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W5 TRl W& 3B Py 2%
Al-P alkaline phosphatase TNAVRAT 7 54 —F
ALT alanine aminotransferase TI=VT I NT AT 2T —E
AST aspartate aminotransferase TANRTGXUBTI ) FF AT 2T —8
AUC area under the curve iR T A
BUN blood urea nitrogen i A PR S S R
Cer Creatinine clearance IVTF= VT T A
CK creatine kinase JVTFoxS—F
Crmax maximum concentration B iy . TP i
CPK creatine phosphokinase TVTFUTFAT FFFH—F
CYP cytochrome v hrwa A
in vitro in vitro A b bhm . RBRENT
in vivo in vivo A2« BN AEKNT
iv Intravenous FR S
kp kilopond i
LDH L-lactate dehydrogenase HLIBI KRR
MATE multidrug and toxin extrusion 7a b AYEEDT A N T AR S —
OAT1 organic anion transporter 1 e AT =4 N T o AR—F—1
OAT3 organic anion transporter 3 e MAET =4 b T UV AR—4—3
OCT2 organic cation transporter 2 HWIF A b T AR—Z—2
pH potential of hydrogen IRFBA A R (R OFBYE - 7T U R
pKa pKa P sh B AR B
po per os. |
PTP press through pack PTP @l — b
RH relative humidity FERH
RMP Risk Management Plan RIS U R T E A
SD (7 v ) Sprague-Dawley rat HERZDOTNE ) T v b
Tz (ti2) half life TR
Trmax time to maximum concentration I e I, i B 5 R
y-GTP y-glutamyl transpeptidase o< ITNEINET AT F L —F
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Va=0= 5 V10N 0.000220 4.54 X105 FEAETT N
U Rt AR K pH3 16.1 62.1 RRFETITL W
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8 2.6%10"! 1.7X 10!
9 2.6X1071 1.8 101
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I ¢ N ST .
P =8 No, FABERER (49) 12PN C D FA B RE R (FD)
A 0.7(0.6~0.7) 20(17~24)
0 B 0.8(0.6~0.9) 19(16~27)
e C 0.7(0.7~0.9) 19(14~24)
- 0.7 19
A 0.8(0.7~0.9) 20(18~23)
. B 1.1(0.9~1.2) 21(15~28)
e C 0.9(0.8~1.1) 22(19~27)
- 0.9 21

B VEA BB O S il (e IME ~ e K AH)
FAEEAER © n=6, HIIENTORAEERER] : n=9

2) HEEHER
A 10 iz &0 BEGFEZHWTRRZITY, 2L, MEZEESMICHET S,

HRE—D EDEE

AR
— i (k
a8 R No. (kp)
A 2.4(2.2~2.8)
B 23(2.1~2.5)
10mg
C 2.5(2.0~3.0)
e 24
A 2.3(1.7~2.7)
B 23(2.0~2.7)
20mg
C 1.9(2.4~2.7)
e 2.3
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I
HAAE—D §E 20mg D;EHRHF

(%)

100

80
w60 —o— pHI2

H

20

—a— pH50
—8— pH6S8
—e— K

(65EDF-31i)

10. &3 - 2

10 20 30
IR

(1) FENDELGRSR - A, SMESRRCESR - AE(CHT OF®

BARRANA



V. ®FIICEY HER

(2)

€))

(4)

11.

12.

2

(HAR%—D &g 10mg)
100 & [10 $E(PTP) X 10, FfEAIA Y ]
140 §& [14 $E(PTP)X 10, HfAIAY ]
500 &2 [10 $E(PTP)X 50, FilRAIA Y ]
500 & (i, 237, HzBAIAD ]
560 $E [14 $E(PTP) X 40, FARAIAY ]
1,000 $& [10 $E(PTP) X 100, HZIEAIA Y ]

(#HR%H—D £ 20mg)
100 & [10 82(PTP)X 10, HfRAIAD ]
140 8 [14 $2(PTP)X 10, HZHEBHIAY ]
500 £2 [10 $E(PTP)X 50, FZMRAIA D ]
500 & (i, /N7, RLEAIAD ]
560 $2 [14 $E(PTP) X 40, FLERAIAD ]
1,000 & [10 $E(PTP) X 100, HZIEAIA Y ]

FiREE
L7

BEROME
[PTP A1)

PTP C(FRVTrELy, ETAI=TA

va—7 400 TN =T N
Dffi e ]
VAN
o REBER)=F L

AREH SN SEME
RO

ZDfth
AR



V. ARICEAYT SRR

1. $hEEXIEHE
OBEE. +_falals. WEaiiEg. EMEE G ErERS, SR b U A3Eg, HiltkE %I &
%), WitERIER ., Zollinger-Ellison JEEHE
O FREERBOFRBIHAZ(OS A, Hif, FIR, ZIE)OUE
APEE R, 1BMEE KOS E

2. ThEEXXIIHRIZEET HEE
FRIE I TV

3. HZRUHAE

(1) RERUVAZED#ER
(BiEE. T16HRES. MAES. LA LERM CHEEES. X FLRES. HmEERIC
£B). EREREL, Zollinger-Ellison fEIZEE)
WHE RN 7 7E2F P& LT 1HHEI20mg 2 1 A 2 MGEHE%. Y &% - I1mEINR oK 515,
F72. 1[A40mg 2 1 B 1 FIEERNBEOERG T2 L HTE D,
RE. BRI X D EEEET S, 277 L, RESEALE i O ATl F S A AR & Bl AA
L. NARFTREIZ 2R o T2 2 13 O & 5128910 v 2 B,
(TREEDBHIERE (VbA, Hl, Fk., 2B OxE
SHEL, BHEBEROIMEELR
WHE RN 7 7E2F P LT 10mg & 1 H 2 [MGEIR%. Y &% - ImER &5+ 5,
F72. 1\ 20mg 2 1 B 1 EIEERMNBEAOERGTLHILHTED,
7p¥s, AR - BRI X0l EIEET S,

(2) RERUVAZEDRERE - B0
'v.5. 3) FAERERKER omHZR

4. RERUVAEICEET HIE

1 RARUARICEEYT 518
1.1 BHEEETEE~ADERSE ;
77 EFVEELE LTEBED DREMETHR SN D, BRERTEEICY 7 2F Vb !
5l BHSREDIRT & & bICm P R (WIARIEE N B U, RPN BT 25 DT, kD X5 e |
HBikxERZETD, i

1[5 20mg 1 H 2 BIEEGEE2EHEL T 256

IVTF= YT TR 5
(mL/min) Belik
Cer=60 1 20mg 1 H 2[A]

1[E20mg 1 H 1E]

60>Cer>30 15 10mg 1 A 2=
1[8]20mg 2~3 HIZ 11[H]
>
30=Cer 118 10mg 1 H 1[5
— 1[6]20mg  FEHTH% 1 [A]

1[E10mg 1H 1A

_______________________________________________________________________________________________________________________________________

5. BRERAE
(1) BERET—2/1\vr—
BEARSANA


SADNB
テキスト ボックス




V. ARICEY SEA

(2) ERPRZEIEEABR
TERERR A 12 4 26t BRICAA 2 5~160mg HRIE G U7 fE R, BARER, BEBRAEFT RICARIR G X
RN BEITFBD LN -T2, Fio, BEEAN 642X L 1 20mg XX 40mg, 1 H 2 [0 5 Hidfi
BH UT-RER D HEER G L RROERTH 72 19,
[(Z#m B2 fil: JERE L ERR. 17(6) : 1905, 1983.]
HARF O BIES. + HRBEEIC L OUKER I TW A L - AEIE, 20mgX2 El/H XX 40mgX 1 [E/HTH 5,
AR OR2MEERK, BEERKOSMHEHENICKIT 2 HBMEHREOUGEICH L TRRBINTWD HE - HEIL.
10mg X2 [El/H X% 20mg X 1 [El/H TH %,

(3) RERIGFERAR
1) LTRSS R 183 44 & xR ICAAI % 10mg X 2 [B]/H ,20mg X 2 [B]/H ,20mg X 3 [al/ 0 % B &% 8 M.,
+ R 6 BB G Lzl 2 A, 118]120mg, 1 B 2 BB MNRZY TH D &R S vz 20,
(=47 BKE fh: 38 & ERAK. 32(9) @ 1383, 1983.]
HARKN O BIEE., + _FBIHEEIC L TAR I TS L - FEIE, 20mgX2 [Bl/H XX 40mgX 1 F/H TH 5,

2) B E R K OMEBMEB RIZ & b 72 5 SVEE RIBR AR 137 4 2 R ICKH % SmgX 2 [Bl/H, 10mg X2 [=]/
H., 20mgX2[al/A% 2 lEHEGELZEZ A, 1[F10mg, 1 H 2 AHEERZYTH D &HlEr S ),
(=47 #E i WRTEE. 34(12) : 441, 1987.]
WARFOBEE K, BB ROV ENICH T 2 BRIRRE O UEEICK L TRAR STV S Ak - A&,
10mg X2 [Fl/H X% 20mg X 1 [Al/H THh 5,

(4) HREERITER
1) EMERIERBR
AR L

2) REMHAR
YRR L

(5) BFE - WAERIFER
ERERIR
AL —hE, W& OD SETHIES, + fRERELUE - BIEH RO BHBRASRICOWT HEM
PEEAR & & TR RIR DM T D, AMMED RO b vl 219,

. N S ETS R
Pk el ppsEkers | PRI
g 9 20mg X 2/H 95.2%(1174/1233) 95.1%(1105/1162) 84.1%(1037/1233)
HRP 40mg X 1/H 98.2%( 449/ 457) 95.4%( 412/ 432) 80.1%( 366/ 457)
FIT—— 20mg X2/ H 95.7%( 645/ 674) 95.4%( 600/ 629) 86.4%( 582/ 674)
mg X 5.8% 5 5.2% .0% 5
— T 40 1/H 95.8%( 343/ 358) 95.2%( 320/ 336 86.0%( 308/ 358
B+ 155 20mg X2/ H 95.1%( 39/ 41) 100.0%( 41/ 41) 92.7%( 38/ 41)
HAFEIE 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
. . 20mg X 2/ H 90.5%( 19/ 21) 90.0%( 18/ 20) 90.5%( 19/ 21)
ViR E 2
AR 40mg X 1/H 87.5%( 21/ 24) 87.0%( 20/ 23) 83.3%( 20/ 24)
2 EEERO 10mg <2/ H 84.1%( 333/ 396) 84.4%( 335/ 397) 81.8%( 320/ 391)
ORI 2 © 20mg X 1/H 81.0%( 141/ 174) 84.0%( 142/ 169) 80.3%( 139/ 173)




V. ARICEY SEA

; " - e o ARSI E TR =R
A Al ERR RN i s X’;‘m%g@
< IEMZNE  FARPIER G X D IR A EIE 91.2%(165/181) &R L,

CHEREERRIC I - T
AFNOARERFRD Hiviz, HERMBEER N O H S e

BiF51E20mg, 1 H2
B A EIEARN B ST O IR M F 1T 91.0%(91/100) T, £5- 36 BEEI LA O 1k ifl 313 66.0%(66/100)

3 HLANO IR 112 1T 84.0%(84/100) TdH > 7=,

c IEMAEESR  BHARNERSE ToOLE MBI 05 Q0mg X2/ H)
o,

(2 & % Ik AR RIT R AT

Zollinger-Ellison | —fEIRFER 6 FIrh(RE 455 5 B, ARG 1), 5 BIGRE D55 4 B, SRS 1 F)IC
I A Th ol

a) —HE B REEEER(omg/ A . 8 M 5 & o TABIOH AMENRD bz,
b) ~HEMRHEBR(40mg/ B . 6 BHE G L > TEREIOAFHMERZRD b i,

c)20mgx1/a&5(£2:10mg><2/E|#25(£&0> EEMRIERERCIL, AR eEE . NESIT R YGEE, SR SeEE X OEH
EOoNFhICBOTHmMEMICASE BHO BN,

(6) JAmAIEHA

1) ﬁﬁiﬁfz%ﬁéﬂﬁ (—ERARERE. BEFERARERE. FRARBLERAE). MERTET —2—X
HE. SERFTREBRABOAR
‘*éi%ﬂiﬁb
2) RBEFHELTEBRFEORNBRIIEREL-FAE - SBROBE
BARPYA
(1) Zoith
BrlzZa L




VI. EHFEEICRII HIEE

1. EEPYHICEEHSELEMRITILEME
SRAFVL . TEFUUERE, nxYTFOL =HFFO FTFIVUREDE 2 I Hy R
il

2. EEER
(1) YERERLL - 1’FH%$%F‘
VERERNL - BEMIA(E BR Wil D b A & X v Hy S 8K
TEFIREFY BRI O Wy TR KZ W L, BB owsikl+s2Licky, - +2HEBEE. §
REDIEBNRE =T,

(2) EEEMITEHHBEE
<t FTOEH>
1) BEBRUXRTS Dot ER
O ERRUBERIES B
R Rl A S ZTH AP EIR S BB (238 1T 5 | R K ORI G- f 0D 2 IRefH] B BBl N7 o a3 iih e 1
20mg fEOEHIZ XD ZE 71.6~99.6%. 29.5~96.9% | Xiv 2 229,

B WE 5 WA =R NT T
(%) PHIER(%)
FERE S 22 98.0 71.0
T NI HA BN (dugkg, FRIE)RI WD) 94.7 75.1
AL — v (Imglkg, BHE)REGMW 2) 99.6 96.9
A LAY (021U/kg, FRE)RIITR W4 29 71.6 29.5
B AR Wk 25 98.9 —

F 72, 20mg BRI G- THREEDW 2, T FTHA U vy RXE Y — VRIS W6 20 % I35,

@ ﬁFﬁ/\M\ 27
%%WAXiﬁMﬁ@ﬁ$%®¢%uﬁ%6$w6ﬁi1®7ﬁﬁﬁaﬁom7// JUWARIX, 20mg

BOREICLY ZNEN91.8%. 71.8%MHl &5,

©) 24 B  - BN pH?®
TR A O By W, 20mg RO G2 X0 T 8 gD 12 REILL B2 7= 0 ) S, 12 FF
1 H BRI 21 93.8% Th 5, BW pH 1L, H&5 1 RfI#ZITIZ4 L EE 72D | 12 Rl E T 5~6
DOEIFHCHERS LTz,

@ MRE L BES MIFI/ER 2
I HREE & R WA & ORNIZIEOFEBIRER N A B v, BEESWEZ 50%MEl4 5 & X ol
BT 13ng/mL TH 5,

2) BHIEMREICRIZTEZE %0
0.1~0.2mg/kg D FRIRNFL G- TILREFE A O B ARSI E & 4 H I S 2880 oo,

3) BHEDMBICRIFTHED
+ IR R IE R O BRI E IR % RIE S0,

4) BREHHEEICRIZTHEY
BIEE., + IERIEERE I 20mg RO &5 L725A . HHEHRBICHEZ RIF S0,

5) FFM{TENREICRIFT S22 %
20mg FFARNEE G018, Rk A O RF I e &, PRI GE &I B2 KT S 7w,

6) MAAAR MY EICRIFTEED
BiES. + IEBESEAEEIC 20mg 1 H 2E 1~2 5 HROHEG L2GE, AT A N AEic 8%
KT E 7200,



VI. EDFEEICEI HIER

7 M FASHFUEICRITIEHEN

20mg FFIRANEE G-, 20mg 1 H 2 [B] 4 R O8G0, fER A, HbHEEEEE oM TeZ 7 F 2
PERRHIE AR VT . PRV B E T S 720,

<@ TONEH >

1)

2)

3)

4)

9)

6)

H, 2B RS ER %

E/VE Y Mgl DEODE, 7 M= OIGE, A X O H RS2 8RR LTz Hy 2 RS HLER
I, Y AFVUTH L 10~148 558 ) TH 5,

BB S NI VER o %

A XD AZ I RINEEED BB WIHIShRIL, & A F ATl LERISREE T 40 {558 < | FipehefE <
FI13~1.5ZE,

BAR S MICRIFIEED

7 v hOA LRI XD BMEFIEE A EORD 2 A EIZHET 5

EEEBICHT H/ER O

Sy RNDA LV RAZY Y TAEY Y, L R=yry, AN RAFOMPIRERIC LA EEEH 50T

VATT I UROA Y U KD+ HRIBEBOR IR LT A F U L0 b RO R A R
T, Fo. HEEGSICEVEIRIC L ABIEELOA LY Y — L5 T HBBIEEOIRE A RE L. 9
JNIAF T L 5En,

BHmIcx3d 2R

i e A% I o557 v hoE I LIGHWER 27~

AU EHIRREICHT R Y

Ty hDFUvOa—A -t AXI Funa—iii—kno b=, HWBE-T A U ROHEE -
B )= LD ERIERE Z VT 20HR 56T a— R7 & b7 I NI L5 ERIERAE DR % et
L7,

(3) VERFEIREFRE - FriukfE

1)

2)

@%ﬁk@a& WA, 20mg RO BT X 0 | L S BEDN DS 12 FRERELL I 72 0 Il XA, 12 e
SN 93.8% Th D, B pH 1L, &5 1 FEfEZIZIT 4 LA EE 720 | 12 IEfEIf% & T 5~6 OFi

lf%%btm

A XD AHZ I RO B BRSNS R, & A F VAT LYEFISREE TR 40 558 < . Bt <

) 1.3~1.5 fFFE 3738,



VI. EMEREICEAYT SRE

1. mpREOHD
(1) ARLAGMApPRE

(H A B —PEREET — 5 ) BERS NI & MR (BERAA)

i HREE & H B W RIIZIE OB RN A2 B (%)
7o BHRDWZ 50%4MiH3 5 & & oMmIEfREIT 1007 y=462x12 _
13ne/mL T - 7- n=12(F ;74 AN) il )
g —o H r=075
@%‘é p<0.01
95
e 50-—------- |
fif] [
f :
i :
il '
o .
0 5 1013 50  (ng/mL)

I 3 e

(2) BRERABRCTHRE SN -OLFRE
1) BEESs
D HREA—DfEEHAE—OD it & DEYMZHIR 1 2
fERERR N 20 UKk L7 B 24— N—IEIZ T, H AKX —D §EDH D\ EH A X —0D FED 20mg % 1% 5-HF
DI H PR EEHERS % LR U 7o S I I R B (Conan) S ONILAE H 32 B BB AR T I AR(AUC)IZ 38U Tl
FIMNCZITFRO b T, EWFEREES R S,

HREDERVHRS—0D feEER SO M EEHS (BRRAN)
(ng/mL)
1004

80

—@— HA¥—D§E20mg
—o— HAZ—0D$E20mg
(n=20, #E145)
Mean=S.D.

EBREFCNHXERE
3
1

’ 0 4 é 1]2 16 20 24(h)
I [
Bk Tmax Crmax Tz AUC
(h) (ng/mL) (h) (ng * h/mL)
HAH—D i 20 3.1 63.4 3.06 363.3
H A S —O0D §E 20 2.9 67.1 2.85 374.9

Q@ HARZ—#EREEHRE—0D g & DEYEHREHE ©
fREERCA 30 4 1Zxt L, 7 B A A — = IEICTH A X —FEKEED 5 NI AT A X —O0D §E% 20mg £ 1% 5
L7 RO MR E DOHERIXIZIZR U TH Y | AW FEHRSEER R Sz,



VI. EYHREICEY HIEE

2) EfEE
(ARG —HERET—%)

@

@

HAZ—40mg 1 H 1 [E#¢5 & 20mg 1 H 2 [alEf £ 585 oD (i i B HERS (T B Rk )

HZAA—40mg 1 B 1 ERU 20mg 1 B 2 BEHGRSFOMPRERRS BRRAN)
——H A% —20mglH2[[#%5-

—e— A% —40mglH1 %5
(n=4~5, %1% 5)

FHIE G FAE G
(ng mL)l l
100-
W BAT K
!ﬁ} 751 I
504 e 1/
it A 7
< 95 :
045 ; : — ; ; | .
2100 0:00 300 600 900 1200 1500 1800 21:00
I 7R R
7HH 8HH
20mg X2 @]
E 40mg X 1 [A]
1 Bl 2[5 &
Cmax(ng/mL) 524+ 7 58+10 73+12
Timax(h) 3.840.6 34+04 48+0.8
AUCy.24n(ng * h/mL) 743+108 7094153
Mean=*S.E.

(AR —RERET—4) ©

HAZ—20mg 1 B 1 [E#%45 & 10mg 1 B 2 [\ 5K i o EEHERS (LR R )

AZXS—20mg 1 B 1EEY 10mg 1 B 2 Bk 5RFOMTHREHER BEMAN)

(ng/mL)
80_- sl P b SHEHI Py b
70- AP G- AP G- o HAS—10mg 2L
60- * * —e— H' A% —20mg 1% 5
(n=6. &%)
gﬁgl_ 50-
LIHJ 40+
B 30-
A
20
104
O T T T T T T T T T T T T 1 b 4
01234 6 8 10 1213141516 18 24(h)
R [
— 10mg X2 [F]
20mg X 1
K 1 [l H 2 lH mg > 11
Crmax(ng/mL) 33 3 30+ 2 64+ 7
Tmax(h) 22+04 28+0.5 28+0.5
ti(h) 2.63+0.15 — 3.05+0.25
AUCo2m(ng * h/mL) 338+ 14 368+ 44
Mean=£S.E.



VI. EYHREICEY HIEE

@ (HRE—HEKRET—4) ©
AR —% 118 20mg, 1 H 3 [\, 8 @WELEREEG L& ZOMPREIKO LB Tholz, &5 3
VA [814% o i oo BE R T A (AUC)(1,792.1 =157.8ng » h/mL)i%. #5545 H (1,534.3 £134.9ng * h/mL)
LI L CERWEAZ R L7 b OOFERETRD T, £, 8 HM% O AUC(1,575.1+172.6ng *
hmL)F GBI A S FRRETH Y . FEREMEITRED b ho T,

EHEROKRSHEOMPEE BREKRA)
(ng/mL)

1 11 —o— B BliG 4
] —o— P 5. fihi3 M %
100: —0— B 5B IR8 1 1%
r J
3
ﬁ 50_ r1=8
Mean=S.E.

1|
T e

0 2 4 6 8 10 12 14 16
S|

24 26 28 30 32 (h)

ARFN O BIES. + HERESE. WA S, EE s i, Witk &iEs, Zollinger-Ellison JEBEAEIZ % LT
HEFBENTWDE - AEIE. 20mgX2 B/ X% 40mgX 1 [B/AKAHKETH 5,
AFNOBMER &, 1BEE ROSHEIERICI T 2 BARIRA OUEEIT R U CTRB ST 5 Al - A& 10mgX2
[Bl/H 0% 20mg X 1 B/AKRARETH S,

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

S Cer fil 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) W&
MR L



VI. E¥MENREICEAd 51EE

4) BF - HRAROZE
1) BEOE

(7 2 5 — WG — 5 )
FEHERR A % RHUT A ¥ —20mg AR T SUTRAEIT 2 1 A A — SRl TR LG AR 0 B
HIEE, Cou SO AUC 13, BRI AT IS 2525585 DR Do 72,

RETRUEBREEHOMPRE BERHEAN)

(ng/mL)

704

60

504 )

—o— fT1%30574% 5

o ol —— R
h (n=6. 1% 5)
NS Mean=S.E.
i 301
13

204

10

0 — T T T T

0 1 2 3 4 6 8 10 (h)

W I

2) HRARDEE

VI 7. 8 BE{ER) DESMR

2. RYEER/SA—F

(M

(2)

()

(4)

(5)

T %
LR L

IR 53 FEE 7E 3
(H A X —HEAREE 20mg % 57— %)
0.829+0.124h ' (fEFE R A n=6. 20mg #* A& 5-)

HRRETEM
(T A& — PR BE 20mg % 57— 2 )*)
0.250+0.038h' (TR A n=6, 20mg #% 1% 5-)

DUTI2R

MERR L

<BE> (A X —1EFH 20mg §iE 57— 2)%0

W&EE 27 VT T2 A 412+ 125mL/min(EHEREIEF &, n=7)
B VT T A 304+ 129mL/min(BEEREIE H # . n=7)

nHEHE

MMEE L

<BE> (WA X —1EHH 20mg BHiER 50
1.14+0.27L/kg(EHERE LW . n=7)



VI. EYHREICEY HIEE

(6) Znith
BricZa L

3. BEE (RE2L—v32) B
(1) i
BHTPE L

(2) X5 A —S EBER
DR L

4. RN

<t k>

(D)BIGERAL 4
fERERR N 8 442 A X —D §E 20mg % 1 HF CHAEE S W, EHICHET L7z & & (IREERN) UL 3 M &
W7o, BASEAZ MR L T E & BRI L7z s & (BIE)D NS 4T XA T )T ¢ % g
LT, FEPREREILIN O F 8 2 iRt L7,
AR (2609 2 B EF O ElE Cnax 3.0%. AUCt 1.1% T&H 0 . [N O MER 238 G800 93.5% 03 A7
LTCWaZ Enb, OFEREED S OWIITIE E A 7 < BEREE & FRRICHIEE BRI END H D

LEZHND,
AR A —D % 20mg AR AR & BN O MEEOHE BRERA)
(ng/mL)
100+
80 —@— /' A¥—D§E20m gl I
—©— HAZ—D$E20mg R L IKF
i (n=8. ¥ 1¥¢5.)
%ﬁ' 60+ Mean=S.D.
1
20
0
0 4 8 12 16 20 24(h)
|
c (R R/ AUC E ST W e OV &
%% (ng::m ML |y | TR~ ORIE
(%) (%) (%)
JIRSE IR 8 51.7+15.3 288.5+72.7 —
+ +
EIS 8 1.6+3.0 3057 3.4 +6.5 1122 93.5+3.9

Mean=£S.D.



VI. EYHREICEY HIEE

QIR (H A X —pEftET — &)
TR RN AT A # — % 5~160mg #% 1 5 L 72 BROWILERITH) 37% Th o7,

HARKI OB, + ZIRBEE. WATES., FEE e i, Wit fiER, Zollinger-Ellison FEMEEEIZA LT
EBINTWDHE - AL, 20mgX2 [BE/H X 40mg X 1 [B/HRAHKETH 5,
AR OBMEE K, BIEEKO DM EIICIIT 5 ERBERAZOWEICK L TRRBEN TV DS HE - A&,
10mg X2 [al/ A X% 20mg X 1 /B O#%E5TH 5,

<HBE>
(1)7 > h(SD %, #, 180~350g)°"
BT Sy RIM-77EFOUE
BEE gO\kSLI-EESnmETEE
We. oy EFT Smg/kg (ng-eq/mI:)
PRy
1.9 IRffR] (4% 5-1% 4 IeRi] LARE)
RN g!gl 200
1 34% i (n=3)
B 1004
0 — . . 1
01 2 4 6 8 24 (h)
IR [
QA X(E—F VR, HE, 14~16kg)*
S uEF oS ARCT7EFOUE
BhE BOKS L EnmEhRE
TrEFI 20mg (ng/mL)
F 10007
2.48+0.33 HFH] 800 1
T
# 43% 1M (n=3)
hg Mean=SEE.
;‘;é:% 1001
EF‘
501
1 — . . .
00 2 4 6 8 10 (h)

QYA FTNA TV T 4 (HALZ—PEREET — 5
TERERRANZ A X —5~160mg % $e5- L. 24 B LINICHE S LD IR P ARZIIRDO BN D EH L= A
B—=DNRAFTT XA FTEYT 41337% Th-o7=,

HARKOBIEE, + IEBEE. WEMEE, e Hii, St RiE 2%, Zollinger-Ellison FEMEAFIZx LT
I TS HIE - HEIX, 20mgXx2 [B/H XX 40mg X 1 [B/AREO#H S5 TH 5,
AFIOBMEE R, 1@EERKOBMEHEICR T 2 BHBRZ OWFICH L OKREIN TV 5 Ak - AR,
10mg X2 [E/H X% 20mgX 1 /AR AHKETH 5,



VI. E¥MENREICEAd 51EE

5 o

(1)

(2)

()

(4)

()

(6)

% — BB B
AR L

% — R EERAPT @At

HEER L

<BE>S(H A —EFHT—#)?

i FUIBHAEITAER] 35 BIZ AT A X —20mg ZfiEse 5 L, DD 7 7 £ F VU REEZRF LI E 2 A,
NEREREA T (WA R ot A 3 B /RS IR I FR R BE) 1 0.347+0.114 Th o 72,

it ~DFITHE

OMEANT — X)) (A X —FEREET — )

PEARDT 8 Bl H A X —40mg #& D% 5% 2, 6, 24 BRI OF /I AR EITZ N E1 041, 1.78 KN 1.33
ThHoT-,

HERANDOBITH

GMEAT —2)™

AL —40mg Z 7 H IRk 1 BG4 O R BRI/ M TH IR L O RAfIL, el 2, 4 KUV 6 RefRlIcE
Z40.06, 0.09 XTr0.05 TH -7z,

Z DDA OB
BB L

MFELESE
20mg XA H L7z & & BG%3FRFRICBIT 2MEER & OFEHIL19.3% TH - 7= (EFEK A .n=5)

6. KH

(M

(2)

AR R ML R B
DACHHEL < ITF
DY)« S-oxide (RFRH HIL TN D 4359,

HoN ] NH,
? :>C=N—{g | (HA5—)
HolN N—L CH,SCH,CH,C =NSO,NH,

H)N ] NH
eN— I (s-oxidefh)
H,N
N—- —CstCHchzc=N802NH2

O
3R =R 4559
b ML L7 & X DRFREEHEIC 5D D S-oxide BOEISIT., BROEE5 T 09~32%. fHiRANES
T22~11.0%, FIRNEEET52~113%TH B,

REIEET K (CYPH) ONFE. FE5E
%Y L7



VI. E¥MENREICEEY 51EE

3) YEBEEROFEERVZDEE

WEh@E s I TNE & A EZIT 720,

4) KEYDOFEOEERVEEL, FHELE

10.

11.

AT 2 S-oxide (KD Hy MEWHERIL T 7 £F 2L d 1270 Th o7,

N : 3.

BEAER AL B UHE B8
B L Pt SN D,

Heite ==
545 24 W £ CORZLAORPYRIERIT, R O$55T 21.0~49.0%, FHAPNEET 71.0~89.6%.
AR 5T 57.8~96.4% T % 4559,

bS5 U RAR—2—ICEHT H1ER

7 7EF VUL OATL, OAT3 TN OCT2 DIEE Th % 59, R A H M 8 FllC A % —20mg & OATI
&Y OAT3 [HEAITH S 7 o Xxy K 1,500mg #FH#HE G (7 a3y RIZA A X —o#&K 5 2 R
1,000mg, 1 FERIATIC 250mg, [FIRFIZ 250mg $¢5) L7zkE, FEOFHABEE LR TT7 7 EF VD AUC | 13 H
BICHNL ., &5 24 K £ TORPRZME DY & ITA BT T L7253,

7 7TV UL in vitro \ZE\V T MATEL ORLEAITH 5 5400, LA 12 Fllc 7 7 £F 2 1,000mg &
MATE OIEE TH D A MR/ 2 1,850mg ZOFHEEG(7 7 BF ¥ 03 0 Fff#IIZ 200mg. 15, 19, 23, 27.
31 BRI 160mg, A B As/L R 2 0F 12 KON 24 BERETIZ 1,000mg & OF 850mg % #% 5 L7, FEOFAIRE & b
TA MR O AUC IZEITRD Vo ToOME AT — #)0D,

ENFICKLEBRER

(AL —8T —5)?

JEMEGET % AT L TV D BAREBEICH AZ —10mg/H 2R 05 Lz & 245, 5, 10 B H O34 i hjE iz
XN FN 49.6+£20.1ng/mL, 49.8+22.7ng/mL T, MV K LG OEFIREL EX bR,

(A S —REREET — 5)
HAZ—=OFBHIRERITMT 7 7 TF P UREICHBESNTICLELTBY, Y R23%TH-T,

BREODERERTIHESE
VI 1. (2).3) BHEETEE OHZM

Z DOtk
ErlZ L



. ¥£tt (EALDEESF) ICEISHEHEE

1. EENRLETDER
BRIE I LTV

2. ERABLEDER

225 (ROBHBICEFERELGEWIE)
2.1 AFNORLGI R LIS#BUE DBAERED & 5 BH

3. MEREIHNRICEET HFTELTDER
HEESH TV

4. RERUVAEICEEY 5IELZDEB
V. ARICET SEE) 22T 5L,

5 EXLERNIE L ENEH

8. EELERMIE
Mg, FFekee, BESICER T2 &

6. HENDERZHIHBHEICHTHER
(1) AHHE - BIEEFOHLHEE

9.1 ABHE - BEBROHLEE

9.1.1 MEREDHDHESE

DILEROBIERZR ZTR8FENMNRH 5, [11.1.6 2]
9.1.2 EYBBIENRTFEOH S EE

9.2 BHsREIEE R
M RENFHT 52D T, BEGEZWT I EGHEBEEZH T THERTZ L, (7.1, 11.1.7 8]

(3) MrRelEE RS

9.3 AFHREEERE
TERDBEAL T B8N0 H 5,

(4) £FEREEHT 5E
FRIE I TW R

(5) 14w

9.5 tE4m
I SUTSEAR LT % ATREME D & % I MEIC IR EOA RN ERIEZ BRI D Ll S 5551
DHFESTHZ L,

(6) ®=ELim

9.6 R7LWR
B0 EOB /IR ORARBOARMELFE L, RILOMCUI T IE 2 BET 5 2 & BRLPICBAT
THZENHESHLTND




VII.

et (FERLDIES) ICEYSHEA

(1) MR

9.7 /pNR
INREEZ Xt G & Lo B R OV 2 2 bR & U7 BRI RRBR 13 5506 L T 7euy,

(8) &t

9.8 HnAE
KA T % R GHREZER T 572 SEEICREGT 5 2 &, AANTEL L TEE PSS
5. il Tl BREREME T LTV D 2 &RV e PRERFR T 2B Thinid 5,

(PRI
TROKRDL D eMliE - HERZALZETD Y,

<1[E20mg 1 B2EREZEELET HHEE>

20mg 1 H1[H
10mg(*f- i) 1 H2IA
1. ME%A
(1) HFREESEZTDER
BRE S TUVRU

(2) BRZE L ZDER

10.2 HREE (BFRISEET S &)

HKHN4 HEATEAR - HEE T 1R B - fEBRIK -
T RPIE R FERLOFAN O M REMET T 2, AN O F Wy WA 203 2= R A
A Zafy—n 18 RN 2T S5 6909,

8. El{EA

(1

~

WORWERDR S LoD ENHHDOT, BEE TV, BRENPRD ONHEICITR G2 F IR
T B EmURAEEITH Z L,

EXGEMER & MBI

1.1 EXLEER

M1 23wy, 7H7453F 20— (%5 0.1%AK7)
avl, TF 740 T7x% v — (WERREE, SEWERL, MEREE (GmiEE, B ESE) | SRS
NHLLNDHZ ENH D,

11.1.2 BEREMHE M, AMmBkEAD . |MEBRBRAE., AMERM OO 9 406 HEARH) . /M RED (0.1%
i)
HARBERIm, PLiERED), MRERIERE, e, @/ (IHER & L CesEaU,
M. R - BEE T HI, BEE) NHObhbZENnHHDT, EHMICEREZFm L, 2
WHNRD ONTGEICITE DI GE I L, #@URLEZITY 2L,

11.1.3 HEMRERIRFEFAEIE (Toxic Epidermal Necrolysis : TEN), KREHIZERIEIZE¥ (Stevens-—
Johnson fEIREE) (W94 & B RB)

11.1. 4 FFeggefEE. &E (W T b HEEARR)

AST - ALT S0 L5, HERH LD Z E03d 5,

11.1.5 EERmARE BEERH)
AU U AMEE, IA 7 rEUR, MGEGRNEEEOFWN L ER, BIRRESRD LNEHEIITE
bl G2k L, @URLEEZITY 2 &,




VI. Rt (ERALOZES) (CBYSHI1EE

11.1.6 QT iEER (BHEAH)
FrioDfRE (DREZE, FPBUE, LIES) Z2AT0BFICENTHLOARTVOT, FH&ZD
BAOREBICHAEET L2 L, [9.1.1 2]

11.1.7 B#EE, £ (W bHERH)

=X (N

EHREE GREM, B, I —X2AH) Rhbbhbd I enbd, FrEIEGE

EEZHTLREICBNTHLONLTVOT, EETDI L, [925H]
11.1.8 HEREX. [RBREE (W bMERY)
MR & U THE, B2, BHREMAESRY (BUN- 7 L7 F=r bHE) ER00 bNTHEE
WIEGIC&RGZPIE L, EURLEZITO Z &,
11.1.9 &ML GHEARH)
FERN, Ik, PRORINEE, MOES X AR EEL MO HEMEMRNH 5 bND ZERHHDT,

IR & B oI G A IR G 2k L, BB B E ARV A OREGEOWEYIRLEZ1T O 2 &,
11.1.10 F£UNHE

DL

(fa)

11.1.10 RALHE

ARG & 13

M E LTI, LEIGENED T 2RELEZD TN D,

(2) ZDthOEIER

BAVER EOMRE T, ARG TLEIUES 2SR T DRz 425, BIfE

0.1~5% AT

0.1% A5

M
A
=

o iE T« B, FMIBGIEL), B

. % | B fERE> I BRERYE %

M oAb # | ER TR - WAE, Y8, L - gk, 8
I, BRAREE, NNk

G LE b5 BEEIL, H BRIk, ik, BETH 7

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

Al-P b5

5 1o 0 12 R EHEER, BRI, BN, IRE. | Ao EELIRRE, 5 iIRkE,
R A ERREEE, DFEWV

N oy W R ARRARNE, A7 AR HE

T O

CK L5 BREESEE . FiAHE.
ki)

FEBUFEIT, GBI E T ORI K O AR R IS VT 2,




VII.

et (FERLDIES) ICEYSHEA

HRAEEREREER VERREERE—&

s , fif FH AR TR AL D A G .
;}\J\ = N AH~ Y I\ =
RBREZOR (1985 4E 1 A 31 A~1991 41 A 30 A) vt

il 7 JiE il £ 4,470 15,667 20,137

Bl fE % o % B E B % 135 225 360

Bl EH % o % B 1F i 182 301 483

BILVE % o 3 BUE B 3£ (%) 3.02 1.44 1.79

RIVEH S D FEsH FEEUE B - - 50(%) BIVERS OfEH FEEUE B - 5(%)

RIE - RIEMEREE | 16(0.36) 15(0.10) | 31(0.15) RKE - XEEE 8(0.18) | 27(0.17) | 35(0.17)
W% 5(0.11) 8(0.05) 13(0.06) LDH L& 2(0.04) 12(0.08) 14(0.07)
22 3(0.07) 1(0.01) 4(0.02) Al-P |5 2(0.04) 11(0.07) 13(0.06)
P s 1(0.02) 2(0.01) 3(0.01) M= VAT a—L -5 1(0.02) 4(0.03) 5(0.02)
liR2 — 1(0.01) 1(0.00) PRI L5 1(0.02) 5(0.03) 6(0.03)
ALEE 3(0.07) — 3(0.01) HEH LA 1(0.02) — 1(0.00)
LIRS 3(0.07) — 3(0.01) RN 2(0.04) — 2(0.01)
% 9 FEIR 1(0.02) 3(0.02) 4(0.02) R ibEE — 5(0.03) 5(0.02)
IS 1(0.02) 1(0.01) 2(0.01) a7 s F >0l — 1(0.01) 1(0.00)

PR - RAEEEREE | 2(0.04) 8(0.05) | 10(0.05) LR — 2(0.01) 2(0.01)
EbE) 1(0.02) 2(0.01) 3(0.01) MmigH A RY v E5 — 2(0.01) 2(0.01)
GIEG R 1(0.02) 2(0.01) 3(0.01) i - MEEE 1(0.02) = 1(0. 00)
HEWN — 2(0.01) 2(0.01) fE -5 1(0.02) — 1(0.00)
BRR—y T2 — 1(0.01) 1(0.00) DA% - DY XLEE | 1(0.02) 1(0.01) 2(0.01)
FDO5DZ — 1(0.01) 1(0.00) iiER - ehl 1(0.02) — 1(0.00)

BEEERES 1(0.02) = 1(0..00) BhiE — 1(0.01) 1(0.00)
wiF 1(0.02) — 1(0.00) FRMERFEE 2(0.04) 6 (0. 04) 8(0.04)
A< 22 AR U 1(0.02) — 1(0.00) 21 — 6(0.04) 6(0.03)

BE - giEREE 1(0.02) — 1(0.00) o ifn Bk 2(0.04) — 2(0.01)
Hug 1(0.02) — 1(0.00) ~NE S U e R 2(0.04) — 2(0.01)

REES 3(0.07) 3(0.02) 6 (0. 03) ~< 7 Uy MaEgd 2(0.04) — 2(0.01)
R TR 1(0.02) — 1(0.00) HmEk - MAREE 20(0.45) | 42(0.27) | 62(0.31)
IR 1(0.02) — 1(0.00) I ERHE 2 — 2(0.01) 2(0.01)
RHR 1(0.02) — 1(0.00) [ R 12(0.27) 19(0.12) 31(0.15)
A VRT A — 1(0.01) 1(0.00) i R R 1(0.02) 7(0.04) 8(0.04)
PERRIBEE — 2(0.01) 2(0.01) I RRERIE 2 5(0.11) 14(0.09) 19(0.09)

HILBEREE 62(1.39) | 27(0.17) | 89(0.44) MR R Bk % 1(0.02) — 1(0.00)
A 34(0.76) 14(0.09) 48(0.24) JIVIAS:3: B2 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)
KA 2(0.04) 2(0.01) 4(0.02) BBk 1(0.02) — 1(0.00)
(mp/=) 7(0.16) 1(0.01) 8(0.04) /iR - g mEEE | 2(0.04) | 10(0.06) | 12(0.06)
BTN 4(0.09) 2(0.01) 6(0.03) /NS A — 10(0.06) 10(0.05)
M 1(0.02) — 1(0.00) 1 /NREE N 2(0.04) — 2(0.01)
B AP 1(0.02) — 1(0.00) BRBREE 2(0.04) 7(0.04) 9(0. 04)
D AR TR — 2(0.01) 2(0.01) BUN L& - 5(0.03) 5(0.02)
I S e 1(0.02) 3(0.02) 4(0.02) V7 F=r bR - 1(0.01) 1(0.00)
AR 1(0.02) 3(0.02) 4(0.02) B PRI — 1(0.01) 1(0.00)
20 — 1(0.01) 1(0.00) JRE B GE 2(0.04) — 2(0.01)
R D 1 DI 1(0.02) — 1(0.00) ZHEATE (3R) [EE 1(0.02) — 1(0. 00)
ki 1(0.02) — 1(0.00) HRANE 1(0.02) — 1(0.00)
A% 2(0.04) — 2(0.01) — BN EEE 6(0.13) 5(0.03) | 11(0.05)
L 722D 1(0.02) — 1(0.00) BRE(EY) 2(0.04) 1(0.01) 3(0.01)

BTiE - EEREE 29(0.65) | 99(0.63) [128(0.64) FEER 1(0.02) 2(0.01) 3(0.01)
JRgRE R 3(0.07) 57(0.36) 60(0.30) FHEZNE — 1(0.01) 1(0.00)
AST(GOT) L5 12(0.27) 20(0.13) 32(0.16) TR — 1(0.01) 1(0.00)
ALT(GPT) |5 16(0.36) 30(0.19) 46(0.23) P I 2(0.04) 1(0.01) 3(0.01)
7-GTP L5 5(0.11) 8(0.05) 13(0.06) IR 1(0.02) — 1(0.00)
ZTT E& — 4(0.03) 4(0.02) (P JEPN R BB K ER T )
TTT L& — 2(0.01) 2(0.01)

LAP L5 — 2(0.01) 2(0.01)
vy kR 7(0.16) 4(0.03) 11(0.05)
SEMPERT S — 2(0.01) 2(0.01)




VII.

et (FERLDIES) ICEYSHEA

EHRE. AHE. EEERVFHIOEERS

&l

BERANOBIMERAREE

S

FARARHC I 2 i AT AES] 15,667 1O FKFHIRIEMFESRROBEIIRDO LB TH D,

T4 R &I 4 FA 56 35 4 151 22
B - o -
\E . a a 2 ==
. 5 % NG I N + P HRTE
@ 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
EOH (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 2t e
S LIF 30 5% 40 7% 50 1% 60 1% 70 % Pk | kiE# ) 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)
o - 7.14% | 4.49% | 3.82% 1.75% | 244% | 237% | 433% | 3.03% 3.08% NS
E O | 1/14) (4/89) | (5/131) | (3/171) | (6/246) | (5/211) | (9/208) | (2/66) | (35/1136)
— B 8% 5 2 5 BI1E R IR G =
&5 10mg 81mg RE - . B
s LT 20mg 40mg 60mg 80mg e ek 7t W
@n 0.00% 0.61% 1.36% 2.97% 0.00% B 0.00% 1.30% NS
b (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) (/187) | (29/1924) (0/96) (025) (0/2) 0/7) (31/2247)
®a . 0.00% 9.09% 3.44% 1.95% 0.00% 0.00% 0.00% 3.08% NS
& (0/2) (1/11) (29/843) (5/256) (0/20) (0/2) (0/2) (35/1136)
{5 FA £ R0 I B E FA S R AE 51 2R
5 14 H 14 AT - - Ve
~1 ~3 ~6 ~9 ~1 N B
g | uF PANBA RO AN~ A~V " g
@0 4.36% 1.05% 1.24% 137% | 0.72% 1.04% | 0.78% | 0.00% 1.30% <0.01
b (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% p<0.05
(13/1524) | (11/512) | (7/191) | (0/13) (0/0) (0/1) (0/4) (0/2) (31/2247)
R - 3.90% | 1.99% | 3.75% | 2.81% | 0.00% | 1L11% | 0.00% _ 3.08% NS
w377 | (6/301) | (20/533) | (5/178) | (0/31) (1/9) 0/7) (35/1136)



SADNB
テキスト ボックス


VI. Rt (ERALOZES) (CBYSHI1EE

BHHER T B ERRTRES R

Beh. - = X
il < ] 7
g 48 H N Ro# + o
e 1.10% 1.78% 0.00% 2.00% 1.30% <001
(95/8668) (63/3534) (1/16) (1/50) (159/12268)
- 0.90% 1.55% 0.00% 0.00% 1.38% NS
(5/554) (26/1682) (0/8) 0/3) (31/2247)
Ermn 2.51% 3.67% 0.00% 0.00% 3.08% NS
T2 of (14/558) (21/572) 0/3) (0/3) (35/1136)
{3 A EEFIA & A BI4E B R R 2=
Bl - 1 T 2t x
s - b B Z0fh FEl ! B
., 0.96% 1.37% 1.57% 0.28% 1.30%
e qn| NS
(14/1462) (136/9939) (8/510) (1/357) (159/12268)
- 0.00% 1.98% 1.85% 0.92% 1.38% < 0.05
(0/466) (17/860) (11/596) (3/325) (31/2247)
oo 0.00% 3.38% 4.44% 0.00% 3.08% NS
12 o (0/84) (31/918) (4/90) (0/44) (35/1136)
)18 BUAE A B I B F A R IRAE I R
#h . = 1
il N ] 7
e H H Ko + e
@ 1.25% 6.30% 0.00% 1.69% 1.30% p<0.01
(150/12009) (8/127) (0/73) (1/59) (159/12268)
- 1.24% 6.67% 5.26% 4.55% 1.38% < 0.05
(27/2176) (2/30) (1/19) (1/22) (31/2247)
®a . 3.08% 5.56% 0.00% 0.00% 3.08% NS
IEE o (34/1103) (1/18) (0/8) 0/7) (35/1136)

9. BRERBREHRICRETZE

BRE STV

10. BEERE

FRIE STV

. BRALOIEE

14.1 ERRXFBEOTE

14.1.1 PTP @25 DAL PTP > — b Db HO HH L CTIRHT 5 X 9458425 2 &, PTP > — F OEMKIC
L0 O BATAREEREA~TIA L, FIZRA 2B LTRSS O EERAIHEL T2
ZENH D,

14.1 EFIRFEEDTE

14.1.2 AFNIEFO LICOF TR 2R S8 5 L AET 5720,
THRHTAZ LB TX B,

14.1 EFIRFEDFE
14.1.3 AANTEZE EORETIZ, AR LTIRASERN &,

KL THIRHIATRETH D, Fiz, K




VI. Rt (ERALOZES) (CBYSHI1EE

12. ZOHDEE
(1) ERERERAICEDCER

15.1 ERERERICE D < 1ER
AN OGN ERIC L DIERZ BT 2 2N H DT, BHETRNI L 2RO O 2HKE5T 52
&o

(2) FEBGEREAERICE D < 1E#R
FRIE I TWRN



X. FERREREERICEH T 2R E

1. FEEHER
(1) FNFEEHAER
VI RHFEICET SEE | OHEM

(2) ReEREHER
PAXRREER, IR AR R TEERESR, BAMRESR, LSRR, WRATEGR R SISy 2 F VD
TER G L7223, FRICIE & 70 DERNIERE D D AL7ain o 1o 38396667,

BRI ey

. o Bl s ke
. 10, 30mg/kg THEL L,
~w A | Irwin O F 3k " | 100mg/kg T HREB DM

po 10, 100, 1,000mg/kg T %721,

i 10, 30mg/kg THER L,
! v T “o
7w b | Irwin OJ5ik 100mg/kg “C [ F&EB DO,

po 10, 100, 1,000mg/kg TEE L,

iTEhE R P— iv 3. 10, 30mg/kg T*i%ﬁfﬁfoc L
po 1. 10, 100mg/kg THER L,
s p— iv 3. 10, 30mg/kg “C“%f%foﬁ L,
po 1. 10, 100mg/kg THE L,
. 3. 10mg/kg THEER L,
4% | fiEEes Y| 30mgkg THEARDTY | retching,
po 1, 10, 100mg/kg TRER L,
H 38 iEEh & <A Animex % po 10, 100mg/kg THEE2 L,
e s iv 10, 100mg/kg THER L,
AR R YA R po 10, 100mg/kg TEELR L,
i ‘ iv 10, 100mg/kg THER L,
aE s TR ERBIR, po 10, 100m§/k§ TRERL,
i% . FF LB iv 10, 100mg/kg THEA&/2 L,
,%;x: e (30mg/kg iv)% 5 po 10, 100mg/kg TEER L,
- 5y | OFTVEESL po | 10, 100mg/kg TR L
(100mg/kg ip)$¢ 5 ) o :
RUT KT = iv 10, 100mg/kg THE L,
gi;;f;g;my min 1v) po | 10, 100. 1,000mgkg THE L,
g ~UA | APUF=—x iv 10, 100mg/kg THER L,
(1.5mg/kg ip)#& 5 po 10, 100mg/kg TR L,
EERa I iv 10, 100mg/kg THER L,
(50Hz, 25mA, 0.2sec) po 10, 100mg/kg THRZ L,
PRIEA ~ A FERE writhing iv 3. 30mg/kg TR L,
SRR R E Z v b Skinner box(7&&HI) po 10, 100mg/kg To%7e L,
RS x = AR ERHNEAFERTAR L iv 1. 10mg/kg T/ L,
— iv |01, 1. 10mgkg fjﬁ%f; L,
= po 1. 10, 30mg/kg THEL L,
- P B RE A B A D iv 0.1, 1, 10mg/kg TEHERL,
SR po 1. 10, 30mg/kg TR L,
B | SR o | O13meke TIRARAL.

10mg/kg CTHER:,
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- R T B 5 . X
AR ) e
AT ) RSt PR IR
v Img/kg T2 L, 10mgkg C—ifd
BT PEDIMEAR T, OAESEIN,
po 3. 30mg/kg T2 L,
MRS . O 0.3% ézmg/kg ;%;%Zot <1f& 10mg/kg C
¥, LERGEELHE —wPED LT MER T, 30mg/kg
. X os N TR ORI, MER T, LEX
=3 N=—S=N LB — L i e >
), BhRm T E RPN EZ — L R v L0 T W0, 300meke THEE
L X 0 A AR T DD
I A X DER LD T EOME., S O N
% BOP DMK, 3/3 BIFL,
g AR LB X — LR
P T, B AZ I (lugkg).
A » T %7V Gugkg). .
E, LA IR e s T L.
(0.2ug/kg)., 7k&F /1=y
U (lpg/kg). KEFRANL
£ E= ARy L E R — VT iv 3. 10mg/kg THE2 L, 30mgkg TIK T,
R EAEy b | DL DIHE invitro | 10, 105, 10“M TEZ%/ 1,
HEE, v AX I "
ey ELE b ?:;1‘%0%-51\4) Wg invitro | 105, 105, 10“M TR L,
.Y N FAT I
(10°M), TEFLa Y
(5X10"M), o h=2@X | invitro | 10°, 10°M TEE2 L,
; 5 TILE
£ HH =1 g > b 10M) & (K= =2 F + (5
10 M)A
g B R invitro | 3X10°, 10, 3X10°M TR L,
TERTY v
i s FEJLE in vit 107, 10°*M T2 1L,
b il RS > b (2% 10“g/mL )i in vitro TR L
H yvgsie-rnTr—t
[ = TR, A2 44 0% B0 7oA K iv 0.1, 1. 10mgkg THE2 L,
(2 X B U
LS AR <2 N—~CHIE po 100, 1,000mg/kg THER L,
TeFNLaY RIMERTEFLa ) = B
- __é YA 375\:? j—f?ﬁ‘lﬁ J invitro | 10°, 105, 10*M T2 1L,
A RSB — L R .
o ) 0.003. 0.01, 0.03mg/kg CTHEHE &%
WY 53 04 A X To A¥ Y (100ugkgh) | iv iy nee A
ﬁlﬁ%ﬁ[ L/“C,?é%fi L/o
Xy RNV EZ — LR
T, &2 LF o (1Ukgh). 0.1, 1, 10mg/kg CREK D /345, pH.
3T ER A A A X Ry 7 vEAEHF LI iv -7 I 7 —EIEME, EHE, KOHE
(1U/kg/h) $i) 4BE  Ke OV IR HOWER O pH (6 LT L,
i I
5a . U RS — VBT, . y
f,j I . A% KA Y 7v7‘/;<;£ iv |01, Imgkeg THEERL,
i 10, 10°M TEE2 <, 10°M T+
X U@%iizg EAEy | A8, B BEEE) | invico | iSO B BESIRD K OB
BRORIN
Ry RNV E X — L R
) e - /]w~‘/ é L I Img/kg CHEA L,
VL& i RE ~ A SR A Wi 105 po 10, 100mg/kg TEEL L,
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T LA R, FEIER NN
GEEM), Axv by | v 0%.)1‘;@] ioﬂrfiiifﬁ%/b//&“’t
fjg HE(RAE 75 B ) Sy k| QUKgh iv)HIKES) DR
5 OUSVRRRT, WERGE | [0, Imgke TRERC, 10mgke T
% Bz 20 A H) HB)iEE) & = < BRI,
; N - iv 10mg/kg THE L,
PREFiE 7> bR JRpH po | 10, 100mgkg THEZ L,
S 2 =
PR L E _ EB7 v M7 A P2 100mg/kg/day % 1 A 21817 A EIOK
joagee vk 7 2(0.5mg/kg sc)% 7 A fH po bR |
Beh, 52, giNiREE = °
‘{%‘ i T k| fREE po | 100, 1,000mgke TEEA L,
% | MR A | A A iv | Imgkg THEAL,
{Z . LA R T AL
A 5, \ w1 WL,
g PR AR 7 v b N iv Omg/kg C 2L
% TR R TATy | REREE IR g ;: B\ e L,
(3) ZDhDIEEHER
HMER e L
2. EHHER
(1) BE@ERkSEHAR
LDso(mg/kg)®®
F b0 o o
WiE oo BT R
ICR < ¥ % Jii3 > 8,000 >800 442
e > 8,000 >800 434
_ 1 >8,000 >800 563
SD 7>k e >8,000 >800 559

(2) REEHRESE
7 v b
T3

PEELER

B — LR
MR 23 P S FUTZ 3

(2 400~2,000mg/kg/ H % 13 R 045 Uiz & & (CEPE O REIEININH] . B o R B
HEWZ BEE U 72 BEARRR AT RO ZAGITRR D B2 o 72 ),

wa&mmﬂyaéﬁﬁ%ﬁuﬁﬁbk&% AR OB | F =% 5% Mk
M BEE L 7 R B AT O 2 ki

DD

L

D LIRS T T,
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(4)

()

A A RERER
RUERR L

HER A SR

ABRIEH

R

h&
(mg/kg/ H)
[F 508 ]

P51 [A]

TR

(mg/kg/H)

ZHRRE K N
ERETO
IR T A

Fy R

100, 500,
1,000
[#E M ]

 ZZECHT 12

M & O 52 B
I e

D A B AT 2 B

M. 2EHI
o AR
WK OV B
%21 HET

2,000

- It : 500mg/kg B CIRE 7oA RINT,
REICITRER L,

- WEHE - SZRRRE. ARHEAE.
DU RE 2L,

- BR - BB BOEERL BRI E IHIE
PR OMERTEEZR L

« HPEEIF(F1) : 500mg/kg LA b D CHLE
RIS, BERLER, BE M,
B HERE, 1TEMERE I OV SRERE I
B L,

- HPEEIF(F) : B2 L,

Syi. AR

R K OV
A

o

—
o

Ty R
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2,000
E:q=h

I -

Hix 7 BB
N5 17 HHE
=T

2,000

« REHA : 2,000mg/kg FEC—il DR E Y
Sl M OB A s, # EUIBRARE &
OVBEFL IR O R R I B W CAIRKY
BEIR L, — IR, iR O BIR
DT L,

* BB : 500mg/kg LA EORECRR{FIAE
25 BEARAFETED, EERITEL 52
Uas, s ERICRE2 L, Y
BEHIZ X D58, A, B RE R L,

< HEEFF) - HEET S, FEREMF L. B
AR B L, IMERERL,
AWM P OAFR FEMETH,
BEFL=R, (REHER. SV, BERlT
72 L, BEFLIFSIRRIC VT, G
12 &2 IR B R OVE R IS
L, BEAGEOFEE S, (TR,
AETHBERR IS B B K D B L,
HPEFE)ICD BE 2 L,

T

30,200,500
[ker]

I -

VEBR 6 B H
75 18 A H
¥

200

cBHE YR GIC X AT L, 30
K Or 200mg/kg FEC—iEMEO AREIEN
i, 500mg/ke #E CEFEHAD . K
EIME O], K OEAE & O I
X BHPEQS B 3 ), fRE A AR AT
HC, 500mg/kg BEOEBIZAURIERNG
JiFo SEMFE5I X A IR E R 72 L,

- JRIF SRR, BRI, SETIRTFER.
ETFRRIFER. . IR PR E R O
HEICKREE L OZEITR L, ER S
2 & DIVE R IGIE, WNIREFIE T &
O ERE IR L, 500mg/kg BET
Al R HEB BoS i B J D,




X. JERRARERICEI S H1RE

AR H EOEZEH
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(mg/kg/H)
[ 5% ]

Ee R Ul
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JIR K O
g
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\_
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30,100,200
LR ]

MR 7 BB

511 B A
£T

100

« FHA : 100mg/kg LA b OBECRFRMA
1T, RO B REB OS], 51T
200mg/kg T TREUGRELR, REREA K OVR
i T3, 200mg/kg BET 37 BHAH 3
RSP, HEE R OV BRI B 70
U, 7 BB R K OVBEPLIRE o R A i
ICBWTHIRMRE 2 L,

BRTF SRR A RS SECIRRR VL

EAFRR IR, MELE, MR E, MRS
BT L, MG X D6 K&
O PE(TF OIERTAE R I 738 il
TER K OB EEER 72 L,

- HPEF(F) : BB OFE b, S
RE. FTENERE L OVERERERE (- S -
2 X B EE 72 L, o 200mg/kg BETIE
BiESLA% O PR EE BN B SEE I,

P43 T

10, 30, 100
(AR ]

M IR 6 H e

518 HET

100

- RHECAMELR OMTE), & B ICRHMEMRTE,
BEH &, SR IR T R & OVis R 2 &
WZEERM A L DB L,

- FRAT  FEMEIWER . BOEER KO
AEHEIER e L,

HE TR X
HIERS D%
AN R
e

AN

100, 500,
2,000
[ker]

HE - 4EHR 15 B H»

b i tg 21
HET

2,000

« FHA : 500mg/kg DA_EORE TR —il
PO AR E I X OB = O T,
—REREIR, A3t R OV BRI X R
72 Lo BEFLIES R I3t 512 L %
WIRAY S 72 L,

« HEE(F : 500mg/kg LA ORE TR K
FHEANNHI, AEAF HPE AR FEREAFEL
JEERIFEC R, BRI AR L, £
FEARREMRAE IRV T, F2 DFEPESISE
A 2,000mgkg #THEICHEMEAE T
L7223, BEPEFER DI 7e < | B
FIISNUT LEHETH o7,

(6) BAFRIHIEHE
LT L

(1) ZDtho%ikE"
1) BmtEAES T

UY ARSI G L & SISHRRIIER RO bk otz, EEMELFED bRl

2) R

EFENLEY DT F 74 T7F—eb~T ADIgE FEEDL EHICEMETH -T2,
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3) EinEMN
EERER, HIRE
niz,

4) NAIRM

~ U A 92 HE, KT v M 1061

SRR, /IR S DN et IR SR

RERIT T~ TRIETH D,

BAREMEIL R & FEE

., 220, 200 J O 2,000mg/kg(E AR 52 DK 1,250 %)

BOFGEITSTZN, ~UAROT v b EBITHRARIEITRRD HivZe -7,
5 MmBHARILEAMAERD
FBWET v PORINIREORED 5 BEEICHTDHT A MAT o OERICK LT, 8L 52 7ehoi,
F AN R EMEREERRICB W T ORI IRE D 5 EEOELIZA LN hoT-Z b, Hi5B
PERNVE UV EREZ RIS 0 EHETE I,
REMRILEVERGY M)
pUBL YiES ¢ 5. B (mg/kg/day) ¥ D H FE i (mg) i 3 R i (mg)
oy ha—L — 939.6+37.7 417.9+14.9
TrEFIL 100 947.4+36.8 449.9+16.7
SAFV 100 827.5+18.9% 365.1+15.4*
FEE o fr— — 155.8 4 8.4%* 73.1£9.0%*
(n=8) *p<0.05 **p<0.01CHIR L L)
6) MEFETOASIFY - HRRBARILEY - ERILEVICRIZTEE
MygE7v 77 F v, BEERALVE S, IAHEALVEY, ZANTVF—b, TARATRAZXKL
WA B Z 0o T,
1) EMRBBERICHT HER
A X ORI RIG IO T 2B ARSI Lo 2 A, VTEARL, eI oa—n, TV
FEV KRV LT 7 U o OMHPIRE, AUC ICHEE 5 X o7,
8) Wi
THXEHNTT 7 TF U OIRMEERRME, AR Z R L& 2 A, WIS RIS &
™o T,
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SR 7 — R B ICFRR(RIER 3 F)
EABIRANTH > THBHER TR D N HPTEH T2 2 &)

BEIKETORE
IR RAF

Mk EDEE

20. L EDEE
BRER IR AT TRFT 5 2 &,

EZETORYFEVEDBESIZDOINT
[ L EDFE]
EE  AMTEPEEONEIZ LY EREFZ I > TV 5,

BIER TR R AT TRIFT 5 2 &
fEFBIRA TH > THRER TR D N HLIEH T2 Z &,

RERMABROEFNZDONT (BEFICBEINELEEES)
L 5. ERLGEARIREEEDEH] LU VL1 BRLDZEE) OHSMH

BER T EM
<FVoLEBY : HY

. R—E5 - ARE

Al —pl oy 3E - A2 —8E - W, A7 —1EEHE
[l %) B ATFV TEFUUEME, =TV nXxY T TTFUL

. EREEERAH

1985 45 1 A 31 H(ENEI%)

. BERGEAEBFABRVERRES. EMBELNSFEFEAB. RETMEEAB

W Fe 4 ROERGEARFA H K F Al IR A H HRFERHAA4EA H
WAL —DEE10mg | 200043 H 15 H 21200AMZ00375 2000 427 74 7 H 2000 429 4 5 H
HAH—D §E20mg | 200043 15 H 21200AMZ00376 2000 47 7 7 H 2000 429 7 5 H
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ML
<& E>
K PSR > (A X —§E 10mg, AKX —§E 20mg, A X —H# 10%)
%A MM 64F 198541 A31 H~19914 1 A 30 HGET)
FERAFEAH 1199246 H 3 H(H AKX —§E - B - MEHH & L CTHEa)
& B BKEETE 14 55 2 A B KRB FE)OWTIICHEEY Leuy,
1. BEEHME
YL
12. HEHAMFIRICET 516H
DRI R OVERFRB I OSBRSS HE I S X B @ R E N E O 2 n F % | (JEA S #E 55 107
TR I8 4E 3 H 6 AN E T O E(EA T EE SR 97 5 2043 A 19 AfhHic kY THEK
BN BIRDSET DTV D ERG | IZIEREE L,
13. £Ea—F
W JEAE 5 B4R S AL T fEREE L, 2 — 8 S L7 B
W 5 4 IR 2 — (Y] 21— 1) HOT(9 #1)&E & ST A a— R
HAH—D §E 10mg 2325003F3035 2325003F3035 112715702 610444041
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T 2 il
7S8R L
SRR i
BA AN
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Prog. Med. 1996 ; 16(11) : 2897-2903 [GA-3287]
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Rt L AT,

HATHba i 2 HERE. 1984 ; 81(7) : 1623-1627 [GA-0408]
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Hi gt

N
<
fan

A=A KT VT O
(An Australian categorisation of risk of drug use in pregnancy)

Prescribing medicines in pregnancy database
https://www.tga.gov.au/prescribing-medicines-pregnancy-database
(202343 H 20 HT7 7 & X)

<BFE : pEHOWE>
A —A 87 U7 ®53%8 : (An Australian categorisation of risk of drug use in pregnancy)

B1 : Drugs which have been taken by only a limited number of pregnant women and women of childbearing age,
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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