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(GEXTO4 NERREERSRHICE T2 B5EEII+2I5BEE
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Y YRR & LTl 750mg JIfill) K7 Y 2aux 4 &L
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VA~ A v D3RG E LAY aNs F— - Er) OBR
BEFIREIOL AL, S Ub2E#E LT @H. A
ks vy 79y —n& LTlh30mg. 7EF ) KA
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DHEVEIRETHZ Lo F/2.0 1HLE30mg LiX15mgD#%5-
W2 &) ERERENRINC D72 ) kT 26T R USRS
PRI XV ERT 2BV EH SN A4 1H 1A
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(0.1%KiEE) . 2y 7 (0. 1%HKi)
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11.1.3 FFHEEREE (0. 1%AK0™)
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(8.7%) B
JH N AST, ALT® 5
A e R B, DT\

15) B ORI H B 3+ BB EEIC B 57 v Y TV -, TEF
YUY VKNY RO 7)) 2av A Y LA ba =¥ — Lo 3FIHx
Lo BRI D

12. EERBRERBRICRIET

AYanya— -0l oOREOHEED
FGUITIIV=NVEOTO N R T Y =R TEF Y
O VKA. I Auv A Y EORAWMER A bu=
T = VO R P 54 T E# Tl BCIRFBITEGAER O H 2

FERDBEVEIC R B THEMED D 5 720, BCIRFEMEGABRIC X %
FRUHIE 2179 B i2id. 2o OFEROF 5% T 1H4ELFED
R CHEET LI ENEF L,

14. R LDEE

141 FHZMABFEOEE
PTPUEOIEHIIPTPY — b2 5W ) L THIRMT % X 9 {5
T5Z L, PTPY — ORI K D, BEH A #8205 E 8 R B~
FIA L. B3Rl E B S U CHERTN 255 o EE 2 & 00 & 5F
BT BHIEND 5D,

15. ZOMOEE

15.1 ERER{EA(CE D < 1E3R

(hEeHE)

15.1.1 FHOEIH G-I RO TR =T 2587 L DD %
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D
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15.2.1 5 v MIZ52:H W sa il #E ¥ 5 L 72 3B C. 50mg/kg/ H
Tt (Ji PR e DR 10085) 12 45 W T LB BLAtk o s B T 5 e i 703 52
HHENTWVDEY, X512, 247 A MEREREDOR S L7z BkT.
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A 72, Smg/kg/ HULEOBEIZBWCTHO A VT A P 16.1.2 RER®RE

DVROLNTBY., Mz T. MF v Folbmg/kg/H UL L O
Z v b ®50mg/kg/ H UL OB B\ TR ZE i O FS A E D3y
MAsFED SN T W5,

fREHE R N (61) 12 11A130mg X 1% 15mg % 1 H 11817 H A £ 12 )
BB L 2R o M i o iR, JRbp PR 2 5 RN E
BEVwborEZ LNAY,

T HE I RE 2 ORI ZE 4 12D W TUE, = 7 2R O DS AU R, 16.1.3 SV 73V —Ib, ZEXI DU DKMPRCI ) 0O

42, FVOHEERBTIZRDONT, Ty M RE(LE
Ay (W3

15.2.2 v MZTF vV 75—V (15mg/kg/HU L), 7TEF Y
2 YR (2,000mg/kg/ H) & A B PF AR HG- L 7238k
RUOA RS Y75 =1 (100mg/kg/H). TEFT VY ¥
KA (500mg/kg/H), 75 Aa<A ¥~ (25mg/kg/H) #4
BRPERROR S L2 B C. 77X V) VAR & Bk d
BV PEHPS L7 BISH RDSRO ST W A5, #lbiE
TEFT DY VKNP BHIRBIHTH Lz DO TH Y. KAT
MW L72bDOTIE RV EPFERINTWS,

16. EYEIRE

16.1 meigE

16.1.1 BE@ERS
KENDINA FT7RAFE) T 4 MR TEIRD LN D, i
BEHCA (660) 121 1I30mg (154 7 V) & & 1 A F — N — 12 THE

71T O HRABOERYERE

ERERA (6B 125 >V 75—k LCTIR30mg. 7TEF T
YK E L CLEl,000mg (JUfili) % U827 1) Au~A v & LT
1181400mg (i) D 3% % FFHZFE P G- L7220, 5 vy 75—
NORBEIURDOEEEFN ST A= FIETTROEBY TH D,

MAET
Tmax (h) 1.7+0.5
Cmax (ng/mL) 1,104 +481
Tiz(h) 1.88+1.88
AUC(ng-h/mL) 5,218+6,284

CP3gff + B, n=6)
B SHIDFHIE O3 % 4 o ML ri BE 13 B G-I 0 ML
IR LTI AR OHER 2R L 72,
720 RO (7)) (2331 % [k TR T H 21017 H
BREOHR G L7 O EEAD S, FEREE W EZER 5N D,

ATIERIS, T2, IO A (66]) (2115mg % HE T H)AY INZ F— - Cr Y R 2 KA - R B s, (6.5

RS L 72, SIS ¥ Y 779V — VO REALERDS

M)

e LThmiish, MAHEw LRSS NS, 1H30mgZ R 16.5 HEittt

5L 72556 O RAALE O i il BEHERS S O SEM B B2 1 /8 Z
A=FRBUTOLEBYTHY, WM TESALR TN,

R N (6%1) 121181 30mg % #i & T A &%, 72, 1E115mg
AT ISR G L2236, RIS & L CHit S 1,

#54 30mg (7 T 2+ — 3 —ik) 15mg TV T I VORBEARIIBM E N h o oo B 42401
54 M fri% M I F CORPPRIEERIX13.1~23.0% TH - 7Y,
Tmax (h) 2.2+0.4 3.5+0.8 2.2+0.8 17. BEERRGIE
Cmax (ng/mL) 1,038+323 679+ 359 530+ 267 17.1 EYHRORSM (CET 58
Tiz2(h) 1.44%0.94 1.60+0.90 1.37+1.09 (BB, T-HRE&EE. WEEEE. WRMEEER. Zollinger-
AUC(ng - h/mL) | 3,890%2,484 | 3,319+2,651 | 2,183%+2,195 EllisonfEf& &)

CP¥9fii = BEEAR . n=6) 17.1.1 ENE I/ MR (—AERRFRRE U _ETREHER)

(ng/mL)

1400 —o— ififr M4 (30mg)
--0-- : fZE¥Y5 (30mg)

12001 Il = BHER 2, n=6

10004

WNBE 5SS, 1H1M30mg% — iR R Tl E & L T2
~QE M. T E R TR G T S I () K U6 [
(+ A8 I3 5 L 72 R R BR I2 B W T, RN ST
ENAT DN ARHIPE 581, 137BI O BIEERIITRO LB
T%%G)*ZG)O

(F=ht) BRETIE

s00] BB I HEHREBIEL (%)
H it 604 535(88.6)
6007 + g 445 418(93.9)
4001 VEEsai-v 19 17(89.5)
2004 W £ 5 66 61(92.4)
o B— e () Z<)l1inger-E:lAisona"E“19’%?]é 3 3(100)
01234 6 8 12 2 Al 1,137 1,034(90.9)

IR 1] B, ( )ME%

720 KRR FTNT 77—, IFKBALT VI =T 550 -
KIBAL= 74 27 A& IR T2 & ARH O ML i EE A
KF3 22 eAtETHBE I TnEY,

B, AF O AEM (Extensive Metabolizer) O 5 pE A
(48%0) 12, 1EI30mg(35H TV hH B Widl5AhHTEN) 270
A = N =B THE TSRO S L7 Y& O A 8
FA=FWETEROEBYTHY, 35hTNELTHTEIVIE
HEWEMICRSETH D 2 EDPHER IR TV D,

CPIgfil = R, n=48)

B, BERELOCTREEEEZ Z0RE L S EE ML
SHEABRORE R, AR OFMESRD HbNT WD,

F 72 1H1M30mg % ST IG5 2 L2 XV B & HIE
N EE RO BEEDNRIC, S 5ICHERRLE L LTIH
1M 15mg % 248 B % 5 U 72 — 5 B Wb i on) B sl B oo 4% 1
RANOAT D FER SN T 278,

FIER B E I ARAZ G HTHMEMER S L T3.0%
(35/1175) TdH V. F AR R R 24T & L CTALT

e 30mg (7 B AF =N —ik) L53.1%(30/982) . AST 15.2.2%(22/982) T - 726
5B 3EATEN 15h 78N GEV' S A M E BEWRAE)
Cmax(ng/mL) 907 +334 1,022+442 17.1.2 ENE D HEHER (CES%HER)
AUC(ng-h/mL) | 2,444 +1,080 2,475+1,241 B NBE ZR RIS, 11N 15mg 2 #E S L 72 I B AR o 18

AEROFER, $G-BRlATRAM M T O OIFER H B OEG (ke
M IARAGHET67.9% (69B1), 7T L ARRET42.9%(726]) TH 5.
RIVEH FEBUHEL I3 ARA 3 58 T8.6% (6/70) TH V. F = REIEH
i Y 7 T A4 RHIN2.9%(2/70) T o7z, b, il



NIRRT O ) A7 Th L mims. s, Zl~v =75
WHYDOWFTIIZHEYL L W ERIIBUT A% 5-FbH%GER T
DRV F O RESE R H EL 0 Hl 45 (P fit) (& AH e 58 T 37.5% (20
Bl 7T REETA6.4% (2461) T 5o
BERE7ZAEY HRERICHIT2BEERIE+ KB EEOER
sy Y
17.1.3 ENE L HRR (CEFRER) RURBMBGER S5k
KHE7 2 €Y ¥ (1H81~324mg) DEHHEG 2 LEL L, 22
BEE I+ BB EOMAERLE AT 2HABTENRE L
7o ARFIEE (1 H 1B 5mg % 5-) & FR#E & oo — 5 5 Mo i
RER O, FEARNTREIC B S Kaplan-MeieriE 2 & D e L
72 BB G361 H I 2T 00 1 55 SIS+ R i o AR TR 3R
. ARHNEEI 5% (95%15 HEIX I 1 0.00~23.96). xFIHEEST.7%
(95% (5 HHIX [ : 29.33~85.98) TH )\ tHEBEII KT % N —
FH120.0793(95%12 HEHIX 1 : 0.0239~0.2631) (logrank# i :
p<0.00001) TH - 720 F /2. RAFANTEFIC B 5 Kaplan-Meier
P X D HESE L 72 iB 5 B AG 361 H I 2 o0 W s 33+ 48 ik
50 BRSO, ARHIEES. 7% (95% 2 HHIX ) 0.69~6.65).
xf B EESL. 7% (95% 15 #HIX [ : 23.86~39.57) TH V. »HEHEIC
39 B B — F 3 0.0989(95% 15 #H X [ : 0.0425 ~0.2300)

(logrank#% 5 : p<0.0001) TH - 7z
(%)

1004
904
80 — KHIH - - - - RFHERE
# 704
iy
% 60
SiE
# 50
40
30 T T
201 ot el
104 14
N o
0 91 181 271 361 151 51 (H)
AHIBE (0=213) (=183)  (n=141)  (n=85) (n=28) (n=6)
KHEEE (n=227)  (n=158) (n=111) (n=62) (n=14) (n=1)
LS5 H 2 5 DR

AT (2 331 % Kaplan-Meier#: 12 & 2 W {5 U+ 38555 o 2
RFegER

S50, FRERBBIEEM T TARIZ ML T, HDHVIL, &
WETE A2 ARFNCY D B 2 €. 1H1M15mg % 24 BRI G- L7 &
ke G- BRI BT B USRI O FEE 13 FR
DONLD572,

BRI S BUB B (X AR A 3 5- 1 C16.2%(55/339) TH . F4Hl
TEFE. FEFB4.1%(14/339). T3#13.2%(11/339) TH - 72,

HEDIEAT O A4 FEEHUIESE R 5 R O R AT IE & T,

GEXFO4 FHRREZRERICH T 3BEE I+ -KBES
DEREMH)

17.1.4 ERE DIHEER (CEEHRER) RO RARGR SR
BT v~ 7, ZRMEREEESOEREMO-DI, EATH
4 FERKRERO RNES 248 L, »POoHEEXETZ
TR EGEOMARE AT 2MABEEZFRE L2ARARHAH]
[ 15mghE I 5-) & xf R & o 5B ML i) B8 38R o # L.
Kaplan-Meieri% 12 & 0 #E5E L 72 AR 46361 H Iy 5 o0 1% 55 X
T I8 O BRERRERIZ. AFIEEL2.7% (95%12 HEIX 1
5.85~19.59). xFHEHE36.9% (95%EHHX K] : 27.51~46.35) TH
0. FHHREECT B N — FHIE0.2510 (95% 12 H X 1 : 0.1400
~0.4499) (logrank#sg : p<0.0001) TH - 7z,

FIE 56 BUB B (X AR F 3 5- 8 CT15.3%(28/183) TH . F % rl
VEFNZ T HI4.4% (8/183) A A MY VIAE2.7% (5/183) . fHF)
1.6%(3/183) Td - 7=

(%)

1004
90 4
80 — KHIH RRR s plE
m
704
Liny
5 601
IE
50 4 -
-
404 . _ .
30 '
20
101
0A
T T T T T T T T T
0 91 181 271 361 451 541 631 721 (H)
ARKIBE (n=168) (n=129) (n=98) (n=80) (n=57) (n=27) (n=12)  (n=1)
THEBE (1=162) (1=102) (1=74) (1=62) (1=32) (n=19) (n=5)

WAL T H 2 & O]
Kaplan-Meieri i & 2 {857 30& T 8B 85 0 R TS

EHIC, RERBRBIEE M T TAK & Mk#c L <. 1H115mg%
24 RHRE I $e 5 L 72 Rk B 5-3BR O K5 2, Kaplan-Meier:
W& D e U S U RIS O BREAERT X, =
HE B o B R 0 6 8% B 4R 361 H IRE 11T 14.4% (95% 15 L IX.
M :7.89~20.85). 631 H T T19.6% (95% 15 #HIX [ : 11.10~
28.05) TdH -7z,

T2) “HE MBS IR S B B ARAEED ) b Rk G BRI BAT L
Tedro 7B, RO E RO BGRB8 2 ARH B O 9 B BRI
Bep G AR RAT L B R A LTI L,

(BBEXIITEBBEBICE TN INY 42— - EOURE)

17.1.5 ENE NHERER (CE5HREHER)

ANY ANy y— - ¥n) ko B UL T ZIREBEE OB A
BHEERNL L LIBRROBKRER(Z >V 7TV —, TEF
IV YKRMRY Y T ZAu~<A Yy O3FITEG) BT LK
WPRITEROLEBY TH S,
S B U B BRA (7 H RS
&35 O 1 % 5.

vV 75 =) 30mg

TEF YV VKA 750mg (FIi) 2[H1/H

751 Z2a<A ¥ 200mg (i)

J vV 75 =) 30mg

TEF TV KA 750mg (FIi) 2[H1/H

rg9)2a<A4 Yy 400mg(F71il)

AR (BT B BRI (T H BRI )

&35 O 1% 5.5 P - Im 5 YRS

7 V77V —)V 30mg

TEF YV VKA 750mg (FIi) 2[H1/H

751 2a<A ¥ 200mg (i)

F V77 —)V 30mg

TEF TV KA 750mg (FIii) 2[F/H

799 2u<A Ty 400mg (JI1i)

PR S AT X G 2 R R & L7

R S8 BUBE B 1350.5%(217/430) TH . 2 GIFEH ISk AE
13.7%(59/430). T¥i8.8%(38/430) T » 7=,

B, REROEETITbNIzAY) anNs sy — - ¥ EiEo

F IR BRSSO A BN O BRRB IC BT, MRERE

DRWRIED LN T WD,

11:3) B 28 M OSHLERE WTEE O fE RS b Btk
H4) ZIEH OL R, TG HEETROLBY THY ., ENOREMDL - A
mERR D, [6. BH]

KE 72TV —)E LTLEB0mg, TEF Y YR E LT
1H1,000mg (Ji1ili) K. U¥ 2 5 ) 2a~< 4 ¥ > & L T1H500mg (/]
fili) 3% & 1 H 208, 10H 1314 0 #EO45-

Yl 5TV e LTI 0mg, 7EF YT yAMP L LT
11A1,000mg (Ji1ili) K. O¥ 2 5 ) 2a~< 4 ¥ > & L T1H250mg (/7
fili) 3% % 1 H 2], 7 H B

17.3 ZOfth

17.3.1 MFHZA MY ICRIFTE
1H1ME30mg% . HEEEEIIISEM. + ZIREEE BHE 12136
SRS L2gE, MENA M) Y0 E R EAIGED
LNDA, PG T LRI T 52,

G-I FNCES

87.5% (84/96%1)

89.2%(83/93%1)

91.1%(82/90%1)

83.7%(82/98%1)

_5_



17.3.2 A BREEICRIFTRE
B R O R RS 21 H 110130mg % 82 [ 145 L
A, TugrsF . anvFV—, GH. TSH. Ts Ta
LH, FSH, DHEA-S, 7 A FAF7U0 Y, TRA M7 T4 —VITHK
CRBERITE RS,

17.3.3 BHMEOATBllRZEEICRIFTHE
B R OV iR RS 21 H 110130mg % 82 I fE 145 L

YA, BRI O NI R RIS v,
18. ZERhZEIE
18.1 {EHHF

ARFNE HRGIBRE R O 1R A2 G ~FAT L e . BRI X B HRR8
B % 6 TR RN E RS AR S, 2 ORI E R Y 25
EERMCRELTCTr by Ry 7 LTofk#HzHo TS
H', K'-ATPase®SH#E & KA L. MRIEHEZIIHTLZ L0k
0. BAWERRHTAEEZ NP,

18.2 BERMHIERA

18.2.1 X AH X M RIS
fERE R A~ D1 H 1181 30mg . [1] 36 OS2 7 B B 512 X 0 3 0]
7 B WIIRIE I ASEE S, & O3 524K % b 4%
w35,

18.2.2 1 > A V) L RIE5
TEREA~O1H1830mg7 H BI#E 8 5- 12 & 0 2500 72 H Bk 55
R 25720 5 5%,

18.2.3 RED M
EREA~OTH18130mg7 H B #8512 X ) HER-oW 5
MR 5%,

18.2.4 24BSRE9
TERER NS 1T % 2418 1] B EBRIGAER T, 1H1Im130mg7 H Bi#E T
PG X D 1H 208 LT HB WO 2 IMHIATRD Sh ¥,

18.2.5 245 BRpHE=42YU > T
RN L O+ 38 B B R W o 3~ 1 H 115130mg7 H ]
ROPEGAC L D 1H %28 L CEFWH 2 BRI e 25320 &
h%)t;ﬁ)%s)o

18.2.6 24B¥E THMEEARPHE=4 U > J
WG S B~ O1H 1130mg7~9 H MR 51c X b H A&
BB G OZW 2R IHER AR S 5%,

18.3 ANUany 42— - OV KREOHEINER

18.3.1 7TEXF V) VKA K 7 5) 2Au<xAf eIl T v
VT = EDHIC LY. RO SH%O H AT ERE F
ANEDOOEND(F v M),

18.3.2 AN anyy— - ¥ ) REHERICBILFT VYTV —
NVoOBREXHNpHE FASE5Z 12X, FHHEETES
TV YK, 79 Au<A Y ONBEIEEREDLZ L
ZhHsbLEZHNEY0,

19. FRHRSCET 2EE2IRA

—#4% 1 5 75— (Lansoprazole)

b4+ (RS)-2- ({[3-Methyl-4- (2,2, 2-trifluoroethoxy) pyridin-
2-yllmethyl sulfinyl) -1/7-benzimidazole

7373 - CieHuF3N30:28

5T 369.36

% R A ~EeAaoFBREOR K TH L. N N-Y X F Ik
VAT I RIZHETRT L A7 ) = MR <,
I8 =)V (99.5)IZRREITITL &L KIZIFEAEEHET
BV N.N-YVAFIVFLVAT I FEEE(1—10) 35
BRS LV, FEMEESRDON S,

H 1 5

H,C (6}
_ _}F
/—d '

\_7

B OBERIRAEAR

22, A%

(Br7a>h7TIVi5)
100% 7V [10% 7+ v (PTP) x10],
50074 7€)V [10% 7+ )V (PTP) x50].
5004 7R IWIH T AR NT ]
(B7O>Hh7+IL30)
100% 7V [10% 7+ v (PTP) x10],
50074 7€) [10%4 7 &)V (PTP) x50]

23. FEXH
D =k
2)

2773-2783
3)
2713-2745
4)
5)

Pharmacokinet.1991 ; 3 : 315-320

6)
7)
8)
9)
10)
11)
12)
13)
14)
15)
16)
17)
18)
19)
20)
21)
22)
23)
24)
25)
26)
27)
28)
29)
806-815

30)
31)
799-805

32)
1289-1295

33)
34)
35)
36)
37)
38)
39)
40)

PrAR R Al
AR i
AR i
PrAR R Al
AR i
WA B A
TS — M :
REIEH b
WRE IE b :
RN A
211 e
PR -
[ & A
VEAS L A
B IFIFT At
FRIE— R L
AR i
AR i
BuliFnd At
=EOE Al
NI AL
HHEOLIE Al
HHEOLIE Al
Satoh H. et al. : J.Pharmacol.

BEPRHCA . 1991 5 21
BEPRHCA . 1991 5 21
BEPRHCA . 1991 5 21

WA SEBE & EHE. 1990 5 18 1 3413-3435
Schardein J.L. et al. : 383 & 3. 1990 ; 18(Suppl.10) :

Atkinson J.E. et al. : #H L AEH. 1990 : 18(Suppl.10) :

SEWFBOHE Al BRREESE. 1991 ;7 : 51-62
Delhotal-Landes B. et al. : Eur J Drug Metab

1 769-783
1 975-993
1 995-1013

Modern Physician. 1991 ; 11 : 117-125
Modern Physician. 1991 ; 11 : 253-260

Therapeutic Research

. 1990 : 11 : 4039-4045

THAL#ERE. 1990 ;13 : 602-610

P L RHE. 1991 5 19

HPL LB, 1990 5 18 ¢
HPL LRI, 1991519 ¢
HPL LR, 1990 5 18 ¢
Therapeutic Research.
HPL LR, 1990 5 18 ¢
HPL LR, 1990 5 18 ¢
Therapeutic Research.
Progress in Medicine.
BRI . 1991 5 21 ¢
BRI AG . 1991 5 21 ¢
HPL LB, 1991519 ¢
Therapeutic Research.
19 :
29 :
29 :
Exp.Ther. 1989 ; 248 :

P E . 1991
BB . 1999
BB . 1999

BERHCA . 1991 5 21
P L RHE. 19915 19
H AT Lo x4

=y

34 1 1025-1029

24, XEEEKERVHEWVEDESE
RO 7 kst RE7 DIt > 4 —
T453-0801 4t i oA ORI — T H 243 1177
TEL 0120-923-093
SEAFIER 90 00~17 @ 0L HALH - Btk H 2 B <)

Al .

1 953-966

4891-4900

327-338

4919-4924

1991 ; 12 : 917-928
4911-4918
4901-4909

1991 ;5 12 : 191-213
1990 ; 10 : 3197-3206
327-345

613-631

307-325

1991 5 12 : 175-189
933-946

805-817

959-977

Nagaya H. et al. : Jpn.J.Pharmacol. 1991 ; 55 : 425-436
Nagaya H. et al. : J.Pharmacol.Exp.Ther. 1989 ; 248 :

Nagaya H. et al. : J.Pharmacol.Exp.Ther. 1990 ; 252 :

I Bl AR, 1991 5 14 ¢ 183-193

MR H AR SEE LR, 1990 5 18 ¢ 4865-4876
2 MIEEL flb
Hongo M. et al. : Dig.Dis.Sci.
G Al
S
R HESC b : Helicobacter Research. 1997 ;1 : 49-55

Cederbrant G. et al. : J. Antimicrob.Chemother. 1994 ;

1 633-640

1992 ; 37 : 882-890

1 925-931
1991 : 88 : 672-680



2. BUEIBRES
26.1 BERRAT
HEF/N\ERxXEit
KB R R SR T B & 15
26.2 BR5c

HAZERIEGRASH

REEHHREXEBETMTEIE]S
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