKEROES (5
F) ARBR) [ON7ee i H [#)
iR B | AT PERI, (K, | =Y ATFTY—/L 40mg 2 | HE AR A
e (AH28602) FEE L OO | 218 1 EERODEES 5
WEERGE A O | B
AUC KO
Crmax (2% 2
-2
B | A—Tv AP B | =Y A TTY —1 40mg #2 | B ARFREEEE 13
(A7 x=— | (SH-QBE-0026 |¥J2¥EWE) | 210 1FEKERAERSL (58K 4
7o) #hR) RER Ve atE | BIM) EP%EIE 4
HE 4

1) ERARAGE
1 2) ARSI OME - HEEZGT (V. 3. FEROHE] 2H)
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V. BRICET 5HE

FRER X Sy AR T A H#Y Be 5051k POE
%1 HEEAL, A—7 | BEORE TY AT T —)L 40mg 2 | A AR A 24
(AL R) | v 287 oAxt— 1 H 1 [RZEER 3R %
IR— WERO#EE (5 B
(SH-QBE-0044
BR)
5% 1 HH miERb, —HE | EpiE TV AF 5 —)L 30mg *2 | AR A 12 4]
(AT z— | 2Wro2d— | (T EBRL| (UEFT7ER) 21 H1H
TV) IN— EOIEWMA | EROESE (9 BRE) +v
(SH-QBE-0003 | {Ef#Ex) 7 P35 0.1mg/kg % HAIH
=KBR) JRPN B¢ 5
%14 77 AR AR | S e TYRAFFY—)L 4A0mg 2 | 7 == A VIRHBE
CKIED) ZAb, “HER, W | (7 == A | CUTTZEAFR) 21 H 1[0 |24 4
ITHER v OIEWE | KRR A®E (14 BH) BRI YN S-I=PN
(SH-QBE-0046 | H.{EMHER)
BR)
% 1 HH ERb, —HE | EpEhE TV ATV =)L 40mg 2 | AR 20 i
(Avz— | 2ozt —|(Zz=bA | UITTER) Z1H1H
TV) N— DI | KEROES (7T HH) +7
(SH-QBE-0032 | AEH#ER) | == FA > 300mg % Hilal#%
BN M5
% 1A EEAL, —HE | Epohk TYATT = 40mg™ |AANTLVT 7 U URA
(Avz— . 2872t — | (U7 7V | UI77%8FR%E 1 H 1R |HEE 306
TV R— v EOIEWM | EREOBE (3 M)
(SH-QBE-0038 | A{Ff#Bx)
lBR)
% 11 EEAL, A—7 | EWydEhe TV AT TV —)L 20mg. | HME AR A 20 5
(2T z— | v 417 v 24— | (AMPC KO | AMPClg™, CAM500mg ™2, |1fBlDRAZBEEEA
) IN— CAM tOE|XFxz YV AT T — )
(SH-QBE-0040 | ##H HAEH | 20mg+AMPC 1g 2+ CAM
BR) %) 500mg 2 (3 FIOFH) % 1
H 2 [AEREOES (7 H
i)
% 148 miEAb, —HEE | EpEhE TV RS T S — LIRHED H AR 12
(Avz— | 287 a2t —| (F=V & |30mg™? (LT TER) &
TV) IN— OWYABEE |1 B 1 EKERAES 60
(SH-QBE-0005 | fH#tER) ) +3F =31 400mg % HilA]
BR) o &s
%140 HELL, A—7 | gk TV ATT V=)L 40mg 2 | [ AR 32 i
(Ayxz— | .38 7o2t—| (F7aXk |2 1H1EH, 7ok
T IN— DY | 250meg & 1 H 2 [\H], XifT
(SH-NEN-0016 | AfEHEER) | Y AT 7Y —/140mg 2% 1

AlBR)

H1@E+F78mextr
250mg (2 AIPFH) # 1 H 2
mIAEROES (7T B

1) ERARAGE
E2) A O ML - MEEzET (TV. 3. HELKUHE 2R)
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V. BRICET 5HE

RER X 5 R T YA H 1) 551 PIES
%14 AL, A—7 | EpEhre TY AT T =)L 40mg 2 | FME @R 32 i
(A z— |, 387 v 24— | (rofecoxib™ | | rofecoxib #V12.5mg % 1|1 BIORAZFRE AA
T) = EOIMMAE | B 1B, IV AT T
(SH-NEN-0017 | {EHaER) —/L 40mg "2 +rofecoxib *
ER) V12.56mg (2 FIPFA) % 1
H 1 RIRE&EO#S (7T H
Eil)
Wi RE R WA
IR Zlaax AL A VR | A 2 TV AT T V=)L 20, 40mg | W RE R BE
CKE) b, ZEER, W17 B2 Y3 A A S5 — | (LA%JEAD)
M 20mgZ# 1 H1MMEROE | = ¥V 2 7 F V — )b
(SH-QBE-0013 5 (8 M) 20mg : 656 {3
R) T AT )L 40mg 2
: 654 ]
FATZ )L 20mg :
650 13l
EIEE %k Llm) | HEVEZ | A2 TV AT TV =)L 40mg 2 | WM R IE KB
CKE) b, ZEEM. WAT XiZA AT TV — 20mg| (LA %% A-D)
iEdL| Z 18 1RERO#RE (8| =Y AFFY—L 40mg ™2
(SH-QBE-0016 F ) : 576 f
k) *A 7T —)L 20mg :
572 {3l
HIIAH Lk HelA] | MEAER | A2 TY AT TV =)L 20mg X | WM AE R B
CK[E) fb.. ZHEMK, WAT 34 AF 5 —120mg% 1| (LA 4% A-D)
BERH] H1EKERAERS QB |~ v X 7 7 Y —
(SH-QBE-0017 i) 20mg : 588 i
BR) F AT Z Y —)L 20mg :
588 {3l
AR Lk Helm] | AR | A 2% TYRATTY =)L 40mg E? | WM AE R R
CKE) b, ZHEMK., WAT XiZFH A5 = 20mg | (LA 53%E A-D)
HE] 1 H1EEROEE (8| =/ A7V —/L 40mg 2
(SH-QBE-0052 ) : 1216 i
%) F A SV —)L 20mg :
1209 11
WRPERIER MERFRIL
F IR %k Llm) | BEVEZ | A2 TV AT T =10, 20, | WRMERERIGEES
CKI[=) b, ZHEHR., AT 40mg *2 XIS T¥RE 1| Y A F TV —
BEE], 77 2 AR AT R A 1 EEROES (6 7 | 10mg : 91 4
(SH-QBE-0014 A) =Y AT T =
aklR) 20mg : 98 i

TV AT/l 40mg 2
: 92 fl
7R 94 i

1) ENARAR

1t 2)

OO L - AEE G (V. 3. AEROHE) 21)
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V. BRICET 5HE

B X 5y RERT A H#Y P55k POE
AR Z s LA AR | A2k TY AT TV =110, 20, | WERIERIBEES
CK[E) b, ZEEMH, AT 40mg P IE T TR E 1R | = Y A T TV — b
HER], 77 R xR 1R ERO®ES (6 7 H) | 10mg : 77
(SH-QBE-0015 = YA T T =)
R) 20mg : 82 i
TV AT T —/L 40mg
. 892
7R 77 H
EWI®E | 2L A —7 | RHRGRO | =Y A 75 —/L 40mg P W E R E R
CkE) > LAk Z 1B 1R ER DB (12 | 808 4
(SH-QBE-0018 71 H)
iE B R B W E
£l Ltk IR VR | A3t TYRAT T —)L 200, JiE 7 M B R E AR
CKH) b, ZEHEM., AT 40mg P XIXTF TR E 1R | &
BER], 77 2R % R 1RIEROES QM) | =Y A 77—/ 20mg
(SH-QBE-0053 121
HER) TY AT 5V —/L 40mg
123 i
78R 124 Tﬂ
5 IIAH Zlaax dLF | AR | A2k TYRATF TV =L 200 JiE i M R TE 0 O AR
CkE) b, ZHEHEMH, AT 40mg P XX 7 TR E 1 H | &
HERH, 77 B AR % 1 FIRE&R NS WlEl) =Y A7 7Y —/L 20mg
(SH-QBE-0054 113
BR) TV AT TV —)b 40mg
w118 4]
77 &R 118
EAIIEE Z s LA AR | A2k TYRTT =208, JiE M M R TE 2 O AR
(&, b, —EEKR, 1T 40mg P I A AT T — v | F
JEE, 7 A | REMEL FEHS IR 20mg % 1 H 1RIEROE | =Y A7 F > —/L 20mg
N7 K) | (SH-QBE-0009 5. (4 #8F8) . 429 4
%) TV AT TV —) 40mg
D - 4928
FRATZ Y —) 20mg :
438
5 1AH Lk LA MAEZS | A TV AT TV )b 40mg P | E M E A E WOE R
(7 7 v b, ZEHEM, T IAA ST —120mg%x 1| FH
A R A | BER], TR H 1 EEROES (48| =Y 275 —) 40mg
Y. A A | (SH-QBE-0011 i) ;358 {7l
) #R) I A 7TV —)L 20mg :
358 i
55 A L sk LR MR | ARk TV AT )b 20mg P | S AP R TE T R
(Fr~—|{b., —EHEHER., 1T IA AT T —120mgw 1|
7.7 4 v | BEML RS H 1 RERAOKRE (48| =Y 277 —/L 20mg
Z v R, A | (SH-QBE-0021 ) . 337 {4
7 = —7 | iRER) FAFZ—)L 20mg :
VI, 334
:~)

) ARSI - HEEEE (V. 3. HELUHE] 2R)
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V. BRICET 5HE

ABRIX Sy

BT A

EE:D

#5071k

ISES

Zollinger-Ellison JEfE#E

£
CKE,
75 R)

%tk I, A —7
v
(D9612C00025

I (PR
53 U B0 ) 2
)

TV RATT— 40, 80
®120mg P A& 1 H 2 [AfX
wRRnges (12 7 H)

Zollinger Ellison JEBERE
SOV 56 M B R 7 W o
EZEg

TV AFF VL 40mg
+80mg * +120mg * : 21
il

BIEH., + IBEE. WAEE 4 slBe L

NSAID {53555 S # il

CAIIEE Z s LA AR | A2k T Y AT Z ) —)v 20,40mg | HpylorifEtECcH -+
CKE.EU | {b, —EEM, (T BDXTT7EARE 1 H LA | RBEEEZA LRV
fth) RERE ., 7 7 2 AR KR neE (6 1 H) NSAID OG5 %%

(SH-NEN-0013
R (D9617C000

7 T3 b NSAID EHE M
EBEOY A7 26T 5

13 R ] B
™ VXS T =
20mg : 195 fl
TV AFFV—)L 40mg
. 198 i
ZZ7ER 192 il
B IIAH Lk LR MAEZ | A TV AT TV —)L 20, 40mg | H.pylori [&METH « +
CKE) b, ZHEHEMK, AT PET TR E 1 H LR | BEBEEZA L2VA
HERE], 77 R %R KERO#&ESE (6 1°) NSAID Okt 5%

(SH-NEN-0014
RER)

T Y NSAID & [RM:
EBEOY AT 26T 5
B

VAT T =)
20mg : 281 f

Y AT —) 40mg
w282 il

7*Z &R 281 4

N a Ny

Z— . ¥'nr Y OREOHE)

5 1A
(B
fiL)

% fak LR MR
b, ZEEM, WAT
FER

(SH-QBE-0019
N

TIATSTY
— L XAT A A
7T =)L
AMPC }k O
CAM & o ff
LI L D
H. pylori i
%—:\‘

D20 bid+AC %t :

TY AT TV —/ 20mg+
AMPC 1000mg *’ + CAM
500mg ¥

020 bid+AC % :

A7 — /L 20mg +
AMPC 1000mg *’ + CAM
500mg ¥

1A 2BERAES (7T H
i)

H.pylori W5V + 45
BB OBEEZ AT S
B

D20 bid+AC &t : 224 #i
020 bid+AC Bf : 224 31

) KRS OME - HREE2ET (TV. 3. MIEAOHE] 28
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V. BRICET 5HE

FRER X Sy RERT A H B 5071k PIES
SIIAH L sk [A EAEL | = 2 7 F > | D20 bid+AC #f : H.pylori W5Vt O 1% 8P
(Fxadt|fb, “EER, 17| —/. AMPC| =Y * 7T — )L 20mg+ | O+ _I5IGIEEEE
FEfh) | BERE J O CAM |2 | AMPC 1000mg ™ + CAM | D20 bid+AC Ef : 222 i
(SH-QBE-0020 | k% 3 APt | 500mg ™ % 1 H 2 [ ERE | 020 bid+AC B : 224 i
) EAATTY | nkhg (LEM) %, 77t
—/L, AMPC | "% 1 H 1 [RIREROKES
KOV CAM (2 | (3 )
£ % 3 AU | 020 bid+AC #f :
i B B A ATT Y= 20mg+
H.pylori i# | AMPC 1000mg * + CAM
R OREE | 500mg ™ 2 1 H 2 [FIRERE
% 4 WRFC | DG (LER) %, A7
BIS+ |7/ —/120mg = 1 H 1A
PR RS O | REERAES (3 M)
1B
AR Lkt E RS | =Y A 75 Y | D40+AC B : H.pylori [5VE D 1% 8V
CkE) b, ZHEK —/L. AMPC | =Y X 75—/l 40mg O+ BRI RE X
(SH-QBE-0041 | %% CAM (Z | 1 H 1[E®+AMPC 1000mg™ | 1%+ 5 B 1535 o BE1E
%) k%10 HM |1 H2E+CAM 500mg ™ 1| 2HT5HE
B 5% 0 H 2 [H] D40+AC #F : 264 fi
H.pylori Fx% | D40+C #¥ : D40+C #% : 251 f
IR HER | =Y AT TV —)L 40mg
1 1 H 1[E® +CAM 500mg *
1H2M
KgERE s (10 AR @
£l Ll dLE ES | = A 7T > | D40+C £ : H.pylori W5V O & & 4
CkE) b, —HE® — L K | =Y RAFTFY—/L 40mg O+ IR RE X
(SH-QBE-0042 |CAM (2 X% |1 H 1[8["® +CAM 500mg ™ | 1%+ 5 iE 5 O BEfE
#ABR) 10 HE® 5|1 B 21A EETHBE
@ H.pylori 5% | D40 Bf : D40+C #% : 51 f3l
EIZHTDH | =Y A 7T —)L 40mg D40 # : 17 1
ik 1 H 1[n®
g O PEE (10 HfE) ™
55 A ek LA, B{EL | =V A 75> | D40+AC & : H.pylori 5V O & &) M
CKE) b, ZEER —/b, AMPC | =Y 275 —/L 40mg DO+ IR S B H X
(SH-QBE-0043 | %' CAM 2 |1 H 1[@®+AMPC 1000mg ™ | 1%+ 485 B 15 35 o BE1E
#R) X% 10 B# |1 B 2[E+CAM 500mg ¥ EETHBHE
® 5 %) o |1H2H D40+AC #% : 85 f3l
H.pylori FE | D40 £ : D40 #f : 28 fi
WX 2868% | =/ ATV —)L 40mg
e 1H1[E™
KERO#E (10 Af#) @
EM : Extensive metaboliser., PM : Poor metaboliser
AUC : (b pe iR h#t R, BA: NA AT _A FE YT 4, Comax 1 i MET I

LA 538 : v B2 8E, NSAID : 3ERXT v A REERERA. Hpylori : ~Y) a Ny ¥ — .ol
AMPC : 7Ex v U K, CAM: 77 ) ZAu=A >
W) ARSNAORE - AEEET (TV. 8. FEKOHAE] Z8)
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V. BRICET 5HE

EHET A Y s BNk

Sl
AR X 5y BT A HAY Be 551k POE
55 1A HER b, —HE | BN+ 2BBEED | =Y AT Y —)1 | ke - FERER O O
(AA, |, WATEER], 20 | BEE 295 LDA Off | 20mg X7 7% | 72912 LDA Ofkks#y 5.
E, B | RILFE Ttk 5 A2 % D BEIC | AE 1A LEKE | 2209289 3+ 558
(D961PCO0001 &k | & LTy 27T — | NG (R 72 | g o B 4 A+ 5 8
B) 19 )V 20mg AAkiGER S L | ) 366 51
rlxoBFME (X
W+ IR IR O IE
TB5)
LDA (Low dose Aspirin) : (K& 7 AU
AR X 5y AR T A B Be 551k POE
5% 1 HH Hli%, BIEL. | =Y AT T =)V aff | =Y AT T —)1 | 20-50 ik OREEEH MK
(AT z— |A—=T> 387 o | HEEG LMD T A | 40mg ™, 7 AEY | 44k 55 {4
) A G U Oy EREIC KIE | v 3256mg. XiTT
(D961FC00001 R AT T — )
FRBR) 40mg ® +7 A ¥
U > 325mg ()
1~4HH:1H1
(e ] A BiTRE 11 3 5
5 HHE : W]ZEfgrF
s
% 148 Bfidk, A—72 | T AU O SFN| T A Y 8lmg | 1875 5 OEE B ML O
CKE) 2 W7 mAA— N | FA=HIITHTY | T T AE Y | ik 32 4
— AT T LD 8lmg+ T Y A7
(D961FC00011 Z ' — /L 20mg (ff
ER) A) &1 8 1=
22 G RE R % 1 %
H (5 HA)
55 A R4, —HE | LDA OG5 42%) | =V A 75— | H pylorifett ©E -+ 45
(R | B, WATHERD, &0t | 2HBREIC= Y AT T 120mg T 7 7% | BBIEEDORIEY 27 DK
fth, AFF | B&ILIHE —/L 20mg #¥E L7z |ARE2 1B 1EKRE | F&LTabRD 60 %
10 7 [E) (D9617C00011 LEoaMME (BT | &Oo#&S5 (26 # | UL o LDA (75 ~
Yy + R RS O FRIE T | ) 325mg/ H) fikfise G-+ o
9] & 992 Hil
IR MVE4 L, —HE | LDA Ofkik 5252 | =Y A7 Z Y — )V | H pylorifatt ¢H+ 8
CKEM, | #, WATRER, 20 | 28EFIC Y A7 7Y (20, 40mg @ X | BB ORI A7 OFE
ARt 20 7 | G —/L20mg K 40mg™® | 7Z&HR% 1 H 1|\ LDA (75~325mg/H)
=) (D961FC00003 | Z 1 H 1 [alfh Lzl | A K E & 0 &5 | ki 55 o B3E 2426
lBR) =OHFMME (8 T+ | (26 #EH) 1

BRI OREET
(%)

LDA (Low dose Aspirin) : {{HET7 AU

) A OME - HEEZGT (V. 3. HiEROHE] 2R)

ANV any z—.n g

BRI T oY a7 22— - v'n ) OFREOME)

LR (BEHFSICED SRR 2 UG L)

27




V. BRICET 5HE

HRKRVINR

AT R

ARy | BT A HH #5571k PIES

% 1/LFE | JEE/M. WATRE | /NEBREICR T Y | =y 27Ty — v | BiEE., + RBIBEE. W&

(HA)

. %tk 3L(A
(D961TC00002
ER) 14

AT T — R OEE
Dt PBEME, 2K
WEhis, EOFROH
ik

W& PR ORL A
10mg, =Y A 77
V= T
10mg X 1% 20mg %

RS, FEOS AMEE BB
PRAE™ | I R TE 2%
Zollinger-Ellison JEMREZ A
THLXIAT L8V DHD 1

1H 1R ERR D& | ~14 mo/NEEE 50 6
5 (8 #H[H)
) XX T U LD TN 20mg KRS OBEE - HE (TV. 1. BEEIIHHE] B2 H)
RBX sy | RBRT A v H #5551k PIE
%14 Wik, 5 |/ ATFFTY— |2 AT 5V — L | HEE W IE SOEREE S
CKED) | B, EERL VR N ORERA | 7770 20mg P | AEMTEY 2695 12~
(D9614C00094 | % 5-#% > AUC XX 40mg P % 1| 17 i o/NE B 28
ZHER) H 1 [EISAERE P
5 (8 HI®)
%14 Wiz, 5 |/ AT T — [ 1~5mR =y A | B & RIE SUTE RS

CKED) | B, EfEZRL NERERABE L | 9 Y —Ah 7 | BB RELYE TS5 1~11
(D9614C00099 | & =D AUC JV bmg XIE 10mg | kD /N EFE 31 6
ER) 6~11 i . =V
AT T — )
/L 10mg XX
20mg
1 H 1 FxERD
5 (5 HI®)
BRRME | B, 5 | LEP BT DY A | =Y ATT = | 24 Bl pH £=% V > 72
U B, RS, | 75 =D PR KON | FE/10.25mgkg™ | L 0 JEMEMEH A8 W HiAE O
(A — A | 1THEM HWNO pH = ho— | XE 1.0mgkg * | EZKEZ T2 1~24 7
U 7) | (SH-NEC-0001 | /LT b3 % A %hH Z 1 B 1[EER | AlmoskBE ThH DAY

a5 (7 Xix 8
H &)

50 i)

Ui
(
FZU7)

BROIR
F— A

ik, HEEHR
(SH-NEC-0002
ABR)

FRER R OWA IR 12
BUHHEI AT T/ —
o PK XOYEA pH
x5 sk

TIRATS T —)
7%V 0.5mglkg
® &1 H1RBERE
oG (7 HRED

24 Bl pH £=4 1 7
&0 JE et B R E T O
e e & 52 1 1= RpE IR &
OB (fEfe 32 L
M OIER 38 WAL 1 1 AR
WOMWMBAEE T) ™ 26 B

) EKBSORE - EE2EE (TV. 3. MELOHE] ZH)
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V. BRICET 5HE

ABRX Sy | REBRT YA H#Y Be 551k POE
S5 IIAH Lk dE, | /NEEREICH AEE | 8kg ULE 20kg ok | NREERAIC LY HAE W
(VX | Bf. EBIEAL, | JEEROSEEZ B | =Y A7 T | FIENRD N 1~11 7%
— 75| WATEER TYVRASTS— N BE | — ol S| O/NREE 109 4]
Z A%V | (D9614C00097 | 5 L7-& & 044t | bmg XiE 10mg
7. KE) | R 20kg UL EWE =
ATFTS— ) h T
L 10mg XX
20mg
1B 1FxERD
5 (8 ™
AR gk ik, —H | /NEBREICZ AT T |2 AT T =)L | BREVRE & 2 shiz
(7 7 v | B, BIEAIL, | V= E2EELEZEE | 7L 20mg ™ | 12~17 EO/NEEBHE 149 4
A A XY | WATEEM OLEEVEROEENE | XiE 40mg ™ % 1
7. B+ | (D9614C00098 H 1 RO #
& KE) | R 5. (8 R ™
AR L gk deE, R | JLRBED [ AT | 3~bkg Y A | HAEWIRIE & b b X
CKE. 7 | Aib. —EHE®K, | 7 —L2®E5Lzd | 77— 00 7 | IEREM S &E W E & i
TUA R | TR | FO/RERO EEHRE | L 2.56mg PREGIZ 2 & iz, IR
A R— | 1TEEM OB REMRIEMBE R | >5~7.5kg T = | 8512 X 0 B A 3E 0 RAE A e
ZR) (D9614C00096 | DJER DL FTEIZRIT D | Y AT T — vl | BESNZHE 1~11 B AD
FRBR) BHihE 7L bmg FLIE™ 80 1]
>7.5~12kg I :
T RAT T —)
B 7L 10mg
1 H 1 FxERD
5 (6 M)
SRS . 7S +R
A | 9E[E Health ITYRATT =g | =Y AT Z Y — {2009 4F 10 A~2012 4F 9 A
(Z=[H) Improvement N SNT/NREB | v, Zoto7a | oMERIC= Y X757 —
Network FONOFFOR| PR THER |V o7 e h Ry TRE
database & FV | ME, SRFIE FARDL, 98 | U H2 ZRESE | 3T H2 Z A RREHIEHE %2 L
7o & HEADE | R OERRE R | prs GEBAEIR - | &z 0% ~18 D BH
FakBR WEER L, Tofo | &&Z 18 » H) ® | 16,077
(D9612N00014 | il FE3E S e I AL ST S
RR) WA NN E =

TY RS T Y=V H g
HNTALTT E duto /N
H L O OFIERHE DS
RAONZALTT S iz /N
B O I NI AE |
JIIREE TS U RES AN
B, RS, &
R,
FEEREE M OV E
PEERORBSHE & L
L2

) AGSAO ML - HEEZEE (V. 3. ELKUHE ZR)

29




V. BRICET 5HE

REBRX Sy | RBRTA v HHY Be 551k x5
WEEY | AT K TIRXATTIS =N | = AT TV — | 20084E9 A~20114E8 AD
(# 7 ~ | PHARMO N SN L. Fofo T a | BiETIicD Y A 75—,
) Database FONOHEFRR| PR TERE (o7 a kR FRHESK
Network % Fvy | P, ERAME LRI, 98 | T H2 ZREH | T H2 AR HUIR 2 L)
TRl EHEANE | R ORI ORI AR | UK GEBRWIR . | S/ 0 ~18 o BE
FkBr MEZRCR L, fiho> PPI | & 18 »# H) ™ | 23,470 fi
(D9612N00016 | 31X H2RA M #JIZ AL
FRER) FHENT/NREE L
%

) ARSI ORI - EeEte (TV. 3. MELKOHE] 1)

(2) ERPRZEIREAER
1) BE@E%5:4ER (SH-QBE-0094 sHE&)
fEERER A B 82 il &2 612, =Y A 75— 110, 20, 40mg P L7 T &R & ZEEIE - B
RO L, EERAHEFRH, AFFRICI 2P IEFIORET R o7, REMICER
PRI & 72 AT RIEIES . £72 CYP2C19 Ef5 72D extensive metabolizer (EM). poor
metabolizer (PM) OWTIUZHBWNTH IAFMEICHIE & 72 5T IS )~ 72,
) KA - AR (V. 3. AEROAE] SH)
2) RiEHKS5ER (SH-QBE-0098 FXER)
FEEER A BE 90 i 25 IC, =Y A 75— 10, 20, 40mg ™ XTI F T R%EZ 1 H 1195
HEIBERE DG Lz, EERRAEFFELRE, AEFFRIILL5PILGlOWE TRhoT, 7Tk
REECHART Y AT T — AR CHEEOMET A N EINRA LI, =Y AT T —)L
20mg F CTITHEMIFNTTE 7223, 40mg ™ T E SR IMIBLNRhoTz, T AT T
V= MIBRBDREFMEICHE L e 5T RITHES | BR 5B E T TH-> THREMITELL L
TV,
) GBSO M - R (V. 3. HIEROHE] 2R

(3) AR RGRRRB
WAL L
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V. {BRICBET 5IHE

(4) WAL HIELER

1) BXMEAREEAER
OwiFitt B R OIEE [ENFIHERSE () (D961HC00002 ikk) ] 7
W RBE 255 & Lo EEA L HE MG GEHMRER) IcknWT, =V A7
7' —/)L 20mg, 40mg ™ & 1 A 1 [k SHEMKEG Lzt &DA AT TV —/L 20mgl H 1
[ 8¢ 5123 D IELHERRD BT,

HH NE
BT A St ItE, BEAER L, “EER, WATHER IR GRS MERR)
BSOS I EEN A (EGD) THERE S hizfifitt B R B 572 i
- EERBUS AT L EMUNICER SN EGD IZT, ¥ EA R (LA) 507

FEERR ALY L— R A, B, C3xD Ot fEs L ieEs W Sh - i
- HORARFEALRA QOLHAE (QOLRAD) K ONES HEEICEIA TR/ B
] B AR R 20 FATE C > D BAE R Otk
UTOMLEORBEXIIREEZETDH, HD0ITH LTV oBEHE
AEPAE, FREAEEDEE (NEAMRERSE, 77 07), M LE
(FREZAE) . WBEEMERE, SRR, Zollinger-Ellison JEMERE, WA R
AR
B A C R - EBARDH LIIFIROAREERFEBUTREEZ AT D, HDHWVITA LTV
- A7 V==V 7W®O EGD EiE 14 BT L EELBIF TR E iy e bRV
A e & — (PPI) BN&%5 Ihni=HBE
EGDATRICE W Ly FEE (N v b B2 3em BLE) 23580 BT BE X EE
ERRBEOREROH 5 BHE
+ PPL ~O7 LAX— IR EDIRRIED I 50N Th 2R A - R A F T 582

5 MEEEIC, =Y AT =)L 20mg #E, TV AT TV — 4A0mg BEP . AT TV —
)V 20mg BED 3BEZEIY AT, TNENOEK A 1 B 1 RERZICREK SEMEE L
7=,

FEFmE A LA I HS < 5 8 % O Wi AIE R O 1
BIRAGHIEE | btk
- LA BT KS G 4 % Ok RE K OF 1K
B0 AR D FFREAO 22V R E COMIM (EFE - IRBRIER S BA 2 5Em e LT,
MERER T B L C (722 L) LHESN L EOHEYIDO R ETOHE)
QOLRAD #% W 7= f@ER I B L 7= &G 08 (QOL) DRFffi%
ek
AEFRRE
A btk
< EEFHHEE >
B 5 4 % K O8I ORI RIER ORISR E FRIR T, =Y A7 —)L 20mg
BEN N 40mg BED LA A 7TV —/L 20mg BEE O 8 HBIEHRDIED 95%15 58 X ]
DO FHRIE—10%LL ETH o7z Z &b, =Y AF T —)L 20mg, 40mg ™ OA AT F
V' —)b 20mg (2T B IELHER R ST,

it A&k Oiaii%E (FAS)]

3 ITIRT TGN RAT T =)V | F AT T — )

R 20mg 40mg P 20mg
¥ 5. 4 W A 77.8% 74.2% 75.3%

(147/189) (141/190) (143/190)

95%15 H X [ 71.3~83.1% 67.6~79.9% 68.7~80.9%
Bl 8 Wk HEEE 87.3% 90.0% 87.4%

(165/189) (171/190) (166/190)

95%15 X [#] 81.8~91.3% 84.9~93.5% 81.9~91.4%

FAS : F R OfRAT G4
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V. {BRICBET 5IHE

<BIRAFEmIE B >
B2 SR OFHER 2R R £ TOMIM (PR (X, =Y A7 TV —/L 20mg 1.5 H,
40mg™ 1.0 H, 275 =/ 20mg 2.0 H Th -7,

QOLRAD % JH\\T QOL % 3l L 7= i 5. #5 4 BHICHBW T, WO RN R
WCh, BTOMEE (&, ER, k&, FEAhaie, 1§7) TAa7 OuERR
O b,

et

<FIRBFEAGE B >

BIWER NG SNIIERIL, =Y A7 T —)L 20mg B 7.9% (15/189 f5)), = A7
7' —)L 40mg B 4.2% (8/190 fi) . A A7 7 —)L 20mg B 8.4% (16/190 1)
Thole, FBHEN 1%L ETHoZEWERIL, =Y A7 T Y —)L 20mg #ET i,
M7 V7 FoRARF =B, TI7=2 T "7 02727 BN (%
1.1% [2/189 1), F A7 F V' —)L 20mg RET FHT (2.1% [4/190 #1]), Mo L7
F R AR =B (1.6% [3/190 Bl]) ThHo7-, EEREIEME LT, 427
7 =) 20mg BECHBRAN 1 HIciBo b, BEGHIRCESTZRWERIZ=Y 27
Z =)L 40mg #ET 161 (FB) RO, SEEHITHRE I N7,

FER (i

ny

1) AGRSORE - ME (TV. 3. HELOHE] 2R)
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V. {BRICBET 5IHE

@R R MERRIE [ENS TR () (D961HC00006 #5k) ] ¢

WTERTER ORI EE x5 & LI EBEAL " BERIEERRICBNT, =Y AT TV —L
20mg, 10mg KA A7 F > —)L 10mg @ 1 A 1 [A] 24 G138 O FERIHI R 2R L,
TYATS T =L 20mgl A 1FE LA A7 T —/L 10mgl B 1[5 THEICEN
TWD Z &N BN,

HH WA
RBRT A Sl dhE, MAER L, CEER, WATHHLEGR
AR B EESHAE SRR (EGD) THlijiirt B R OIS S i 564 61

UTFOWTNMTiEY T 2 BHE

- JATT BB GEIRIEATE R ORI OSIAERE) (2RBW\ T, EGD I Tt
B DI RS S 7o B

- WEZETT bRy T e EE— (PP) O 525213, EGD IC Tyt
BEROIBEPHERIN, UTOEEEZNT RGBS

F UL Y A VDN, o s
SEEZE T o PPI #4581 2 MRILIN O EGD OEf{gEEIZ T, P12 (LA)
SEO T L— R AD OWFHERERICEEL TV EPHRTE 5,
« PPI 05 HN 12 HEAUNTH 5, 7272 L, @E2#TO PPI ffkf 5% 1
RPN ER BT T 2175 2 &)
MR EIC | A AT RE /e B
[ B UG 20 AT Cd 2 BIEKR Ok
PUF OELE OBRBUIREZET D, HDVITAE LTV BE
RIEMZE, FURMEREERIEE (OCFAMERERS, 77 V7)., 25 WEE (8
FOE) | IBEVEIIE G, SIEMEMR R, Zollinger-Ellison JEMERE. WRIN T BLAEMERE
BRSNS - EBRE LR RORLZERFEBUTREEZET S, HAWITE L TWEBE
- EGDATRIZE Y ANy MEE (N b B2 8em LLE) 23380 b7z BE X%
REBEORIEKRO S HEE
PPl ~D7 L X —ROWBIE S DIRBREOBE N TH L RE - JEREH T H R
=4
ik MIEBIL, =Y AT TV =)L 20mg B, =Y A 7TV =) 10mg #, AAT TV —/L

10mg BED 3 BEICEI Y 1T, TN oA % 1 B 1 R %ICREKA 24 BEES LT,

TR E LA Sy A G-I 4 08 U T ORI RIE R OA

Atk
LA 7PHIC K-S EE 4 RN 12 8% F COURMERBEREROA K
54, 8. 12, 16, 20 KU 24 % O KB H AT 7 H o HiE I IS < e
HEIREE O &
w4t
HEERLRE

AR B R A 2 H

Azt

< FEFHEEHEE >

B 5 24 BH% OWREREROIEFREEIX, =V AT T =) 20mg N4 AT TV — L
10mg &l L CHEICE -T2, TY AT TV~ 20mg L =Y A7 T —)L 10mg
. DO TIX, ABZETRD LR T,

(LS
<BIRHJFEAR B >

B 5 4 %K 12 BHROVRMEREROIEFIHEIL, K5 24 #% L FRC, =2
77— 20mg Bk bE< . AT TV =)L 10mg B bIE» -T2,
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V. {BRICBET 5IHE

[Kaplan-Meier {EIC X 2 Wit B R OIEFRREOHEEM (FAS)]

IIRAT TS| I AT T =)V | AT T — )b
20mg (188 ) | 10mg (188 %) |10mg (187 i)
5 HEEH 97.8% 95.7% 91.4%
438% | 95%IEHEIX I 95.7~99.9% 92.7~98.6% 87.3~95.4%
5 HEEH 95.0% 91.1% 86.8%
1238% | 95%(E#EX [t 91.8~98.2% 86.9~95.3% 81.9~91.8%
5 FFRBIE 14 451 22 13 31 1
24 W% HeE Al 92.0% 87.5% 82.7%
95%15 1 X [# 88.0~96.0% 82.7~92.4% 77.2~88.3%
AN — R 0.62 [0.32~1.21]

[95%EHEIXE] | (=Y AT —)L 20mg vs =Y A 75—/ 10mg)
0.43 [0.23~0.80]

(=Y AT F—) 20mg vs & A7 7> —/ 10mg)

p fiE p=0.158

(=Y ATV —)L20mgvs =Y A7 F >V —)L 10mg)
p=0.007

(ZV AT TV =) 20mgvs A A7V —/L 10mg)

a) Logrank &, AE/KUE WM 5%, Hochberg ® 5k X 2 MiE DL EIED I

[Kaplan-Meier #(C X 2 Wit £3E 2 O FE R K]

100 4 :
o bl il :'_—:_—_—_:i
80
8
w607
s
&40 _
o TUATSU—)L 20mg
20 *~—— TUATS—)L 10mg
-2 FATZ—)L 10mg
0 T L] T T T T
0 4 8 12 16 20 24
ARERNSFABANSERETCOE (B)
At risk
IVATZ/—)L 20mg 188 185 174 170 162 161 160
TIYUATIZ /=)l 10mg 188 184 168 168 154 154 154
FAT S =)L 10mg 187 185 163 161 147 147 147

B GRTZ IO ER DS 22 v o T BB IR W T, IR BIERIIER N A S - BE X, =Y
ATZ Y —)L 20mg B 3.4% (5/146 i), =V A7 7 —/L 10mg & 4.9% (8/164 f5) ,
A AT7F > — 10mg B 4.9% (8/163 f5) ThH o7z,

APk
R RHmE B >
WWER SRS SNTERIE, =Y XA 75 Y —/L 20mg BE 10.8% (15/139 f5i) ., =V A S5
Y —/L 10mg #f 8.8% (11/125 #5) , A A 77> — L 10mg #f 6.1% (9/147 #fil) TH o7z,
FREWERIZ= Y A7 Z Y —v 20mg HETIMF I LT F U R AR F—EEM 2 6
(1.4%), =Y A7Z V=)L 10mg BET FHI 261 (1.6%), MHF 27 LT FrHRARFF—
B2 6] (1.6%), A A 77 —)L 10mg #ECTHEM 2 41 (1.4%), FH2 6] (1.4%) T
Hotz, EERBWEME LT, =Y X7 T —)L 20mg B THIRMERERRDS 1 HlICERD
bz, BEHFIRICEST-RHERIZ, =Y A7 F Y —L 20mg BT 4 ] (o L7
VIRARF S —BEIN, BB, BAREARER, BARRE) . =V AT 7Y —/L 10mg #£T
54 (HEERE LA EHRMED F 0, PR, Siif, &iE) B bz, ECHlX
HwE N2 o7,

R

A

Hul
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V. {BRICBET 5IHE

@FFEAT m A FHEFIRIER (NSAID) # 5K 2317 2 BI8E X3+ FaR 15 O B34
[EAH IR (%A (D961HC00001 5hEHR) ] &

HAEMIRIG ORETE 2 A3 % NSAID fkiir HiEE x5 & Lo Ak —H Mtz ks
W, =Y AT —/L 20mgl A 1 [\ 24 @EEG1E7 7 &R & ik L CH U3+ ZFR 58S
DOFFEMANAFNTH T,

HH WA
N Sk GV Zhuax LR, MAERM, Z“HEEMR., 77 A AT HiaER
S B+ ZIRIBEIBOMAE AT HIEAT o REHLER (NSAID) fkgik S Fo
- BE 343
BT+ HRIREEOBER S 5 BE
BEAE & I3 A B O BT 2 B LANIC e S iz EEE b E NRERE (EGD) T
B3+ HEBEERE R SN2 ST, BEICE I N7 EGD FTA» 5
TEB OIFE & MER T EIUTHAANTH LUy,
IRRER G IZ 72 U NSAID Offfkedt 503 B & B 2 i 18P 78 (2
TEHERIETE, B Y U~ F IIMRWES) ORWEZ T T\ EE, 723, NSAID
DRk G- L%, 1EM OS> B 5 AL L, EROIRIEHREIZHE > C NSAID # /R L
E UL oz, \ :
NSAID D5 &* K OFIRUZ OV TIE, LT OEREZG 7= L TWHRITIUXR 57220,
< VBB 2 S B BERBE A £ T, NSAID OB 5EEBR—ETHIEEZHN
5Tk,
cRFEEN TS NSAID i3 A#5THH 2 &, 2T Z NSAID & O# &L O
NSAID SMAAF &8N L35 2 LIXFETH 5,
*HUREBNTHER SN T AEY O H
1) TAEY CHMOBE, F o5 81X 1000mg/H 2L E
2) NSAID & 7 AV UOFHOEE. Z 05 81% 325mg/H VL E
R BUSREC 20 mEAT CTd 2D Bk O otk
I - =Basy B OIEEI BB O 8 I+ iR A AT 5 RE
AR, AP SUTIBYERF RS O EE O REENH 5 BE
MEVEABIH T RT 2 BRI INOERBRAE IV C, i (AST, ALT XX ALP) &
A 5wm%59wfyﬁﬁﬁﬁmim@3ﬁuhﬁﬁﬁ
. E@mr$%ﬁ¢5$% ESREREE A2 A T 5 B T EIEAEI TR 2 BEFLA
B DERRMRAIZ BN T, m@7u7% MEAS 2.0mg/dL B 2 B BE
711 roRy7F A4 es— (PPI) ~OT L —0BHUES DRI O 57328
BTOhHLEE - EREFTHEE
VR EIR T AT 1 @B LLPIC PP & 5\ T He 2R EETIAIN G Shi- B
ik MAEZIZ, =Y A ST —)L 20mg REXUT 7 7 B RBRCE D £, T2 1 B 1[5
BRI 24 BEEE LT,
FHAEIE H HEHN e 5 258 U Co'H 3T+ B O FR O A %
feklia
Beh 43 %&quL%if@%Xi+ FEIHE S AE O A
$eh5 4, 12 RO 24 I Té&JWLMMAz:? XD BRI A OFE
BIRAIEEIEE |- #%5 4. 8, 12, 16, 20 KU 24 WHIZH T A EMSEOZENIT L 5 NSAID # FE M1
{EEHRER O A 1 K OVERAE [
raeXiq
HERRE
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V. {BRICBET 5IHE

y
A

ES

At

< EHFHmTEH >

24 W% E TCORGHIZE U TOMBEIERIERIL, =/ AT TV —/L 20mg BHEDO TN
TIRRELY bEREICED ST,

<EIRAFTAMHTE B >

TV AT T =)L 20mg BEDIIGIEFRIERITIE G 4 WH S 24 A% £ TS L TEM
S, — . TTERBICEBWN TR, &5 4% S 24 % F TORNICREMIIKT
L7z,

[Kaplan-Meier 52 L 2 BiEE - + _IEBEEOIFRIEROHEM (FAS) ]

TYATT—u IR
20mg (173 ) (168 #))
Be b 4 B HeEfE 99.4% 78.8%
95%15 HE X [H] 98.2~100.0% 72.6~85.0%
%5 12 B HeEfE 96.7% 69.4%
95%15 HE X [H] 93.8~99.5% 62.3~76.6%
5. 24 FIEBIER 6 1l 56 1l
HEEAE 96.0% 64.4%
95% 5 FE X [H] 92.8~99.1% 56.8~71.9%
NP — KL
[95%{Z < 1] 0.09 [0.04~0.20]
pfE® p<0.001

a) Log-rank f/E. B EKAE Wil 5%

[Kaplan-Meier V512 & 2 B T+ ZFaMHEE O I HIE ]

100 ' o » o o .
I
80 - L it SE—
3 b
g 3
Jr;ﬂ_ 60 -
14
R
440 A
e—=8 TUATZ/—)L 20mg
207 ——0 TS5ER
O T T L T 1 L
0 4 8 12 16 20 24
RBRERSRRAMSREETCOSE  (B)
At risk %4
TIUATZY =)l 20mg 173 166 152 147 138 137 135
TSR 168 165 118 17 96 96 96
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V. {BRICBET 5IHE

CYP2C19 B 2B DIBGIEBIERIL, TEOLBY THY, BERKRLFEEOME

[ NFO BTz,
[Kaplan-Meier {512 £ 2 BI85 - + HEBIEEOIEREROHEE (FAS)]
TYRXAT T —) AN
20mg (173 ) (168 1))
n HeEE n HeEE
(95% (5 #E X fi) (95% (5 #E X fi)
P 5 24 W% | CYP2C19| PM |35 96.8% 39 69.1%
Bla %0 (90.6~100.0%) (53.7~84.5%)
hetero |80 95.7% 74 57.2%
EM (91.0~100.0%) (45.5~68.9%)
homo |58 95.8% 54 71.2%
. B EM (90.2~100.0%) (58.8~83.5%)
R (FX) 100.0%
NN - 1 S
(100.0~100.0%)
ZaeME
<BIRHIREGE B >

BIEFR SR S IERNL, =Y A 75 Y —/L 20mg B 13.9% (24/173 #) . 75 &R
£ 16.1% (27/168 ffl) Th o7, FHEN 1%L L THSFEWERIZ. =V A STV —
JV 20mg BET RERGERYE, AL, THI, IEME, FEERERE (% 1.2% [2173 #I]). 7T
BARBECHIRERER (2.4% [4/168 1] ). FH., ER., fhs LT FURARFT
—EHIN, FOFEAE (% 1.2% [2/168 fl]) Thote, EERBEHRE LT, =V 2
7Y )L 20mg BECEEE R, B, EHTAERAENS 1D Shi, 5%
WICESTRWERIL. =Y A7 5V —/L 20mg #ET 6 il (4BF, EHEE, BRI,
iE, BBk, 95). 77 BARBET 8B GUmMEAER 2 fl, JRPmBME. FE. K
FYPERIE, AL, B, %25) R oz, RUFITHE ShRnoTz,
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V. {BRICBET 5IHE

OEHET A Y GRS 2 BIEE U3+ R IBIEE5 O B3 i

[7 o7 ERFEMAHERSR (%A) (D961PC00001 #XEk) ] 13
LRGSO 2 F T 2HE7 A Y » (81~324mg) MR AL (BANBEEZET)
EXRE L7 U7 (AR #E, A1) HFEE MBI\ T, =Y A 7T YV —)L 20mg
D1 A 1 [EEERE 72 &5 T 2 BIEE T+ MRS O BFMEII R3O 5T
W5,

HH N

REBRTY A | BER, CEER, WATHME, ZHBELE, 77 v A, HIERR

ABR A G H U3+ HRBEGOMEEZ AT HEMET A 'Y (Low dose Aspirin : LDA) ik
A BR% ft&mgrq:@%%366{ﬂ

H X3+ R OREN H 55

BEFE & TR EIAT T A 2 BRI LAPNIC G S vz EGD ©H XU+ iR

DR SN HEE ST, 72k, BEAEITO 2 BEATE CIZERINIZHLOT

%n&\Eﬁ%@ﬁﬁ%ﬁfbof%ﬁﬁ@?fﬁ%ﬁ&#éJ%D@%Xm+:

RIS ORHE SRR 25413, BEICHEM SNz EGD AT A» BB OFEE

ﬁ;f%ﬂiﬁﬁAhf%iw

BRI BRI LDA Offffitk G0N nE LB 2 b b &Er7eEE (i

& FERRTZ R O BN AN L B 7 B0 . O AR ZE B OV MR 8 ) D2 Wi &
ZT1IHEMD Y B 5 ALLE, EMOREEEIZNE ST LDA #R¥EL TWDHH

ﬂDA@mii\&~mammk¢éo

TEORINALYE

[FIE BUSHRFIZ 20 s T o 5 B MR O etk
BT+ RIS (BEMELRS) 26354
B, B X+ BBOFINOBERH 538 (AL, ZRFLERHEAEASNTIEMR)
- BHEOIFREEN S HH TEELBIF TR 2 BEADLAOEKBEEIZR T, [TEHE
FHEPRAN AR mﬁ‘MEX&AM&%5wi%t)w5/mﬁm:%Emim®3ﬁui@%
- EEORERREEZAT LRSS, EEOEHEREE ST 5 BE UTEBIELEI T
Al 2 BRI LANIZE T 5 R RE I kwf\mm7v7% B DS R FEVEE_EFROD
250 oo
Fu bR TA e EZ— (PPD) ~DT LF—OWEIES N H HE

ik ﬂﬁ% i, =Y AT TV =)L 20mg BEXUL T T v REECEI O, =nEN 1 A 1 [
W R%ICRE 72 WE®RS L,

R H HEAEZ BT 226 H 303 —FIBTES O FE £ TO MM

ﬁwr
MEMEAEIA T 12, 24, 36, 48, 60 M N 72 Wk £ TOF I+ IRIGITEIIE D
7541&
- AEVEAEIRTT 12, 24, 36, 48, 60 H KN 72 MEICRIT HUETI LANZA X 27 (2
Bl Yk ) 3T ffh TH X % BRI A DR
B . 4H*—%’E?%“ﬁﬂﬁ3‘1224364860 AR Y T2 %23 1T D LA 58EIC L D Wi A
PR DA M OVERAE B
. %%ﬁﬁ BT B IEBEATE ML OBWIC & 5 I LEER DA K N EERE
w4t
AEFRE
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V. {BRICBET 5IHE

Atk

< FEFHIIEA >

LB OB 2 A+ HIEHET A ) v (81~324mg) WmRAEEZ x4 L L
727 U7 LRFE NGB (AARNBEEGT) OFFRIT (FAS : 364 #1) (231
HFERIZBWT, =Y AF TV —120mg @ 1 H 18] 48 WREHERICH T 5 Bk
izt T HRIBEBOERIMHIRIBO LN TN D, S 5T, FRIENT IR, AR
DWRE DB GRS, =/ AF TV —)L 20mg % 1 B 1 [AKE 72 #8/k&K 5
BB T, %5 72 B DOIERIERIT 96.4% Th o712, 2FB, ARBRIZHB W TIE, A
HEE, IR LEBIZAH T T 7 v — FMEA LTV,

[Kaplan-Meier {41 K % B - + FRBIEGOHFIEROHEEE (FAS) ]

I/"7(1782/W)” 20mg 7R (182 fi)
FEIEBIEL 2 22 5]
e 5 48 1% DIEFEIER @) 98.3% 81.2%
[96.65% = HE X 1] [95.7~100%] [72.7~89.7%]
NP— R
[96.65%{2 X [ 0.09 10.02~0.41]
pfE? p<0.001
a) Kaplan-Meier %2 X D HEE b) Log-rank Mi7E. AE/AKHUE WAl 3.35%

[Kaplan-Meier {£(Z & 2 FEEE U —FRIBEGOIFIER  (PRITIC T 275 ]

100 B— o) = ol
90 [ SE—
G, )
80 B-—8
~ 70
&
E 60
=50
B
™ 40
30
20 = IUATSV—)L 20mg
10 - 7otR
0
0 12 24 36 48
. BRI SRR ANSFEETOHE  (B)
At risk 24
TIUATS—) 20meg 182 144 99 50 19
TR 182 145 89 45 16
7t

<BNRHIFEMTE B >

BT, BIERAD S SNTERIL, =Y 27T V' —/L 20mg #f 14.5% (31/214
B, 77 BAREE 13.6% (29/213 fl) TH-o7=, EREWERAIZ, =Y AT TV — LBt
T, BRI, TR, BRU—7, ObAMEER, A (% 0.9% [2/214 F1]), 7
TR ARETIIEM, +fEmk. BIEEE (% 1.4% [3/213 611) . THI., 'L AME
K, BE, O+ HBIBE (K 0.9% [2/213 fI]) Tho7-, EERBIEMALE L
T, 77 BRHETOLAMEE RN 1 HNCRO iz, #5FIICESTRIEH & LT,
T YRS T =L 20mg BETOBAMEE RN 2 FIlc, TR, BEF. =B, %2, M
INBBEN S 1 FIZRO b, 77 B R TIE EESRN 2 B, THREOWHER
B, WA E R R ONEERE S 0, B AESRIEREEE S+ 2Bk, mE EF-
e, ZERRE ., ZIABENE 1 PICER® DT, FETHNIEHRE Shikh o,
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V. {BRICBET 5IHE

2) REMHER
OIEAT v A REFLRAE S G-RHZ 31T 2 BIES XX+ R IE S O Bk
[EN RSG5 () (D961HC00005 #HER) ] 10
THALPERIB OB 2T 5 AT n A FHEHIIESR (NSAID) Mk HEE 2 x4 & Lz 52
WO EM #5385\ C, NSAID ffHFFZE T 5= 275 —/L 20mgl H 18] 52 i
Mo GRS, BIERN®E S -MEEIE 130 #it 22 41 (16.9%) THH ., HiEE T+
CHEBEREOBRMICAE Th T,

HH WA
RERT VA LR ikFE, B, F—7 ., EHRERR
S BT+ IR OBREE AT HIERT oA RIEFIAER (NSAID) fksses o
- BE 130 4
BT+ HRIREEOBER S 5 BE
BEAE & 138k 2 TRREILAPNIC 5 S v EE ks N ResmaE (EGD) <©F X+
THRBEPREE SR SN G EE ST, k. BEo 2 WREETE CICEm S
LOTHNIE, FEOREEETH- TCHREED FTHHAT LT %5, EGD THX
TSRS ORHE S AR 25 E 1T, B EICFEM Sz EGD TR BB OTF
EEMERTENITHAAN TS LW,
TRBRIES 5 I HIC 72 © NSAID Okt 503 FE &5 2 b DB 7R R (£
TEMERAEE, BAET Y U~ T UIRAES) OBWiZ % TWARE, 7238, NSAID
T BN ALY DRkt G- L1, 1 EM D55 5 HELE, EAOIREITEIZ)E > T NSAID #JIRFE L
TWAHZ Ea &1,
NSAID O #58* K OFEIZOWTIE, UToORELB-LTWSZ L
B A REHEERRH £ TNSAID OBR5EENXR —ETHLHEEZLNDHZ L
RFEENTWVA NSAID IR A5 Th s 2 &, TNz NSAID & OAI KO
NSAID M HF & BN 5325 2 LErETH D
* PR HNTHEASNS T AE Y OB HFH
1) 7AEY UBEMEHOYE, £ O EiX 1000mg/H 2L E
2) NSAID &7 A Y UOFHMEH OGS, o b 1T 325mg/H L
[ B UG 20 AT Cd D BIEK Ok
5« =8y ORI SUTIRm O B X3+ RSS2 F T 5 B
FEREZS . AU B R EOEEOREEEN & 5 BE
BEEAT 2 ELAN ORI ICR VT, ISR (AST., ALT XX ALP) &5\ 3k
AL E UL E AE IR ERO 3 5L o B
- BERRBZ AT 2 BE ., BHENEZ AT 2 BE TR 2 BRUNICEIT S
FRRAIC VT, MIF 2 L7 F = B 2.0mg/dL % #8 % % B
Fa hRy A e EXZ— (PPI) ~O7 L X —OMBBUE S DIEERIE D 5.3 kL
BEThHIRE - EREZATHEE
- BEEET 1ERILANIC PPL & % W d He B IEHIRI DR 5- S - B
- A7 ) == T8O EGD THEEHHENRD bNTWHREIZ, =Y A7 TV —/L 20mg
10 1EEa%c 52 \lRO&EE L,
S EraeXs
FEMIAE g kb, o s A
At
< B E 4, 12, 24 ROV52BRICET D E I+ IRIBEEEROA K
BIRAFHBIEH |- &5 4, 12, 24 X OV 52 AHICEIT B WET LANZA 2 2 712 X % BRBYRAE ORE
© B H 4~52 %O 4 BT LIRS EMEOZENC L D NSAID ERMEHELEER
DA HE Jy OVERSE JE
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V. {BRICBET 5IHE

Ak

< FEFHmEA >

52 A O SRR P, BIERA N HE X ERNIL, 130 i+ 22 4] (16.9%) TH -7z,
FHBEN 1% EThZRIERIZ, =Y AT I — L 20mg Ty 7V F IV T
27 xZ7—€ (y-GTP) ¥{hn, B, FFHEEERE . M ch o7 (% 1.5% [2/130
B1), BEELBERL LT, PO 11§J RO b, WHHILCE S ZRIE
AL LT, OHAMERN 1HNCEED Bz, SELHITHE ShienoT-,

Atk

<BIWRPIFEmE E >

WEOIEFIERIL, &G 4 BEPOIE 52 BB ETEHE LWL LA L TEdoT-
(%5 4% 1 100.0%., %5 1238% : 97.6%. &5 24 W% : 96.7%. %5 52 % :

95.9%),

B 5 52 W#HIERIER (Kaplan-Meier %)
T Y AT TV —)L 20mg & (130 f51]) 95.9%

[Kaplan-Meier {512 & 2 B - + _IEBEEOIEHFREOHTEE (FAS)]

(RS 1009 B—8—8—y . - . .
90+
80
70
JE 60
=21
50
40
(%)
304
20
10

770 4 & 12 16 20 24 28 32 36 40 44 48 52 @
HRE AN SDOEIR

FEFISEL 130 130 126 123 118 118 118 113 112 112 111 111 111 111

QEEE. + _HEEEE. WAELE. FEOS AT EEIE. Zollinger-Ellison JEERE 72
LONCHEE., + f6BE%E. B MALT VU > NE, R/ OB SR B, B3 H
KT LNHERNEEEE., ~V ans 2 — - v VEEHRICBITFA2~) ansgZ—-vrl
DR DA )

[EIPIZ 38U TR SR O R IR FRER % O BIE I JE BB 28 BB & 7 2 3B 2 FEH L TV 720,
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V. {BRICBET 5IHE

(5) BE - RREAIHER
OHANNEERZEICB T 2ENE 1 /IHERRER (D961TC00002 #ER) 14
BB ERBEZ AT UIAT I DOH D 1~14 O HEFE 50 flz xS & LiIEEHmmER T
X, =Y A7 Z Y —)L 10mg X% 20mg % 1 H 1 K 8 &G L& 2 A, EHH{LasiE
KA T 2 ARFN DA INERTRD BTz,

HB SE=
N Ll dEEl, FEE M. WATREM R
N BIEE. T IEIBEE. WAHEE. O AME AERED, Rt eER, X
e Zollinger-Ellison JEEREA 95 XITHT 58\ DO H 5 1~14 DB 50 )
- RBRICBID A TR - MEZ AT HENC, REHICLV CEICERENELNT
Wb BRE
- [FIERSRRC 1~14 O BE
T ERPRILYE - BB, T TIRBEE. WAEIEE. EOS AMEE RIEWE, WA E R X
Zollinger-Ellison JEGREZ B T2 XITH T 2D L &b 5 B
JEwE S (BMID) 2MEfn5] BMIFEHEHHRD 3~97 X—k U X A LV Th HEHE
REEBENRREEENSE L E#EKEZ LD, £ TORKRTIEEZ BT TE HHRE
IRE D 10kg ATl D BE
- HAeWBWROBIED B b BE
EHERAN L UE - FabhrRyFAL e EZ— (PPD) ~DOT LAAF—OBEIEDH D HBE
C IBBRARIRICANY aXg X — - o UREOMLEN D H BE
B HRE~OEZIT T ET 14 BHEAWNIZ PPL 26 L= 8 %

TV RATT Y )VIRERERA] 10mg, =Y A 7TV — /7L 10mg KU 20mg &
T, EEn 1 B 1 EHIERICREKR 8 BE#kL Lz,

PIE
il [LE
12 20kg Kt | 5~1041 | =Y A 75— L IRE Bk 10 mg
T AT TV — )7L 10 mg
TY AT T — A 7L 20 mg
TV AT T =)L T 10 mg
TV AT T — )7L 20 mg

F*

Bil%k &5

Jiik

1~11 7%

20kg YA I 10 51

12~14 5%

B [ on [ | |bo |

PE
FER, R, NI A

Atk
PhH 1, 4 MO8 WBEDOR—RT A L DBIIIIT D LEELEER (o), &
. DR R OV R AR O B OVESE L
BIEE, + i8EE. WEEE., KOt RIE % OF o NS
I B RE
5 HRLL EROBE#OT Y A 75— LOEYEhEE T A —4% (AUC.. AUC,.
Cmax. tmax. tre. CL/F XN V/F)
5 AL EROBEHOT Y AT 5 —LOREM TH D 5 KBILEL NA LK
{Zk@?%%@jﬁg/\c? )l b‘& (AUC TN AUC t~ Cmax\ tmax &U tl/Z)
CYP2C19 B in+ MKy dhie | 3§ e
R
N2 T A R ONS H LR O G% OBISE I 12 R TO H N pH 728 4 2
25Kk 8 Mz HEIE (ReHR) WO HRfl
CYP2C19 Bs T 2N E I I RIE T %8

It

TR H

2
i

AR B R A 2 H
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V. BRICET 5HE

e

< EEFEAHEE >

FIERIEL 50 Bl 2 B (4.0%) DEIERANHEIN TS, ZORRIE. F3IHETT
R OVESR . 45 5 B CRAMBBIERISA S 16 (2.0%) Thotz, HEFIRIZE-72
BITEFZSE 3BT 141 (FRIEOMER) 3B bz, EERBIVER RO CHIT g
XignoT=,

Hzh

<ENWRHJFEME B >

B, +HEBEE. WEMEE, EOD AT REYE, WimEaER, XX
Zollinger-Ellison JEEREAZH T2 IIHT DV O H D 1~14 KD EFHF 50 §% x5
& LIZFEEMRABRTIE, KE 10kg LAk 20kg R (10 41 [# 18] lc=Y 275
—/L 18] 10mg %, 20kg UL k(2 118 10mg (1~11 5% 10 1 [45 2 #E], 12~14 5% 10
Bl (55 4 8E]) 0T 118 20mg (1~11 5% 10 ] [ 3 #E], 12~14 5% 10 7 [55 5 Bf))
18 1EEK 8 HEEE Lz, &GO M EER (e, &g, L
. MO LA 13, BSRNCEREZA L T2 EBE O 40% L EOEIA Tl
L7z, F72, HERNICHNESIRIM A M E CE 72 BH O 5 HLIRBEZANATRAED 5

R 72 3BT RTUITB W TR GEIZHT ANHE L,

EitecRite LR %20 % 3 4R Ligsgiis
(#5514 (10 1) (10 #1) (10 #1) (10 #1) (10 #1)

Elin 1bl b 1~11 5% 12~14 7%

(K& ;gﬁi ;éf% 20kg LI k-

a4 10mg 10mg 20mg ‘ 10mg ‘ 20mg

Kaplan-Meier {512 L 2 ol REml o0 SRR R E 2R

fa=e v 100% (2 B) | 66.7% (3 %) | 100% (141)| 50% (26| 75% (4 )

R 75% (4 f1)| 100% (3B | 80% (5| 50% (46l)| 100% (4 )

IR 100% (261 | 50% (64| 100% (6%1)| 40% (5%1) | 57.1% (7 fi)
SR IEN N 100% (3 #1) | 66.7% (641) | 100% (4 #1) | 60% (5H) | 50% (6%il)

O BERNTAERZ A LTl

(6) ;AERIEA

1) ERABERE (—REARERE. BEFEARERE) . 2ERFTET —IN—XAEOAE
<fEARERAE>
BEE. TERES. MEHES. ¥RMEEX, FULALBEREDTRIE.
Zollinger—Ellison fEfREE xR & L= {ERARERE

BN % REGAZAE SR HE T IZ BT D LM O 2h M O it 2 B 09124 ploRE ol A 24 550 L
3,671 Bl Z UL LTz, ZEVEfRNTcHEUER] 3,394 il 45 1 (1.8%) (ZEIERANRD bz, 3
BILL BB U 7= RIVERIX, T 6 6 (0.2%) . HEL 4 61 (0.1%) LK OWEH: 3 1] (0.1%) THY |
WL HIFHEERBEEH CTh o7, 3 BILLEREL L RAMORIERIZ R0 > 7o, EEREIEH
VIR ZE K DN MR D45 1 Bl CTd o 72, BIEREBLRICA EEDRO b R+1X, Hb
PEVETS CITARE - Aok, BEEREOAHE, SHEGSREE (FRE) ORNREED A& OARHF D
BeHEHIEOFETH Y, WRIERER L OIERD AMEE RIEWFE CIXERIEoF %, 71
X —OFE, GOHEO AR, OFFRIEOFE, AAIOERGARILOZEFEOF K OARF O L
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V. BRICET 5HE

FIEOFETH -7,

B IERRAT R GER 3,038 FllZ 350 T, NHSRIE=IL E IS 82.2% (254/309 f51) . + —f5 15
1895 91.6% (98/107 ), Wi tEAIE K 78.9% (120/152 i) THh 7=, WEEIEE 2 BlIXiE
Jii. Zollinger-Ellison JEFERE 1 ]l TITIEENER Lc, BRIERD 9 6 LEHR OUGERIX
B 98.3% (588/598 ) . + —FEM5{EIE 97.3% (285/293 f5l) . W&Hi&E 87.5% (7/8 {51)
THO ., Mo OLERITWHMEAIESR 93.2% (1,285/1,379 #1]) . FEONDS A E &EWFE
89.9% (213/237#5) ThH-o7-, Tz, WA TEDORADOHE « HEIZHE U AT ER] (2,672
B) (ZF1T B PARESTAE ERILE B 81.4% (237/291 #1)) . 45 RS 92.2% (95/103 #i)
WRMERIER 78.4% (105/134 f3]) TH V| HRIERD 5 6| DR O UGERIT B IEE 98.2%
(557/567 f5l) . + —4BAGTEES 97.2% (273/281 Bi) . WA ERIEES 87.56% (7/8 #) . M<id ik
ERITWRMERIER 93.6% (1,167/1,247 f5]) . FEO'S AMEE BEIE 92.1% (105/114 1)
TH-oT,

<HHEERARERE>
AYanys— - En) REREICR I HEEAMERE Y

RN Z SR HAFER FICBIT 5 ay Z—. vo U BREREICB T 528k OE i
O 2 B W5 S R TR A & F20E L 364 il &2 IUEE U 7=, Mt &t SoEs] 352 B (—
WIREE 319 i, —YRBREE 33 ) 12 ] (3.4%) ICEHWERNRD bz, T X T—KERE T
DOFRBFIT, “RBEICBOWCRERORIIT 2o 7=, BB LEEWERONIZ FH 7 41
(2.0%) . WRFEFE 361 (0.9%) . IlEDE, 32, FHZ LY 7~ FHELREMFS 15 (0.3%)
ThOH, WINbIFEEREWER Ch o7, REOBIERIZY Uv~FHLHTmW 161 (0.3%)
Tholz, RIERARBLRICHEZEZNRD bR FI%, SEEEOAE, 13 FI0FREE] ok
HRMOEREDOH RO [3FIGFHEE] OFILoFETH ST,

B NMERREAT T GIER] 316 FIICI 1T % 3 FIPFREIES OFREFRIT AR T 81.6% (258/316 fi) |
— KRR 81.4% (232/285 ) . —IRERE 83.9% (26/31 ) Th o7z, iz, IR STEDORKA
DR - FARICHECZAER (314 6) (28I DBRERITEART 81.5% (256/314 i), —&k
FREG 81.8% (230/283 i) . —IKBREE 83.9% (26/31 f3]) Th -7,

BR - BREZRYETEREREXOHIFREICET SR EFEARERE

BN % P GACE F IERE T IS 2 A58 « B &4 0 IR T i BB B (kb3 D MERRIRRIE O
LM K OO R & B B RRE 6 R A 2 520 L 631 Bl 2 UWEE U7z, 22 EfiidT <t
GUER] 601 B 10 Bl (1.7%) 12 15 FORIER RO bivlz, EONFRIE B 2 4, K
Tk, RIRAE, IRRRIZ. MG, 18 0EE 2. (B, THI, URH., TR . 32, 1
B, FEBROZOFEEOK 1 THY . WITNLIEEEREIEA TH -7z, RAOBEER TR
Bk, IRgins, BrEEA T, EEREWER T Rh-o7-, BIERARBRICAEENEO LN
TR EARFN OB G FHIEOFETH > T,

B IIVERRNT R SIER] 496 BID 5 B | HERFRIEBRAA D> O BRI TR G kR £ Tl
—ETHWNHRBERENTONT 105 6 (21.2%) 1281 2 NHEEEFIIEFTFREIL 86.7% (91/105
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V. BRICET 5HE

Bl) THot-, HRIEROUGERIIMLT 90.8% (317/349 f1l) . FiE 91.83% (209/229 i) |
LR 89.8% (168/187 i) . H AR OTHIHITMICT 79.4% (277/349 B) . Fl: 83.8%
(192/229 i) . LafEsilim 85.0% (159/187 #) Th o7, Fio. RALEORADOHE - HE
(ZHE U 72 ER] (494 6) 123 2 NHEERIIEFR I 86.7% (91/105 i) . B RAEIK Dk
FRIML1T 90.8% (316/348 ) . Flik 91.2% (208/228 1)) . L #9% 89.8% (167/186 f41) |
B RIEIR DVHFRITIRUT 79.83% (276/348 i) . A% 83.8% (191/228 f41]) . /Loy 84.9%
(158/186 fil) T -7,

WRERBEROBBERGEICET S5 EEMABERET Y

BN % PG AE FH SR HE TS 30T 2 Wi B i AR B LSk 3 2 ARAN OVE IR S D it 2 B 1Y
(A AR R A & 2 L 1,590 51l & UUAE U 7=, 22 EfRAT et SE B 1,367 1511 29 1] (2.1%)
T 34 HFORIWERDRD vz, ZONGRITXEBMHEE X 461 (0.3%). FH# 361 (0.2%) . K&
WRZE 2 61 (0.1%) T, ZHLSNIE 16 (0.1%) Tholo, EERRWEHOBBITR <,
RENOEIWERITIEMEE & 4 ] (0.8%). SIABRK, N—F 2V 5, IRENEZ, e, 7L
X—PEmR, FXOGEORIE. B2, B2, OFENAPUR, B HEE, HERE, s, =
WIKOE 16 (0.1%) Thotz,

A IIERRNTRISIER] 1,307 BlD 5 B SRR S CIERBUSHED GO BT BF OEIA 1L
81.4% (1,084 i) Th o7, FTo, HRAFHMRER CARANI T 5 BF W EN el DLk
TholBEOEIGIL 87.7% (1,110/1,266 #) Th o7, BRIEROBERIIMCT 91.6%
(1,080/1,179 fil) . 7P 88.0% (883/1,003 f4il) . Lol 88.3% (672/761 ) Toh -7, H
TIEIR DIHRFRITI1T 69.6% (820/1,179 ) . AEE 73.0% (732/1,008 1)) | LR 74.0%
(563/761 i) Toh-o7-, MO OEE CEHME) 1, & EGFMEF 4.0£2.2 AMETH 720
WX L, Sct&REMRE Tl 0.6 1.3 HAATH -7, RGBT & ok R T IF oD i B A TIPS
FRAR N FEh A7z B4 Bl IS 1T NHEEIRIE 1T 87.6% (42/48 f5l) Toh o7z,

BRE7AE) VRO BESBX I+ ZERESOBRING IR T 2 EEARERE ¥

RN ZE SR ERETICBITAIEAET AU Uik 5B cB00 5 5idE I+
BRI 00 P56 M 6t~ D ARH D 22 4k B OV Wt DRt 2 B B e i 15 F it o A5 2 52
L 2,331 il UL U7z, R MEfRAT R SER] 2,295 B 63 1] (2.7%) (ZEIWERNGED iz,
FERREIERIZEEREED 25 #] (1.1%) T, 3 BILLENEE L-mIERIZERK 8 1l (0.3%). T
545 (0.2%)., T 46 (0.2%), &, MEEHER, HERREKOE S FEES 361 (0.1%)
Thole, EERBIEMIL 14617 4T, BI L-F503, 8T 4 61, BuiiE, #E5E. 5.
2, B O ERRIRZE, I, 7V oA = —RIZREE, Bk e, vRn, AR AT 2%
eSS, o & OV H CsaE TR 0% 1t CTh o7, BIWER 63 #ilf, 3 BILL ERELL
T RAMOFIERIZ, LT 4 6], Ak OVHIEARBROK 3FITHY , FETEH 4 FlEFR< &, Al
1 BILAMIFEEERENWEH Ch o7z, LT 4 FNZONTIEL, Wb ARH & ORRBHEIRH L
ITIX 7o T, BB ORIERBIEEGIT, T 12 AN 1.3% (30/2,295 f1)
M2 #LL L 24 BRG] 0.4% (8/2,074 %), 24 #HLL L 36 AR 0.3% (6/1,977 #1). 36
WL E 52 AN 0.8% (6/1,900 #1) . 52 L. E 64 BN 0.2% (3/1,804 #1) . 64 FHLL
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V. BRICET 5HE

76 A 0.1% (1/1,668 #) . 76 LI | 88 AT | 0.2% (4/1,609 #i), 88 #HLL I 104
ARG 0.4% (6/1,573 f5) O 1104 L. ] 0.2% (2/1,283 i) TH V., AKFIOEMEE:
(ZFE S BITEA R E S O ERMEIEERD S hoiz,

B EWHEREAT R GUEE] 2,104 BlD 5 6, AFIEEGBRAAH I NHETR A 4 FEHE L 72 5ERIX 553 4
(26.3%) T o7, BIEE L O+ _faMAEE OIEFFHEFE (Kaplan-Meier) (X, 12 1% 98.5%,
24 1% 97.8%. 36 H1% 97.4%, 52 1% 96.4% K% N 104 #H1% 92.7% CTh - 7=, BRIERDOUE
LIL L ERIR 89.3% (316/354 f31]) . AR 84.3% (268/318 ) | HEHT A% 85.4% (263/308
B . H=<°l) 91.4% (465/509 1)) . FEL 91.6% (152/166 #1) . MM 91.9% (57/62 f51]) KON
555 87.2% (232/266 f51]) . H RIEIR D RRITLEEIE 83.9% (297/354 f5]) . BEKAYR 76.7%
(244/318 f5l) . FEEREZEE 80.2% (247/308 1), M1t 86.1% (438/509 fi]) . M.l 88.6%

(147/166 ) . NEM- 88.7% (55/62 i) KL NT -5 79.7% (212/266 fil) ThH -7,

AT OA FEERRER (NSAIDS) B5HOBEBRE+HBABOBRIHIHET 2%
5 PR AR A 2

BN % P AT ERE N2 H61T 5 NSAIDs fkfseix 5B 1231 2 BiRg T+ = HR5o
FRRANHENZ 6T D AN OBV O MO R 2 B B9 R e i Rl AR A 4 920 L 1,611 4l
BUEE LT, 2 MEfRiT eI SaiE Bl 1,621 Bl 26 1 (1.7%) 12 38 D RIVER DR b=, 2
BILL EICRBNFRO S - BIER X, Rt = = — 1 3F—2 1 (0.1%) . EIE 2 41 (0.1%)
FROEDRIE 2 61 (0.1%) . BHERIE 26 (0.1%) ThHol-, WA TEDHEH LOEENST
T X7 WVEWERIX, &Y, fige, OVF AMEICGHIIRE B Mtk U o Nl B, Sz,
mfRMSE, < BT, WMifE, REBAISE, AR, OEME), EREET ey 7 2L
A, KRENRZER, HK, B RGR, e R, ke R, WPk, mE, FE
BT, EREIINS 1A, K= 2 —a T — @, EREORIE, BHERIENE 2
Bl CThH o7, AFIOEG MBI ORIWERRELSRIX, 12 BARM : 1.1% (17/1,521 #1), 12 HLL
24 WA 0 0.4% (5/1,155 f) . 24 LI E 36 AT - 0.6% (5/1,023 1), 36 HLL | 52 i
A 0 0.4% (4/949 f31]) . 52 LI E 1 0% (0/740 f5) TV, EHHKGITHE D BITERREH OB
IMERNTFRD H i in-o 7z,
B NMERRNT X GER] 1,308 FilD 5 & | AFIEG-Blaa# I NS A A F0E L 725E 6113 205 #1C
HoTo, BIEELO+ HBIHEEOIEFHRE (Kaplan-Meier) 1E, 12 #H% 92.7%. 24 %
90.7%. 36 % 89.9% K 52 H% 89.9% CTh -7, HRIEIROLERITILEEIH 93.5%
(302/323 f5l) . BERAIR 87.6% (289/330 51]) . NEHBMAMjE 87.8% (260/296 ) . M<°iT 93.1%
(363/390 1) . HE.L» 92.1% (175/190 1)), MEMH: 95.5% (63/66 ), 1F > 5 86.8% (171/197
B) THotz, HRIEROW AT, OEHE 90.1% (291/323 #1) . AR 80.6% (266/330
) . FEHR M 80.7% (239/296 ) | Mi<>1F 89.7% (350/390 1) | > 90.0% (171/190 i) |
& 95.5% (63/66 ). 1F - .55 82.2% (162/197 ) T -7,

2) RBEZHELELTEREFEDHNEIIERE L-AE - ABOME
AN

46



V. BRICET 5HE

(7) =Dt

<=’5%> A TS5 —)L 10mg. 20mg DEGEKRZHER

) BEE. +ZHEBES. UEE

WCBWTARRIOFHMERZBD 5TV D

Bi&d. Zollinger—Ellison fE{&EE
—REERAEBR O E IR DO LB Y TH D, £7-. _EHEEREERER (BigkE. + HBEE)

wOR 4 " B Ox ER TS
HiH% 98.0% (388/396 i) 92.5% (359/388 fi)
+ HR IR 98.3% (238/242 fil) 95.7% (223/233 fi)
VikERtiSie 100% (34/34 fi)) 97.1% (33/34 #i))
Zollinger-Ellison S 100% (4/4 f1) 100% (3/3 #1)

BRhRiE, [PEEEWED B AR BRI TRBERHIE) 1Tk 5,
2) EUSAMBEERENRE
IS A BIEWIEZ 358 & LIEENOBRKRBRIZSN T, 277 Y —)L 10mg % 4
MG L2 & 2 o&kE 4 AEOCT 22 RR L O+ e i e EZR T2 32.3%
(31/96 ) . 45.8% (44/96 %) TH -7,

) BEABXIZtTZHmEEICETEAAYaNY 42— EO0) OBREDHE
AT T =), TEFVVI VKIME DR ) 2a<A 2D 3AE|HxE >

[E] PN i PR 5l
K IRHFN D 1 [ 5 & e 5.01%
i . S BTV e N i
FA 7T V=)L 20mg
75.9% 81.8% 78.8%
TEX VY KM 750mg (Fiff) | 2 1E/H
sS4y 400mg ) (44/58 1) (45/55 A1) (89/113 f4il)

() PR 1R 51 5
R - R Y LT — ?ﬁ%&@vﬁﬁﬁf%ﬁkwméﬂt% AV IR S — e Y i HE
BRECHIE : BREFRIER 6 BTk DHE A, %ﬁ%ﬁk%aﬁifﬁﬁ&UF*D?w.;ft%ﬁdﬁ“«f@*ﬁﬁﬂg i@im.
AV ARy s— - en Y R L HE

[T P T B % g A ol

e B BRE %
KK D 1 [ 5 & .
- TES | e | o o
F AT T —)L 20mg
86.3% 75.7% 81.1%
TEX VY LKW 750meg (Jiff) | 2 [EI/A
25 2nq 2 200mg (S (63/73 f5) (53/70 1) | (116/143 )
* AT Z Y —)L 20mg
77.1% 82.7% 80.0%
TEX VY KM T50meg () | 2 [E/A
U5 Ar~A S 400mg (i) (54/70 1)) (62/75 151)) (116/145 i)

() PIEEREE B8 REAm 51 4

Y2 R LT — Jz‘&t%ﬁ&@ﬂ%&*ﬁﬂﬁ MELHIESNTZSGE, ~U anyZ— . v VB eHE,

BRECEIE © BREFES 6 BT T A58 MA, MEFIIMRAE K ORFERRRO T X TOMRE TREDEE.
A~ any y—. en Yt dHiE,
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V. BRICET 5HE

ONYanxygy—.- o ERERICBITA~NT any Z—. ol REOME)
FEIN 2 ik GRERIN O RS - s 1 STk, AR o ATk - H&E 1 3CEk) . HEZh 7 STk Al &

KR Z T T,

) Watanabe, H., et al. :J. Int. Med. Res. 20083, 31(5), 362-369

) Kodama, M., et al. :dJ. Gastroenterol. 2012, 47(4), 394-403

) Sung, JJ., et al. :Gastroenterology. 2000, 119(1), 7-14

) Mazzoleni, LE., et al. :Dig. Dis. Sci. 2006, 51(1), 89-98

) Vakil, N., et al. :Aliment. Pharmacol. Ther. 2006, 24(1), 55-63

) Koskenpato, J., et al. :Scand. J. Gastroenterol. 2002, 37(7), 778-784

Ercin, CN,, et al. :Anatol. J. Clin. Investig. 2008, 2(3), 118-122
Milutinovic, AS., et al. :Eur. J. Gastroenterol. Hepatol. 2003, 15(7), 755-766
van der Schaar, PJ., et al. :Dig. Dis. Sci. 2001, 46(9), 1833-1838

—

i

i
v
v
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vi

)
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)
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VI. H5hHPIZ B9 5 H E

VI. EMER(CEH T HEH

1. REZHMCEHEHSLEMRIFELEYRE

AT NV % G - b
R B O H (LB OIHE - DRFIL, ORI LEEZZRT D2 L,

2. REMER

(1) YERERL - 1EFRREF
1) BE&S i /£
BEEMIAANIZ W T, SRS WRIEWE (220 TEFral)s TAR) V) RN
BRI LIS ET 2 2N ENDOZEEA~FEET 22 IR0, —EDOHBAWRISHF Z
%o ZORISDEAIBIETIL, BRI B WE R H 2 B L, RO I KA D
At v NIRRT LTI A SR HY, K-ATPase 2385 L T\ 5,
AEN, SREEMEREE T 2 BEEMR O M IEREICERB L, BICXVIEHEKTHLI AL T =
T NMRICEBREND, ZOWEEERD SN, 7'm bR 7O SH R EfEA L (S-SR .
Ta bR TOMEERET LI EICL o T, BBaWE IS 5,

<7obrRyTEOFEEEREL>

H*, K*-ATPase

(=13 )
car oV A
04 "
R CAWP E
MR : LRAHY) 2K
FEFLAYY  pzpz, MUY HR - EXBSS H; Btk
e GR : HRRBEE

BB, AR Ta bRy O SH B EDOREIIRAHFEETHY, e bRy T DOX—
F—N— (G - AR (CHDbE T, BBOoWIRE T EE LN TV,

2) NJ)yanys—--EnY BREOHBERDEE
ANYany —. ol RERRICB T ADAFORENIENpH 2 LR IE5Z 2k, §f
HENA2T7EFTVY UKW, 77 ) 2Au~A o OREEEZSHDDLZEICHIHEEZD

o,
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VI. H5hHPIZ B9 5 H E

(2) &= E AT B RERALE

1) E+TOEHA
OE N pH I K IFT 2
RN BHEICBNT, 7 At —"—kIZL Y =Y X7 TV —)L 20mg, 40mg ' KA A
77—/ 20mg & 1 A 1R 5 AMKERAOEE LicL &, 24 FEEHFIZHN pH 28 4 UL 1%
RTREE OFEI ST, ZNEN 62E14%, 68+8%, 59+19% Th 7= v,

Bl BN pH >4 ORI (%)
BT YR 72
TV A7 TV =)L 20mg 40 62.39 14.40
T Y AF TV —)L 40mg 37 68.49 8.09
F AT ZV—)L 20mg 38 58.91 18.67

1) ARRS ORI - ME (TV. 3. HELOHE] Z2R)

R ABEICBNT, 78 A4 —NR_"—{EZL V=Y AT TV —)L 10mg, T AT TV —)L
10mg Z# 1 H 18] 5 HMEROHEEG Lz & & 24 FEREIFICHE N pH 28 4 DL EA2 7R3 R OE|
HlE. FNEN 48£23%, 43+26% Thh 7=V,

{AIE~ HN pH>4 OFFE (%)
R FEAE(R 2
Y AFZ—/L 10mg 42 47.50 22.55
*A7Z ' —)L 10mg 42 42.74 26.49

INBERE 5 HIICBWT, =Y AT TV —)L 10mg KT 20mg #5250 12 R HICEH N pH
24 LL FATRTRR OEIS 1R, 51.2~98.3% ThH -~ 7= 2,

@HEW pH I KT T B L EYEE (HEAOT—X] 9
HEEVIEEREZHT DA 36 BlIlCBWT, Z7aAd—N"—JEICLV Y AT T —)L
20mg, A ATV —/L20mg % 1 H 1[0 5 HEKERAEEG L, 24 FEEANpH £=%# U
7 R OB RE ORRET 21T > 72, 24 REEIHIZE W pH 28 4 DL B2 R T 0FIG 1L, =Y A
Z =) 20mg WA ATV —)L 20mg IR THEICE ST, £z, ZY AT TV —)L
20mg M AUCIIA A 7T V' —/L 20mg I[ZH_XTHEIZE D> T2,
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VI, RSB+ 2 H A

PN pH >4 OB I <7 A2
(95%({=HA X [H]) AUC (95%(Z X )
TV AT TVl 20mg 53.0% (46.0-60.0) T 4.18pmol-h/L (3.27-5.35) §
F AT T —/L 20mg 43.7% (36.7-50.7) 2.34pmol-W/L (1.83-3.00)

Tp<0.0lvs AT Z Y —)L §p<0.0001vs A A7 7> —/L (mixed-model analysis of variance)

TYRTITS = DT a v R T HEERIZ. T IR THIAAT TV =L ERLTHDH
ZENRENRTVWS (VL 2. 202 OF v hRUOTHEER] 281R),

ZTDD, BRIZBW T Y AT T =V NREHEOA AT T —/L L0 & @O RS WnE zh
BERTHEBIZ, =V AT —LOMF NS DOHENFT AT TS — L L0 BN THD .,
EWAUC ELNDT-HEEZ LN TWD,

2) EERPREER
O7 v bR TEEM Lin vitroidBR] ¢
Y XERER RO T e AR (HY, K-ATPase) (CkfL, TY AT T~ A ATZ
V= RAAT TSI, Wb T e bR TTEEREE L. OEREE LR
FETHoT,

P &) IC50fE (pmol/L)
TV AT T — )b 3.7
FATT S —)v 5.4
RAATZ—) 4.4
1
AR

T X TRIEE L L7 n AR (HY, K+-ATPase) &Y A STV —)L F R
TIT =) RAAT TV ERISHET (pHB.7) T 15 S S, ATP (75 /v =
U UPE) OMKSFIZE D AECT- Y VA ERET D2 LI L W EERIGEEZFEH LT,

@B B i Ve

(i )HEEY X HER Lin vitroilBR] ¥

TYIRAT T, FAT T RAAT T =L, By P XEERICB TS A X
<IN WA A PR AR ARSI L7z, ICs0 B (50%PHEIRE) (324, 0.86, 0.33,
0.32pumol/L T 1 | [RIFLEE D B e PEAMHIER 27 Lz,
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VI. H5hHPIZ B9 5 H E

[BIEMBICHIT D e A I RIS E BEEA T 5 8nfiEH ]
(%)
100 1 93.61g2 19 9294

B T A750—)L(SiE) ICse: 0.36 0.04pmol/L
80 - [ #+475 =)l ICs0:0.33%0.04pmol/L
. RA A5~ ICs0:0.32% 0.07pmol/L
5 60 -
% 46.1844_?6 44 36
£ 40 -
20 - 13.91 1246 13.01
799 7233 743
0 -
0.1 0.3 1 3 10
E=WEE (umol/L)
%1 : 100pmol/L & 2 % I T X 2 BEepEAE 4 100% L L CEHE
B T DA G LT BT I, 3 D ICso fEIL - L1 HERRE  (n=4)
BRI

T EHERELAER L, Y (VA TS5 FATF— ) RFAATT—/
THHETFTRY A, ExAZ I UC-TI /Y UEFRINLCKIGESE, §ERESICERY A
FN-TEETH S UC-7T I /Y L OBEEEBAEROFEEL L,

(i)HEZ v ¢
HET v NMCBWT, TV AT TS —)L FATFTS =)L RAAT T — UL, R FHA
h U RO VoS 3 — LRI ER WA 2k L C BRI 22 i EA 27~ LT-,
HER W B T D IEER O X, B-A A 7Z ' —/ (EDsof : 5.1+£0.1pumol/kg) (34
A7 Z =) (EDsofi : 7.2F0.7pmol/kg) LV b @<, TAT T —F Y AT T —)L
(EDsofi : >12pmol/kg) LYV bEr-o7c, ZOFTRIZZING 3 HOIEYENRE T A —X Th
ABAUCHBFATLTS =N >F AT — A>T Y A5 — LDIETEMEIC AT L L —
HLTWi=, T7bb, SERENT-Z VY AT TS — )b, AT TV =) RIRAT TV —)
OB WINHITERRE DZEIL, O DOFEMN T v MIBW TR ZEYERESN 7 07 7
ANERTZENERFERTHD EEZHND,
bR 7
HEZ v M, Y (I ATT =)L, FRATT =, RAEAT T —), WFhbF k
Voatg) b U<ITEEL2HEROKS L, BYWEE 120 5% 06, XX AN VRO
LR —) VT 150 Gy IR 502 K D B e 0 Wi 21T - 7=, BRI o Bk % 30
SRR TR L., 77, 3EWEE% 180 43 F TOIMIE Ml E 2 RE LTz,
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VI. H5hHPIZ B9 5 H E

(iii)Heidenhain pouch - X 7

TYRATS T =) AT T =) R-A AT TV —)LiL, Heidenhain pouch 1 XIZEIF 5
b AL I IR B Ak U BRI 22 s E R 2 s Lz, 3 Ao 3R RS-
% 120~300 73ICH 1 5. BERWEITH SMEIIEH O ED5O fEIT—T Y A 7T Y —/b A A
T, RARAT T =L TEALN 25501, 2.9£0.1, 2.7+0.1lpmol/kg) Th o7z,
72, Zhb 340 AUC blRETH -7z,

51 R BRI 5 | KB T A—S
* (pmol/kg) BB (%) AUC (umol-h/L)
YRS T — )b 1.0 17.5+4.2 0.41£0.08
2.0 37.0£6.2 0.92%0.16
4.0 71.4£t4.8 1.59+0.29
FA ST — ) 1.0 19.7+£4.3 0.47+0.08
2.0 38.0£6.4 0.89%0.17
4.0 61.224.0 1.90*0.39
RARAT T =)L 1.0 15.2£4.7 0.42+0.06
2.0 34.8£5.2 0.79%£0.10
4.0 68.314.5 1.62%+0.18
Y AR HERR S
R

Wy (2 AT TS =)L, FAT TS =) RAATTS— . WL T RU A &L
XA Z R O DI RUCRE D4 5 L B R Wl 2 & A & X IR 390 4 MR 5- (—
90 73725 +300 73 F T) IZKV1To7z, Bika b A% I RIETO 15 43 (B o FE1E
BE345) Ot A% 2 il o 30 43452 Heidenhain pouch 2> HEREL L 72, I8 3K
WD 1 X FEM e 1% 180 43 & CHIE L7,

() YEFAFIRRERE - GRS
'VI. 2. (29 Dt FTOIEA] R

53



VIL ) EhigiZ B4 5 HE

EWEREICEII HHE

. MAPREOHTR

(DamEBMGMPIRE
TV AT T = v D B ERGTUANE N R T h R EE LS (3B LA,

Q)RR CTHRE SN -OPRE
1) BERAY
OHME#EE
e FERR N B ERE (24 5, CYP2C19 @ homo EM, hetero EM &Y PM ® 23[E%) o=V
ATT V=1 10mg KO 20mg & ZEIERFICHERE A5 LTz & & OREROEYEFE ST A
— I TDOERBY TH D,

w5& Cmax (ng/mL) Tmax (hr) AUC (ng-hr/mL) Tz (hr)

10mg 245.2 2.50 552.6% 1.05%
(186.5-328.1) (1.00-5.00) (369.6-822.1) (0.85-1.31)

20mg 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 3P RAE (Re/ME-FRAME) . ZAVSMIET Y (95%(5 46X H) . a) n=23

9

'EETD —a—10mg

~§- —k— 20 mg

5

2

E
- T T T T T .
12 14 16 18 20 2 24

Time (h‘our}

TEEHTEHER A, n=24

7£) homo EM : CYP2C19*¥1/*1
hetero EM : CYP2C19*1/*2 X% CYP2C19*1/*3
PM : CYP2C19*2/*2, CYP2C19*2/*3 X (% CYP2C19*3/*3
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VIL ) EhigiZ B4 5 HE

O E#E G

R A BB (24 5], CYP2C19 @ homo EM. hetero EM &, X PM ™ 2R[FE¥) o= v
AT = 10mg KN 20mg % 1 H 1[5 5 AEROKRG Lz 20F 5 HH (ZEERH
5 OREACKRDOIEMETE T A—ZZLUTDOLEY TH D,

58 Cmax (ng/mL) Tmax (hr) AUC (ng-hr/mL) Tz (hr)

10mg 376.5 1.75 822.12 1.16%
(283.2-497.4) (1.00-5.00) (556.1-1219.3) (0.94-1.43)

20mg 884.2 2.25 2068.9 1.25
(670.1-1167.5) (1.00-4.00) (1485.2-2880.6) (1.06-1.46)

Tomax (I G/ IME-FRAE) . T LSHIT 1) (95%(EHHXF) . a) n=23

K5 3HAKLDS HHD Cuax 1 ZFAREE TH 722 LD, KEXRSHKBE 3 Biidimigh=
VAT T VBREILEFIRBICEE L E 2 BN, #5565 HAORS% 12 Bk
HMIERT Y AT — /REITIITHRERALL TR T L, 1 8 1 ERERS LTH RET
RO BRI Tz,

1000

300

600

00 |

200 ¢

Flasma concentration (ngfml.)

TEEHTEHER A, n=24

2) HREVINE?
IR R OVNREBRFE (48 ffil, CYP2C19 @ homo EM 13 ffil. hetero EM 28 ffil. K& PM 7 )
I Y A 75—/l 10mg K 20mg Z 1 H 1[5 AL ERERO#KESG LZE 2 A, KRE

—0—10mg

——20mg

ROFEPENRE T A —Z I T D LB ThHoTz,

HERE D wig| o TY AT T — )V DOIEYBHE T A — X

- fhn Sy OMATE Cmax (ng/mL) 2|  Tumax (hr) ¥ |AUC: (ng-hr/mL) 2|Tyz (hr) ©
1(fifj:20kg§f€iﬁ 10mg | 9 | 854 (141.7%) | 1.58 (1.03-5.92) | 2261 (42.6%) ¢ | 0.80+0.18¢
1~11 7% 10 mg| 10| 537(110.4%) | 1.52 (0.92-6.00) | 995 (78.3%) ¢ | 0.97+0.55¢
20kg LA F 20 mg|10[1908 (41.5%) | 1.47 (0.93-1.52) | 3459 (50.9%) 1.08+0.44
12~14 if% 10 mg| 9 | 311(91.7%) | 1.57 (0.93-2.95) | 619 (105.5%) 1.37+0.88
20kg LA F 20 mg|10| 981 (51.3%) |1.75 (0.95-3.00) | 1918 (33.6%) 1.06+0.25

a) RMITE (BBRE). b) TRME FR/VE-RAME) . o) FMEIEERZ, d) n=7, e) n=9

) homo EM : CYP2C19*1/*1
hetero EM : CYP2C19*1/*2 X% CYP2C19*1/*3
PM : CYP2C19*2/*2, CYP2C19*2/*3 XX CYP2C19*3/*3
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VIL ) EhigiZ B4 5 HE

(3) thiEtE
HMER L

L EBE-HRAEDOEE

1) BEOXE (MEAOT—4%2] Y
TEEERRA 24 BlARIGUT, =Y A 7TV —)L 40mg » ZZZMER TR H EEOER) B
IC1H 15 BEREROBES L, =Y A 7T — L OB EEIC T REOREL i
LR, =2V A 77— ®D AUC KT Coax TR FERUCZ VKT L7223, BN pH (X
DRBPBO NS b, =Y AT T — )L OERNRITK L TRFORBEILR N
LEZOBND,

) ARSAORE - A& (TV. 3. HELROHE] 21)

2) FRAEODEZE
OV TENRL, Zz=hfY, YBRAZ—)L ULT7 Y
VL. 7. tHAEAEH] 2]

Q=Y AT TV = TEXVVI KW, 77 2a~vA v 3 A0S
SHEADT—2] 95

RN 19 BlZ 3BT, 7 B A4 — R—JEZ T Y A7 F7 Y —)L 20mg, 7EFT U K
i 1000mg ™, 77V Au~A 2 500mg P 2 NENHEF, L LIL3FEZ 1A 207
HREKEROBS L, =Y A 7T — Lo AUC. 1%, ARG~ 3 FIDEHH #5-55 Tl
2 iR LT,

Nl Cmax AUC- T1/2
HTE 2 (pmol/L) (pmol-hr/L) (hr)
- 2.33 4.97 1.09
| s
A G (1.99-2.71) (3.97-6.21) (0.98-1.21)
TYRATT— )L . 3.23 11.29 1.63
| s
(n=19) 3 AIGF R (2.76-3.76) (9.03-14.12) (1.46-1.81)
" 1.39 2.27 1.50
(1.24-1.55) (2.00-2.58) (1.39-1.61)

AT (95%(EHH X H)
AUC, : & 5MR (<) (Z31F 2 M bR By e dhie T e

) AFRSAORE - ME (TV. 3. HEROHE] 2R)

3HIPFHICEY, 75V 2~ RONTEX U KO SR A B B blT
o leN, 7TV 2a~<xA 0 14 KB bREm O AUC I3k LT,
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VIL ) EhigiZ B4 5 HE

@FrFuxtr HEADOT—X] O

TV ATV —/ i3 NSAID #5-F5 0 Big5, + —fHIEERH OB AW e D Z Lk,
TR AN &2 K5I, 7 a A4 — IR T2 Y A7V — )L L IERIRME NSAID Th b+ 7'
X UCOMEERICOWTHFILEZ, =Y A7 T )L 40mg™ % 1 B 1[0 7 HRFEERD
G, 77 uxtr 250mg & 1 H 207 AMERDERELE, b LIImAZ &S L, ¥
WMENRE /RN T A —F B LT R, = A 77— L7 u Xt U O CIEmEEAl & Hic
FHAEERITRO 6o T,

SHT = L Cmax AUC, T1/2
YR S T
BTERIS: (umol/L) (umol - hr/L) (hr)
- 4.90 12.75 1.36
| 3
AR (4.40-5.45) (11.07-14.69) (1.26-1.46)
T RATSZ
R N 4.52 12.22 1.39
SN | &
(;:3/13 2 AGPRI (4.06-5.03) (10.61-14.07) (1.29-1.50)
i 0.92 0.96 1.02
(0.85-1.00) (0.89-1.03) (0.98-1.07)

Reln] 1 (95% 13 HEIX M)
AUC, : #&GHRE (o) 1230 2 mAE bR e i dhig T fnfs

1) ARRSA ORI - ME (TV. 3. HELOHE] 21R)
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VIL ) EhigiZ B4 5 HE

@uxy a7z I TATD

AAR NGRS AN B2 35T, 7 r A4 — _R—EIC T2 Y A7 TV —)L L IEBIRME NSAID T
bruxy a7 OMAEERIZONTRHN LI, =Y AT —L20mg%# 1 H 1[E5H
WERA#EE, n%Y a7 60mg % 1 H 305 AMKERAOESL, b L IEl#ElZfF
MG L, BB 7 A —2 2 LT,

ZORER, =V AT F =D AUC., Cssmax X Tield, &2 TD CYP2C19 OiEs1-AIZI

WTC, vxdy7n7zrF P LRI LY BERERETBHIALNRI T,

(= AT T — L oEYERE T A —#]

Css,max AUC - T1/2
(pmol/L) (pmol-hr/L) (hr)
1.88 3.43 0.92
A (1.51-2.85) (2.54-4.64) (0.80-1.06)
homoEM 2 1.47 3.37 0.93
(n=12) 2 DI (0.95-2.27) (2.89-4.74) (0.80-1.08)
b 0.78 0.91 0.98
(0.59-1.03) (0.79-1.04) (0.91-1.07)
2.44 6.02 1.26
HAL G (2.00-2.97) (4.70-7.72) (1.10-1.45)
heteroEM N 2.53 6.10 1.26
| 3
(n=12) 2 DR (2.01-3.18) (4.76-7.81) (1.09-1.46)
i 1.04 1.01 1.00
(0.86-1.26) (0.89-1.15) (0.96-1.04)
2.50 6.95 1.36
| 3
R (1.64-3.82) (4.87-9.92) (1.08-1.71)
PM 2.97 7.48 1.40
(n=6) 2 AP (2.05-4.32) (5.43-10.3) (1.14-1.72)
i 1.19 1.08 1.03
(0.90-1.57) (0.94-1.23) (0.97-1.09)

MY (95%FHEIXMA]) . a) AUC.. Twzid n=11
Css,max © ETIRRBIZIT 2 fie i A R
AUC. : BHRIBR (o) (2350) D i S e B RE R iR T i fg

a%y7a7xr® AUC. ., Csmax XN T lZIT= Y 27T ) — VO R A B R AR 5
iz, axy7ra 7= OEERGHY (transOH K) OEWEHRE ST X — X [T E A
IXH NIRRT e, TYATFI—LluxyTFu Ty M) U AERFFRAKES LT
LI 72 ERZO S 2B AERITEZ 5 2n B2 bnT,
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VIL ) EhigiZ B4 5 HE

@7 2v Y rBHEADT =519

RN Z RRIT, 7 B AF—NR—RC T Y AT T =L 7 2 Y » OME/EMIZONT
it iz, =Y 275 —)L40mg™ % 1 A 18] 5 AMMERAEKSE, 7 AV 325mg &
LB 1805 ARERRAES b U <IEmAlZ 0BG LSBT A — & Z bl U7 R
TYAT T =T A Y ORI TIEMEH & B ICHAEEITRRD bghoTz,

SHI = L Cmax AUC - AUCt
N I S T
HTE X5 (pmol/L) (pmol-hr/L) (pmol-hr/L)
N N 5.0 13.5 13.3
HA g TR (4.6-5.4) (12.3-14.8) (12.1-14.7)
T AT
; \ 4.8 12.6 12.4
e I ¥a
oy | AR (4.5°5.2) (11.5-13.9) (11.3-13.7)
b 0.96 0.93 0.93
(0.91-1.01) (0.89-0.98) (0.89-0.98)
N N 19.2 22.9 0 29.4
HAhE G (17.3-21.3) (21.5-24.3) (21.1-23.7)
FAEY ) 21.6 23.89 23.3
| F
(n=51) 2 AP (19.4-23.9) (22.4-25.3) (21.9-24.7)
. 1.12 1.04 9 1.04
(1.08-1.22) (1.00-1.09) (1.00-1.09)

a) i ¥ (95% (5 HEXH)

b) o e [2 AIOF R/ BAIOEH ] (90%15 X [H)

¢) n=49

AUC, : %5 (o) (2B 2 MAEPRERR IR T il

AUC: : 5[ 0 7> 5 Hef&IE AT HERE AR E C oo i A i B e R dh AR T i Al

) AGRSOME - & (TV. 3. HELOHE] 2R)

®OF=v 4
TY AT T ==V O TIIMAERITRD S o7,

. RYEERE/ NS A —F

OF 2P
B L

(2) AR R
LR L

Q) HELEEEH
BMUMER L
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VIL ) EhigiZ B4 5 HE

BHoIVT7IoR HEADT—4]

fEEERR A 16 B2, 20mg Z HEIFARNE G LIzt x02g 7 )V 77 v A% 21.7L/M Th 7= 9,
INBERFIC 1 H 10 4 ABEFIRNEZSG L0287 VT 70 A%, 1~5 mOBIE T
3.4L/Mh (7 4], #5458 10mg), 6~11 OB TiX 3.6L/h (8 fil, &5 & 20mg)., 12~17 KD
BIECIL 7.0L/h (6 6, 58 20mg) Th o7z 10,

G HMEHE HEADT—4]

BERERLA 16 B2, 20mg % H[EEFIRINE 5 LT & & O EFIRBO AL 17.8L Th o729,
NBERFEIZ 1B 1A 4 BREFIRNE S Lz & & O0mERMIT, 1~5 moMBIETlE 3.3L (7
B, $5-8 10mg) ., 6~11 D BN TIX 6.8L (8 f4l, #5-& 20mg). 12~17 %D BN TiX 9.5L
(6 f5il, #5458 20mg) T -7z 10,

(6) Z Dfth
MR L

. BEH (REaL—rav) @i

(1) B4R 5k
MR L

(2) 185 A — 8 EHER
MR L

- BRI

(1) BRURERGL - I

QNAATRASEY T4 [HEADT—%] Y
ftREER N 16 B2, 20mg % [l ARN 36 5-F g OV RIS O B 5-RF D AUC 2> B3RO 72 3 A 4
TRAZTEYT 41X50%TH o7,

il

(1) % — RiBAPY:EB
MR L
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VIL ) EhigiZ B4 5 HE

(2) it — R AR RAPI;E B
R L

<BE>S [FATITV—1 (F8IEK) OF—4%]

TR T » MZ UC HEiA A 77 Y —/L bmglkg Z R O#5 Uiz & & HHEITIAME M O VA
AT L7, T OREIIRHAMIEFRRED 1/2 LLFTH Y, &5 24 FEFZICITREEMEO 1/10
UTFIIEFLEW,

3 Bt~ OB
DR L

<BE>S [FATFTV—N (FEIEK) OF—#]

AT DT v M UC A A 75 Y — /L bmglkg # 5 LR8BI, IithicisEtEEo
1~4 [EORETRENBAT L1223, Tk A ael R o i RE & IZIEWAT LTI L, 24 BRg
B CIIREIREDR 4% Th o712 10,

4) BEHR~DFITHE
MG R L

(5) Z DD BEA~OBHE
R L

<BE> [FATTV— (FEIK) OF—#]

7 v MZ UCHERkA A 7T ' — /v 5mglkg R 0532 & HFURIR, JBIACiE 2 REFEI# . BI85,
FEGTTIX 6 BRI, Z OO T 30 DB ICIHEREIRE D@ E 2 R Lz, £ O0A T,
R B R OV CIREIRE CTd o 7228, O CIRm g R E L RIBRENZ LU T TH Y,
Pe 55 24 BRI I I T e IR EE D 1/8 LL F I 4 BTG LI BB REDIE & A E 3R LT,
£70. w7 R UC =R A A TV — )L 5.2mglkg ZEIRNIEES- L2 & &, HEREIL. BT, B
BRI M DAL 1S T 0 S R BRI oA L7e 3, el 16 BRI ICEIREIZ /A LTV D Dl
BRBEOH T -7 12,

(6) MIFEAHEEER [in vitro]

TV AT TV —)v (IR © 2 T 20pmol/L) Dt MIEE A AKX 97T% Th - 7= (fR4+
Aiik) 19,

INREBE DIMAEREN 2 W UC-= Y XA 7TV — b (IR : buymol/L) O IEE A& %2 M
SL7mE 2 A, 1k, 4~5 %, 6~11 MM N 13~17 i o/NRICBIT 2 MEE Ak & RITZh T
I 97.5%., 96.3%. 96.2%M N 96.2% CTh o7z, 7eds, Hlg & L CTHWEsAMEFOREA
FEOHRITL 96.6% T o 72 14,
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VIL ) EhigiZ B4 5 HE

6. X

() REHBLR UCRBERER (HMEAOT—5] Y

FRBHARAL « et
FRBRERES

FERER A 6 BlIC 14C k= Y A 75 Y —/L 40mg P ZHER O# G L2 & x| g o R EY
(IANVKR RO Ra$ U Rk Th o7z,

) ARSAORE - A& (TV. 3. HELROHE] 21)

Q) KEICBIE T HBF (CYP4S0 %) DO FiE. FEE [in vitro] ™

1) R#ERDSFE

t MFI 7 oy —2a% Bz in vitro AFFUETEBR O R, =Y A 75— 3312 CYP2C19
WXV e Faxi ik, 5-00 A FKIZ, CYP3A4 12XV Ak AR E S -, RETEA
JVT TR SERH LI R X KK 5-O- it A F/URD AR BI 5425 CYP2C19

DEERITT3% ThH -7,

TIRXATTY = LOMAREIEA 2 VT T A (CLint tot) 1% 14.6puL/min/mg protein T&H ¥ |
R-A A5 —/)L®D ClLinttot 42.5uL/min/mg protein ®#J 1/3 TH Y | in vivo IZEB W TV A
TIV=IE RF AT TV =)V I 0 bz bk T 5 LR ST,

[ "IFI 7Y —LIZB TR AT T = VKN RI AT T —LOREFERX (in vitro) ]

0/
cvpace O /\fj:jé \ CYP2C19
——— P -
4.0 (27%) N R 39.9 (94%)

0

EFRFIHF (FiE)

-
g 9 '
\(ji 0 CYP2C19 \iji/gl N . CYP2C19 \fI Q .
SON N 57 o) N b 18 (4%) NN
* HN 0 \<\ >—0H HN 0
A 5-O-BAFILG (REHE) A
o
IVATSI—I
(S-FAT5V—)) CYPaAd R-AATZ5J—)

CLjnt ot =14.6 (ML/min/mg protein)

N 08 (2%)

CYPaAd \Cji/fs? \
—— A——
3.9 (2T%) Y
O un /

0
ZANERAR (FEE)
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CLint ot : m8fREEA 27 U T 70 A



VIL ) EhigiZ B4 5 HE

2) FEMRBERRICHTHER® 7
FHiH CYP2C19 k' MIFX 7 v Y — A& MWz in vitroidBRIZEBWT, =Y AT T —)b
(REE : 10~100uM) 1% CYP2C19 OiEMEAHE L7 (Kifi: 7.9 X 8.6uM), L2vL, E
MFS 7Y —LZ MWz invitroiRBRICBWT, =Y XA F T —L (B 10 KO 50pM)
1%, CYP2A6 (2xF L CRLEMEM 2Rk &9, CYP1A2, CYP2D6, CYP2E1l K& Uf CYP3A4 O
PEIZOWTIE, Kifl 37, 84, 58, 38uM THH, =YV X7 Z Y —)L (R : 10~100uM) D
CYP2C9 (Zx4 % Ki fiiix 12~25uM L BLEEMIZDOT M TH - 7=,

(3) PEBBHROEREUZOHE
BB L

@) REYOFHEOFERWESL, FELEER
FREWTHDHE Fuxifk, 5-OWiA F K, AR ARITIBZANCRIEETH D,

. HE

(1) BEER AL K R RS
FEAERE TSN DA, —FIIBATER 2R TETIHRE S D,

@ #HittE [(HEADT—42] W

BEFERE N 6 fillC 14C HERk = Y A 75 ' — )L 40mg ™ Z HElfk A% 5 L7 & & . CYP2C19 » EM,
PM WFHIZE W TS, BEHMETREDRI 95%73 48 Bl £ CTIC/R P R OFEFICHEE S A, R4k
M & B PP B O ITR 4 X 1 THoTo, REMEORPHEMRIT 1% R TH -7,

) EBAOME - & (V. 3. HEROHE] 2H)

(3) it
MR L

S U RR—2—IZEAT B 1EHR

EERR L
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VIL ) EhigiZ B4 5 HE

9. BEMFICLBBRER

(1) ERE AT
MR L

<BE>S [FATTV—1 (TEIEK) OF—4] 18
JEETHNT FBE 2 Bl & ST B IMERF R 2RE 70 2RI, A AT TV —/L 20mg % B A5 L+
FREA FE L7 c B W TR E OHERR TR AN E B B o Tz,

(2) BT
LR L

<BES [FATTV—L (TEIEK) OF—4] 1920 20
IBVEEHT BT 2RI RICA AT TV —)L 20mg/ A 285 U, MR Z M5 L7z BRizs v, o
WOBHTIZ L DBRETIT L A LD ENT, B B R UIEEHT B TERNEIREICRZEITR O bk

ST,

Q) Efm&ER
A ER R L

10. HEDEREATHEE

(D EREICHST2EYEBE (HEAOT—42] #?

TR R R E CEYFR 74 5% (T1~805%)) (=Y A 75 —/L 40mg™ % 1 H 1[0 5 HIH
MEROES Lz &, %55 HH® AUC KO Crax (X OMEMGENE S SEWESRS (Y
i 45 7% (29~58 %)) LV bEWEH AR L, BT O (IEEREEFEREEE) 114 %
1.25 (95%(EHEXM] : 0.94~1.67). 1.18 (A : 0.91~1.52) ThH -7,

Cmax (umol/L) AUC (pmol-hr/L)

g (n=13) 5.57 15.98

Fe e i OIE R H FE Y RAE R (n=36) 4.74 12.75
HERE E g/ FE BT O (95% 3 FEX ) 1.18 (0.91-1.52) | 1.25 (0.94-1.67)

BT

) AFRSAOME - E (TV. 3. HEROHE] 2R)
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VIL ) EhigiZ B4 5 HE

QFEEEFICSTLEMBE (HEAOT—42] ¥
e E R B IC= Y A 7T Y —/L40mg ™% 1 H 1[0 5 ARERAO#S Lz & & AUC. L,
FFREREAR T 0 72 W EMEME B A W iiE AR (B O PR RERE A CIdA0 2.3 <L
FE~ PR O FFFERERE E R A THZ DT 1.4~1.8 TH -T2,

Cmaxa) Tmaxb) AUC - a TI/Za>
(mmol/L) (hr) (pumol-hr/L) (hr)
JH R
R (n=4) 6.5 1.7 18.2 1.3
(3.8-11.4) (1.1-2.3) (11.3-29.3) (1.0-1.5)
LA (n=4) 5.4 2.3 22.6 2.4
(2.5-11.5) (0.6-4.1) (13.8-36.9) (1.8-4.3)
HE (n=4) 6.4 1.8 30.0 3.1
(5.2-8.0) (1.0-2.5) (22.1-40.6) (1.6-6.1)
JFHEREIE & O SE ek T A i 4.7 1.6 12.8 1.5
TAERE (n=36) (4.1-5.5) (1.3-1.8) (10.9-15.0) (1.4-1.7)

a) W) (95%EHIXHD) . b) FAlrF¥) (95%EHIX[H)
AUC: : &5k (v) (23617 2 M i e[ dh T i fs

) ARSAORE - A& (TV. 3. MEROHE] 21)

(3)CYP2C19 MiEEFEAIDEMENRE
faRERk A BYE 24 Fllc=Y A7 —)L 20mg % 1 H 1 Al 5 AMNEROELG Lz &0,
CYP2C19 Oi& (s 7B (homo EM : 8 {5, hetero EM : 8 f5il, PM : 8 5) »% 5 HEH (Z=4
Kife ) OREACIROIEMEE ST A —ZIZLTDOLEBY TH D,

Cmax Tmax AUC T1/2

(umol/L) (hr) (umol-hr/L) (hr)

homo EM 1.71 2.50 3.28 0.89
(1.05-2.77) (1.00-4.00) (2.15-5.00) (0.74-1.07)

hetero EM 3.00 1.50 7.28 1.33
(1.93-4.68) (1.00-4.00) (4.66-11.38) (1.03-1.72)

PM 3.26 2.50 9.19 1.58
(2.77-3.83) (1.00-4.00) (7.15-11.81) (1.32-1.89)

ST (95%(FHEIX )
7%) homo EM : CYP2C19*1/%1

hetero EM : CYP2C19*1/*2 X% CYP2C19*1/*3
PM : CYP2C19*2/*2, CYP2C19*2/*3 X (% CYP2C19*3/*3

1. Z0ft
R L
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VIL. ZzefE (M EoiEEs) (B34 2HA

VI ££% (EFALDOIEF) (CBEI SHEEB

4

HERABEZDER

EIN TV

5

NS
3

. ERARETNDEH

2. B2 (ROBEIZITHBRELEWNIE)
2.1 KBNS ®T U CHRBEYE DBEERED & 5 BE

<fan >
—RIC, BRI L DT LR —AE I LIZBEICR CEA 2 BEREG 35 LEHERT LV
F—&2E T AEERD D,

2.2 THAYF UG, VLYY SERE ARG OEE [10.1 B2R]

<fiEn >
T ARG, V) B OERZEE T A BTN H D,
VI, 7. (DR R L Z0HEBE ] &

3. MERITHRICEET HEE LT DEH
(V. WBRICETSEHRB ] 22452 &,

4 FZERUVHEICEET 5FELEZTDER
V. IBRICET2HE)] 288752 &,

5. BEERGEAMEIRE L TDEA
8. EELGEAHERE

(Gheest@)
8.1 Mmits. AriRE. BHEREZICHEETD 2 L,
<R >

8.2.3 D& 2,

(ERMERER)

8.2 WIMERIER OMEFFRIEIZOWTIX, B« RZH 0 KT BFICR LG T52 &
&L ASRHEERRIEO LD IR WBRFILHR G T L2t DRWksBETHZ &, -,
HEFRRIE I E MM NASRE 2 I 572 EBIE 2 +0121TH) T EREE LU,
BB, WOFHICHERTLHZ L,

8.2.1 HR OB, JERORREEZZE L CHEFPRIEOHELZRIRT S 2 &,

8.2.2 EMUIREEN BIFICHRT-N TN D LW SN AR T EE BET 5 2 &,

8.2.3 EHIMIC kR, NFieE, BHEEOMELITI T ENEE LU,
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VI 224t (A EoEEss) [+ 5HEE

<figin >

W R TER OMERPRIEFIC, FalBlse (NESE. LM bEEE o ERER ) %

K VHEFITAT O KO EEME LT\ 5,

8.2.1 WMRIER DI DOMEMRK T & U CHEEECHTER ORRE, FENRE I
TW5 YV, FROBEARE ERORRES L2 BB L CHEFRIEOARZRIRT 24688 H 5,

8.2.2 EARRENRIFICHERF SN TV D BEICIBARE B E AT 52 LI3FE L 20
EEBEZOND T EDD, FAREN BRI TOD5E 1T, AFIORE LR EE &
BT HUERD D,

8.2.3 RHIF G TILEMIAIC Mikts, ITHRE. BT OREL T L., RBglgs+712
ITHOZENEETHALZ D, FLdliL T35,

GEU L AMBRESRIE

8.3 WHATEE L CIZMBIT L0 o, B iR pieiss WHER RV IR LG5 Z
E (Q#EMBRZY 2 ALLE) %ﬁ%mh@ij&ﬁ‘j‘é ?: B, AFIOBRENEE, &
ﬁﬁ;%@ﬁfiﬂﬁr&@{ﬁ@iﬁfb RERBIC L DIEREZR#MT 2R3 H0 T, NS
ALY INODOEEBTRWI L 2R THZ &,

<SR >

[FEOS AMEE BEYRIE] 2BV T, Mo, B RS O R i etk 23 fi L%
JELTWD Z & ZfiEad L, K%U@&%%Fﬂ%ﬁ%“m: ﬁﬁg BB O MR B L D 0E
KA DI LERR BRI KL DIER 2 AAIR G- B M T 2 2 &R DT, V\??ﬁfﬂ*f\ﬁfr
DINDDOREBTRNI L2HERT 2 L) ERMETOMLERH DL LB, na%izbﬂ\

- BENDEREHI HEBICHTHER
() EHHE - BEEFOHHBE

9.1 SHHE - IEEZFDHDHEE
9.1.1 EYBBIEDCREEDHHEE

< fiFEER >

— R, EWEBEUEOBEE O H 5 HBFE TIE, BEEDO W EE bl U CTERAIR 5% 12382
B DIBBUER OFAET AEENEG L D L Vbl TWAT- D, Wkt L CIEYLREBUED
BEEOH 5 BE TITEEICRGTHILEND D,
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VIL. ZzefE (M EoiEEs) (B34 2HA

Q) FFHREEEEE

=
=
EERE

9.3 FFiREIEE &
R TH Y . MPRENELS RDBENNDH D, [16.4 B ]

<fifga >

AFNIEICHBR TR SN D, SMEADOT =X TliE, HFEEOHLIEFICZ I AT T —
40 mg/B™ 1 A 1085 AL Liz& & AUC IZFBEREIR T 0> 72\ iE ek B A b 0 it
FEBFE I, EEOFEFEE TN 2.3 FE<, BE~FREDCHFEEDH L BHET
HLEDWN 1.4~1.8 THoOTZ ERREINTND 2, L7eWB-> T, HEEDOH HHEEIC
FEEICEGTOIVNENDH D, (VI 10. FFEOH RE2ATHEE] BR)

) AFRSAOME - A& (TV. 3. HELROHE] 21)

) ETEREHEH T HE
BRE STV

(5) 8247

9.5 1EiF
PES A FIEIR LT 2 "IREMED & 5 MR, TR L ORI G4 BRl % &k
SNDILGREICDAEETHZ &,

< i >

HIF~DT Y AT Z ) — /LOEFEICET 55— X IR 5 TE Y 8okl 238 Tl -
HRIRDFANZ AT T EHEIH D WITRH 2 BRI STV iand, 72 AFIDT &2
KTHDHARAT T — N fdH Ui © b A BRI IRR S TR 4 5

QEEE]

9.6 XLI%

B EOF IR ORARBOAEMELZE L, ZALOMK UIFIEZRETT 5 2 &
AKHNDZ IR THLAAT TV =N TOEWFER (7 v MEA bmgkg) T, BFLH
~BAITT L ZERIES TV D,

< i >

RH O T DRI EM L TB 5T, & F TOAF~OBITHH S0 Tlhev,
BB, AFOTEIRTHLIAAT T — VR OFERICE D T v ML ERRICE
WL, AT T =L OEBIED LN Y BN, T v FOERNEIREZ Bt L 72k
BRClE, A AT T —APRHAFFICBITTEZ ERROLNTND 5,
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VIL. ZzefE (M EoiEEs) (B34 2HA

(D IMR
9.7 IMNR

EWNIZRBW T, RHAERER, FrAaR, JURZ5RE UBRREBRIXER L T,
<fiE >

AHN O EPNERARER T, REARER, AR, LRERE LICRBIIER Sh Tk
59 AR R,

(8) = #nE

9.8 BEE
BHE»OEGZBMGT 02 &, IR, TOMAERKENMETL TN Z L5
gb \O

<R >

T E Tl RICAEBEBENME T L TWE Z ENZWN e, BEOFGIZHT-> TEt+5y
BRIEBNVETH D, =Y AT TV —1d, FREEROERTHY | AEANDOT —F Tl
IR N (7T1~80 %) (CAHKI 40mg/B™ % 1 H 101 5 ARKE#REG Lzt &, &5
5 HH®D AUC KT Cmax 23 FErmlin OFEMBMEH BEUIESS (29~568 i) LV EnZh
25%. 18%mi o7& DMENRH S 6,

) EBAORE - A& (V. 3. EROHE] 2H])

. HEER

10. #BE/EH
F & LU TIHMUEHEEE CYP2C19 XK O—#8 CYP3A4 TREI S L5,

Flo BRRWMHERIC L0 OFHERIOWINZ BRSBTS EL 2201355, [16.4
Z ]

< i >

TV AT T = EEIC CYP2C19 KO CYP3A4 IC L W Rt 21T 2 Z L s S
TW3 7,

T, T AT T OBEERSWIIHITERIC LV . OFAZERI ORI 2 FA UG T &
HZ DD D,
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VIL. ZzefE (M EoiEEs) (B34 2HA

() HFAEES L TDER
10.1 RES BHRLGWI L)
A4 BRPRAEAR « & ST 1A PR - fEbRIA T

T AP T ERERYE | 72 YT EVERBRE OER | AR O H BRI ER L0 7
(LATZ ) ZWINT OB ENNDH D, | F VT EIVERERE ORI DME T
(2.2 2] L. 7% oMK

TT22 &b D,
<R >

TR NCATI D T ¥ IR THDHA AT TV —/b 40mg/H & 7 Z ¥ F il 300mg/
H., U hFE/L 100mg/HZ 10 HIEPFHEG LIz &, 72 HFFELD Crnaxy Cmin X
AUC OIRF (£ EH 72%, 78%. T6%IK T) 2358 H 7= Z & 726 European Medicines
Agency (EMA (YF5iX EMEA) : WONEREST) 1L, 7 & PP gkt e
EFATT =R LAWK S ENE L72 (2004 4 12 H) (EMEA Public Statement
(EMEA/202649/2004)) 8, HANEH OMFIZAME TIZZRWDN, £ AT TV =L 5 BN
pH O T & B F ENARBRE ORI L TN Db D EHEIN TN D, KAl A
AT T — DB R R OB PR L TV D Z e . ARAIT S IEEWED
VERDH L LWL, [HFHZER) & LTWD,

HEH4 % B ARRECR « HE (& 715 W - fERRE 1
VLY CIEBRE | VY Y EBEOER | AR O BB WIEIERIC L D Y
(=227 1) AP THBENRH D, | NEE U R ORI AT
(2.2 2] L. UJLEE Y o » K

TT2Z2E0H5,
<fn >

fEEER A (15~16 ) IZARKDO T IR THLIA AT T —/ (20mgl H 1[8]) & VYL
eV (150mgl H 1[8) Z0fH#EE L&, AT TV =D Cmax XN AUCa4 1
WIS 14%A L, U LEE Y O Criny Cmax X TN AUCe4 28 ZLE 41 33%. 40% M T
40%D LTz & OWE® 3D 2 LD ARFITHIEEME S LI S MWL, (PR &
LTWa,

WYy —<vHASH V250 ME2PmME A X Ea—T F— A
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VIL. ZzefE (M EoiEEs) (B34 2HA

Q) tREE L ZDEH
10.2 BEFEE (BHRICEETH L)
A4 BEREAR - & Tk Py - falRA 1

T RN NS OIEFIOER 2R | AFNILEICHBEO T 7 72— A
Tx= kA THZERDD, P450 3R EBEFE CYP2C19 T
va ALY =)L R EN D728, KA & F CARH
[16.7.1 Z#] fese TR SN2 O RE, HE
ILTy v UL AE R A 0 L. Hif ERESELBENDDD,
[16.7.1 ] WELBENRH D, 7

b\ e R [E A T b

(INR) %5 o> 1% %t [ AE

DEMZADEE LN D

BHETHZ L,

<fifga >

WHMZEBWNT, VTERA, Jo= b U XFINAVT 7V (RINLVT 7 YY) L=V R
T VOHHIZEY, PTERL, Txz= kA D AUC BENZEI 81%., 13%HEK
L. RINVTZ 7 U OMER N7 7 EN 13% LF7- Lz 0RERH D 9,

T, YA I, ARIOT IR THDLAAT T EDOHHICEY, vr A
2 =D AUC 23 26% R LT ORENHDHZ Linn, FAT TV — )L L 3EyEhiET:
BRI B AH & OB IXEERLETH B 10,

(IVIL 1. (W% - fFHEORE) ZHR)

FAN 4 BEIRAE LR - H5E 15 e - falRIx -1
X7 a ) NAKFY Z7ua ) AAOERZEE | FAERAOKFIZIAHTH S,
THZEND D, B OFF O PN B4
A ENDD,

AR b LFg—| mAEO A N b LFg— b
RGO EE. R
(CARAN OB Z PS5 2
LEBERTDIL,

<figin >

ENIZBWTH 7 v ) ARERFOTZEIRTHLAAT T — DS b 7 LEOES
FEOPFRIZELY Z7 v ) AADOMFREN B L, EAZE] BHBLLIERIAHE S
TWD W, F2 MMCBNTH A AT T — L EDOHHICE Y #2770 ) A 2ol
NEF L EMESNTWD 12, FAEEHOKFEIZEME TIZRWN, KFE A AT T —
SNSRI BN BE A K ORI L TV D 2 e b, BRI EE AL TH 5,
MM NT, mHEA M FLrF P — K (F#d&E 0.968~12.7g/m2, ¥ 6.34g/m2) &,
Tua hRoTA e B E =L OOH (Y AT T = 246], FRATT—L346]) I
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VIL. ZzefE (M EoiEEs) (B34 2HA

L2 A b PUEg— MRIBEES S STV 19, Eio, mHEA ML — b (%
Hi 1~12.35g/Y A 7 V) CTHEMBIEZ R = L7ZJER D 9 B, 53% 037 a2 iRy 7 A v
e —%0H (= AT T = AT T —, T VT F ) —/ Pantoprazole*
K2 DIEBEITIAH) LTz L g 19 SnTnd 2 Enb, AFNCB W TH ERBRED
VERHDLEBZ, Ll L TWD,

*Pantoprazole : KFHAIETE

A4 BEERAEAR - HEE 1k FEFF -« faBRIk 1
= IS DOIRAIOVER & BT | AK O BB WIHEIERIC L Y ¥
AF N TF L THZENH S, X OINKFRBIE] S .
VIAF O MmPEEN ERT S
ZERH D,
< fifEE >

MWIMZBNWT, RFDOTEIRTHLIAAT T =L oIXx v EOMEERICKD &
EZLNDEEFRPMEINTND 1B, DI it @EOHNpH Flok W TR
WCIARDRESND Z Lne ., F AT T — L LR B ER 249 5 A5 0%
HiIZE 0 EHN pH BN EF L, VI U ONKSRENMET T DR, Iy romf
BEN EATLREEERH D720, IFHRFCITEERSLETH D, RyEE L TiE, v
XL UHLWVEIATFNAY AX o OMPIRERSE, BRER, DEMNEICEEL, VXX
U AREOER (EK, B, FEIRSE) 2360 bn-HA12E, BHio, EAOKRES
BEBOFHEDONBEEZITH Z L,

A4 BERAEAR - HYE 1k Ry - faRRIK 1
A4 "Fatry— TS OFEANOVEH 2GS | AF OB B> WINHIERIC LY =
. . THZENH D, O OEBNOWMIENMET L, =
S 1B DR L WD IE T 5
ﬁj\ . ZENDD,
T 4F=T
=_—unF=7
zruaF=7
< fiFEER >

A RNTaFYy — VIFHEBIC L VIERBEICEBRI N TR EN D720, AFIO X 5 72 HiEgsy
WHIHIANZ X 5 HW pH EHC, BMMENMET L, AW PRI HENME T2 AretEn &
%, WAMZENWT, AFDFTEIKTHIF AT IV = e A FTary —LoftHic &
D, A FTF73F =D Cmax KONAUC BB LZ 13 IZHAT D L OWENRDH S 16, %4l
HEE LT BROEELZ T W T Y — VRPIEEROREICEET L2 LN E b,
TaF LV TREEORN ERRE STV D 17,
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VIL. ZzefE (M EoiEEs) (B34 2HA

T4 F=TR=nF =7 zaunF=71%, BN pH BFEERIIC EA L7 & T Tk
WMETT 2BFENRHY . BEESWHIHEIEMIZL Y BN pH & LA S ¥ AAED 7 1
oA T A e B2 — L OPFIZEERCEENSLE TS H, WIMIBN T, KilL =
nF=7OHHICEY = F =70 AUC KT Cmax & ZALZE I 34% M O 27%D S H 7
EOWENDH D W, £z, TARTF =T OWHNMR LRI, =raF =T ERFDTE
KTHHIAAT T =L EDUHICEY, = F =7 AUC 7’ 46%, Cmax S 61%IK T
Lz e Inizizd, AATFT7 =L [EHEEE] BT 52LE L. bt
THARAT T = EFETPFRNHRLL L T D ARF E OIFEEMREOMNEN S D L& 2, Flif
LTWa,

FAlG BERIRAEIR « HE[E 714 PEFF - falRIAF
WY aFY—) AHNOIEM Z BB 5 Z & | AAID Cmax KT AUC 23N %
WH D, BEORHL, RNUaFy—id

AHFNDONHIEESE (CYP2C19 KON
CYP3A4) #[HETHZ ERE 2
YR

< fiEER >

HMZEBWT, R T — L ERBDOT IR THLIARAT T — L EDHEHIZLY .,
F AT T =D Crmax 3K 2.2 15 AUC 2580 3.8 5N U712 & DAL 190855 Z L b,
TR T T =) & I ERESAR K ONR T BT A ARH & ORI E NS T
H5D,

A4 T ERAER « FE 715 PR - fERRIA ¥
HIVT 4 FTEIVA IV | VT 4 FEAVOIEREZJ | R AEEROBEFIZIARHTH D,
B BT AH-LRH 5, T 4 F O MR REENMET

THZERDHD,

<M >

WA BNT, FVT 4T ELEARFNDOT IR THLIA AT T =L DALY,
Fv7 4 FENLD AUC, Cmax X Cmin DNEALEIL, 836%., 37% &L N 39%IK T L7z & DO
HNHDHZEND, AT T )L L IRE IR B ORI B 2 A & o ff
RRFZIIEERLETH D,
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VIL. ZzefE (M EoiEEs) (B34 2HA

HHI 4 55 BEARIEAR - FE 51k e - falRIk
AT TF XY VT | RKFOERZRTTHZ L | AT TF FFY VY URAFOMRK
(St. John’s Wort., & | 8% 5, #lEEE (CYP2C19 LU CYP3A4)
VheVa—r XU EHE L, AFIOMRENEE S
— N EHRM MHARENMET T ENBEZLDL
ns,
< fiEER >

WM BT ERE S - R ER T, St. John's Wort 23ATFlgDF ~ 7 7 — A P450 23
RHEESE CYP3A4 X° CYP2C19 275895 Z L ARG SN TRY 2V 2 AFIDO T & K
ThHHARATFS =N DT, A AT TV =10 AUC K1 Cmax & ZHEHIEF S
e DMENGHD 22 Z LD AT T — L L YRR IR L TWAARA L o
FMEOMLEND D EE X, BH LTV,

. EIfER

B{EFHDOBE
A

QYRR BITE 2D

— W RIER xS L L ZHEEREEGEER (ENEIHERR) 2T, &5 8 ik
OFEIWERRBIBEE L 7.9% (15/189 f) Th o7, TARIERMIL., FH 26 (1.1%). 7
Ty T T AT 27— 26 (1.1%) KOULH 7 LT F R AR —
VN 2 4] (1.1%) THh o7,

— W RE R OIREEE 2R L L ZHE R (ENHIERER) 280\,
24 M GREORIERARBMEE L, =/ A7 TV —)L 20mg BT 10.8% (15/139 fi)
FORT Y XA FZ ' —)L 10mg FET 8.8% (11/125 #l) Th o7z, EAREBIERIZ= Y 27
7Y —b 20mg BECMA Y LT F U AAARF T =M 2 4] (1.4%) THY, =/ AT
7Y =L 10mg FE T FAT2 B (1.6%) K ML 7 L7 F oAk 2k 26— B HN 2 61 (1.6%)
ThHoT,

(FEAT B A RUPIRIAESRE G- R 8 1 5 B IS U+ 46 IG5 O [ Bl

—VHLMEVEBRE OB E A2 A9 5 NSAID Mk BT Zxig & Lz —E b (BN
FBHARRER) (BT, BWERRBEMEIT 13.9% (24/173 f5]) TH 7=, EREIERIX
FREER 2 B (1.2%) . THI2 61 (1.2%)., (E 2 6] (1.2%) W& 2 6] (1.2%) & OUF
FERERE 2 ] (1.2%) Th o7,

—VHLMEVER OB E A2 A 95 NSAID Mk EE 234 & LIZERNER SRRV
T, BIVEFARBMEE T 16.9% (22/130 ) Th-7-, EABITER X RENE 2 41 (1.5%) .
Y NEIN T AT 2T —BHIN2 6] (1.5%), 585 2 B (1.5%) K OVITHERE R &
261 (1.5%) Th-o7,
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VI 224t (A EoEEss) [+ 5HEE

(BRHET AV Y VRN 5 B UL+ R IE S O iR )

— LRI OMEEZ AT HIERAET A UHkARAEBRE 265 L L7 V7 HFEHI
FREESGER (A ARNEE ZETe) T 214 i 31 61 (14.5%) ORWEH#ME STV D
E2RBERIZ. TH 2 61 (0.9%), OB AMEHEZ% 2 61 (0.9%). BEEAZH 2 61 (0. 9%)
HARV—726] (0.9%), &2 #] (0.9%) ZFEThHo7-,

(H1EE. +fEEE. Was ﬁr FEOS AMEE BEWIE, Zollinger-Ellison JEFERE
RO NCHIEE., TS, H MALT U o NE, B3/ M s O P 2epEss . L
BB K32 NS EE H . “\U any g —va VERERIZBITH~NY ansH
— - v Y ORE OB

— ENIZ I TR RS O RIE R BISEEE 2SI & 72 230k 2 F40i L T uy,

MERU/NR

(BYES . + RS, UamiEs. O AT EYE, WM aE R T
Zollinger-Ellison JiE ##E)

—ENTEM SN IEEREERRR T 1~14 o3& 50 Fld 2 6] (4.0%) OFIVEHIH
HINTWD, ZONFRIT, FTRIKONER. KHABEIERSS 1 6] (2.0%) Tholz,

1. 8MER
WORWERRH bbb 5D T, B2 +Ho3I24TV, BENRD L5
133G A2 R IET 570 CEUIRAEEZITH &,

(D EXLEIER & PHAER

1.1 EXZEIEA
11 23v9, 7F745F 90— (TR BHEEARH)
vav s, TT7 4 7% — (IWEFE, [JESTRE) NH6bNDZLRndD,

<fiEgn >
AFNOENEERRER, 7 7 HFEFMAALERR N SIXva vy, TF 740 7F 0 —0OH
I WD, AN BWTT 7 4 9% —3 g v 7 EORBIEFINRE SN TS,

11.1.2 SRMEKEAE. BMERBRE. FMtEEMm (WP GHEARY) . f/MMRED (1%4R
{if)

<fiEgn >

AANOENEEARRER, 7 27 IR G AL EGRER 2> O (XYL ER D E, IR ERAE . FA I
P DD T OHREIZ RN, MR DWW TR, B OREFIN 2 FlHE ST
60
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VIL. ZzefE (M EoiEEs) (B34 2HA

11.1.3 RUERF . H#EEE. ZE. FFE (W Th b EEAD)

< fifEE >
AN OEWNERRER, 7 7 LR N B D ITBEF 75, FgEERE S #yE, I
REOREIT/2WVA, BIMCBWTOIFREE, #HE, [FARAEORBIEFNHE SN TWVWD,

11.1.4 bEMREIEFEFAEZSE (Toxic Epidermal Necrolysis : TEN). EE¥LIEREZEE
(Stevens—dJohnson fEIREE) (W3 40 b AEEARH)

<P >

AR OEWNERARFRER, 7727 Je[R 55 MAH L BGEARR D> 5 13 HE PSR SRS ARIE 0 B2 FE AR
HRAEMERE D 1Z72ND5, MEIMT I TSR SR SRR X0 B2 RS IR IRAE R D FEBL
FEGI 3 ey ST,

1115%5&%*(%#?%)
Wk, PREORIREE, FEEL, MiE ORE (REE) FEHR W%ﬂt% &i LN
X #. B CT &5 @@E%%mﬁé & BVEMERZ A gEbN S35 2 ik L,
B R E ARV A OB GEORY) R AUEEZITH 2 L,

<fiEEn >
AHFNOENERRFER, 7 27 RS NAH FLiGRER 2> & 1B EPE R OHE X0, B35
s L CENTEM N RE SN TV D,

11.1.6 FEMLEER. [UBEE GEAY)
BHREM AL (BUN, Z L7 F=0%) ICHEETDHZ L,

<R >

ARAFNOENEERRER, 7 7 LR F ARG ) S I RVEMER R, SEBEEORE I
RV AR THREMBRORIVEFIDIRE SN TCWD, -, I (FAT7FY
—)b) TRMBEEORIUEFINHRE SN TWVD,

11.1.7 HEUFHRERAE (BEE )
PE. Wi, CK 5. R ORF I AT ey FR%ERHLDbNLZ End 5,

< fiFEER >
AHNOEWNERRFER, 7 7 L[S A LR D & 1RO i O 5 X2, B
WAL L CTENTEMRREINTWD

11.1.8 &+ FU D LME FHEARR)

< figgn >
RANDENERRRER, 7 7 e [E 56 AR LLEGERER 2> S 1K T b U o A FE DO 1L 72N,
WAMZBW TR T MY U AMED R BUER 2N MG ST b
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VIL. ZzefE (M EoiEEs) (B34 2HA

11.1.9 SEELIRRE (RICRD)
BEEL, WS, ORME, DHESHODRD I EBHD,

< fiEER >
AHFNOEWNEGARRER, 7 7 3[R F WA a5 D I XS5 SLIRBE O M 1L 72 W As, BT
BWTEERLE DR BUER NS STV 5,

11.1.10 $BAEE BERH)

<figgn >
AR O E N AR RER, 7 27 @] 45 T R il BR s S 13 1 FEE O WG 1372V as, J53K (4
AT T —)V) THIEEDOFBIEM N RE SN TV 5,

(2) Z D DEI1ER

11.2 DD aE|1EFA

(BEE. T2HBEES. UWEHES. EFRMREX. FULAMLBEREETERIE.
Zollinger-Ellison fEfZE¥. JERTO4 FERRERKSRICEITSBREEXIET2ER
EEOBHEIG., BERE7RE) VEEBICET58EEXIE+IEHESOBEHKIH)

1~5%ATi 1% AT HEE A
JEEUE B, R, T OPEE, | AR, SRR
RS
e MES . T, MEM:. B, | SR, L. BAREERRIG AR

ARN%, P F%E, 0¥ | (collagenous colitis, lymphocytic colitis)

JiT Mk JiT g LA

LIRTE3 1 if BR A
Rt R SR, PEIRGE. RIR, 7RED | NIRE, O ¥
PEDE U
saliiil CK L5, [mlEsfEo £, | BLBAE, BEER. M. HiR. Bk,

A LR, RS ZIFIE. VKT, K~ 27 x> 7 Al
JE Ao AME, KA ) 7 Al
JEEEDY 2 ENH D), FIERIE
BN Zx G & Lo 7' VA OBRRRER (FIEERGREE L OV 7 35 [R5 IAH e illiR) (23S & 5
HLTW5,

< fiEER >
AFNOEWN R RBR RS, 7 2 7 65 IAH e ik K OB PR T — % o — b &2 JRIcik
B L. BEEEIZENEERRBRAGE & OV 27 2L [F S N e s Bl 2 H B LT,
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VIL. ZzefE (M EoiEEs) (B34 2HA

(AN)anNysa—-E0Y) ORBE OB
RIER OBEEIZ O\ T, BIBE X+ ZBBREICR T 5, AFIO T2 IEKOF AT Z
V=, TEX VUV VKLY T ) Au~wA LD 3EIFRGORGEICESL,
5%k | 1~5%A 1% AT

I BUE R
H{bas T HRME (33.4%) . | O, MR, RIER, B | EHR. 0B, T EBR
M EE (10.5%) | D, MEEOEEMEE. (HR

JikNl: AST b5 ArigRE RS . ALT 5. Al'P £&H. ©
yarey kA, LDH EB&H
R4 IFRERERIE 26 /MRS IRA. & i
MM ERERIE 22 A BR 3 10 E
TP R AR, LOWURE, DEV, MEARREE
Z DA, PRBERGE JREABYE, REE LS. oL xT o

—v S QT fEk. A BRI,
DT HNE, B B

E1) HEAHE ST,

< iR >

BROTE IR TH DA AT TV — )L O ENERRRBREAE ORIERREBURI I E S X
RIVER BB 25 L T\ 5,

KR~V anyz—-val ORBEOMBICHWDERICIE, 7EX v U KLY
FVARYA IR R =Y = VBT 2 G BHEMOZOMOREIER b
R+ o2&,
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VIl et (B EoiEE s

) B4 5 HA

S EEFEIFRAREHEER VERREEBRE -8
Ot fiE AR, FEAT v A PPEHIRIER B G- 3510 D B U3+ FEGHEIS O B il

AKEBIF £ TOHEE (EWNEMARERAKRRER) (B 72 VL AlOIKGRET)

AEBEBET AEBEEET
L 2 AEEHEFI 756 EERDELE ST o0)
g e B2
:H’Eﬁ%ﬁﬁfﬂ%ﬁ 87 FFREE R [EE 6 (0.79)
BIEART A 113 e
21 B R B I (%) 115 **RA% 5 (0.66)
Bl RO FBBI 0 ik S — L (0.13)
SEEfEE 97 (3.57) &Eb*u&?%ﬂﬁﬂﬂm 5 (0.66)
T 7 (0.93) b3 2 (0.26)
LIEERE 3 (0.40) Bk D 1 (0.13)
E D 3 (0.40) ZOFERE 1 (0.13)
BRy—7 3 (0.40) 35 1 (0.13)
BRI 2 (0.26) 5 1 (0.13)
Eﬁ 2 9%; HERRBLUESAEES 4 (0.53)
Ve 1 0.13 bk e gt
GREd 0.26
FoRtEOM L ©013) %g§E¢~”- 2 (026
— e A =] EZ;Q’FEE 1 (0.13)
+ BB % 1 (0.13) P
HIET R 1 0.13) A L (0.15)
S 1 (0.13) DRIES 3 (0.40)
f 2% 1 (0.13) iz 2 (0.26)
EiEEE % 1 (0.13) 1D EESER 1 (0.13)
UbAMEB % 1 (0.13) S8R T4 T ZE AR 1 (0.13)
BRI 1 (0.13) RBELVEERE 3 (0.40)
OOERN 1 (0.13) BRI 2 (0.26)
Eﬁﬁ*ﬁﬁ 22  (2.91) —é.—ﬁbmlr—
= A8 ILJE 1 (0.13)
MRS L7 F ok A ARFF— H N 7 (0.93) — P —
TS FIINSUATTS—E M 4 (0.53) PRI, MERE S UHMEIRIEE 3 _(0:40)
FRISEUBTI/NSURTTS—E M 2 (0.26) Siim 2 (0.26)
Y= ILAZLISORTS—HE M 2 (0.26) 7= 1 (0.13)
me oL 7F=8Em 1 (0.13) M= 3 (0.40)
mEESF 1 (0.13) =MmE
= T 0.40
Doy DO | e B R s 0w
AT M 1 (013) EESSU I RITHRE :
AR A R 1 (013) Ha s 1 (013)
57 hER B A 1 (013 0% 1 (0.13)
/MR D 1 013) | | B BESSUHGTHOREN |, .
FSURTESF—ELER 1 (0.13) (BRBIURI—TEEL)
FERLR 1 (0.13) RERMEHEY 1 (0.13)
R R JUFERAE 8  (1.06) =l 1 (0.13)
i 3 (0.40) ERRBSUABEE 2 (0.26)
SEX% 1 (018) (IR L 013
& 1 (0.13) 5 ERE
B L (013) e (013
B %% 1 (0.13) MESIPINREE 1 (0.13)
BEEL 1 (013 il 1 (013)
L RGERkE 1 (0.13) BB LURKRES 1 (0.13)
i st 7_(0.99) EEEtEHEL 1 0.13)
8% 3 (0.40) .
FEMHEN 1 (0.13) EESURBESE 1 (0.18)
KEEE 1 (0.13) $AR 1 (0.13)
SRR 1 013) (MedDRA Ver. 11.1)
&R 1 (0.13)




VI ZzatE (A EoEEss) (BT 5HEA

OERT 2 &) L BRI 5 B U+ SIS O B 0] 2R - 2 Eiem
RIS £ TO%EL (77 SEASIHLBERR) (b 7 AAOBE - ST NERE)

ABEET
% 414 STl AE 151 3% 214
&Il VE FA SR IRAE 51138 31
B1E AR5 37
&I VE A FIRAE GBI ZE (%) 14.5
BlERADIELE SETRIBI (%)
BlalES 14 (6.5)
8 BB 2 (0.9)
T 2 (0.9)
gR)—7F 2 (0.9)
UHAMB R 2 (0.9)
b 1 (0.5)
INLybBE 1 (0.5
{5 1 (0.5
+ 1A% 1 (0.5
B 1 (0.5)
I 8 st 1 (0.5)
BEX 1 (0.5
FREBER 1 (0.5)
& it 1 (0.5)
ERERIRE 3 (1.4)
FS5=U-TI/NSURTIS—EEM 1 (0.5)
ST EAER SIE N 1 (0.5)
{E& M5 1 (0.5)
HIRRES 1 (0.5)
b ES 1 (0.5)
FFEEEREE 2 (0.9)
BERAE 1 (0.5)
FFHaERE 1 (0.5)
RESLUVE THRBES 4 (1.9)
hik 2 1 (0.5)
EOFERE 1 (0.5)
i 1 (0.5)
EWP 1 (0.5)
HERRBIUESHEBES 1 (0.5)
HEEREE 1 (0.5)
— -2 BEES LU SEELOIKE 2 (0.9)
& E 1 (0.5)
mp=] 1 (0.5)
MES LI NRES 5 (2.3)
Zm 2 (0.9
B I Bk INAE 1 (0.5)
B mEkiE A E 1 (0.5)
1> s NBRE A E 1 (0.5)
/R E 1 (0.5)
EBLURERES 1 (0.5)
EERETEIR 1 (0.5)

(MedDRA Ver.13.1)
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VI 22t (A EorEs) B+ 5EA

O/NRICHT % L - HEBNUKEEIE £ TOERE (EPNH 1/ ER )

RBBHET
% 414 ST AE 151 3% 50
I 1 FA & R AE 151 31 2
B1E AR5 3
Bl FA R BRAE 151 2 (%) 4.0
Bl{EADIESE FBRBIE (%)
BlalES 1 (2.0
fE & 1 (2.0
TH 1 (2.0
EESLUVETHBES 1 (2.0
FERBEIE RIS 1 (2.0

(MedDRA Ver.19.0)

9. BRRIRERBRICRITTZE

12. BBERBERRICRITTEZE
(AN)anNga—-E0Y) OREDHE)
TIATLTS =N EO T N R TFA e B —RTEXIVY LA, 75U &
<A EOPFEME R ORA b =F Y — )L ORI TR 54 TES Tk, BC-JRHE
IR GRER O E DMBFEVEIC 70 2 ATREMEDN B D 728, 1BBC-RFBIPFRRTRIC L 2 R E %
1TOHEBITIE. O OEFNOREHK TH 4 FLIEOR S TEET 52 ENEE LU,
<fiEER >
TR ITS—LEOTa N RS A e BT EX VY AR, 7T A
<A VU EOPEEO R P G TESE TlE, BC-REBMNXBROHE I E L LT
L. AR D AREME RN S D, AARNY a0 B —220DiERTA RT7 A 2289 128V T
B [BREHEITIEEIE P IR 4 BLFRICITY ) EED TV D,

10. BERE

BRE STV

. BREDIE

14, ERALDIEE

14.1 ZERIZFEDZE

PTP @3 DAL PTP > — OB L CIRAT A X o ET 5 2 &, MPV—F
DOREFIZ X . WS AENREREA~FIA L, TIIEFL 2B 2 L CHtRIRA S D ®E
EBRAEMEEIRT L ENH D,

< fiE >

Rk 8 4E 3 H 27 HAF, HEGBIEH 240 SIS & . PTP GO —B & LT [#HHFI%
] OIEEZFHEH L TV 5D,
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VIL. ZzefE (M EoiEEs) (B34 2HA

12. Z0MthDTE
(D ERRERIZE D C1ER

15.1 EREREAICE D {

(ZhEEHE)

15. 1.1 AR ORGEGHICREOBRY =7 2ol L OGN H 5,
<SR >

ARHN O ENERRFERIZ BN T 756 810> 5 6 34T, 7 27 JE[E 55 MFH LR I 350 v C 214
BlD 55 2 FPUCKEBEROTGE TERWERY — 72580 bz, B I T2
N, KAIDOTZ IR THLIARAT T —VOEMEGHICBIEOE R -7 2R D
w2 b5,

15.1.2 AAIOEG1, BFEICKLDIEREZRERT 52 &03H 5D T, HETRNI & 2R
LTHEEGTDHZ L,

<R >

AFNDOZVIKTHDLIAAT T —LOFEIZEIY BB EO B RIERDER S0,

AFN G BE CHBEONESIOMENZ &) Lo 7o L OWMERDH S 29, £, 1B

AR RHEROBREEZE - TR LAW)ich, Yo bR 7 A ey —%2K5

TLHRNCIE, WHSREZ EiiT & Th D L@t Sh T 20,

B W E R 2 R 3ANC IS L E R e LT He ZAEREETACMm O 7 1 ko

N7 A e —OfH EOEEIZH RO Z LR TV D,

15.1. 3 MM BT 2EBOBEME T, 7a bR 7 A e EX—IC L DEEICE N T
HHLRRIEICAE O IRBRETE T, FREEE I, SO ) 27 RmE ST D, K
2, BHELROESM (14LLE) OREEZITIZEE T, B0 ) A7 38t

<R >

KERMEREMF (FDA) 23, BEOBEMNRO LV E 2 —fERICHESE, v ho R

A e B F—RIEPEOEREFELE LT 2010 4 5 AL EEa 27 2% H L, 2010 4 8

AlZe&To7 e R 7 A e B4 —R-FOKERMCEFITBRT Sz (FDA © HP |

TIX 2010 £ 9 AAR), Ziasit, WANCER T 2R OBIEMNIE TEIT Y X 7 HINH

HEINTNWDZEnDREHEH L TN D,

15. 1.4 AN BT 2 BICABERE A XIR & LIEEROBIEME T, 7r bRy 7 A vt
EX—E R LTEBEICBN T/ r A NI VUL T4 7 4 VMK BEBEGED Y X
7 WINAHE STV 5,

< S >

KERMERMF (FDA) 23, 201242 A 8 B CHESWMHIIZAWLND T 7 ko

R 74 e s— (PPI) IZOWT, Z7BA R PT L T 47 ¢ 2 VRYE B 7

JE (CDAD) U A7 O L BN 5 & T 5 Ml a s 29 L2 b, AKX

T PPI @O BB 2S48 L HIF LEEE LT\ B,
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VIL. ZzefE (M EoiEEs) (B34 2HA

(FFULAMBEBRESRIE)
15.1.5 BENBIPEOEmY 27 ThdH EEZLNL T EEE . RIL~ V=T 260 2K
BOWVTHIT B LR WG IZIIAF OIGIRNR NG LU S WA & 5,

<fiEn >

AHNDT v IRKTHDHA AT T — VOENEIFEERRBRICBW T, BENEESED
ZTHRFE LTHIEEMRH D EEZ LN TWAERKFD 5 B, TEED 40 LA E) XX
[BEHA~ =T 26T 5] ORTZEZ—DObH I RWEE T, ﬁméﬂﬁw@ﬁ#m
T,

(2) FEERREXBRICE D  1EHR

15.2 JEEREREAERICE D < 1B
1521?y%KK%@?@i%?%éﬁf7?7~n&7m¢QUL%2$%ﬁD%5L

MR T, BICIINLVTF /A ROBERL LN EDORENH D, ZOINVF /AR
@%E I$7 > MCRERRENEO TV

<fiai >

Ty MIH LT, AFIDOTEIKRTHDLAAT TV —NE 2EM (T v bOIRIEEEIC
bl-bEH) B5 LE-ERRT, BHLF /A RBRHESH TIN5 29 (S RE),
LML, ZLOMZEIZEY ., Ty MIBIT LB INTF /A RiX, o RS WAl o R
HEGIZE > THL IR Z 522 TH DL Z EnH@E I TN D
HAONTF 7 A4 ROFBEKEFIX, @EOBEBRSWMENZ Z 0 @mHT A Y ifEN R S,
ZOHA NI OREFFIC IV GRE ECL AR OBI - BN ELD DT, 7 v
MZDHFHBIL, ¥ T A A XTITRD LTV, T M Tk, BEowmslic
m¢ﬁxhuy@iﬁﬁ%b<\it%%ﬁ@ﬁﬁL%@@ﬁE#ﬁw:kﬁ%\wx%)
VORBIREZITOTL, BHLF /A RBRELLTNEEZEZLNTWND

—J7. B FTiE, BRI ECL fMila0 A A bV AT DREZIEN T v MTERTEL
ECL MiflZxt 95 H A U ORFENRDFIN 2D, [RFZe ECL Mia OB E Z v
W2 K, BINVTF A ROBADARRENIZDV 2N EEZ D,

15.2.2 7 v MiZEEETH DTV 7TV —)v (50mglkg/H) . 7EFT U KR (500
mg/kg/H) KO7 F ) 2n~A v (160mgkg/ H) ZOFHEEG LR BR<, HEWm<T
DOEMEOHEIRE & I OFEMHIOHERARD TV D,

< fiEER >

HIETHDH T VT T —UIBNT, Ty MZTEXFV VU KPR Z ) ZAa~
A EPEREG L2RBR T, BEW CTOEMEORR E L HIZRIEDOFEEIMHI O HE A ZE
HHENTWD,
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IX. FEEGARFERICEE 4 5 IHH

X. JEERAREAERICBII H1RE

1.

RIS
(1) EhRIEAER

[VI. 3EGHIPLZBIT 2HIHE ] OASBR

(2) R EEHER

BAN-v 9
(ZEBIERTHDLA AT T — O RIERANBEICEEICMAT S TR Y . ZatticisnT
TR RITERD STV, FEiE L TUVLRE,)

<BES [FATFV—L (FEIEK) OF—4#]

1) AT V- ILBEIRERO—RFEEER "

F AT TV =i in vivo TIEL 100mg/kg (#&H#5) X% 10mg/kg (FEIRN#ES) £ oL
EICBWT, kAR, BEMRGR, IHEER. MBCRAEISK L, O REH 2R S 72700 -
Too =07, PR - FEERESRTIE, X2 DT KUF U U EIC X 5 FIERISITR LS o BE5afE m
KO EOMmEER (10mg/kg §#ARNEEE) F7o, WIRERRZTILT v M OJREIWF N Nat, K+,
Cl BEtt o2 AN (10mg/kg UL E & O#E) 2R L7z,

in vitro TI&, fxmiREE (1.0X10+4g/mL) THEERHRR. BAMRR, HILER M OVERER RIS
L. fEHORO N D B 1235 ST D EMA TOERITRO bivieh-T-,

2)7}759—w~7%$99U>KW%~75UZD749>%%%®-%$E¢%

7w b (HERE ; BERAEOK 60~600 {5, 4 BHRERL) KOA X (4EMRERE) ~
DM ERG-O 3 AR EERER ISV T, M@Edw;EﬁiﬁWﬁﬁiE%$@ﬁVF07/F$
E#5) HETHH, WINbAAT T — 77 ) 2w, AT EX VY AKRYHE

MBEEETHLROONDIEMTHY ., SAPHICEZ2HEMLIBO SN hodz, O, HE[KR )

PR G- BRI . —RIEIR L OTE, TR OB EERE. MR, DER (X)) ~DORE
TROONT, HREHEERORELRBD bNRN o7,

(3) T Dt D FE K ER

R L
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IX. FEEGARFERICEE 4 5 IHH

2. HMHHER
T RATTG = OEMERER E U C, BERGRER. 30 A £ ToERSRAER. in vitro X O in vivo
BAEMERER, IR - BBYRAEICEE T 2B, KRR - HAEROREICETIHABREE R L, 2
SORBFERND, AAT TS =LY AT T — )VNRIEO LR T HIUTH A OEMET
K77 4 —MIEER—THDHZ ENRHLMNE ot o T, TOMOEMERBRIC OV TITA
AT TS = NDT =R EINFL T Y AT T — VOl 21T > 1=,

(1) BEE 5 H R

1) TYATSY—ILEFIRE?
Ty MIBIT LY AT TV =)L O A K OERNEEER 512 X2 BHEEEITRS, A A7 Z
= EEETH T,

/ANESER

PRBRIE 7wk

i3 i3

| TV AFFYV— | 930mg/kg (2700pmol/kg) 480mg/kg (1400pumol/kg)
FAT T — ) 930mg/kg (2700pmol/kg) 930mg/kg (2700pmol/kg)

RN | =V AT T —)1 290mg/kg (850pmol/kg) 290mg/kg (850pmol/kg)
FAT T —)v 220mg/kg (650pmol/kg) 290mg/kg (850pmol/kg)

A TR HHERE O TIX, =Y 27TV —)VikE 15mg/lkg (43pmol/kg) £ T—fkikiE
WCERITRR D bvZe oo 72, 22.5mgl/kg (65pmol/kg) Tid. 2/3 IEA 5% 1 KRS, B 3 iESE)
KFZRL7Z, ¥IZ, 30mg/keg (87umolkg) Z &5 Siuiz 1/3 VEAKE% 1 BRI R se
TR U2 B 2 — IR (B OFSHE, BREOIRE), WRIEKR OB BEM) 2R LT,

2) TIYATSY—I)L, TEXTIOUY UK. 2502074 UHAKRE
TYRAT TN ETEXFTVY KW, 7T ) Au~A VPG REO Hal T
FRAT T =T — X AME LM L7,

<BE> [FATTV—1 (FBIK) OF—4#]

Z v MZA AT Z Y —)L 500mglkg., 7 7V A~ A 2> 1000mg/kg X O'7 € X U kK0
¥ 2000mg/kg ZHMBHHVIIIH (AATTY—v+7 TV 2ua~A vy, FATTS—)L
+TEXT VY VKR OAF AT T =+ T ) Aa~vSf v+ T XUV LK)
THER OB Lz, ETIIWT ORISR Lo, AT TV =V RO Z7 U An
~A VUM ER, AT T+ TV A A K RFAT T =+ 7 T ) An
~A T XD KO GHE T B R IEE) O T SR E NI 2 A DT
M. WIS —IBET, JFAIC L AT ROBES b e o Tz,
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IX. FEEGARFERICEE 4 5 IHH

(2) REREEEHER
) 3hAEFTORERESEMY

EOLY/E: P 54 BE5WE A& mgkg (umolkg)
7>k 17 A TY AT T =) 14, 45, 140 (40, 130, 400)
FAT T =)L 140 (400)
37 H TYRAT T =)V 14, 69. 280 (40, 200, 800)
FAT T —) 140 (400)
£ X 37 A T AT T =) 0.66, 5.5, 28 (1.9, 16, 80)
FAT T = 28 (80)

TR BN EBRSHFEERBRICB T A2 Y AT 7 — L OmEEE

KEROEGFHERBRIZB T, 7> FT 280mg/kg (800umol/kg) ., A X T 28mg/kg
(80umol/kg) FTOMETIX, =Y AT TV —LOREEMITTH NI LRI,
é 6 \-\ uthbb%ﬂfk_w?ﬁ iﬁ"\f 2]‘)‘77/‘—4/1/®‘53: nﬁ%ﬁf%nth&)%ﬂ‘(b\éfﬁ%fﬁoﬁ_o

7 v hOREROFEGFEERBRIZBWNT, ZYRAT TV FRATT) =k d, bTh
RMIRFIZEAL GRIER XD A — % O i/ MEEEI) B3R biiz, ZoZE L, 8%
5L ERZIZE D/NERMRGEREERZMZ R L TWHD LD EEZ BT, FREODL TR Mk
FIZALDMER T X TRO SN, A X TIEZED X 9 BbizA s ninoiz,

7w NEOA BT A2 EROEGEERRICBNT, 2V AT I = VR RF AT T —
NCTHHEBEROHTA N AREOHEMNZMND | B ORISR ZL (G a2k X
NG, BRI OB A U TR L, H AR I T 2 HREESE) B bz, ZRbDHIZE
T BT A B U SRR BB IMBOIHEIC L Db D THY . P bDTH oI,
ZOZEGITBEIZE R SINTZEHEDOF AT 7Y =V E I X BT R L —E L Tz,

BV S

gL | B B5E | #EME L
7

T R ¥ | mgkg/H | mgkg/H 7P

Zv b |1HA | &O | 31, 93, 93 T OH, Ek, WEOFEH., BHREBOIKT,

7 Hi Be . 280 JEAE . REEMOME], ~E/ e RE - ~~< b
7 Uy MEDIKTF, fRFRMEROEM, 7 ra—=x

_ EOIKT, T LRATr—/VEORMN, MREROK

N \'9°4

;gg 17 B | 220 % | F mmmosm, BOLin/ST X —5—osm,

" MiEATA Y AMED EH

9 X 3HA | B&o |28, 55/41 <28 VEHE, #EOIEN, R, BEEIRE . RESAT, R

10 H 5 e TR, YUhNEREA. (REEINOME, REMG (8
RBE),. ~E/a e BE -~~~ 7 Uy MEDOIKT,
FiEE RO, WRLOEEEORT, §EE
ohN, ECL M/ $5 A — & —OBhMgEm ., gy
ARV UEO R, BAEBOEM, BREORE
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BRI 2 W mERRIC I N T, =Y AT T Y — b2 8 R R 7 b 1R 7L 2%
THEAMZB A 2 ETT v FUIA XSG Lz, 2 b OEBRRER O | A E Y TLLRTIZ
BRI NTpT AL B U, B CRRO b — 8 OFT RN KV BEIC, HDWVIT LY EW
BE TR BT, THI Lo 7o w8l o b o iz,

2) ShARULORMRERSSMN
TYATT Y = VORMKERGFEETA AT T Y =107 — & 24 Ll Lz,

<BES [FATSFV— (F8IK) OF—#]

Ty MZARAT T —)L 0.4, 2, 16mglkg % 12 7 ABKER D#&E L7=#R B CTiX. 0.4mg/kg
PLETHO ECL MDA - ¥85l, 2mg/kg DL EORETIEMEBIE OIS GO bivlz, A
BRICE DA AT TV — VO ERET 0.4mglkg &5 2 LV,

A XA AT T —)L 0.7, 5.5, 27.6mglkg % 12 7 HBKER D#&E L 7= B T, 5.5mg/kg
LU b CE RIS EE O B K ONEE AL, 27.6mg/kg C ALT (GPT) oHEhMEm, SEHe o ZkE &
O ECL M@ OB FEENTED bz, LML, ZNH6OWTIOEILHIFE A ERIEED SO
Tholr, KRBIZL DA AT TV —VOEEEE T, 5.5mgkg &t &z b,

) TVYATSY—IL, TEFILIOY KM, V75 RA7A L UHRAKREBEORERSEMN
TYRT TG ETEF TV KM, 7T ) Aaw A v oGO MER S EE
FRAT T =V DT — K AME LR L7,

<BE>S [FATFFT— (T8 IK) OF—#]

Ty MZA AT T =)L 10mgkg, 7 7V Au~A 3 200mgkg., 7EF U K
375mg/kg & 4 WHEIM UL (AATF T =L+ F ) 2uvA o+ TEFTVY UK
) ROfh Uiz, 8 FIPFHEGRECRO ONEHEEZX, WIhb A AT Ty —v, 7T
AawA U XAET X VUV KR M 50 %wf%mbgﬂh%ﬁf%b FATZ
V= VOO L0 BEFT AN FEINIE R S 720 . T LSRR Wi e BT AR b
B T ot

A XN, ARATT—) bmglkg, 77U Au~A 3 25mglkg. 7TEFXFT U AKMY
500mg/kg % 4 WM UL (AT T —L+27F ) 2u~vAf v r+TEXFTVY UK
) BOFETROONEFTRIZ, AT 7Y —AEEICL > TRET L Z LML T
LHBREROHEM, HOWKLEOEOHRTHY, 3HFHICLY ZoFfRNHEmsnds Z &
Fe < T RBEORB S bR T,
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Q) EEEMHR
NIVATSI—LBHIEKS Y
A 2 W IR ERE BRBRICB N T Y A T T ) — VR EIRE RFE R A RS Il Tz,
b MR Y Bk E W2 In vitro YRR RBR TlX, =Y AT T Y — VIR T
RMEFFOZ EAURENTZN, Z Y AT TV =V EEAERYS LT- in vivo YR BB (=
U Z/NERER, T v M RO~ U A& W in vivo YR EERER) 2B\ T, =Y AT T
VTR TEFEREZ RIS o7, b FOBKMAEIZEK T 2RERIT. @ vitro TYHE
REEFREPRO SNTZREZ TRl TW=Z &b, =Y AT TV —)dk Mkt LiEfs
BV RV ZRIBRNEBZ BT,

DIVYATSIY—IL, FEXIDY VKM, 7530 RAO%A4 LU HAKRE
TYRAT TN ETEXFTVY KT, 7T ) An~A B GREO BRI A A
TT =V DT— X ZHME LRI LT,

<BE>S [FATTV = (T8 IK) OF—4#]

~ A ANWTAIERRTIZ, AA T T =, 7T 2a<wA U RONTEF Y KN
Mo 3 A& 2 AFPFIRE &G LIz 24, KRB OMAEIZEBIIGED b £/
DML RS BT,

4) NA R ER
T RATFTI— IVDONRFIETA A T T — VDT — & &S E Ui LT,

<BE>S [FATFV—L (FEIK) OoF—x]

YT RCA AT T v E T8 WG LR TR, BSAFRMEIEA DR o T,

7w M2 MBS LB, 8T /4 K (ECLMfaHR) 2% 43.2mg/kg UL EHEH O
HER N 1.Tmg/kg VL BB G OMET, AEBKFNICA DN,

BB, BINT A RORAEMFE LT, BRaWmEERIZ X0 @A A b MES TR i,
HA R Y OREZE (trophic effect) (ZFEW, HILF ) A4 RINEETHZ ENEZ LN TN D,
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(5) EFEF A H 4R
1) IE - BRIRKEICEET 558& ©
F v AW REEAICET 2HBRICBVW T, =Y AT Y — 1D 69, 280mg/kg (200,
800pmol/kg) . &HHWIA AT TV —/1?D 140mg/kg (400pmol/kg) ThH T ) 7pRHAENE (K
BN OMG L & ORD) RO LTz, Ll It - JRIERAEITHT 28T~ bN
ode, ZHUHOEMMIIEITHT Y AT T — L OREREIL, b NOKHARIZRIT 35
FBEHB L TR END, FHRERWNRHDH T RIS,

X HNE® - REREAICETARBRICEWT, =Y AT Y — /LD 86mgkg
(250umol/kg) £ TOMHEDH DL WIEA AT T V' — /LD 28mglkg (80pumolkg) THE « 5 IR 3
EOFBHITRD b2 oTz, =Y AT T —)1dD 28, 86mgkg (80, 250pmol/kg) KN4
A 7T =D 28mglkg (80pmol/kg) THHATNME (FBEFEL UHEI/KEDRD, WO FEPE
BOWAZMED | AEEKFNREEORD IUIEREREINOME]) NRO LN, =Y AT T
—/L®D 86mglkg THTNRMERA~DFEE CEANG IR & ONFENE AR D O3 D7l K O
TR FE OFAERO DT REEN) DBREO LT, R - R E~OBEEEH VWD LD
b, RHABMEICEDE T 5 AR ZELEZEZ DT,

2) ZRREBERUVERETCOMIRELEICET H5ER
TY AT T = NAOZRERCERE TOMHREICET 2ZENTIA AT T =1 DT —
& & AME LR L7,

<BE> [FATTV—L (T8I OF—x] 7

T MIHF AT TV —)L 8.2, 32, 320mg/kg &k A#h L7 & 2 A, 320mg/kg THEM)D—
WPEOPREE, AREHININE], BEAEE OB LI, BEMWOAREE, TR IRICITE TR
ORI,

3) HARRUHEEZORELVICEAOKEEIZEET 5

Z v AR R O AR AR A2 S L, SIRPORE~DOT Y A 7T — G
LB HAEROE R OVE OIE~DEBISWTHRE LTZ, =Y 275 — L) 280melke/H
TR 6 H B UTIEYRE 16 HE O A FCROKELE Lz &, HEMOIRMEITIRLG TH
STz, YR 20 H BISEHHERIRMERE K OSRIMERNT A —4% (~EZmrEY, ~v h7 Uy
b K OVR MEREL) OHRFE DR T 23388 B a7z 25, MR R M ERE I FL 22 H H £ ClclmliE L7,
TR 6 HE XX 16 HEO M H S TRHEMICZ Y A 7T — L a5 L TH, I8 B
AL HAEROEGFRORKRE R OVE OEE~DOEEBITRO SN hoilz v,
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£z HAERTROCHARORAEW CICRHEOKEEICHE T 2 Z &I VWT, AT TV =10
T — & ZAME LA L7,

<BE>S [FATTV—N (TBIEK) OF—x] 5

v MZARAT TV =L 32, 32, 320mglkg Z#ROHEE- L= & = 5, 320mg/kg TREMOIK
BN O K O A R O LR oh O R ES IS 2 DI Topy, £ oM, WoEFR 5
Aok, HRE. 1TEI R OWRIEREN (F2) [T BITRO biiRinoTz,

4) TYATSY=ILETEXFIDY UKW, 5) 034 U AKREBOEES S
BRI L

<BE>

FAT T = TEXTVY K, 7T ) Aa~A v 3AIGHH O AR A mMERERIC
SWTIE, 3 FIPFH O EHEGFMERBRICB W THHHIC & 2 B0 #R<e, Briz RmtEgEn
ROLNTNRNZ EE2ZBEL (X, 2. @QERSGHEERR] Z8) FEL T\,
Flo, toTe hoRCTA v — (T TTY—) 7T A, U ROTE
XU AR D 3 ARG X D ATER A ENRER T, E CoOBFMEOHERE &b
IR RO EIH O¥ERAHmE S TWD,

(6) B AT RIB LB
LR L

() 2 DO E
LR L
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X. ERARIHICE 5 A

. BEEMEHEICET SEAE

. RERS

BA - GRS - R - EMEOLTEIC L VENT L 2L
BRIGY REH Lan

. AR

GEIEGERE
FEAIIR « 7 — A IZER

. BENRETORE

FEIRRAF
- BV EDEE

AP

. BERITEM

BEMEELTA R A0 (1. BZECET2HE ) 2]
<FvoLEy : AY

. R—RS - A
FI—FRAYSE + % o DR RS ) 10mg

3% 0 LR BRI 1) 20mg
MR . ART TS =N, FUITTT = TRT TS —NF PI UL R T TR

. EFfEEFRAB

200043 A 10 H (AT =—FV)

- BERFTADEFABRVARES. EEEERHEEAR. REMIKEAR

o BUYEIR 757K R B SHE A 5 HE T o [ 5% B B
B =3
e A A IR A A A A
ﬁ)z\;;ﬁ'&ﬁ7dzﬂ/ 201147 H 1 H 22300AMX00598 | 201149 H 12 A | 201149 A 15 H
;)i;'?'hﬁ7dzﬂ/ 201147 H 1 H 22300AMX00599 | 201149 H 12 A | 201149 A 15 H
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9. MEERITHREM. RERVHAELEEMEFNEABRVEZNOARAE

— AWK - 201245 6 H 22 H
BHET AU o EBERHICEIT 5 8185 X+ 15 5IEE O RGO « 2384800

—ERE AR 201342 F 21 H

~NYanyZ—.ea VERFRICBT O~V ans 22— - v'n ) OREOMBOREE - 248

n

— AWK - 2018451 H 19 A

=hi-¢N +#*‘§H%fﬂfa\ W aaiEss. Wit REIE R, FEORS AT EEVIE, Zollinger-Ellison

FEMEREC 3T D/ NE o Mk - HEZ B

10. BEERE. BMERRLAREABRUVEZDORE

Y LR

11.

—_

BEEHME

BN 104 (201147 H 1 H~2021 46 H 30 H)
/NS 44E (20184E 1 H 19 H~20224 1 H 18 H)

12. HREHRFIRICET 515
AANL, BEWRICERET D HIRITED Ty,
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13. &EI—F

WR7E4

255 S
WIE g = — I

SRS, = — R

(YT =2—F)

HOT %% (13 #71)

L®7 K

TR -k

FF T A
7'V
10mg

2329029M1027

2329029M1027

1208078020101
(PTP 1007 7k /V)

1208078020201
(PTP 1405 7t V)

1208078020102
(PTP 5004 7t /L)

1208078020202
(PTP 70074 & V)

1208078020301
(/X7 5007 7 V)

622080701

FF T A
VA
20mg

2329029M2023

2329029M2023

1208085020101
(PTP 10071 7 & /v)

1208085020201
(PTP 1407 7k V)

1208085020102
(PTP 5004 7t /L)

1208085020202
(PTP 7007 7 & V)

1208085020301
(/X7 5007 7EV)

622080801

14. RIFIEHLDER

AR BrANA
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XOI. &84

. EESNETORFTRR
Ay =—7 v KE, HEZERHR 1256 WEU ETAR STV S, (2017 4 3 HBIE)

KB R ORI D FRAT SCEOMEEE 2 FRIR T, AFICB T DRIRE TR, ALK OH
EIIUTOLERY THY, HETORRIRIE TR D, ENOAGTENE O TAH 2
fEHT D Z &,

4. HhEER (L3R
(RFTHLH THIL 10mg)

OBEE. T EE. MAIESE. ¥REBEXR. FULAMBRESERAE. Zollinger-Ellison i
B, EX T4 FERREERSHICE 5B EBXIET ZIEHEESOBRIG . ERAET7TREY ¥
BERICB T2 8BEXIE+ 25 EE0FERNF

OTFRIZBIFEAY NV 42— EO) OREOFHHE
BEE. T2HERES. B VLT U/ E, BREI/MRUBDEERR. RHABEICHT 2NRENE
BEERB. NJanNsa— - EO0REEER
(¥ LH TEIL 20mg)

OBEE. TZiEBER. VALESE. UHRMEEER. Zollinger-Ellison fEMEEE, ERXTOA FiEiRAk
EERERICEITIBEBXIET_HEREESOBRING ERE7REY) VESHIZE T4 8EBXIE
+ZiEEEE OB I

OTFRIZBIFEAY NV 42— EO) OREOHHE
BEE. TZHERES. B VLT Y/ E, BREI/MRUBDEERR. RHABEICHT 2NRENE
BEERB. NJansa— - EO0REEER

6. iERUAE
(RETH LA T 10mg)
BiEE. T21EHEE. WEEERS. Zollinger-Ellison E{ZE#

A
W, RACIZ Y A SY— e LT 1A 20mg 2 1 H 1ERAKREGT 5, 2B, . HIEE.
VIEEiESE I S E T, + o HBEEE T 6 @ TCoRE LTS,

INR

WE. 1MUY EoSEROVNRICIZ Y A 75— e LT, IKE 20kg XTI 1 [H 10mg %, &
& 20kg LI ETIIERY ﬁbf1@1wam@%1al@%u§ﬁﬁé 7k, EE. BiRE. ¥
AEEE T 8 EME T, FIEBEE X6 B E ToR S LT 5,
B EE %
BA
W, A=Y AF T —L e LT 1A 20mg 2 1 H 1 BRAO#ET5, 2, @H. 8 HiH
FTOHEELT D,
S DTS - FRA AR KT A E R OMERRRIEICB W CIE, 10 10~20mg % 1 A 1 [BIf&N
BET 25,
INR
W, 1M Lo EEOVNRIZIZD Y A 75— e LT, (KH 20kg R TlE 110 10mg %, &
H 20kg PL_ECIEIR] fbfl[ﬂo~mmg%1a1ﬁﬁm&5¢6 7pR, @, SHEMETO
BEETH,
FEULAMBRESRAE
BA
WH, RAICIFE= Y AT T =L LC 1 10mg 2 1 B 1 BROEET S5, 2k, @y, 4 HE
FCTOHEELT D,
INR
W, 1Y LSRR OVNRIZIZZ Y AF TV — L LT, 1A 10mg 2 1 H 1 RO E5T5,
Teds, W 4@?‘3&1@?&%&?6
%XTD4FﬁhArih5ﬁ(hHéﬁ&%Xﬁ+_h%é%®ﬁ%WH
W, RN AT — L LC1H 20mg % 1 A 1 [EFEOEET D,
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ERE7RE) VESHICEIT5BEBXIE+ ZIERES OB RN
WE., RAIXZ Y AT — e LC1E 20mg 2 1 H 1 FERAEET 5,
AYyangsa—- ) OBREDHEE
WE, RAZIZZ Y AT ZY— L LT 1A 20mg, 7EXT U kR E LT 1IE 750mg (/)
i) X7 7V Am~A 0L LT 1E200mg (Jiffi) © 3AIZFRKZ 1 H 2E, 7 HEKROKS
T5H, B, 77V AL TR, REIS U CGEEHET S Z N TE D, 721, 1[0 400mg
(ifi) 18 2ME%ERET S,
T hRTA e — TEXFVVI UKFIME N T An<w A LoD 3 FFREIZL DA
VanxyyZ— . vnl OREREATRIOLET. ZRb21HEE LT, @%., RAIIET
JAFZV =)L LC1E20mg, TEFTTU AR E LT IE 750mg () XA br=
=& LT 1IE 250mg @ 3K & FFHC 1 B 20, 7 HRERO&EET 5,
(¥ Y Lh Tt 20mg)
BEE. T Z1EHEE. MEHERE. Zollinger-Ellison iR
BA
WH . RACIZT Y AT T = LT 1E20mg % 1 A 1ERRAKRLET 5, 2B, @i, SiEE.
VIEEEE I S E T, + o HERE I 6 @M EToRE LT 5,
INR
WE . RE 20kg LA EOSEROVNRIZIZZ Y AT T —L L LT, ERICEHE T T 1 B 10~20mg
Z1H 1ERO%EGT5, ok, @% ‘a@r\m HIEECIE 8 MM E T, +fHEBEETIZ6
HEETORE LT D,
HRHEEE
BA
WE, RAZIEZZ Y AT ZY— L L T1E20mg % 1 H 1 RBEAOERET D, B, . 8 M
EFTORE LTS,
R« PR A0 IR UM E R TE R OMEFFRIAICB W TIX, 18 10~20mg % 1 A 1 BIFRO
BE5T 5,
mE
. KHE 20kg LLEOHEROVNICIE=Y A 75— LT, ERIZE T T 1 B 10~20mg
%151@%D&5¢5 ek, EE Sﬁﬁif®&5&Té
ERTOA FERREEREHICE (T2 BEEXIE+25EEEOBERING
W, A=Y AF S — L LT 1R 20mg % 1 B 1 AROEEGT5,
BRE7RAEY UEEBICE TS BEEXIE+Z1EEESE OB
W, A=Y AF S — L LT 1R 20mg % 1 B 1 AROEEGT5,
AYyangs—-E0Y OBREOHE
WE, RACET Y AFFY— e LT 1E20mg, 7EXT LUk E LT 1E 750mg (/)
fli) X7 ZVAm~<A L LT 1E200mg (Jiffi) © 3AIZFKZ 1 H 2E, 7 HEKZDES
T5H, B, 77V A=A 0%, BB CGEEHEET S I LN TE D, 72721, 1[[ 400mg
(i) 1 B 2E% ERET S,
Ta bR T e X~ TEXFVVI KR O T ) Aa~wf D 3 BFEHIZE D~
VanxyZ— . enl ORERESATRERIOLEIR., ZXb2iaEE LT, @, kAT
VAT Z =& LT 1E 20mg, TEXVIYU LK E LT IR 750mg (OOffi) EOA hr=
K=& LT 1H 250mg @ 3K &FIFIC 1T B 20, 7 BREAORET S,
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E4 KIE =4 AstraZeneca
54 NEXIUM Delayed Release Capsules FIE - Bk | 20, 40mg 7 &L

NEXIUM for Delayed Release Oral Suspension 2.5, 5, 10, 20, 40mg AR
ARFEAR [2001 42 A 20 H SET4E S 2022 4 3 /1

i R

OB AMERTER ORI, D AMERIERIBES OHERRE

« FEAGEIE ' AT W E O 159

cFERT EA RUEHIRIESGE R MO B0 U R 7 8%

T THRIBEEORRE Y A7 OfEA BN E LieA~Y Ry Z— v r Y ORE
- Zollinger-Ellison JE @R 72 £ O B/ Wil 2

PRSI

m

ARKNX, ORI D 720 U DR R AR A o5 a L LTty 5, SHRHAEZ TRIRT,
AENIRFO 1 FFFTE TICTRAT 5 2 &,

Ta MR T A e B X — ORI, A SCEICE D DAV BIGIE & G D R AR O
YT — &, WONCERE DELNLENEIE SN DO THD Z &, ABIOFRETEDORET v FBRY R
% BB HEIC OB, s 2 &,
[ 2 OHESR &)
T E & e G4
HEEYFiE (GERD)
OO AMERITER OB 20mg X I% 40mg? 1H 1\ 4~8 M2
OO AR IE RIBH% OHERFR L 20mg 1H 1MmE*
JEEME GERD 20mg 1 H 1[a] 4 @[>
/R GERD
12~17 %
OO AMERTER OTEH 20mg X1 40mg 1H 1\ 4~8 [
JEWEE GERD 20mg 1H 1 48MH
1~11 5%+
fEfEt: GERD %4 5- 10mg 1H1E8EEET
OB AMERTER OIGHE
1k 20kg A 10mg 1H 1M 8HEMET
AE 20kg UL 1 10mg /% 20mg 1H 1[F 8K ET

10 H~1 AT
f2RSE GERD 12 X 5OV AMEEIE %

K& 3kg~5kg 2.5mg 1H 1M 6EMET
K& 5kg H~7.5kg 5mg 1H 1M 6HEMET
AT 7.5kg #~12kg 10mg 10 1A 6MMET
FEAT v A NPEHURAE SR K M 0 BI85 20mg X% 40mg? 1A 1[E 67 AHMET*

DIEIE Y A 7 1
+ ZHIBEEE I U R 7 ORI A B &
Liz~Y any z—. ol ORE

3 FEIE -
E 7N 40mg? 1A 1E10 B ET
TEXVVY v 1000mg? 1A 210 HET
VA= F eI 500mg? 1A 210 HET
Zollinger-Ellison JE G # 72 & 0 H g 55 W BHAA & : 40mg @ 1H 2
B2 E JARL YAV IEBEIZBITS
VB E A THREST DL,
1 H 240mg F TOF GHRRERM
H%,
1) EEOMFESE (Child-Pugh /¥ C) OEEOHA. 1 A 1A 20mg % ERE LTHEEFTLZEMN
HRIh 5,

2) REBOBEIL 4~8 B TIHET 5, 4~8 BB THE La o T BEIC OV T, & 512 4~8
HEEE T2 2BELTH I,

3) FlE OB ERE BT AR EBEOFEICONTUL, TEXF VI v T ) Ru~vf v
DR XEEBRT L,

4) HEOMEE (Child-Pugh 75#H C) Db 5 HBHITIE 1F 20mgl B 2 [FH» 6 0GR HERE SN,

*6 4 H & D EGRBRITER L TR,

*4 A RGE L CHERAERICHE LR WEAIE, SOIC4lBERETZ2EBELTH LW,

+ Img/kg/ H #H 2 2 FHEIIHRF L T,

11.33mg/kg/ A %18 x5 A EIFMRFL TR0,

B D]

FFRERER 2D B
HEOFHGEREE (Child-Pugh 7338 C) BHEOEE. AFIOIRE RIS ERIRA & ik L CaRIcHEmL
72 2 L BAFI O R OB O H AR S5, BE DS % OIFFAERE (Child-Pugh 4% A &
U'B) BFICIIAERES OMLE X200,
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X 1. &%&k

B 55k
KBANZDONWT, BHREE L B HEEZ UL TIORT,
B 505
GEAIZ2 RIS DWW CIIAR FOGBMAESIRT D2 L)
U TR B 505
wltE s 7' v o BTN EZDEEMB e, T T2 R
THRKNZT v TN — AR TR 5,
it 7 v BpeF 2 —7 BTN ERNTENEORSTICEFOEFEFLTY
YoiB L, BEFa—7 52N L CHRET S,

B R v Al s 2.5mg K N 5mg (2 2\ TEE o & % 5mL DKz
BRERE D 8D & T 2~3 ET 5, HELT 30
SURNIZIRAT %, 10mg, 20mg, 40mg &2V T,
A E % 15mL OKIZEYE, FiRofE Bl

=N,
PRI E SR A B 2 —7 X | 2.5mg RO Bmg 2 oW TIEY U v Pick 5mL 2 An
XHE SEAOFHEEMZ D, VI TEED, K0 AHD E
T2~3 OET 5D, YU P ERIESTHD 30 450N
IZRETF 2 — 7 X HEE N L TR ET 5, 10mg,
20mg., 40mg IOV Tk 16mL # AfL EFEEo s

FHEZ LR S,

XU LIRS T
I LRI TR ITFEDOFEERA T L,
HDHNL, BTN ERAEZ D ERRERBEOEEIE. RV T—TNAT =2 1 DT v T
V— R A, RERIEME S TRV EZRWTH O ZTEERLS 7y IV — 2D FIZHiT 5,
R & 7 TN — AERE, BEHICRA I, FRATH7 v TN — AT N2k, Fe, WET
WA DD L) FRREDNEDEHAND Z &, THRIIMA VN =0 LTdR by, e 7 >
T = AERETE B DEENE Do TG, BEOICENEHERTH L,
BEF o — T HBE L TCOWDLREOLAE., ABIGRENED 72 VERWCENEZZDOEE, T —TLF v
7Y Y 60mL ZH i, K 50mL EIRED, BEEF o —TEHEHAL AR ERETLEA. hT—T
Fo TN VOREFERTEZENEETHD, 7TV —FREL TV U% 15 M. B<IES,
VU YO E BT IOREE TR D, RIS IERIE o TR W ERR T 5, mETF 2 —T iz Y
VOB L, Y)Y ONE e BT 2 —T 2N L TCHANICKR ST S, B ORGSR, BEFo—TC
RZBI LELNCHE Y, BRSRESUIARE L TR G LR &,
IRBANIHER T CITERTS 2 &,

T LT B D S B

XU LR ORVERREANL, LT OEE TR ST 5,

- A& 2.56mg, 5mg 3EOHH %, 5mL OKE ANTZRKIRIIHIT D, 10mg, 20mg, 40mg (22O T,
SEDOHE % 15mL OKEANTZRFEZH T S,
cMERED,
© 2~3 Sy E L TR &2 T,
< BEER LT 30 S LANIC IR %,

CIRA%. BERNICABINEE LTV HEAIE, S6ICKEZMATHEREBE LT SITRAT 5,

2 EEIRAT DM EDH DAL, KERGEMA T R L RBEICIRE 50, Y 0AE S L < IXERM
WL BT OFRRIZHED,

BT 2 — 7 IHEAHEE L TV EBEFEOLE. ARIORNREMEREAZ LT OEETHRELTH &

A%

KBEML & AT —T NG LTWD T Y I AR A A 2.5mg XS Smg Al O E &% 5, 10mg,
20mg. 40mg Z OV TiE, v U V2K 15mL 2 AL D 2 &, @EF =2 —7 UXBEEEZ I L TRAIZ
G458, BT —TVEHERLTWDLEY ) VDR EANVSGZ ENEETH D,

CHEDBIZVI U UERIED . MY RHD E T 2~3 iET 5,

YU UVERIEY, TV T A X6 U LD BREEF 2 — 7 TEBEEZ N LT 30 HLURICH IR T 5,

s EBIZFEEDK (AmL XiE 156mL) 3V I AN D,

VYUV ERS THIZES TW DA AAlZ, BEF o2 — 7 T HEE 2 L CH £ Tl LiAte,
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E 4 pyelil =4 AstraZeneca

54 Nexium 20mg Tablets HITE - Ktk 20, 40mg &
Nexium 40mg Tablets

HAFBEEA H 2000 47 7 27 H SGTAEHA 2021 4 12 A

i R

- BREVE (OO AREBEROIRE, BIERIGEE O R O 7= O RMIMERRE, EfRM: S 8 0 jiiE)

e anyd—.vn ) OREICBT DHEA L OO () 3y 2 — - vr YRR TR O,
A~ any z— . vn ) BRERGEE ST D IELIERE R O T55)

c AT v A FHEFIRIEE OG5 03N BE GERAT v FHEFIESRERMEB RGO, ) 27 8F
BT DIEAT B A REEFURAESKE R M S 85 & O —f8IiR5 o 7 5)

+ Zollinger-Ellison JEEFE DO TEHR

12 3% L oo AR B

- HREGTE (OO AMERIEROIEHR, BRIERIBREE OFFRM LD T2 o B WIHERRRE, JEGEMEE RE P i)

s~ any Z— . o ) ERE BRI OEHRIC T DHi#A & ot

ik - A&

SER AW ATE 0 IR TI, AR ERMT 2, HEF R REER BF SOV TIE, SR 2w 7D IR K I g
LTRMESED 2L TED, 1L, B —T 4 & VR % TR i % 72 O FE BRI K LA D K 2 i
WTIEZR B2y, SERIDEAEET 2 £ TR L. B HICUIFTER 30 UM Ly M 2B LCREEZSREE S
2, XOBK, Ay TERROKTAa Yy T2 T EMBT T L, Ry F2WAL VL TER L2,

WE T 2SR ATREZR BRI DV, BRI Z BRI KICEB L E Fa—7 2B L RS b Ta 5, 272
L, YUY UROF2—71F, RBRIZEVZOMHAOBEUIMENHDICHRINTZ ORI THWAS Z LV E
EHThHD,

AT N 12 5E LA B oo/

- HEE T

V5 ANERTESR DR
1 H 1[0 40mg % 4 AMHE5T 5,

AERDARIGE O BE UTHEOER 2 AT 2 BE L, SOIC4BEBOREEITH 2 ENREELY,

RIER IR OFFE LD 7= O B HERR L
1 [ 1M 20mg 2545,

S (M A
BEROZNEZICHLTE 1 H 1 20mg 25795, 4 BEOERZIERPEL 2 br—LTET
WRWEAIZIE, BEOREZ SOICHET L2 &, ERA—BdEST UL, 1 H 1B 20mg 5 TED
HBOFER = b r—LETS5TH IV, AOEAIX, LEIZSUTCLIH 1B 20mg ZTEALTH L, 72
72U, BBE I+ IEBEREAERIET S Y A2 0D NSAID #EFOEBEICKH L TiL, Ekar ho—
MDD DOARFNOWERI TN EREE L,

BN

e~ anyg—.enl) OREICBT BHHER & O

Y anyg Z— . va URRE THRBEEO R

A~V any Z— . vn UEREERERE BT 2 LSRR O T
FFX VT AL1EI20mg, TEXFV VY v 1A1g, K7 T U Aa~A 2 1[0 500mg % [EREHZ 1 A 2 [\,
7 AfEET 5,

- NSAID Dffkfe#x G-23 B 7p i

NSAID ERMEEIEEORRE - @, 1 0 16 20mg 2% 545, 2k, WEHMIZ4~8HM L 15,

U 227 BEICH T 5 NSAID BREFEER O 48585 O 7 - 1 8 118 20mg 2#%53 5,

+ Zollinger-Ellison JEfE#E D TRE

PEAEE LTI, 2AF V7251 H2040mg 25752 ENLEE LV, TO%, BERIZZY LS h

LHAIE, BEMICHBEZHE L CRRZMR T2 28, ZhETIEONEZBRT —ZICL b L. REHKD

BT AFTY =11 H 80~160mg DHE T2 b —/LA[RETH 5,1 H 80mg ## 2 5 HEIZHOWT

. 1 H 2ENCS T CTHRET AL,

12 7% UL Lo AR R
Y ang Z— . en U RRE TIHEBER OTRE
W e OF L ORIUCH - o CiE, EOmME, &5 @EIL 7 A, &E 14 A K OHEAl 06 E
AT S, FEROEHIEON A F A2 BBV 2 L, BEITHMFICLI2EET I 2 &, #
RHRITIUTOEBY THD,
K& FHIEH &
30~40kg 2 FIDOFIEAIE B : 1ENTHRFT 7L 20mg, 7TEF LT Y L T50mg KT T ) A~ AT
7.5mg/kg &, 1 H 28], 1 @M,

40kg B 2HIOHER L O 1 ENICRF 7 A 20mg, TEFT LY L I1gRRZF Y R~ A
500mg %z, 1 A 2\, 1 #EEES,

12 AT O /N

1~11 5 O/NEO A EIZ DWW TR F v U AR O RREIR AR AIO SmPC (BINIRANSTE) 2B 35Z &,

T R
BEEEBF KT 5 HEFEOLEXR, 2L, HARBRAROLN TS, EEOBEIER2EEIC
AT G AIREEICREG T2 L,

JHF R R
HRE DN B R O TR E BT 5 AREREOMNEIT ARV, 2L, BEOFMEREICH L UIRFT Y
L 20mg FREARE L, INEBXLTEE L TdR b,

B
R E SR 2 RO MBI,
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2. BB HERARIIEFR

() IEF~DEEIZET %85 5k
AIICBIT A ForE 195 ). (9.6 A OHEOTLHIILLFOLEBY Th
V. KEOWHRMNTEL TR D,

9.5 1147

TS SATIEAR L T 2 FTREME D & 2 AR, IR L OIS a2 LR S &l s h 535810
HEETH L,

9.6 =ELIF

BELEOBRMELR ORI RZEORRMEEZEZE L, FHLOMG TP IL2RFT 52 &, AFIO T2 IR
THILIAAT T =L TOEMER (T~ FMED 5mg/kg) T, BALF~BITTILZ ENHEIRLTWY

2o
H RN
KEOUSTLE | Pregnancy
(2022 4= 3 H)

Risk Summary

There are no adequate and well-controlled studies with NEXIUM in pregnant
women. Esomeprazole is the S-isomer of omeprazole. Available epidemiologic data
fail to demonstrate an increased risk of major congenital malformations or other
adverse pregnancy outcomes with first trimester omeprazole use. Reproduction
studies in rats and rabbits resulted in dose-dependent embryo-lethality at
omeprazole doses that were approximately 3.4 to 34 times an oral human dose of
40 mg (based on a body surface area for a 60 kg person).

Teratogenicity was not observed in animal reproduction studies with
administration of oral esomeprazole magnesium in rats and rabbits with doses
about 68 times and 42 times, respectively, an oral human dose of 40 mg (based on
a body surface area basis for a 60 kg person). Changes in bone morphology were
observed in offspring of rats dosed through most of pregnancy and lactation at
doses equal to or greater than approximately 34 times an oral human dose of 40
mg. When maternal administration was confined to gestation only, there were no
effects on bone physeal morphology in the offspring at any age.

The estimated background risks of major birth defects and miscarriage for the
indicated population are unknown. All pregnancies have a background risk of
birth defect, loss or other adverse outcomes. In the U.S. general population, the
estimated background risk of major birth defects and miscarriage in clinically
recognized pregnancies is 2% to 4% and 15% to 20%, respectively.
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KEOWFLE | Pediatric Use

(2022 4= 3 H)
Healing of EE

Pediatric Patients 1 Year to 17 Years of Age

The safety and effectiveness of NEXIUM have been established in pediatric patients 12
years to 17 years for short-term treatment (4 to 8 weeks) for healing of EE. The safety and
effectiveness of NEXIUM for delayed-release oral suspension have been established in
pediatric patients 1 year to 11 years for short-term treatment (up to 8 weeks) for healing of
EE. Use of NEXIUM for this indication is supported by evidence from adequate and
well-controlled studies in adults with additional safety and pharmacokinetic data in
pediatric patients 1 year to 17 years of age. The safety profile in pediatric patients 1 year to
17 years of age was similar to adults.

Pediatric Patients 1 Month to Less Than 1 Year of Age

The safety and effectiveness of NEXIUM for delayed-release oral suspension have been
established in pediatric patients 1 month to less than 1 year of age for short-term treatment
(up to 6 weeks) of EE due to acid-mediated GERD. Use of NEXIUM for this indication is
supported by evidence from adequate and well-controlled studies in adults with additional
safety, pharmacokinetic, and pharmacodynamic data in pediatric patients 1 month to less
than 1 year of age. The safety profile in pediatric patients 1 month to less than 1 year of age
was similar to adults. The safety and effectiveness of NEXIUM for the treatment of EE due
to acid-mediated GERD in pediatric patients less than 1 month of age have not been
established.

Symptomatic GERD

Pediatric Patients 1 Year to 17 Years of Age

The safety and effectiveness of NEXIUM delayed-release capsules and NEXIUM for
delayed-release oral suspension have been established in pediatric patients 12 years to 17
years of age for the short-term treatment (4 weeks) of heartburn and other symptoms
associated with GERD. The safety and effectiveness of NEXIUM for delayed-release oral
suspension have been established in pediatric patients 1 year to 11 years of age for the
short-term treatment (up to 8 weeks) of heartburn and other symptoms associated with
GERD. Use of NEXIUM for this indication is supported by evidence from adequate and
well-controlled studies in adults with additional safety and pharmacokinetic data in
pediatric patients 1 year to 17 years of age. The safety profile in pediatric patients 1 year to
17 years of age was similar to adults.

The safety and effectiveness of NEXIUM for the treatment of symptomatic GERD in
pediatric patients less than 1 year of age have not been established.

Infants 1 Month to Less Than 1 Year of Age

NEXIUM was not found to be effective in a multicenter, randomized, double-blind,
controlled, treatment-withdrawal study of 98 infants aged 1 month to 11 months for the
treatment of symptomatic GERD. Patients were enrolled if they had either a clinical
diagnosis of suspected GERD, symptomatic GERD, or endoscopically proven GERD. Twenty
of 98 enrolled patients underwent endoscopy, and 6 patients were found to have EE on
endoscopy at baseline. All patients received NEXIUM for delayed-release oral suspension
once daily during a two-week, open-label phase of the study. There were 80 patients who
attained a pre-specified level of symptom improvement and who entered the double-blind
phase, in which they were randomized in equal proportions to receive NEXIUM or placebo
for the next four weeks. Efficacy was assessed by observing the time from randomization to
study discontinuation due to symptom worsening during the four-week,
treatment-withdrawal phase. There was no statistically significant difference between
NEXIUM and placebo in the rate of discontinuation due to symptom worsening; therefore,
these results do not support the use of NEXIUM for the treatment of symptomatic GERD in
infants 1 month to less than 1 year of age.

Other Conditions
The safety and effectiveness of NEXIUM for the risk reduction of NSAID-associated gastric
ulcer, H. pylori eradication to reduce the risk of duodenal ulcer recurrence and treatment of

pathological hypersecretory conditions have not been established in pediatric patients.
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