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—o— K

(6%EDT351t)

1 | 1

(%)
100

80 [

i
40

20

10 20 30
|

AR5 —D i 20mg DBHEHETRE

—&— pHI2
—a&— pH5.0
—&— pH638
—o— K

(65ED 1)

40 (43)

10. && - 8%

(1) FENDELGRS - A, SNMESRRCESR - ARCHT HFER

R L7

40 (43)



V. #KIZEE94 HEB

(2) a%
(HRA%—D &£ 10mg)

100 & [10 $E(PTP) X 10, HiipAIA Y ]
140 & [14 $E(PTP) X 10, HopAIA Y ]
500 & [10 $E(PTP) X 50, FoRAIAY ]
500 B8 DL, N7 HZEAIA D ]

560 $E [14 $E(PTP) X 40, FERAIAY ]
1,000 $2 [10 $E(PTP) X 100, HZ1EAIA D ]

(H A% —D £ 20mg)
100 $2 [10 2(PTP)X 10, #ZRHAIAD ]
140 88 [14 $E(PTP)X 10, #ZHHIA D ]
500 & [10 $E(PTP) X 50, FRAIAY ]
500 & [, /X7, HMEAIAD ]
560 $E [14 $E(PTP) X 40, FFIAY ]
1,000 & [10 $E(PTP) X 100, HZIAIA D ]

Q) PREE
L7

4) BHROME

[PTP %]
PTP @RV TeEL L @ETAI=T A
va—>7 4V T =T A
e ]

Fyrv7 T UF
m o EBER)=F L

1. ARRHEESHLIEME
Y LR

12. Z0ith
M L7g0



V. AERICEY 5IEH

1. MEERIFZHE

OBEE. + FEEs. WA EEL, EEEE G, SR b U RS, HifEERIC X

%), WitERIE S, Zollinger-Ellison fEEHE

O F AR PRSI D A i, SR, VEAD)OUeif

SEB . BIEE %OV EL

2. $HEEX(IHRICEAET HEE
BRIE I LTV

3. AERURE
(1) RERUVAEDHESR

(BiE%G. T2HEES. WEMES. LEHEEHM CHEEES. [HR FLRES, HlntEE XIC

£ B), WRHEEELX, Zollinger-Ellison fEIZEE)

WHE RANCIE 7 72 F P L LT EI20mg 2 1 H 2 BIEHIREE. Y B EITHEINREAR G2,
72, 1Al40mg Z2 1 H 1 FIGEEIDEAHREGT 52 TE 5,
¥, il SERIC RV EEHIET 5, 722 L. EEVELAE i o0 55 T30l B R A IR & BA

L. PIARFTREIC 72 o 72 8% 13 MR BT EI 0 v R D,
(TRRREDBMRERE (Vo A, HIl, R, FE ORE

AN L. BUHEBEROIMEEEL)

WHE RN 7 72T LT LA 10mg 2 1 H 2 [BIEIR%, A B% E - 3EsNR O & 53 %,
F7o. 1\ 20mg 2 1 B 1 EI@EEMNBEAOERGTLHILHTED,

k. A« RIS XV EEIET D,

(2) RERUVAEDRERRE - RN
'v.5 Q) AERNERHAR OEHZM

4. RERUVAEICEET HIE

.............................................................................

1 RARUREICEET 518
71 BMRETRE~ORSEE

77 EFVATEL LTEIED D REME TS D
LHE. BHEREOIRT & &I PREMAREL EA L

HikzRzET DY,

. B TRE T 7 TF UL AT
L RSO D DT, RO LD 7 |

18] 20mg 1 H 2 BG4 L3 2856

7v7%:ijT?VX BehE
(mL/min)
Cer= 60 1 20mg 1 H 2[H]
1FE20mg 1H1[F
60>Ccr>30 1B 10mg 1 H 2[A]
1 [E]20mg 2~3 HiZ 1[4
>
30=Cer 1B 10mg 1 H 1A
1 [E] 20mg  FEHTH% 1 [H]
BT RS 1B 10mg 1 B 1[H]

5. ERFRALIE
(1) BERT—2/1\yr—
A ROTANA



V. AEICEY $51EE

(2) BRRFIEFER
TERERR N 12 4 % 3G AR A & 5~160mg HLEIE G- U7 fE R, BRRER, BRRERT ICAFHR 512X D
bR BEIIRD LN oT-, Fio, @HEA 6 4K L 1B 20mg XX 40mg, 1 H 2 [A] 5 Hidfe
B LR ORI G EREORE R TH -2 19,
EARE O BB, + HEBBEICR L TEGR STV D HIEER O HEIX, 20mg X2 [Bl/H X% 40mg X 1 [E/HTH 5,
AR OZMEF LK, 1BEERKOSMEEENIZBIT 2 BHEREOUEICH L TERRINTWD HE - A&,
10mg X2 [Fl/H X% 20mg X 1 [Fl/H THh 5,

(3) AERIGIERHAER
D) HAEPETEE R 183 44 & 6 R ICAHI & 10mg X 2 [[]/H . 20mg X 2 [B]/H . 20mg X 3 1]/ H % B {&5 1% 8 #[H.
T TIEEEL 6 HR G L2 2 A, 1[H20mg. | H 2 [F#EENZYTHD L HWrsns- 20,

HARKN O BIBE. + _FEBEBRIC L TEARB I TV HELOHEIT, 20mg X2 [Bl/H X i 40mgX 1 [E/H TH 5,

2) B E R M OEBMER RIZ L b 72 9 BMEBRIER AR 137 4 2 R ICAHK Z Smg X2 [Bl/H, 10mg X2 [/
A, 20mgX2 [El/H % 2 @f&EG L& 2 A, 10 10mg, 1 B 2 [EEGNZYETHH Ll Sz 2,
IARFOBMET &, BHEEROGMEEIIC I T 2 BAEREOWEICH L TR I N TV D AEL A&,
10mg X2 [Fl/H X% 20mg X 1 [Fl/H TH 5,

(4) HREEAYEAER
1) BRI
MG R L

2) BREMRER
MG R L

(5) B - FHERIEER
EE RS
KA S —fE, WO OD SECHIME. |+ RIBREE O - 1 %0 BRIR A% IC o T R ER
HR I S TR T, A MR bk 219,

. e PR SR E T =
; N e B 3 RE
S 20mg X 2/H 95.2%(1174/1233) 95.1%(1105/1162) 84.1%(1037/1233)
AP 40mg X 1/H 98.2%( 449/ 457) 95.4%( 412/ 432) 80.1%( 366/ 457)
U 20mg X 2/H 95.7%( 645/ 674) 95.4%( 600/ 629) 86.4%( 582/ 674)
— T 40mg X 1/H 95.8%( 343/ 358) 95.2%( 320/ 336) 86.0%( 308/ 358)
H -+ 20mg X 2/ H 95.1%( 39/ 41) 100.0%( 41/ 41) 92.7%( 38/ 41)
HAFIEE 40mg X 1/H 100.0%( 5/ 5) 100.0%( 5/ 5) 100.0%( 5/ 5)
e 20mg X 2/H 95.7%( 22/ 23) 100.0%( 21/ 21) 87.0%( 20/ 23)
AR 40mg X 1/H 75.0%( 3/ 4 66.7%( 2/ 3) 75.0%( 3/ 4
s - 20mg X 2/H 90.5%( 19/ 21) 90.0%( 18/ 20) 90.5%( 19/ 21)
S Pis
IAE SR 40mg X 1/H 87.5%( 21/ 24) 87.0%( 20/ 23) 83.3%( 20/ 24)
2 EEERO 10mg X2/ H 84.1%( 333/ 396) 84.4%( 335/ 397) 81.8%( 320/ 391)
RS © 20mg X 1/H 81.0%( 141/ 174) 84.0%( 142/ 169) 80.3%( 139/ 173)
< IEMENR : FRARNE IS X D M HI 91.2%(165/181) &~k L, —HEREERARICE > T
AFNOARMENZED bz, HERFRBRE O EEREEGBRICKIT S 1E 20mg, 1 A2
L EIFARN B ST O IR HIT 91.0%(91/100) T, £5- 36 BERHILAN O 1k 131X 66.0%(66/100).
: a 3 A LA O IR 1521 84.0%(84/100) Cdb - 7=,
- I IAERESHR - FIRNE S Co Ik %R 0 5(20mg X 2/ AT X B Ik MERFSh R IT RAF T
HoT,




V. AEICEY $51EE

PiERES

PRSGEEE F i IR S

ARG H B Ta R
Wik

Zollinger-Ellison
JERHE

—BRIR AR 6 Bl b (R D e G 5 B

BHTHoT=,

FRPIEG- 1 61), 5 BIGRE D #5461, BIRPIES- 161

a) B MG (4omeg/ B . 8 W 5)IC

& o TARADOA RO HiT,

b) " HE BRI R A0me/ B, 6 BRE 5 XL o TRAIOFHAERRD b,

cmmpqm#ﬁ&kumyum#ﬁﬁkm EE MR T, BT EEE NRSIIT R deE

EONTFHICBWT HlEMIC

(6) AEEEF

1) ERRAEE (—RERRERE. HEERRGRE. ERRELREE)
PE. WERFRBRARONE

MG R L

R LIRS T,

2) RRBFHLELTERFENOABTXIEER L -HE - HBROME

BARANA

(1) =it
Mz L

LSy

BE, RRTER R OV

ERFT®RT—E2RN—R



VI. EHFEEICEII HIEE

1. EEPYHICEEHSELEMRITILEME
VAFVY, FEFUUVERE, nXxYTFUL, = FUL, TUFVUREDE AKX I Hy TRIERE
LAl

2. ¥HEkR
(1) YERERLL - 1’FFH1‘§%J"'
VEREL - BERER(HE BRI D b A & X Hy S 54K
TERBRY © B RIEREM IO 0O Hy S SR 2 L, Bz fil+ 2 2 &1 T TREED. B
REDIHN R % R,

(2) EEZRMITHHAEBRBIE
<t FTOMER>
1) BERURTSUH wmﬂﬁm
O ERRURERES
@%&AXiﬁk@@f BT D | FERRE K ORI B -0 2 I Bl N o iib
20mg A5 LY ZNEN 71.6~99.6%. 29.5~96.9% | X5 2229,

Bl g i G RTG53

(%) i = (%)
FERE s 22 98.0 71.0
T NI HA BN (dugkg, FRIE)RI WD) 94.7 75.1
A& —V(Imglkg, FHE)RIE 4 %) 99.6 96.9
A LAY (021U/kg, FRE)RIITR W4 29 71.6 29.5
E RN 536 2 98.9 —

F 72, 20mg BRI G- CHRBEDUL 20, T R T HA R v R_XE Y — LRI U6 2D % i3 %

@ &Fﬁ/\“z\ 28)
R R SUTIE BRI BT D4 11 RED> B 7R 6 IRFE T 7 KEH H B M A2 o Zrilh il d, 20mg
BOGICL Y 22N 91.8%. 71.8%HHI SN 5D,

@ 24 B2 - BN pH?
fEREEC A O H W BN, 20mg RO GIC XY | T 8 Rin D 12 REILL Bich 7= 0 #fi S4u, 12
M H EE W 1L 93.8% CTh D, HW pH I, &5 1 KefflZIZiZ 4 DL EE 720 | 12 BRI £ T 5~6
DOFIFHTHERE LTz,

@ IMRE L BEES MINFI/ER
MR EE & R WNER & ORICIZIEOHEBERER N A v, HEEowEZ 50%ME3 5 & oM
T 13ng/mL TH 5,

2) BHELNREICRIZTEE 0
0.1~0.2mg/kg DFRIRNEL G- Tl A O BRI E &4 #I S 28 A8d o b,

3) BHENMBICRIFTHED
+ AR IR A O B IR PRSI IR R R R KT X a0,

4) BRBRHHEEICRIZTHED
BIEE., + IERIEERE I 20mg RO G L25A . HHEHRBICHEZ RIF S0,

5) FFM{TEIREICRIFTEE
20mg FRARPNHEE -1, EERERR A O FF i, FIIRIMGE Bl 2% I S 720,

6) MAAHR MY EICRIFTEED
BiE., + IEEBEREIC20mg 1 H2[E, 1~2 5 AROEBLELEZEA, PR M) ALicE28E%
FIE E 720,



VI. EHEBICEY HER

7) M TOS9F U EICRIFTEHEY

20mg FIRNE S, 20mg 1 H 2 [7] 4 J@FERE D& 503, @R, EbEEBRE oMy 7 7 7 F o,
PERRHE AR VT PEARLTE MBS A MIT X700,

<@ TONEH >
1) H, 2B AERER ®

2)

3)

4)

9)

6)

ELE Y Mg DEO DA, 7 v MEH s OIUHE, 4 X OB R W2 FEEEIZ LTz H 28 RS TUEN
I, Y AFVUTH L 10~148 558 ) TH 5.

BE& > ipIEIVER %

A XD AL I RGO BB WHIIERIT, ¥ AT U LIERTRE TR 40 550 < | B ©
FI13~15fFFW,

BALR S MBI RIFIEE D

T FOA L RIZ KD B FEE QRO & A BT 5,

REREBITHT B4R

Ty hDA LV RAZY Y TAEY v, FLF=Yur, A FLRAROWPRERIC L 2 HEEDH 50T
VATTIVEORAE Y S KB BB ORAEICK LT AT T L0 S IROIHII R 2 R
T, Eo. EERRGICIVERIC L D FEEEROA LY Y= LA IRIBEIE OB ARE L, %)
I AF T L0y,

BHimlzxts 54EH %

i e Ve 2 & I o EICE DT v b OE Rz LEHEER 2 ~7,
SMBHEREICHT 2ER Y

Ty hDFURIa— LA I Funa—iE—ktn b= EBR-T ALY U ROERE -
B )= LD ERIEREE P+ 20H72 593 — RR7® M7 2 RIC XD ERBYRZE OIRE 2 (i
L7,

(3) YERRIREFR - FrfhsfE

1)

2)

HREFERL N O B R EIE, 20mg RO G2 LY | Tk 8 FED D 12 RFEILL RITH72 0 i S 4, 12 FEfE
HEL WA 1L 93.8% CTH D, HWNpH 1L, &5 1 BEBHZICIT 4 LA EE 720 | 12 BEf# £ T 5~6 D
PHCHER L7 2,

A XD AZ I FIIERED BB WIHIIRIT, ¥ AT VU LIERTREE TR 40 (550 < | Fifefef <
#91.3~1.5 iz 3839,



VIL EWENREICEE Y S1HE

1. mpEEDHER

(1) ARELEDGOLGRE
(AL — R EET — 42 )30 BB NI 2R & i iR E (BEERA)
i PR EE & H ER W R IE OB A B (%)
7o, BHEEWE S0%IMHIT 5 & & o Mg R 100, y=46~%X-}-2_ﬁ —

13ng/mL ot o ?;ééé-r}\*} M) il

gﬁé‘g p<0.01

7,

B 501-—-—----=

0 5 1013 50
IHILAE v g

(ng/mL)

(2) BRERGABRTHRE SN -OLFRE
1) BEREES
D HRE2—DEEHARE—OD & DEYMZEHIRSHE ©
fERERR N 20 UKk L7 B A4 — N—IEIZ T, WA —D §EdH D\ EH A X —0D $ED 20mg % 1% 5-HF
DI R EEHERS % USRS U 7o S, I I R B (Cona) M ONILAE 32 B R AR T I AE(AUC)IZ I Tl
FIRNCZITFR D b T, EWFERREEN R S,

HAZ—DERUVARE—0D fEHERS RO M iREHRE BERA)

(ng/mL)
100
1fin 3
i 80
e ] —@— I A¥—D$§20mg
* 60 —o— HA¥—0D$E20mg
% 1 (n=20, F&I14%5-)
1t 40 Mean+S.D.
& |
3
pe 20
0 : ;
0 4 8 12 16 20 24 (h)
IR
N Tmax Cmax T AUC
i "
(h) (ng/mL) (h) (ng * h/mL)
T A —D $E 20 3.1 63.4 3.06 363.3
H A S —O0D §E 20 29 67.1 2.85 374.9

Q@ HRA—¥KRELEHRE—0D FEDEMFEHRZEME Y
TRERERA 30 4 12x L, 7 B A4 — N—{EIZTH A X —HEXREED 5\ N A X —O0D §E4 20mg % 1§ 5-
L2 R EOHBIXIZIZR U TH Y . AEWHNRSEMEN R ST,



VI. E¥MEREICEY 51EE

2) Efxs
@

(AR —RERET—4) ©

AL —40mg 1 B 1[5 & 20mg 1 H 2 [BlE e G- i e B HER (TR Rk )

AZXS—40mg 1 B 1 EEV 20mg 1 B 2 BEHKKRSRFOMPRE#ER BRRA)

—o—H A% —20mgl H2[[$% 5

—e— A% —40mglH1 A% 5
(n=4~5.#F11¥%5)

KA 5 A G
(ng/mL) l
1004
W B 4 &
o 50- i 1
3 a ;s
3 25 4 '\
g4 ; . . | . . | .
21]'00 0:00 300 6:00 I9:()() 12:00 1500 1800 21;00
(] & |
7HH 8HH
; 20mg X2 [A]
R 40mgx 1 [
EE EE £
Chmax(ng/mL) 52+ 7 58+t10 7312
Tmax(h) 3.8+0.6 34+04 4.8+0.8
AUCo-24n(ng * h/mL) 743+108 709+153
Mean=£S.E.

@

(AR —RRET—H)

46)

HIAZ—20mg 1 B 1 [E#45 & 10mg 1 B 2 [E1F 5K i o EEHERS (LR AR )

HRE—20mg 1 B 1EKXS 10mg 1 B 2 Bix5ROMTHRELER BERAN)

(ng/mL)
80~ ’ 1
AT G $HE 5
70-1{?”1% RS e H A5 —10mg 2[4 5-
60- * * —e— /A% —20mg 1% 5-
(n=6, 1% 5-)
% 50-
;‘['J 40+
U o
% 30
20
10+
0 T T T T T T T T T T T T 1 b 4
01234 6 8 10 1213141516 18 24(h)
[RE
oy 10mg X2 [A]
20mg X 1
s 1 [l H 2 me 1 I
Crax(ng/mL) 33+ 3 30+ 2 64+ 7
Tmax(h) 22104 2.810.5 2.81+0.5
t12(h) 2.631+0.15 — 3.05+0.25
AUCoan(ng * h/mL) 338+14 368+ 44
Mean=£S.E.




VI. E¥MEREICEY 51EE

@ (HRA—HEXRET—45)
HAK—% 18] 20mg, 1 H 3 A, 8 @MEHHEEG Lz EOMPREEIKOLEELY ThoT, 5 3
T [ 1% oD 1L Hp R B AR T RS (AUC)(1,792.1 =157.8ng « h/mL)i%, % 5-BH44 H (1,534.3 =134.9ng + h/mL)
L TEWEMZ R LT OOFERZTRD T, £7-, §#ME%D AUC(1,575.1+=172.6ng +
hmL)Z B 5-BA B L RIRRE CTH Y . FRIEIIRO b en o7z,

EHERORSBEOmMDRERE BERAN)
(ng/mL)

—o— & 5-Filhhtk
—o— 325l ih3 M 1%
—0o— 325Gl iR 1%
L2y —es5.
JEG
n=8
Mean=S.E.

100

FRE e

! |
1T

24 26 28 30 32 (h)

0 2 4 6 8 10 12 14 16
IRf [

EYARFOEIEE, + RIS, WAMEE, BME S i, St fiER . Zollinger-Ellison fEBEREIZX LT
EFBENTWDFER OFHEIEL, 20mg X2 B/ i 40mgX 1 B/ ARAKRETH 5,
AR OLVEE 2, 1BVEE R OSPEREIICIT 2 BRPBRE DS IR L TRR I TV S EE ORI, 10mg
X2 [E]/H X% 20mg X 1 [E/HFE 05 TH 5,

3) BWEEETEE"
HARE—20mg ZEHREETEBEICHIRNES LIz E0EYBE/ T A4

¥ Cer tip AUC Ctot
(mL/min/1.48m?) (h) (ng * h/mL) (mL/min)
98.9 n=7 2.59 857 412
73.8 n=9 2.92 909 381
49.2 n=5 4.72 1,424 242
10.3 n=10 12.07 4,503 84
(3) HEE
R L



VI. EYBEICEY SEE

4) B - HRAROZE
) BEOEE
(H A Z —RERGET — 5)*
BEBRRR N 2 6t R A 2 —20mg A T XX RAZRIZ 7 v AA— S—{EIC TG L7 R AR oo i 4
PIREE, Conax LY AUC 13, WISRAFRICA EED RO DR T,

RETRUEBREREFOMPIRE BERHEN)

(ng/mL)

70+

60

504

—o— fT1%30504% 5

w0l —— BR RS
h (n=6.#E1¥x5)
i 30 Mean=S.E.
Ji£

204

104

0 T T T T T T T

1 2 3 4 6 8 10 (h)

IRE H]

2) HHEE0CTZE
VI 7. 8 E{ER) DOESMR

2. FIMEERN/ S A —5
(1) A3
LT L

(2) WRUREE TE 3R
(A& — PR EE 20mg % 57— 4)*)
0.8290.124h" ' (fdFE R A n=6, 20mg #% 1 #¢5-)

(3) HEREETEH
(A& — PR EE 20mg % 55— #)*)
0.2500.038h ' (fFE %A n=6. 20mg #* A& 5-)

4) 2752 RA
MR L
<BE>S(HAX—1ERH 20mg FiE# 57— 2)%)
D& 7 VT T A 412+ 125mL/min(BEHEREIEH & . n=7)
B VT T A 304+ 129mL/min(BEEREIE H # . n=T7)

(5) NHEHE
MR L
<BE>(H AL —EH A 20mg )
1.14+0.270L/kg(EHERE LW . n=7)



VI. E¥MEREICEY 51EE

(6) Zith
Mz L

3. BEE (RE2L—v32) B
(1) i3
KPR L

(2) 155 A —4 EHER
AR L

4. IR

<t k>

(DILERAL *
ftRERk N 8 ZCH A X —D $E 20mg Z O CRREE S, B HICHET L7z & & (IRFERE) XX 3 /r[Eiie S
Wk, AR Z R R O3 &R E & bICEIN LT & S (B D AL T T A F 8V T o 2k
LT, HEPRBIRIN O A 2 R L7z,
ARFEME 2 [BULRFD LEIE Croax 3.0%. AUCt 1.1%TdH 0 | [EIULRF O MR P 2 e - 5D 93.5% 3R AT
LTWeZ &b, DEPNREE O OWINITIE L A E7e < BEREE L ARRICTHIEE L DBRIN SN D SO

LEZBND,
R A —D fE 20mg AR AR & BN O MAEE OHRE EREA)
(ng/mL)
100-
80 —@— /' A5 —DE20mgli 3
7 —©— A% —D5E20mg Lk

1t (n=8., &[4 5-)
5;& 60 Mean=S.D.
H
i3
gr 407

20

0
0 4 8 12 16 20 24(h)
RE [
c [ 3L B/ AUCH [ 3L B/ MR B OV
%k (ng;:L) ARSI b (ng-hmpy | IS | i ooRENRR
(%) (%) (%)
S + + —
IR S 8 51.7+153 30457 288.5+72.7 L1422
EldEs 8 1.6%£3.0 34 +65 93.5+3.9

Mean+S.D.



VI. E¥MEREICEY 51EE

QLR (H A & —HEREET — )%
TERERR NI A X — % 5~160mg #% 1% 5- L 72BROWRIRITHKI 37% Th - 7=,

HARKI OB, + ZIEES. WATES., FEE e i, Wit fiER, Zollinger-Ellison FEMEEEIZA LT
EBENTWDER ORI, 20mg X2 [\]/H i 40mgX 1 /AR AFRESTH D,
AR OZBMET K, BT KOOSR 5 BRMBERAOSGEEICK L TARB I N TN D AER O &,
10mg X2 [Bl/H X% 20mg X 1 [B/HE O 5 CTH 5,

<HEZ>
(1)7 > h(SD %, #. 180~350g)*>
O Sy MMIC-DFEFOUE
BEE BOKELIE-EEDMBRREE
We. oy EFT Smg/kg (ng-eq/mL)
PP
1.9 IR (4% 5-1% 4 IREREILARE)
WL %2%
) 34% i (n=3)
£ 100
0 — . . . e
012 4 6 8 24(h)
IR§ [H]
Q)1 X(E—2Z K, ., 14~16kg)®
Bo&ks ARZT7EFSUE
BE® BOBELIE-EEZOMBFRE
TrEFT 20mg (ng/mL)
) 10007
2.48+0.33 ] 800 -
QeI
9 43% i (n=3)
A Mean+S.E.
L 1001
T 501
0 2 4 6 g 10 (h)

CINNAFT XA TV T ((HAY —HELREET — )%
fRERERR NI T A 2 —5~160mg ¢ 5- L. 24 K] AWNICHEE S 2 IR RE(\E D B DR L7 A
B—=DNRAFT ATV T 4123T% ThHoT,

WARFIOBEE., + a5, WEMHEE, MM i, WfitEaiE2. Zollinger-Ellison JEMEREI® LT
BENTWARAELOAERE., 20mgXx2 [E/H it 40mgX 1 m/HZEAKRSTH 5,
AHNOZMET K, BT RODMEIEENZIIT 5 B HBERZE OB E K L TAR I TV D BBk HEI,
10mg X2 [E/H Xi% 20mgX 1 [@/H A& ETH 5,



VI. EYBEICEY SEE

5. 4

(1) m%—HEIFIEA
LB L

(2) ME—FRARIPIEB

(3)

(4)

()

(6)

HEER L

<BE>S(H A —EFHT— %)

7 EEIBAAES THEB] 35 BIlC W A Z —20mg & e G L, D07 7 EF UV VREZRGI LTI E 2 A,
NEREFEAT HR (AR 5 R P 0 B/ R AR R . P R )1 0.347 £0.114 Thr o 72,

AA~DBITH

ENT —8) (T A2 =K EET — 2)%

PEARDT 8 Bl H A X —40mg #0554 2, 6, 24 RER O/ AR EITZNE1 041, 1.78 KN 1.33
THoT-,

WRANDOBITH

GMEAT —2)»

M A —40mg Z 7 H IRk #5420 I B/ i IR L ORI, BT 2, 4 ROV 6 REfRlICE
Z10.06, 0.09 XT0.05 TH -7z,

Z DDA DB T
BB L

MmFEBHEER

20mg R G- Lic & & BG4 3REMICRIT 2 MR A & OREE3RIT19.3% Th - 7= (fEFEER A n=5),

6.

(M

(2)

RSB R B UM SR R
DREREAL « T
2R ¢ S-oxide IRVFRE HILTUND 450,

H,N ST NH

N oo | (FAZ—)
H,N-" \

2 N—L—CH,SCH,CH,C =NSO,NH,

H,N ST NH
H1;>C=N—<§ | (S-oxidefk)
2 N—L-CH,SCH,CH,C=NSO,NH,

0

3R =R 4050

b MIELG L7 & XDRFREEHEICED D S-oxide BOEIE 1T, BROEBE T 09~32%. HANES
T22~11.0%., FIRNEEET52~113%TH B,

R¥CBA5T HB%K (CYPE) ONTFHE. F5E
%Y L7



VI. EYWHEICEY HIEE

3) WEEENRDOFERVZTDEE

PIEBE N EITIFE & A EZ 220,

4) KEYDOFEOEERVEEL., FELE

10.

11.

@ TH B S-oxide KD Hy EWHERIZ T 7 £F P D 1270 TH -7z,

N : 3.

BEH DAL B UHE B8
E(iel = NUE? 3l <Y g

Bttt =2
B 595 24 WER £ TOREARO R PEMERIL, 04 5.T 21.0~49.0%, HPNE 5T 71.0~89.6%, #
AR 5T 57.8~96.4% T % 4050,

FS U RR—2—IZBHT H1ER

77 EF VX OAT1, OAT3 KON OCT2 OFEE TH D 759, R AN B 8 il A % —20mg & OAT1
KO OAT3 [HEHITH 27 m_XRY K 1,500mg ZFHEG(7T m XKy RIZAT A2 —0# 5 2 KFETZ
1,000mg, 1 FEEAGIZ 250mg, [RIFEIZ 250mg £ 5) L7=WF, FEOFHRFE LT 7 £ F V0O AUC w1 3H
BEIZEINL ., % 5% 24 R £ TORPARZEAROPEM EI3A BT T Lz %),

7 7T VUL in vitro \IZE8BV T MATEL OFLEAITH 5 02, fEFERA 12 i 7 7 EF 22 1,000mg &
MATE OREE ThH D A MR/ 1,850mg Z O HE(7 7 £F ¥ 13 0 FefEIZ 200mg, 15, 19, 23, 27,
31 BEREIZ 160mg, A RAs/L R 203 12 KON 24 BERETIZ 1,000mg K OF 850mg % #% 5 L7, FEOFAIRE & bh
TARARAI O AUC IZEFTRD b o T(FMEANT —#)%2,

ENFICKLEBRER

(AL —8T —4)

FEMOTEAT 2 i T L CWV DB AREREICHAX —10mg/H 2R O& G Lz Z A, 5, 10 H H OF¥ i i
IXENEN 49.6+120.1ng/mL, 49.8+22.7ng/mL T, VR LG OEFIREEL ZEX b,

(FTAH — PR EET — %)%
HAZ—DBENRERIZMF 7 7 EF PV EEICEEINATICEELTEBY ., EH4023%ThoT-,

BEODERERTHESE
VI 1. (2).3) BHEETESE OHZM

Z Dt
T L



. ¥£t (FALEDOEEF) ICEI SHEHEE

1. EENRLETDER
Eéﬂfw&w

rml

2. ERARLEDEH

222 (ROFBFEIZIZEELLGEWNI L)
2.1 ARHN ORIk UIBBUE OBEERE D & % B

3. EREIHNRICEET HTELTDER
BEESH TR

4. RERUVAEICEEY 5IELZDER
V.4 RERUVRAEICEYT IR 22452 L,

5 ERLERNIE L ENEH

8. EELEARMIE
Migtg, FFekee, BIESICER T2 &

6. REDERZHIHEFICHIHER
(1) AHHE - BIEEFOHLEE

9.1 ABHE - BEEROHLEE

9.1.1 MREDHDHESE
DILEROBERZEZIRBZNnH 5, [11.1.6 3R]
9.1.2 EYBBIEDBREFEDH S EE

92%%%@%%%
i FIREAFET 5 DO T, BERZBT 20 RGHEZH T THEMATL 2 &, [7.1, 11.1.7 28]

E

(3) MrRElEE RS

9.3 FrikrelEE RS
TERDEALT 28 EN0H 5,

(4) KHEREEH T 5E
FRIE I TWRN

(5) 3Ei%

9.5 1%
TR XX HEHRE LTV D A REME D & 2 M ITIEE EOF RS GRRIEE Bl 5 &k S 5561
DIHBEGTH &,

9.6 #ﬁ%Lﬁfﬁ

THLIERRESNTND

B EOBRRIMER ORARBEOARRMELFE L, RAILOMUI T I 2 BET 5 2 & BRLPIcBAT




VI

et (FEREDIES) ICEYSHER

ORI\

9.7 MR
RS L UTe A R OV e A aie & U7 BRRERIBRIT 50 L CTueuy,

(8) =t

9.8 HnE
AR WERET L0 GRREZIER T 5 CEEICKREG T2 L, AATELE LTHE OISR D
D5, il T, BREREEME T LTV D 2 B2 W HRENFRT 2B EN1H 5,

(fisit)
TROEXD K S fik - AEEZALZETD Y,
<1[E20mg 1 B2EREEZEELTHHE>

20mg 1 H 1A
10mg(¥- ) 1 A 2[H
1. AE/HA
(1) HFREESLZTDER
RE STV

(2) BRFE L ZDER

10.2 StRFE BHRAICEET S &)

S % R+ 5 71 W - SRl T
T — LR FEROEANDIPRENE T 5, | AR B WSIFEIE 3250
S hTaFT = 8 R S48 % 969,

8. El{EA

(1

~

ROBIWERDRH BN D Z ENHLOT, BELZTHIATV, BEBRD bNIGE I3 kG 2%k
T EWYRLEEIT O T &,

EXGEIEA & AER

1.1 EXLEER

M1 2avy, 7724 5F 20— (5% 0.1%K)
av g, TFT7 4 7% — (WREEE, WL, 8 EEE (GEHEE, WIS | SRS
) "hLbNDI ENDD,

11.1.2 BEREMHEAMm, AMmBkEAD . |BEBRBRAE ., AMERM OO 970 b HEARHA) . /R (0.1%
i)
HARBERIm, PLiERED, MRERIERE, e, f/ s (IHER & L CesEaU,
BT, T - KB FHIm, BEE) RHLbNDZERHLHOT, EHMICMEBRELEmL., &
HWHRROONTHEEICHE LIRS E I L, #EURAEEZITY 2 &,

11.1.3 PEMRKRIRFEFAEE (Toxic Epidermal Necrolysis : TEN), KREHIZERIEIZE¥ (Stevens-
Johnson fEIEEE) (W T4 HAHEEARH)

11.1.4 FFHgRefEE. &E (W I HHEEARR)
AST - ALT S0 L5, WERH LD Z R 5,

11.1.5 HEFHmRE (BEE )
AU U AMAE, 47 n b r R, MEGNEESEOFRZ EA. HRBENIRD SN-HEICETE
bl G2k L, @URNLEEZITY 2 &,




VI

et (FEREDIES) ICEYSHER

11.1.6 QT iEER (BHEAH)

FrioDRE (DREZE, FPIVE, LVES) 2AT5BFICENTHLDOARTVOT, KD
BEOREBICHAEET L2 L, [9.1.1 2]

11.1.7 BHEE, &8 (W bHERH)

ke, A (KEME, RN, IS4 7 e —X ) BHObND LN D, FHZEERE
EEZATLOIERE BN THLDLARTVOT, EETDHZ L, [925H]

11.1.8 MEREX. [RBREE (WFbMERY)

MIER & UCRE BB, BHERAESEY (BUN- 7 L7 F = ERE) FR@E0 oSG
WZITEGICRGEZPIE L, BEYRAEZITO Z L,

11.1.9 FEMME GHERH)

FEEN, WK, PRORINEE, MOES X SR E AL D HEMMR A H 5PN 2 ENHLDT, 2Dk
IRIERDS & & DN E TR G2 Pk U BIR S E AV A OG5 EDOBEY) RLEZ(TH 2 L,
11.1.10 F2UnHaE

(FERH)

11.1.10 RAEUHE
AReHE L 1x, BERAEFS EOHGE T, ARDIETORINMENTERICKIT TWDIREEEZFET 2, BIE
AE LTE, DENFEOENBADTHIRELED TS,

(2) ZDhOEIER

0.1~5% A 0.1% A3 AN

@ e E RS« Fiib, HERB(RIBE), B EEE

ifi. | A Bk LR BRI %

Wb # | (K TR - WAE, Y8, L - gk, 8
I, BRAREE, NNk

5 BB % M B5 . BT, B AR, Bk, BEE7a v

i fi& | AST E5H-. ALT E5, | eV e EF, LDH L& R R HIE

Al-P b5

s Ao A % R EHBER, BRI, R, IR, | THrEoETLIRIE. 5 OIREE,
R A ERREEE, DFEWV

Wy W HAEARNE, AL LR E

F O h CK L5, BRFEHEE. A,

R

FEBUHIL T, AR E T ORRRBR L OE SRR R I E SV Tn 2,




VI

et (FEREDIES) ICEYSHER

HRAEEREREER VERREERE—&

s ; fif FH AR TR AL 0D A G .
EfiE AH Y AN =
BRRFEORIE (19854 1 A 31 H~1991 45 1 H 30 H) oo

WO E B K 4,470 15,667 20,137

Bl E % o 5% 31E # 3 135 225 360

Bl /EH % o 3 81K 182 301 483

BILVE % 0 3 BUE B (%) 3.02 1.44 1.79

RIVEH S D FEE FEBUEFIER - H5(%) BIVEA % ORE FEBUEFIER - H5(%)

RIE - RIEHEREE | 16(0.36) 15(0.10) | 31(0.15) K- XEEE 8(0.18) | 27(0.17) | 35(0.17)
W% 5(0.11) 8(0.05) 13(0.06) LDH k& 2(0.04) 12(0.08) 14(0.07)
a2 3(0.07) 1(0.01) 4(0.02) Al-P L5 2(0.04) 11(0.07) 13(0.06)
P 1(0.02) 2(0.01) 3(0.01) g = VAT a— 5 1(0.02) 4(0.03) 5(0.02)
iR — 1(0.01) 1(0.00) SRR B 1(0.02) 5(0.03) 6(0.03)
LB 3(0.07) — 3(0.01) R H 5 1(0.02) — 1(0.00)
E AR 3(0.07) — 3(0.01) BV UL LS 2(0.04) — 2(0.01)
% 9 FERK 1(0.02) 3(0.02) 4(0.02) R BEE — 5(0. 03) 5(0.02)
i 1(0.02) 1(0.01) 2(0.01) 7u7 s F o1l LS - 1(0.01) 1(0.00)

AR - RAEEERES | 2(0.04) 8(0.05) | 10(0.05) Lo — 2(0.01) 2(0.01)
IEER) 1(0.02) 2(0.01) 3(0.01) MmigAARY v k5 — 2(0.01) 2(0.01)
RN 1(0.02) 2(0.01) 3(0.01) i - MEREE 1(0.02) = 1(0. 00)
HEN — 2(0.01) 2(0.01) IfJE -5 1(0.02) — 1(0.00)
BERAR— L35 — 1(0.01) 1(0.00) DA% - DY XLEE | 1(0.02) 1(0.01) 2(0.01)
FDL5D % — 1(0.01) 1(0.00) lRisEz e pil 1(0.02) — 1(0.00)

BEEMREREE 1(0.02) — 1(0.00) g — 1(0.01) 1(0.00)
mwit 1(0.02) — 1(0.00) FMBREE 2(0.04) 6 (0. 04) 8 (0. 04)
A< A DAL 1(0.02) — 1(0.00) =gl — 6(0.04) 6(0.03)

BEE - gIEEE 1(0.02) - 1(0. 00) R i BR e 2(0.04) — 2(0.01)
Hug 1(0.02) — 1(0.00) ~E | e 2(0.04) — 2(0.01)

BHEE 3(0.07) 3(0.02) 6 (0. 03) ~~ hJ U M 2(0.04) — 2(0.01)
ST 1(0.02) — 1(0.00) Bk - MARES 20(0.45) | 42(0.27) | 62(0.31)
AR 1(0.02) — 1(0.00) IR %2 — 2(0.01) 2(0.01)
RHR 1(0.02) — 1(0.00) [ 1 Bk i 12(0.27) 19(0.12) 31(0.15)
A VRT VA — 1(0.01) 1(0.00) i HERIE D 1(0.02) 7(0.04) 8(0.04)
PEBR IR — 2(0.01) 2(0.01) I ERER I % 5(0.11) 14(0.09) 19(0.09)

HILEREE 62(1.39) | 27(0.17) | 89(0.44) G BRI % 1(0.02) — 1(0.00)
5% 34(0.76) 14(0.09) 48(0.24) U oREREE % 1(0.02) 3(0.02) 4(0.02)
T 9(0.20) 3(0.02) 12(0.06) BBk % 1(0.02) 2(0.01) 3(0.01)
i fE 2(0.04) 2(0.01) 4(0.02) BBk 1(0.02) — 1(0.00)
HE 7(0.16) 1(0.01) 8(0.04) /MR - HIUEmMESE | 2(0.04) | 10(0.06) | 12(0.06)
LD 4(0.09) 2(0.01) 6(0.03) i MR — 10(0.06) 10(0.05)
AL 1(0.02) — 1(0.00) i/ MR N 2(0.04) — 2(0.01)
H ERAS TR 1(0.02) — 1(0.00) WRBRER 2(0.04) 7(0.04) 9(0.04)
DR AR — 2(0.01) 2(0.01) BUN L& - 5(0.03) 5(0.02)
Y s R e 1(0.02) 3(0.02) 4(0.02) IVTF=v ER — 1(0.01) 1(0.00)
BRI 1(0.02) 3(0.02) 4(0.02) T IR I - 1(0.01) 1(0.00)
i35 - 1(0.01) 1(0.00) JRE H B 2(0.04) — 2(0.01)
A% O O O 1(0.02) — 1(0.00) ZHATE (R BEE 1(0.02) = 1(0.00)
ER] 1(0.02) — 1(0.00) HBEAIE 1(0.02) — 1(0.00)
(RIS 2(0.04) — 2(0.01) —RHLBEE 6(0.13) 5(0.03) | 11(0.05)
R 5 1(0.02) — 1(0.00) HERIR(A ) 2(0.04) 1(0.01) 3(0.01)

BFiE - EEREE 29(0.65) | 99(0.63) [128(0.64) FEEN 1(0.02) 2(0.01) 3(0.01)
R T 3(0.07) 57(0.36) 60(0.30) PR E — 1(0.01) 1(0.00)
AST(GOT) L5 12(0.27) 20(0.13) 32(0.16) TR A — 1(0.01) 1(0.00)
ALT(GPT) b 5- 16(0.36) 30(0.19) 46(0.23) P Vi 2(0.04) 1(0.01) 3(0.01)
y-GTP L5 5(0.11) 8(0.05) 13(0.06) R N IAL 1(0.02) — 1(0.00)
ZTT k5 — 4(0.03) 4(0.02) (71 EPN AR BESE KGRI
TTT L& — 2(0.01) 2(0.01)

LAP L5 - 2(0.01) 2(0.01)
vy y k5 7(0.16) 4(0.03) 11(0.05)
SRR — 2(0.01) 2(0.01)




VI

et (FEREDIES) ICEYSHER

EHRE. AHE. EEERVFHIOEERS

de &5
AR

A OEIERRIRERE

FEARIC T 2R AER] 15,667 FlOF SR FRIRIEMFER R OMPEIIRD LBV TH D,

T4 R &I 4 FA 56 T 4 151 2=
Beh. - N .
\E . E a 2 e
. B % R - Rig#H + PHRE
@ 1.31% 1.27% 0.00% 1.30% NS
(109/8317) (50/3941) (0/10) (159/12268)
- 1.55% 1.09% 0.00% 1.38% NS
(22/1417) (9/828) 0/2) (31/2247)
o 2.66% 4.08% 0.00% 3.08% NS
IEE o (21/789) (14/343) (0/4) (35/1136)
£t B Bl 4 FA S IR AE 151 2
B 15 7% 16~ 31~ 41~ 51~ 61~ T | A 3t e
R LIF 30 1% 40 1% 50 m% 60 1% 70 7% LLE | kR i B
@ 2.00% 1.03% 1.37% 1.43% 1.37% 1.09% 1.69% | 0.48% 1.30% NS
" (1/50) | (12/1166) | (28/2039) | (36/2520) | (37/2693) | (21/1931) | (21/1242) | (3/627) |(159/12268)
- 0.00% 1.57% 1.00% 1.17% 1.63% 1.09% 1.75% 1.43% 1.38% NS
0/30) | (2/127) | (2/200) | (4/343) | (8/492) | (5/457) | (8/458) | (2/140) | (31/2247)
®a . 7.14% | 4.49% | 3.82% 1.75% | 244% | 237% | 433% | 3.03% 3.08% NS
T | 1/14) (4/89) | (5/131) | (3/171) | (6/246) | (5/211) | (9/208) | (2/66) | (35/1136)
— B F %5 = 7 B R IR G =R
5 10mg 81mg N . Ve
~20 ~40 ~60 ~80 A 7
@ | T mg mg | ~60mg My | ki i W
. 0.00% 0.61% 1.36% 2.97% 0.00% B 0.00% 1.30% NS
" (0/33) (7/1148) |(149/10940)| (3/101) (0/23) (0/23) | (159/12268)
- 0.00% 1.07% 1.51% 0.00% 0.00% 0.00% 0.00% 1.38% NS
(0/6) (2/187) | (29/1924) (0/96) (025) (02) (0/7) (31/2247)
®a . 0.00% 9.09% 3.44% 1.95% 0.00% 0.00% 0.00% 3.08% NS
IEE o (0/2) (1/11) (29/843) (5/256) (0/20) (0/2) (0/2) (35/1136)
{5 FA £ R0 I B 4F FA SR AE 51 2=
5 14 H 14 BT - . Ve
~1 ~ ~6 ~ ~1 A 7
@ | oF S I I I Flopr | kam " e
@ 4.36% 1.05% 1.24% 137% | 0.72% 1.04% | 0.78% | 0.00% 1.30% <0.0]
" (16/367) | (19/1816) | (76/102) | (40/2924) | (5/697) | (2/193) | (1/128) | (0/19) |(159/12268) p=H
- 0.85% | 2.15% | 3.66% | 0.00% | 0.00% | 0.00% | 0.00% | 0.00% 1.38% <005
(13/1524) | (11/512) | (7/191) | (0/13) (0/0) /1) (0/4) (02) (31/2247)
®a . 3.90% 1.99% | 3.75% | 2.81% | 0.00% | 11.11% | 0.00% B 3.08% NS
w377 | (6/301) | (20/533) | (5/178) | (0/31) (1/9) 0/7) (35/1136)




VI

et (FEREDIES) ICEYSHER

BHHER T B ERRTRES R

e _ - b
i ~H H 5
g B H H RFCH + .
@ 1.10% 1.78% 0.00% 2.00% 1.30% <001
(95/8668) (63/3534) (1/16) (1/50) (159/12268)
R 0.90% 1.55% 0.00% 0.00% 1.38%
A (5/554) (26/1682) (0/8) 0/3) (31/2247) NS
Ermn 2.51% 3.67% 0.00% 0.00% 3.08% NS
PR cy (14/558) (21/572) 0/3) (0/3) (35/1136)
{3 BEEFIA &R 8I1E BRI =
. - Gl BT - 2t v
RIS B TH bas B 3K Z DA, HRFCH ) FRIE
. 0.96% 1.37% 1.57% 0.28% 1.30%
e qn| NS
(14/1462) (136/9939) (8/510) (1/357) (159/12268)
R 0.00% 1.98% 1.85% 0.92% 1.38%
A (0/466) (17/860) (11/596) (3/325) (31/2247) p<0.05
oo 0.00% 3.38% 4.44% 0.00% 3.08% NS
s oy (0/84) (31/918) (4/90) (0/44) (35/1136)
)18 BUAE A 2 I B F R R RE I R
Beh. . . Ve
pii3 N H i
g 41 A A Ro# + .
@ 1.25% 6.30% 0.00% 1.69% 1.30% <001
(150/12009) (8/127) (0/73) (1/59) (159/12268)
o 1.24% 6.67% 5.26% 4.55% 1.38%
A (27/2176) (2/30) (1/19) (1/22) (31/2247) p<0.05
fr i 3.08% 5.56% 0.00% 0.00% 3.08% NS
s oy (34/1103) (1/18) (0/8) 0/7) (35/1136)

9. BEREHRICRIZFTEE
BESH TR

10. BAE®RS
RESH TR

. BRLDEE

14.1 EFIRFEDFE

14.1.1 PTP @25 DAL PTP > — b D HO H L TIRT % X 9458425 2 &, PTP 2 — F OEMKIC
X0 BEOEL A EERE AR L, EIZIE R 2B 2 L CHERIRA SO EERAINELZ R T D
WD D,

14.1.2 AANIFO LICOETHER ZRE S5 ERET L7720, KL TRAMTRETHD, £z, K
TRHTA2Z LB TX B,

14.1.3 KFNIFE-EEORETIT, KR LTRASERNI &,




VI. Rttt (ERALOIES) (CBY51EH

12. ZOHDEE
(1) BRERERICED IER

15.1 ERERERICE D C1EHR
AN OGP ERICEDIERZEMT 2 20 HHDT, BHETRNWI L 2RO O 2HKE5T 52
&O

(2) FERGEREAERICE D < 1E#R
PRE I LTV



X. FFERFREABRICEE Y SIHE

1. FEEHER
(1) EhFEIEHAR
VI RHFEICET HEE | OHEM

(2) ReMEEHER
PAXRREER, IR AR R TEERESR, BAMRESR, LSRR, WRATEGR R SISy 2 F VD
TER Z Rt L7228, R & 722 2AERNERE O B iviady o 7o 39406768,

. BTk e b e o
SERIE H i) Skp g AR R
. 10, 30mg/kg THE/2 L,
%2 | Trwin O FE " | 100mg/kg T HREB DM,
po 10, 100, 1,000mg/kg T@%7e L,
. 10, 30mg/kg T2 L,
Sy b | Iwin OFEE Y| 100mg/kg T FEB DR,
po 10, 100, 1,000mg/kg THHEL L,
FEE s b | fpEELE iv 3. 10, 30mg/kg TEH/LL,
po 1, 10, 100mg/kg TRE/R L,
s p— iv 3. 10, 30mg/kg THE2 1L,
po 1, 10, 100mg/kg THEERL,
) 3. 10mg/kg TR L,
4% | e Y| 30mg/kg THERDTY | retching,
po 1. 10, 100mg/kg THE L,
B S <2 Animex £ po 10, 100mg/kg THE2 L,
e S iv 10, 100mg/kg T2 1,
h FAIL D) TUA | EEERER po | 10, 100mg/kg THE L,
) : iv 10, 100mg/kg THE/R L,
H HeiR, e AR po 10, 100mg/kg THEL L,
ig x| TAE—N iv |10, 100mg/kg TR L,
@x: —— (30mg/kg iv)% 5 po 10, 100mg/kg TR L,
- U A o |10, 100mgkg THE: L
(100mg/kg ip)$¢ 5- P ) gre e ’
RUT KT = iv 10, 100mg/kg THE L,
ﬁfﬁ%ﬁéﬁmu min 1v) po | 10, 100. 1,000mg/kg THE L,
R <A FRNVE ST 3 iv 10, 100mg/kg THE/R L,
(1.5mg/kg ip)#% 5 po 10, 100mg/kg THAE2 L,
EEey b iv 10, 100mg/kg THER L,
(50Hz, 25mA, 0.2sec) po 10, 100mg/kg TRE/R L,
PURIEA ~ A FERE writhing iv 3. 30mg/kg TEHERL,
I RIS ELEE 7k Skinner box (& &UHIEL) po 10, 100mg/kg THE2 L,
FHER S r gl G A iv 1. 10mg/kg THER L,
A iv 0.1, 1. 10mg/kg THERL,
sa po 1. 10, 30mg/kg THEL L,
- P A S S D iv 0.1, 1. 10mg/kg TEHE L,
BfEFEE po 1. 10, 30mg/kg TEH/L L,
N B . _ 0.1~3mg/kg TR L,
DA | WS T R U kggf;g@ .y




X. JEBGERAERICRIT 21EE
i BRIk s A
HBRIH " . SBR
A e AL % PR
. Img/kg T2 L, 10mgkg C—ifd
BELT Vo MEomEE T, D,
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F—AZ 87 U T O43% : (An Australian categorisation of risk of drug use in pregnancy)
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without an increase in the frequency of malformation or other direct or indirect harmful effects on the
human fetus having been observed.

Studies in animals have not shown evidence of an increased occurrence of fetal damage.
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