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W% . 0.086mol/L UV > e/Kk#E 7 F U 7 LK 700mL Nz CRERAZ1TH & &, 30 5% D Q
1% 75% T 5,
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V. ®ANZRET5HA

10. &4 - 2%

(N EFEARELGRS - 85, SNEIVERERSE - ARICHET HFR

AR

(2)a%

(XX LA TEIL 10mg)

100 & 7+ /v [10 7 7%/ (PTP) X10]
140 & 7/ [14 7 7%/ (PTP) X10]
500 » 7/ [10 1 7&/ (PTP) X50]
700 1 7V [14 17 &L (PTP) X50]
500 7 7k [, T, FEEAIAD ]
(x99 LNhTEIL 20mg)

100 1 7%/ [10 #7+&/ (PTP) X10]
140 1 7& /v [14 H7+E (PTP) X10]
500 » 7/ [10 1 7&/ (PTP) X50]
700 1 7V [14 17 &L (PTP) X50]
500 4 7k [, T, FEEAIAD ]

Q) FREE
Y LR

(4) BHRDOME
PTP ik
PTP: KU 7w’ T

AV AL
AMV RV F L

TR AR A =3 = P

1. BIRIRHS N3RS
PR L

12. Z0ith
Friz/a L
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V. GRICET 5 R

V. REICEAT 5IEH

1. ShEEX(TZR

(XX LA TEIL 10mg)

OBER. T_HEHESE. WEHES. FRMBEERX, FULAMBREFRIE.
Zollinger-Ellison fEMERE. EXTOA FHRAERRSHICHITLBEEXIE+2IERES
OBEFENG ., BERE7RAE) VERERIIE T 5 BEEXIE+216HES OB HKIF

OTRIZTHBIFEIAYaANY 42— EO DBREDFHE
BEE. TZ1ERES. B MALT U U/ E, FHREL/MUEDEERR. BHRBEICKHT SN
MBEHAEBE®RE. AYanNy4a— - O BREEx

(FFTHLhTEIL 20mg)

OBEEG. +t-HEmEE. MEES. BiREREX., Zollinger-Ellison fEI&R. ERXTOA
FERREERSHICETABEEX I+ ZERESOBERING. BERE7XE) ViR5HIC
BT B5BEBEXITTIERESEDOBERING

OTFRIZEFEAYaANYZ2— - EQY OBRBEDFHES
BEE. TZ1ERES. B MALT U U/ B, FHREL/MUEDEERR. RHBERICHT SN
MBEHAEBE®RE. AYanNy 44— - EO)BREEx

2. DREXRIIHRICEET HEE

5. MREXRIIHRICEET HIE

(GERT 04 FERPERBRSRHICE T4 BEBEX T+ 1EEES OB )

5.1 BtV v~ LIHEEIESICHIT DEMEFEDOLDIZIEAT v A FMEFIRIERZ K
i G- L TV D BE 2R GG E L, &EBBIZER L T, BB 3+ ZfHEaE ok
EEMERT 252 L,

< fifEn >

AFN O G513, BMHERBIZ L DRI LIEAT v A FERIRIEE O R G-2 LB & L,

BEG I+ RGO LZA L TWLIBETH D,

(BEAE7RE ) UIR5BHICHET5BEBXIE+ZERESOBERING)
5.2 Ifife A DEIMNEI O DITIETABEDT A ) o Zfkeii 5 L TWABELZHRENSG L L,
BeHBRARICER L CId, BB X3+ RS OB A iR 5 2 &,
< fifgi >
AFN OB Gx80%, 14z « ORI O DITEHED T A Y > Ok 52 L3 e L,
RS T+ RSO 2 A L TV 5 ETH D,
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V. GRICET 5 R

(N)anya—-En0Y) OBREOHED
5.3 ETHAE MALT V L NEICK T 2D a Xy Z—-v'n V) REBEOAEITMENL L T
AN

<S>

A~ any z—. e JREFEOEIS L 725 E MALT U > /EE, RSH (Lugano FEFRAwH
YD stage 1 LMY OIEGITH Y | ETHPEGICIS T 2~Y 237 2 — - o ) IRE
PRIEOHEIHEL SN TV RN Z D, L TV D, ok, ~D a7 F—- v'n JERRE
TEREHRIHI NS ST\ 2 &R0, BREHEIEIC & 5 B O BEARMER - >\ T I 22 R
feCHLIO, ~U s F— - vn JRERREZ bR 2+ om0, BB U CEY)
IRBIERREAT D 2 &

5.4 FpFEVEI/ RIS PESRBEIIR IS L TR, A RIA VFEBRL, ~Janyd—-rvnl
BRIV DN ) &Il SN D IEBIZ OB BRETIER 21T 5 Z &,

< Sl >

AV any z—.vn ) REREORE, JRAIE LT 18 5L L OEMERERE M f/ M) 25
PO (ITP) JEGITH D Z &, ROEERBMO U 27 RTHIESNEHAITIE, ~ a7 F—.
v UBREREL Y GRERENMEESND Z EnD, A RTA VEEZRL, ~J any
Z— v r U BRETRE S EY) & S A RERIC O ABREIER A TN D X 9, L T\WD,
723, ITP OIRIRIZ B T- - TR, EATEE AR BT IR 7E 52 Tk B S 5 eI B9 5
FHERFTREE) 12X D TR ITP IRETA K742 (2004 %) | 22RO L, ZOHA KF
A TIE A~V any 22— vn U BRERROSG 2 JFHTE LT 18 L o if/MrEs 1 J5/mL
DM TITPIER & L TRV, REFIEORWER (2. HaEk, i m o b5)
WCHEE L, BREEIEZITY ZEnNZEE L EIRTWA,

FERRE D JEAE BRI RS AR EOTIRIIZEEE AR 16 EEERATS - el E ik
BEME R EIE IR 2RI (BER il BER), 2005 ; 16-26

5.5 FUMIBEITT 2 WHREIRIIAREZ E LSMTIZ, ~Y ary 22— - vr URERKICE D H)
DIEFEMHN ST 2 A RMEITMESL L TRy,

R

< S >

B OB R PIMEE STV D O1E, REIFEEICH T 2 WREMIGREZEE OATHL I EMD
FLHl L Tno, ok, ~Uans Z—-vu JREFRIEPTONIEFIZRES N TEY . &M
72 FRIZOVTOFRIIAATH L Z &b, ~U any Z—-va U RERREEZ D NESHHR
BEICLDEMMRBIEZ1TO 2 L,
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V. GRICET 5 R

5.6 ~Vanyz—-vn VEREEHRIIHODEETIE, ~) as 2 —-an REETHL 2
ERONBBEMAEIC I DAY a7 22— o VEREFERTHLZ L 2ERT 5 L,

<>
AFN W EIEAT D720, ~VansZ—-vaBE%ETHDH 2 & RONEEICL D~
anyH— - vn VEEEROMBREPMLETHD Z E0LRLHE LT 5,
~NYanRyg—. o) BYEROBERICEEL Tk, BEILIC, 1) KD2) Ol % Eiid 25
VENH D,

1) ~Yanygz—.vnal OFGE LT OWT IO HGIE TGRS 5.

TRy L7 —BiER, BERIE, BiE, PURIDE, IRFFFGAER, EEDHURIIE

2) BANHERAEICLY, BHEEROFENH D 2 L 2R T D,

5. YW R OBREHE DFEMZOWTIE, S A FIA U EE2BRTH L,
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V. GRICET 5 R

3. HiERUHE
() BiZERUVHEDOM#ER
(X9 LATEIL 10mg)
BE%E. tZ1EmEE. WEIRES. Zollinger-Ellison fE{ZEE
A
WE, AT AT — L LT1R20mg 2 1 H 1 EROKET 5, B, @
HiEG., MAMESE I8 EMET, +HBPEE 6l cokb 75,
=]
W

V1L EOSIE R OVNRIZIZ= Y XA ST — b LT, R 20kg AT CIE 1 [H] 10mg
é:Wéz%guﬁfiﬁﬁ_mbf1E1WQMg%1H1E@m&5¢éiﬁaL
BIRE, WAEHESE CIX 8 MM E T, + MG X6 @l E TCo®kE LT 5,

R RE R

A

W, RANCIE= Y AT T — e LT1H20mg % 1 H 1 EREAOKET S, ok, @
S F TCokhH L35,
S HITHFE - B D I R RSB R OMERFRIEICIS W TIE, 18 10~20mg % 1 H 1
B OEET 5,

/]\IE

W 1 LSRR OVNRIZIZ= Y A 75— & LT, KE 20kg A TiZ 1 [E] 10mg
%\Wﬁ2%gukfiﬁﬁ;Ebfl[ﬂﬂwwmg%lH1@@D§5?60ﬁ%J_
SHE Coh L9 5,

S HITHFE - FHRA MRV IR WRIE R R OMERPFIEICHB W TIE, 15 10mg 2 1 H 1 [=l#%
N5 %, 7ok, RE 20kg UL ETIHERIZE U T 1[0 20mg & TR TE 5,
EULAMBREY R

A

WH, RAZIZ= Y A7 ZY =)L LTl 10mg % 1 H 1 [mEOEEGT 5, B, @
4B ECcCoOBE LTS,
INR

W, 1 EOSMEROVNEIZIZ= Y A 7Y — e LT, 1B 10mg % 1 B 1 [BFE0#

5%, 7k, 8. 4Lﬁif@&5&¢é
FEXTOA FERREERSHICE T2 BEEXIE+Z1ERES OB I
A

EE L, RAIIZE Y AT T LT 1E20mg 2 1 H 1 ERAKET 5,

i
7
W, Ll EOSEROVNRIZIZ= Y A7 — e LT, 10 10mg % 1 A 1 [\FE0#
=3

15



V. GRICET 5 R

BRAE7REY UEREHICEIT4BEBXIE+T2I5HEES OB KNG
A
@ﬁ AZIE= Y AT T —)LE LT 1 20mg 2 1 H 1[ERROBET 5,

BE. 1V EOSEROVNRIZIZ= Y A7 Z Yy — e LT, 18 10mg %2 1 H 1 [B#R0#&

535,
A)yansga—- Q) OBREOHEE

WH L RANIZZ Y AT — e LT1E20mg, 7EXF ) wokf e LC 18 750mg

(Jiff)) B Z U Aa~A LT 1[E 200mg (Hffi) @ 3AFIZFEIC 1 H 218, 7

AEA#EL 35, et 77V An~A VA3 MBS U CHEEHEET S Z LN TE 5,

772U, 1151400mg (ffi) 1 H 2El% ERET D,

Ta kR TA e ER— TEXF VUV UKL T Ar~A LD 3AEIFEIC

Fo~Vanygz—-vnl OREIREIREDOLEIL, ZHIfRb oK E LTl

RANZIZ=Y A7 Z Y — e LT 1[E 20mg, 7EXF Y k& LT 1A 750mg (1)

fili) XOA hmr=4Y—L& LT1[H250mg ® 3 AFl&FKIZ 1A 2E, 7 REEO#ELS

éo

(x99 LhTEIL 20mg)

BiEE. TR ES. MEENES. Zollinger-Ellison fE{&EE

A
W, EACE=Y A7 — e LC1R20mg 2 1 H 1 EEAOREGT 5, ok, @
BIRG. WAEHERE CIX 8 MM E T, +ZHBEE Tl 6 M To®RE LT 5,

INR

W, AR 20kg UL EOSIB R OVNEIZIZ= Y A 7TV — & LT, BRI U T 1 [E 10~
20mg # 1 H 1 MR AKREGS 2, ol @%., BiEE, WEMEETIE8HEET, + 2

ARG ClE 6 Ml Cokh L7545,

i"'ibu.'liﬁLx
A
WH, RACEF= Y ATZ— e L T1R20mg # 1 B 1EEAHRST D, 2B, @
SHE CofhH L9 5,
EDITHFE « PR Z M KT M A E R OMERFRIEICB WX, 1 10~20mg % 1 H 1
[EIfE A mESFEA RV

/J\IE

WH . A 20kg UL EDOSHE R OVNRIZIZ= Y A 7T —L & LT, JERIZEG CT 1 [a 10~
20mg # 1 A 1 EREAHREGT 5, ok, BE, SHEHMETOERE LT 5,

S DITTRTE « AR D IR RE R OMERREICB W TIE, 1E 10mg 2 1 A 1 =R
O&53%, 78, KE 20kg UL ETIFERIZE U T 1 H 20mg  THETX 5,

16



V. GRICET 5 R

FEXTOA FERREERSHFICE TS BEREXIE+ZERESOB RN
WH., RAIZZ Y A7 T —L e LC1E20mg % 1 H 1 [EREO#&5T 5,
BRAE7RAE) UEBRSRICE TS BEEXIE+Z1EHRES OB RN
WH., RAIZZ Y A7 T —L e LC1E20mg % 1 H 1 [EREO#&5T 5,
A)yansga—- Q) OBREOHEE
WH RANIZZ Y AT — e LT1E20mg, 7EXF ) wokf e LC 18 750mg
(i) RO Z U Aa~A LT 1I[E 200mg () @ 3AFIZFEZ 1 H 21[E, 7
AR O#G9 5, 2B, 77V Au~v A 203, REOS U CHEHET D Z LN T 5,
772U, 1151 400mg (ffi) 1 H 2REl%Z ERET D,
Ta kR TA e ER— TEXF VUV UKL T Ar~A LD 3BT
Fo~Vanyyz—-vnl OREIREPIRENDOLGEIL, b o1EHK E LT @,
RANZIZ=Y A7 Z Y — e LT 1[E 20mg, 7EX U Lk E LT 1A 750mg (1)
fili) XOA hmr=4Y—L& LT 1[H250mg ® 3 AFl&FKHZ 1 A 2E, 7 HREKEAO#ELS

éo

17



V. GRICET 5 R

(2) RERUHAEDRTERRE - 1R

Nyt R s, BiEg. + fEET. WA RS, Zollinger-Ellison JEBRE, FFONH AMH
BIEWFIE KX ONY oy Z— - v'a ) OBREOHMB ()

KD T2 K TH LA AT TV — L Z 5t BICTHE ) Tl OH B E i B DR ERAEE TH
L E BB RIGEICBIT DA A T T —)b &L OIEL PR % FhE L, i/x77y—w®%%
WRIZOWTHHED A AT Z > — L] ﬂfé#)ﬁ%%;ﬁék&% PRI N TA A
TV ERRRETHD I L EER LT, T ORE, W RE iﬂ‘%777~/l/k|ali%
HHBERE L, £, BAROA AT TV — LG4 5 it i R LS O ZhEE - 2hi3kic
DN, Fie2ENERRBRE ElidT, AT 7=V ERURE - HEE23RE L,

[FEAT v A FHEHIRAERES G-REC 61T 2 BIRE S+ faiEs o fas ] (BN |

WK THGR S LTV D ARF O TE - &4 2B BI85 3+ ZBER OB 2 A3 5IEA
T oA RHHURIESER eI G- 2 x5 & LI ENFEIHERRRER 21TV £ OMHRICHESE 1
Al 20mgl H 1 [EIZE LT,

MEH&ET 2B ) & GRICIT 5 BiEE 3+ ZfREE O fsmbl () |
WK THGR STV D ARFI O ML - &% 28 2 BEE U3+ ZfRIGEE ORI 2 A9 218
BT AV Uik G EE ARG & Lie 7 U7 LR A e BR 21TV, T ORGEICHK S E 1
[l 20mgl H 1 [AIZE LT,

M1l oS R OVNEOBIEE., + iEEE. MEHiEE. Zollinger-Ellison JiE FEHE .
TPEEER, FEOD AL E BB E )

WK TR SNV TW D ARFO/NEEEIZBIT oML - HEAZSZICARNNEEZZRRE L
% T/IAHERR AR 21TV ORI A S L - HEEZRE LT,

M1 L OB K OVNR O3t BB R OFEFFRIEIT NI IER T 1 A FPEFLIUE S S TAR ) &
TAE Y GRS D B IR UL A GRS OO AR IS
W BB 2R O WA TR L 7o/ NREE . IWONT BIEE U+ BRSO ED & 2 I
T uA FERRIER UM ET 2 &) IR o/NEEE x5 & U EWE IR 217
. TORFRICHES T L - HBEERE LT,
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V. GRICET 5 R

4. REZERUVAEICEHEY HIE

1. REARUVAZICEET 58

(FRERER)

7.1 s AITIAE 20kg LA EOSIE R OVNEIZE W T, 1 H 10mg OfEFRHFRETHENRD bz
Yr&lX 1 H 20mg THIREAITH Z &,

1.2 KM ETOMFHFRE THEIRBO ONTEHGE. HOWVIT THIERARERD, i, b rE
FEOIEIRDGRD HATZGE T, WO THERBERESEZ1TV., £ O RICE SV T G])
IRIEHIRICEI D X D L EBETDH L,

<SR >

A SUTIRE 20kg LLEOSEROVNEIZEB W T, 1 B 10mg OHMERHRE THENRD NG

1% 20mg TOFMIGHEBRT HZ ENUNETH D, Eio, HEZOMEFHRIEIZIBW T B L [F

FRICFR I OBEITIE, JERORESE A2 ZE L CHEFFRIEO B2 BIRT 20BN H D, KFID T+

KTHDHA AT T Y — /L THMEREIE R OMERFRIETIZ 1 B 10~20mg #%5-T 6 7 H #%IZILH3ET

HEBENREINTND Y, T LD REFTIE., SFFITZ 5 O thomE L) 2 iaRE~0 v £

ZbEETHLENRD D, Fio, BEINAFRTICTH L P, RERD, i oERA H

SONIHAITIE, BRED LIFEKRRERICE D REELE X N0, NRERESICLY

YR BW ATV, ZHUCESZ YRR E SR T 5 2 LR s RS 2,

GEV B AMBREFE)

1.3 5P 2 Mtkz A s L TIREZHEE L, TEROUEBRZFEO DR WSEEIZIE, Rl
MU DJRK 13 E 2 615 T OO RIGREA~DER 2 BT 5 Z &,

<fiitai >

JgRo T SER D FEERIT I ThR 2 22 B 3B 5- L TR 0 . MR R TIX 22 WgE ., AFIOFREIZXY

B oy b 4 L C HIERDTHER « BT LW LB BND, LIei> T, IBROTE 721 Hun

Bl TR0 IR DR AN BRI TR R W EE 2805 Z LIFEETH D, AADTEIKTH

DARART TV = NVOBEKABRIZEB N T, &5 28 2 B ZICREMRET D 2 L5, mAEHIRIGHR

B A LV IEMICHERITE 5 2 MR S22, Rl LT,
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V. GRICET 5 R

5. ERPRRLIE

MERRT—21\vr—o

A
G IRE
R R
R X 5y BT A H 1Y 551k PIE-
% 1A “HEHER., BEL | KypEhk TV AT T =110, 20, | HARNEEEERR A BT 32 4
(BARKLON |k, 77 BRGR, | 24Vt 40mg ™ XL 7'T7 AR % 1| homo EM : 12
Z v - — | A 1 [E] AR O 5 hetero EM : 12
T) (SH-QBE-0094 PM : 8
Br) 9 '
HAREEERR A B 26 4
homo EM : 12
hetero EM : 10
PM: 4
% 148 THEW., ®IEL | RpERE TV AT T =10, 20, | HARAGEEER A B 90 i
(HA) b, I BRH, | ¥ 40mg ¥ XX 7Tt AR % 1| homo EM : 30
(SH-QBE-0098 #& i) PM : 30
BR) o '
% 1fH HEMm, BIEAL, | KEhE TV AT T —)1 10,20, | A NEEFER A BYE 64
(ZA ) | WATHER], 7T &R | S 40mg ® X7 It AR% 1| homo EM : 30
Xt FE e H1REKEZAES (5 B | hetero EM : 30
(SH-QBE-0095 # i) PM : 4
BR) o '
% 1AH S, BEA. | BAh% (BN | =Y XA 75V — 0 20, | BARAMEERA B 42 4]
(BA) 3 H#]7 n 24— 3— | pH) 40mg ', 7T ¥R XIIA | homo EM : 14
(D961HC00004 & | $EWyEhAE AT TV —v 20mg % 1| hetero EM : 14
B 6 H1EMERO®S (5 H PM : 14
&)
o5 1A HER, EBIEAL, | Y (BN | =Y A 75— 10mg. | BARNERERR A BE 42 4
(HA) 27 v A4 —,3— | pH) FA 77—/ 10mg X | homo EM : 14
(D961HC00009 & | HpdEhie X7 7848 %1H1ENE | hetero EM : 14
Bi) © wo&ks (5 HRED PM : 14
EAIIEE sk LR, CEE | RN EEL | =Y XA ST — L 20, | iR ERBRE 572 4
(BA) . MAEAE, 3BE | (WA 12 | 40mg P I A A 7TV — | (LA 454 A-D)
WATHER, X 74 | k42 A9 | v 20mg 2 1 H 1HIRE | = 275 Y —L 20mg
S — wo&ks (8FRE) 190
(D961HC00002 7 TY ATV )L 40mg P
B®) 7 191
*AFZ Y — ) 20mg :
191

) ARSOME - HEEEE (V. 3. HELUHE 2R)
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V. GRICET 5 R

R X 4y BT A H 1Y w551k PIE-
ESIEE Zhigk bR, By | URERSERL | =Y AT — L 10, | W EE R E RE
(HA) B, EEAL, 3HE | ERFEIR) 12| 20mg x4 A 77 Y — | 564 fi
MEATHER. & T VS | T A8E |V 10mg 2 1 H 1RIRE | = 275 )L 20mg :
- A G (24 #fH) 188
(D961HC00006 7k TY AT FY—)L 10mg :
) 8 189
AT Z Y — 10mg :
187
EAIINEE| ZliakdkF, “HE | NSAID &5 | =Y A 77V —/L 20mg | B XL+ 4515155 O BE
(HA) R, BAEAAL, 2 BF | BIEMGNCK | T 7 78R % 1 H 1EIK | 42459 25 NSAID fkis
WATEER ., 7T &R | T 5HDM wRORE (24 8M) H.rho g 343 1]
xR N TV AT TV =) 20mg :
(D961HC00001 #k 175
BR) 9 F5+ R ;168
EMYS | 2R A —7 | EHRERED | =Y A 75 Y — 0 20mg | 'H X+ I RIEE OB
(HA) v, HRE et Z 1 H 1 RIKEROES | 24463 5 NSAID ikl
(D961HC00005 (52 ) Eho B 130
B) 10 TV AF T )L 20mg :
130
%1 F—F . EAEL | EWYERE (0 | =Y AT TV —)L 20mg | HA ANEEERA B 30 4
(HA) fb.3lizue 2t — |y e 7= | Z1H1ENERODEES X | homo EM : 12
SN YFRITUL|ErXRY T BT 2F MY | hetero EM : 12
(D96THCO00007 3t | & DHMFIH | 7 2 60mg Z 1 H 3K | ppp - 6
) 1w 1EM) oS (5 HE)
%1 FH F— T RS | ARG | =Y AT — L 40mg ™ | B A AEEEERL A B 48 {3
(BA) .27 v 24— | % (72 Au—2AH7 7t/ | homo EM : 48

IN—
(D961HC00008 &
B 12)

NIFEBTF oSN B
1H1RKRERO®ZRE (5
H [H)

homo EM : homozygote extensive metaboliser, hetero EM : heterozygote extensive metaboliser,

PM : Poor metaboliser. LA 7

S¥E  m Y EB IV RS

E) ARSNORE - HEsEt (V. 3. HIEROH=Z] 2R)

21

SHE. NSAID : JER2 T 1 A4 RHHIAESKE




V. GRICET 5 R

RERX 5y RERT YA B 555 PIES
% 1A AL, A—7 | Eiyshhe TV AT T = RAIFEV B, | AR 12 61
(R z— | 47 o xt— | FT)5 10, 20mg X(IA R 7T V' —
TV IN— Ak Jb20mg % 1 H 1 [RIE R
(SH-QBE-0002 A5 (5 HI#)
)
1A EAIL, 4—7 | EyEhhe TY AT T VRFIEY | BN 9
(A z— | 37 v 2t — | &tk FAT TV = (RIK) A | EM : 4
T IN— NFA AT T —ViEH % |PM : 5
(SH-QBE-0001 1 H1ERERO#ES (7TH
akR) i)
EM : 15mg
PM : 60mg *?
o5 1A EAERL A — T | Y E)E TYATZ V=)L 40mg F2 | [AGERRLA 25
(27 =— | (SH-QBE-0045 (%t BA) Z 1 [ 1RERARE (5
F) akR) HH) M OUHREIEERARP S Y $2
5
%5 1 4H F—T JeREMAL | =Y AT TV =)L 40mg F2 | B AR A 8
(A7 =— | (SH-QBE-0027 7 B[RRSO 4 G-
F) )
%5 1 4H IELAL, A—7 | B RO | UC-= v X 75 Y —)L 40mg | B ABEEERA 6 {5
(AT =— | 287 8 24— | BRI (2MBg/mL) *2 X% 14C- |EM : 4
T) IN— F A 7 F Y — b 40mg|PM : 2
(SH-QBE-0024 (2MBq/mL) % H[A[#% 1§
HER) 5.
% 1AH EERL, “HE | EKYEk T Y AT T —)L 20, 40mg | 1 AJE EME H A E W
(AT xz— | #, 3W7 u 24— | )5 B2 XX A AT T — L | JERE 38
F) N— rge e 20mg % 1 H 1A 8- 1 #
(SH-QBE-0008 5 (5 H®)
)
1A ERb, —HE | EhT TY ATV —)b 40mg 2 | S E N E R E
(AT z— B 287 m AA— | Zatk XiFA AT T Y =) 40mg | FIELFE 130 B
7)) N— 1R 1EERARE 6| 1HORALZREAA
(SH-QBE-0066 H [#)
)
HIM | AT MImE ISR | =Y AT T =L 40mg 2 | [ AR 14 fi
(27 x—| (SH-QBE-0037 | 2HMBAEL | £ 1 B 1 EIERAES (5
7o) R [0 X H )
fift BT 15 | AR PERI, KE, | =Y AT —/L 40mg 2 | HEAGEEER A
= (AH28602) FElp OO |2 18 1 REKERO®ZRS (5
WEAEERME A O | B R
AUC K O¥
Cmax c:ﬂj—é
%&:}EE
5 1A F—=T JFREE BRI | =Y AT TV —)L 40mg 2 | A ANFREERE 13 4
(AU x=—| (SH-QBE-0026 |&U2%EWE | %10 1RKERAKRSL (5| 8E: 4
TV) ES) RER V22 4tk | B D) R 4
HE 4
F 1) ERNFRAGE

E2) ARRSNOME - HEEET (V. 3. HELUHE] 21)

22




V. GRICET 5 R

HBR X Sy RERT VA H#Y Beh 051k G
%1 VRS, A—T7 | BEOME TYAF T —)L 40mg 2 | B ANEEFERA 24 5
(AAR) | 2817 axf— 1 H 1 [RZEERE XX %
IN— WCRER NS (5 HE)
(SH-QBE-0044
% 1A m{EAb, —HE | Epie TYAFFY—)L 30mg 2 | B AR A 12
(A z— |27 0 A4 — | (T B RNA | UITT78AR) 21 H1ME
7o) IN— E O A | KEROBS (9 HE) +¥
(SH-QBE-0003 | {EH#ER) 7 B35 0.1mglkg % H[AIH
RR) RPN $¢ 5-
% 140 77 B AR KRR AR | SR ERE TYRAFFY—)L 40mg 2 | 7 == A VIRHBEE
CkE) ZAb, “HEMROW | (7 == M1 | CUITZ7EAR) 21 H 1| 24 4
ATHER] v EDIEWE | KAERDO#ESE (14 HIF) SHIDERNEERZAA
(SH-QBE-0046 | H{ERBR)
ARBR)
5% 148 miEAb, —HE | KWk TV ATTY—)L 40mg "2 | [ AR 20
(Avzxz— | . 2W 7 o x4 — | (T z= A | CUITTER) Z1H1ME
T) IN— vEOEMM | KEROKRE (7T HE) +
(SH-QBE-0032 | AA/EH#ER) | 7 == A > 300mg % Hi[a]
ARBR) oy
% 1A {EA{b, —HE | Kk TYRATT = 40mg™? | B AU LT 7 U UIRA
(Avxz— | 2872t — | (U7 7V | IE77%8R% 1 H 1R | EE 30 5]
T R— v EOHEMME | HRO &G (3 M)
(SH-QBE-0038 | A{Ef#ER)
AkR)
%1 VAL, A—7 | EWipdEhhe TV ATV —) 20mg, | SEANREEERA 20 5
(2T =— | v 417 o 24— | (AMPC KU | AMPClg™, CAM500mg ™2, |10 R AZERE EAA
F) IR— CAM 0¥ | XlFxo VY AT 5 — 1
(SH-QBE-0040 | WAHAEEM R | 20mg+AMPC 1g "2+ CAM
RER) ) 500mg "2 (3 AFIPFH) % 1
H 2 [BIEROEE (7T H
fi])
% 1HH MiEAb, —HEE | EWEhk T AT T — LR AED IR A 12 f1)
(AT z— . 2M 724 —| (F=V & [30mg ™ (ULFTER) &
T) N— ORI EE |1 B 1 RIKEROKRS 6H
(SH-QBE-0005 | fHtER) ) +%F =32 400mg % Hi[A]
BR) & 0% 5-
% 1HH MEA L, A—7 | HpEhre TV ATTY—)L 40mg 2 | [ AfEHER A 32 4l
(Avz— | . 838 7uxrt—| (FFuaxt |21 H1E, FFaxdkr
TV) IN— v EDIEMIA | 250mg & 1 H 20, iz
(SH-NEN-0016 | AfEA#ER) | VAT F Y —/140mg 2% 1

)

H 1 @FEA+F7axt
250mg (2 AIPFH) #1H 2
PR O &S (7 BHRE)

1) ERNARAR
E2) AGMS oML - HEZEL (V. 3. HELKUHE 2R)
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V. BRICET 5IEE
R X Sy RERT A H Be 5051k PIES
%1 MR, A—7 | Eydhhe TY AT TV ) 40mg *2 X | HFEAFEREER A 32 4
(AT xz— |, 8387 o x4—| (rofecoxib*V | i rofecoxib ¥V 12.5mg % 1| 1 BIOEANEZFRE AN
TV) R— EOHEYMHAE | B 1R IV AT T —
(SH-NEN-0017 | {EH#ER) /b 40mg "2 +rofecoxib "V
#BR) 12.56mg (2 AIPFH) % 1 H
1 RIER OB (7 )
WM EE R WIHIER
EAIIEE Zhuag LR EIER | ARk TV AF TV —)L 20, 40mg | WP EE K BRE
CKE) b, —EHEERKR, 1T B2 Yk A AT T — | (LASEAD)
HEM 20mg# 1 H1WRERAEK | = ¥V 2 7 F V — )b
(SH-QBE-0013 (8 HH) 20mg : 656 14
2R T A7 =)L 40mg "2
: 654 il
FATZ—/L 20mg :
650 i
AR L ek AR VRS | ARk TY AT TV =)L 40mg 2 | WA E KB
CKE) b, ZEEHR, W7 XixA AT 5 —L 20mg| (LA 2% A-D)
| Z1H 1RKEROKSL (8| =Y ATFY—/L 40mg ™2
(SH-QBE-0016 JH ) : 576 fl
k) FATZ Y —)L 20mg :
572 4
AR L sk AR RS | ARk TV AT TV 20mg X | Witk RE
CKE) b, ZEER, W17 34 A 75— 20mg%x 1| (LA 5% A-D)
FEH] H1ExERARES @B |~ v 7 7 Y — )b
(SH-QBE-0017 fil) 20mg : 588 {3
RR) FAFZ Y —)L 20mg :
588 i
A Lk IlA] MRS | A5 TY AT TV —)L 40mg *2? | WA E R EE
CK[=) b, ZEEm, AT XidA A F TV —/ 20mg | (LA 4% A-D)
HER %1 H 1EKERA#KE (8| =Y AFFY—/L 40mg 2
(SH-QBE-0052 FE ) : 1216 13
akR) FAFF YV —) 20mg :
1209 %
WM RE R MERPRTE
1B Zhak SR RS | AR TV AT T =10, 20, | WiMERE RGBS
CKI[E]) b, ZEHE®R, WAT 40mg 2 XIF Tk RE 1| Y A F TV — L
ML 77 2 AR xR H 1 [EEROES (6 7| 10mg : 91 f
(SH-QBE-0014 H) ™Y AT T =
R 20mg : 98 #

TV AF5 VL 40mg 2
1 92 7l
7R R 94 4

1) ENARAGE
E2) AGMS oML - HEEZETL (V. 3. HELKUCHE 2R)
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V. BT 5HE
RSy RERT VA H Be 50515 G
AL % sk L, BIES | Bk TY AT TV =)L 10, 20, | WFEIERERIGHEE
CKIH) b, —HERKR, W17 A0mg VXTI RE1IRH | = Y A T T Y — b
BER], 77 R xR 1A EROES 67 H) | 10mg : 77
(SH-QBE-0015 T VAT TV =
k) 20mg : 82 i
T Y AT T — ) 40mg
B 82 4
IR 7T
E#IEG | ZhesxdtE. A —7 | EME RO | =Y 277V —/L 40mg P WA E AR R
CKE) > Erecyus Z1H 1RIER NS (12| 808 i
(SH-QBE-0018 71 H)
aRR)
JiE e Bl i E
S IAH L ek AR VRS | ARk TYATTF—L 20 W, iE {6 11 A Y AR
CKE) b, —EERH, AT 40mg P XIXF T REZ 1R | &
FER], 77 AR xR 1R EROES Q@lEb) | =Y A7Z Y —/L 20mg
(SH-QBE-0053 w121
RlR) TV AT —)L 40mg
w123 4
7??ﬁ:m4m
S5 LA L sk AR RS | ARk TYATF—L 20 W, iE {65 11 A Y E AR
CKE) b, —EER., AT 40mg P XIZF T EREZ 1R | &
FER], 77 AR xR 1RIEROES Q@lEb) | =Y A7Z Y —/L 20mg
(SH-QBE-0054 113 4
RR) TV AT —)L 40mg
w118
7I &R 1118 {ﬁJ
EAIIEE L sk L F, AER | A2k TYAT T =L 200, iE {55 P AR B Y E R
(BF, b, ZEHEHERKR, AT 40mg P XA AT T = |
JEE, T A | HEML FEHST IR 20mg % 1 H 1M ERAE | =Y A7 7Y —/L 20mg
N7 R) | (SH-QBE-0009 5 (4 HR) w429 fi
akR) TV AT T —)L 40mg
D . 4928 {7
F AT Z ' —)L 20mg :
438
S IAH L hax L E, BAES | B2k TV AT )L 40mg P | JE AR R TE W T
(7 7 v b, —EE®R, 1T IAA TS5 —120mgx 1| #H
AL R A | BERL FEHHR A1 ERERAKRE (4 B | =Y A7T Y —)L 40mg
Y. AA | (SH-QBE-0011 i) W . 358 fl
) B FAFFV—/L 20mg :
358 i
B IIAH Zhax L E MAEZ | A0k TV AT )L 20mg P | JE M ME H R TE T E A
(Fr~—|{b, —EHEHEH, 1T IA AT 5= 20mgx 1| H
7.7 4> | BEML FEEERHR H 1 EEROEES (4 8| =Y 277 —)L 20mg
7 R, A | (SH-QBE-0021 fil) w337 {5
7z —7 | AR) FAFF V' —)L 20mg :
VAN % 334 151
7z —)

) AGBSOME - HEE2ET (TV. 3. FHiEROHE] 2])
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V. GRICET 5 R

R IX 7y

BT A

HHY

571k

Xt 4

Zollinger-Ellison JEG#+

EAIEE
CKHE.
75 R)

Lz L, A —7
v

(D9612C00025
AlBR)

Azt (Hlg
AR )
A)

TV AT —L 40", 80
M 120mg P A 1 H 2 [\
wikngs 12 7 H)

Zollinger Ellison JiEB#T
T 38 M R Oy s
EZ st

Y A 7T—/L40mg™®
+80mg * +120mg ® : 21
il

BIEE. + IEEs. WATIEE il L

NSAID {55538 i #111H)

55 A % hrx LR, BIES | Bk TV AT 5 —)L 20, 40mg | Hpylori [EVETH « +
CKHE.EU | b, ZEEHK, 1T BIE7T7ERE 1 H 1E | EHEEZE LROR
fth) REE, 7T B R xR KEROEL (6 7 H) NSAID Oiifses 5 % 5%

(SH-NEN-0013
=B (D9617C000

7T THE Y NSAID &KX E
BEOCYZRZE2HT 5

13 5 B
VX T T =
20mg : 195 fl
TV AT —)L 40mg
198 {3
78R 192 4
EIEE L hax L F BAEZ | A2hik T Y AT T —)120,40mg | H.pylori [EVETH - +2
CK[E) b, ZHEMRK, AT BDIXTT7EARE 1 H 1| BBEEZA LRVA
e, 77 A% KERO#ESE (6 7H) NSAID Oifgife 5% %
(SH-NEN-0014 7Tk Y NSAID KM
BR) WEHEOU A7 2875
B
= VX T T =)
20mg : 281 f
TV AT TV —)L 40mg
. 289 i
77 &R 281
~Yanyz— . vnl ORREOHBL
EAIIbE L ek dhE, eS| = ¥ A 7 F | D20 bid+AC #f : H.pylori BEYED+ &
(BF&Mh) | b, “ESH, WAT | V=V XIA | =V AT 5V —)L 20mg+ | BEBEOHEELAHT D
FE A7 Z Y —)L | AMPC 1000mg *’ + CAM | &%
(SH-QBE-0019 | & AMPC } | 500mg ™ D20 bid+AC £ : 224
ER) Y CAM & @ | 020 bid+AC & : 020 bid+AC %t : 224 {4
PFHRBEICL | A2 7T Y — L 20mg +
% H. pylori| AMPC 1000mg *’ + CAM
PrRE =R 500mg ™

1H2REROES (TH
fil)

) ARASOME - HEeEE (V. 3. HELUHE 2R)
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V. GRICET 5 R

RSy RERT A H Be 50515 PIES
S5 A Lk 4R, e | = ¥ A 7 F | D20 bid+AC Ef : H.pylori WVt @I58y
(Fx=adk|fb, ZEHER, WIT| Y — ) | | =Y AT TV —)L 20mg+ | O+ _FEGEEEE
FnE M) | FERE AMPC J% O'| AMPC 1000mg * + CAM | D20 bid+AC ¥ : 222 f4i
(SH-QBE-0020 | CAMIZ X% 3|500mg™ # 1 H 2 [ | 020 bid+AC £ : 224
RER) FIOFH &4 A | nEE (LEM) %, 77 E
TV =, | A& 1A 1EKERDES
AMPC K OV (3 #HH)
CAMIZ X % 3| 020 bid+AC & :
FOFHICBT |4 A 7 Y — )L 20mg +
% H.pylorikx | AMPC 1000mg ™ + CAM
B RN OFRE | 500mg ® %2 1 B 2 [IER
IRRE 4 B | O&G5 (1K) %, FA7
B AH | T/ = 20mg & 1 H 1A
BEE RS | KERO#EE (3 )
DVEFH
o A L fisR AL e | = Y X 7 T | D40+AC B : H.pylori W5V o & &) M
CkHE) b, —EHE® Y o= v | VAT TV —/L 40mg O+ IR IBIE S BE X
(SH-QBE-0041 | AMPC & 0|1 H 1[A*®+AMPC 1000mg™ | I% -+ — 45 I 1& 35 © BE1E
i) CAM 2 X % |1H2E+CAM 500mg ™ 1| 2HT5HEE
10 Hff#F&5® | A 2[4 D40+AC #f : 264 i
D H.pylori % | D40+C & : D40+C £ : 251 31
HICRT D8/ | =/ ATV —)L 40mg
whik: 1 H 1[E™® +CAM 500mg ™
1H2M
KERZA# S (10 HfE) »
£ Stk dLE EES | = Y A 7 | D40+C #f - H.pylori B O 1% &4
CK[E) b, —EHEW®R V= K| Y AT T — /L 40mg O+ IR IE S B X
(SH-QBE-0042 |CAM (2 X % |1 H 18" +CAM 500mg ™ | 1%+ —f5 15 135 o BEAE
) 10 Hff® 5|1 A 214 BT HEE
O Hpylori % | D40 Bt : D40+C £ : 51 1
HWIZRT 58 | =V ATV —/L 40mg D40 & : 17 %1
whitk 1H 1\
KERZA#5 (10 HfE) »
B4R Ll R mIEL | = V) A 7 T | D40+AC Bf : H.pylori Bt o i 84
CKI[E) b, —HER Y o— b | =Y AT TV —)L 40mg O+ R BEEEE X
(SH-QBE-0043 | AMPC X O¢|1 H 1[E®+AMPC 1000mg™ | 1%+ 5 15 1535 o BE1E
BR) CAM |2 X % |1H2[a+CAM 500mg ® AT HHBHE
10 HiE#& 5™ | 1 H2[0 D40+AC #f : 85 f4i
@ H.pylori % | D40 £ : D40 #% : 28 f
EIZHT2H | =/ A7 TV —/L40mg
hik: 1H 1[[®
KAER B (10 HE) @
EM : Extensive metaboliser. PM : Poor metaboliser
AUC : MAERE- R R T, BA: XA AT XA F U T 4, Cmax : S MBEFIRE,

LA 5358 : v B A58, NSAID @ 3ERT v A REMIRIESE, Hpylori: ~) a7 Z— .l
AMPC : 7EXT VU vk, CAM: 77 RAr~vA v
w) ARSOME - HEE2EL (V. 3. HIEAUOHE] &8)
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V. GRICET 5 R

KHET AV BN

FEA R

RBR X 5y RERT YA H Be 5. 051k PIE

EAIbE WEA L, —HEE | B+ ZHBBEED | =Y AT T — b | ke - FERRIEROH O
(AA, & | B, SCATRER., 20t | BEfE 2 A9 % LDA O | 20mg XX 7 7 & | 72912 LDA Ofkks# 5.

[, B)

a3t [A]

feie b2 52\ 5 BAEI

RNa 1 H 1RIKE

23T D 8/ AT A6

(D961PC0O0001 &k |t L C= Y A7 TV — | ROEE (KR 72 | e o pra i
BR) 13 )b 20mg ik G- L | ) ;?%%ﬁ%ﬁﬁé #
rxoEHME (HX
W RS O R E
TBh)
LDA (Low dose Aspirin) : {fKHET AU
S Gk}
RERX 5y RERT VA H 1 B 57715 x5
55 1 FH Hifisx, MIEAL, | =Y AT T =& | =Y AT T —)1 | 20-50 mkOMEEET MK
(AVz—|F—=Fr 387 | B G LEZOT 2 | 40mg ™, 7 ALY | 4ok 55 {4
TV) A G U v OEYEREIZ KIE | > 326mg, XiI=T
(D961FC00001 -2 AT T =
=R ER) 40mg * +7 A
U > 325mg ()
1~4HH:1H1
[EIERENEE t YN e
5 HH : #Z2 gy
Y=g E=
% 1AH Wik, A—7 . | 7 A oI | 7AYo 81mg | 1875 1 O B K O
CKIE) 2 M7 a2 A — | FA=FITHT LY | XIET7 A Y | & 32 4
IN— AT T — LD 8lmg+ = Y A7
(D961FC00011 Z v — /L 20mg (P
BR) ) 218 1=§]
72 R IRE A% 1
5 (5 HHA)
EAIIbE MVEAAL, —HE | LDA O 542%) | =V A 75—V | H pylorifaVETE -+ 45
(FAY | B WATRER, 2 | 2R EF IS Y XA 75 20mg I 7 7% | BIEEDRIEY 27 DK
fi, A&k | &HE V'—)L 20mg &G L |ARE 1 H1EKRE | FELTHELND 60 %
10 #[H) (D9617C00011 |7z &3t (AX | #&n&E (26 #|LL E o LDA (175 ~
B I BRSO RIE | [H) 325mg/ H) fkfisk G-+ o
TBh) B 992 1l
B IIAH MEA L, —HE | LDA Offikb5 2% | =Y A 75V —)v | H pylorifett TE -+ 45
CKEM, | # WATRER, 2 | 2 B EF 2 YV XA 7520, 40mg ® X | BIEEORIEY 27 D&
AFF20 A | & IL(FE V' —/L20mg . (*40mg | 77 HR% 1 H 1| LDA (75~325mg/H)
=) (D961FC00003 | % 1 H 1 [mEE L7z | B KE &R O &G | MG h o B 2426
BR) EExoFME (FH 3| (26 #HH) 1

ARG IES O RIET
Bi)

LDA (Low dose Aspirin) : {KRHET ALY >

) KRS ORE - HREE2ET (TV. 3. MIEAROHE] 28

ANYanRyx—. 'K

EERIHT oY ay Z— - v'r ) OREOH)

-

A L7y (NHEFEICEE S S AR E TG L)
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V. GRICET 5 R

HRKRGINR

HiES. + HRGIEE. WEEER,

PEEER, IEOND ANMEE BEHIE, Zollinger-Ellison

JEGERE] (2R B HE - AEBINEE
FEA R
KBy | BT A E:S) Be 551k PSS
5 1 /II4H 3'551‘@ WATEE | /NEBFICRB T A=Y | =Y ATV — )L | BigE., + HBEEE. va
(HA) L LA | AT — VRO EG | BWR BE R A | RS IEOND AN RE
(D961T000002 DORAeME, BAEME, 3| 10mg, =Y A 75 | FUE® | WFHEEE A X
ER) 19 WEhke, HIZKE O | V' — v B 7 & v | Zollinger-Ellison JERREZ A
itk 10mg X3 20mg% | THXIFATH N OHD 1
1 H1ERAERAE | ~14 o/ NEEE 50 4]
5 (8 M)
) RF¥ T LD TR/ 20mg KBS OBEE - R (TV. 1. IR &)
HEBRXy | REBRTYA H Ay Be 551k PSS
%1 FH Mgk, IS |/DRICZ Y AT T — | =V AT — )1 | B AE N RE T EGEEE
Ck[E) R, HAEAL VR B R ORERD | 7L 20mg P | EED 2635 12~
(D9614C00094 | #& 5% »> AUC X% 40mg P Z 1| 17 /N 28
AR H 1 BERER D
5 (8 HIH)
%1 H—Higk, g |/NMNRIcz YA TFS— |1~ =V A | §E&E W FE ITEBEES
CKE) R, TEAEZ(b NEREROBS L | 9y — A7t | BlEVRIEEZ AT S 1~11
(D9614C00099 | & = AUC JV bmg X% 10mg | kDN B 31 6
RER) 6~11 kIR : =
ATLT— ) h T
/L 10mg XX
20mg
1 H 1 RKERD
5 (5 A
WRWIE | B—iigk, By | LAY I8 Tz X IJ%%WLWﬁ24%ﬁpH%:&U/ﬂ
U W, BAEAAL, 3F | 77— PK KON | 7210.25mgke™ | XV EEEME E £ 8 WE O
(A — A | 1THER BN pH = ho— | T 1.0mgkg * | EZKE2%Z T2 1~24 7
rZ U 7)) | (SH-NEC-0001 | /WiZxtd BB 30 18 1RKER| AoskEE ch D3 IEY
B A5 (7 Xi% 8|50 4l
H )
PERIOIE | gk, M | REER K OWEAERD I | =Y A F 5 —)1 | 24 B pH £=% 1) 72
U (SH-NEC-0002 | BIF B2 Y A7 F V' — | h7 /) 0.5mgkg | & 0 EMBEME &E W FIE D
(A — = | #Br) w®PK&UﬁWﬂ{®%151@ﬁ@ eEZW 2= T - RBEIR Kk
K7 UT) (o YA Bogsg (7 HiE) | OSAENR (TEk#E 32 L E
MNHEM 38 % 1 7 AR
OBMBAPEE T) ¥ 26

E) KRS ORE - HEEsE (V. 3. HIEKUOHEZE) 2R)
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V. GRICET 5 R

WEEX Sy | RBRT YA v H Ay P55k POE
5 1A gk dtE, —E | NEBREICE AEW | 8kg LA L 20kg K | NIEEREICL Y B AaES
(N V| B, BIEAL., | EEROKELZ B | ML =V A7 | RENRD LN 1~11 %
X— 77 | WITHER ITYRAFIS =B | — v S| O/NREE 109 i
VA A K| (D9614C00097 | 5Lzt x4t | bmg X 10mg
URVENES ST 7)) 20kg LA B =
ES)) AT — S
T/ 10mg X iX
20mg )
1 H 1 RERD
¥hH (8 M) ®
55 AR SZhisk R, —&E | NRBFICZ Y AT T | 2V AT TV = | BREYIRE &2 S
(77 v | 6. EBEA, | VY —NEHEGLIEEX | H 7B 20mg ™ | 12~17 % D/NEHEE 149 4
A A2V | WATRER OLEEVEROBENE | Xt 40mg ™ % 1
7. H 7| (D9614C00098 H 1 [RIER D&
&, KE) | ) Ho(8EM)
£ Ll AL E, AR | JLIREBRED (oY A7 | 3~Bkg =V A | BEBEMHIE & @b b X
CKE.7 | Bib. —EER., | 7Y —NE2&KE5LzL | 7TV — b 7 | IERENEE A E W RE &
FUA R TTRARRB N | EOREL N EFAE | L 2.5mg REZR2 W & iz, ST
A R— | ATRER O HBENRAEME L | >5~T7.5kg T : = | $11C X 0 B & & W5 E 2 e
7 K) (D9614C00096 | QJER DU FEIIKIT D | Y AT TV — ) h | BEIn=Hl 1~11 B A D
BR) 5 7/l bmg FLIE™ 80 f1
>7.5~12kg 2 :
TIRAT T — )
# 7%/ 10mg
1 H 1REKERA
5 (6 M)
KHREE © SR
FHPEY | #[E Health TYRAT TSN | =Y AT TV — 2009 F 10 H~2012 49 H
(#[F) | Improvement NG Stz hNRE v, Fofo 7 e | oiF iy AT T —
Network FONOMFFFORE| bR TIERE |V o7 e s Ry T IE
database Z AV | ME, FAIFEARDL, 95 | id He SRMEHE | 30T He 2 B HLER 4 /L
TR & BEAIEE | R ORI ER R | Pr3E GEBRMIME © | &z 0 ~18 DB
TR MEER L, TOMO | K&E 18 W H) P | 16,077 4
(D9612N00014 | il FESE S e I AL ST S
BR) i/ N b g

TR —)D
WNTHLTT S i/ A
F & F ORI
BUNZALE S e /R
B O IR E
KRR A N TR/
Bk, REREREE, &K
g S REIENE, S
R E N VR R

PERS 2 D FEBUIE % Lt
i

) ARSOME - HEEEE (V. 3. HEKUHE 2R)
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V. BEICET 5EAE
RERXSy | RBRT VA H#Y Be5 051k POE
WAES | AT TIRATT =N | =V AT TV — | 20084E9 H~20114E8 HD
(#+ % >~ | PHARMO VN STz /NRE v, Zofo 7 e | #iERice Yy A 7T —)L,
) Database HONAOMEFZHRE| PRV THER | tho 7 a bRy 7 ILESK
Network % fvy | P, SRAME FRBL, 95 | T He RIS | T He RS G %2 L7
TRl & BEAIE | A ONRIROREAFE | PisE GEBRMIME - | Sz 0 ~18 D BFHF
FBR AZEIR L, fho> PPI | & 18 # H) ™ | 28,470 fi
(D9612N00016 | X% HoRA 23 eIl AL
FRER) B E T hRESE L
i

) A ORE - HEEET (V. 3. HELROHE] 1)

[ R 2 DERFRIEI NTHER T v A FHERRIESSUTEH T A8 ) AR GRS 5
R ST+ RIS O BFEIIH] ) (280 D Mk - BN

AR

BRIX 7y

BT YA

HHY

Fh5J71%

PIE S

B IR
(HA)

FEEWR. WITH
HINEEY e

(D961WC00001
RR) 19

/N B D
VMR IE 2 D
WIERER D
HE R 1L
NSAID X ix
LDA % iR A
LTWa/hE
BE O B
B Rt =)
TEETES P B
BiFsx Y
AT Z ) — )L
DA MK
7t

1 H 1[E, %Iz A
T E R OERS
WRPE A TE R D MERFERE -
JNV—7"1 (IKHE 10kg VL I
20kg Afi) - AR AR
(8388) 10mg/H., =D,
HERFFREIIM (24 T 44
JEM) 10mg/ A

JN—7" 2 (IK&E 20kg LA
) AHEREIR (8 )
20mg/H ., % D%, HEFFRIE
AR (24 XX 44 #R)
10mg/H (20mg/H ¥ T &
AlHR)

NSAID %% LDA lRAHT D
Ehi 0 DAt =1 iy 1)
PRl

7 NV—7"3 ({KHE 10kg VL I
20kg Aiif) : 10mg/H (32
X 52 EE)

JNVv—7" 4 (fKE 20kg LA
+) :10mg/H (20mg/H *
TH{EATEE) (32 XX 52
)

WFRIE R TE R OHERFIRIE
WA (8 M) #& THRZ
JEGERNC MR IER OIR
AR S, EGD % i
T HEEIE. MEOREE R
OB 1~14 KD/
B

T —T 1 HERRRIEBR A B
7 15

T—T" 2 MERHIRIEBR A B
20 1

NSAID X3 LDA R F o
BHIEE T+ HEBEE O
PR

HigE T+ HEiEE T
boHEwmEICZHEIN,
NSAID X/Z LDA % & i
ARAILTWD 1~14 D/
UN: e

TN—"7 3 5B

9 f3l

TN—TF 4 ¥ 5B

13

NSAID : 27 a1 FHEFLIESK, LDA (Low dose Aspirin)

AEHETAE Y
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V. GRICET 5 R

(2) BRI IR
1) Bi[E#%55{8& (SH-QBE-0094 5XE%) ¥
faERERR A B 32 Bl 2RI, =Y A7 —/L 10, 20, 40mg ™ I 7 T &R & 22 g H
EREO#%G Lo, EERAEFEERA, AEFFRICL LT IAOHRE T RNoT, BEMICESE
PEICRIE & 22 DT A3 IE< . E 72 CYP2C19 B s 7LD extensive metabolizer (EM). poor
metabolizer (PM) OWT TN TH IARMEICHIBE L 72 5 RIXE)N - 72,
H) A0 - HE (TV. 3. FIERUHE] 2#])

2) RE®RE5ER (SH-QBE-0098 5XE&) ¥

AR R B 90 il &2 %4212, =Y A 75—/ 10, 20, 40mg™® XIIF T R%EZ 1 H 1A 5
HERERARS Lz, BERAEELH], AEFRICLD2PILploRETRN-oT, 7T F
AR T Y AT T — AECHEEDMIEN A U VMR AB B, =Y AT T —)L
20mg F TITHEKRGFEHTZ 57278, 40mg ™ TIEE SR 58INIA BN oTz, T AT T
Y= IR RBDRAFMEICHBEE 2 5P IR, BB 51 CTh o THRAEMITELIL
TV,
V) KBAOME - AR (V. 3. AEROHE] B1)

() RERGRRABR
AR L
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V. BEICET 5EAE
(4) ¥REERIELBR
1) BXMHEREIAER
OB R [ERNEIERE (%A (D961HC00002 #ER) ] 7

WA R EE x5 & LT BEA L —EE MR GEHERR) I2knwT, =y 27
7' —)L 20mg, 40mg ' & 1 H 1 [ K 8 HE#EG Lz & DA A 77—/ 20mgl H 1
Bl Gk 2 IELMERTRD BT,

HH P

RERT A Zsx R, MEA, ZHEER. WATHREEGER GEE MR

SIS L%ﬁmﬁmﬁﬁﬁﬁ(mm)fﬁ;éhtﬁ%%ﬁﬁ%%ﬁ5m%
HEAEAE T T 1 HBLNICER SN 7= EGD (2T, v rELx (LA) D7

EEUISUSINe Bt L—FA, B, CXiZD OWiitmiERk L ERM SN BE
H e AR B EA) QOL &2 (QOLRAD) K OVER AEICHIA Al REZ
R BUSREC 20 A Cd D Bk Otk
PUF OWMEE ORBXIIREEZHTT 5. HDWITHE LTV oiE
BEIRZE, R AEEEEE (OCFAMRERSE, 7T YT) . SV LIE
(BRIZAE) . @BECIEIGIEGERE, RIEMEER R, Zollinger-Ellison JEFERE, WU R
JEERE

E TR L - HRYH LAPIROARLERRBULIREZ T T 5, HDVEH L TCWERE
A7 Y —=2 780 EGD Efiti 14 A i S EWIELETITRFE I e bR 7oA
rev¥— (PPI) A&EEGIn-BE
EGDFrRICE W Sy hEE (XL y b B 3em LLE) 235380 b= 5 LEE
R BBORER OB 5 BE
PPIL ~D 7 L X — oM S DI D A Ch DR « ek A AT 2 B

Fik EVEZIC, =Y AT T =)L 20mg BE, =Y AT TV —/L 40mg BEY, AT TV —

Jb 20mg BED 3 REIZEID AT, ZNENOFEHZ 1 B 1 EHREICHERK 8 &L L
7=
FEFHGE A IPFRIC IS < BES 8 IR Wi IE A TE R DA
BIRARHIEE | A0k

LA SHICES 5 4 % Ok RER O A K
o i IR DRI 72 e TOMIM (B IRBRIER AR 2 8L LT,
WHAERN 7 AMERE L C (720 LHESNIZ L EORYOH ETOHE)
QOLRAD #% =t IC B L 7= IR O'E (QOL) %
Zak
HAEFEGE
AR
< FEFHIIEE >
B 5 48% KO8 g O RIER OIREREY FRIORT, =Y A7V —/L 20mg
REL N 40mg BES L A A 75—/ 20mg BE L D 8 WB AR DD 95%ZFEX D

THRIZ—10%U ETH o= L, =V A7 T —)L 20mg, 40mg ™ OF AT F ' —
IV 20mg [T B IEL R RE T,
[tk Al & OiBkER (FAS)]
; TIAT TS NNZI AT T | AT T —)
ik 20mg 40mg ™ 20mg
B 5 4 HEE A 77.8% 74.2% 75.3%
(147/189) (141/190) (143/190)
95%1{& X 71.3~83.1% 67.6~79.9% 68.7~80.9%
Beh. 8 I HEEH 87.3% 90.0% 87.4%
(165/189) (171/190) (166/190)
95% 5 #H X [H 81.8~91.3% 84.9~93.5% 81.9~91.4%

FAS : I ROkt AL

33




V. GRICET 5 R

< EIRAIRHHE H >
Hg2 AR DRI 7R THR £ TOMIR (PRfE) 1, =Y AT T —1 20mg 1.5 A,
40mg™ 1.0 B, A7 7Y —/L 20mg 2.0 B TH -7,

QOLRAD # T QOL Z#Hifi L 72 fk R, H&5 4 BHEIZBNT, WThok5HIZE
WTh, RCOMER (&G, R, ke, HRALa#E, 15)) TRAaT7 omENR
» LT,

. . P

MR ES) k>

BIER DS SNEGZ, =Y A5 Y —/L 20mg BE 7.9% (15/189 ffil), =V A

Z ' —/L 40mg #E® 4.2% (8/190 f)) . A A 7 F V' —/L 20mg # 8.4% (16/190 ) T

BHoTr, FEEEN 1%U L THSZEWEMIZ, =Y A7 F Y —)L 20mg #ECFHI, 1M

MO LT FURARFTFT—EWM 772073/ F TR 7 27 —BHIN(% 1.1%
[2/189 fi]), A A7 F >V —/L 20mg FET T (2.1% [4/190 #l]), o L7 F

RARF T —EHIN (1.6% [3/190 5l]) Th-o7-, BEREWEHE LT, AAXA T TV —

IV 20mg BETHIBRN 1 AR bz, EFILICES>TZRWERIZ= Y AT Ty —

JL40mg BET 161 G&9%) RBH SN, BEHITHE ShihoTz,

R
g

ol

) ARAORE - HE (V. 3. AIERCHE] 2R)
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V. GRICET 5 R

@i A R MRS [ENSTHERERR () (D961HC00006 5k5k) ] &

WM RTER OIRMEE 255 & LI E\IEAL mERILERRICBNT, =Y 27T —L
20mg, 10mg KA A7 F > —)L 10mg @ 1 B 1 [7] 24 G138 O R IH R E2 7R L,
TY AT = 20mgl H 1E#E A A 77V —/1 10mgl H 1 [BHEGIZHESTHRICER
TWAHZ B LT,

HHA A
RBRT A LR IEE. BERL, THEB, WATHEM IR
B SSES EEHEENRERE (EGD) Tt &IE R ORI RS S iz B 564 B

UTFOWTF S+ 58
= JeAT 9 HRBR GUPRPE R E R AENERE O MAHRER) (BT, EGD 12 Ttk
BIER ORI R S B
- EEZm T bRy A e X — (PPI) 05 %%1F, EGD ([ Tt
RIBROIGEPI R S, LT OREEZ TR bl 3B
SEEZETO PPI #5857 2 MLIAN ® EGD O FE I T, o B A (LA)
SEO 7 L — R A-D OWFRMERERICEE L TWEZ EPMRTE 2,
- PPI O 5N 12 BELUATH S, 72720, @EBZHF TO PPL &k b5% 1
BERENICEERRITT 21T 2 &,
M2 I [FE ATRe 70 B

BRI Y

RIS REZ 20 AR CTd 5 B HEL Otk
PUF OWMLE ORBUIREEZHTT 5. HDVITHE LTV iE
REPAE, FREREEHEE (CEAMRERSE, 707 07), &5 HliE (58
FZIE) . MmEUEABAE L, RIAEMERGER R, Zollinger-Ellison JEFERE, WA BIE AL
FHERAN L UE - EHAD LATRRORREREBESUIREEZH TS, HD2WVIETH L TWaBE

- EGDFTRIZE Y ANy MEE (N y b B 3em LLE) 23389 b 7c BE X ITEE
RREEDRIGHRD & D B
PPI ~D7 L)L X —CREUESE DR OB ENEETHARA - IEIREHTHH
#

ik WAEAIZ, =Y AT TV —)L 20mg BE, =V AT TV —/L 10mg B, A AT TV —
10mg # O 3 BEICHI O 17, ENENOIEFEZ 1 B 1 BIEIEHZICHEK 24 BE&ES L.

TR E H LA 5% 55 A5 208 U T ORI RIE RO HE

A 2
LA PHIC S #E 4 ROV 12 % T TOWFMERIERFEREOA I
Beh 4, 8, 12, 16, 20 KUY 24 B#H OA KL B AT 7 H B OFRE RGN EE-S < <o
TER S O
fraeikn
HERLE

AR B R 2 H

Atk

< FHEFHEEE >

$ 5 24 BHOWFREREROIEFBRFIL, =V AT TV =L 20mg NWA AT TV —)L
10mg L L CAEICE N1, T AT TV —120mg £ =V A7 F Y —/L 10mg
G DI TIE, AEEITRD LN o T,

A=
< BIRPIREmE E >

B 4 BB LD 12 BHOVFEEEROIEFIHRIL, #5 24 Bk LFEERIC, =V 2
75— 20mg Bk bE <, A AT TV —/L 10mg Bk b7,
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V. GRICET 5 R

[Kaplan-Meier #1C & 2 Wi RIER OIEFIEROHEEE (FAS)]

IIRT TS| I AT T =)V | A AT T — )
20mg (188 f51) | 10mg (188 1) |10mg (187 f)
&5 HEEE 97.8% 95.7% 91.4%
4% | 95%fEHEIX 95.7~99.9% 92.7~98.6% 87.3~95.4%
&5 HEEE 95.0% 91.1% 86.8%
12 8% | 95%fZ#E X R 91.8~98.2% 86.9~95.3% 81.9~91.8%
&L R 14 14 22 31 #i
24 % HEEE 92.0% 87.5% 82.7%
95% 15X M 88.0~96.0% 82.7~92.4% 77.2~88.3%
AP — R 0.62 [0.32~1.21]

[95%(EHEXM] | (=Y 27T —)L 20mgvs =Y X7 F Y —/L 10mg)
0.43 [0.23~0.80]
(=Y AT —)L 20mg vs & A7 7> —/L 10mg)
p fiK p=0.158
(=Y ATV —)L20mg vs =Y A7V —)L 10mg)
p=0.007

(=Y ATV —)L20mg vs & A7 7> —/L 10mg)

a) Logrank BR7E, A EAKYE il 5%, Hochberg M J7ikIC L 5 HED % EMEDFHIE

[Kaplan-Meier ¥51C & 2 i RE R O FEFIHE]

100 ¢ :
o bl $+o-ooC _—:_—_—_:i
80
g 60
AERL (fex) Q
£ 40- -
8 TUATSU—)l 20me
20 ~—- TYATSU—)L 10mg
B—- 8 FAF5U—)L 10mg
O T L] L] T T T
0 4 8 12 16 20 24
ABRERNSRABANSERETOHE (&)
At risk
IVATS/—) 20mg 188 185 174 170 162 161 160
TIUXTS5 =)l 10mg 188 184 168 168 154 154 154
FAT S =)L 10mg 187 185 163 161 147 147 147

G AN THER D 2R o T2 BEIZRB W T, IRRBIERIERA A LN BEIT, =
VAT T =)L 20mg B 3.4% (5/146 fil) , = A 7'F ' —)L 10mg £ 4.9% (8/164 i)
F AT Z V' —)L 10mg #f 4.9% (8/163 ffil) TH 7=,

X
BIRAIRHGE B >
BIER DN SNEGNEZ, =Y A 75 Y —)L 20mg BE 10.8% (15/139 f5il) , — Y X
7' — ) 10mg #f 8.8% (11/125 i), A A 7 F > —/L 10mg #f 6.1% (9/147 f5l) TH -
7o ERBWERHIZ= Y AT Z Y —/1 20mg BETIMH 7 L7 F 2 AR RRFFH—EHM 2 f
(1.4%), =Y 277 —/L 10mg BT FF 2 1 (1.6%), M+ 27 LT F 2R ARFF—
PN 2 61 (1.6%). A AT TV —/L 10mg BETEM 2 6] (1.4%). FHi2 61 (1.4%)
Thol-, EERBWEAE LT, =Y X7V =)L 20mg #F THEAMEAIEIR 1 HICR
Doz, WEFIEICESTZRWERIZ, =Y 27TV =1 20mg BET 4 (LFs L7
FURARF =B, B, HIRMERENR, § AR, =V 277V —/ 10mg
ET B (HFBER LA ElEtES v, F#REE. S, &i/E) B o, 38
THNEHRE S h o,

R

AN

i
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V. GRICET 5 R

@I AT rA FHHIRIESRE (NSAID) 5K I51T 2 BIEE 3+ fa 5 o Bl
[EANFHIERBR (%A (D961HC00001 k)] 9

THALMEE S OBEE 2479 % NSAID fkGiiR BT & 55 & U7 R AL B B R RaIc

WT, =Y ATV —/L20mgl H 1[0 24 FEEGI1L7 7R &g L TH X3+ ?aﬂm?f

DEFEMHFNAZ TH -T2,

HHA A

BTV A v Sl dtlEl, BAER L, —HER, 77 AR TR el

S H X3+ RGO LA T 2R T v A FIEFIRESR (NSAID) #5410

B 343
- FHXE RS OBEN b D BE
BEAE &3 A B BT 2 MR LANIC i S iz LR b B AiEERE (EGD) T
B d+ IR ERE AR SN BE %2 ST, B EICEE Sz EGD Fran s
mf@ff%%ﬁféﬂiﬁﬁﬂhf%iw
IR 5 I 72 NSAID Ofkke i 58 NE &5 2 B BN e s (4
TEPEBIEE, BIEI Y v~ F XIIMERES) OZWa<IiT TW\WaEaE, 728, NSAID
ORfFEEe S L1, 1 EBO S H 5 BLLE, ERfOREREIZHE > T NSAID R L
TWbHZ taET,
NSAID O #5-&* L OFIRIC DWW TIE, AT OEHEZ 2 L TORITIUE R 57200,
- EVEAEIT T 2 DK BLUE R H £ T, NSAID 0% 5RA —ETHD LEZ DN
LTk,
cREEN TS NSAID IR ML TH D Z &, Zhiahnz NSAID #% 1 # & O
NSAID SMAAI Z 8N E-3 5 2 LIXAEETH 5,
*HURBENTCTHEA IR T AEY O H
1) 7AEY UEMOBE, T OR5 81X 1000mg/ H L. E
2) NSAID &7 2 OGS, £Ok 5513 325mg/HLL L

T EE IR AL

ﬁm SREIZ 20 R CTd D B R Otk

SE ORI SOXIEE IO E XX+ s A AT BE
H@W\%@Xikﬁﬁﬁ%®ﬁf@%h%#%6$%
HEAELEIR T AT 2 B LN OBEEMRAEICB W T, iFEE#E (AST, ALT XX ALP) &
éwﬁ%EUwEV@ﬁﬁEmL@@SﬁuL@$%

&@Wﬁ$%ﬁ#é$% BB AT T 5 A I EIEAEI T AT 2 WFLLN
B HERREICBNT, mﬁ7V?? B 2.0mg/dL 28 A D B
7ub/f/74/tt& (PPI) ~D7 L /L X —CulHUE S OIRBRIE D B 5. 7344

ECThHIRE - EREATHEE
MEAEAEI T ET 1 EB LN PPL & 5 W id He 2/ EEFAIN &G S - B

RS

ik WEMEZIZ, =Y A7 T —)L 20mg BEXULT 7 B RBHCE Y A1, T 1 B 1 [EE
BIC 24 WHEE LT,

TR IE H AN G 28 CTo B X3+ RGO s OA %

feklia
Bh 4 8% KO 12 B% £ TOE X3+ I8 5B E O A
B 4, 12 24 8% ICBT HEETH LANZA 2 2718 X 5 BRI 28 O F s
BIREEHIEE |- 25 4. 8. 12. 16. 20 XU 24 WEICH T 2 ERMZEOZWHC X 5 NSAID K M1
{LEHER O A M K OVERSE
e Xd
HEELRL
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V. GRICET 5 R

(RS

Atk
< EEGHME A >

24 % F TORGHIMAZE U TOEBIERIERIL, =V AT TV —/L 20mg FEOF N

TIRARFELY bEEICENT,

< EIREIFHIGE E >

TV AT TV —) 20mg BEOWEEIEFIERITI G 4 WD 24 BB FE TR LT
holz, —FhH., 7T RBZEBWTIH, #5 4 BENS 24 1% F TORNTREFIITL

TL7=.

[Kaplan-Meier &2 X 2 BIEE - + B EEOIFRIEROHE (FAS) ]
TI AT T — )b 7R
20mg (173 fi) (168 )

Beh 4 HEEAE 99.4% 78.8%
95% 5 #H X [H 98.2~100.0% 72.6~85.0%
%5 12 HEEE 96.7% 69.4%
95% 15 #H X [H 93.8~99.5% 62.3~76.6%
%5 24 1 FIEBIER 6 15 56 1
HEEAE 96.0% 64.4%
95%15 8 X ] 92.8~99.1% 56.8~71.9%
N — N
[95()/3%@%?&1] 0.09 [0.04~0.20]
p fifi @ p<0.001

a) Log-rank #iE, AEKE Ml 5%

[Kaplan-Meier {£1Z & 2 B85 T+ ZHIBIEE O IEIIE ]

100 ! . » . . .
1
80 - e, "
< 6
g !
s 60
1
S
&40 4
— TVUATZ/—)l 20mg
201 ——e TF5tAR
0 1 I 1 I ] 1
0 4 8 12 16 20 24
BRERERIAENSREETOHE (B
At risk %
TYUAT =)l 20mg 173 166 152 147 138 137 135
Stk 168 165 118 17 9% 9% 9%
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V. GRICET 5 R

CYP2C19 Bn 2B OWEPIHRIERIT, TROLBY THY, BERKLFEROB

MR BT,
[Kaplan-Meier #:12 & % B85 - -+ IRIBHEOIEFIEROAEME (FAS) ]
TIAT T — ) 7R
20mg (173 f51) (168 #i)
n HEE A n HEE A
(95%EHH X 1)) (95% 15X [H])
5. 24 1% | CYP2C19 | PM |35 96.8% 39 69.1%
b Cramee Zit) (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%
) - EM (90.2~100.0%) (58.8~83.5%)
fEE (i) 5 | o B ) 100.0%
(100.0~100.0%)
ZaME
<BIWRHFEmE B >

BIWEH DS SN-ERIL, =Y A 75—/ 20me #f 13.9% (24/173 f5)) . T &R
R 16.1% (27/168 ffl) Th o7, FEEN 1%LULTHo=RIEMIL. =V A 75—
Jb 20mg BET EREERR. FEAL. T, R, IFEEERT (% 1.2% (2173 fil]). 77
AR CHFWIERIER (2.4% [4/168 ] ), T, Ff, H 27 L7 FrRARFF—
BN, ZOFEAE (% 1.2% [2/168 #1]) Tho7-, BELRBEHLE LT, = VX775
V= 20mg BHECTHEEBE R, B, EREEERAEENE 1 ISR bk, HE5HIE
WCESTZRWEHIE, =Y AF T —/L 20mg BET 6 6] (4EBE, BHRER, BARE, 8
B, BBk, B8). 772 REET 8 f (¥FtEREsk 2 B, Ry MmN, SR, KA
PEVRAE, ([, B AR, 38) B bz, IS I NRhoT,
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V. GRICET 5 R

DEHET A Y GRS D BIEE S+ FRMEE O fs

[7 V7 HFEFEMAERER (5A) (D961PC0O0001 #fk) ] 18

HILMEBE OB 2 A3 2IEHET AU > (LDA, 81~324mg) fkwiikHEE (HARANEBE
Ete) Xl LT Y7 (AR, @E, 18) LEFEIHELEERICNT, =Y 277
V'L 20mg @ 1 B 1 [BlE 72 BREE SRR 2 H 185 U+ R TE S O B3 B 2h 5=
DO BTN D,

HH A

REBRT YA | MER, CEER, WATHR, 2R, 77 v AR, IR

e BT+ ZHEREGOBE A G 28 &7 A ) o~ (LDA) ftkc#k b hoi#E 366
RRBR 5 i

BT+ RSO N H 5 F

BEAE & I3 AEIAT T AT 2 BB LAPNIC G S 7z EGD ©F U+ s
DHERINTHEE ST, o, BEAETTO 2 BRI ClcEHIhzboT
b, RAEMOMRELE TCH- THRIEDO FCHEMAR L35, EGD T i+
RIS ORE N AHBE 2B A1, BEICERK Sz EGD i o bIEEOFE L
R T AUTHAANTH KW,

TRBRIEE 5 HIHIHIC D720 LDA DRkt 52303 L & 2 b p8Mre ks (i
¥ o FERIE R OPH S LB AP OME . DA L QN MAMERK A 5 4) DRk &
ZUT1IHEMD S B 5 AL L, EMORIEREEIZHE > T LDA #IkREL TWD#H
*LDA O ElE, 81~324mg/H & T 5,

BRI

R BUSREC 20 A Cd D Bt R Otk
BT+ THREES (BEERE AR 268355
RE, B+ HBBOPROBERS 28 (B L., FILERHEMPASHEMIIERL)
- EHEOHEENS HHE UIIIEABIM AT 2 BELINOERRETICB T, IFiESR
FEERRIMEUE (AST. ALT X% ALP) % 5T E U L AEM ik E Ul FIRD 3 2Ll Fod
- EEOEMEEEBLZATLIAE, BEOBMEERE 2 AT 5 EE UTEELBIM T
Al 2 WEALINIZE T B EERRAEICBW T, M7 LT I = E sk A EE_EFR o

2 fELL LD BE
- Tu bRy TFA e e E— (PPI) ~OT LK —RLBHUESE N D HE
ik MAEZIZ, =Y AT T —)L 20mg BEXILT 7B REICEI D i, £ 1 B 1

HE%ICKE 72 BR%S LT,

Bt Tk YE BAERB T2 5 8 T+ ZHBRIEOIIE E TOHM

Zhitk
- RSB 12, 24, 36, 48, 60 KON 72 % E TOHE X+ BB RIED
A
- EEVEAEINT 12, 24, 36, 48, 60 WKLY 72 WIS T AEKETK LANZA A =2 7|2
Bl Y 8 T i TH X 2 BHBR A DL
H - HEVEZAEIRT T 12, 24, 36, 48, 60 KN T2 WL ICH T D LA SFEIC X DA
THR DA K OV e
< BoRBERFIZ R 2B EMSE OZWNIC X 2 L aHER O 1 K OVEIEE
Zaet
HEFRLSE

40



V. GRICET 5 R

EES

Bk

< EEFHHE A >

WHLMEEE OB E 2 A3 % LDA (81~324mg) fkGMRAEE 255 L L7 V7 #H
ARG (HARNEEET) ORI (FAS : 364 #) (2B AKFICB W
T, TV ATFYV =)L 20mg ® 1 H 1[0 48 WEFH G 2 Bk T+ 0
EIBOBERIMHEDENBD BN TND, S HIT, PR IR, AR BE O
RS, =Y AT TV =)L 20mg & 1 H 1 [ElREE 72 @EHEGRICBN T, &
72 BHOIEFIERIL 96.4% Th o7, 7ok, ARBRICBWNTIL, AR, 778K
B blcehlr 77 v — a0 LT,

[Kaplan-Meier &2 X 2 BiEE - + B EEOIFRIEROHEM (FAS) ]

1/7(7(1782/%” 20mg 75w A (182 )
FERE B 2 i 22 13l
5 A8 1% DIEFEIER 98.3% 81.2%
[96.65%1Z 4 [X 7] [95.7~100%] [72.7~89.7%]
NP — Kk
[96.65% (5 4EX 1] 0.09 [0.02~0.41]
pfiE? p<0.001
a) Kaplan-Meier (2 X D HEE b) Logrank &, HEANE il 3.35%

[Kaplan-Meier {£(Z & 2 HIEEE 0T+ —HIBEROIFER  (PRITICRT 5565 ]

8
90 O
——— 1
80 G e
—~ 70
&
E 60
ﬁ 50
™ 40
30
20 = IYATS—) 20mg
10 -2 otk
0
0 12 24 36 48
. BERER SRS ESEESTTOEE  (GA)
At risk %
TUATS—)L 20me 182 144 99 50 19
TR 182 145 89 45 16
Tt
<FIR ARG TE B >

BRI, BIEADN S SNTZERIL, =Y A 77V —/L 20mg Bf 14.5% (31/214
B, 77 vREE 18.6% (29/213 ) TH o7z, EREWEHIZ, =Y AT TV — LR
TiX, EEEE, TR, BARY =7, OLAMEER, Al (% 0.9% [2/214 #1]), 7
TR AREETIER, FEBA. FESR (% 1.4% [3/213 #i]). THI, "D AMEE
K, BER, OBAMEFTHBBX (% 0.9% [2/213 #l]) THhot-, HEEZBEWEHE L
T, 7T ERETOLAMERN LHICRD b, BEFILICE->=RIER & LT,
TY AT T )b 20mg BETONS AMEF LM 2 B, FH, 8. =S, B2, m
IR ENR S 1 FIZERD B, 7T RARBETIT BIEHRE 2 filic, TH & OYHEIER
B, UMHEAER K OEEED £, BREVRMEEEROE R B%. E E5-
e, =RkE. SN 1 HICRD BTz, HEFITHSE SN2hoTz,
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V. GRICET 5 R

2) REMHER
OIEAT v A RHEFURIESE R 5K 2381 5 BB T+ 4815185 O B
[EANEE SRR (RA) (D961HC00005 shfH) ] 10
LM OB E 2 AT 2 EAT v A FYEFIRIES (NSAID) ik HAEE 25 & Lz 52
HEOEME 53RV T, NSAID fFHRFICK T 5= A 7F Y —/L 20mgl H 1[0] 52 8
WoOBGHR T, BIMEH S EE S -ERNIE 130 #id 22 6] (16.9%) THY . BHIEE I+
“HEBRBOBREMHICA N TH o T,

HH NE
. Sk N ik dbFE, B, A—7 ., EHRERR
o B+ IR EOMAEEZ AT HIEAT oA REFIARER (NSAID) b5 o
A 130 4
- BT THEBREBEOBAN H L B
BEAE & 1388k 2 ERISANICEM S v EEbE N ResmaE (EGD) °©F Xd+
THRIFEEREES MR SN E ST, B, B 2 HFETE TICEE I
HOTHIUE, FEMOREMECH- THRIED FCHMAATE TS, EGD THX
W IR OREE S RARRZR5E 1L, BB IS I S s EGD TR BIEE OFF
EEHERTENITHAAN TS LW,
TRERIESE G IR HIC 72 © NSAID OfkEi G- 28 B &35 2 HN DB 2R R (F
FEMERIEAE, B Y U~ T IINERAES) ORWiE2Z T TW\WA RS, 728, NSAID
F UL Y OfffeEe G- L 1x, 1O S5 5 BLLE, ERIORIEIFEIZHE > T NSAID ZiRFE L
TWAHZ Ea &1,
NSAID O #H&* K OARUZS>WTIE, LFOREELZFH- LWL L
< R A DD IHCHLENRBE A £ T NSAID OB GEN—ETHDLEEZALND Z &
RIS TWS NSAID TR AL THDH Z &, Tz NSAID #% 1AL
NSAID sMHFI & BN 5325 2 LIEAEETH D
* HURBENTCTHEASNAT AEY O
1) 7AE Y CBMBEHOEE . £ O G 1% 1000mg/H 2L
2) NSAID & 7 2vE Y UHRAMAOEHAE., T o&581T 3256meg/H UL |
FEBGRHC 20 HRTE CTh 2 BHER Okt
W - =8 OGBSO O B I+ iEREE A H T 5 B
Rz, O3B REOEEDOHEENH 5 BE
BeRan 2 BN ORRAIZSW T, JF#ESR (AST, ALT X3 ALP) 55\ idk
LA U VB AEN U RO 8 5L Eo B
a BHEEREEZETHEE, BHERELA T 2 BE IBERT 2 BEAUNIZBIT S
EERMAEICBWT, M2 L7 F =l 2.0mg/dL #1825 B#E
ZFu bR TA e X — (PPI) ~O7 LL X —CIBBIES DOIRERIR D 5.3 2k
=ThHIER - EREZAETHEE
- BEEET 1 ABILANIC PPL & 5 W3 He A KER BN G S -8
ik A7 Y == 7 H0D EGD TIEBRFENRO bNZBHIC, =Y A7 TV —)L 20mg %
1 H 1FEAE%RIC 52 R OBE L,
[ Zaet
FEMIAE g kb, o A
Atk
< & H 4, 12, 24 ROVB2 BAICERT D E I+ RIBEEEROA K
BIRAFHBIEE |- %5 4, 12, 24 RO 52 BHZICKIT 2 WETI LANZA 2 2 72 X % B KR A OfL
© B H 4~52 HEBED 4 BT L ITRIT D IEAMEOZWNIC L 5 NSAID &R M:HbaE IR
DA I K OVERE S
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Erae s

< EFFAGEH >

52 A OBEG IR . BIERN#E SN -AERNIL, 130 Fil 22 f (16.9%) ThH-7=,
FRERN 1%U L THSZEERIL, =V AT T =1 20mgHETYy IV EZ I NV T
A7 xZ7—¥ (y-GTP) ¥hn, B, AFHREERE. MEM Ch-o7n (% 1.5% [2/130
F1), BEEZBWER L LT, FELOWIZ%L 1 HICED b, 5 FIRICE - 7=RIfE
AE LT, OBAMEBERN 1N b, FETHTHRE Shiroi,

Atk

<RIKRAFEAGE B >

Zar@#ﬁ%ﬁ* X, &5 4 U&M&’% 52 % E TH uvﬂm < ke Lf%rﬁxot
(Be5- 4 7% : 100.0%, 5 12 % : 97.6%. #5524 #1% : 96.7%. %5 52 4% -

95.9%) ,

Bt 52 W% IEIIER (Kaplan-Meier #£)
TV AFZ—/L 20mg BE (130 4i) 95.9%

[Kaplan-Meier 12 & % B85 - -+ IRIBHEEOIFRROAEE (FAS)]

g 00 G—S—8— . .

90
80 1
70

FE 60

=)

2 50
40

(%)

" 30
201
10

9770 4 & 12 16 20 24 28 32 36 40 44 48 52 @
BEFAMOHR

FEFIZE 130 130 126 123 118 118 118 113 112 112 111 111 111 111

@BIEE. +1EWEE. WEMEE. FEODLAMEEEWE,. Zollinger-Ellison AEFERE7R
LONCHIEE., + iEEE. H MALT U > S, B30 Mg MR BER ., R0 B i
* D NIREERTRER T, ~V ans Z— . o VERFERICBT I~ ansZ—.-val
DEREE DB

EPIZ TR R ORI RS O RIE I S B EE 23 A & 72 2 3R 22 520 L TuvZeuy,
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(5)

BE - REAEER

O HANNEEFE T HENE T/IEEKRRS (D961TC00002 #kR) 14

HEEBhER B Z AT 5 UIETHRDH 5 1~14 O HRE 50 iz k5% & LIS HaRBRIC
BWT, =Y A77Y—)L10mg X% 20mg % 1 A 1 [FliAk 8 &KL L& 2 A, ERHL
FRIEAR IR 2 ARFN DA ZINERTRD BTz,

HH A

RBRT YA Sfiaxdtlml, FEER AT ER

S —— B, RS, WA, 0D AMEEREVEY . YiERER, XX
e Zolhnger Ellison JEEREZH T2 IIHT 280D H D 1~14 5% 0 B 50 5

TEERIZ B 2 FIA - AL G T 2R1IC, REEFICL D CEICLD2FEENELNT
W5 B

- FAEBYSREC 1~14 o B

BRI E - BHIEE. T EBES. WETER., EOL AMEEREPIE, St RE R T
Zollinger-Ellison JEME#EEZ 9 5 XITHT 5 L EebiL b B3

FEEES (BMID) 23E#R5 BMIAEHERMAR D 3~97 /S—k L X A L Th 5 HBH
KRB SRR BELERS LK 2 L0 2 TORRTIEZ MW T 5 EE

IREA 10kg AT D B
- HAafHiROBTEDH 5 B
T EERS L UE - TahrRCyTA e ESZ— (PPI) ~O7 LAF—RCWMBIED H 5 BE
< BB a g X — - Vo UREOVLENRS D EE
B GREA~OEIHT AT 14 B LANIC PP 2 L 7= 8238 &

TV AT T — VIR EERIA] 10mg, =Y AT — )L 7L 10mg KT 20mg &
FfHF, EE 1 B 1 EEERZICERKR 8 AHEE LT,

PIE
Filp I
1%l b 20kg Kiif | 5~106] | =V 27T — LI AR 10 mg
T AT TV =)7L 10 mg
TV AT T — ) F 7L 20 mg
T AT TV =)7L 10 mg
TV AT T — ) F L 20 mg

(e Eiass

#

Jiik

TSN

1~11 %

20kg UL I 10 1

12~14 %

D [on | | |bo |

R
F

TR E H

gy
s
R |
i
é‘“

RIRA, NA 2P A

Atk
hH 1, 4 HOSHBLDOR—AT 4 v L OHBICEIT 5 _EEMLEHER (i), &
s, DG A O RS R TRER) oA I K OV AE S
BiEE. + fEREE. WAEIEE. KO FHEMERIESR OF KON
5 AL RO 5580 Y A 75— LOEWEHERF A —& (AUC.. AUC,.
Y ST Crmaxs tmax. tiz. CL/F } O V,/F)
BIRHORHIER | i F@ B B %O Y 2 75— A OREI TS 5 KB O AL
{Zk@;%%@jﬁg/s? 7‘ b‘& (AUCT\ AUCL\ Cmax\ tmax &U tl/Z)
CYP2C19 i&{n 12T )3 S EhaE (2 M 1T 2
W
NR—RF A RS AL RO #E5% OB 12 R ToO BN pH 28 4 28
ZBHRO3 HBZ BHEE (B WO el

CYP2C19 & 1m -2 RN A RIE§
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2k

< EEFHHE A >

MIEFIEL 50 Bl 2 il (4.0%) OEIWERAMNREINTWD, ZONRIE, H3HETT
FIRONEN ., 45 5 B CRBAEMENIS % 1 H] (2.0%) Thotz, BEFILICE-T
BIVEFNIEEE S BT 141 (FHIAROVER) RO bz, EEZRBIERROSECHITHE
SN2 roT,

A btk

<EIBFAGE B >

B, + IRBEE. WA, EOND AMEE AEWRE, Wt AE R, U
Zollinger-Ellison JEGREZ BT 2 XIITHE TRV OH D 1~14 O EE 50 % x5
L L7 EMRBR T, KE 10kg VAL 20kg AR (1061 [ 1 BED) Iy A 7TV —
JV 118 10mg %, 20kg LA EIZ 1 [F] 10mg (1~11 7% 10 6 [Z5 2 #]. 12~14 % 10
(55 48E]) XiX 115 20mg (1~1175% 10 B [55 3 #E]. 12~14 5% 10§ [Z5 5 &)
1 H 1[EEKSEMES Lz, £EGHOEHHLEER (o), &, O
. RO EREEATEE) (X, BERNERER L TV BE O 40% L, EOEIE TIHK
L7z, £z, HERMCHREATHMNIAER TE -EE D 5 BFBEZAFTAARD LN

R 72 3 BT RTUTI N TR GHICHT RNHE R Lz,
B 1R W2 B 53Rt 4R 558
(#E-451%0 (10 f31) (10 1) (10 1) (10 1) (10 1)
Flip 1A b 1~11 % 12~14 %
iS5 ;gi:;;% 20kg U |-
khH&E 10mg 10mg 20mg ‘ 10mg ‘ 20mg
Kaplan-Meier V(2 & % ol 5.0 BRERFE Y 08
Ma=ovF 100% (261) | 66.7% (341)| 100% (1#1) | 50% (2 i) 75% (4 %)
Tl 75% (4 %1) | 100% (3 i) 80% (5%1) | 50% (4 61)| 100% (4 i)
Lo 100% (2 #1) 50% (6 1) | 100% (6f1)| 40% (561 | 57.1% (7 i)
AR PR 100% (34i) | 66.7% (641)| 100% (4 )| 60% (54| 50% (6 f)

O FHENTEREZH LTk
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@HBEANNEERZEICEB T 2 ENE N ERRRE (D961WC00001 k) 15

W RE R DA L7z 1~14 s OB 27 Bl R OV LMBBOMEZ AT 59 AT 4 Rk

PURIESRR (NSAID) UK ET A Y > (LDA) Z#keIRT LT\ 5 1~14 D 22

R LEIFERRBRICBW T, =Y A7 —/L 10mg X% 20mg % Wi A 5E 2 O 410

B OMERRIETIZ 1 B 1 [ 24 B, NSAID i LDA Z ki L T\ 5 BE OB IEE
X+ THRIBEBOEREME TTIE 1 B 18] 32 BEEE- Lz L 2 A, itERERIE NS HIE

5 X3 RS O PRSI R DT,

HH A

BT YA ZiaxdtFl, FEER. WATHERRER

WM R R B L7z 1~14 i 0B 27 FI R OHEILHERIB ORIt 2 H 4 5 AT
AR 5 A FHEHIRERK (NSAID) HEAET7 AU > (LDA) ZfkgiRAL T\ D 1~14
%0) B 22

WEFRME R TE I8 DR E
EPH%.:JF%%E%@*U@:; V. NEEEMIC e B R (LA) 4% T Grade A UL E
DOHWFHERIBER TH D LRI 1~14 KD EH
HEFFRIEHI~ORATIZ, WIHNAE (8 @M) #& TRHTEMAN I AE R OTRE G
FEPERE A B OFLFE AN e U UTHRE) AR SNz BE 2R L Lz,
I ENRERE (EGD) Z2%E LA I3 EOEENED bR WEE L
SRR UE L7z,
ONSAID i3 LDA R o> BiEE S E -+ R IHES O B3 Bk
WEO EHHELEER, FEim, EGD Fri&Fic X v, BIEE X+ IEE5nsa
LTz &l T & BRBRIARMI Tz 32 WL Eic#57- » NSAID Xk LDA j5%% (—
TFHETOAZENEFZLYY) BULETHD ETHEND 1~14 DO EE
FEHREMMER) v ~F (AP PLdFY— %) ZMALTHEIEEIE, =V A F
F Y — VG BRARNCE OFAEZ —EHRE T4 HB ERH LT B

RS LY - {KED 10kg KO BE %

TYATTY—)VELUFORRETL A 1R, Wa%cENEE L,
OMFEMERIE A ORI
I N—7 1 ({KE 10kg UL L 20kg Ki) :
WIENAELIE (8 M) 10mg/H, D%, HEFFRENIM (24 3% 44 H#) 10mg/H
TN—7"2 (fKHE 20kg LA 1) :
WA (8 M) 20mg/H., ZDtk, HERFRIEMIM (24 X% 44 #[H) 10mg/A
(RBRET (0] EROHIKTT 20mg/ B F TH R AHE)
ONSAID X% LDA R A 5 o BIEE T+ eI TE 5 O BRI
JN—73 ({KE 10kg Ll E 20kg Kii) :
10mg/ A (32 Xi% 52 )
JN—7 4 (fKHE 20kg LL L) -
10mg/H (32 0% 52 ) (EBREAT (/] AT o]l © 20me/ B £ CTHYE ATHE™)

Jik RED#FHitE
1 | AR HIFREH | AR (TR
Jn— [ i
ey wome _tom | 10mg
HREAMEAE~10W |
‘UJ‘l;:72 P N 20 moE THEATRE B
AR EB 10-200 f I 10 moxBAteAELL TS | 10mg
Week 0 8 32 52
(_EGD(EE) )
. (_EGD ) (EGD(ER) (_pHfEE) (_EcD(EE) )
FHERE { EEAEER )

NSAIDs X [XLDAfR A D GUX DU E S

T3 BRI | ARAMR R

1~ 145 (210 kg, <20 ¥ "

:E!il&sﬂﬂ#?nm!‘g’, 10mg

5~108| | |

‘9" J\I:;an " | 20 moF T AT RE 20mg

ARRR i o 10 moEBitE AR ELTRS : 10 mg

Week D 32 52
(_EGD(E®E

A E (CpR(EE) (_EcD(EE)
C E£H-HEER D
ABREESFONNCOmg/BICHETR  ~ TENEEE O

DU : +HE%. GU : By, RE : WiirtRER
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QWA AE 2% DOHERFRTE
e
8~32 HOHERFEIEI OB AT L RRA > b GEFMEEE 2 Bk T & CEffE
L7= EGD FrR) DFMIC & 2 wfi ik A3 28 FR38 o A 18
et
8~32 HWOFAEFERGE, BRME, A F LA
ONSAID XX LDA AR H o B 155 33+ ZFR BG5S o 736 #i)
Hh
0~32 HOFERMFEDOEE T R A >~ (B T+ 4R BE s EER b L
IHEECHEMi L7z EGD AT ORI X 5 BIE5 T+ RIS O 3 0 A 4
et
0~32 HOFAEFERGE, BRME, A F LA

TR H

QWA 2% DOHERFRTE

Atk
32 WL DOF G2 ikt LT-BE 25 L L= 8~52 i (8~32 KX 32~52 1)
DOEET Y RBRA > b GEFRIERTE SR BEER UL E CEi L 7= EGD Fri) OFE
iz & 2 Wit R B R A O A

AN
0~8EDOHEFERSR, WIKRRE, A XV A
32 LA DHE 5. A fkfe L 7= B8 D 8~52 1 (8~32 i} 1) 32~52 ) DHEFS,

BIR BT TE B FEARRAS, A Z YA v

ONSAID Xix LDA IRA H o Bi&E 3+ IR E O B3 il

At
32 LD 5 2kt L= BE Zxtg & Lz 0~52  (0~32 KL 32~52 i)
DEET Y KR A b (BEE T RBEEEEER S L IHMEETER L=
EGD AT i) OFHMiIC L 5 BiEE I+ I8EE B o f &

7tk
32 LA D ¥ G- Z ke L 7= R D 0~52 I (0~32 3 J 1) 32~52 ) DA EES,
EERIRAT, SA X Aa v

O AE I OHERFRTE

A

< EEFHIEE >

8~32 WO FHEMEEE R DFIEISIL, Zv—71 T 0.0% (0/7 ) . 7 —7 2 T 5.3%
(1719 f5) THh -7z,

ST R 24 JHAfH]
BeGaE (B @ 7 n—71 (7)) Jn—72 (19 V)
PRI O 0 f 1@
FREIS [95% EHEX ] @ 0.0% [0.0~41.0%] 5.3% [0.1~26.0%]

a) =710 1HIEOTN—7"20 1§ 24 E TITBBRPIE L2257

b) 7 A—7"2 (20 ) @ 1 BilI%. HERRRIEHIBRAGIHZ DR IERIE R 2GR L TN 2 & 23R

s L SNTTDH R if‘iﬂfﬁ%%. 3E iﬂiﬁ?ﬁ)o 7=

c) FHEHLENREMRAEIC X 2T L OMR, 1R IEE ET 2ERHE, L 20mg ~OH &%
FT DIEREE L HE S L

d) 20mg ~DHFE A F L AERHE

e) Clopper-Pearson ¥£(Z X 0 &

RN DR TEREH 2 X GICAREOMERHRIEOF M A2 B L 72 25 AR5
(D961HC00006 k) Tik., 24 WEREGZOFREREROIEFREIGIL 92.6%
(174/188 f3]) T o7, AAER (DIGIWC00001 RER) D/INVE o 3fi i £ 38 48 D#ERF
R TR — MR T DHERRFE (24 @R OWRMERBEROIEFREET, T —
71 T100% (/7 H)), Zv—7"2T94.7% (18/19 ) TH v, ARBROMFHIERE
ROMEFFFIE IR — MTBWTHEIMEEZ T 2 720 OBIEIXERE L TWRho 7z h
OO, FAOHFIERERBE BT DR LEFARETH -,
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V. GRICET 5 R

<BNRAFEME B >
32 UL D 5- 2 fikig: L7z R BT B 8~52 IO E K DHRESILT TED
EBY ThoT,

BeGaE 7 N—71 (6 1) 7 V—72 (16 )
Be551%0) | 8~32 | 32~5238 | 8~523 | 8~323# | 32~52 | 8~52
BRI Y 0 1 1Y 1 f5]Y 1 5] 3 il 4 159
FREE 0.0% 16.7% 16.7% 6.3% 18.8% 25.0%

[95% [0.0~ [0.4~ (0.4~ [0.2~ [4.0~ [7.3~

EREXR] 29| 45.9%] 64.1%] 64.1%] 30.2%] 45.6%] 52.4%]

a) LEEILE NERSHRAIC L B FT R OMR., AR IR 2 B S EREE, UL 20mg ~OH A
B DR EA TR S L

b) ESELE ARSI I & BT R OHER

c) 20mg ~D¥ & & T DR E

d) Clopper-Pearson 2 X 0 & H

ek

< EEFHIEE >

8~32 WICERD LN-RIERIX. 72— 10 76I% 141 (14.3%) THE S 7= {Hf#
161 (14.83%) ThoTz, ZN—7 2 TREWERIZHE SR o7z,

<FIR B TE B >
0~8EIZ I N—7"1 KO 2 TRIERIZ#E SN e o7z, 32 LD 5%kt L7-
BEITBNT 32~52 BIZRO LNEWERIX. Z7A—7 1o 66F 14 (16.7%) T
W SN HEREREAE R 16 (16.7%) THh-otz, Zv—7 2 TRIWERITHE Ship

Mol

AR (Fix) ONSAID X% LDA iz A o> B 55 X3+ — 885 O Fas8miH
Bk
< FEFHMEEB >

0~32 O HIEE I+ HRIBHEEO/REAIL. 7 v—7"3 T11.1% (1/9 #) , 7 —
74 T0.0% (0/13 %) Th-o7-,

A AR 32 1 fH
BeGRE (B @ 7 n—73 (9 ) T N—74 (13 )
FRFI D 1 451 0 {1
FREEIS [95%EEX ] P 11.1% [0.3~48.2%] 0.0% [0.0~24.7%]

a) ZN—7 40 1HI% 328 E TITIRBRTIE & 72 o 72

b) LENH(LE NERBTRAIC L DT RO, 1R I A 3 2 RERIEE, XX 20mg ~DOHE A
E DR R E L

¢) LEBHLAE NS IC X 2 AT o iER

d) Clopper-Pearson J£1Z & ¥ Bt

B O BB S RIS OB E 2 A 5 BE & %212 NSAID # 5 Ficki) %
AEOFFRIH R E2 B L2 B IHERER (D961HC00001 #ER) Tik, BhH#% 24
RF oD BEE XX+ BB O FEFRES imﬁ%(%WH3W)T%otoiﬁ 59
ANOBBE X3+ 1B E5E OB IR 2 67 5 BF 2 X512 LDA &5 T2k 1T 5 A%
D FEIEIH 2t L2 B IR SR (D961PCO0001 #Br) Tid, # 5% 48 T H
B T+ BRSO HEE IEFREI 1L, %9%(mmm2%)f%oto$i%
(D961WC00001 7X5k) D/~ED NSAID X it LDA #5210 5 B it -+ 45
B O BRI 2 AR — MW T, B3 (32 M) o BIEE T+ fEhE
B OIEFREE X, 7”~73T®8%6@@WD\ﬁw~f4ﬁlm%(mﬂ3%)?
by, AK#RBRDO NSAID XL LDA # 5Kz iéﬁﬁfﬂi+2%%ﬁ%®ﬁ%%ﬁ
amR— MIBWT, REOFRMEZFMT 2720 OBMEITEREL TR 500,
R D BIEE T+ —HIRE B OBMARE 2 59 2 BE I Té%%&ﬁ@ﬁf%oto
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< RIRAIRFAMRZE H >
32 WLARE DB Akt L 7o B TR 1T D 0~52 3 0 B X3+ I8 o i 5sHl
BETROEBY Thol,

BeGaE 7 N—73 (6 ) T N—74 (7 1)
Be551%0) | 0~323 | 32~523# | 0~5238 | 0~323 | 32~52 3 | 0~52 ¥
RIS 1 f51v 0 1 1 f5i[v 0 f 0 f 0

HRES 16.7% 0.0% 16.7% 0.0% 0.0% 0.0%
[95% [0.4~ [0.0~ (0.4~ [0.0~ (0.0~ (0.0~
fEHEXM] 29| 64.1%] 45.9%] 64.1%] 41.0%] 41.0%] 41.0%]

g x a) FITHLE NRETMRAIZ L AFT A OMR, IR L2 B3 28R E U 20mg ~OE &%
iR (FEx) B DI ME R R L L

b) EEHLE NESRA IS X DT R OfER

¢) Clopper-Pearson #I2 L 0 HiH

e
< FHEFHEEHE >
0~32 IZ /N —7" 3 RN 4 TEWERITHME ShihoT-,

<BIRHIFHmIE B >
32 LA DB G- A ks L 7= R IT BV T 0~52 WIZ Vv —7 3 KOV 4 CRIEMIZ SRS
Xhehot=,

) ARAORE - HE (V. 3. AERCHE] 2R)

(6) Ja A A
1) ERARERAE (—REARERE. RECRABRERE. ERARGELEAR) . HERTERT
FR—ZAE. RERTREBERABROANE

<{EARERE>
E/ﬁ%s +:?Eﬂ%/ﬁ% =y /EJ;;:: SIS riﬁ:_ﬁ*“ 3'50 b/\JEIElﬁLJEUILr
Zollinger-Ellison fEIZE¥ #*xH & L= EHAMERE ©

AR 2 b B FERE TS d6 1) B Rk K OVE M O Mt & B 09I 6 sofi ol A % 920 L
3,671 Bl ZUNEE LT, VM st SIER) 3,394 il 45 1] (1.3%) ([ZEWERNRD Hii=, 3
BILL ERB U 7=RIER X, T 6 6 (0.2%) . #HFk 4 61 (0.1%) ZOWEH: 3 61 (0.1%) ’63?) UR
W EIEEERENER Ch o7z, 3 HILL ERB L= RAMORWER /20 o7, BEELEIEM
VIR ZE K O MR D4 1 Bl Thd o 7o, RIERZRBLRICH BEZENRD b K+ :;h H1b
PRI CIEARE - Sk, BEEEOG M, FRA SRR E (FIRE) ORIaRIEO A B &K UM D
BEHERIEOFETHY , THEEEERLOIERS M E A ESTE CIIWRESEoR®E, 71
X —DOFE GOMEOFAE, DFRARIEOFEE, KH O GRILOZE T O A OAH OG-
HiEOFETH T,

B NMERRAT X GHER] 3,038 B2 35T, WS RIL B IESE 82.2% (254/309 f41)) . + 1515
1575 91.6% (98/107 f5) . Wit /&E S 78.9% (120/152 ) Toh -7-, MEEIEE 2 FliIZiA
i, Zollinger-Ellison JEEHE 1 il CITIREATHA L7c, BRIERD 9 B LR OWERIL
M 98.3% (588/598 i) . + —FRiGIEE 97.3% (285/293 f5]) . W& &% 87.5% (7/8 )
THY ., o OUERITRIEEE R 93.2% (1,285/1,379 i) . FEONS AN E & E M iE
89.9% (213/237 ) Thote, £z, EBTIRXORADORIE - HEIZHE U0 5ER (2,672
B (BRI D NHREIIEECRIT EIEE 81.4% (237/291 #) . + FeiHIESS 92.2% (95/103 i) |
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WA RTE R 78.4% (105/134 i) TH Y | ARAERD 5 B LR OUERIT HIEE 98.2%
(5657/567 Bl) . + —FEIGIEE 97.2% (273/281 f5]) . W& ENEES 87.56% (7/8 f51]) . J=<eid ik
E|RITWPEMERIER 93.6% (1,167/1,247 f51]) . IEOYD AMEHE BIEVE 92.1% (105/114 )
ThoT,

<FrEMEFAREHRAE>
AYanys— - En0YRERECRIFERARERE "

RN Z SR AFER FICRBIT 5 ay Z—. vo U BRERIEICB T 5728 R OE i
DG & H PR EM RO 2 266 L 364 1 2 UNEE U 7=, Mt 89E s 852 #i (—
IR 319 i, —YRFREE 33 ) th 12 ] (3.4%) ICEWERNRD b, T X T—RKRET
DOIEBIBIT, ZIRREIZIB W CTEWER ORBLL R0 > 7o, BB LRIERONFUT TH 7 41
(2.0%) . BRFEEE 361 (0.9%) . IFFEE, 352, 2 LK) 7~ FHELREGFES 161 (0.3%)
ThHYH, WITNHIFEREREWEH Cho7c, REOBHEMIZY v~ F LRI 161 (0.3%)
Thotz, BWEMRHARICHEBZENRD bN-KFIT, SKiIEEIEOFEE, [3KIPHHEE 0%
RO EFEOF IR Y 13 FIPFHEE] OFILoRETH -7,

FIEREAT R SAER] 316 BIllZH51T 5 3 FIDF IR ER OBRERILTEA T 81.6% (258/316 f1)
— KR 81.4% (232/285 ) . —IRFREE 83.9% (26/31 %) ThHh 7=, £, EFIHRLDORA
O - AEICHET A HER (314 1) 1281 DFRERIZEIRT 81.5% (256/314 fl) . —Ik
BREA 81.3% (230/283 f3i) . IKBRE 83.9% (26/31 ffil) Th -7z,

B BREBYBETERMEEEROHFEREICET SR ECARERE Y

BN % P G FERE IS H5 1T 2 138 « PR A V) I Witk B 2 BB L oeh 3 2 MERPIRIE O
LRV ORI ORGE 2 B B R0 F it A 2 520 L 631 i 2 INEE L 7o, 2 gt f
GUiER] 601 Bl 10 1] (1.7%) 12 15 EORIEHDRD bivic, £OWNRIT EIEEE 2 44, &
B, NIRE, IRRNIRIZ. MEERAR . 1B MEE 5. (ER. T, WEM, ITHEREEE . 32 R
B, FEBROEIOFEEOR 1 THY . WITNLIEEELRENEH Ch o7z, RAORNERIZK
BXR, IRBIEZ, BIEEA T, EERBIERIZ o7z, BIEARBERICAEEZENRD LN
TR FAIARBN O 5 EDOFETH - 7=,

A W EREAT R GHEB] 496 1D 5 6| HERFIRIEBIIATE 2> O BLEHIRIKE TR ST G- IEREE Tl
—ETHNHRBERAE N TN 105 6 (21.2%) (231 2 NIRSIAIEF 1T 86.7% (91/105
) Tholz, BRIEROUGERITIICT 90.8% (317/349 #) . L 91.3% (209/229 1)
LR 89.8% (168/187 f51l) . H RAEIK DI RFITMILT 79.4% (277/349 1) . Flz 83.8%
(192/229 f1l) . LasilIa 85.0% (159/187 #) Th -7, F7o. BTIRILOEADHE - HE
(ZHE U7 AL ER] (494 ) 1T361T 2 NHREEANIE 38 313 86.7% (91/105 i) . H RAEIR DK
RN 90.8% (316/348 f31]) . 7k 91.2% (208/228 1)) . LM BRI 89.8% (167/186 1)) |
B AR OV R ITMCT 79.83% (276/348 i) . Al 83.8% (191/228 f5il) | Lo 84.9%
(158/186 fil) THhH -7,
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WIRAERERDABRRICHEICET 2 EEARERE Y

RN % KPS AE SR RE TS 31T 2 Wit Bl R B 2%~ D ARFI OTE R SSE O fE 2 B 1Y
(2R B A AR A & it L 1,590 5 & UNEE U 7=, 22 VEMEAT T SUEF 1,367 417 29 1] (2.1%)
T 34 FOREWER DGR BTz, ZONFRITEMEE %K 4 41 (0.3%). THI 3 #1 (0.2%) . #KfFE &
WBIZE 2 61 (0.1%) T, TNLSMIE 161 (0.1%) ThoTo, EERBWEAOREILII2L,
KENOBEWERITIEBIET K 4 61 (0.83%). &IHATAZK, N—F2 Y 05, RERZ, mE, 71
X—E@s, FRGEORIE, Bk, B2, AFENARPE, HERE, R, MR, 2
WO 16 (0.1%) THolz,

A WERRNT S RIER] 1,307 BID 5 6 B MEFHAMNIRE A IR SUSTED GRS B LTz B OEIA 1
81.4% (1,034 ffl) Tdh o7z, iz, AR R CTARANS KT 2 BFm L Mgl Pk
TholBEOEIEIX 87.7% (1,110/1,266 ) Th-o7-, BIRIEROLERIIMLIT 91.6%
(1,080/1,179 fi) . 7P 88.0% (883/1,003 i) . L&l 88.3% (672/761 i) Th 7=, H
FIEIR DIEIRITHRT 69.6% (820/1,179 i) . Fl# 73.0% (732/1,003 ) . L 74.0%
(563/761 fiil) Th o7z, M OMEE CEME) 13, & GBiER 4.0£2.2 AETH 72D
(Xt L. Bkl TlE 0.6+1.3 HAATH - 72, $e5-BRAAHT & Fc k& G o [ . TR S
AN ENE S 4072 54 BIlZISIT D WHETEE=RIE 87.6% (42/48 fiil) Th -7z,

BERE7XEY Y (LDA) HE5ROBEEXT+IEHESOBERINGICRE T 45 EEARE
EHE 20)

BN 2 PRI SEHE T2 3510 5 LDA Mk 5- B8 2810 5 BIEE U+ R IBEE O /3
PN 3T 2 ARFN D% M K O M O R 2 B B RRE R F i i A 2 5206 L 2,331 51 2 I
£ L7, ZRMMANTSIER] 2,295 B 63 ] (2.7%) IZRIWEHAZGRO bz, FE2RRIEAIX
BIGkEED 25 B (1.1%) T, 3 BILLEIEE U7z IVER I35 8 51 (0.83%). T#i 5 #i (0.2%) .
FET 461 (0.2%). &I, MR, HIELRRLKOE S EEES 361 (0.1%) Tholo, EHER
BIVERIX 14 511 17 EC, BB L7-FS0T, T 46, JUGE, #EE. B, 2, B ons
PEFRRIRIE . B L, 77 1> A~ —BRIERAE . EakTH e, VR I, RRMEMERGJE . M it R
i % OV H S EF R D& 1 - CTh o7z, EIWEH 63 fif, 3 FILL EFREL L 72 REOEIEH
X, ST 461, Bl R OTEEARROK 3BITH Y, SELEH 4 FlAFR< & &ifn 1 FILSMEIIEE
BRAER T 7o LT 4 BN HOW TR W TR b AH & DRIREIRA b2 TiX o7,
BIEEHA N O BITEARBEIS L., T 112 #ARm] 1.83% (30/2,295 ), 12 #ELLE 24
ARG 0.4% (8/2,074 f51]) . 124 #LLE 36 EAmM | 0.3% (6/1,977 fi) . 136 HLL L 52 A
fiii) 0.3% (6/1,900 %), 52 #@LL F 64 #Am]) 0.2% (3/1,804 f51) . 64 LL F 76 38 A )
0.1% (1/1,668 f5l) . 76 @LL I 88 WA | 0.2% (4/1,609 i) . 88 HLL - 104 AT ] 0.4%

(6/1,573 1) KLY 1104 LA E] 0.2% (2/1,283 ) TH V. AA|IOEMF 524 5 BIVER %
BREIGO EFRERTED Snienoiz,

BN R GUER] 2,104 Bl 5 6 AFIBEGBRAAE ISR A 4 FE5E L 72 EBIX 553 15
(26.3%) T o7, BIEE &K O+ AR E O IEFHEHE (Kaplan-Meier) 1%, 12 1% 98.5%.,
24 % 97.8%. 36 Hk 97.4%, 52 % 96.4% MK N 104 #k 92.7% Th - 7=, BHRIER DL E
LITOME R 89.3% (316/354 f31]) . BAAIE 84.3% (268/318 i) . HEHBHEAMIK 85.4% (263/308
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B . Bgo1F 91.4% (465/509 f)) | Ly 91.6% (152/166 ) | EH: 91.9% (57/62 f51]) & TNT >
5~ 87.2% (232/266 i) . H RIEIR DOIERFIL L EERTE 83.9% (297/354 1)) . BECAIE 76.7%
(244/318 f51l) . MEEREAHIES 80.2% (247/308 f1) . Mg<°1F 86.1% (438/509 f4i)) . il 88.6%
(147/166 ) . NEM- 88.7% (55/62 i) LKONT -5 79.7% (212/266 ffl) ThH -7,

ERTHA FERRER (NSAID) RE5FDEESEXII+ZHERESEOB ARG CET D5E
ERAERE 2

FRN % %G SERE N2 a5 1T 5 NSAID ffse i G- 12 361 5 BiEE X+ g B O
FEIMHNT RS D ARFN O 22V R O DO IRES 2 B AR el ok ai & 2 320 L 1,611 6%
WA UTe, RRMMRAT I SRAER 1,521 B 26 1 (1.7%) 12 38 - DOEIER NS b/, 2 4
PLEIZRBN GO G- EERIL, KltE=2—r )F—2 6] (0.1%). @i/E 2 # (0.1%).
FREDRAE 2 6 (0.1%) . BHEIE 2 6] (0.1%) Thol-, BFIRXOEH LoEENST
BICEARVENWERIT, Y, Mg, OVFE AR B et U > SR, B, SR 2RI,
mlRME, < BB, B, AREALEE, AR, OEME), BREET ey 7 Atk
A KRENRZER, Hk, B irERmR, Bha R, ke R, B, &e, Fo88
BEIr, BRETAS 1LF, Kt = a2 —u T — GlE, EXGEORIE, BHERIENS 2
Bl ChH o7, RFIOEGHMBMORIERREBELRIEL, 12 BEARW  1.1% (17/1,521 ), 12 #EL
b 24 A - 0.4% (5/1,155 1)) . 24 LI E 36 AT : 0.5% (5/1,023 f51) . 36 HLL L 52 i
R 2 0.4% (4/949 1)) . 52 WLL L : 0% (0/740 ) TH Y . EHFGITLE S BIVEH L OH
IHETENIFRD B Rno 7z,
A R R GUER] 1,308 Bl 5 B AFIEG-BAAHE I NS A 4 FEhE L 7 SE B 205 4T
HoT-, BB+ _FEBBRGEOIEFHE (Kaplan-Meier) 13, 12 #H% 92.7%. 24 %
90.7%. 36 % 89.9% & 52 % 89.9% Th 7=, HRIEIRDUERILLEER 93.5%
(302/323 f51]) . BAKANIR 87.6% (289/330 #41]) . & FHIEAIE 87.8% (260/296 ) . M<°1T 93.1%
(363/390 f51]) ., > 92.1% (175/190 f31]) . W& 95.5% (63/66 ), (F > .52 86.8% (171/197
) TH oz, BRIEROWEFL, LEEE 90.1% (291/323 #) . BHRIE 80.6% (266/330
) . EHBIEA IR 80.7% (239/296 f41]) . Hi<°1) 89.7% (350/390 1)) | L 90.0% (171/190 1)
& 95.5% (63/66 ). 1T ->.5 82.2% (162/197 f5]) ToH -7z,
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INRERIZE Y SR EMAMERE

1Ll b 15 R o/ NR 2 R I A ER Fickid 5 TBEE, - fRBEE. A
WPEMERIE S, FEOS ANMEE ESE, Zollinger-Ellison JEERE | (%9 5 AH| D222 K
O EORRE & B B R AR A 4 920 L 239 Bl & IUE LTz, 2T ot Ui 5
212 Bl 3 Bl (1.4%) |2 6 FEORIERNGERD bz, EOWNRITEARZ IR, M. T,

TI=T ) T ARAT 2T =B, TARTXURT I ) v T A7 =27 —BHMEN)

YOI NVEINVET AT 2T —EBHINRE 1 CTh o7z, EEREWEHORBEIL R0 o7, &

FIRSCOE EOFEEN O TR TER2VENWERIL, $RZHEE LD 1FlITh o7z,

FWEREAT X GUER] 184 BIZ IS8T 2 Bk a-MRE D & B TR O UGERIL, LT 90.6%
(48/53 f51l) . Mk 95.9% (47/49 ) . LrEEIE 95.8% (101/106 B) K O EEERR R 93.0%
(93/100 fi) T -7z, FAXI G BRI T, HIES 29 FllZd 1T 54 B hRAER O UEERIT,

g 100.0% (1/1 %), LEERE 95.2% (20/21 ) K OV EREERA DL 100.0% (9/9 1)) TdH -

Too F RIS 15 BT Is1T 54 BRI IR OSB3R 1T =0T 100.0% (2/2 #) L 72 100.0%
(1/1 B) . LEmEdR 100.0% (8/8 fil) KON EEEANRIK 75.0% (3/4 ffil) Th o7z, WRMER

ER 109 BT 5% BMTEIER OUGERIL, M) 92.9% (39/42 ) . &% 100.0% (36/36

f) . LR 95.3% (61/64 i) KON EEEALEE 93.0% (66/71 ) Th o7z, IO AM

HRIEWIE 31 BllC T 24 B FIEIR O UeERIE, 0T 77.8% (7/9 #) | A2 81.8% (9/11

). DEEE 92.83% (12/13 1) KON EREEA R 93.8% (15/16 ffl) Th 7=,

AN HEREAT RIS ER] 184 BIZ 331 2 Bof& IR O 25 B R AE R OV =1L, <o) 86.8%
(46/53 ) . & 83.7% (41/49 B) . Loy 90.6% (96/106 f51]) KO EREAHEK 84.0%
(84/100 f4il) T - 7=, FHAXIGIRBER T, BIES 29 FllZ3 1T 54 B MRAER O R HRIX,

il 100.0% (1/1 %), LoEERIE 95.2% (20/21 ) K OV EREERAR PR 100.0% (9/9 1)) T -

7o FHERE 16 BllC T 24 B RAER OTHERRIL, i) 50.0% (172 fi) . 78 0%
(0/1 f), LfEElm 75.0% (6/8 i) KON EMEEAPE 50.0% (2/4 ) Tholz, VLA

PEE EEIE 31 B2 1T 24 B MURAER OTERIT, W0 77.8% (7/9 #il) . Bl 72.7%
(8/11 fl) . Do 84.6% (11/13 f5l) KON EIEHIASHIK 62.56% (10/16 f3) Th -7,

St

=}
N

<BERFGERT—AN—XRAE> BEHH)

LEMRFIFE | B

AR OEIFEGIZ LV BIFREDO U R 7 BEIT 20523 T 5720, AdEE GEj
MEIER, FEAT A REPIRIEIRR G230 2 BIBE XL+ B EE O B

A& B AEFIRLT 2 B U A SR 351 5 T S SR L) (< LA
HIBILT S e MRS 551 7 B 570 T L 5 BERRAI S5 75
F—H X—2Z : JMDC Claims Database (JMDC #I)
BEFIA s R F A

S SR : AT £ 475 MR |

i IR A (V=) v s IR A AT AL N B

SR - & A I H2 AR LT S8
T MILERICHND T —ZHA EITICEE S B R OREITR (B, TY
N DEFOFEMIE, AKGRE OEE PR A E A RET 5,)

(2024 £ 6 H W)
2) RAZFHLELTEBFENDARXIIER L-AE - KBOBE
A% L0

53



V. GRICET 5 R

(7) £ DAt

<=‘5%> AATS5Y—)L 10mg. 20mg D

E/EJ; + ?EIH’//J_IEJ; u%

RRZNR

EiEE. Zollinger-Ellison fE{ZEE

2z

— KRR O EI IR D L B0 Th b, Flo, “HEEMKEKER (BiEE. + 5
IZBWTARFOF MR ZE D TN D
OB 4 " 2 # R T
=hi v 98.0% (388/396 #1) 92.5% (359/388 #1)
+ R 98.3% (238/242 f4) 95.7% (223/233 i)
VikEtisizer 100% (34/34 {51) 97.1% (33/34 f4)
Zollinger-Ellison J 100% (474 fi) 100% (3/3 f3i))
AR, ThEEYEEM L] 248G BERT TRHEEHE] 1882,

2) FULAMERESTRIE
FEOSAMERE
ML Lo 20k 4 ]

(31/96 )

ﬁ/ﬁ%ili"’ *EIH’J‘J/E%' IOH'%)’\U:/\gg_

WFRIE 2 x5 & L [EWNOEER
O R0 2 BIH KRR Oy e e i ez R = 2 32.3%
45.8% (44/96 #]) TH-o7=,

BRI

BWT, AATF Y —/110mg % 4

E0 OREOHE

<f%77y~w\7%%yy}ymﬁ%&0&7)2nv4vy@3ﬂ&5>

[E] PN il PR Sl
FHHKN D 1 [BFEE P 5014k
- W | i | & w
F AT TV —)L 20mg
75.9% 81.8% 78.8%
TEXTVU LKW 750mg () | 2 [E/H
J5 ) 24 400mg ) (44/58 H4) (45/55 1) (89/113 )

Y2

DY LT —ERBRR U R T L HE SRS, Y ans g — .

() PUITBREE 1/ R B2
vm UG &

BRECHIE : BREFRIER 6 IZH 1T SRR, MAME K OREFKRROT X TORE TRIEOSH A,

NEVY T

] P T i % B AR AR

vt L HE

Pt 5 PR
BHA D 1 [ 5-F N
- EES s | e | A 7
* AT Z ' —)L 20mg
86.3% 75.7% 81.1%
TEXTVU KFW 750mg (i) | 2 [EI/H
25 2m~A L 200mg () (63/73 i) (53/70 ) (116/143 1)
* AT Z ' —)L 20mg
77.1% 82.7% 80.0%
TEX V) KM 750me () | 218/H
25 2mvA s 400mg (JIf) (54/70 441) (62/75 ) (116/145 )
C ) PIEBREE G5/ REAm B4
D - R LT — PR OSSR T L HIE S a, ~V 3y 2 — .« vo U & HE
PREHE « BREEER 6 T SRR A fﬂ%ﬁk%HU*"ﬁ&Uﬁ%i’iﬂ?ﬂuﬁ%ﬁﬂﬁ‘AfOﬁ"ﬁfﬁx mfm.

ANYanRygHg—.

v Y ik &HE
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ONYanxyZ—.v'n )EEERICBITE~N) a7 22— 2o ) BREOMB)
EIWN 2 ik GREERN O RTE - s 1 STk, &GRS o YL - HaE 1 SEh) o I 7 SCERASEEA &

NWIEKREZ T T,
i ) Watanabe, H., et al. :J. Int. Med. Res. 2003, 31(5), 362-369
i) Kodama, M., et al. :J. Gastroenterol. 2012, 47(4), 394-403
iii) Sung, JJ., et al. :Gastroenterology. 2000, 119(1), 7-14
iv) Mazzoleni, LE., et al. :Dig. Dis. Sci. 2006, 51(1), 89-98
v) Vakil, N., et al. :Aliment. Pharmacol. Ther. 2006, 24(1), 55-63
vi) Koskenpato, J., et al. :Scand. J. Gastroenterol. 2002, 37(7), 778-784
vi) Ercin, CN., et al. :Anatol. J. Clin. Investig. 2008, 2(3), 118-122
vii) Milutinovic, AS., et al. :Eur. J. Gastroenterol. Hepatol. 2003, 15(7), 755-766
ix) van der Schaar, PJ., et al. :Dig. Dis. Sci. 2001, 46(9), 1833-1838
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VI. EMEE(ICEI HEE

1. FEZMICEED SILEVMRITLEYE

Ja hRoTSA e B —
FEE  BEO B HLEMDRIEE - WRFIX, KRIOETRLEZRTHZ L,

2. REMER

(1) YERERML - 1EFRF

1) BEES W iNHI Ve

BEMIPIC IV T, SRR SWHIEME (220 TEFral s AR ) R
BEMIIGIE ISR D 2N ENDOZHEA~EET D52 LICL 0, —#HOFRZUWMSOGN 2
%o ZORISORAERRETIEL, BRI O 0WEREC Hr2 it L, b0 Iz Ky &Ry
At e AR LTI A RS HY, K-ATPase 3B 5- L T\ 5,

AANX, SRERMEREE CTh 2 HEEMIRO S EEICER L, BICXVIEEEKTHLI AL T =
T X RIRIZEB S NS, ZOIEERDO SEHSR, 7a bR 7o SH K LA L (S-S HEA).
Ta hORCTOEEERET DL LICL o T, B AT 5,

H
H

BER
&l IIII> o0 o
? <TRPURSTEOREE EE>
0"
SR 1 R
P eam

H*, K*-ATPase

(FaroR )
Ca?* ’,"' A
R+ CANP :
MR ;Ax;:l}*/&ﬁ{%%
e - HR: ERZSVH, &
FFILayy ER&SY GR : HRAM)VBEG

BB, AFlE e bR O SH K EOREIIRAHEETHY, e bR T —
F—o— (5fiF - AR ICEDET, HBOWIRET LI EEZ LN TS,

2) NJanys—-- En0YBRECHBIERDOEF
A~V any xZ— . eEn ) BRERFICBIT D AROKENIEN pH 2 LA SE52 Licky, 6f
HAENLTEXVVY KM, 77 ) 2~ v OREEEEZEDDLIZ LICHDHEEZD

nos,
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(2) ERhZ= R T HABRBAE

1) E FTOEHR
@%WpH’&f?%@
REFERANBHEICBNT, Z7rAF—"—JEIZX Y=Y AT 5 —/L 20mg, 40mg P KA A

77y~meg%1Hl@5aﬁﬁ@ﬁmﬁﬁbt&%\m%ﬁﬁmﬁprﬁ4uL%
RTIERIOE S 1E. FHFIN 62114%. 68+8%. 59+19% Th -7~ 1V,

BiI% BN pH>4 OF#EER (%)
CX (R R 72
TV AT T =)L 20mg 40 62.39 14.40
TV AT TV —)L 40mg 37 68.49 8.09
F AT —/b 20mg 38 58.91 18.67

) ARAORE - HE (V. 3. AIERCHE] 21)

fEFERANBHEICB T, 7 8Ad—N"—JRCLV =Y AT TV —)L 10mg, T AT T/ —)L
mmg%1a1@5H%ﬁ@ﬁu&@bk&%ﬂ4ﬁﬁ$KaWpHﬁ4u£%ﬁ¢ﬁ%®%
Hlx. FNFN 48+23%, 43+26% Th 7=V

BiEK BN pH>4 ORRIR (%)
CX B FEAE(R 2
TV A7 FV—)L 10mg 42 47.50 22.55
FAFF =)L 10mg 42 42.74 26.49

INBEE 5 BlicBWT, =Y A7 T Y —)L 10mg KT 20mg #5512 L0 12 B FicEH W pH
N4 UL AT OEIE 1T, 51.2~98.3% Tdh 7= 2,

@HEW pH I KITT B L EKyEE (SEAOT—X] 3

B EEVIEER 26T DA 36 BllBWNWT, Z7aRAA—N"—kick V=Y 27T —)L
20mg, A7V —/)L20mg % 1 H 1[5 ARIKERA#ESG L, 24 FFRIEN pH £=%1 »
7 R OB RE O RRES 21T - 72, 24 RFIHIZE N pH 28 4 DL B2 R TR OFIS 1L, =Y A
Z =) 20mg DA AT TV —) 20mg I[ZHRTHEBEICE P T2, $lo, =TI AT TV —)
20mg D AUC 1ZA A 7T V' —)L 20mg ([ZHA_XTHEIZE D> T2,
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P pH >4 DR 5 KB 7 A =~
(95% (=A< 1) AUC (95%/E X )
TY AT ZV—) 20mg 53.0% (46.0-60.0) T 4.18pmol-h/L (3.27-5.35) §
A A Z Y —) 20mg 43.7% (36.7-50.7) 2.34nmol-h/L (1.83-3.00)

Tp<0.0lvs AA7Z Y —)L, §p<0.0001vs A A 77> —, (mixed-model analysis of variance)

TIRXRT T a bR TTHEERIL. T8 IRKTHDIAAT T =L ELERERIUTHD
ZEWRENRTWVWS (VL 2. (292 O7 v bR 7REER] 28),

FDD, BRIZBW T Y AT T —ANEHBEDOA AT T — X0 4 @B WH 2
RERTHBILZ, =V AT T VOMHFNEDMERNA AT T =L L0 HEESCHTH Y,
BHWAUC &L= EEZXZ BN TNS

2) JEERPREAER
O7'v bR THEER Lin vitro#l] 2
T XEMEB DT 7 R T (HY, K-ATPase) IZxf L, =Y AT T —)b FRATZ
V—=)v RAATTY =, Wb e NORCTTHEEREZA L. FOERME TR
EThol,

i ICs0fE (pmol/L)
TIRATT—)b 3.7
FAT T — ) 5.4
RAAT T —v 4.4
St
RERTIE

T XERERE LR L7 e hoR T (HY, K+-ATPase) =Y A 75— F R
T =, R AT T = ERIGET (pHS.7) T 15 MG EE, ATP (75 /v v =
U UBE) OMKSFIIZE VAU Vias EET 52 LIC X vEgRmEEEE LT,

@ H W5y Wi E A

(i)HEEY X HIER Lin vitroiBi] 5

TYRT TG FRAT T RAAT T = E, By FHERICB T A X
< R E e A A R AR AT IO BN L7, ICs0 Ml (50%PHFEWREE) 1XZh 24, 0.36, 0.33,
0.32pmol/L Thk v | [RIFREE O HEEPEAIMBIEMN 2R~ Lz,
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[BERICE T D e A X I U fill S BRrEA T3t 2 IHER ]
(%0)
100 - 9361 g2 19 92.94

W X750 —)L (S ICs0: 0.36% 0.04pmol/L
80 - [ #4757 —)L 1Cs0:0.33%0.04pmol/L
» RAAFZ =)l ICs0:0.32£ 0.07pumol/L
5 60 -
% 46.18 14 75 44.36
£ 40 -
20 - 13.91 12 46 13 01
799 733743
0 -
0.1 0.3 1 3 10
YR E (umol/L)
*¥1:100pmol/L b A ¥ I Z Xk 2 HERFEA % 100% & L CatHA
BT DA G LT BB, 53 D ICs0 fEIT V-4 LAR RS (n=4)
RERT I

VY XEHERELAER L, Y (VA TSTF)— L, FRATST— ) RFA TS —
T T R UL, e2ZI 0 UWC-TI Y 2RSS, HIERESIZERY A
ENTHEETHD UC-T I /) v oOERABRAEROEE S L,

(i)EEZ > -0
BEZ Y MIBWT, TYRAT T FRAT T )b RAAT T —)Lid, R A HA
R U RO b a— LRI 53 i 6 L C AR 72 I ER 2= LTz,
HEA W BT D IHHER O ik, R-AA7Z > — (EDsoff : 5.1£0.1pmol/kg) 134
A7 = (EDsoff : 7.2%20.7umol/kg) LV HE L, AAT TV — I Y AT TV —)1
(EDsofE : >12pmol/kg) LV & &molz, ZOFTRIZZ IS 3 KDOIMENRE NT A — & THh
HAUCINRFIAT TS =V >FATFT =)L >T I AT T — LOIETEMEII/RD & & —
BELTWe, 77205, SEIRINTZTY AT T — ) AT TS = RFATT—)L
O EERSTWAMHIERBE DX, 2D OHEWNT v MIBWTHRR L EYEEFN T 77 7
ANERTZENERFRTHD LEZBND,

AR

BHET v M2, Y (AT T~ AT TS, RAAT T = Wbt b

VoA b U< ITEIEEA AR OG5 L, EWERE 120 5% 06, XU 2 HA R VRO

/w\:f—/VR/ZT 150 7> G 510 K 2 B R0l 217 - 7=, BRI+ o Bk % 30
SR CTERR L7, £7-. Bk 5% 180 4y £ T MRy 21 E L1,
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AR o S:iltal: ol RVARSERE!

(iii)Heidenhain pouch -f X 7

TYIRATS T =) AT T — ), R-A AT TV —/LiL, Heidenhain pouch 1/ X(ZEIT 5
b AL I IR By WA U BRI e sl e 2 os Lz, 3 Ao TR RS
% 120~300 73BT 5, HETWEIK T 2 HHI1EH O EDso EIZT Y A 7T — /b A A
TI =, RARAT T A TEREN 25501, 2.9%0.1, 2.7+0.1lpmol/kg) ThH -7,
Fio. b 3HIO AUC HHETH - T,

- R B W R 5 | FPBIR T A~
(umol/kg) =R (%) AUC (amol-h/L)

TYAT T 1.0 17.5+4.2 0.41+0.08
2.0 37.0+6.2 0.92+0.16
4.0 71.4+4.8 1.59+0.29

FAT TV —v 1.0 19.7+4.3 0.47+0.08
2.0 38.06.4 0.89+0.17
4.0 61.2+4.0 1.90+0.39

RAATZ =) 1.0 15.2+4.7 0.42+0.06
2.0 34.85.2 0.79+0.10
4.0 68.3+4.5 1.62+0.18

R AR HERR

RERTTIE

W) () AT TS FRAT T )L, RRARAT T —)L. Wb R A b L
URTRBE 2 REfH) O DRI CRE A4 G- L BRIz & A2 7 X RN 390 4r i Frfse i 5 (—
90 7376 +300 3£ T) IZEVITo7, BikA b 22 I HIHATD 15 73 (B Besrw o HvE
&4 2) EOe 2% 2 R+ O 30 4542 Heidenhain pouch 7> HERER L 7=, MMAFEHEE
W)Y RE 13 5% 180 4y & CHIE L 7=,

() YEFAFIRRERE - s
VI. 2. (2 Dt hTOIEM] &R

60



VI RpEhielZ B4 5 A

EWENREICBII SHEB

. MPREOHR

(D aREBGCMPIRE
T AT T = v D B By WA AR T FP R LS IIARBE L 7R,

(2) FRIRGRBR CHE SN -MPRE
1) BEERA"
OHMEFE G
ek A BYEREERE (24 5], CYP2C19 @ homo EM, hetero EM & T PM ™ 23[A%0) (2~
ATZV =/ 10mg KU 20mg Z ZEfEIRFICHIRIRE Q45 LT & & ORI O IDEhTE ~Z
A—ZIZUTDEEY Th D,

Beh 5 Cmax (ng/mL) Tmax (hr) AUC (ng-hr/mL) Tz (hr)
10m 245.2 2.50 552.6% 1.052

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

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

Tmax (3 RAE (R ME-FRRME) . 2R LSMIRMEY (95%5HHIXE) . a) n=23

—a—10mg

—&— 20 mg

Flasma concentration(ngfml)

12 14 16 18 20 2 24
Time (hout)

TEIEHE R, n=24

) homo EM : CYP2C19*1/*1
hetero EM : CYP2C19*1/*2 1% CYP2C19*%1/*3
PM : CYP2C19*2/*2, CYP2C19*2/*3 X% CYP2C19*3/*3
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@S

R N B s E (24 5. CYP2C19 @ homo EM. hetero EM ;O PM ® 23F%) o= v
AT = 10mg XN 20mg % 1 H 1[0 5 HIEIXERO®K G L7 XDFE 5 HHB (ZEERH
5) ORECIEDOIEYENRENRT A —HIILLTFD LB TH 5,

Bh a5 Cmax (ng/mL) Tmax (hr) AUC (ng-hr/mL) Tye (hr)

10mg 376.5 1.75 822.1 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)

Trax 13 E’j%’fﬁ (%/J%ﬁ_%j{{ﬁ) N

UM TRMT Y (95%E 4 X M) . a) n=23

BEH3HAKDS HAD Coa | FFARETH 722 b, KEERGMAE 3 BiCiZmiEh=
VAT TV NVREITERREBICEE L LB b0, &5 5 A HORERL 12 REIZH T
HifEER =Y A7 T = VREGHIRIEHRIRA LTI T L, 1A 1 EREES LT BT

WO BRI DT,

1.000
300 |
600 |

400 |

Flasma concentration (ngfml.)

——10mg

—— 20 mg

SEEEHEHERZE, n=24

2) #HRKRGINR?

16 18 20

24

IR EOVNREZE (48 #l, CYP2C19 @ homo EM 13 %41, hetero EM 28 4], &KX PM 7 1))
(=Y AT —/ 10mg OV 20mg = 1 H 1[0 5 HREILL EER OG- L2 2 A, KA

KOFWERENT A =2 ITLTD LB ThHhoT,

HBHED o TY AT T = VOEYERE T A —H

ERROMKE ™ [ Coex (ng/mL) ®]  Toax (hr) P JAUC: (ng-hr/ml) @|Tye (hr) ©
10?55&1 20kg ik 10mg | 9 | 854 (141.7%) | 1.58 (1.03-5.92) | 2261 (42.6%) ¢ | 0.80+0.18¢
1~11 % 10 mg| 10| 537 (110.4%)| 1.52 (0.92-6.00) | 995 (78.3%) ¢ | 0.97+0.55¢
20kg M I 20 mg |10 (1908 (41.5%) | 1.47 (0.93-1.52) | 3459 ( 1.08+0.44
12~14 i 10mg| 9 | 311(91.7%) | 1.57 (0.93-2.95) | 619 (105.5%) 1.37+0.88
20kg UL |- 20 mg|10| 981 (51.3%) | 1.75 (0.95-3.00) | 1918 (33.6%) 1.06+0.25

a) MV (EBRED. b) TRME (FVE-BKRE) . o VM HIEHERA, d) n=7, e) n=9

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

62



VI RpEhielZ B4 5 A

3) st
R L

4 BE - HAEOEE

) BEOEE (MHEAOT—4%] Y
fERERRA 24 Bl 2 %BRIC, =Y AT TV —)L 40mg ® & ZEMEREUI RS (FEHENEIR) BHk
IC1H 1M BEEEROELS L, =Y A7 T — L OMEREEICRIETTREEOEEL R
L7, =V A7 7Y —1® AUC LT Cnax 1TEFEBUZ X VIR T L7220, W pH IZx7
LEENBDO NPT b, Y AT TV — )VORRKRHRITK L TREOEEIL 20
EBEZHND,

) ARAORE - HE (V. 3. AIERCHE] 21)

2) HHRRDOEE
DOV TERAL, Tx=hrAfy, YOuRES—)L T T7
V. 7. fHEAER) S8

Q=Y RATTV = TEXRVVI KM, 7TV ZAu~A 0 3FPFHES
rEADT —5] 45

fEEERE AN 19 B2 81T, 7 B AF— =BT/ A7 TV —)L 20mg, 7TEF VU K
i) 1000mg P, 7 7 U Au~A 2 500mg P ZENEEAL, L LT 3K E1H 27
HREIER DS Lz, =Y A 75 —Ld AUC. 1T, BAF G 3 A10F A G-l
Ko fzicra L7,

SH[ e L Cmax AUCr T1/2
HEX S (pmol/L) (pmol-hr/L) (hr)
" 2.33 4.97 1.09
HALE G (1.99-2.71) (3.97-6.21) (0.98-1.21)
TYRAT T —)u 3.23 11.29 1.63
(n=19) 3 AP (2.76-3.76) (9.03-14.12) (1.46-1.81)
i 1.39 2.27 1.50
(1.24-1.55) (2.00-2.58) (1.39-1.61)

el 2) (95%(E X [H)
AUC. : #&GMME (o) (Z30F 2 b e i dhig T ks

) ARSAORE - & (TV. 3. HERUCHE] 28)

3HFIPEHICE Y, 77V 2~ Y RONTEFXRT VU KO Mg E OB 2 T
o=, 70 2a~A D 14 iKEBILREY D AUC . 3K L7,

63
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@Fr7uxty HEADT—F] 0

TV ATT Y —E NSAID ¢ 5:R¢ 0 B85, + ARG O BRI AW Z L0k,
R A ZRIRIZ, 7 a A4 —N"—EIC T Y AT T — )L IR NSAID ThoHr T 71
XU OMEERICOW TR LZ, =Y A7 TV —)L40mg™ % 1 H 18] 7 BEERD
5, F7uxtr 250mg & 1 H 217 AEAER DL, b LIImAZFHES L, #
WENRE T A — X B LR R, =Y AT T — Lt F T a Xt o O TImERsl & bic
FHAEERITRD bR o T,

SHI = L Cmax AUC T T1/2
HIERISR (mmol/L) (nmol-hr/L) (hr)
" 4.90 12.75 1.36
HAIB G (4.40-5.45) (11.07-14.69) (1.26-1.46)
ol I 4.52 12.22 1.39
(n=31) ‘ (4.06-5.03) (10.61-14.07) (1.29-1.50)
" 0.92 0.96 1.02
(0.85-1.00) (0.89-1.03) (0.98-1.07)

AT (95%(EHH X [H])
AUC. : #5MIE () (231 2 M b B e dhi T~ dnfs

) ARSOME - & (TV. 3. HERUCHE] 28)
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@uxyryuarzzrF RY LD

HARNGEEERR AN B2 351, 7 m Ad— "—ikIZ T2 Y 27T Y —)L L IERPUE NSAID ¢
boaxY 77z OMAEERIZON TG L, =V A7 FY—/120mg % 1 H 1E5 H
MIERO#EE, nY 7272 60mg % 1 H 305 HEERAO#ESL, b L IEl#El % 0F
R L, a7 2 —2 &L,

ZORER, =Y AT F =D AUC., Cssmax X Tz X, 22T CYP2C19 OEEFHIZIH

WT, v Y7 a7=F N AR D HFEREENIA DN -T2,

(=Y AT Z Y =V OIEYERE T A —F]

Css,max AUC T T1/2
(mmol/L) (npmol-hr/L) (hr)
. 1.88 3.43 0.92
A (1.51-2.35) (2.54-4.64) (0.80-1.06)
homoEM R 1.47 3.37 0.93
| )
(n=12) 2 AIGFR (0.95-2.27) (2.39-4.74) (0.80-1.08)
I 0.78 0.91 0.98
(0.59-1.03) (0.79-1.04) (0.91-1.07)
- 2.44 6.02 1.26
| :
AR I (2.00-2.97) (4.70-7.72) (1.10-1.45)
heteroEM 2.53 6.10 1.26
| 3
(n=12) 2 AP (2.01-3.18) (4.76-7.81) (1.09-1.46)
b 1.04 1.01 1.00
(0.86-1.26) (0.89-1.15) (0.96-1.04)
. 2.50 6.95 1.36
A (1.64-3.82) (4.87-9.92) (1.08-1.71)
PM N 2.97 7.48 1.40
| 2
(n=6) 2 AIDFI (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)

Keln 15 (95%EHEIXH) . a) AUC.. Tuzidn=11
Css,max . Eﬁ%ﬁ%a:%”—é%%mﬁﬁqjﬁ%g
AUC. : &5-/bR () (T3 2 i EE R dh B T s

n%y7u7 =0 AUC, ., Csmax KON Ty lZIZT Y AT T — VA HBHCA B R BB N 5
NN, vx Y7 a7 = OFEHNREY (transOH (K) OIRWENRE T A — X |[TH B/ H)
XA BN olcl b, 2 AT — by a7 M U AEREHABES LT
HLEGRMN R ERO S DR AERITEZ 52nE B2 b,
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@72y rBEADT =519

TERRRLA Z R RIT, 7 B AF—N—{EC TR Y AT FY =T A ) COMALFERIZONT
Mt Liz, =Y A7 Z Y= 40mg™ % 1 A 1[815 ARMKERD#EL, 7 A > 325mg &
1A 1805 BRIERE A #5- b U < IEFAZ OF G LR BIRE ST A — 2 & Heill U7t
TYRAT G =T AT O TIEIEEA & SICHAEERITRD bhisoiz,

NN Cmax AUC~ AUCt
HERIS (umol/L) (umol - hr/L) (umol - hr/L)
- 2 5.0 13.5 13.3
HARE 5 (4.6-5.4) (12.3-14.8) (12.1-14.7)
TYIRATZ
R . 4.8 12.6 12.4
- ] £ a)
(;=5{2V) 2 ADFTS (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)
- 2 19.2 22.9 9 22.4
HIRE G 0 (17.3-21.3) (21.5-24.3) (21.1-23.7)
TAEY v . 2 21.6 23.89 23.3
(n=51) 2 AIPFRS (19.4-23.9) (22.4-25.3) (21.9-24.7)
[ 1.12 1.04 9 1.04
(1.03-1.22) (1.00-1.09) (1.00-1.09)

a) (Y (95%1EHHXH)

b) o e [2 IO R/ BEAIGEHA K] (90%(5 %8 X [#)

¢) n=49

AUC, : %5k () (2B 5 MR B R g T~ i

AUC: : IR 0 7> & k&I E T REIRF A S ~C oD i B Hh i B8 R il B T T A

) ARSI OME - HE (TV. 3. HELROHE] 2R)

®F=v 4
TY AT TV ==V OB AEERITRRD Do Tz,

2. FUEERNS A— 4

() BB 3%
s Rk L

(2) IR T4
s Rk L

(3) MR EE TS
R L
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WOV TSVR [HEADT—4]

fEEERR A 16 BIC, 20mg Z HEFIRNE G L2 202y 27 V7 7 AF 21.7LM Th-7-2 9,
INRBFIC 1A 1A 4 BRKEFIRNES L2028 7 V7 7 A E, 1~5 BT
3.4L/m (7 ], %55 10mg). 6~11 KD EIETIX 3.6L/h (8 #], #5& 20mg). 12~17 HED
BIETIZ7.0L/h (661, #h& 20mg) Th o7z 10,

G 2MEHE HEADT—4]

fERERR A 16 B2, 20mg % HEFFIRN G- L= & & OEFIREEO S MAERIL 17.8L TH 729,
NREBEIC 1 B 1A 4 HERKESIRNE S L2 L & O0MARIT, 1~5 moRE T 3.3L (7
B, #4558 10mg) . 6~11 OB TIL 6.8L (8, £ 5 & 20mg). 12~17 D E TiE 9.5L
(6 #l, #5H& 20mg) TH-o7= 10,

(6) Z DAt
LR L

. BEH REavr—av) @

(1) T 753
YR L

QD INSA—2 EHER
RS L

- BRI

(1) RUREBLL - AL

@QNAFTRA4ZEY T4 [HEADT—%] Y
fEEERCA 16 B, 20mg & HLEIFRIRIN $ G-I B VLRI 1182 5-RED AUC 72> B3R 7o et /A
TRATEUT A1EB50%TH o7,

Xl

(1) i — B APS BT
PR L
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(2) % — BB BT B 1
R L

<BE>S [FATFTFTV— (T8 IK) OF—#]

IR T » M2 UCHERA A 77T V' — )V bmglkg 2R OG- L7z & & HGTREIT MR K& OE VR
(AT LT22S, T OREITRMRMERRED 12 L FTH Y, 5 24 FE#Z I3 REED 1/10
UUTFIIKTF L W,

(3) it~ DB ITHE
BB L

<BE>S [FATTV—N (T8 IE) OF—#]

BHAH DT v MM UC HEFHA A 7T ) — )L bmglkg &5 U723k i, St Picmag iR E o
L~ 4 5D HEN AT L= A%, SLYF RO B T O BN AR & 2T IAT LTI L, 24 IS
% IR mIRE DK 4% TH -7 10,

() BB~ DBATHE
R L

(5) T DILDIHA~DBTHE
AR L

<BES [(FATSIFV— (FBIK) OF—F]

7 v MZ UCHEf#kA A 77 ' —)L bmglkg R A& 532 & BURER, BRI CIx 2 BERI#. [F105,
FEIBTIX 6 Refil%. OO TIX 30 R ICHUBEIRE O mftiz ~ Lz, Do,
L R OWHAEE CIIEIREE CTd o 723, Rk CIXmAE PR & [ARENZNLL T TH D |
e 524 FERIR (S I3 B BE OO 1/8 LLFICIA 4 HRICITR G LI RE DI & A 3K LT,
Fo. v TR UCHERA A 7TV —)L 5.2mglkg ZEARNIEE G- L- & &, bR, T, B
FERE R O IS T AR IS IR EE 1204 L7220, %5 16 BERIZICRIBEIC 04 L T\ D DX
BHED I T 7212,

(6) MIRELFESE [in vitro]

TV AT T =) (WSHREE © 2 X% 20umol/L) ®t MIEEAREARIX 9% ThH 7= (RS
AHiEiE) 19,

/N O MHELE A AW T UC-= Y X 75 —/L (BRI : 5pmol/L) D ImHERE AfsES 2
SLEEZA, 1k, 4~5 ik, 6~11 &N 13~17 mO/NEICHE T 2 & A A RITTNE
N 97.5%., 96.3%., 96.2% K% N 96.2% T ~7-, 72F, HilatLE L THW R ALETOEA
FEAEIL 96.6%TH o7 14,
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6.

() REMLERUCRBRER (HEAOT—52] P

TREHHERAL < T

TR -

TEEERR A 6 BilIC 1C Rk Y A 7TV —)L 40mg P ZHERE OG- Lz & & miEh o =AW
FANR AR N Fed ik ThoT,

) ARAORE - HE (V. 3. HIERCHE] 2R)

QRBICEET 2BFR (C(YP %) ONFiE. F5F [in vitro] ¥
1) KBBROSTFE

v MF 7 ey —2Lx2HWe in vitro FFREFEBROKE R, =Y A7 Y — 1331 CYP2C19
IZE Ve FaEi ik, 5-O A FLRIZ, CYP3A4 (2 L0 2Lk ARCR#I S, REEA
VT I RESER M LI Fr XU KK D50 A FIUEROARKICE S35 CYP2C19
DFGRIT 3% TH T,
T AT T =V ORNRHESRZ Y7 7 A (Clint tot) X 14.6ul/min/mg protein TH Y |
R-A A7 =@ CLinttot 42.5nL/min/mg protein ®#J 1/3 TH Y | in vivo IZFB T/ A
TI—IINE RA AT T X0 BRI IIE DR T D LR ST,

[E NI 270y —2ZB T2V AT TV =V RO RAATT ) —LOREHHER (in vitro) ]

-
0
cveacte O /\fji/ﬁ Ccyp2cty
e ey i
20 27%) N N 399 (94%)
/
HN 0
EFOXS & (REH)

- o -

0

0
Q
SN SN 67(46%) b 18 (4%) S =N
N 4? ! N h N v \|4
o 2o o
\ 5-O-BiAFILE (FiFHE) N

7
TYATSI—I 2
(S-AAF5J—I) CYPIM : 7 9 CYP3A R-ZAAT5J—
39 (21%) N w \FN 0.8 (2%)
(o] HN \@_0/
RN (FEM)
CL inttot =14.6 (uL/min/mg protein) CLint tot = 42.5 (WL/min/mg protein)

HHhoHFHCLlin( F5E) £17.

CLint ot : BEEA 2 VT 7 A
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2) HFEMRBBERRICTTHER
A CYP2C19 Ve MFR 7 v Y — L&MW in vitroiBRICBWT, =/ AT TV —)b
(B - 10~100pM) 1% CYP2C19 OiEMEAFLE L7z (Kiff : 7.9 X (8.6uM), L2vL, b
MF 7 1 Y —2%Z W= in vitroiRBRIZB W T, =Y XA 7TV —v (JEE : 10 X 50pM)
X, CYP2A6 (Zxt L CLEMEHZ/7Rr &9, CYP1A2, CYP2D6, CYP2E1l K& U CYP3A4 D%
PEIZOWTIE, KifE 37, 84, 58, 38uM TH VY, =V 27 Z Y —)L (RIE : 10~100pM) D
CYP2C9 1254 % Ki il 12~25uM & BLEMERIZ DT TH -7,

() MEEBENROERRVTOHE
LR L

() RBMOEHOE MR USEIELL, FAELE
ERBITHDE RFuofk, 5 OBAF I, AL H ARSI R T 5,
7. it

(1) B ER AL e R R
FEALERETHRIES D23, —HIIIBAITEER 288 CHREPICHRt S h 5,

) #ittE [HAEADOT—2]

fEEERL A 6 fIlIC 1UC HEk— Y A 7T Y —)L 40mg P Z HE[FR 0 %5 L= & & . CYP2C19 ® EM,
PM WFHUIZBWT b, G HEEDR 95%7)8 48 HE % TITR P R O gkt S, Rk
it & B P e B O IR 4 X 1 Th o7, REMED SRR 1% R Th -7,

) EBAOHE - & (TV. 3. HERUCHE] 28)

(3) gt
BB L

8. FSURKR—A—IZEAT 51E#R

PR L
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9. ENFICKDBRER

(1) AR AT
R L

<BE> [FATT) = (TR OF—4] 18
JEROEAT B 2 Bl STEMEB A REE 7020, AT T Y —/L 20mg % HE# G Ui
e 2 BT L7z ikBRIC 3 W TSR TP BE O HERB IR ER AR L £ D b 7270~ 72,

(2) & FEHT
BEERR L

<BES [FATTS = (FEIK) OF—%] 19 20 21

BB R & K GUCA A T T —)b 20mg/ H 2485 U, i PR & Bt L7z alric s\ ¢, i
BN L DFREFIEE A ERRO DT, BT H KOS B THRNEIRICEEITR O S
Mo,

Q) B &R ER
RS L

10. HEDERERT HESE

(D EREICHSTL2EYEBE (HEAOT—42] ?
R R CEXRFR 74 5% (T1~807%)) =Y A7 Z7Y —/L 40mg™ % 1 H 18] 5 HIH
RKERONEE Lz & 855 HHO AUC KT Comax XFERE BN OREWENE B A TE W FE RS CEY
N 45 5% (29~58 %)) LV bEWMEMZ R L, BMEE Ok (S S FEmfmEE) (34~
1.25 (95%(EHHIXH : 0.94~1.67), 1.18 (Al : 0.91~1.562) TH o7,

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

ks k2 (n=13) 5.57 15.98

Fem s DIE ek H B WE S (n=36) 4.74 12.75
et/ FEmln B E Db (95%EHHIX[H]) 1.18 (0.91-1.52) | 1.25 (0.94-1.67)

AT

) ARSORE - & (TV. 3. HERUCHE] 28)
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Q) FEEREICST5EDBE (HEAOT—2] ¥

PR RERE & B =Y A 7T Y —/L 40mg ™% 1 H 11815 HEMMER A5G L& & AUC. I3,
FFHSRER T o> 7o v Ve B ROE WO R I PE -~ B O PR RERR T A CIdAY 2.3 fim < | B8
FE~REOITHREERERE TLZOHIE 1.4~1.8 Tho Tz,

Cmaxa) Tmaxb) AUC T a) Tl/Za)
(mmol/L) (hr) (umol-hr/L) (hr)
JH R
X (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)
PR (n=4) 5.4 2.3 22.6 2.4
(2.5-11.5) (0.6-4.1) (13.8-36.9) (1.83-4.3)
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)
PR RELIE W O IEEIE B A E W 4.7 1.6 12.8 1.5
TIERE (n=36) (4.1-5.5) (1.3-1.8) (10.9-15.0) (1.4-1.7)

a) AT (95%EHIXH) . b) RAT1E (95%(E X H)
AUC: : #5fR (v) (2361 2 M ke K2 R R Al T e A

) EBRSAORE - A& (TV. 3. HERCHE] 28)

(3)CYP2C19 DiEI=FE A D EENEE

fERERR A B 24 Hlice Yy A7 F Y —)L 20mg # 1 H 1 [\ 5 AMNERAKRGE LZEE D,
CYP2C19 D& (=I5 (homo EM : 8 {5, hetero EM : 8 5], PM : 8 f5l) m#55 HH (%28
K 5:) ORZEACKRDOIEYBIRE ST A —HIZLLFD LB TH 5,

11.

Cmax Tmax AUC T1/2

(pmol/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) (1.08-1.72)

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)

AT E) (95%(EHIX )

) homo EM : CYP2C19*1/*1

hetero EM : CYP2C19*1/*2 1% CYP2C19*%1/*3

PM : CYP2C19*2/*2, CYP2C19*2/*3 X% CYP2C19*3/*3

Z DAtk

BB L
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. TEE (ERLDEESF) ICHYSHIER

[

HERBELTDEH

RESN TN

. ERAR LT DER

L

2. B2 (ROBFBIZIZHBE LA L)
2.1 AHRNDOREAI T U CORBEUEDRBEERED &H 5 BE

<R >
—RIZ, AN L DT LAX—2 I LTEBF IR CERA 2 HEREGE T EEERT LIV
XA DT RN D D,

2.2 7 AV F UGG, Vv U ARG T OB [10.1 ZH]

< iR >
T AW FEEEE, VL) CERBEOIEREZEET T A8 ENNH D,
VI 7. (DAL Z0HB ] &R

- DRERIIMRICEET SR L EDER
(V. 2. ZHRESUIBNRICBIE T 21EE ] 2235 2 &,

. AERUVA=ICEAEYT 5FE L ZTNDER
(V. 4. HIEROHEICEESTEE) 22B352 L,

. BEEGEAMIE L EDER
8. EELGEAXRMIE

(BheREH @)
8.1 ik, FFEERE. BRERESFICIERT5 2 &,

< R >
8.2.3 D & 2 IR,

(FRHEEER)

8.2 WiitMEAIER OMERHFRIEIC O TIX, B3 - FRZBR Y IRTEFICH LELE T2 L
&L, ARHERFRIEOMED R WVBFICEGTH5ZLEDRNWEIBETLZ L, -,
HEFFRET I E MRS E 2 i 272 CBEZ +04T7H) T EDRZEE LW,
B, ROFHEIIHHEETDHZ L,

8.2.1 AR OBEENE, JEROBREELZRE L CHEFRFRIEOHEZEIRT 5 Z &,

8.2.2 EMURIEN BAFIZRT-N TV D LW SN BT R U EEZ Z BT 2 L,

8.2.3 MMM ikts, FiaE. BHEEREORELITI ZENEFE L,
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VI 22t (R EoEEs) [T 55EAE

<>

WP RIE R OMERFRIERIC, RiBlsE (NWHESE. M bEEEoENRER L) %
K VREFEITAT O L O EEME LT\ 5,

8.2.1 WitMERTAR O TR DEMIK - & U CHEIEL-CHFER O/, FlmENHfE Sh
TV YV, BROBEAERE JERORESEZZE L GERRIEO &2 8IRT 2 0EN H 5,
8.2.2 HMLIRREN BAFICHERF SN TV D BEICBAR E B G2k T2 Z i3 E L e
EEZDLND LD, BAIRED RAFTRIEN TV DHEE. RAIOKRE T EEE
BT H20END D,

8.2.3 RMIF G-I EMRICMIRER., ITHERE, BHEREFORAEZ FEHM L, REBles 157
WATH) ZEMEETHDH I &b, REHLTWD,

T

N3
7,

e

‘.{

GEULAMBREY RE)

8.3 HITKE L TIEMIBZIC L 0 o), B i o e ks D ik L L b s 2
& EMBEY 2 AULE) 2RO BT 2L, B, A0 EE, &
T B SE O MRS O O L a R B K D IER 2 BifcT 2 2 LR H D DT, NS
BEEICID ZNODEBTRN L 2R THZ L,

< Sl >

[FEO S AMEE RETTE ] ([ZBW T, W00, BRSO B W iERE IR 23 ok L%
JELTWDZ L &R L, AFOEKEABGT 503, B - SiEEREOBMERRIC L DIE
RO DT RN K DR A AFIB GBS 2 Z &R b D72, NHSHMASIC X
DZNODOFRBTRNWZ LAMHRT DL OEEMET IMNENRH DL EEX TR L TND,

. BEDERZHIDHBEICEHT IR
() EHHE - BIEEEOHDEE

9.1 AHHE - IEEFDOHLHEE
9.1.1 EMBEEDRETEDNHSHEE

< fifE >

—WRIZ, EWRBUEOEED H 5 BETIL, BHEORWEE L g U CRAR 54125855
B DBBUER OFAET ARENEG L 725 L WVbILTWA 7D, 3kt U CERYRRBEIED
MDD 2 BE CIIEEICRET I2VLERND D,

(2) BHelEERE
BRE SN TR
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VI 22t (R EoEEs) [T 55EAE

Q) el E RS

9.3 FFiaElEE RS
AT CTH Y . MPRENES RDBZNNDH 5, [16.4 B ]

<>

AENIEICHFE TR SN D, SMEAOT —F TiE, FEEOHLBEHEICZ Y AT TV —
40 mg/H™ 1 H 1[0 5 HE#SE Lz & & AUC IZHFHEREIR T 00 72\ E Mk A v i
JEBE I, EEOFEFEEE TIIHN 2.3 FE, BE~FREOTFEEDH L EBH T
HLEDN 1.4~1.8 THoT-Z EBHEEINTND 2, LIER-> T, FEEOH HBHEIC
FEEICEGTHILENDH S, (VI 10. HEOHREZATHEE] BR)

) EBSAORE - A& (TV. 3. ERCHE] 28)

b EFEREHX AT 5F
BREINTHARW

(5) 124w

9.5 1147
I SOTIEIR LT D alREME D & 5 ethiciX, 1R Lo EERfamtt 4 Elal 25 &l
SINDHIGEICOAREETHZ L,

< iR >

i ~DT Y AT Z ) — )V OREEICET 57— 2 X BN TE Y . BB 23R8k CIIe -
JEVEDFANT RIAE T EREN & D OIEER 2B R S Cnen 3, 72, KKl T+ 2
KTHDHARAT T — VA2 U8R © b A ER IR S TR 4 5

QE L
9.6 2L
W O ISMER ORI DA B L. BILORFOUTT I E BT 5 2 L,

KENDZ IR THLAAT TV =NV TOEBYER (T v MED bmglkg) T, BT
~BATT L ZERHESN TN D,

< it >

IO LTI DEERRBRIIFE L TR 57, & h TOHLH~OBITHRHA L TR,
BB, KEOTEIRKTHIFAT T — VRO BRERIC LD T > MELHEGRBRICE
WL, AT T VOFBIIRD SN/enoT- 4 B, 7 v hOERNEIEZ B L7
BRCIE, ARAT T Y= AR FICBITT 2 2 L 3B HNTND 9,
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(N INRE
9.7 NRZF
EWNIZBWT, RHERER, #rAal, JLRZ S E U BRRERIISEE L TV,

<S>
AANOEANERATER TIX, RHARER, HrAR, LRZ2dRE LERABRIIER SN TR
5%, AR 2,

(8) mlind&

9.8 EinE
BHEN OG- 2T 5 2 &, —RICHTEIE. TOMAERKRENET LTS Z &5
gl/\o

< i >

B CIE—MRICAEBEBEENME T LT D Z R ZW T, EROREIZHT-> T+
REBPMLETHDL, =Y AT =L, HEROEAITHY | SMEADOT —F Tl
FIIRIERE A (T1~80 i) (ZAHK] 40mg/H™ % 1 A 1[5 AMKERG Lizs &, #5
5 HH®D AUC KO Cmax DMFERMROIEGNM: H REWIIELSE (29~58 %) L0 ZnTh
25%. 18%EoT- L DHENRH D 6,

) EBASAOHE - & (TV. 3. HERUCHE] 28)

. HEEA

10. 8RR
F & LTS CYP2C19 X UV—# CYP3A4 TR#E S5,
o BERRSWMHEIERIC L 0 (OFHEROBRIN 2 AR TS EL 20155, [16.4
Z ]

< fifEn >

TV AT T = EEIZCYP2C19 K O—# CYP3A4 IZ L W Rt &2 5217 5 Z Lt &
TW5 7,

Fio, VAT TV =V OBEESWIHITERIC LY . OFAERRI ORI 2 EH UG T &8
AT ENH D,

76




VI 22t (R EoEEs) [T 55EAE

(D HRAZES L ZDEHA
10.1 #AEE BALGEWLI L)
A4 T B AIEAR - HIE ST ik B - faBRIN 7

T AT ENERERY | 7 X T VRO VR | AHI O B BRI HEIER I X0 7
(LAT 5 5) EFWET HRENN DD, | H YT E R O VSR ME T
[2.2 28] L. 749 B o i A s

FT52Lhbs,
<t >

EFERRANCAFID T IR THDHA AT TV —/L 40mg/H & 7 % FF EAREEE 300mg/
H. U hJF bt/ 100mg/H%Z 10 HREPFHFKG LI &, 77XV FELD Crnaxs Cmin XY
AUC OIKF (Z1EI 72%. T8%. T6%IK T) 23§ b7z Z & 75, European Medicines
Agency (EMA (%KX EMEA) : BRMESEST) X, 724 P BB LY M e
EFATT = L& ) #E L7z (2004 4 12 H) (EMEA Public Statement
(EMEA/202649/2004)) 8, FE/EHOBFIZIHETIZROA, AAT TV =M X 58
pH OZALNT & P F ENARRBRE ORI E L T D D LRI TN D, KAl A
AT T = VN EN R K OFE ST FHNTIABIL TV D Z e ARAITH R O
VNG D LR L, PFREER] & LTno,

A4 BEAIER - FRIE T iL BEFF - fEBRIAF
Ve el RS | Ve e CEERIEOER | AHIO BB AEIERIC LD Y
(=¥=27 ) ERITHARENNH D, | LEE Y VIR ORI T
[2.2 B8] L. UAEE Y Lo
FI5zenbs,
<S>

fERERL N (15~16 i) ICARKNDO T IR THDLA AT TV —/L (20mgl H 1[E]) & VUL
ey (150mgl H 1[A) 20FF#ELIZEE, AT T 1D Cmax L OV AUCa4 1
WIS 14%HA L, Y LEEY O Criny Cmax XY AUC24 28 Z1LE 41 33%. 40% M Y
40%IE LTz L OHEY BN D Z L2 b ARKITH RS LI Ll L, (PR &
LTWa,

Yo r 7y —vHRStt =Ua T 0 ME25mg A VX B a—T 4 — A
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Q) HREE L ZDER
10.2 EFEE (BERICEET H I &)
FEHI4 F R PRIE R - #1815 BEFF - fElRN 1
D VAU D OHEEIOIER Z B | AT EIZHFEOF ~ 7 a— A
Tz= kA THZEND D, P450 ZFEMEE%E CYP2C19 T
TERAK Y — )L RSN H7, KA &R CAH
[16.7.1 Z#] fEse TR SN2 ORE, HE
AT GO AR L | DS ERRENADS,
[16.7.1 /] WELIBZNASH D, 70
N\ e R ] B E b
(INR) fE%E O ik e Be
DEFNAERE LR S
BHETHZ L,
< i >

WIMNZBNT, VTEBNRA, TJxz= b U XFINT7 7V (RULT 7Y Y) Ex) R
T = ORI E Y, PTENRA, Tx2= A D AUC BNENZI 81%, 13%HEK
L. RINVTZ 7 U OMmBER N7 7IREN 183% LF7- Lz & ORERDH S 9,

Flo, VRAZY—NE, RROTEIRKTHLAAT T =L EDORICEY, vrR
2 =D AUC M 26%I K L7 L DHENRH D b, AT TV — )L L ERyEREE
BTHERLT 2 K & ORI ITEENSLETH D 10,

(IVI. 1. WEFE - JFHEOEE) ZR)

FAN 4 BERIER « HEIE 715 R - fERRIX 1

X7l AR K7 ua ) AAOER M | fHAE/EHOEFIIARBHTSH 5,
THZLENH S, S OEF O PR A
. HZEVRDHB,

A BMMLFY—F mHAEDOA N L — |
ERG5T 55, R
AR OS2 F L35 2
LEEBETH L,

< R >

ERNIZBNTE 7Y ARERFIDOTEIRTHLA AT T — D) N U LEOESR
FEDPEMIC LY 27 v ) A2ADOMAREN B L, AR B35BLLIER AN HE S
TWAH W, Fo, WIMIBWTHLA AT T — L EDHAICL Y 70 ) A ADIM
N EF LI HE SN TS 12, HAEHOBEFIZHAM TIZRVN, A& A AT T —
SIS ENBE I B ORI L TV D 2 e s, BEHRCIZEENSLETH D,
WM NT, mHEA MM LFY— K (& 0.968~12.7g/m2, ‘f-13 6.34g/m2) &
Ta bR TA e X =D (VAT T =26, FAT TV =36 I
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XA N ML — MEIBBEAHE SN TS W, /2, BHEA ML —F FF
& 1~12.35g/% A 7 V) CTHEIGEEZ L Z L7ZEFID H B, 53% 0171 kR 7 A v
e ¥ —%0tH (2 AT Z = ARAT T —, T V7TV —/L, Pantoprazole*
& DIEFIEIIARY) LTzl @i 19 S TnD 2 Enh, ARICHEW TS IEEHE O
WENRBDLEBZ, LTS,

*Pantoprazole : KFAIETE

AN 4 5 WEERAEIR « HE & 51k R e SN
vaxw S OIRANOVER % BER | AK| OB wEIERIC L v v
AFNTTXRT THZEND D, 3% 2 DINKT IR S Fu.

TAFTUOMPEEN EHTS
ZENRH D,
<R >

WIMNZBNWT, RKFOTEIRTHIAAT T =L oaxy v EOMEERICLD &
EZONIEEEZNRESNTND 1B, DIx 0%, @HOHWN pH T\ TAK
WCHAKSIREND Z LD, F AT T — )b & AR E B WA HIE R 2479 5 AH| 0%
HIZX 0V ENpH B EFA L, VX v ONKRGHEENME T T D4R, VIaF oM
BENEFTDREMERH D720, JFAFICITEESLETH DS, sEE LTk, v
FLUHLWVNIATFNALY AR OMTRERHRE, BRER, DEXNFEICEEL, VXX
U AHFEOMR (B, WEH, AEIRSE) 236 6 bnmiaiid, B, FEAOKRES
B HBEORESEDWELETTH Z &,

HRHI 4, % EEAEIR - BT 1k Y - falRlX 1
{rTaF—n 2 S OEFI OIEM %53 | AF 00 Hm S WmEIERIZ L0 =
S m oo FTHZLERD D, o DHEANOEMEIMET L, Z
IH// B LB DI O i EE AME T3 %
Al ] LB,

TI74F=T

—_—nJF=77

zraF=7
< iR >

A NZ7 a7y = VIXHBIC LD ERBEICER SN TRIREND T2, REIO X5 e BEEsy
WAHIFNC X A BN pH EH T, BWMESMET L. EWFERIHEME T 5 alietEn &
5o WHMZBNT, KADOTEIEKTHLAAT T — b A vTaty—offHICL
. A FF2F =D Cmax KONAUC BB LZ 1B I T D L OHENRD 5 16, 5l
EELTE, HBOEELZT 20T ) — VRIEEHEORGICEFT 5 2 L BNE 2 i,
T aAF = L TIHEEO RN ERHE ST 17,
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G4 FmTRmuF=T, maaF =7, BN pH BRSBTS T Tl
NAMETT 22NN H Y, HESWMMHEIEMIZEL Y BN pH # LA S ¥ AKAFED T 0
R T A e X —E OFITBRNICERERLETH S, BB T, AFlL=
B F=T DMLY . =rF =7 AUC KT Cmax & ZALEI 34% K O 27% D 7
EORENDHD W, Fim, mrnF =T OWINRCEIL, T =T EARFIOT
KTHHAAT T =L EDHHICEY, =raF =70 AUC 78 46%, Cmax 2 61%IK T
L7zZ e Enz/=-, A A7T7V— 1o HREEE] BT 2¢E L, §b%
THARAT T = EEIPFHNFEEIL T L ARAN E OFEBWEOMLEN S DH LB X, Fifl
LTW5,

S 5 PSR - HE T 7 i B - el 7
AU ary—n AFIOVER Z B892 Z & | AAID Cmax LY AUC 2N 5
N5, BENARH D, KU at >y —iix

AFNOMRFHEESRE (CYP2C19 LY
CYP3A4) #MHETHZ ERE 2
SY R

<R >

WM BWNT, R aF Y =L EARFNOT IR THIA AT T =L EDOPEHICLD,
F AT T =D Cmax 3K 2.2 (5 AUC 3K 38 FHIM L 7= & DHE 19N H L Z Linb,
I AT Z ) — )L & IR E R K O 2R IERL T A ARH & OB E S SLET
H5,

FAN 4 BERIER « HEIE 715 &P - falRlX 1
FINT 4 FENA | FVT 4T EVOIER ZR | #HEEH OFIZRHTH 5,
[3ee BT LHZENH D, VT 4 FEILD I EENMET
THZEND D,
< R >

WIMCB N T, RV T 4T ENLEARBID T EIERTHELIAAT T —LEDHAICLD,
Fv7 4 FELD AUC, Cmax XY Comin BEALEIL, 36%, 37T% KL 39%IK T L7 & D
20 RBNHDH LG A AT T L I ENRE R K OSSR B HERLT 2 ARH & o pf
RRFHZIZEENMLETH B,
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AN FERIRAEAR - HEE T4 BEFF - fEBRIAF
A IUA IR YU | KD ZREE TS | A3 UF XY Y UREFOR
(St. John’s Wort, & | 3% %, #EHR (CYP2C19 XU CYP3A4)
VheVa—rRXeU— ZHE L, AAI O MELE S
N AR MAPREMET T2 ERBERDL
o,
<S>

HEAMZ BN T S T- R RER T, St. John’s Wort 23 iFlgdF ~ 7 v — A P450 R
RS CYP3A4 <° CYP2C19 #3585 Z LA S TRy 2V 22 RAID T Ik
THHAAT TS =N EDPHT . AAT T =D AUC K Cmax 2 TNZNIR T &4
T2 DHENDH S 2 Z vk A AT T — )L L BRI L TV B ARKE o
BYUEOMLERN S D EE X, L TWD,

. ElfEH

EERDOHE

DN

GUPE AT A
—WRIE AR A ) b U ZE BRI (ENEIHERR) 2B\ T, &5 8k
DOEWERZBBEEIL 7.9% (15/189 ) Th-o7-, EREIEAIZ. TH 2 61 (1.1%) .
TT7=2 T T URAT 2T —BHEM 2 Hl (1.1%) KOULH 27 LT F R ARY
F—EHn 24 (1.1%) Thol,
— R AE R OIEEBE 2RISR L L T EERERR (ERNHIFERER) 2B\,

24 ARIB 5B ORWERRBME X, =Y A7 T —)L 20mg BET 10.8% (15/139 4i)

KT AT —)L 10mg BT 8.8% (11/125 #) TH-o7-, FRBIERIZ= Y A7
7Y =)L 20mg BETHF 7 LT F U ARARFFT—EEM 2 ] (1.4%) THH, =V A
77— 10mg BT FH 2 B (1.6%) ROMLHF 27 LT F 2R ZAR ¥ —EH0 2 f
(1.6%) ThH-o7,

(FEAT v A NHEPIRAER S 582381 2 BIEE S+ 48 TR O 38 i)

— MBS ORETE 2 A4 2 NSAID ek HEE 2 x4 & Ll ZE e (EXN
AR ([2RBWC, RWEARBBEEIL 13.9% (24/173 ) Th-o7z, F/eRIEH
iiﬁ%rzm(1w@ THT2 1] (1.2%) . 8 2 5l (1.2%) WaM: 2 1] (1.2%) KO
fFHEREEH 2 #1 (1.2%) Toh o7,

—ﬁkéﬁ%@%ﬁ%ﬁ?éN&MD@%%%%%%%%&LtEWE%&%ﬁﬁuﬁw
T, BIEARBSEE X 16.9% (22/130 ) T - 7=, E2EIERIZAENE 2 41 (1.5%) .
VI NEINET AT =T —BHEM 26 (1.5%). 5855 2 61 (1.5%) K OWFHERESR &
261 (1.5%) Thoiz,
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WEHET A Y GRS 2 BIEE SU3+ IRIEE O F 3 )
—HEMEG OB 2 AT 0B ET A Uik RMBE Z xR & Le 7 o7 LR
ITFAELEGAER (A ARNEE ZETe) T 214 it 31 il (14.5%) ORWEHAHE ST
W5, ERREIERNIE. T 2 61 (0.9%) . OV AMEE % 2 41 (0.9%) | IEEBIZ 2 41 (0.9%) |
BARU =726 (0.9%). &l 24 (0.9%) FEThH-o7,

(BiEE., +1EWEE. METIEE. OO AME EEWAE,. Zollinger-Ellison JiE B
LN EHIEE., FiEEE. H MALT U > Nl PR OB SR B . 3
BT A NHEERIRERE ., ~V ans ¥ — - vV ERERICBTH~Y a7
Z— - v'r ) OFRE O
— E I IV T RE IR ERER S oD B I F8 BUAE L 705 e & 722 2 3 20 S0 L TV 720,

HMREBRV/NE

(HiE%. + R E. UWaEiEE., EOS AMEE EE YR, Wtk &E R SUx

Zollinger-Ellison JEFRE)

—EWNTHEME SN - FEEREFRFER T 1~14 OB 50 BT 2 1] (4.0%) OEIWER
HINTWD, TONFIE, TRILONER, SCHBBIERSS 16 (2.0%) Th-oT,

GFEME R TE R OMERFRIEIT ONCIEAR T 1 A REFIREFR SUIMEAET A ) R 5
BT 2 BEE T+ MRS O B
— BN T SN2 HEEREEARRBRICBW T, WFERER AR L. 1~14 o BE
27T B 5 5 HERRFVENC 1 BIORIEM (ERL R OUFBERIERER) DA ST
%o WL B OB 2B T H5IEAT v A4 FERRER UIEAET AU > 26k
AL TS 1~14 s B 22 B CRIERITHRE S Tunzuy,

11. 2lEH
WORIWERDRH oD Z ENHDHDT, BELE DTV, BRENRBDONT-HEIC
TG 2RI 570 Pl RAE AT 2 &,

(D EXLEIER EPHIER

1.1 EXIGEERA
MN11>avo, 7747F%F>— (l/\‘a—m%ﬁ};ﬂ:z_\‘%)
Yavs TFT4 7% y— (R, REREREE) 55 5bhE L Kb,

< R >
AFNOEWNEERRER, 77 HEFIFHLERBR N SIZva vy, 7740 7% —0O#H
IRV, NI BWTT 7 4 7% —3 g v 7 EOREBUER N HE STV 5,
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11.1. 2 RMBGEAE. BEBERBRE. FOEEMD (W70 GHEAR) . /MRED (1%K
{ifd)

<S>

AANOENERATER, 7 27 IL[E 5 AR FEGABR ) B I XL ER D IE . MERRRIERAE, A1
PER M DWW TOREIT RV, /MBI DWW TR, BEDRERIA 2 il i Twn
50

11.1.3 BIERFSE. FFRRENE. ME. FFF2 (T LRETD)

<R >
AHNOENEEARRER, 7 7 LR A LGB D> HIXBENF 5. FFfRerEE . 5yE, T
REOHREIT VR, HIMCBWOIFREE, BE, TFAREORBUEFINHRE S Tund,

11.1.4 hEMREIZEFEFAEGE (Toxic Epidermal Necrolysis : TEN). KRE#LIRERAE 1%
(Stevens—Johnson fEMREE) (W 740 b AR RH)

<t >

AFNOENERARFRER, 7727 L[R5 AR FLEGERER D> 5 13w 3 B S ARE <0 B AL
HRAEMERE DHE 1L 72 AN, ST I TSR B S BARE <0 B2 FERE IR AR AE G D FEEL
FEBI 3 ey STV D,

11.1.5 &M% BHEAH)
N, PR IR, FEEA, M ORE (REFE) FARO LA AITIE, EeNITHE
X R, Mofs CT okt Fhid 5 = &, MEMMEREONIEE TR 2RI L,
BB BE AV | DA OB GEOBEYRLEEZTT ) Z &,

<R >
AN O ENEEARRER, 7 7 [R5 MAH LLEGRER D> D IXRVEYEI R OB 1Z 72V, B3
s L L CTENTEFNRE STV D,

1.1.6 MEEE S, SHBEEE PR LHERE)
BRAERER (BUN. 7 L7 F=2%) (g5 2 &,

< fifEa >

AANOENEEATER, 727 e[ 55 AR FERGABR ) b I LR E MR &, SPEE RS O®m &I
IRV, M B W THIEMEB R OBBIEF N HRE SN TWD, o, B3 (AT TV —
V) TRMEEIEE ORIVER N HE S TVD,

11,7 ESamERE (B AH)
A, B, CK B, MHP LR IA Ty ERERHLDLNDZ LN D,

< fiFE >
AHNOENERARER, 7 27 [R5 T LR ) O 3RO ARE O WS 1370V, A
WG L L CENTEMNRE STV 5,
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VI 22t (R EoEEs) [T 55EAE

11.1.8 {€F U D LM BHEARH)

<R >
ARAN O E N R ER, 7 7 R AR LG ER 2> 5 134K T B U 7 AMUEORE 1L 720 D3,
WAMZRBWTIE T B Y U A MGEDOFRBRIEF DA STV 5,

11.1.9 SEFLIREE (B RI)
BETL. WO, BORVE, ORSENDLDND D ERB D,

<R >
AHNOENEEARRER, 7 7 6 5 AR FLEGRER D> D IXSEELIRBE DB 1L 72 Wy, ST
BT ELE O RBUEFI N EE ST b,

11.1.10 BAEE HEEAH)

<R >
AN OENEEAGRER, 7 27 [E S MR EERER ) S 13RSI EEOHRE L2V N, F83E (4
AT T =) THRIJEEORBUEFINEE ST b,

(2) Z D DEIER

11.2 ZonEEA

(BiEB. T-EHEE. MEHES. URMEERX. FULAMBREFSRIE.
Zollinger-Ellison fE(ZEE. IEXTOA FHEMRERRSFICET5BESXIET21EE
BEOBRIG., BERE7AEY VIRERICE T BEEXT+2I8EEE 0B

1~5% Al 1% A5 BB
B EE RIB, KRR, T O, | JHuBE. ZIMABE
IS
THAbAS BE. AL, mERL, R, | SRR, LD, BRREERI R

AN, B> P ANE, N | (collagenous colitis, lymphocytic colitis)

JFF Rk fiTlEsR L5

1% F if BR A
TR R SHYR. SRR, AR, FE) | RIREE, 9 O
PEHFE W
F DM CK L&, [#stEo Ev, | BLBAE, BIER. MM, T, Bek,

MLHLE ., RS ZIFRE, FiMET, IR~ 27 Rv U A
JE (Ao AfifE, (K8 Y 7 a0
JEZED 2 ENH D). KRR
BB IIRRN Z 5t & LTz 0 72 VRO BRRRER (FIEIZRGRERE L OV 2 7 36 R 2 A Fiali) (1c K-S & B
HLTW5,

<R >
ARENOENEGRRERAGRE . 7 27 [R5 MAH LGB O g T — % o — b &2 JRITEk
L. BB ITENER R RER G R OV 27 LI S IR i SR A 2> B B L 7=,
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VI 22t (R EoEEs) [T 55EAE

(N)anya— - E0 OREOHE
BUWEH OBEIZ O T, BEEXIE RS sT 5, X078 IKo4 AT
V=, TEXTVV VKRR N T Z2a~vA oD 3FEGORREICIESL,
5% I 1~ 5% A 1% A ™

U Fi5
WL | TS (33.4%) ., | MINZE, ENE, Rk, B | Fk, N, Bk
DREEEE (10.6%) | D, IEESIZME,

iR AST k5 Arigre % . ALT &, AP EH ©
yvey kA, LDH E&
iR IFERER SO £ | i/ MR FRRD . B,
HMEREIE . i BRI
TR R . LOWURR. OV, HEIRpEE
Z DA PRAERS 1% REABME, RE LR kol 257 o—

N ES QT ER, FEE, R, U
YULE, B, B

) SEAWZ &,

<SR >

AKFND T IR TH DA AT TV — O ENERRFEREE O BNWERRB BRI IS X |
RIMERR BB Z 5 L T\ 5,

KR~V anyg—-va ) OREOFHIICHWLERIZIX, 7TEX U LKA DY
FVAUSA U IA M= =V BT 2 LG BERMOZOMORIER
R 52 &,
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VI 22t (R EoEEs) [T 55EAE

S EEAREIFRAREHEER VRRREERE &
Ot R, HEAT 1A PEFIIIERIR BRI 3510 2 B S X3+ 48R O B 54 il
GBI £ TOERE (EWNHE AR (U 72V AlO7KERE)

RABRBFET AREBBET
R EPEEHAE HIH 756 BEADIESE ST
=] IR e 151l %
BUfE AR BRI 87 A RS 6 (0.79)
Bl AR B 113 e
BI1E AR BRAE B (%) 115 <RE3S A 5 (0.66)
= P> . FF 2% 1 (0.13)
BlERDOFESE FIRHIE (%) — o
SEREE 27 (3.57) &E&*U&T%ﬂﬁiﬂin 5 (0.66)
T4 7 (0.93) b3 2 (0.26)
LSRR 3 (0.40) EERED 1 (0.13)
E 3 (0.40) F5FESE 1 (0.13)
BR)—F 3 (0.40) E35 1 (0.13)
B AR 2 (0.26) 5 1 (0.13)
;;{ 2 (026) BERRSLURAAREE 4 (053)
e 1 (0.13) pra——
AR EHE 2 (0.26)
F7SO AR 1018 IEER AL IR 1 ©0.13)
+ el % 1 (0.13) I 013
HIETR R 1 (013) L s I
BT pEE 1 (0.13) DS 3...(0.40)
P 2% 1 (0.13) EiE 2 (0.26)
EREE R 1 (0.13) IDE SRR 1 (0.13)
UbAER % 1 (0.13) SRS AR 1 (0.13)
HR% 1 (0.13) REBLURERE 3 (0.40)
OOERN L (018 BMTIR 2 (026)
Tﬁi? e ey “ %25 R e 1 (0.19)
S ITINATIN — = B - [N S gAY T ke =i
TS FI/NSURITIS—E M 4 (0.53) u?g%&x H@?B%;Uﬁ?ﬁwmﬂﬂn 3 (0.40)
FRINSEVBTI/IMSURTTS—EHEM 2 (0.26) SHim 2 (0.26)
Y ILEIINS ORI S—E M 2 (0.26) 535N 1 (0.13)
MmAAoL7F = Em 1 (013) s 3 (0.40)
mELES 1 (0.13) =mE
= 3 (0.40)
Do & I I Py T 2 (020
R TR $ES 14 1 (0.13) r‘: XTE = :
SRR E RS 1 (0.13) Ko 1 (013)
SR ER SR A 1 (0.13) 0% 1 (0.13)
MR 1013 | | Bit BESSURATHEOFEN |, (0
FSURT7IF—FELER 1 (0.13) (BEBIVR)—TEZED)
AR LR 1 (0.13) KIS BE AN 1 (0.13)
BRIAERLUVFERE 8 (1.06) =P 1 (0.18)
it 3 (040 ERRBSVLERE 2 (026)
Eii* 15&; HHALILE L (0.13)
E%—k i 013) LERE 1 (0.13)
Bt 4 L (013) MES IV NREE 1 (0.13)
EEA=PY 1 (0.13) A 1 (0.13)
T RE Rk 1 (0.13) EBLURRES 1 (0.13)
REARE 7_(0.99) EEEHEHEL 1 013)
GEE 3 (0.40) R —
ZEIMEHEL 1 (0.13) BHIUREBEE 1 (0.13)
KEEE 1 (0.13) AR 1 (0.13)
SEiE 1 013) (MedDRA Ver. 11.1)
{EAR 1 (0.13)
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VI 22t (R EoEEs) [T 55EAE

OEMHET AV R GRIZIS T D BRI 3+ —fRERE O BRI 26 - A6
AGBIE £ TOEE (7 7 LREIH IR EGAER) (U 7R A FIOZEE - B RIBNAGEEF)

EBEFET

= 4 1 ST e 151 3% 214

Il 1 FA R TR AE 151 3 31

BIE AR 37

Bl VEFAFRIRAEBIZE (%) 14.5
BERDIESE FIRGIZ (%)
BEES 14 (6.5)
RS BB 2 (0.9)
T 2 (0.9)
BRy—7 2 (0.9
ULAMEB R 2 (0.9
i & 1 (0.5)
NLYhEBE 1 (0.5)
&K 1 (0.5)
+ ek % 1 (0.5)
B 1 (0.5)
I {58 4k sttt 1 (0.5)
BEHR 1 (0.5)
FREBEER 1 (0.5)
NE it 1 (0.5)
ERRIEE 3 (1.4)
TS TI/NSURTIS—EEM 1 (0.5)
PFEEEREIE N 1 (0.5)
EF gl Ted 1 (0.5)
HIERES 1 (0.5)
BEJE 1 (0.5)
FFREE RIEE 2 (0.9)
BB AE 1 (0.5)
rigaeEE 1 (0.5)
RESLUVE THEES 4 (1.9
B 1 (0.5)
TOEEIE 1 (0.5)
23 1 (0.5)
ERP 1 (0.5)
HERRBIVESARES 1 (0.5)
BB RIS 1 (0.5)
— -2 BEESIVIRSEAOKE 2 (0.9)
% 1 E 1 (0.5)
(=] 1 (0.5)
MAESLVINRES 5 (2.3)
21l 2 (0.9
B M Ek 14 ANAE 1 (0.5)
B M Bk 8 E 1 (0.5)
1> 1 \ER B E 1 (0.5)
R R A E 1 (0.5)
EBLURKEE 1 (0.5)
EIEEEDHELY 1 (0.5)

(MedDRA Ver.13.1)
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VI 22t (R EoEEs) [T 55EAE

O/ 2 Tk - A EBIEGREF £ TOERE (ENGH 1/ IAHERIRER)

ABEET
&2 14 ST AE 151 5 50
Il FA S TR AE 11 35 2
BEFARBE 3
BI1E A RAEGIZE (%) 4.0
BlEADIESE KRB (%)
BRRES 1 (2.0
fE 5% 1 (2.0
THl 1 (2.0)
BEESIUVE THBES 1 (2.0)
FERBEE )G 1 (2.0)

(MedDRA Ver.19.0)

9. BRRBRERBRICRIETTHE

12. BRERBREBERRICRIITESE

(NYanya— - E0 DOREDHEE
TIRATFITS—NEOTa bR T A e EX =T BRI LK, 7T A
o~ AV UEOFEWE R O A ba =& — )L ORARCE G T EE TIE, BCRFE
MEAGRIER O ) EDMAIEVEIZ 72 2 ATREME N B D 728, 18C-JRFEIFXGRBRIZ X 2 BREHIE %
TR, 2D OEF OB G TR 4 HLEORL CHEMT 5 2 ENEE LUy,
<>

TYRTIS =N EOTa NIRRT A e B =T BRIV k., 7T ) A

~ AV UEOHIFEEDO ARG T IER TlE, BC-IRFBMFEREBROHE I E L KIF
L. BBREMEIC 72 B ATREMEN B D, BANY oy X —Z8DIEFEHTA KT 4 2 29 |2\ T
b, TBREHEIIRE RS (2% 4 WLFEIZATO ) EED TN D,

10. BEHXRE

BE STV

. BRLDEE

14. BRLOIEE
14.1 EFIXAFFDEE

PTP c3Ep#H)1% PTP > — BBV L CIRAT A L 28T 22 &, PTP > — b
DB LY . BOEAEAEEREA~TIA L, BIZIXFEL2B 2 L CHREFINRZEDE
EBRAHEEZIRTDHZEND D,

< fiE >

Rk 8 45 3 H 27 HAF, HIGHEIE 240 SO X, PTP B KD —E & LT [ERAIZR
1] OEEEZFTHEH L TWD,
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12. ZDOHOEE
(DERRRERAICE D 1R

15. 1 BREREAIZE D < 1E#R

(Ghee£a@)

15. 1.1 AFNOREMBEFICEBMOERY —F2BdT- L OHERD 5,
< i >

AHNOE NIRRT 756 51D 5 6 3T, 7 27 Ml 5 M el ik 2 35 T 214
Bl HH 2 FUCHBEREROGE TERWERY —7 03580 b/, BIEMETIAfME CIER2n
B, BFDOTZ IR THLIAAT T —VOEMEGTICEEOERY =7 %2Rz
W2 bbb D,

15.1.2 AHOH G, HEIZ L DIEREZRR#T 5 2 L 035 50T, BTV Z & 2D
LCHEETDH L,

<R >

KEDOTE IR THHA AT T —AOFGICLY, REEEOBRIERIER SN,

AFNB G5 BE CTHBONESIOMEN T &0 LR >72 L OWERH D 25, £1-, B

AR RHEBOBREEZBR S TR LWz, e bR 7 A e X —42 &5

THRNCIE, NHREEREZ FEiT XX Thd WG I Tn5 26,

B WA ER 2 R 3ANC IS LB E L LT He A RETHICMmo 7 7 kv

Ko7 A e B2 —0fH EOFEEIZHFEERO Z &G STV 5,

15.1. 3 MM BT 2B BOBEMIET, 7r hr R 7 A e EX—IC L DEBICE W T
EHRREICSE O IRBEEE T, FRESE. FHEETO U 2 7 BN HRE ST\ 5, K
2, mHAEKOESK QFEUE) OEEEZTEBE T, B0 27 838U T,

<R >

KERMERLE (FDA) 2, EROBEMEOL B a—fRICESE, Tr bR

A v X —HFILEOEEFRE L LT 2010 4F 5 J1cZ22aMmm 2? 2% H L, 2010 4 8

RliZ&ETo7a hrRr7 A e €4 —8F O KEGRMCEITBER Sz (FDA © HP |

TIE 2010 4F 9 HAVR), T AT, MWAMI BT DEEDOBEMITE TEITY 2 7 B

HEINTNDZENLREEH L TND,

15.1. 4 MM 5 RIC AR BEE 2R & LI-EEOBEMIE T, 7 bRy 7 A vk
X =R ELEREICBON TR A NI DT L T 47 4 K DGO U R
7 BB HE STV 5,

<SR >

KERMERKSR (FDA) 23, 201242 A 8 Hff CHB WMEIZHWLND 7 e kv

Rr7A4rees— (PPI) IZ2OW\WT, Z7BA KRNIV T AT 47 4 2 VEYE B T

St (CDAD) U A7 O EBEMENR S 5 & § 2 REMEEME T 28 LIz Z Ennh, AR

HTH PP L@ EE AR 2N 38 &l LEE#E L T\ 5,
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VI 22t (R EoEEs) [T 55EAE

(EU L A BREFERIE
15.1.5 RIENRIGOEY A7 Th 2 B2 bNL T EE ., ZIL~ =T &+ 254
BOWVFTIUT HREY LIRWIEEIIIAFIOMWRINRDGE SIS S WATREMEDN & 2,

< figE >
AHNDZ ¥ IMETHDHF AT T —/LOENHIFEEERBRICBWT, BENERRD Y
ATRFE LTHREEMENRH D LEZZ LN TWAEERFD S B, HEED 40 sl B X%,
(BEGL A~ =T 28T 5] ORF%2—2obH S20WAE TR, AR VE [ 2358
O BT,

(2) FFERRERBRICE D { 1FHR

15.2 JEBGPREABRICE D < 1B

15.2.1 v MZAAIO T B IR THDHA AT T —/V 1.Tmglkg UL E% 2 FEMFEO#E L
TR T, BT ) A4 ROBENALNIZEORENH D, ZOINVF /A4 K
DIAITIET v MTFERFFREDBD TN D,

< i >

T M LT, REDOTEIKTHLAAT T — & 24HE/ (T v FOIRIE—AEE
bl EH) &5 L-mERBRT, BT /4 RREESNTWD 29 (s,
LL, Z<OFEICEY, Ty MBI L2E AT /A NiL, ftho BRIt #l ok
HEHIC L > TH RN Z 22 TH D Z EAREIN TV A,

BANTF ) A ROFBAERTIT, SEOBBRSWMENZ LV &mT A MY ClfEAER S,
ZOHA NI L ORFEHINC LV FEE ECL ORI - BIEENEC D DT, 7 v
MZDOHRBZEBN, v T A, A XTERD LTV, T v M Tk, HEOWMmENc L5
MHEATARNY O ERNRELL, THHEO ECLMROEENGNZ E0nb, HA Y
YORENREZITIRTL, BANVTF /A RBBELSLTVWEEZ LN TN D,

—J7, B FCIE, B ECL MO H A N Y AR T DEZMENR T v M TEL
ECL MifalZxt9 5 H A U ORFERDBFIW 2D, [RFLZe ECL ML E Z V
12 <, BANTF ) A ROREOAREM TV WEEZBNRD,

15.2.2 5y MIEETHLH TV 75— (50mglkg/H) ., 7EX U AR (500
mg/kg/H) kU7 Z ) xu~vA T (160mgkg/ H) Z0fHEE LB T, BE#MmT
DOEFMEOHIR E & HICRIROFEEFIH OWEIRDFRDO HILTWD,

< fifE >

HETHDLT LTI =BT, Ty MZTEXFV VI VKR O F ) ZAa~
A EOFHERE L7-RBRC. I CoFMEDORR E & & IR IR OREINH OHEiR AR
HHINTWND,
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IX. FEERRFBRICB 5 IH A

X. JRERPREERICBII HIHE

1.

RIEAER
(1) EhRIEAER

VI HEEhSEEICBId DA | OHSH

(2) R REAER

mMER L
(ZEBIRTHDLA AT T — L O—RRIERNBEICEEMICRET S TR Y . ZaethicknT
- IR SN TWARW=D . L TU7eu,)

<BE>S [FATFTFTV— (T8 IK) OF—#]

1) ATV ILBERIEERO—MRZEEER Y

F AT =X in vivo TliE 100mg/kg (FRO#H%5) XiE 10mgkg (FlRNE L) £ ToE
BICBVT, R R, BAMRSR, AR, MERFITH L, O RIEM RS-
Too —J7. PRI - FEEREZRSR CIL, X207 KLU U EIZ K 2 7 IESUGIT ) U E OB s A
K OEEOMEMEFR (10mg/kg FFARNELE) F7z, WIRZRAZTILT v FOJREN N Nat, K+,
Clwﬁ@%QﬁM(mmw@bu:%mﬁg)%rbto

in vitro TIE, HEiRE (1.0X104g/mL) THEERZRR., HHEAPRR, HIbaeR M OVEFRZR RIS
L. 1EH O @Eﬂt%@%%otﬂﬁmﬁéiﬁuf®¢% RO BRI T2,

2) AATSY—=IL, TEXFII) UK. V35 RABTA L UHABO—REEER

7 v b (HEES ; BARAREOR 60~600 5, 4 BEXERS) KOS X (4 BEXERS) ~
OEAEREGO 3FIPFHEERBRICB N T, R b B KB ERITEREHKT (T v M
A% E) ZTHY, WITNRLA AT TV —, 7TV 2n~A T UITEF ) K E

MG THLROLNLZTHY, 3 AIPFHICEDHEMLFBD LR oTz, ZOf, HELEW

PR F GBI . — IR R O T8, AT O HRE. MR, OER (1 X) ~DEE
TRD T, HTRHEEEM ORI LD bivienoTo,

(3) DD FEEHER

BB L
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IX. FEERRFBRICB 5 IH A

2. HitaER

TYRXATTV— O R E L C BB G AR, 3 H £ TORIEEG-BR, in vitro & O in vivo
BinaEtERER, I - FR R AEICBI T o5, AT - HABROREICET 2HEBRAEm L7z, 2
5ORBIERNS, ARAT T/ — by AT T — UNESEORH IR & CHIVUXTH O #ET:
707 40— TIEER—THDZEBHLMNE o7z, o T, ZDOMOFIMRBRICHOWTITA
AT TS = NDT =B EIMF LT AT T — VORI 41T > 72,

(1) BE1#% 5 H 4 HER

1) TYATSY—LEHERE?
Ty MIBT LY AT T Y= Of A R OFHIRN R G X2 8k, 277
=L ERETH ST,

e/ NBUE R
[SE7E S 7k
1 i
! TV ATZ— | 930mg/kg (2700pmol/kg) 480mg/kg (1400pmol/kg)

FAT T — ) 930mg/kg (2700pmol/kg) 930mg/kg (2700pmol/kg)
RN | =Y AT T —)b 290mg/kg (850pmol/kg) 290mg/kg (850umol/kg)
FAT T — ) 220mg/kg (650pmol/kg) 290mg/kg (850umol/kg)

A RIZBTDHEREOHG-TIX, =Y 27TV —/LiE 15mg/kg (43umol/kg) * T—#IkAE
ICBARITERD B -T2, 22.5mg/kg (65pmol/kg) Tik, 2/3 LA G4 1 BeRE], B 38 EH)
KFZRL7, EiZ, 30mg/kg (87umol/kg) #$&h5 iz 1/3 VL3 f& 544 1 WIS XA
R B U2 e — ek (B8 OFSHE, BMOIRE), JiIE R OB M) %R LT,

2) TYATSY—)L, TEXTIIUY UK., 2502074 S UAKE
TIRTTS =TTV K, 7T ) An~A VUGS RO BER G
FRAT T = DT —Z EAMELFHE LT,

<BE>S [FATFIFV—1 (FkIK) OF—#]

Z v MTHRATZ YV —/L 500mg/kg, 7 7V Au~<A > 1000mgkg KT EF U K
¥ 2000mglkg % HMH DL WVNIOFH (AAT TV —N+T7 TV Ru~vf T, AT T —)L
+TEXT VY VKR OA AT T =+ T Ar~w A, U+ TEX TV Y LK)
THEREOERSG Lo, SETIRWTUORIC S A LNRN STz, AT — VKR 7 F ) Anm
~ AV UHMBE G, AAT TN+ I TV A A VU ROF AT T =+ T Y AR
~A T ER T VY KO TR G5 T B R IEE) OAR T SR EEININE 2 b
W, WL BT, SFRIC K DFTROBE L A Lo Tz,
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(2) RERESHRER
) 3hAFEFTORERSEMLY

ELz/Ein 5 1 R BHWE A& mgkeg (umol/kg)
7> b 1% A TY AT T =)L 14, 45, 140 (40, 130, 400)
FAT T =) 140 (400)
3 7 H TYRAT T =)L 14, 69, 280 (40, 200. 800)
FAT T — 140 (400)
A X 3 1A TYRT T —)L 0.66, 5.5, 28 (1.9, 16, 80)
FAT T =) 28 (80)

TR SRERGEERRICB T 22 Y AT T Y — L ERME

KERD#5FEERBRICBWT, 7 v T 280mg/kg (800umol’kg) . 1 X T 28mg/kg
(80pmol’kg) FTORETIX, =Y AT TV —LOEEHEEITHNZ L3RS,
EHIC. B LNEFTRITTR T AAT T — LB RBR THLERD LN TVWAFTR Th -7,

7 v FOKERO#EGFEERBRICBN T, TV AT T~ AT TS — kb, bIn
R RIERRT A —F O, f/MRESE) AR bz, ZoBiE, 8%
S5LBRZIZE DMK AEEZMZ R L THD DL EZ BN, [FREOLT IR Mk
FIZALDITAR T X TRO LN, A XTIEZED L ) BRI A LN -T2,

7 v MROA BT D KER D EGHEERBRICB N T, 2V AT I VR OF AT TV —
NCTHEBEBROH A Y AAREOEMNZHES B ORI (0GR Z L X
IXZEME, BRI ORI OTRE L, ARSI T A HUREE) N Lz, ThHDHICE
FHEAIEAT A B Y SRR ONEBWOMEIC L2 b0 THY . FHIanZbDTh o7,
ZOETRBICE G SNTZEHAEOA AT T = R X BRI A E B L Tz,

AR/ ShA s
45 k5 Bh a8 e R L
f
DA R | ¥ | mgke/H | mgkg/H E7RPTA
Zv b |1HA | O | 31, 93, 93 DR, R, WEOBE., AREIHOMKT,
7 Higm B 280 A (REHIMOMEHE, ~E7 v B URE - v R
70y MEOIK T, MRFRIMERDOEEM, 73—
_ , EOERT., 2L ATa— U EORN, HMfREEOK
;g% 1% 4 g; 93, 280 9B | T mEEoIN. ECL IS A — & — DR
" MiEH 2 b Y AED 5
q X 3HH | &7 |28, 55/41 <28 RHE, WEEOVEI, TR, EEERIEE. BE AT, IR
10 Hifn ®h5 e FEE, UhBER., RERMOMmE], kRl (58
BE). "BV RE -~~~ 7 )y MEDOIKT,
FHREEOHN, MWIRL VR EEDCIK T, HEE
oA, ECL Ml XT A —4 —OWhEm ., g o
A NY AED EFH, BEBEOHEMN, HHEOIRE
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IX. FEERRFBRICB 5 IH A

A/ S g e T2 BRI B W T, =Y AT T Y — LA IR > S 5L 2k
THEAIZB A2 ETT v P XUIA X EG LTz, 2D OBRE RN G k@i T LIRS
B SNTopT A L g U, iy TRBO b — DT RS LD B, HHWIEL 0 &m0
BEETRRO BT, THI Lo 7o w38 b o 7,

2) SAAULDORHIRERSSM
TY AT T = VORYIKERGEETA AT T Y —VOF7 — & 24 Ll Lz,

<BE>S [FATT)—1 (F8IK) OF—4#]

Ty MIARAT T —)1 0.4, 2. 16mglkg % 12 7 HBKERO#&E L= B CTix. 0.4mg/kg
UL ETHO ECL MilaDEK - #55H, 2mg/kg DL EORETEMEBIE OBINZENGRD Hivlz, AR
BRICE DA AT TV — VOMEEEX 0.4mglkg &5 2 Bz,

A RIZA AT T =/ 0.7, 5.5, 27.6mglkg % 12 7 HBRER 05 L7-# Bk T, 5.5mg/kg
DL B RE IR EE o IR K OB IE R, 27.6mg/kg T ALT (GPT) OESAMER, THIL 0 ZiE M
Y ECL MilaOMEENRO b7z, LL, ZNHOWTHOEILLIFE A ERIEED SO
Tholo, KRBRICE DA AT TV — VWA E Y 5.5mgkg 5 x biviz,

) TYATSY—I, FEXFIIY UK., V530 AO%A4 P UHRKREFEORERSEE
TYIRTTS =TTV K, 7T ) Aa~A VUG REO KRG wET
FAT T —)VDT—Z Z A LU LT,

<BE>S [FATFIFTV—1 (FEIK) OF—#]

Ty MCAATT Y =)L 10mgkg, 7 7V Au~A 2 200mgkg, 7EF U KM
375mg/kg % 4 ABHEMSUIOH (FAT TV =N+ TV Aa~A L+ TEFT T K
) oS5 Lz, 3HPFHRSHTROONEZFHEHT, Wb A AT T —, 75
AR wA U XAXTEXF VY AR ERE S ICBNTHRO LN R THY , A TT
V= VORI L BT AN ERICHE SN . T LSRR WHT BT AR S i
HZ 3ot

A XN, AAT TV =)V bmglkg, 7TV Au~wA T 25mgkg, 7EX VY K
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4. BHEEXR (TZHE
(X9 LHh T 10mg)

OBEE. T-HImEE. UAIEE. FHREREX. FULAMEBEBEYTRA. Zollinger-Ellison fE
%8, EXTHA FERRERRSRICET28EEXIEIT2EHEEEOBFRING. ERE7REY Y
BERIZH T2 EEERIT+IEEEEOBERING

OTFRHIZBITFE AU E2— - EOY ODBREDHE)

BiEE. +2iEBEE. B WALT U U /RE, S m/Mrsd it EBR. R EEICRT 2RMREBNE
BEE. AJanNsa—-E0YREE%

(FF9LHh T 20mg)

OBEE. +2iHEE. VALHEE. SRR E %, Zollinger-Ellison fEM&EE, EXTOA FEHR%
ERBRERICEITI2BEBIETZEEEEOERINF ERETRAE) VIRSBICHEIT5BEEXIE
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6. BiZRUHAE
(*#>7Aﬁ7t»1m9
BiEE. +ZBEE. WAEERES. Zollinger-Ellison fE{xEE
mA
L% BACIZT Y XS =L LT 1E20mg % 1 H 1EROEET 5, 2B, @i, HiEkE.
EEEB I S HME T, o BEEECII6 M E TR LT 5,
mE
WE. 1mU LSRR OVNRIZIZ Y AT — L e LT, KE 20kg R Ti% 1 [ 10mg %, &
H 20kg LA ETIHERIZIE T 1 F 10~20mg % 1 B 1 EROFET 5, 28, @, BEE. ¥
AEESE T s M E T, + BB Ik 6 HE Tk L35,
W RE L
BA
WE., BAIIZZ Y A ST — L LT 1H20mg % 1 B 1 EKEAHTEEST S, 2B, 8
ETOHEG LT D,
S HIZHIE - FR AR IR E R OMERFEIEICB W T, 117 10~20mg % 1 H 1 [\ O
595,
INR
WE. 1R EOSEKROVNRIZIZ Y A 7T — L L LT, KE 20kg R Ti% 1 [ 10mg %, &
#H 20kg LA CTIHERISE U T 1[E 10~20mg # 1 A 1 B AFG5T 5, B, #@H, SHEMETH
w5 L35,
S OIZHIE - B IR T E AR R OMERFEIRIC BV T, 118 10mg 2 1 H 1 [RERO#% 59
5, 7pk, IRE 20kg LA ECIERIZIGE U T 1[0 20mg £ THETE 5,
FEUSAMBEETRAE
mA
BHE. RAIZFEZ AT =1 LTl 10mg 2 1 B 1 RREARET D, 7, .4 R
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ERTAA FERREERSRKICE T2 8EEXIE+2I5GEEOBE RN
A
BE, A=Y AT T — L LT 1E20mg % 1 H 1 ERAKST 5,
INR
W, 1R LR EOVNRICIZ= Y AF TSV — L LT, 1R 10mg % 1 B 1 RRO#%ET 5,
ﬁmETXEuyEﬁﬁleéﬁa%2@+ el DB NG
RA
BE, RACIE= Y AT T — L LT 1EH20mg # 1 H 1 ERAKST 5,
INR
B, 1L LSRR OVNRIZIZ= Y A 7T =L LT, 1H 10mg # 1 H 1 [ERAKEET 5,
AYyanygg—. tnuwﬁﬁwﬁm
WE., RAZIZZ Y AT ZY— L LT 1A 20mg, 7EXFT U K E LT 1A 750mg (F
fli) xOX7 ZVJAa~A & L7T1[E200mg () © 3/ ZFKZ1 A 2F, 7 AMKEO#RE
T3, 2B, 77V A~ L, HREIWS U CHEEHEETAZ N TE S, 2720, 110 400mg
(Jifli) 1 H 218% ERET S,
T bR e X — TEXFTVVI KRR T Aa~vf oD 3 FIBRGIZE B~
Vanygz—. ol OREEENRRDOEGEIT, ZUb2i5%E LT, @, AT
Y AFFV = LT 1 IE 20mg. 7%#//)/mﬁ%&bflﬁﬁmm(ﬁﬁ)&@JFD:
K —l LT 1\ 250mg D 3 A ZFEHC1 A 200, 7 HEEAREGT 5,
CEVLIN LI 20mg)
BEE. T2HEEaE. WEIEE. Zollinger-Ellison fE{%EE
A
L% BAIFET Y A7ZY =)L LT 1 20mg % 1 H 1 EKERAKRET D, 2B, BF. Bi&5.
EEEBE IR S HME T, o BERECII6 M E O LT 5,
mE
W, AE 20kg UL EOSEROVNRICIEZ= Y 27T — b LT, ERIZE T T 1 [ 10~20mg
10 1ERO&EETS, 258, %% HiEE. WATIEE T 8@l E . + fRIFEETTIX6
B E cokb L4 5,
HREEER
A
WE., BAIIZZ Y A ST — L LT1H20mg % 1 B 1 EKEAHTKEST S, 2B, . 8 AR
FTORL LT3,
S HIZHIE - FR AR IR A E R OMERHEIEICB W T, 17 10~20mg 2 1 H 1 B0
B54+5,
INR
WE . RE 20kg LLEOSEROVNRIZIZZ Y A 7T —v e LT, ERISE U T 1 [ 10~20mg
18 1EROBST5, 2B, @% SHEMFETCORE LTS,
S HIZFHE - R AR IR AR R OMERFEIEIZB VT, 18 10mg 2 1 H 1 B O#% 53
%, 7k, IRE 20kg LA ETIERIZIG U T 1[0 20mg £ CTHETE 5,
ERXRTOA FERREERSRICETSBEEX I+ ZEEEEOBEHRIH
WE., BAICIZZ Y A ST — L LT1E20mg % 1 B 1EREA#%KEGET 5,
ERAE7AEY UEBEBICE TS BEEXITTZIEHEEEOB R
WE., BAICIZZ Y A ST — L LT1E20mg % 1 B 1EREA#%KEGET 5,
AYyanygsa—- 0 OKREDHE
WE, A=Y AT T — e LT 1E 20mg, TEXFVVU KM E LT 1E 750mg ()
fli) X7 7V Aa~A 2 LT1E200mg (Jifli) ® 3FAFRIC 1 H 2[R, 7 HEKERO®ES
T3, 2B, 77V A~ v0f, HREWSUCHEEHEETAZENTE S, 72720, 1[0 400mg
(Jifti) 1 H 2[E% ERET S,
Ta bR — TEXFTVU KFME R T ) AavwA oD 3 KlIREIZE 5
Vanyz—. ol OREEENTRDOGEIT, ZUCRb2I5EE LT, @, mAET
VAFZV =)L LC1E 20mg, TEFTIY AT E LT 1IE 750mg (i) KA br=
Y — & LT 1[E 250mg @ 3 Al&FEHZ 1 H 28, 7 HRERO&EET 5,
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=4 KIE =4 AstraZeneca
oe4 NEXIUM delayed-release capsules K - Bk | 20, 40mg 7L

NEXIUM for delayed-release oral suspension 2.5, 5. 10, 20. 40mg R Hoh 07
AGRAEAH | 200142 H 20 A YGETAEH 2023 4 7 H

PIEERSIES

C OB AMEBETER DR, OO AR BRI ® OMERHRIL

« SEANMEE R S RIE D IR

c FERT E A RHEPIRAESE RO HIESHO U A 7 89

cFHBEGOBERY A2 OEE B E LY a7 Z— - v a Y ORE
+ Zollinger-Ellison JEfiElE /e & O B /0B 2 iE

ik - &

AFNT, B AIRKNED 7 SRR AR EEEAR R 0ot & UCTiRIkT 5, SHERMRL2 TRIOR T,
AANIEHFED 1 RRATE TICiRM$ 2 2 L,

7 kR TA e B X —ORGHIIE, RTSCEISED S AV EIE & RGBT S 2 etk OE )
PEF— & WK BE DELMLENEIESON b D TH D Z &, AFIORGIZZED_RET 4w N Y R
& ERIDFEICORBIA, T 52 &,

[xF >0 2 OHELEHE]
W IIE JH & B 5
HREE (GERD)
OH APERIER DR 20mg X% 40mg? 18 18] 4~83HEM 2
OS APERIBERIBIE % OMERFR L 20mg 18 1E*
JiE M GERD 20mg 1 A 1[5 4 R
/N2 GERD
12~17 7%
O AMERER OIRE 20mg Xi% 40mg 1H 1A 4~838M
JiE M GERD 20mg 1 H 118 48
1~11 &+
JEfEME GERD 4% 5 10mg 18 1A 8HEMET
O AMERER OIRRE
K H 20kg A 10mg 1 H 1[5 8 @AM
1K H 20kg LAk 10mg XX 20mg 1 H 1[5 8 @AM
14 A ~1 kit
i GERD 12 & 5OV A EIE R
R 3kg~5kg 2.5mg 1H 1B 6@EMET
K bkg #~17.5kg 5mg 1H 1M 6HMET
i 7.5kg #~12kg 10mg 1H 1A 6HEMET
FERT v A RPEHUIE Sk R 00 B %5 20mg 1% 40mg? 1H 1@ 65 AMET*
DIEJE Y A 7 I
+ZARIRRIE R Y A 7 ORE B &
Lz~ anxyZ— . enl ORE
3 ik
EE AN 40mg? 1H 110 HE
TEXFVVY 1000mg? 1H2[[E10 BHMH
77 ) Aa~vAT s 500mg? 1H 2810 HMH
Zollinger-Ellison JEEHEZ: & D H B2 3 ik B4 & © 40mg ¥ 1H 2[MH
FEEZ S JARL DA L IEBEICBITS
W R A TS5 2 b,
1 H 240mg ¥ TOEGRERN
Hod,
1) EEONFREE (Child-Pugh 5% C) OEFOHA. 1 A 1E 20mg & ERE LTHEET5Z &R
HEE S D,

2) KEBOERFIL 4~8 BRI THET 5, 4~8 B THE LR T2BEITONTIE, I 5HIC 4~8
BHRHZEGT5ZE2BBLTH I,

3) EENE B ERE BT ARG EOREBICHOVWTIE. TEFV VY LT Raw ST
OULEESHRTHZ L,

4) EEOIFEEE (Child-Pugh 5% C) © & 5 BHFICIT 1[0 20mgl B 2 [\ OERGAHELEIN D,

* 6 H H &M x5 EGEBR TS LTy,

g R A RE L CBIERDBERICHER LWL, SOIC4BlREG T2 EE2FELTH XV,

+ 1mg/kg/ H 288 2 5 FIRITHF L THh 72w,

1 1.33mg/kg/ H % 18 2. 5 Al Bl3MET LT,

FrE DEH

T RE R 2D B3
HEOHTHARERES (Child-Pugh 233 C) EH DYA . AHOIRHREN R & i L CTHEICHINL
7l e DAROMER CHEBEOZEE PR SN D, B0 b HEEONTHERERT (Child-Pugh 778 A &
O'B) B ITIFHEMEH LT,
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KB Lo/, BERISAH SUIAE L TV A ARG Lanz &,
IREANTRRZ T ITERT 2 2 &,

2 27 LR DR A

XU AR ORBIERERIL, LT OEETRET 5,
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- FEE LT 30 S INICIRF %,
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K BmL & AT =T EEER L TWA Y I AL ARAI 2.6mg Xt 5mg /3l OFE &M Z 5, 10mg,
20mg, 40mg lZ 2O\ TCiE, U v PITk 1BmL ZAND Z &, BEF 2 — 7 UTFHEE N L TRAIZ B
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ERES EE| ey AstraZeneca UK Limited
oe4 Nexium 20mg gastro-resistant tablets HIT - Btk 20, 40mg &

Nexium 40mg gastro-resistant tablets
AGRAEA B 2000 4E 7 H 27 H WETHEA 2023 - 12 A

PIEERSIES

C HEEVE (OO AMEREEROIBE, SERIGEE O BB 0 O R IHERR L, SEGEMEE 28 HE)

A angg—-vn ) OREICEITOHER E O (N any 2 — . vr VERME THEBESEORE.
~Y IRy y— . vr ) RRERGEEE BT 2 I LR ER O T 1)

< FEAT v FHERIUER DMK R 5 AR EE GEAT v FHHIIUERERNEHRTGORE. ) A7 8&
BT DIEAT v A FUEHUIESGE K B 5 X O e i is o 7Bh)

+ Zollinger-Ellison JEFEREDTEH

12 U Lo FFEBE

HEEPE (OO AMEREROIREE, BIERIEEE O I RO 72O O RWIHERFR L, JEFEME S A iiiE)

s~V any Z— . o U ERE TR ORRICE T D HE & o0

ik - &

SERI WA TE 0 TS K ERMT 2, BT 2AREEREBHEICOWTIE, 8% = v 7RO IERBRKICIRE
LTIRHEEL 2L TE D, 1L, Bt —T7 1 7T % TRt B 5 T2 O FE IR K LA DR 1K 2
WTIEZR B 22V, SERIDSAEET 2 £ TR L. B HICUTIETE 30 0 LIS Ly P 2Rl L2 iRIEZ BER 2
Z&, ZO%, Ay TEROKTA Y T2 TTERLTT L, Ry FEEATZDHFEL TR L0,

WE T 2N RATRE AR BE IS OV TR, BEAIZFERBAKICEB LEE F = —7 2B L CRASEDZ 2L b T& 5, 7
L, YUY PROFa—71F, HBRICE VD ZOMHAOBEUIEN+ICHERINTZLOZBR L THND Z ERNE
BThD,
AR 12 sl EoFFEHBE
- HAEFE
OB AMERIERDIEHR
1 H 1[0 40mg % 4 BEH5T 5,
BIERPRIGEO BE IR EOTEIR A H T 2 BH L. EHIC4BEMOBE 2179 ZEBREE LW,
OB AMERERIBEZ ORI L4 B & Ul REIMERRRE
1 H 18 20mg #5345,
FEAGENE A W IE D TR
BIERZFIE L TORWEEIZIZ 1T A 117 20mg 2535, 4 BEOIERGIERAEZa ba—1T
T CWRWEAICIE, BEORELZ S LICHET S Z L, RS —BEEETE, 1 A 1Rl 20mg 5T
ZO%ROIER Y Fr— L EToTH I, BADOEEIE, HEIZISCTL A 1[5 20mg ZTA L TH L,
72720, B T+ RS AERIET D U A7 O D NSAID # 50 o B ioxt LT, jEtkay ba—
NDOTZDDORFNOERIFITHORNT ENEE LU,
IDIN
Y any Z— . vnl OREICEIT 2PEA L 0P
~Y any Z— . vn U RRE- BRSO R
~Y any Z— . vn U EREEERE ISR LIRS RO T
FFVUALIE20mg, TEFIVY U 1E1g, K7 T Y A=A 1[E 500mg Z RIS 1A 2 [HE,
7 HRE#% 59 5%,
+ NSAID Oiffkfic e 5- 03 e B 7 fR
NSAID EZRMEBIEEORRE : @% ., 1 A 18 20mg #8592, 7ok, &ML 4~8HM & T2,
FEIE Y A7 BRI D NSAID &AM BiEE L O FRIBEEO T - 1 A 1 [ 20mg #4595,
« Zollinger-Ellison JEMERE DTG
PIEAEE LCX, AF TV A 1H 20 40mg 2857252 EBEE LV, TO%, BIRMIZZY LB S hn
HEAIT. BEBICHELFE L OBREEMSET 528, TRNETICELNERRT —ZIck b L, KEHED
BEIIT Y ATFSY—/L 1 H80~160mg PHETa L hr—LARETH S, 1 H 80mg Z#8 2 5 HEITHOWNT
X, 1H 2ENCDT TRETDHZ &,
12 L EOFEM B
Y any Z— . vn U RREE RIS ORI
WY 2R O AFRE ORI B 7= > T, EoimtE, BGHM GBI 7 B/, &E 14 Af) K OWIEHR 0@ IE
FRICET 5. FEROEHIEO N A X 2% ZEI Vb 28, BETIEMZICLAEMFECITY 2 &, #
RHEIFIUTOEEBY THD,
K& B
30~40kg 2FNOHEAI LM  1ENCRXT UL 20mg, TEXFT LU 750mg H X7 T ) 2a<A
75mglkg Z. 1 H 2[5, 1@EMES,
40kg H 2 HKIOHEA & OEF - 1RNCHF T U A 20mg, TEFS VY U 1g ROy F ) 2avA Ty
500mg %, 1 H 2\, 1 #EHEE,
12 FEAT D/
1~11 DO/ NEDO B DWW TR % 2 0 AR N RETR A ERIR O SmPC (BINTRFTSCE) 25T 52 L,

TR B
B EE BB 2 RGO MBIET R, 7221, EHRRARLN TV D720, EEOBKER2EHIC
RS 2EATHEIIRET S 2 &,

JFiRE
WL/ O S ORFREBF T 2 HRMEOLET R, 2L, EEOFMEREITH L Tiirkvy
L 20mg A HREL L, Zhalx TG L Tidkbin,

[l
LS VATt ki 1oL A S E AN
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2. BIVNIE T HERRIRIFR

(DIER~DIREIZHT SBIMGFH
AFRZR T DM LOERE 19.5 fEw], 19.6 3w OHOTHIILLTOLEY TH
D KREIOUNTSCE LTS D,

9.5 11i&

PEIE SAFHEIR L T % FIREMED & % LePEICid, v L OIS a2 LR D LB & 556120

ABETHT L,
9.6 #R7L4m

B EOFRMER ORI REOFREZBE L, RAOMBUIPILZRE 2 2 &, AFO T K
THLAAT T =N TOBMER (T v MEH bmgkg) T, RFEH~BITT2 2 LmES T

;_:)O
L FLHENA
KE DS CE | 8.1 Pregnancy
(2023 7 H)

Risk Summary

There are no adequate and well-controlled studies with esomeprazole 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.

8.2 Lactation

Risk Summary
Esomeprazole is the S-isomer of omeprazole and limited data suggest that

omeprazole may be present in human milk. There are no clinical data on the
effects of esomeprazole on the breastfed infant or on milk production. The
developmental and health benefits of breastfeeding should be considered along
with the mother’s clinical need for NEXIUM and any potential adverse effects
on the breastfed infant from NEXIUM or from the underlying maternal
condition.
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) INRFE~DEBREIZEHT BIMEH
AR DEM EOER 19.7 /NEE] OHOFEHIFILUTOLEY THY, KEDOH
HXELITRRD,

9.7 NRZE

EPC RV T, ARHEAREE, BrAaR, ARZHR L UBRRBRITER L Tuhen,

Hish LALs
KIEOTATLE: | 8.4 Pediatric Use
(202347 H)

Healing of EE
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 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 NEXTUM 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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