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AFa— D FF-
T REABE.
AR

FHPOEEFREFREX ST ZBBRECBI A VY T5 Y — 0,

FEFY VY VARMIRD 2 T AT A V0 3 HITES O HERBGE T

I,

E2) Cokd pgEicasehkTaie,

E3) BHER TSN, REFROLALEECBES 2Rk s
ERY LNEETI L.

B, NETTONLRBTED LN TWAHEIER EE
1% YR ROEBYTH B,

5%PL 1 1~ 5%
1)HEE2 TR (132%) B MR RS IR HHE
BRECSRE (87%) |EEEm
N B %ST(GOT)\ALT(GPT)(DJ:
3) BB 55
4R [ e
#HER

FEHOEEFRRE BB G T ZRBBREI BRIV YT T/,
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HOMBRE L L ICKRBOREINH OMBIFEDL LRATW
Zao]

AT OBANOTGEIZRTH I BT Luis. Rt $
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S VORAF R R TEE TR, "CREREAR
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LRETE7.9% 60%1) . 75 R REET42.9% (726)) T B,
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FHEROFEF . Kaplan-MeieriE i & Y i L 72389 BH15361
BREOEEE 2 BBEEORBRERR, KHH
12.7% (9522 WX ] © 585~1959). 3 FE#ER6.9% (95%42
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MM (=162) (n=102) (n=74) (n=62) (n=32) (n=10) (n=5)
MERS BHEOUIRE
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2. MEH AN AR BRROR S B MIRIC RIF§ S
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RO SIC L ) EHL BB IRERED Shs,
(IR DW  BERA~N® 1 H 1 H30mg 7 HERIIH 510

I Y EBRSWOWES M LEsES b5,

(A)24FE B 4 AERRER A IS 330 5 24 0% M B HURIURER T, 1
H1E30nme 7 HRBRORSIWCI Y 1 B2 LCE®BOW
OERLIHIBD SN B,

GRAFMERNPHE= Y ) 7 BERARC+REEE
WHEBOEFE~O 1 H 1E30m 7 AEKROHEGICL 0,1
H %@ L CERLBBRSoUIHERRZED b h 5,

(6124BF R T HABANPHE= ¥ U ¥ 7 | AFHAEL BT
®1H1E30mg 7~ 0 BEREOREIC LY EREHRE
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MT7EXVIV KRR ZSVATTLT RSV T T
=N EOHRIICED, BORS %o FHBTERED LA SH
DHENE (G,
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—VOREIENpHE LR XA 2Ly, fEER
BTEFYIYYKIY., 7o) R4V rOREIE
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OCH2CF3a

—g g . 5 2S5~ (Lansoprazole) (JAN]

b4 L (RS)-2-(1[3-Methyl-4- (2.2, 2-trifluoroethoxy) - 2 -
pyridyllmethyl|sulfinyl) benzimidazole

SFR T CeHuF:N:0O:S

SFE C369.36

A BT (R

ORIy U TV NMEEE~FB R RORAEORRT
HENNIAFLELVAT I FIZBITRT A Y
J = WIZRREFRFT L L J — I (905) IC W
T T F L — F I RD TEITIC L LK
G E A EBIT RV,

(3 #]
OD$£15 : 1008 (1088 x10). 1408 (144% % 10).
5008 (104 X 50), 7008¢ (144E % 50)
OD$£30 © 10042 (1082 % 10}, 5004E (10§t % 50).
7008 (144% % 50)

(EZEXHE]

D Zhw F fhc B2 . 18 3413, 1990

2) Schardein. J. L. et al. : ibid., 18 (Suppl.l0) : 2773, 1990.

3) Atkinson, . E. et al. : ibid.,, 18 {(Suppl.10) : 2713, 1990.

4) MEPECHE b BROREESE, 7051 1991

5) Delhotal-Landes, B. et al. : Eur. ]. Drug Metab.
Pharmacokinet.,, 3 315, 1991,

6) PrAHEE b ERFRERAGE, 21 @ 769, 1991.

7) PrAHIE b ibid, 21975, 1991

8) ArARME b ibid, 21 : 995 1991

) rAMR i Modern Physician, 11 : 117, 1991.

10) #ra B i ibid., 11 253, 1991

11) w4+ 5 fl . Therapeutic Research, 11 : 4039, 1990.

12) ZRE— i WHAkEF, 131602, 1990.

13) BEHIEW  fib M E B 19 953, 1991

14) BE IE M ibid, 18: 4891, 1990.

15) FEAKR il ibid, 19327, 1991

16) B fib:ibid, 18 : 4919, 1990.

17) BER#EE  fib . Therapeutic Research, 12 917, 1991

18) EIHFEE b BHEZEBHE, 18 4011, 1990.

19) PEATHAL il ibid., 18 : 4901, 1990.

20y BATTAIFT AR Therapeutic Research, 12 : 191, 1991

21) JRIE—BR M Progress in Medicine, 10 : 3197. 1990,

22) AR b BRRECAE, 211327, 1991

23) MrAME i ibid, 21613, 1991

24) Bolfid i B EIEH, 191307, 1991

25) Z={# IE fib . Therapeutic Research, 12 : 175, 1991

26) /NERFISE Al EEH LR, 19933, 1991

27) EEEEFR A BRREEAJE, 29805, 1999,

28) BEENHF b ibid, 29 : 959, 1999

29) Satch. H. et al. : J. Pharmacol. Exp.Ther., 248 : 806,
1989.

30) Nagaya, H. et al.  Jpn. ]. Pharmacol, 55 : 425, 1991,

31) Nagaya, H. et al. : J. Pharmacol. Exp. Ther., 248 . 799,
1989,

32) Nagaya, H. et al. @ ibid, 252 : 1289, 1990.

33) Ml B M EMLERR, 14 0183, 1991

34) M ¥ M I IRHEE. 18 4865, 1990,

35) SHIERL fb: BEFRBLAJE, 21633 1991 ELHERFETT
36) Hongo, M. et al. : Digestive Diseases and Sciences, man E el :

{57 . 88‘:2, 1992.. ‘ s ‘ Etm %Eﬂl%ﬁﬂ%*:t
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Ei0mgZ 1 A1 AEO®RS TS5, wRICEY 1

2mgz ) H1EREAKRETH_EHNTES, &,
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i) XU Z) 207,422 ELT 1 E200mg (Fff)
®O3FEREICT A2E.,. 7 AFROK/RS5T 3,
ZH. 70RO, BB CEEH
BB EDPTES, L. 1E400mg (FHfHE) 1
B2@% LBRET B,
TAOMRITAEESE—, PEXY LUK
PRECIZYZAOATAL L O3FWEICEBAYD
N74a—-E0)OREAEFRARIOEBEIE. 2
hicbH2BELELT. BE. BALRINFSY
—JFPMIDLELTIEONE, PEXI UK
F4pE LT 1 [E750mg (Hffi) BUX FAZ4Y—J
LT 1 E250mg® 3FEREFICT B 2E. 7 B8
n##%s593%,

ek kI AEICRBET BEAEORE) :
| L B#E. +— 18585, WAIEE. Zollinger-Ellison ;

ERBOAREI BT FRIELVHARCER |
- BIBEMOBAIC 1 E0ngE 1B 1HES5 552 ¢
LASTE D, :

(¥ 1z o5 <)



Zﬁﬁ'ﬁﬁiﬁﬁw BERICBNVT, FRFEFELVEER ¢

UBRE - BEEOBHEIC 1 H20ng% 1 H 1 ERS
THIEHETES (BR - BRERYETERER
BROMRRE, 70 vV FAEEy—ic L |
LB CHRER TR LB AR o e, FORY
%/74/tk&~hl%(%f%%T+ﬁ&$%i
it L 1 E10mg i3 1 E20mg% 1 H2ME, K528
BREST 25813, ARERE TEREEERD |
BHLC LW ERHRTHIE, bb, KHL
E20mg 1 H 2 H#% 513, ARFIRE TEEDOHIR !
BERZBAELLBECHES [BREE 0ESBE]:

% [{EF LOEE]

VEERS (ROBECIEEICHSTEL)
(VEEYBBUEORERDO D 5 BE
QFEEDHLBE
(FEEAE CHEBMEORENH 5 ,)
BE#kE ((BHE~OKRS] OEBR]
2EELEFNEE
WpEIcH 72> TIIBE +AICBSE L, HRIE
UE L DERNEDFERICE EHL Tk,
*QARF OIS hIziE, MBELTFREICERL. &
BRI MR AR - m&im%mmﬁéﬁvu
EWEF L, 2, EEIFRDLRLGEC
#’5%2HIET 5% EEYRMELZIT) &,
*QBEEE. T ZIRBEE. WAMEE. UL AKE
BEHFTEICOWTIE., B ofRAREN+2T
LWOT, MEREEICIEAVEWE EFE T L,
W EEROMERFEEICOWTIE, BR - BA
PRYETBEFICOGLTI L L, R, #E
BEOLBEOLRVREIITIZLORWEIZE
FTHIE, T, BEFHIE. 7o - VERFIR
ZOEGHEOREIHE bh, ERIRENFERIC
bl ) kET AB IR EEZERTLIE,
B, EREEDEIEPNCARERT L ERT S
LEBEETMTIEPET LV,
*BEEU S A B AEEREREICoOWTIE, 22Xy
o), FHEOBRETERIBRYELAL NS
Zk (1 EEdH-Y 2HLE) 2HED) RS
Tk, B, AHOKREFBE. BEREED
EMEEROBOBELRESRIC X 2 ERE BT
2ZLPBHEOT, AREREZICLIII LD
REATRWI L RRET LI L,
*BFEU S AN BREEEREDEEIIOVTIE, &5
FHB2 BB ELZE LTRIE LR L. EROK
EERFRO SRR WH A, BERIA DR
HAEZONE L OMOBY R EE~NDEE 2R
Hyarzt,
*(TAEFEAYany sy — - ¥0) OREOREICH
VBRI, BEERICHV S B OEHOR
BYXBREHREATWELEZ, EERS., XL
BIfERSOME LOREZLTHERT LI L,

3. HHEEA

ARHOMRBIIIFRBBEEF 7 0 — A4 P450 2C19
(CYP2C19) RUF3A4 (CYP3A4) DBEHFR
bohTw5, ([EYEE] OESRE)
T, AFOEBRSWHEIERICI Y., FHRERO
TN 2 RAEXZHH T2 2 EB’H 5,

2% FRERAEIR - FEE S WE - feRET

FYFFE | 7E¥FFENOERD | AHDBBSWINE

VRERE | BETABENSD L EHICL ). BN pH

(LVA7F9Y) HERL, 7¥¥F
E O BEREPET
L. 7¥FFE¥rm
I AFEEIIET T 5
BENDED S,

QfftREE (BHRKEETSL)
R L% FRERIEIR - BB S BE - eRET

(OtRZE BrRALEWI L)

VIR YV | BEREFOMAEE A | A0 BB WA
AFNTVT | ERTHIENDHD, | EBICEY,.BHpH
v LA L, HFEEH
DRI ERET 2,
4 F5aF | HEEMOMmSBEED | AH O B ERSWHIH
Va2 BTT2B2NID 5| EFICL Y, BApH
PIAF=T HMEF L, HFEEH
DN T % B
ENND 5.

RERALT Vv | A BRI 5 GBI R REIRA, HIERA
=y a5 | 5 1 BEARE CEY Mg R R T
W KL | AN FNFN 8%, 6 BIKT Lk Dffigd
RIARYY | BB,

LEH O
A

4.8 £ B
ik, BN, T-{EBERE. MEBRE. ERMEEER.

Zollinger-Ellison fEI&EE. FEU° S AR BEWRIE
AR T TORB T, BERLI2HF . 2415
(121%) OEIfEH (BEBREERELZEEL) oF
HEENTWE, #OE %D DL ALT (GPT) @
EH200F (15%). AST (GOT) @ E&A214% (1.1
%). LDH ® LR/ 18 (0.9%) Th o7z,
BB TR R O - RETE, BERT7,02041 5,
20061 (43%) OEIEH (BRBEEREZED)
PHEEIR TS, FOELR DO THION 0.3
%). Al-P D EF10H (0.3%). ER164E (0.2%)
Thole (BEERTR.

SEBEXI+EBEEICBTBIAY NI — .

o U OBRRE O
ERTITORARE (SXTFV—VF M) T4,
TEFYVYYRAPRSZ )20 D
3HPE) Tid. 50861, 20561 (40.35%) <&l
ERPED LR TS, T2, YO bRy TSA
Ye¥y—, TEFVVIVRAYPRTA PO
FU—=ND3EZE oV, BRIEZBWTHE
RRBREORERRHEENHREL 2 2R BEE
BLTwWhv (KFEE),

*B MALT U /BB, 4§55 /MR A M REHR T

RHBREICHT 2ARBIAEERBICBITEAUD

NI Z2— .- POy OREOHER
TOr YRV SLVREESY—, TEFYYY VK
PR 7Sy 204 YNz A bu 7y —
VO 3HFFHEIZOWTIE, BEWNICE W TERERE
SORHABEENEBE 22 BEERL T
Wiz (EE) o

NWEXLEIER
NYavP. . PF743%Y—HBER vavz

EERE), 7F 741 7%V —KER GEE
) BHobhb I ERNHLHOT, HEY
T4V BEFPED LB AICERE
ik LEY) R RELZIT) 2 L,



2)RMEkR D . EERBRAE. MK . B
B kRS GEEARH). EENIRE O
BEAE) . M/MREA (0.1~ 5 %Ki, B0
HEEM GEERH) Bhbobhsl btddb
DT, BELZ TSI, BEFSRD LR

BEIZARGERE LAY RREEZIT) Z &,

IBIERF K. TS, BE BEFL£ GEE
). FFRRREREE (0.1~ 5 %akil) . #E (4
BAE) %50 bhbZ LHE0T, BE
T4tV 2ESRD O AEA TR
Sk LR nE#247) 2 k.

AFEMME MEMRE 0.1%%HE 50
NBILEDBHBOT, B, Bk, EREIEE,

BFORY BREYE) SrE0LALEAK
2, HRPICWWXREORELERE L. X
FoFkSEwlkT s iz, BIBERE RN
EVHIOBREEOBY ZMEEIT) Z L,

*5)h 55 M & K& 3 3 B 88 E (Toxic Epidermal

Necrolysis : TEN) . HEFHEIRAERE¥ (Stevens-

Johnson FEIEE) . EHAIHE HHEERFIETLEH
##JE (Toxic Epidermal Necrolysis : TEN) (3§
BERH) . ZEHEREER (Stevens-Tohnson
FEfERE) CEEAH). ZRAMSE (EERH)
DEBEENRDLDONLIERHEDOT, #
BETHI2Tv, BESEDLRLEAIIR
B edk LB 2RELZITI 2 L,

B AMETRL. MEXRERX SETTe EER
BH). MEWRER GEERHE) BH5bhsc
ENDHBDOT, BHRERE (BUN, 7L 7F
ZVE) KEEL. BRSO ORLEA
5 &Rk LR R2MEETI L,

NEF MU JLAME &7 FUTLAME GEER
BE) 55 bbb Bl HBEDT, BEFR
BHBRIGE IR hik LEY 2 0E %
Trzk,

S)EMBREE S, KO, CK(CPK) EH.
MERFREIF IOV ER2EHET 2
MR RARE GREARD) FhobhbdZ
BHBEOT, TO L) RFAICEHFEE 2Rk
LB 20EEITH 2 &,

QQEXLEIER (Fx)

FHE (FATI7V—N) TUTORERPHRES

nTwns,

DRAEE HIEEFDHOLDLREILYEDHED
T, REPRDON-HETRFESE2HIEL
WY LMEEITH &

MEZE. REXEE mEﬁE\ﬁ%iﬁﬂ
BHobhbI LPBHLOT, BEVPEDS
NBEICRHE 2R LEYRLE 21T
k.

JNEIARE AR, BETH. KRUH.
R, B HEEEFHODbNEZ LD
50T, BEFRDONEACRFEE T
LB RELZTS S &,

(Ajﬁ\

(3)% DAL DEIER

+BiEE. T-HEREER. UERES. YA E
%, Zollinger-Ellison FEf& 8. JFU S AMERE
WiREE

LT D L) ZEIEEY® b bh &I
I CCEMRMEERTI L,

3, ER

1 2 8 4 56 6 7 8 9 10

0.1~ 5 %Ki 0.1% 3% A
BEE BB, BER | ERE
*| M BIEREA, | AR,
BLEREEI, | FPBREEL,
FERERIEZ . DIV S 70
#1f
i34 AST(GOT), BN Y
ALT(GPT) . DER
Al-P, y-GTP,
LDH k&
wiRE i E5 8%
*| HbE =R, TH. | R, B, | B4 B
TEER I R, AOmse, 4>
S VHIE. Bb
e, O,
BERAE, 5
bt it DIV, &b | AR, BE
HER 2%, B&.
PR,
HESiRk. D
BT, O0b
O kRS
*k, k| FOfh wavare | B#lE BRK | »HTAaE. B
=) - R | BR. HEE.| Obb0E,
BF - BUN @ | LUh&, CK | BIshsE. &
R, BAR.| (CPK)DOLE | B, &7 <
M TSHES I =7 MfE, &
HALILE

FROEEFTIRIET TORKRARE UEER
SERALOERICE T,

*AYANTE2— - EOY OBRBEOHE)
#** LT DL ) ZRIERASS L b Beic

IR U CGHEE B ZTH T &,
5%k | 1~5 %Ki
R

3. fEIR

1 %Ki
RRIER, BB
HIZkFEL, Al
BRIE, MR,
D, IFERERIEE .
VY EREA, Y
VSERBE%, FF
gD
v-GTP, Al-P,LDH
DEH

WBEE
iiik:3

Jit3:" AST(GOT),
ALT (GPT)

DER

iR
HqLdR

BiE,
RERE, | BEXA.
B, B | RE. §4& OR
B, # | £ 0L WP
. Bk, BEK,
B AR, Ask
TR, ¥

EE, HIn

mEES
o, b

TH
(18.1%).
g

(10.2%) i

=
PER

Z0ft

PR D LS.
EFEOLUTNE, &
B, BRE. &Y
R, FROLUN
B, EmERE B
ELH, RBoOL
F. RIEEE. %
HEHEG

RPOEERRIFTRENG T -HRBEE BT
FGRTG)=NVF M) T A, FTEFII) VAFY
Bz 5)A0<A4 L0 3KB5OBEICET ,
5. EREADHRS
AHEFEE LTHBRTREZINL D, BEECTRF
BREPETLTWEZ EPNEZL, BIERE D bbN
5 ENHHOT, HILBEREDRIER ([BIVEH
DOEBE) BhHobNBEIRET LR LEERIC
¥B5¥azk,




6. iR, EF. BIBEAOKS
(DR ZFE LTV LT EEOD LR N3 BE
roBEFESERELY LS LHWESALIEEIC
DHEBZETHI L,
(Eh =B (FyMEO400mg, kg, ™ H FEHE30mg
Jkg) TRRIBEE (v FTILEERE, v ¥
THREDET. LBEE) PHESI TS,
T, Ty MISARTSS—=F YL (25
mg/kg/H). TEFIV) VARMY (400mg,/
kg/BELE) RO 75y A0S v (50mg/
kg /BHENE) % 4 EEHERRE L-RBRT, M
THEEREODEMADPZRD LA TWVDS,)

IR OFBAANDOHES I HITI LI ERLET L Vs,
L EETHRET LRI BRI L,
(s (5 v 1) THAHIABITTLZ R
MEIRTWVS,)

7. NBEADRS
INBEZ AT A REWIIFEY. LT Wi vy (R RE
Berv),

8. BRLODEE
(DR AEE

AHBEBETH Y, BB S o TiE, WAL
DBV EFIZ, OALETIIEERT L L,

(2B HN A ATy
PTP HEDEKNIPTP ¥— LD B L CTRAE
TELHETLE, (PTPY— FOBEKIZIY,
TWAGARSEERBECAL, Bicdgile s
L TCHtRTRAASDEELZAME»HRT L E
PHREINTWES)

*9, ZOOEE

15y Fi25mg kel £ % 2 EEROKE L-Hi
RERICBWT, TBICHINF ) 4 FORERA
bt OBENDH S,

CEEE (7 v MEORS25mg kgl b)) THIR
BEEEVCMEY A 2SS OENMPREINT
WBDTAERIZH 2o TITEURIEREICEET 5,

BFRHADER RS FIZEEOER) - T ERD L
DRERD 5,

WAVaANRsE— - EFOUORENELORE: S
RT7SGT—VF by rED TNy Ry A4V
¥y —RTEXTVY VR, 75U ADR
A VEOREWERTA MO — VoA
HRFERTER TR, *C-REFKABOHE
ARl BB D 5 720, BC-RERE,
BRI ABREHEZT I BEER. 2hdOEA
OHRERTH4BLEOMETERT S EIE
F Ly,

By PEETHEFT YV T IV (50mg/ ke
JH). TEFY VY vARMY (500mg, kg H)
EUrsyruxAf vy (160mg/ kg B) %4H
BEL-RBRC, BEYcoHoEmE L bic
BROBEHHRIOHEHEIED LTS,

(ZEEIRE]
1. iR

VT RFSV—=NF )y L BEERS
BERABRTIC20m % AT LA ICRO®RS L
BOLBMICBIT 2 Y METBERES % TRIRT,
T, WAT. ABRSTOWBREEICEL L2 %Y
BIRE/NT A — Y OFHEERIRT, EBRRE T8
BETHEGCH L tnax 5L RIRBIET 2 & & B QRIS
BIEEDPTDENTV 5B, ()

1 2 3 4 5 6 7 8 910

i 600
T
% 5001~
g, 4001
% 3001
1
ﬁ 200
]
E 100+
(ng/mlL)
0
R M (hr)
IRTTGT=NF MU L2mgDIBRETRURETIRS
BFDMEE PR
ERSDRERISORYEE/IST A -5 (Mean=S.D.,n=12)
Cmax tmax AUC tyz
BIEE | e mD) | (o) |gebesmD)| (o)
BET 4374237 36+09 9374617 | 1.49+0568
' % 4534138 | 53%14 9014544 | 1074047

3.

F 7o, BERABRFICIOn. 0mgzBET CREERDO
B L-BOEYEIRNT X - U TOEEYTH
%, (©)]

BEBEABFICSTSEEEORSHONFER ST SV —NF b
U) LOEWERBINT A —4 (Mean+S.E.,n=6)

Crmax tmax AUC tve
#SR (ng/mlL) (hr) (ng-hr/mL) (hr)
10mg 247124 38105 44024 085004
20mg 40664 3.11+02 809 1186 1.024:0.16
@) 3 #ipe A 5

BEBABTLICIRTIIV—=NVF ) 97 a20mD, 7
EF YT ARMYT0mg M), R TV A0
A4S »400mg CHIE) # 1H2E 7 B (BH12[E) R1E
BOBE LBOIT XTI —vF )y s QEYE)
ENRFA—FIFUTOLBY TH B,
RERABFICHTS 3 A ARMBRSEOMEETNT I -

F U LOEYMRE ST X —& (MeantS.D.)
Cunax tumx AUCq-12 tye
(ng/mL) (hr) (ng-hr,/mL) (hr)
EM* (n=15) | 578+293 3.0+0.7 934+438 | 0.72+0.19
PM*(n=4)| 948:+138 2.8+£05 2600+474 | 1.80+0.32

MIFMUHEERF F 2 v —2 P450 2 CIOEIETFE
EM ; extensive metabolizer PM ; poor metabolizer
) ARAE AR [BF, BARRIRTI V- F
FUYALLT1IEOm, TEXFTYU UAMNME L
T1E70mg (D) RFZ 5V Au<(4 LT
1E200mg (7 M) o3 FAMKICIA2E, 7HE
BO#KST 2, B, 75V 207k, LER
B CHEEMBETAZETES, 2L, 1H400
mg (Offi) 1BE2EZEEETZ,] TH5E,
e |
BERAERTIC10m. 0mrEORS L-KOMEFRD
R, FCHERENRBLRGIC X VAR L7
I—FIVRETHolz, ZOMICFRBBERF 7 0—20
P450 2C19 (CYP2CI19) A5 B x F VAL Tt iz
XDAER LB AF VIS, 3A4 (CYP3AY) FEST
BANVEKUALEIGIC & D ER LA VE VAR D Sh
pAS (O®®)
Repgkit
BERAR T IC20m % BOKRS LGA, 51524 H
FTCRRFICTIRTSZ V=T MU T AORENMETR
HERT, REWTHEINKVBERTFOI VIO
VBRIEEIREEDON29~40%, AVEH Y — VR
AEH13~19%HRil X h iz, ®)
(HH 22T <)



4. HEER
HE (F277V ) THRABEET D70 — 5 P450)
2C19 (CYP2C19) ~ORBHA I X W HEEREH»RD
ENTWVWEYTENRA, TV 77y R—TNVT77Y)
V) BHLTEH I NS 0EH oMb RE T REL S
RAEVIESRREINTWS, T/, ¥ (5>v 7T
V) THRH#HEEF 20— AP0 1A2 (CYP]
A2) OFEICLIOVHEERELIREDLONTVWETF 7 4
DI L THOFRAMPRERCEE L S W &)
HESITWVS, (@®)

%, [ BRPREL #R)

1. BiRE. TEERE. YEHRE. SRMREER. Zol-

linger-Ellison fERE

BEE. +TTHBEE. SNEAEARUVYEHEE
e L —ERABRE VU ZESRILBER (k51
M. 6~8EM ORBEITEOLBYTHS,

¥ K B PIRSR G

H bi- 5 95.2% (40141 /42181)
+ZRBEF 98.1% (36411, /37141)
&% R E L 90.9% (50%1,/5561)
/R 83.3% (1081,712%)

Zollinger-Ellison fEBEEEICOW T, 246112817 5 &%
BEOUBERIZIN%TH o7, (®~®)
T7, BRREAEIREREOSmEEEL TSR EL
720 OMFRE (CEERIERER BT 5HHE
SEHFEEREIITR6% (33B1/426)) THh o7,

BERE - BEOTSO MV EYFL Yy —BERICE
REPOBHRGEREELBE T NRYE L2RESEZRON
HERBICIIBERITEOLBYV T o7,

1 E20ng 1 E10ng 1 E20mg
16 1M 1620 1620
o 58.8% 78.4% 77.0%
= (6081, 10247) | (80451, 10280) | (774, 10041)
grade A RTF 65.1% 87.1% 79.5%
grade B¥ (5661, 78681) | (7461, 7856) | (6645, 834%)
grade C RU¥ 25.0% 35.3% 64.7%
grade D¥ (4%1,71660) | (64),/1760) | (114, 1741)

E)  IRTSV—VF M) A0m /B, TSV —
W3mg /B, A AT5V—n20mg,/ H% SEELL LR
SR RIEHE I HEimETR I HR

XOH Y ELAoE &E2) Lk EEE

*2. JE8 5 AME BERTAE

FECLAMBFREENTELNRE L2 EE R EEER
(54 . 4B KB EROEEHEE
BUTBBERIZ, #NFN43.6% (4, 710181) . 55.4% (56
B,/1018) TH oz,
LEREXIIToHBEBICEEAAY AN 2— - O
1 OB O#ERY
Ayanrsy— - Cu)BEHoBEEX G+ oHERE
OBREZEENGE LI-EROBRAR (ST V— ¥
MNUTA, TEFVIVY AR T) A0S
YO1H2EH7 BMBO®RS) CBT2BERITED

EBYTHA, (®)
) - PREEEE
X0 1 AREE | H5EH s ) e
ST 5 — ) F I L1 Omg 87.7% | 83.3% | 85.7%
7EF VY VAR CofE) | 2B/ | (5761/ | (4561/ | (10260/
ZFVRAI A3 200mg (G 4i) 6561) | s4) | 119%1)
ST 5 — L F M) 21 0mg 89.7% | 87.8% | 29.0%
7EF VY VAR Chm) | 2 /B | 6181/ | (3651/ | 971/
25V AT ALY 400mg (i) 6861) | 41%0) | 10961)

B, TR EAY IS Y~ - PO ) EEOE
- TTHEBEEZEICN T 2BRBEOHBKREBRDICB VTS,
FREORBEIBLNTNS,

#) EERHOBSE, RUBRSHEETROEBY THY,
ENORTHE A2 3822 (A BE|l0ES
o
FNRTG=NF )T AELTCIEDg, 7EFY
YU VKRN E LT LEIOng(OE)RTZ 5 R0
AV VELTIEmg () o 3% % 1H 2@, 7
BRERORY
¥z, JUNYRYTFA Ve EF— (SUVTFTV—N),
TEFTV) VKPRV I F) A0 LY 0 3HIE
BizxaA)anyy— - ¥0) oBREHIEESRARY T
Holenanry— - Yo ko BBEXIE+ 2
BREEOBE &L LEEROBREH (ST~
FErFIY A, TEFIIVY VKRBT A PO =5 —
Vo> 1 B 2 67 HERORKS) BT 5BEFIEL% 49
B 608) LB EIRTV A, (@®)

€-S5E-35))

- fERRF

FA TR OBEER TEEE AV 72 v 73
FR) 20, o bRy S (B, K-ATPase) @ SH
HE M L CEERETHEEL. BOW T2, &
SIHESNL-BREEOEEI ., TREAREDL S
DEYOWEH B VI NVY FF 2L 2ERKOESE
PHEELTWBERDEELZOND, 2O/, V¥ FFt
K o TEEEFEESTET AW bHR EN S,

. E NTOER

(BB WHIER
HERABEFICBIT A5 A M) »RIEERSW 20 L,
1H1@10mgfk5. 1H1E0mgdk5CL b2 5%
B OEHZWHEREZ AL, %5 1BERV7EHE
OBTWBEOBRAIEIZ 1 H 1 El0ngdk 5 T72~76%.
90~96%. 1 B 1 [E20mgH 5 T88~89%. 9% T & 5,

(@®)

2)EA pH L R1EH
RERABTFIBIT2EWpH N L. 1 H 1 HIOng
a5, 181 0E20mit5CE b IcER L ERMER R
L. %54 BB 02U IZpHL H B ik pH3 Mk
FRTEBEOHE 1 H 1 HO0mk 5 T73%. 80%.
1 H 1 E20mg#x5-T78%., 83%Th %, (®)

L.EMMTOEA

(H+, Kt-ATPase BHEIER (in vitro)
TYERREL VLA HY, Kt-ATPase 23 L. 54
VWHERRERT . (@)

BB WINHIER
DY FHEBERERICBILY7FINT AL 21

7 AMPHIEIC X 2 BB W 2 %145 (in vitro)o@
(@)
DEBEUEESIEEERICBIFBLRY IV, Ry FH
A2 MY VHEEBSW., BTNCT Y MoBi) s R
BBGMRETERY I VHEEBRSWIIT Likh %
WHRIERZ R, (2B®)
AXBHBVIET Y MBI RS HIER O R
B, oo by Ry FHEFICEBELEL, L
MAHR LY ORISR, (@®)

BHEEER
7y FERAVWREBERRED L VI ERBIERE
(EHWHERA P VA, KBWEA M LA, #PRHLE,
VATFTIVRER-LY V) L., BWHiE
BERS 5V BHERERBEEREERT (@)



4.AYaAngL— . EOVRBREOHBMER

NV IANRY G- - EOVRREBMETIVICE T B RE
ZhR
AFAZXIERWEAY Ny ¥ — - ¥ BT T
VIBWT, BREBRISTTSE7EFT ) VKM
Yooy rauwl4 sy 2RHEOHRE, ST
SV—F P TAEMZBI EICEY, HEFEH
?&‘lybﬁ)ﬂflo

@AJamssa— . FOYRBOEEMEROBEE
TEFT VIR R T 7SV A0 LT, TE
FILVYUAKRAPRUA PO TV =L D 3HIER
RERCBTBIRTZIV— VT M) o A0OREITEN
pHZ* EREE2ZEI2ED, 7EF VI VARNYR
Cro)2u<, v Y ONEREEZBOZZLILH S
LEZLND,

(BxhRL 5 CBE Y 3L RIH R )

— 8 %I TFV~NF MY A (Sodium Rabeprazole)

1t % % : (%) -sodium 2- [ {4- (3-methoxypropoxy) -3-
methylpyridin-2-yl} methylsulfinyl] -1H -
benzimidazole

G CieH20NsOsSNa

. 381.43

A TORS
B N N
i W

CH:OCH:CH:CH:0 CHs

(o]
7/ \ "fjij
ary

Na

HER{EaIER
SRSV F T AZAB~MERGD
BRT, ZBWIZhv,
HGEAIIERA T ) — VD TEITFRT <,
Ly = (995 NidEEER L T IVIZ BT R <.
VIFNL—=FIXEANFFIEFEAEBT
7\,
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hetero EM, PM

ERUVEMAE DA
COX-2 Cyclooxygenase-2 : 7 2 A ¥ L4 —+¥ 2
CYP Cytochrome P450 : F b 7 1 — . P450
D961H Esomeprazole : =Y A5 — )L
H,RA H, recepter antagonist : H, T AEEHE
NSAID Non-steroidal anti-imflammatory drug : JEA 7 7 A R REZK
OPZ Omeprazole : A 75 —)L
PPI Proton pump inhibitor : 7°& bk L7 I RHESE
|RE Reflux esophagitis : Wit R E R
BFE, homo EM, [D9%IH ORBIZEHDLITERT h7 v —L P4SO O T F 47

CYP2CI9 IZBI L. CYP2C19*2 & CYP2C19%3 DA B ZRER L
(genotyping) . MEE XV O LN WVWH O % B £ H
(CYP2C19*1/%1) & B2 LT, ABROFARKREHELSEL LTEH

5 @ E (CYP2C19*%1/%1) % homo Extensive Metaboliser (homo

EM) ., CYP2C19*2 5T CYP2C19%3 L EFAERI~AT oifsdike L

THETBEE (CYP2C19*1*%2, *1/*3) % hetero Extensive Metaboliser
(hetero EM) . CYP2C19*%2 & CYP2C19*3 & RE#EAEKD BV IIHE

AT aESERE LTET BB (CYP2C19*2/%2, *3/%3, *2/*3) %

Poor Metaboliser (PM) & &3ET 5,
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1 e - R, AL - AE. ERALOIE () RUZOHRE
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1.1 DEE - DR (T

P « BHR (R) 1T UTDEBIRELL,
<AFXTULHLTEN10mg>

OREE. +THEBEE. WEHEE. URERER, FODAEREYIIE. Zollinger-
Ellison fEfRE, FEAT v MEFISUERREGRIZR T 2 BIBE XTI+ HEBREOBR M

OTFRICBITBAND Ay Z— - ol OREDHE

BiEE. TGRS, B MALT U >3, SRED/ MU ERBDR, EHBEBICT 5
WNIRERTIEREE

<KX VT LHTEIL20mg>

OFEE. +HBEE. WAMES., WiMMkAER,. Zollinger-Ellison EERE, AT a4
FHERRIERRERFIZBT 2 BIEBE X+ B E OB R

OTFZHICHBIT B~ a7 Z— -« Pu ) OBRE DR

BiEZ. +HEBES. § MALT U >/, BREM/URDERIER, RHEBICXT S
WHERTERZE

1.2 DEE - MR (F) OFRTEIRN

D96IH X, A AT T —n (OPZ) D—FDKZFEMEME (S 1K) DHEEHETHT o b
R THHEEK (PPI) Thd, DI6IH it OPZ & FEHIZ CYP2C19 KON CYP3A4 2 L 5% %
ZT 50, DISIH ORFIZEITH CYP2CI9 DHFEEIZIOPZ Db 5 —HFDONFEMETH S
RELD /S, FEMEREZHR O ZHREN L, DISIH &5 TIXEEFED OPZ &
T CYP2C19 BT & HEYERE R OCEKFTZERBOBEBER /NS L. FFIX OPZ &
% 5T TN EDBRSEPHHEINDERTH B,

121 BEE. TERES. MEMEE. UREREERX. FULAKEEE
WRIE. Zollinger-Ellison fEEE., A1) anNs 48— - EOYDKREDFHE
(BB, +2HEBES. B MALT U U/RE, BREm/D R EEB
m. RRIBEICHT 5RRBNAEAERES)

D961H K" OPZ DIFRZNEIXBBSWMEICER T Z ¢ MR I TE Y, DISIH D
BRRWIHZIRL OPZ L RAREThHILIX, MAICBEDRLARBE CHS L#HH SRS,
% ZC, DI61H D BB INHIZIRE OPZ & ik L, BEREEEADORROEBRICKT A
ROREZHETDHZ LT, BERRLOWIHIZIR & BRDE OBRE Mo B8 EEREBICHGT
LIENFRETHDEEL, BB, BBREERAONRRNYERL LT PPI OXTFHEET
boUMERER (RE) ZBRIRLZ,

ARFRIZIT B DI6IH D#hEE - %R (£) N OPZ DFIEE - DEEFE 1IRT,
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#z 1 ARIFIZHT5 D961H DFHEE - TR (F) HWIZ OPZ Dxh#E - TR

BEE - R R2EVIL 2RI L FTATS— | A TS5~
ATt AT f£10 & 20
10 mg 20 mg FATSVY | FATSIY

10 mg & 20 mg

BiEHE. +EBEB. O O O O

W& E{E % . Zollinger-Ellison

RE(RRE

B RIER O O O O

O D A B RSB HTE O - O

FERAT oA RHEHIRAERK O O

B E5EIZBIT 5 BIEEXIX
+ HRBRBOBERM

TRIZB T B~V anrx 0 O 0O O
— - u U ORBEO®H

BiRE. T_HBBEE. B
MALT Y > %E, fRMEM/
WA ERER., BHBE
9B NEERRREE

ABRRERRIC S &, CYP2C19 @ genotyping {2 & ¥ homo EM, hetero EM, PM IZ43¥E &
e BARNEERABMWREEE & LT, DI6IH 20 mg, 40mg, ZTOPZ20mg %21 H 1
B 5 BRIKERAZRS Lz &A% (BN pH) ROEYEERLEIHGT S, BEER, &E
Ak, 3 Bl o x4 — " —RER (B D9I61HC00004) % EME L7z, £#5R%E (homo EM,
hetero EM & TO'PM 2MEIZEEK) (2351 5 D961H 20 mg & U OPZ 20 mg #5650 24 BRI DB
A pH>4 DORFFEIEROEHMEIL, ThEh 6239% (EHRZE (SD) : 14.404%) ROt 58.91%

(SD : 18.667%) T& Y., DI6IH &5 THTEHMEMNEL SD iZ/hEWZ £H b, DI6IH i
OPZ (T TAHLRK L HRBEOSWEBRIWIHDREZ L, B oEEBESN/NSNZ
EWNTRBRENTZ, F72, DI6IH 40 mg # 5 L7z & & D 24 BEE D B A pH>4 D EFRSRDFEHE
X 68.49% (SD : 8.090%) T Y., DI6IH 20 mg XX OPZ 20 mg %5 LY b & BHICFEHE
BNEL BEoRBEEEBA/NES N E235, DI6IH 40 mg 23595 & CYP2C19 BEFRIZIK
FELRWEF RS EIETE, DISIH 20 mg X OPZ 20 mg HEBE LV b EWIHZH
MRBBOEND EE X B,

D9%I1H 10 mg XTU'OPZ 10 mg #1 H1 [B5 HEKEROES LizL &0 24 BHOBEN
pH>4 DEFFEEIZOWNTYH, BARABERABEWEERE (CYP2C19 @ homo EM, hetero EM
RO PM &8RS Zx8E Uiz RBRICBWTHRE L7 (B DISIHC00009) , ZDfE
. homo EM X% UM hetero EM Ti&, D961H 10 mg & 585D 24 KD B W pH>4 DEFRISRT
OPZ 10 mg HEHFIZHARTHEL, PM TIXFAE&®D OPZ 10 mg B 5L VIREE R Uiz, &8
B Z31T % D961H 10 mg KU OPZ 10 mg HEHFD 24 FfH) D F A pH>4 DOEFE RO LHfE
i, TRER 47.50% (SD :22.55%) R U*42.74% ([F : 26.49%) ThH Y, DI6IH &5 TEF
SEHEREL SD XSV b, DISIH D 10 mg HEIZDOWTHEED OPZ 10 mg %5
AR THR L HRBEDOBBOWMMEIZIREZ R L, B OEEMEEN /NI WNT &R
=iz,
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MR RER (REAE

WITHERER (RE) AEZXIEE LZDI6IH 20mg 1 B 1 EIRUDI6IH 40mg 1 B 1 El#E
R D REGHZRZ OPZ 20 mg 1 B 1 [B#%5 & LERET 5 AR (RE F1815 B S
FEFER « R D961HC00002) % FEhE L7z, FEFHMEER ThoHFE 8 BED RE DGR

(FAS [HROBEMTAERER] ) X, DI6IH 40 mg, DI61H 20 mg, OPZ 20 mg TENZFM
90.0%. 87.3%. 87.4% Th o7, 5 8 %D DI6IH # 58 L OPZ 20 mg & DREDIERKED
ZIZRT D B%EFEXED FIRIF-10%LA ETH Y, DI6IH 40 mg & X DI6IH 20 mg > OPZ
20 mg IZXE T BIELMENGER Shiz (& 28H]) .

® 2 5 8 B#%M RE DARFEE (%) (FAS)

D40 D20 020 £
D40 - 020 [D20 - 020 |D40 - D20
#eE1E 90.0 (171/190) |87.3 (165/189) [87.4 (166/190) |2.6 -0.1 2.7
95% CI 84.9,93.5 818,913 81.9,91.4 38,91 [-6967 [38092

D40 : D961H 40 mg, D20 : D961H 20 mg. 020 : OPZ 20 mg
Cl : S XE

MRt RER (MR

RE {6 EZ RS L L7z D9%IH 20 mg 1 B 1 B 58O RE R FH21E % D61H 10 mg
1 H1EXRUOPZ 10mg 1 B 1 [E# KR &L LERETT R (RE #RFEEFS AR
B D961HC00006) % Eh L7,

FEMMRE Th 55 24 BHED RE DFEFFEEIL, OPZ 10mg & LB LT DI6IH 20 mg
THEFRICERICED? > (p=0.007) , F7-, D961H 20 mg & D961H 10 mg THE L7= &
A, FEREIDI6IH20mg THEE EE»-~ (K1) ,

1 Kaplan-Meier jkI= & % RE ®IEEFEE (FAS)

100 @_jl ______
L - B E.____-__Jﬁ
90 &———ﬂ———@ --------------------------------- ]
80 o
701
60 1
&
& 504
g
S 407 o
‘;é Log-rank
301
& D20 vs D10: p=0.158
201
~ D20 vs O10: p=0.007
10
"% 3 3 L T % p11
Time from randomis ation (weeks)
Number of subjects at each time
188 185 174 170 162 161 160 (D20)
188 184 168 168 154 154 154 (D10)
187 185 163 161 147 147 147 (010)

S-8--3 D20 A-A-ADI0 -5 010
D20 : D961H 20 mg, D10 : D961H 10 mg, O10 : OPZ 10 mg
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T, BRMIZE U TH, RE MIHIEESIIARE (GLER D961HC00002) X O*RE #FE ik
FIMFARER (BB DISIHC00006) DWW DI6IH (CRIEEIZR< . BEMLRIFThH -1,
D961H DZEM7 17 74 )Vik, L T OPZ &L LTV,

PLEORBREREOBEREBISICESEX, OPZ BNET A - DR L A—DWHHEAELAS
ThEE - PhEBR L LTRE L,

BEE. +tZREBESR. WALES. FUSAMBEESRA. Zolinger-Ellison fEIZEE., ~
Jansa—--En0YoKREOHE (BESE. +2EBESR. 8 MALT ') 2/ [E, $F5 %M
IMRE D ERNR., RIIBEICH T 2RNRENAREE)

AFK| DR ZEEBSICET%&, DISIH 20mg & OPZ 20 mg Bi\ X D961H 10 mg & OPZ 10 mg
DERDRIZIFARE D LFENRULETHY | ZEEZBOTHRERZWEE L DT,
L7 T, BMEERBEORRNVERATH 2 HHMMERER I T BRI REHER SN
b, BIARD OPZ AT L3 - RO S5 b, SERERINDOERE, +2#EB
BE. UWEEE, FOLAMBEREYFIE, Zollinger-Ellison JEERE, ~) a7 X —. ¢
o) OREOME) (BIEE. +HBER. B MALT J > &, ReRMEm/ Mg 28807
BHIEBICAT 5NREREERE) 2oV Tk, B RBRRR 2 EREJ. ke - PR
ELTRELRE,

122 X704 FERRKEZE (NSAID) BEBICET2BEEXIET+ 15
EBOBFEMF

AFRTIX, NSAID #EEFHIBH 5 BIEBE XTI+ _IBBIEEOBERME| OREE « DR 2 TS
U7-BENIFER T (FREERE) . NSAID /L5 B BRIRBAFEIR F1E5RE], P uxZ 75509
VEA, BERAWIIRIFIENEFRA SN TV AEEEEND S, /-, EBM ILESL BiEES
BHA RTA VI CIHMERZELOFINEZIT A0, HIBEOHIROH LR EDE) 2
BEICKLTIETHEITIRETHDLEENTWVS, LT NSAID HEEIZBIT 5 BIEEX
EFZHEBEBEOTHICIII a2 75 P 8K, PPL, BHAED H, SAEEFEHE

(H,RA) DFERZHELTWE, TR E UTH pylori DFRE BTN 523 PPI 5 &t
BT 5 L ZOFMETENERRERTHS,

D9%IH #F7uxtrdFWioxy ey F R 7L (%'Fi%%ﬂé’a NSAID) . XiX
rofecoxib (COX-2 EiRREY NSAID) & HFH L= E/EARRICBW T, Wb R LR
BLRAREEAXWEZEZ BN (3RBR SH-NEN-0016, D961HC00007, SH-NEN-0017) ,

NSAID fikfeik 5 RE XS L Lz D6IH 20 mg 1 B 1 [E# 50 BIEE T+ " BIEE
FHIEMBIZIREZ 7R 1 B 1 BEHREEL LBRHTT 2 EERER (NSAID FIFERER AR
D961HC00001) % EHi L7~

FEFMER THHERE 24 BEOBEFE I+ ZHBBBEOIERERIT, 78R LY
D961H 20 mg CTHEHZMICHEICE 2o~ (DI61H 20mg 96.0% [95%IEFE XM : 92.8~
99.1%] . 7R 644% [95%ZHEXR : 56.8~71.9%] ; p<0.001, Log-rank ®E. K 2) ,

Y BBEBEIA FIA OB & EMEIC T DETRR. EBBMICES BIBERETA RS54 v
FE2M. EHE: CiEY ;2007
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2 Kaplan-Meier (kI & 2 B BB XTI+ 2B ESDOEREER (FAS)

D961HC00001)
1001 G————=t =
! = = —
90 1
801 B ——— _G——_—____i
70- S
0}
60 1
S
3./ 50_
.5 0 Log-rank 1R
5 D20 vs 7 F & & p<0.001
§ 301
=
=]
201
10+
"9 3 5 . P P
Tire fromrandormisation (weeks)
Numrber of subjects at each time
173 166 152 147 138 137 135  (D20)
168 165 118 117 96 96 96 (Placebo)
8—8—5 D20 ©--0--G Placebo

D20 : D961H 20 mg

(R B

NSAID ##rE 5 BE 2% L L~ D%IH 20mg 1 B 1 El#&5 & NSAD # E#EREDZR
ZMEZ R DR (NSAID R#i#% 535 : 38k D961HC00005) % FHi L7z, BlRAEE
iR B TH 2 BIRE I+ HBRBEOIERERT, &S 52 BRI TRERBIITRLE
WEEMRINT (&5 4 BE 100.0% [95%EFEX M : 100.0~100.0%] . 12 #EH% 97.6%

[95%fEHHIXE] : 94.8~100.0%] . 24 % 96.7% [95%EHEX R : 93.6~99.9%] . 52 %

95.9% [95%EHEXH : 92.3~99.4%] ) .

AFRER K OV NSAID FIMFEEKER (BABR D961HC00001) DFERH 5. NSAID ki 5 BE -
BiF5D%IH20mg D 1 B 1 FlEE 52 :@8MAKEEIIZEMICEERRL, BERELRFTH-

77

UE&Y, 3EAT v MERFERKRERFICRIT 2 BB XIT+ ZHBREOBRME %

2heE - PR E LTRE LT,
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D961H DAk - BE () 1%, DY6IH DRBEBE L OPZ OEEARO AL « AR
OPZ #R< MERSE DA - HEZSEIZ. UTOLRBIRELL,

<AXXV LI TEN 10 mg>

OBEE. +HEBRE. WAETIEE. Zollinger-Ellison JEFERE
WBE, RARKR= A=A LT 1E20mg 21 0 1 BROKETS, 2B, &
. BiEE. WAWMEECHSEMFE . +ZHBEETHc BN E cO®RE LT3,

O pEtAE % ,

BE, BACE=YA75 =L LT 1E20mg 2 1 B 1 ERAKBETS, 28, &
®. SHME ToRE LT 2,

EBICERE - BRZBVIRTHEREREROHERBEICBONTL, 1B 10~20mg# 1 81
EROEE5T 5,

OFEV B AN B RIE W FIE
BE, RAZZ= A= LT 1H 10mg 2 1 B 1 BREROKRET S, 2B, &
,;_%A’\ 4 ﬁﬁfﬁi "6@&5‘&‘?‘50

OFAT v A FHFRERKREHICRIT 5 BiREX I+ 2 18BRE OB mE
BE, BACE=YAT7TY— L LT 1E20mg % 1 B 1 ERAKRET 5,
O~Y oy iz—. vl OBREOREE

B/E, BAQRE=Y AT — e LT 18 20mg, TEXTTY AP ELT 1 H
750 mg (i) ROZ 5V Au<=wA4 LT 1 [E 200mg (Fiffi) @ 3 FZEFEEIC1 B 2
B, 7 BERBRORET D, B, 77V Al i, LEIZGUTCHEHEBE T Z LN
T&5B, 7L, 1E400mg (Jifif) 1 B 2% EBET5,

Fu bRy FA4 e EE— TEFIVVI VKRG Z T ) 2uwf i vD 3 FEks
LB~ ansy—. ol OREHRENTRIIOHE AT, ZhiZRb2HBELLT, &
B.OBRACEZ AT =L LT 1E 20mg, TEFTV I KMSE LT 1 E 750 mg
(i) ROA Pr=FY — L LT I1E250mg M 3F#FEFC1 B 20E, 7 BRA#®RS
35,

<RF VT LA TV 20 mg>

OBEE. +HBEE. WEHIEE. Zollinger-Ellison fEEHE

BE., BAZF= A= LT 1E20mg 2 1 B 1 BERORETS, 2B, B
H. BiEE. UAEMEECRSEMET, +HBEE T B ETORE LTS,
OMmtERELR

BE, BRAZF= A= LT 1E20mg 2 1 B 1 ERERAKLETS, 2B, B
. SEMETO®RE LTS,

EHIZHEH BREBRY ETYREREROMREEIZB T, 1E10~20mg 1 H 1
ERN#&ET3,

OFART oA MERKERRSHIZRIT 2 BIREXII+THRBIEREOBFRIME
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B, BRAKIE= Y A7 =L LT1EH20mg # 1 B 1ERABET 3,
O~y anryz—.val OREOHME)

BE. RAZEZ Y AT = LT 1 E 20mg, 7TEFTT ) oAk E LT 1 E
750 mg (Fiffi) ROZ7FV Aua<wA e LT 1 E 200mg () @ 3 K2R 1 B 2
B, 7 HRERREREGTH, B, 77V RAg~v,f i, LB U TEEHEET S Z LN
T&5%, I2/ZL, 1[E400mg (FHffi) 1 B 2E%ZERET S,

TR ITA e EE— TEXFTVVY) UAFIBROZ T ) ZAuwLP 0D 3 KBkE
&Y ansF— . vr ) ORBEEENRRRIOEEF. ZhiZRb2HBELLT, B
. BRARIBT=Y A7 =L LT 1E 20mg, 7EXFTI Y oAfMSE LT 1 E 750 mg
(Jiff)) ROA ho=F— e LT1E250mg O3 FZFABC1HE2E, 7 BRROES
5,

OPZ DA - AERZZEE TIZUTILR LU,

(A% - AE]

SAATT—NEE 10> <F ATV 8 10mg>
OREE. WEHIEE. +_I8IBIES. Zollinger-Ellison JEBEEE

BE, BRACIEAATZY =1 LT1H1E20mg 2RA5T5, 2B, BE. B
. WEHEFCIZSEMET, +THEBEETCIIc BT TORE LT 5,
OMFMERE SR

B, BAZIEFATIF =1 LT 1 H1E20mg 2BO%ET5, LB, BF. 8 &
FETORELT D, SHILHER - BRZBV ETHREREROERERICB VT, 1
H 1[E 10~20mg 2R AOF 5T 3,
OO B Atk T AE W FE

BE, BRAZEAATZ—AE LT H1E 10mg 2ROBE5T 5, 2B, BE., 4
METORRELT 3B,
O~V any z—. vul) OREOHEE

BE, BRAKEAATIY—NE LT 1 H 20mg, 7EXI VLR ELT 1 H
750 mg (Fifll) ROV 7V Amr~wA e LT 1E20mg (Fff) O3HEZFERIZ1 A 2
E, 7 BERO®ETS, 2B, 79V 2~ P it VECSUCEHERETS - &
MTED, 72720, 1E400mg (1) 1 B 2E%ERET 5,

TahRTA e EE— TEXVVI UATHROZ T ) Al oD 3 KRS
LB~ anysd—. ol OREERENTRIIDOESIT. TR BBEL LT,
BHE, RAZEAATTZY =1~ LT 1H 20mg, 7EFTV) KR E LT 1 H
750 mg (Jiffi) ROA b= —n L LT1E250mg D3 FEREFZ1H2E, 7 BFE
BRAO%kET 5,

=

<FRATT—NEE20> <A AT TV 8 20mg>
OBRE. WaHiaE,. +1EBIE%E. Zollinger-Ellison JEMFRE
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BE, RAKIEAATZY—AELT1H1E20mg 2BAO8E5T3, 28, B, BiE
B, UEHEECII 8 AME T, +TEBEECIIc BME THkE LT3,
Ot RIE R

BHE, BAEAATZ—=VE LT 1 H1E20mg 2RAKET 5, B, BF. 8 A&
MECTORELT D, TDICHER - BRZBV RTYRERERDMREEICB VT, 1
A 1[E 10~20 mg #EARE5T3,
O~NYanyz—. nl OBREOHE

WHE, BRACEAATIZ = LT 1 E 20mg, 7TEXFVI Y AR ELT 1 H
750 mg (Jiffi) RO TV Ru~wf LT 1E200mg (Hff) @3 FEZRECL B 2
B, 7 FEARO®EST S, 2B, 75V Rues 3, BEQGCTCHEHTHBETSZ &
WTEB, L, 1H400mg (Hffi) 1B 2E% ERBET 3,

IR R RS TA RS~ TEXVVY VARBROZ S ) AawA LoD 3 FikE
WEaAYansz— .ol OREEESFTRDOHEIE. ZThICRbaHBEE LT,
BH., BRACEA AT =1L LT 1 E 20mg, TEXFT D UAkfiHE LT 1 [H
750 mg (Fiffi) BROA bu=FY—n Lt LT 1E250mg @ 3 F 2R 1B 2E, 7B/
BA&5T 5,

10
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1.4 Hiz - HE () OHRTFERH

1.4.1 BEE. T-HBHEE. UeHEE. ¥FNEER, FULAMEERE
WRAE. Zollinger-Ellison fEIRE. AV /84— - FOYDKREOHE
(BEE. TZEBEE. B MALT U /B, B m/NMRE DS

A, RHBEICHT 2RAGEMAEERS)

HREEEX (NEAR

RE %)J%ﬁ?‘v?% MAEER (3R DI61HC00002) 233\ T, D961H 40 mg } 1) D961H 20 mg
%, %5 8% D RE DIFEERIZE VT, OPZ20 mg 2k L TIHLHEN R ENT, (12.138
® 22R) , ZeM (RE SHEMKS) 122V Tk, DISIH 40 mg 190 #id 42 6] (22.1%) .
D961H 20 mg 189 14 47 5 (24.9%) . OPZ 20 mg 190 51 49 %] (25.8%) IZHEEENAD
bz, BRLBEHBEEDOEPSTEEERIT, ETCOREHTCARFERTHY . TORIE
EEIX D961H 40 mg, D961H 20 mg, OPZ 20 mg TZMNFH 5.3%. 3.2%. 53%Th V., HEaEE
FIOBWZA DR oTe, AEEROBEROCRFABE IR SHMTRAETHY., BEK
FHREEEZORBUIRD bhikd o7z,

UEOHERECI21IRIIRTHABEBKICESE, HREAERDVHSHBEEICT S HERX
OPZ BWET HAMBALE - AELFE—0 AL - AETHS DIIH20mg 1 H 1 HEREL =,

Fo, BEHMICOWTI, BEAROVHERERDEERERTHD OPZ » & RAMER
OB EHR & FFED 8 BRI ZRE L,

WRERELX (HERE
RE MERFRIEFMARRER (38R DI961HC00006) 12T, EEFMER TH 5% 5 24 A%
? RE DI EFFHEEIT, OPZ 10mg & HE LT DI6IH 20 mg THEZMICEEICE >
(p=0.007) . F7=, D9%61H 20mg & D961H 10mg T L=+ = 5, FEFFKEIT D6IH
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zZett (KR 24 B#EE) 1220 Tk, DI61H 20 mg 188 5 113 %1 (60.1%) . D961H
10 mg 188 %9 109 %1 (58.0%) ., OPZ 10 mg 187 {59 90 5] (48.1%) i ﬁi%gmm&b%n\
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T B%EVWZILERD 2 HHTRESNZEEFTRIC—E LELERIRD OB o7 &b
b, BRMIZEZEOHDETHRWVWEEXZDbNRL, NSAID EHE SRR (KR
D961HC00005) TiZ, D961H 20 mg 130 B 123 ] (94.6%) ICHEEZESENRBD N, HE
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BBERCYP2CI9R Uk FFR 7 2 YV — L& HWDin viroRBRIZE
WTRIRIZCYP2CI9DIEM A HE L (Kifl : 7.9% U8.6 uM) 23,
CYP2A6. CYPIA2, CYP2D6, CYP2El, CYP2C9K (RCYP3A4MDIE
PEIZOWV TS LAV bSO RBEERR T LT,
ABEADT—ZTid, VT ENRA, T2 b VX OAT7 7 Y v

R-ONT77Ur)  (BAE, CYP2CI90OEE) L AFOGAIC X
D, VTENRL T z= A U DAUCIEENFI181%., 13%HK L.,
RUNTZ 7Y yOMER T 7TIREZIZ% ER LY, =y 275
=k sy RAnwA VURUTERFT Y VKM OERIC
£V 75V Rl VURBTEF VY ko s+ g E
WCEBLAN-R, 75U Ruwd v DIIKE LRSI D
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h#FEAEE
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2. ERTOA FHERAESRE (NSAD) B5BIZET2BREBERTT

ZIEBREOEHEITH
HLEREOBRE 2T T ANSAIDMGRABRE LS L L2
EEREERBRIIBVW T Y 27T =20 mgD1 B1E2438 R
BERICEIT 2 BB I+ RBEEOBEREMAIS ERED
BhT3EY,

TYRXT TS =) 20 mg

7380 P (16851
REGIH 651 566
B E241BM % OIERERY 96.0% 64.4%
[95% 12 HH B ] [92.8~99.1%] [56.8~71.9%]
[9;;/3;%;%] 0.09 [0.04~0.20]
piE®” p< 0.001
a) Kaplan-MeierfEiC & B HEFE b) Log-ranki®TE, HEAHE W%

Kaplan-Meier#siZ & 2 BB I+ RBEEOERER
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(1) BRpHIZRIFTRE
BERAIZBNT, =Y A5 Y =110 mg, 20 mgfk U0 mgi%
BT X 0 24 PIC B WpHA L, B2 RTIREORIE I, £h e
481+23%, 62%+14% V68 L 8% Th - 7=1919,

2. JERRERERER

() FabrrRTREER
oYX ERERKEDT 2 F R (HY, K-ATPase) (2% L TR
EERETRLET,

(2) BES BiE R
HEEy X BERICBIT 2 BEEA I L CIEER 2R L2,
EHE T o~ b & UHeidenhain PouchA X2\ C, FlEEICHER Sh
T BEE IR L O R 2R L2120,
FEIDEHED THEIEIATTV—NiE, TEIBTHEA A
TS —ND—FHOERERE (S ) ThB,
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BEERIR O MERIR B ICFTET 2 Ak~ B RE o il il B 03 i
BBz LicL by, BEMENCBWT—ED BBSINR R
BED, TORIEOEKERTIE, BEMIRANLH ZKH L.
RbDIZKT &R VA7 e Ry 7 EREN AEERER BT
W3, ZYATGY =%, 207 a RO OEE ZRET
HZEITEoT, BEBAYWENKT S,

(BRRA BT HELFHMR]
— R =Y AT TN SR LK (Esomeprazole Ma
gnesium Hydrate) (JAN)
{E%48 : Bis{5-methoxy-2-[(S)-(4-methoxy-3,5-dimethylpyridin-2-yl)
methanesulfinyl]-1H-benzimidazol-1-yl}monomagnesium trihydrate
HFR : CuHisNeOsS;Mg - 3H,0
TR : 76717
g -

HaC,

O'QN' CHs

Né‘\:sx\é[ “GHs Mg?* - 3H0
O N~ o |,

ik =V AT Nl RX Uy AKHITAR~ T 5T

REXIZIL 3 TNWEAOBRTH B,

R - 19170°C

(&EB&EH)

(8 #)
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1407 7€V (1475 7EA>10)
5000 720 (100 7 2/4%50)
7000 7N (145 7N >50)

(/3515000 7V
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1. JAN

(BAL) =Y AT TN~ SR T LK
(4)  : Esomeprazole Magnesium Hydrate

2, INN

esomeprazole

3. L4

(BA4)
ER{5-A RF T 2-[(S)-(4-A FFXT35-DAFNEY V2 AKX L ANT 4 =)V]-1H-
RYZA IES =Nl A Ny—= TR T LE  ZKF

(F24a)
Bis{5-methoxy-2-{(S)-(4-methoxy-3,5-dimethylpyridin-2-yl)methanesulfinyl]-1/-benzimidazol-1-
yl}monomagnesium trihydrate
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*HEE : 15-1-B4
JAN (BX4) : rlary—iu
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JAN (B&%)  7EXXA ERFIL
JAN (¥4) : Tebipenem Pivoxil
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BE - REFORTETEHOE LY
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VRAARIES =l ANy Gl =Y XTS5 — ) | FOEEROE DR
Hi ;
oq{}w- 3Hy :
B o®E R Nﬁl\ﬁ,ﬁ scry | M - 3H0
G N iy
<RF VU LI TEL 10 mg>
OB®E. + ZHEBRE. . WATEE. SEEER O S M T REYHAE., Zollinger-Ellison
SEMRE, FERT oA FEFMERRESRHCR T 2 BIRB XX+ ZRBIREOBERMA
OTFRIZBIT B~V ans g— . 'a ) OREOHB
Bi&E. +ZEBREE. § MALT U v/, RREL/ MO ERIDR., B#HEBICNT 5
x N NREERITR R B
BB DR xom s s TN 20 mg>
OBEE. t-HBEE. VAWRE. WitEAER. Zollinger-Ellison fEMFEE, FERT a4
RHEFIRAESR IR BRI 381 2 BRI X+ IR B O FRInH
OTFRIEBITE~N) ansz— . v'ol OREOHE
BiEE. T2HBEE. 8§ MALT Y /5B, SR/ MRS SR, BHEERICET S
WREERIIRRR B
<EFXTULITEL 10 mg>
OBEE. +HBERE. WAERE. Zollinger-Ellison JEEH
WE, RARR=Y A7 Y=L LT1E20mg % 1 B 1 AREOHRET S, 2B, BE.
BiRE. UETBRE TR S BRI E T, +2HEBEE Tl 6 BME ToRE LT3,
Qi FitERIESR
BE, BARRT Y A7~ LT1E20mg 2 1 B 1ERO¥ET S, 28, B, 8
HHEcokE LT 2,
EHICHE - BRTE D ERTEMERTEROMERRIEICHV T, 1E 10~20mg % 1 B 1[5
ROowE4 5,
OHF UL AT RIEH A
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BEETOBRELT S,

OFAT v FEFRIHERER ST 2 BREX I+ ZHRBREOBERME

BE, BARR=YASF =V ELTIE20mg Z# 1 B 1 BEAFRET S,

O~Y oy g— - ol OREOHB

BE, BAII= YA —=A e LT 1 E20mg, TEFVIY KM E LT 1[E 750 mg
(Hff)) ROZTF VA=A LT 1E200 mg (Affi) O 3#%ZFERC1B 26, 78
MENRET2, BB, 77 2/ KBIOSCTCEEHEETAZENTES,
7ZL. 1B1400mg (Affi) 1 B2E% ERET S,

Ta bR T B TEXRVV) KPRV Z ) AneS D3 HREICE
HAYanyg— o)) OREEESTEDOEE . ZhiefRbaiEEE LT, 8%, &
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A=Y AT = LT1E20mg. TEF LY AT E LT 1E 750 mg (F118)
EORA b= =1t LT1E250mg D3FZFEEIZ1 826, 7 ABE0RET S,

<AF VU LG TN 20 mg>
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BE, BALE=Y AT =L LT1E20mg %2 1 B 1 EROBEST S, k. 8%, 8
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7ZL. 1[E400mg (7)) 1 B 2[E% LRE 43,

TahrRTA e R TEXFVVY) VKRR TIF) RAne D3 EBEICL
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gYTE | % Bo (B B3EE) RPN (&/NBEER)
v bk | |930 mgkeg 290 mg/kg

2 | 480 mg/kg 290 mg/kg
< JA | A 1200 mg/kg > 320 mg/kg®

2 - > 160 mg/kg®
A X ad "

> 30 mg//kg”
°
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Bak (RE) &3k

| s | &5 | R5E |BEHE ERFR
HR | B | mg/ke/ B | mg/kg/ B
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EIL (FPa1—I)L3) : RBICETHINE

3 mECETIXE

FA4 (BFPa—IL4) : EERRBRBEGE

5%

ARIREE EEHER)

PMhERAFTHHER
[EEEH]
42111 RBRES  PHP2693 #HEEES : CRR880172
FRATT = VERME. R#tH. AFREERBSLOEESERDOH -
K")ATPase {59 2 VEA
[T &+ ]
42112 RRES  20/23919 HEEEE 1282
Effects of the enantiomers of H 168/68 sodium (H 199/18 sodium and H
199/19 sodium) on histamine-stimulated aminopyrine accumulation in isolated
rabbit gastric glands.
[SBE&EH]
42113 HERER 386 WEEES © 3222-0353
Gastric acid secretion after a single dose of omeprazole sodium, H 199/18 sodium
or H 199/19 sodium in female rats.
R
42114 REBRE S © 24957;,24977:2-3 HMEERE : 214701
Gastric antisecretory effects and pharmacokinetic characteristics of omeprazole
sodium hydrate, esomeprazole sodium and R-omeprazole sodium after oral
administration in the female rat.
42115 RBRES . 24942 WEEE S : 214801

Gastric antisecretory potency and pharmacokinetic characteristics of orally
administered omeprazole sodium hydrate, esomeprazole sodium and R-
omeprazole sodium in the Heidenhain pouch dog.
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42231
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[EPEA]

42241

42242

42243

42244

ST © BA-222

LC-method for omeprazole and H 168/66 in plasma.

BREEES 1312477

Validation of liquid chromatographic methods for omeprazole, H 199/18 and
metabolites in plasma, Methods No BA-179, 222, 315, 318 and 323.

SIHTE : BA-236

LC-method for H 199/18 and H 199/19 in rat plasma.

RREZ @ 4151 H|EEFEES : 3222-0336

Pharmacokinetic study of omeprazole sodium, H 199/18 sodium and H 199/19
sodium following single intravenous and intraduodenal administration in the rat.
RERES 23870 HREEES 1 1300

Pharmacokinetic study of omeprazole and H 199/18 magnesium following
repeated oral administration in the dog.

RRES : ZEN/12 REEES : 41312-0577-01
Esomeprazole: Comparison of the in vifro plasma protein binding of
[14C]esomeprazole in neonatal, juvenile and adult rat and dog.

RRES 23992 W|EERS @ 1326
Excretion and metabolism of H 199/18-'“C in dogs after oral administration — a
comparison with [**CJomeprazole.

RBRES © 24988 HEEES : 186901

Identification of metabolites of esomeprazole and omeprazole formed in vitro by
liver microsomal preparations from animals and man.

RREE . 4146 HESES : 32220320

Study of any in vivo racemization of H 199/18 and H 199/19 in the rat.

RBRES 26154 HMEEF S : 41312062001

Esomeprazole: In vitro metabolism studies using liver microsomes from
esomeprazole treated neonatal and young adult dogs.
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Bttt
(4.22.4.1 %2581 H)

Excretion and metabolism of H 199/18-'*C in dogs after oral administration — a
comparison with [14C]omeprazole.

ARBEE (EHSR

HEE 5 SRR
[ER A ]
423.1.1 RRES (P15 H#EEEFS : 12816

Comparison of the single dose toxicity of H 199/18 sodium, H 199/19 sodium and
omeprazole sodium in rats after oral administration.

42312 RRES : Po13 MEEES : T2821
Comparison of the single dose toxicity of H 199/18 sodium, H 199/19 sodium and
omeprazole sodium in rats after intravenous administration.

42313 RERES  Jo3LD HEEES : Jo3LD
Esomeprazole magnesium: Maximum tolerated dose oral investigative toxicity
and toxicokinetic study in the dog.

REERSEMAR
[SH ]
42321 RRES 48 BEESES : T2823

Comparison of the general toxicity of H 199/18 sodium, H 199/19 sodium,
omeprazole sodium and omeprazole given orally to rats for 1 month.

42322 RRES W70 REEES  T2822
Toxicokinetics and thyroid hormone levels after 1 month's oral administration of
H 199/18 sodium, H 199/19 sodium, omeprazole sodium and omeprazole in rats.

42323 RBRES P77 HEEEFF : SR477-02
H 199/18 magnesium: Three-month oral general toxicity study in Wistar rats — a
comparison with omeprazole.

42324 RRES P03 WEEES : SRIJL03-01
H 199/18 magnesium: 3 month oral (gavage) toxicity study in the dog - a
comparison with omeprazole magnesium.

T T
[EPEE ]

423311  RBRET W53 REEEE 12817 .
Mutagenicity evaluation of H 199/18 sodium in the Ames Salmonella/mammalian
microsome mutagenicity test.

423312  RBRES W52 W®EEES : SRP52-01
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423313

4233.14

423315

[EF&EM]

423316

[FE & # ]
423.3.2.1

423322

423323

423324

423325

423326

423327

Esomeprazole sodium: Genetic toxicity evaluation using the Ames
Salmonella/E.coli reverse mutation test. A comparison of effects of the test
compound with and without degradation products.

HRES (045 HEEES : SRIJo45-02

H 199/18 magnesium: Ir vifro cytogenetic test using human peripheral blood
lymphocytes.

RRES o34 HKEEES : SRIJo34-01

H 199/18 magnesium: Investigation of the relationship between concentration and
chromosome damage in study number 98045. '

RERES :524/12 HREEES  SRE563-01
H 199/18 sodium, H 199/19 sodium, omeprazole sodium, H-225/20: Induction of
chromosome aberrations in cultured human peripheral blood lymphocytes.

RRES  60KY BREEEE : JOKY

Esomeprazole degradation products: Prediction of genetic toxicity and rodent
carcinogenicity using MCASE and DEREK for esomeprazole degradation
products that may be present in csomeprazole formulations for oral
administration.

HRES 484 WEERE : SRIJ484-01

Mouse micronucleus test of H 199/18 magnesium given by gavage.

ARES  W551 BEEZES : SRP551-01

H 199/18 magnesium: Toxicokinetic investigation at high oral dose levels in mice
- a supportive investigation for study No lj484 (Document No SR [JJ484-01, an in
vivo mouse micronucleus test).

RERE S« 524/9 MEEE T : SRJ457-01

H 199/18 magnesium: Induction of chromosome aberrations in the bone marrow
of treated rats.

RERES 550, REEES : SRIE550-02

H 199/18 magnesium: Toxicokinetic investigation at high oral dose levels in rats -
a supportive investigation for study No 524/9 (Document No SRJJ457-01, an in
vivo chromosome aberration study in rats).

RERES @ 1889/39 #HEERE : SRIJ005-01

Esomeprazole sodium: Induction of chromosome aberrations in the bone marrow
of treated mice. A comparison of the effects of test compound with and without
degradation products.

RRE S 1 188941 WMEERS . SRJoo4-01

Esomeprazole sodium: Maximum tolerated dose following a single intravenous
administration in mice.

RRES (PL721 HKEEFZS : 1760KR
Esomeprazole sodium: Induction of chromosome aberrations in the bone marrow
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of treated Sprague-Dawley rats. A comparison of effects of the test compound
with and without the esomeprazole degradation products H 215/01, H 244/64 and
ExG.

B ARIEFER
[ETAE & ]
423421 REREE  AA24YR2G32.02BTL #HEEF S : SRI543-01
Omeprazole: 28-day repeated dose range finding oral toxicity and toxicokinetic
study in C57BL/ 6 mice.
423422 RBREE : AA24YR2G32.09BTL #HEEE S : SRIJ545-01
Omeprazole: 28-day repeated dose range finding oral toxicity and toxicokinetic
study in C57BL/ 6 mice.
423423 REE S | AA24YR7G82.03BTL #HMEEERS : SRI544-01
Omeprazole: Twenty-six week oral gavage carcinogenicity study in heterozy gous
male and female p53+/- and wild-type C57BL/ 6 mice.
AEFESHRR
[EFH]
42352.1 RBREE 207 HEEEE : SRE207-01
H 199/18 magnesium: Oral dose finding embryo-fetal development study in the
rat, a comparison with omeprazole.
423522 RRES 469 WEEFS : SRIJ469-01
H 199/18 magnesium: Oral embryo-fetal development study in the rat, a
comparison with omeprazole.
423523 RRES WB25 #®/EEET : SRP325-01
H 199/18 magnesium; Oral dose finding embryo-fetal development study in the
rabbit, a comparison with omeprazole.
423524 RRES 107 HEEES . SRI07-01
H 199/18 magnesium: Effects in pregnant rabbits and a toxicokinetic evaluation
when given orally.
423525 RRES : W34 BEEFES : SREI344-02
H 199/18 magnesium: Effects on pregnant rabbits and a toxicokinetic evaluation
after oral administration.
423526 RRES 498 WEEBT  SRI498-01
H 199/18 magnesium: Oral embryo-fetal development study in the rabbit. A
comparison with omeprazole. '
Z D ithDHHHER
[BF&HM]
423771 EEES : GL000-122-323

2.6 Nonclinical Written and Tabular Summaries. NEXIUM® (esomeprazole

7
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sodium) 40 mg Powder for Solution for Injection/Infusion, as an alternative
dosage form for esomeprazole.

423772  EFES : GL000-098-653
2.4 Nonclinical Overview. Esomeprazole for the treatment of gastroesophageal
reflux disease (GERD) in pediatric patients, aged 1 to 11 years, inclusive.

SE X

FEERPR AR ER O B HE SE A

1. EMEA Directive 75/318/EEC.  Investigation of chiral active substances.
April 1994,

2. FDA Guidances (Drugs). Development of New Stereoisomeric Drugs.
6 July 2005.

3. Majka JA, Sher S. Spontaneous Gastric Carcinoid Tumor in an Aged Sprague-
Dawley Rat. Vet Pathol 1989;26:88-90.

4. HAEE (REEEE : 222-0009) The relationship plasma concentration —
antisecretory effect of H 168/68 in the gastric fistula dog. 1981 &=

FERFBOBEXRUVBER

EEABRDBEN

1. Berglindh T, Obrink KJ. A method for preparing isolated glands from the rabbit
gastric mucosa. Acta Physiol Scand. 1976 Feb;96(2):150-9.

2. Berglindh T, Helander HF, Obrink KJ. Effects of secretagogues on oxygen
consumption, aminopyrine accumulation and morphology in isolated gastric
glands. Acta Physiol Scand. 1976 Aug;97(4):401-14.

3. EANER (®EERZS  222-0123-00) Effect of omeprazole and its
enantiomers on acid formation in isolated glands. 19 Jj&&

4. HNEE (REEZEEE : 222-0009) The relationship plasma concentration —
antisecretory effect of H 168/68 in the gastric fistula dog. 195

5. FR B, RE B, KE BB, AL # H, K-ATPase fFERK,

Omeprazole ® BMSIMROE « +ZHBIBEICRITTEE —H,receptor
FEPLIE, Famotidine & DIk —. B AIEZHMESE 1988;92(1):3947.
6. Yamamoto O, Okada Y, Okabe S. Effects of a proton pump inhibitor,

omeprazole, on gastric secretion and gastric and duodenal ulcers or erosions in
rats. Dig Dis Sci. 1984 May;29(5):394-401.

7. Kusuhara H, Hirayama F, Matsuyuki H, Hisadome M, Ikeda Y. Evaluation of
combined antibiotic-omeprazole therapies in Helicobacter pylori-infected
Mongolian gerbils. J Gastroenterol. 1998 Feb;33(1):14-17.

8. OPZ 2002 4F 4 AAGRIFEEMIE (OAC800) REODOIMEL (BEEEK

-1) : Omeprazole potentiates the anti-H. Pylori effect of antibiotic combinations:

\l



112 WEE—E

—RE I AT T = TRV AKF

Studies in H. Pylori-infected mice. 19JJ|}

9. TRk FIEE. &I AR, TR BUR. Ll ER, ARtk #E, PE B
E0 AT TV O—REEER AR LR 1988;22(14): 4697-715

10. OPZ 1991 £ 1 A AR EEHEE REOFMER (BEERKRI-3) : 4 A
7T =N DNFERMEE, REW. EEWHEB X U5 5RO —RIEHE
RIS B BERR 194

11. Kimura M, Ieiri I, Mamiya K, Urae A, Higuchi S. Genetic polymorphism of
cytochrom P450s, CYP2C19, and CYP2C9 in a Japanese population. Ther Drug
Monit 1998 Jun;20(3):234-7

EHHBROMEN

1. EMEA Directive 75/318/EEC. Investigation of chiral active substances.
April 1994,

2. FDA Guidances (Drugs). Development of New Stercoisomeric Drugs.
6 July 2005.

3. Majka JA, Sher S. Spontaneous Gastric Carcinoid Tumor in an Aged Sprague-
Dawley Rat. Vet Pathol 1989;26:88-90.

4. Mugford CA, Kedderis GL. Sex-Dependent Metabolism of Xenobiotics. Drug
Metabol Rev 1998;30(3):441-98.

5. Smith DA. Species Difference in Metabolism and Pharmacokinetics: Are we close
to an understanding? Drug Metabol Rev 1991;23(3-4);355-73.

6. Golubov J, Flanagan P, Adams P. Inhibition of iron absorption by omeprazole in
rat model. Dig Dis Sci 1991;36(4):405-8.

7. Clark RL, Robertson RT, Chennekatu P, Bland JA, Nolan TE, Oppenheimer L,
Bokelman DL. Association between Adverse Matemal and Embryo-Fetal Effects
in Norfloxacin-Treated and Food-Deprived Rabbits. Fundam Appl Toxicol
1986;7:272-86.

8. Khera KS. Maternal toxicity: A possible etiological factor in embyo-fetal death
and fetal malformations of rodent-rabbit species. Teratology 1985;31129-53.

9. Matsuzawa T, Nakata M, Goto I, Tsushima M. Dietary deprivation induces fetal
loss and abortion in rabbits. Toxicology 1981;22:255-9.

10. Schardien JI, Furuhashi T, Ooshima Y. Reproductive and developmental toxicity

studies of lansoprazole (AG-1749) in rats and rabbits. Jap Pharmacol Ther
1990;18:119-29.
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BS5E (EPa—IL5) :EBEKREBREEE

EMEHFHRRESE
Lh#: BA BB R UVAEMFHREFE (BE) HEHRES

Bt
5.3.1.2.1

RERE S : DI61HC00008

Open label, Randomized, Single center, 2-way Crossover Bioequivalence Study
Comparing Gelatine Capsule 40 mg D961H and - Capsule 40 mg D961H
After Repeated Oral Administration in Japanese Healthy Male Subjects

EMENR VBRSO ZRGRES

BRI ]
5.3.1.4.1

5.3.14.2

5.3.1.4.3

53.14.4

5.3.145

5.3.1.46

WEEES : Q20194
Determination of omeprazole, H 168/66 and 5-hydroxyomeprazole (H 195/80) in
human plasma Validation of method AstraZeneca No. BA-323

HREEET 1 1312477

Validation of liquid chromatographic methods for omeprazole, H 199/18and
metabolites in plasma, methods No. BA-179, 222, 315, 318 and 323

WEEES : 41312-1032

Validation of Method No BA-517: Analytical Method for Determination of
Omeprazole in Human Plasma Using HPLC-UV

WEEE S | PBR-065373 Amendment No.01 .

Validation of Method No BA-517: Analytical Method for Determination of
Omeprazole in Human Plasma Using HPLC-UV

Report Amendment: Long-Term Stability in Spiked Samples, Stock Stability at -
20°C, Reproducibility in Authentic Samples and Integrity of Processed Authentic
Samples

WEEES  PRAT2713-072713-B

Validation of a method for the determination of loxoprofen and trans-
hydroxyloxoprofen in human plasma

HEEES : PRAT2713-072713-B Amendment No.01

Validation of a method for the determination of loxoprofen and trans-
hydroxyloxoprofen in human plasma samples

E rERANZRV-EYSREEORRBEE
miFEBAHFEARBREREE

(STl & 44 ]
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5.3.2.11

RBRES 24049 HEEES : 1410
In vitro protein binding of omeprazole, H 199/18 and H 199/19 in plasma from
humans

FFRBERUVEMHEEERSREBEE

[EF{Ei & 44 ]

5.3.2.21

5.3.2.2.2

RRES 24113 MEEES : 1360
Identification of the human liver cyp enzymes involved in the metabolism of the
enantiomers of omeprazole

RREF 24312 MEEEFS : 1436
Effects of H 199/18 on cytochrome P 450 isoform-selective activities

BREREMERE (PK) HBREREE
EREBREICS TS PKRUDMARESBRREE

[P
' 5.3.3.1.1

5.3.3.1.2

5.3.3.1.3

5.3.3.1.4

5.3.3.1.10

[EE5&H]

5.3.3.1.5

A% 5 : SH-QBE-0094
AARAROCE NEEEEHERE 25 L L2 H199/18 10, 20 XU 40 mg
BERORZEMEREYBBLRTTT 2EESLT 7 B RR_EEHRA
B B AR O 5 BR

HIRE 5 . SH-QBE-0098

AANEESMWERE 255 L Lz H199/18 10, 20 RTr 40 mg KERD

BEROREM, EMERBEKOENEERET IEBIEALT 7 ERRT
B EEEAR

RERE 5 . SH-QBE-0095

A single-blind*, randomised, placebo-controlled, parallel-group study to
investigate the pharmacokinetics and pharmacodynamics during repeated oral
dosing of esomeprazole 10, 20 and 40 mg in healthy male Caucasian subjects
*The study was open to the 4 poor metabolisers who received esomeprazole 40
mg.

RBRES : DI61HC00004

BANBEREMWERE 2315 L Lz D9IH 20, 40 mg RUOA A 75—
NV 20mg ERERAKRE LROESE (BN pH) RUEWEIREL R
THEEAEER 3 $17 0 24— —H—HERRR

RERE B : DI61HC00009

BARNERSHEHKRE ZxI8 L Lz DI6IH 10 mg R A 7T/ —/1 10

mg ZRXERAKRG LIcKOENE (BA pH) RUEMEEZRETTS
BIEA(CEER 2 H7 u A —"—H—fERAER

RERES . SH-QBE-0002
Dose-response study of H 199/18 sodium on pentagastrin-stimulatedgastric acid
secretion in healthy subjects
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53.3.16 REAE 5 : SH-QBE-0001 9
Pharmacokinetics and influence on caffeine metabolism of H 199/18sodium and
H 199/19 sodium compared to omeprazole sodium inhealthy subjects

53317 RERE S : SH-QBE-0045 10
A pharmacokinetic study of H 199/18 after intravenous and oraladministration of
single and repeated doses in healthy subjects

53.31.8 HEAE 5 . SH-QBE-0027 10
Investigation of any inversion of H 199/18 in healthy male subjects
5.3.3.1.9 HER%E S . SH-QBE-0024 10

Pharmacokinetics and metabolic pattern of H 199/18 compared with omeprazole
after single oral administration

RNEHERZKRE L - PKEBRREE

[ZEEH]
5.3.3.3.1 HEAE S . SH-QBE-0037 10
A pharmacokinetic study of H 199/18 in elderly male and female subjects
53.3.3.2 WEEES : AH-28602 10
Effect of weight, age, gender and use of oral contraceptives on AUC and C,,,, of
H 199/18
5.3.3.3.3 RERE S : SH-QBE-0026 10

Pharmacokinetics of H 199/18 and its main metabolites in patients withvarying
degrees of impaired liver function

SNEMERZRE L= PKABRRSEE
[SFE&EH]

53341 HEAEE : SH-QBE-0044 10
A food interaction study regarding pharmacokinetics and effect onintragastric pH
following treatment with H 199/18 capsules in healthymale and female subjects

53.3.4.0 ABRE 5 : SH-QBE-0003 10
Pharmacokinetics of diazepam with and without co-administration -of H 199/18
sodium in healthy volunteers

53343 HERE B . SH-QBE-0046 1
An interaction study between H 199/18 and phenytoin in epileptic patients

53344 HERE S . SH-QBE-0032 11
An interaction study between H 199/18 and phenytoin in healthy male and female
subjects

53345 RERE S © SH-QBE-0038 11
An interaction study between H 199/18 and warfarin in warfarin-treated patients

53.3.46 HERE S : SH-QBE-0040 "

An interaction study between H 199/18 b.id., amoxicillin bid. and
clarithromycin b.i.d. in healthy male and female subjects

10
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5.3.34.7

5.3.34.8

[EFEEH]
5.3.34.9

[EE&EH]
5.3.3.4.10

HEAE = . SH-QBE-0005 1
Pharmacokinetics of quinidine with and without co-administration of H 199/18
sodium in healthy volunteers

MERE S : SH-NEN-0016 11
A single-centre; open, randomised, three-way cross-over drug-drug interaction
study of esomeprazole capsule 40 mg and naproxen tablet 250 mg after repeated
oral administration in healthy subjects (Phase I)

REE S : DI6IHC00007 12
BANEEBMERBREIC DI6IH I TN ROnXY FnT = ik KT
RBOBET 5 B—RFEREERL 3 7 n 2 — " —YHEEEAR

L7y

#RBRE S : SH-NEN-0017 12
A single-centre, open randomised, three-way cross-over drug-drug interaction
study of esomeprazole capsule 40 mg and rofecoxib tablet 12.5 mg after repeated

oral administration in healthy subjects (Phase I)

ERERE NS (PD) HEBREE
BEITHE TS PDABRRU PK/PD HBRHEE

[SEEH]
5.3.4.2.1

5.3.4.22

RERE S : SH-QBE-0008 12
Comparative study on 20 and 40 mg H 199/18 and 20 mg omeprazole with regard

to effect on 24-hour intragastric pH

HERE S : SH-QBE-0066 12
A comparative study on 40 mg H 199/18 and 40 mg omeprazole with regard to
effect on 24-hour intragastric pH in patients with symptomatic gastroesophageal
reflux disease

AR VREMABRBRES
HEEY SERIE(CE Y S BN RABRBREE

(54l & 441
5.3.5.1.1

HERE S : DI61HC00002 13
WA ERBEEZR S L L D%IH 20mg X8 40mg ® 1 B 1 E&EA
BEODHEIERNREMEFATT—120mg D1 B 1 ERAOKSE &
BORETT B SRk LR, BAEAL, ZEER., WATHMILEGER

11
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5.3.51.2

5.3.5.1.3

[BEEM]
5.3.5.1.4

5.3.5.1.5

53.5.1.6

53.5.1.7

5.3.5.1.8

5.3.5.1.9

5.3.5.1.10

5.3.5.1.11

5.3.5.1.12

HERE S - DI6IHC00006

HRMEEROIEHEAE 2R L U EREMERFICBIT 5 DI6IH 20 mg D 1
A1 ERAREOEDERONRLMEE A AT~ 10mg D1 BH1 [H
ARG KRU'DI6IH 10mg D 1 B 1 ERROEE & HBReT1 5 S sk it
E. EEA, ZEER, WITHMEERER

HERE S : D961HC00001

AT O A NEERERER (NSAID) Hftik58E 24 L Lz DI6IH
20mg 1 B 1 EREDOEXII+EBEERETHICHT 28R U%E
EMET TR L EBRRTT 2 2R EFN _ESREEL LTI THME
111 FHEG PR R

HBRES : SH-QBE-0013

A Multicenter, Randomized, Double-blind, Eight Week Comparative Efficacy and
Safety Study of H 199/18 20 mg, H 199/18 40 mg and Omeprazole 20 mg in
Study Subjects with Erosive Esophagitis

RERE S SH-QBE-0016

A Multicenter, Randomized, Double-blind, Eight Week Comparative Efficacy and
Safety Study of H 199/18 40 mg and Omeprazole 20 mg in Study Subjects with
Erosive Esophagitis

RERE S : SH-QBE-0017

A Multicenter, Randomized, Double-blind, Eight Week Comparative Efficacy and
Safety Study of H 199/18 20 mg and Omeprazole 20 mg in Study Subjects with
Erosive Esophagitis

RIRE 5 : SH-QBE-0052

A Comparative Efficacy and Safety Study of H 199/18 (40 mg) and Omeprazole
(20 mg) in Study Subjects with Erosive Esophagitis

HEE S . SH-QBE-0014

A Multicenter, Randomized, Double-blind, Six-month Maintenance Study to
Compare the Efficacy, Safety and Tolerability of H 199/18 40 mg, H 199/18
20 mg, and H 199/18 10 mg with Placebo in Healed Erosive Esophagitis Subjects
RERE 5 : SH-QBE-0015

A Multicenter, Randomized, Double-blind, Six-month Maintenance Study to
Compare the Efficacy, Safety, and Tolerability of H 199/18 40 mg, H 199/18
20 mg, and H 199/18 10 mg with Placebo in Healed Erosive Esophagitis Subjects
#ABRE S : SH-QBE-0053

A Comparative Efficacy and Safety Study of H 199/18 (20 mg), H 199/18
(40 mg) vs Placebo in Study Subjects with Symptomatic GERD

HBRZE S : SH-QBE-0054

A Comparative Efficacy and Safety Study of H 199/18 (20 mg), H 199/18
(40 mg) vs Placebo in Study Subjects with Symptomatic GERD

#ARE S : SH-QBE-0009

A Dose-finding/Efficacy and Safety Study of H 199/18 vs. Omeprazole in the
Management of Patients with Gastroesophageal Reflux Symptoms without
Macroscopic Esophagitis - a multicenter study

12

13

14

14

14

15

15

15

16

16

16

16
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5.3.5.1.13

5.3.5.1.14

5.3.5.1.15

5.3.5.1.16

5.3.5.1.17

5.3.5.1.18

5.3.5.1.19

5.3.5.1.20

5.3.5.1.21

[EFERH]

RERE S . SH-QBE-0011

An Efficacy and Safety Study of H 199/18 40 mg vs. Omeprazole in the
Management of Patients with Gastroesophageal Reflux Symptoms without
Macroscopic Esophagitis - a Multicentre Study

HERE S . SH-QBE-0021

An Efficacy and Safety Study of H 199/18 20 mg vs. Omeprazole in the
Management of Patients with Gastroesophageal Reflux Symptoms without
Macroscopic Esophagitis - a Multicentre Study

B : SH-NEN-0013

A Comparative Efficacy and Safety Study of Nexiumi (Esomeprazole
Magnesium) Delayed-Release Capsules (40 mg qd and 20 mg qd) versus Placebo
for the Prevention of Gastric Ulcers Associated with Daily NSAID Use in Patients
at Risk

RABREF : SH-NEN-0014

A Comparative Efficacy and Safety Study of NEXIUMA (esomeprazole
magnesium) Delayed-Release Capsules (40 mg qd and 20 mg qd) Versus Placebo
for the Prevention of Gastric Ulcers Associated with Daily NSAID Use in Patients
at Risk

REE S : SH-QBE-0019
The effect of omeprazole or H199/18 on the efficacy of clarithromycin plus
amoxicillin for the eradication of H.pylori in duodenal ulcer patients

RERE S : SH-QBE-0020
The effect of omeprazole or H199/18 on the efficacy of clarithromycin plus
amoxicillin for Helicobacter Pylori eradication and duodenal ulcer healing

HEAF S : SH-QBE-0041/191

A Multicenter, Randomized, Double-blind, Safety and Efficacy Study of H199/18
with Amoxicillin plus Clarithromycin Compared to H199/18 with Clarithromycin
for the Eradication of Helicobacter Pylori in Subjects with Active Duodenal Ulcer
or History of Duodenal Ulcer Disease

HERE B : SH-QBE-0042/192

A Multicenter, Randomized, Double-blind, Safety and Efficacy Study of H199/18
with Clarithromycin Compared to H199/18 for the Eradication of Helicobacter
Pylori in Subjects with Active Duodenal Ulcer or History of Duodenal Ulcer
Disease

HERE S SH-QBE-0043/193

A Multicenter, Randomized, Double-blind, Safety and Efficacy Study of H199/18
with Amoxicillin plus Clarithromycin Compared to H199/18 for the Eradication
of Helicobacter Pylori in Subjects with Active Duodenal Ulcer or History of
Duodenal Ulcer Disease

FEXRARMES

13

17

17

17

17

18

18

18

18

18
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5.3.56.21

[SEEM]

5.3.5.2.2

53523

(EFE ]
53.5.2.4

HERE S : DISIHC00005

AT uA FHEHEREREHR (NSAID) Mk BE 208 L Lz DI6IH
20mgl B 1 EREDE I+ HEBBEERETHICRT 2689 ROR
EMEZRET A RBR SRR Q4 BREADOPEHES)

AERE 5 : SH-QBE-0018
A Multicenter, Open-label, Long-term Safety Study of H 199/18 40 mg in
Subjects with Healed Erosive Esophagitis

RERE B : D9612C00025
A Phase III, Multicenter, Open-Label Study To Evaluate the Control of Gastric
Acid Secretion with Esomeprazole In Patients With Gastric Acid Hypersecretory

States Including Idiopathic Hypersecretion and Zollinger-Ellison Syndrome For
12 Months

RERE S : DI61IHC00005

FHATHA FHEHERERES (NSAID) Mk E5E8E 238 & Lz DIH
20mg 1l B 1 EHREDE I+ IEBRERE T T 2 E R OE
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