M-1308
Table 1-2

Cell-growth ratio in the cell-growth inhibition test in cultured Chinese hamster cells treated with Azoic CC5

[Short-term treatment : -S9 mix]

Cell-growth inhibition test

Study type | Treatment and| Cell-growth ratio Observation®
S9 | time | Concentration| Plate M oy Condition of Color of o __?_;f:m(:ipitates/CrystaIs:f_)__.___
mix | (hr) (ug/mL) 1 and 2 |Mean (%) cells” medium® 1) ﬂ[ 2)
a)
0 (NO  |-1% w0 |——— - S
99 - - - | -
99 - - - -
30.1 _
0 99 99 - - - -
99 - - + +
60.2 99
99 - - + +
99 - - + +
120 59 99 - - : .
M)
- |e18| B | 241 |18 108 + - + ix
E 99 + .- + +
b 116 ++ - + +
@ 4 _+0
= 81 99 108 ++ - + +
116 g) Whitish pink + +
963 |{—— 117
116 g) Whitish pink + +
99 g) Whitish pink + +
1930 99 #9 g) Whitish pink + +
[ 99 3] Whitish pink + \ +
>0 | 116 108 ) Whitish pink + l +

Concentration of 50% cell-growth inhibition : above 3850.() xg/mL

NC: Negative Control(water for injection)
a) The plate in the negative control group was regarded as a 100% growth.
b) The mean showed as a growth ratio against the negative coatrol value.
¢) Condition of cells was observed at the end of treatment.Color of medium was observed immediately after addition of
the test suspensions.Precipitates/cryslals were observed 1)immedialely after addition of the test suspensions and Dt the
end of treatment.
d) - : Mostof the cells were attached to the surface of plates and their shape was normal.
+ : There was discontinuity among a small number of surviving cells.
++ : There was discontinuity among approximately half of the surviving cells.
e} - : Nochanges of color
f) - : Absence of precipitates/crystals
+ : Presence of precipitates
g) Condition of cells could not be observed due to severe precipitate of the fest article,
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Table 1-3

M-1308

Cell-growth ratio in the cell-growth inhibition test in cultured Chinese hamster cells treated with Azoic CCS5

[Continuous treatment : 24hr]

Cell-growth inhibition test

Study type | Treatment and | Cell-growth ratio Observation®
S9 | time | Concentration| Plate M _ Condition of Color of _____EEEETE?FES_IQXSE?SD* B
mix | (hr) (ug/mL) 1and?2 |Vean (%) cells? medium® 1) 2)
100 ¥ - - . -
0o NO) |12 1 - SN B S
) 99 00 - - - -
83 - - - -
301 | — 91
99 - - - -
99 - - + +
60.2 |—= 9
99 0 - - + +
99 - - + +
120
99 % - - + +
)
. |20 3| 24 29 99 * - * *
R 99 + - + +
7 99 ++ - + +
bt 481
= 99 7 ++ - + +
116 h) g Whitish pink + +
963 99 108 g Whitish pink + +
116 h) g) Whitish pink + +
1930 |———
99 108 g) Whitish pink + +
116 h) g) Whitish pink + +
3850 | —— 108
99 )] ‘Whitish pink + +
Concentration of 50% cell-growth inhibition : above 481.0 #«g/mL

NC: Negative Control{water for injection)

a) The plate in the negative contrel group was regarded as a 100% growth.

b) The mean showed as a growth ratio against the negative control value,

¢) Condition of cells was observed at the end of treatment.Color of medium was observed immediately after addition of
the test suspensions.Precipitates/crystals were observed 1)immv:diately after addition of the test suspensions and Dat the

end of treatment.

d) - : Most of the cells were attached to the surface of plates and their shape was normal.
+ : There was discontinuity among a small number of surviving cells,
++ : There was discontinuity among approximately half of the surviving cells,

e) - : No changes of color
f) - : Absence of precipitates/crystals
+ : Presence of precipitates

g} Condition of cells could not be observed due to severe precipitate of the test article.
h) These values were judged to be unreliable since adherence of precipitation at the bottom of the plastic plate inhibited

accurate measurement of the cell density.
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Table 1-4

M-1308

Cell-growth ratio in the cell-growth inhibition test in cultured Chinese hamster cells treated with Azoic CC5

[Continuous treatment : 48hr]

Cell-growth inhibition test

Study type | Treatment and | _Cell-growth ratio Observation®
S9 | time | Concentration | Plate M - Condition of Color of ___Precipitates/_(}r_yft'a:l_sf’_____
mix | (h) | (ue/mL) [ 1and2 MmO} o0 medium” 1) 2)
100 ¥ - - - -
0 (NC) 100 100 - - - -
100 - - - -
301 | —— 1
100 00 - - - -
100 - - + +
2
60 100 100 - - + +
100 - - + +
2
120 100 100 - - + +
= 100 + - + +
- 0| B3| 24
48-0 = ! 100 100 + - + +
% 100 ") } n n
4
= 81 91 % 2) - + +
100 2) Whitish pink + +
963 100 . 100 g) Whitish pink + +
116 k) B) Whitish pink + +
1930 |—— 112
108 g) Whitish pink + +
3850 | 108 104 W g Whit?sh pfnk + +
100 g) Whitish pink + +

Concentration of 50% cell-growth inhibition : above 963.0 ug/mL

NC: Negative Control{water for injection)
a) The plate in the negative control group was regarded as a 100% growth.
b) The mean showed as a growth ratio against the negative control value,
¢) Condition of cells was observed at the end of treatment.Color of medium was observed immediately after addition of

the test suspensions. Precipitates/crystals were observed immediately after addition of the test suspensions and at the
end of treatment.

d -
+
ey -
f -
+

: Most of the cells were attached to the surface of plates and their shape was normal.
: There was discontinuity among a small number of surviving cells.

: No changes of color

: Absence of precipitates/crystals

: Presence of precipitates

g) Condition of cells could not be observed due to severe precipitate of the test article.
h) These values were judged to be unreliable since adherence of precipitation at the bottom of the plastic plate inhibited
accurate measurement of the cell density.
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M-1308
Table 2-1

Cell-growth ratio in the chromosome aberration test in cultured Chinese hamster cells treated with Azoic CC5

[Short-term treatment : +S9 mix]

Chromosome aberration test

Study type Cell-growth ratio Observation”
Treatment and .. f)
S9 | time | Concentration | Plate - Moan (%1 Condition of | Color of Precipitates/Crystals
mix | () |  (ugimi) | 1and2 |Mean (%) celis? medium® ) 2
100 @ - - - -
0 (NC e 100
(NO) 100 - - - -
83 - - + +
301 | ——— 75
66 - - + +
oL
S | 602 | 66 * S * *
= 66 + - + +
+ [ 6-18) = 66
2| 120 2 66 * - u *
= 66 + - + +
- 33 +4 - + +
2 T
4 33 33 ++ - + +
100 - - - -
PC 100 100 - . - -

NC: Negative Control(water for injection)
PC: Positive Control(cyclophosphamide ; 14 xg/ml)
a) The plate in the negative control group was regarded as a 1(0% growth.
b) The mean showed as a growth ratio against the negative control value.
¢) Condition of cells was observed at the end of treatment.Color of medium was observed immediately after addition of
the test suspensions.Precipitates/crystals were observed l)immediately after addition of the test suspensions and Mat the
end of treatment.
d) - : Most of the cells were attached to the surface of plates and their shape was normal.
+ : There was discontinuity among a small number of surviving cells.
++ : There was discontinuity among approximately half of the surviving cells.
e) - : No changes of color
f) - : Absence of precipitates/crystals
+ : Presence of precipifates
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M-1308

Table 2-2

Cell-growth ratio in the chromosome aberration test in cultured Chinese hamster ceils treated with Azoic CC5

[Short-term treatment : -S9 mix]

Chromosome aberration test

Study type Cell-growth ratio Observation®
Treatment and — -
S9 | time | Concentration | Plate M e Condition of Color of P{&_cgltaiefigystj[i '
mix | (hr) (ug/mL) land2 |V oof (%) cells? medium® | 1) )
0 (NC) 1007 100 - - - )
99 - - - -
85 g) _ + -
4 m—
81 83 85 o - : :
c 99 5 Whitish pink " "
2 963 |—= 85 itish pI
6-18| & 71 8) Whitish pink + +
% | 1930 |- 9 ) Whitish pink " "
a 99 £) Whitish pink T .
) 99 g) Whitish pink + -
>0 85 > 8) Whitish pink + +
85 : - - [ :
PC a5 85 - - - | :

NC: Negative Control(water for injection)

PC: Positive Control{mitomycin C : 0.075 ug/mL)

a) The plate in the negative control group was regarded as a 100% growth.

b) The mean showed as a growth ratio against the negative control value,

c¢) Condition of cells was observed at the end of treatment.Color of medium was observed immediately after addition of
the test suspensions.Precipitates/crystals were observed l)immediately after addition of the test suspensions and Dat the
end of treatment.

d) - : Most of the cells were attached to the surface of plates and their shape was normal.
e) - : Nochanges of color
f} - : Absence of precipitates/crystals

+ : Presence of precipitates
£) Condition of cells could not be observed due to severe precipitate of the test article.
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Table 2-3

M-1308

Cell-growth ratio in the chromosome aberration test in cultured Chinese hamster cells treated with Azoic CC5

[Continuous treatment : 24hr}

Chromosome aberration test

Study type Cell-growth ratio Observation”
Treatment and . . f
89 | time | Concentration | Plate |\ . ) Conditionof | Colorof | Precipitates/Crystals™
mix | (hr) (1g/mL) land2 |van (%) cells? medium® 1 2)
100 ¥ - - - -
0 (NC) _
125 100 - : - -
99 + - + +
241 |—= 88
99 + - + +
99 ++ - + +
481 |22
=3 8 99 88 ++ - + +
h= 99 g Whitish pink + +
- | 240 963 J——= 88 o
% 99 £) Whitish pink + +
- : 99 g) Whitish pink + +
193 el
730 99 88 g) Whitish pink + +
125 9] Whitish pink + +
3850 |—— 111 s
125 8) Whitish pink + +
125 - - - -
PC e 111 - - : -

NC: Negative Control(water for injection)

PC: Positive Control(mitomycin C: 0.05 ug/mL)
a) The plate in the negative control group was regarded as a 100% growth.
b) The mean showed as a growth ratio against the negative control value,
¢) Condition of cells was observed at the end of treatment.Color of medium was observed immediately after addition of

the test suspensions.Precipitates/crystals were observed 1)im.mf:diate]y after addition of the test suspensions and Dat the
end of treatment.

d -
+

++
e} -
f) -
+

g) Condition of cells could not be observed due to severe precipitate of the test article.
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: Most of the cells were attached to the surface of plates and their shape was normal.
: There was discontinuity among a small number of surviving cells,

: There was discontinuity amaong approximately half of the surviving cells.
: No changes of color
: Absence of precipitates/crystals

: Presence of precipitates and crystals




Table 2-4

M-1308

Cell-growth ratio in the chromosome aberration test in cultured Chinese hamster cells treated with Azoic CC3

{Continuous treatment : 48hr]

Chromosome aberration test

Study type_ Cell-growth ratio Observationt
Treatment and — "
S9 | time | Concentration | Plate Moan (%) Condition of |  Color of PrECIPlt_‘i_t_eS_( Cr_ystal_s B
100 ¥ - - - B
N — 1
0 (NC) 109 00 : : _ :
81 - - + +
241 |—= 78
81 ] - " "
72 + - + +
s 481 — 69 : : : *
g 81 2 Whitish pink ¥ ;
- | 480 963 |—== 78
% 81 ) Whitish pink + +
B 81 g) Whitish pink T T
o 81 78 £) Whitish pink + +
81 g Whitish pink + T
20 81 8 g) Whitish pink + +
90 - - - -
PC a1 82 - . - :

NC: Negative Control(water for injection)

PC: Positive Control{mitomycin C: 0.05 gg/mL)
a) The plate in the negative control group was regarded as a 100% growth.
b) The mean showed as a growth ratio against the negative control value.
c) Condition of cells was observed at the end of treatment.Color of medium was observed immediately after addition of

the test suspensions.Precipitates/crystals were observed 1)irmnediately after addition of the test suspensions and Aat the
end of treatment.

d -

+ : There was discontinuity among a small number of surviving cells.

€)
H -

: No changes of color
: Absence of precipitates/crystals

+ : Presence of precipitates and crystals
g) Condition of cells could not be observed due fo severe precipitate of the test article.
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: Most of the cells were attached 1o the surface of plates and their shape was normal.




B-6353
4. EH

TYA w2 CC5? 28 BRIRER D &XE5FIERER % 6 BE D Sprague-Dawley % SPF
Z v b (Crl:CD(SD). 1 BEMERES 6 i 12 8] Z AW TEM U7z, #5813 0 (0.5 wv%
AF NN v — ZRKEEHR « *HFREE) | 8, 40, 200 XY 1000 mg/kg/day & L. £7-. *t
FREEL 1000 mg/kg HEHO—EOMEMRE (1 BEMERES 6 IT) IZ oW TIXREMEK T %
2BEORELM 2R IT. EEELORHEEELRE L,

—RRIRAE, FEMR—RREOBE, HiERE, B, BREHERVMERFEREIC
HRMER S ORBITRO bR d 0T,

EETIX, KEN 40mgkg A EOBREHOMBETH LN, HEHMETOFERMNE
IZHIRENRRD biviz,

BEEE TIX. IKMED 40 mg/kg LA LR EBOMBETH LT,

RBRETIZ, FAKBEDKMED 40 mg/kg LA LD EFEDHE & 1000 mg/kg 1% 5FE DM
T, REDIKMAED 1000 mg/kg DHEEFEDOHETH LN,

MBLFRETIX, Y VIBEOEMED 40 mg/kg BEBHOBEL 1000 mg/kg HERHD
MERE T, BEBER D 200 mgkg BREHOBET, LR T 1 —/LOEEMN 1000 mg/kg
BEBHOME TR LN,

REERE T, FBICBWTHIEEOEMED 40 mg/kg UL LD EFEOHE L 200
mg/kg L LD G OME T, MHkFANT/NER LD IFHAIAE KA 40 mg/kg UL ED#
BERoOMETH LN,

LR LT HhOEBARERICLY . BEH D VIIHEELEBIE®EEZRLE,

UEDRER. 7V A v2 CC5 DARBRFHTICH T 2EREEIIFE L U TR THE
BEROEEEOKE L FELEGFIREICI T A/ EPOEFHRIGE X, # RO
M EREOE(NLD, ML b 8 mg/kg/day & HEE SN iz,

10
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6.

6.1

HBRHMHRUEE

HEBENE R UEE

6.1.1 WERME
ERPEIR R A TERXSE L VBA L, RRBICER LB RO v
hES, MEZIROBEY THD, iz, RBRRELZHRAEEER 1ITR LK,

Z2x )
P
%
L4

BRAOTREHEES

CAS &5
STE
473X
#EX

oy hES
i B
AFE
PR
RFHIE
ZEH

RIEFSET

B EOEE

IRH]

TV A v CC5
Azoic CC5
7+ 7 h—/ AS-G
N,N'-(3,3’-dimethylbiphenyl-4,4’-ylene)di
(acetoacetamide)
5-2275
91-96-3
380.44
C22H2N,0,
H,;C

O

V4

H;C—C 0O H,C

N/

CH,—
H,C CH;,

NG
|

o

T \A

4EPBE
96.9 %

500 g

AR R

WS (MBREN., EHIE 3~8°C) . ##
BERTHR, HBRYEIZOWTHEAL TRERORER
FEBL.BETHDZ LEPERENT (BRAEE2),
HESBH R HRYEREEROE | HEHEERY
EmE

vR7, BFREER L,
BRWEFTROCRABEOAREZBE L. SEMR VRER
LAl & oiEfh %8} 7z,

HRWE 1 g #REREE LTIRE LR, oA/
ST LEEREOBRRIIREE L, £, HRYE
DERBIIREEEZHERER,. TXTREELE,

12
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B-6353

6.10 BEBRUFORTRME VIZHER

TYA w7 CC5 D 0 (0.5 wh%AF Lt —RKER 100, 300 BT 1000
mg/kg/day % 1 HMHES SICOT v M 14 ARRERORE LEERDY | 48k e
LU THETIZ 100 mg/kg LA EDOBREHOBHER L BEER, 1 T 300 mg/kg UL Lo
EHOMBILFREIZERAONE OO, HRHEERE L OREMIIH S 2Tk
Ripole, LiedioT, ARRICKBIT2HRERIT. BHERBRI A oA icBT 5%
REFEETHD 1000 mgkg FHmARL L, Ak S THRL T, 200, 40 XU 8 mg/kg
DARBEZRE LT, BERREROR LIZTT,

R1LBEEAE
B RER | B E | #5%E " E S
(mg/kg) | (mg/mL) | (mL/kg) B | BmES | Bk BMES
i3 6 1001~1006 6 1007~1012
*RRE 0 0 3 | 6 1101~1106 | 6 1107~1112
3 6 2001~2006 - -
1/ &2 8 1.6 5 it 6 2101~2106 - -
i3 6 3001~3006 - -
FRER | 40 8 3 | 6 3101~3106 .
- i3 6 4001~4006 - -
AR 200 40 5 i 6 4101~4106 _ )
. i3 6 5001~5006 6 5007~5012
REMEE | 1000 200 > | 6 5101~5106 6 5107~5112

6.11 BBERUBREDLX
TNENERINERBICBERUREZ»ER LT, RRBOEEICEHLTIXTRE
D@y L LT,

5 1 B (day 1 of administration) c B 5-BRsAH
#5118 (week | of administration) : &5 1 025#%57H
B4 1 B (day 1 of recovery) [ BfERASGE (REHEKTORA)
El78 138 (week 1 of recovery) BIE 1 26EETH
6.11.1 — iRk EDERER

EFFEIZOVTEREHMTIIER 3 B REAEREERR UK 2 BRE% (2L,
KB LML —RRBOBE, BERE, BHRVBREDRAT L ERT 2 HI3HE
GRTEHEERO 2E) | HEHMHIIER 1 E., FoR, XEBRE, L% THEK
UBEitE 70 & O—fRIREE B L 7=,

6.11.2 HHET-RREDOHE, BERE, BEHRUBREDROATE
MR RREOBRIL. 2FEEKICHOWVWT, BERBENC 1E. #5HEYROE

EHRTIIER | BIEHE L, £72. BERE, BHARVBERXEBEOAIEIZ. #5
48 (HEEZ®E 258, 25 200) ROEE 28 (BEE 11 B) 12iTo7%, 28,

17
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B-6353
7. HEBER

7.1 — K Ke
FXA#& % Table 1-1~1-3 & U Appendix 1~12 {Z5R L7z,
1) ®&EHM
WTNROBMIZEW TS, REHMEZECTEFEIRDbhiehotz,
2) [EIfEHARH
WTNOBMIZEWTH, BEEMMEZBEC TREEIRBO AR T,

7.2 FHHELG—ARE. BERE. BEARUERERSE
7.2.1 S — ARtk EE
FiA& % Table 2-1~2-18 & T Appendix 13~84 [Z7R L7z,
1) ®EHIRE
WTFNOREBEEBRIZBWTHRE IR, FERDERSHLAMBH L OMICEE
EZRIRONRhoT,
2) [EIEHIR
WTFNOREERIZBWTHEFE TR, 1000 mg/kg 5L MR L ORICEE
ZERXRDONLed o7z,

7.2.2 BEERE

FX A& % Table 2-19, 2-20 & T Appendix 85~91 {277 L 7=,

1) #5481
WTNDOREFRRIZBWTHEFE IR SERWERGHOMERE L B L O/’
WHEEZERIRO N o T,

2) EIE2A

EHBEMEOAE L HMEMN 1000 mgkg REHOHETRD NI,

7.2.3 7Bh

FifE % Table 2-21, 2-22 & U Appendix 92~98 {278 L 7=,

1) ®548

SHERMERGHOMHEL bBELOBICARZERRD bR o Tz,
2) EIE 28

1000 mg/kg B EBEDOMERE & LXTBE L OMICAERZEIRD N R o1,

7.2.4 BRESHE

Fk AR % Fig. 1~4, Table 2-23, 2-24 K& " Appendix 99~105 IZ7R L 7=,

) #5438
BHERYEBRSHOMRE - LB L IZITERICHEB L, AZZRBHoNED -

24
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B-6353

72
2) [EE2HE
BIERRLEE 0~60 T DOREEDE E2E{ED 1000 mg/kg B EHOM TRDO bz,

7.3  @&E

FXAR % Fig.5, Table 3-1, 3-2 & TN Appendix 106~112 {Z/:R L 7=,
1) H5HH

EREMED 40 mgkg T EBHOBETHRE 705 28 B, MTHRE 24 R 28 AIZ,
200 T 1000 mg/kg ¥ 5-BEDHE TR E 4 15 28 HIZ, 200 mg/kg I EHOM Tk 5 28
BiZ. 1000 mg/kg HEHOMETHESE 172020 28 BIZBD bz, Eiz, BEHEF T
OEEHEMEBOFEREZIKMED 40 mgkg U LOBREFHOHETRD bz, 25, 8
mg/kg HEHDOHEIZOWTHEREHM %2 E U UREBRRSERD b,
2) [EE#RH

E2EED 1000 mg/kg B EHOMTER 1 225 14 B, HETEIE 1 BIZERHHN
7=

7.4 {EfiE

A& % Fig.6. Table 4-1, 4-2 KT Appendix 113~119 {Z7R L7z,
1) #HEHIR

AERIRMED 40 mg/kg L EOBREFHOHETHEE 755 28 BIZ, 40 mgkg HEHD
HETHRE 21 KU 28 BT, 200 mg/kg T ERHOME TEE 7 X128 AT, 1000 mg/kg #
EHOMTRE 21 RU28 BIZ@R D LI,
2) [EIEHIR

BE2EfEA 1000 mg/kg B EHOETEIR 7 HIZRD bz,

7.5 RERE (BXKEED)
Fk#& % Table 5-1~5-8 & T Appendix 120~140 {Z7~ L 7=,
) #5438
EHBRYEREHOMREL L EEMNIER TREEIRD O oTz, £, BAKE
DR REREMED 40 mg/kg L EDEEFH OB L 1000 mg/kg BEGHOM T, REDEE
72{EME S 1000 mg/kg DHETIRD bz,
2) [EE2RA
1000 mg/kg B EFE DML L EMMEE CTRFEEIRD LN T, 2. RE. BKkE
EROEZEETOHHNBHLOMICEEZRIRDONENoT,

25
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B-6353

7.6 MAPRE

iR % Table 6-1~6-6 J % Appendix 141~161 {27 L 7=,
1) BREHMKETH

747V )= EBEOFERMEMEN 40 mg/kg L EOBREBDOHT, o b Uk
FIDOBEERERED 40 RV 200 mg/kg HEHOBT, ~ES/n U BE~T 7 U v b
EOHERSME L MARMLERREOH EREMED 200 mg/kg HEHDOHETRD LN, £
o, BMERE SR THERILE L HBERE CHBEREOA R KM 40 RV 200
mg/kg B EHOE TR D LTz,
2) [EEHIMKETE

RIMBRB DA B2 EME L BARLEKROFE L EED 1000 mg/kg BE5FEOHE T, M/h
BREBOFEZREMED 1000 mg/kg TEHOHTRO LN, T/, AMKEFETY v
NEREBROFERIEME L FHRERERBOFEEREMED 1000 mg/kg I 5-BEOHE T, iFEK
HROFEZEED 1000 mgkg BHEHOM T, DEER THIEREOEEREEN
1000 mg/kg & EREDOHETRD bz,

7.7 OB ERRE

F% A& % Table 7-1~7-4 & U Appendix 162~175 iZR L7,
1) HEHMKTE

ALT DFEZKMED 40 mgkg A LDOBEFHOHE T, ALP DFEREMED 40 mg/kg
BREBOHEL 1000 mg/kg BREHDOHET R L 2T 0 — L OFEREIEA 1000 mg/kg
REHOMET, VUV BEOREZREMED 40 mg/kg BEFHDOHE L 1000 mg/kg B 55
DOHERE T, SEMBMA 200 mgkg DR EFHDOE TR D b,
2) [EEHRETE

AST, ALT RUH Y U LADOFEREEA 1000 mg/kg B EHDOHETRD biiz,

7.8 HBEEE
FX#& % Table 8-1~8-8 & T Appendix 176~203 IZ;= L 7=,
1) TEHRKETER
BREEOFE f,cifﬁﬁ'éfa: 40 mg/kg LL E OB SO TRD bz,
i : et EEOAR B REMED 1000 mg/kg 5B ORI, 46
HEBOFEZEMEN 200 mgkg BE5FHOMBEL 40
mg/kg LA LD GHOMIZIRD bz,

o iR : et EROA B REMED 200 mg/kg A EOBREHOH
IR bk,

Lol : HXEEORAERBMEDN 200 mg/kg REFHEDOHEIZIRD
bhiz,

FFF fik : X EROHEE/REMEDN 40 mgkg U EDREREOHE

& 200 mg/kg A OB EFHDOHEICTED T,

26
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B-6353

2)

PR

G

B

R

SRR

EE AR T

Xt EROAFEREEA 200 mg/kg L E DR EREOHE
& 1000 mg/kg B EFEDOMIZIRD b,
HEXTEROREREMEA 1000 mg/kg BREBEDOMEIZER
b,
EHERBOAFEREESESHRDEREROM &
1000 mg/kg B EREDHE I, tHHUEEDOH E L IKMED 40
mg/kg B EHEDHEIZFRD iz,

M EROEARELEMED 40 R U200 mg/kg 58 I1238
oz,

ExtEROR R REMA 200 mg/kg EHIZRD N
77

BREGFEDORE f;{fﬁﬁ;ﬁ: 1000 mg/kg I EREDHE TR D b iz,

7.9

it

L

e fig

Bl

BE

R LK

IR R

A& % Table 9-1,

1)

2)

BEHIRR TR
B R

i fek
R

[EIE AR T B
B

e

HXMEEOREZBMEN 1000 mg/kg REEEDHIZZR
» b,

EXEROAR KM 1000 mg/kg HEFEDHEIZE
oz,

HXEREORELZEMEN 1000 mg/kg HEFEDHEIZR
oz,

HextEROAREREMI 1000 mg/kg FEREDHEIZ
»ohi,

HAXNEEOHEELEMED 1000 mg/kg HEREIZERD
ni-,

MXMEEOFELEMEDN 1000 mg/kg BEHIZHRD S
iz,

9-2 K& U" Appendix 204~287 {Z7R L 7=,

Rfe U] B 3 s PR RE 2 U8 40 mg/kg R EREDMES 1 Biliz, @
9 Ra7s 200 mg/kg | 5B OHE 1 I & 40 K T 1000 mg/kg
BEFHOMES 1 FlIZERD b,

BEED 40 mgkg EBHORE 1 FLIZRD bz,
/NBUE A 40 mg/kg B EBED 1 FlIZERD Bz,

MaIBE A3 1000 mg/kg ¥ EBEDMERES 1 Hliz, @ S fais
1000 mg/kg I G-FEDOME 1 FIIZFRD bhiz,
BEREN 1000 mg/kg B 5-BEDOM 1 FlIZZRD b,

27
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H

710 REBARPRE

ATE OFEEZEA 1000 mg/kg HEFHOME 1 iz, RE D
Hﬁfé%ﬁ)ﬂﬂaﬁmﬂﬁ 1 gj uwu.. RS} 62%71(,

A& % Table 10-1~10-4 & U8 Appendix 204~287 IZ5R L 7=,

1) wEHIRK TR

%ﬁ%gﬁgkié&%16ﬂégmﬁﬁﬁf B bz,

FFF R

LATIZR$RTRIZ OV T,

ﬁ%ﬁ@%kkﬂ%bto
ARER

A

"B

i

PR

B/ NERLEORFHAEIERA 40 mg/kg HEHD
HE 3 5 & o 2 5], 200 mg/kg ¥ 5-BEDHE 3 B & ML
1000 mg/kg HEBEDME 5 6T, 8RB/ NERLHEDFF
FRAAE R A% 200 mg/kg 5B DOHE 3 F. 1000 mg/kg #¥
BEHOE2F L1 FITRDLNT,

Z DHBARI D 2 WVITHREEABEEAOER2 L VThY

BRI EERF RS 1000 mg/kg I 5REOHE | fi] T, B8
72 MBI ZE MG O3 ot FRBE O 1 6, 1000 mg/kg # 58D
1 FITRD LN,
BMRRBEOLHRBIREOHE | i TRD LI,
B2 BAERME S BHEOMRES 351, 1000 mg/kg
BEBOHES Bl Lt 1 HITRD bz,

B DV TR 2 P AR R B o AR REAR 0 2 Bk 2 1t BR
BEOME2 B & S Fl. 8 mg/kg I 5-BEDHE 1 5] & S,
40 mg/kg % 5-FE D 4 5l 200 mg/kg I EREDHE 5 51,
1000 mg/kg #x 5-BE DIt 3 5l T, IR 72 RBIEEEFEH 40
mg/kg T EBEDOME 1 BT, BB NRIFEEN X BB
DHEHES 5 B, 8 mg/kg BEBEOHE 2 F] & HELHF], 40
mg/kg I EREDOHELH &t 5 5. 200 mg/kg ¥ 5-BEDHE
361 L ELF]. 1000 mg/kg B EBEDHE 2 Fl & 5 BIT
B bhiz,
BHEE~/ 07 7 —COHBENHRBEOHES 1
B, 1000 mg/kg 5B DOME 1 FI TR D iz,

B RPTHEEERTEAS A BEOHE 1 fITRH 5
ni-,

R 72 R MM AR IR 2 1000 mg/kg 5B D 2 ] TR
Hohiz,

B BESNE M AR RO | fil &M 2 FTIRD N
oo Tl BEWULBRHEMERRIEDS 1000 mg/kg B 5-BEDOHE
1 FITRD LT,
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PR AR
R

.L/L—F ;TTFJTEL’)!/"CBZ
Gyl

A
R

2) [EIEHAMIK TR

B2 RETHERI R S Xt REE O 1 I TRO bz,
BRELETHRFES 40mgkg R EHDO 15 TRD N
77

FIRBRIC A DN HIRFT RICHY T3 ¢ Ex bz,
RaMIELAS 2 & du 7= ot FREE B U 40 mg/kg B EREDMES 1
B TITBEMRBRELBRD Dz, OO EARAELNT
200 mg/kg B EREDHE 1 il & 40 KT 1000 mg/kg ¥ 5-8F
DHER 1 FITIIRB 2O S BERRD LN,
HERNL LN 40 mg/kg B 5 REDHE 1 ] TrIgsss
BREEMERIE D TR BTz,

INBRED B N2 40 mg/kg T EBED | B TIIEELRRE
MEEEIRD BT,

HRMEAREICLD L %x_ b HEIEDBIFBTRD b,

¥ Higk

UTIRTERFRIZOWTII.

B DAL L HIkT Lto
" R

i

MT;Tfﬁﬁkome
=g

FE R

B/ NER LD TR R DY 1000 mg/kg $e 58
D 3 Bl BWELR/NERLEOFEEEKX 1000
mg/kg B E-BEDHE 1 HITRD BTz,

£ DOHBIRIH 5 WVIREBEEBGZOER» S VTR

1000 mg/kg I H-BE O 1 I TIXERM 2 BFERME IR
Hohiz,

BR14 72 FA AR /B BH o BFHEAR D Z2 B {b A3 et FREE D 2 51,
1000 mg/kg B EREDHE 1 5l & M 2 T, BIEH DV
BEOH/NAZFESXREEORE 4 F L 26, 1000
mg/kg R EBHOHE 2§ L LB TRD O,
FIREFICAON-HIRFTRICHEE T3 LB bhiz,
RalE 2374 5 7= 1000 mg/kg ¥ 5-BE DO HE 1 ] TIIEREK
ROSKRPBHOLNT=, BME LD ARA LN
1000 mg/kg R 5B DHE 1 Fil TITBM Az D 5 B & R
NRDLIT,

BE&ENL LT 1000 mg/kg ¥ 5B D | #i] TIXEREE
IRPRIEMEMBLIRE AR bz,

AR OFMEEEN L7 1000 mg/kg EREDHE 1 FilT
BRMARRFTEERSRBO O, £72, BREOR
REEPL ONT-AREOM | 5l TIXEMARBRE OV
LANRED LN,
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8. £

TYA v CC5? 28 BREIRKER D EZMHER% 6 B# D Sprague-Dawley % SPF
7w b (Crl:CD(SD), 1 B¥#fmES 6 XX 12 0C) Z FAWVWTER L1, #EEI13 0 (0.5 wv%
AF LT —ZKEER : ABBEE) . 8, 40, 200 X T* 1000 mg/kg/day & L., 7=, %t
FREE L 1000 mg/kg B EHDO—HOMME (1 BMERES 6 IC) IOV TITHREMMKRTE
2BRDOKRELME 2R T, EHEEOFHEEZREFT L,

—IRE, ML —BREBEOBERVEATREFE IR N1k,

BEERRE T [E1E 2 812 HBARINE O B E 2% 1000 mg/kg B E-BEOHETH L2,
TEEREETHY, 5 4BIZITRBO LN TV RNV & HBREEDOL(L L HIk
L7,

BREEHETIX, EE2EICHERLESE 0~60 5 DRIEME DO EMEIS 1000 mg/kg 15
HOMTHLNEN, T<RELZZLTHY ., 105RRBOREMEICEFIIRDONT
WRWZ E N BREEOE L HIM L,

FEETIX, BREHEPITEMED 40mgkg L EOBREROMBETAHA LN, KEEHEMNE
LIEEZ L, BRUEREORENEDNZ, £, 8 mgkg REHOHE THREH
Mzid L TURERRARD o, T<BRELETHo, 28, BEEMMGT L
{EfEAS 1000 mg/kg B 5-BEOHETEIE | 25 14 B, HTHEHE 1 BiZAxLNT-2, K&
BB IMERE & b PR L ZR R BEESRD LN,

BEEE T, B5HBFIEMED 40mg/kg L EOREFHOMETHL LN, HRYE
BEDEENEDN, 28, BEHABH LKA 1000 mg/kg HE5HEOH TEE 7 A
ICHONTZHEIE 14 BIZIREERA LN TWRWNWZ b, BRIEENRED bR,

RBETIE, &5 4 BIZBKEDEMED 40 mgkg LLEDREFHEDOREL 1000 mg/kg
BEBHEOME T, REDIEMED 1000 mgkg BEHDOHETAH LN, HRHEHREDEEHN
Bbivic, 2B, ITNOOBRLIIKREIZL Y, WTFh biEE L, EEENRD b,

MRFRETIE, BEHRKRTRIZZ 4 7Y ) — TV EOEIEN 40 mg/kg LA LD
EHOBETHLONIENIKBELETHY, BEELOREENRLW ENL B3R
LB L2, £z, T be B URFOERED 40 BT 200 mg/kg REBORET,
~NEZnbtrElav b2 Yy MEOEMEROMBARMERROKEA 200 mg/kg #5858
DT, BiZ, BOMKRESRROEHICBWV THBEEROKEAD 40 & U200 mg/kg &5
HOETAHLNEDS, WTRHRETHY ., BEEARETRALRTWH VNI 2D
BREDOE(L L HMT Lz, 2. EEHBET RS L ROLEREOKE & BRMERRD
EMEAS 1000 mg/kg GO T, M/ MREDOBEMED 1000 mg/kg HESBHEOMET, FiC
HIERESRIZEBWTY U BREROKME L FHERERBOBMED 1000 mg/kg HEB
DEET, FERIREROKMED 1000 mg/kg B EFHOME T, FHBEDER TIHFERE DS
fE2S 1000 mg/kg REHDHETH LN, WTHLOEML T BRETHY . RE5HH
RTERIZIERDONTWARNI EnbEBREDLEL & KWLz,
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MREFRETII. REHBETRIZY VIBEEOEMEDN 40 mg/kg EFDOHEE 1000
mg/kg B EBOMRE T, BEMBEAA 200 mg/kg BREHOHET, BaLXTo—1L0E
fEAS 1000 mg/kg R E5-FEDOMEBETH O, WRHEREIZ L 2FB~OHEN TR I N
oo 2B, THODOEMIIARFEIZEIVERL, BEESRBD LN, ToM, B5H
& T BFIC ALT OIEMEAS 40 mg/kg L EDOBEEFEDOME T, ALP O{XKIEAS 40 mg/kg &5
BOMEL 1000mgkg BEBOHETHALNEN, WTFhLILKBRETHY, BELTE
THEINDEETIHRZNWZ &hD, BEETIIARWEHE L, £z, EEHBKT
REIZ AST R OVALT OFMED 1000 mg/kg MEHDOHETAHALNTZA, WTFhd I B®E
ThHY, BEHBRTRIZIIRD LN TWVARNI 2D, BREDOE( & HIlF Lz,
B2, AV U LDOFEMED 1000 mg/kg B EFHOBETH LN, MMOBMHREIZITELN
2, BEHBERTERIZIRDONTWARWNWI E L EREOT(L LT LT,

FREFRE T, REHHKTRICHBICBWCTHEYERDOFEED 40 mg/kg LA LD
BEHEOMEL 200 mg/kg A EDOBREFHOM T, HMBEFHOREIS/NES.OEOFHE
R340 mg/kg LA EOBEBEOMHETH LN, IBRMEREDEEN TR ENT-, B,
EIEHARAE TR T % FFIBIC BV THRBERE IZ/NEF O O FFAEAE K28 1000 mg/kg
BREHOHETHONELOD, RERICIVERERVHEEIIZR L, BESESED LN
Teo Ez, BEHMKRTRIZERIZBW TEMNEROKMED 200 mg/kg LA LD k55
DHETRD Tz, 2B, EEHBKRTHCRER X < BEELRD LN, 20
fit, FEERTIIREH 5 W IXEEHBKTRICESEROEMEAM, OB, R,
FROIREIC, A EROBEMESRM, L. B, BREURE LA LN,
INOLDOEMITNTNOGEEOEMBIMHI SNz LitkoT- 2RME(ILLEEZ N
7o BIFIZOWTIIR EHMME TRICHEGEROKMENEHRMEREH OB L 1000
mg/kg B EHOM T, HMEROKMED 40 mg/kg BREBHOHET, $i-. EEHEKT
REICHEXTEEOEMEMN 1000 mg/kg MEFHOHETHOLNTZE, WTFR L I<BETHY .
BEAONIBEOETHD I ENLBREMEOE(L LM Lz, Biz, BB TIT.
B’E5H 5 WIXEIESFRTRICEBOBRBEOHRUER VD S I8, BEORBENA
BE. BRO/NEL, siBORBEORERRVRE OREENL NS, W
NOEHEOHBRRRZ ENSBREDOE(L LB LT,

ULDHER, 7TV A4 97 CCSDEARBREBTICR T2 ERERIT, L LTHET
FRERVEBEROKME L FESEBREICEIT A/NERLEFREEX, # B

HXEEOE(ND, HHELD 8 mgkg/day HEESIN, 2B, WTFROELBIK
KX 2EEERRD NI,
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3. EH

ENFUN TTv I T OERRREEFREORFRERNTHD, XRXIF7
AH Salmonella typhimurium (LAF. S. typhimurium & #3) TA100, TA1535. TA98,
TA1537 B ONKAB®E Escherichiacoli (LLF, E.coli E#&3) WP2uvrd Z FHWT, A5
EMET 2B EROREEELLRVIBEDORET T, A rFaX—Ta VKK
LV E LU, 28, BRYEOBREIZII YD AF VA NLEF Y FELT., DMSO & Bg9)
2RV,

BRI, 19.5~5000 pg/plate DEFA RV BENBHE CHERERBL E R L7,
ZOMBEIVARBRIL, £BFHER2 R LUEREAEZESHEL LT, REHERLL
PR E D S, typhimurium TA100, TA1535, TA1537 ROMREBHEML T 2BED S
typhimurium TA1535, TA98, TA1537. E. coli WP2 uvrd \Z-D\ T 2.44~78.1 pg/plate
DOEHD 6 A&, REEEIL LRWEED S, typhimurium TA98, E. coli WP2 uvrd 12
DUNTIX 9.77~313 ug/plate DEEFED 6 AETEM Lz, 2B, REEHLT I2HE50
S. typhimurium TA100 (Z2OWTiX, £FHEZ R LIEGAETCOLRREEZHER TS
728, 2.44~313 pg/plate DEFHD 8 HETEM L=,

) #BHEICLITBEVER

FEBRMBEIZ L D7V — b LWL, RENEEEOFEIC L2 DLT, WTho
AEIZBWTHLRO LN o7, o, REBRYWEICL 57— b EoFaE, R
FTEHEIL LRVWEE D 39.1 pg/plate BL B, REHEMAL L7256 D 78.1 pg/plate 2L ET
WD b,

2) AEEHEE _

EEREMELAOCTHICH T IEABTHEELZBE LILER. AHEEEL2WEED
S. typhimurium TA1535 @ 39.1 pg/plate LA b, REHNEMHAL L2R2WEE D S, typhimurium
TA100, TA1537 R OMREHEMAL L72B A O T X TOEBKD 78.1 pg/plate LL L, RBHE
ML LR WEE D S. typhimurium TA98, E. coli WP2 uvrd @ 313 pg/plate LA ETRRDH 5
iz,

3) BEREEREan=—% _

2EIDOEFRBRBRE bIZ, REEEN LIZHE D S. typhimurium TA100, TA1537 123\
T RMUERED 2FULEE R AEKFHNLREREE o =—HOEMARD &1,
BEMZR U, E£o, RENEMLLRVEE D S gphimurium TA100, TA9I8 IZH\>
THHERFHILRERERE D o = —HOENBRD v, S. typhimurium TA98 D H &
REARBR L OARRR 2E B CIXRESRED 2 F EIC#Bm Lz, i, BERERE
o= —HA R RED 2282, BERAENR® ONIERKRIC OV THIEMEEZ K
Dl A KT 2459 (Revimg) & 720 | KEBRHEOERFEMHITFEFE IR DO L
I iz,
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ULEoRBHERL Y, ARBREGETICBWT, EAX YN 7T v 771, MEK
T HERBRERBRELF TS (BiE) LHELL,
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5. HERMERUVEERBEORAR
51 HRPERVAEE
511 HERYME
208 e AT EEXSHT
£ ENFE N TTvI-T
= e 08001
CASES 3618-60-8
=
Cl
OH o
Now ¢ N
T Ld
OH
MR : 92.7%(HPLC)
THidh D4R R E
TR 7.3%
(5%, HHL LTHEEA A4 7100mg/ke. WBEA A4
1300mg/kg)
TFE 416.77
[P HFet2 L
/g FRER 2 L
ERE BB L
ECERER B L
BBIZBIT AR BEEmE
ZEME KRB TRIIESK L 2o EBRYE 2 HETICBY
THWLI-RER, MERCKEREHTR, EETDH
5 EPHERINTZGUE 1),
VSRR K REE
DMSO ; 50mg/mL IA £
& ME =R
RIFIRE 5 77 8 F (B S BF 32 BT 2008.11.13~2009.3.3 ; 14.9~
28.6°C)
EH KRB THROBREIL T N TREL~RA L,
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[

S. typhimurium TA1535 ¥
E. coli WP2 uvr4
S. typhimurium TA98
S. typhimurium TA1537 s
2) REOHR
REHEMHEAL LR WHEET -, REEE T 256813T+1& L, ZhickT Ttk
%t BB (Solvent Control)% [SCJ. 145t FB(Positive Control) % [PC] . #RBRWE LR % B
EoRnEanolly, 121, 3] - 0EFZEZZEDOEDO < —H—CTREHBE L. #A LT,

M

7/

St

6.4.2 HItEE

) ==2—htJx=r b7 X No2 HER 10mL 2 ANTZBEE » L FRRBRE K
EREEEREZME L CB-EBER L S. typhimurium ¥ TIE% 20 pL. E. coli ¥R
TIX 10 pL R L, A% OEBRBIRIIFEEL,

2) SRBREREZEE L LFRRBRE 2 REERME (COOL BATH SHAKER ML-10
PU-6 BT, # AT v I lAEr) Tky ML, Fu s F A58 L v aTkss
BRAAE T 4°C DAKRIBHPITHLE(6 B 30 73) L7218, 37°C IC B R4 9 BRRIATIEE L
770

3) BEEKRTRICEBHROWREESLF P Z VAR (Miniphoto 518R. AT v 7
BEREH) THIE L, 2B, BRBRIIERE TERETICHESR L., ThFho
EHROBMEAER AR I IR LT,

£3 BHROBEEEN—Y

B #(cells/mL)
[ S —— - -

FERERR AFER 1[EH AR 2E B
S. typhimurium TA100 4.48Xx10° 5.35%10° 5.59x10°
S. typhimurium TA1535 4.91x10° 4.89%x10° 4.98%x10°
E. coli WP2 uvrA 8.14x10° 8.09%10° 8.13%x10°
S. typhimurium TA98 5.66X10° 5.55X10° 5.68%x10°
S. typhimurium TA1537 3.09%10° 3.10X10° 3.01x10°

6.43 AHBRAEDHRTE
ARBRORBAERLRET D720, 50 mg/mL OWERIEZ AL 4 T4 BEFR LIZE
5 F& (19.5. 78.1. 313, 1250, 5000 pg/plate) Z#H\, AEFERR L EM L7,
B, AERTHBROBELZE LITRLE,
ERTERROBRE., AEBRYELEIZ I 2EFTHRER., REHEELL2VWEED
S. typhimurium TA100, TA1535, TA1537 RUMRETEMEIL LTZBE DT X TOREKD
78.1 ug/plate LA £, RBWEMEAL L2 WEE D S. typhimurium TA98. E. coli WP2 uvrd @
313 pg/plate LA ETRD b, 2B, RBENEMHEIL LARWEE D S. ryphimurium TA9S
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B ORBHEMAL ULT2BE D S. typhimurium TA100, TA1537 128\ T, BHEXRED 2
L LR ERERE o =—KBOBEMBPRD Nz, £-, FERYEICLD7
— F EoRRIE. REEHELEOFECL2DLT, WTFhORAEBIZBVTHLRLLN
Rdxole, £z, KEBRYWEICL 57— EoBFGEIR. RENEHELEOFETH» 1D
59 78.1 ug/plate LL L TR bhiz,

DS, ARBRORBRAREIL. £FHELZFLEEKERAEZESHEL LT K
HHEMEAL LIRWEBA D S typhimurium TA100, TA1535, TA1537 R OMREHEMHE(LT S
BE D S. typhimurium TA1535, TA98, TA1537.E. coli WP2 uvrA 1Z-DO\V TX 78.1 pg/plate,
RETEMEAL L2WEAR D S, typhimurium TA98. E. coli WP2 uvrd {Z-DV>TiX 313 pg/plate
EENTNEEAEL LT UTAL2 CSBEFRLZF 6 AEELRE L, 12,
REHEMELT 2B E D S typhimurium TA100 12OV Tid, £FHREZ R LEEHET
DERFMEZFHERT A7, 313 ugplate #HREAEEL LT, LLTAK 2 T7EERAIR
L7t SHERRE L, 2B, ARBREIFA—AHET2EER L,

6.44 TL— ¥
WY E N, RESBHEETBERSBEOWTIIZONTYH, AERERRT
24, 2EHOEARRBRTCIEI KO L— N2 HWE,

6.4.5 REIBIE (TLAoFaR—-avik)

1) WBE LA RREICHER Lo gBRiK., BESUIGMEST RS % 0.1mL AL, 2
WCAREHEME(L L2 WEA13 0.1 mol/L V VEAREER (pH 7.4) 0.5 mL %, HHE
ML T BB AIE SIMix 0.5 mL #2728, TNEhO/NRRE ICEEROREE
% 0.1 mL 2% 7=,

2) NRBREEZBEHEZ T ICITCT205MREL 2B LT VA rFaX—al,
TRITAS CIZBRBENTWD by T H—%2.0mL M BEE, /AT Va—
AEREHREICH—IZER LT,

3) EFERRL LT, #AMLAEEHAEOHERIK 0.1 mL RS L7z SOMix 0.5 mL
EENTHABRREICIY., 2 by 77 H—% 2.0 mL AR IC&RNT IV
O — ZABRRPHREHICE —ICEB LTz, 2B, b 1)3)0—EDOBRMEL, £
AR R B AT T CFER L 72,

4) BTN a—REREREMCEB L by 7V —PE L2 & 2RER L,
BN a— RERERE#MZEIIZLTA rFaX—Z AR, 37°C THE
R ERER TIL 48.5 BFfE . AFER 1 [0 B CliX 49 BRI, AR 2 [B1 B Tl 48.5 B
EELRE,

5y R FL— N EOBRBRWEIC L ARBROEG R LR, RS

L72WiEE @ 39.1 pg/plate L B, RENEM(L L72BE D 78.1 ug/plate LA L CTEE

BRDONZH OO IR EE N 2oz -O BEan=—h v ¥ (2

0 =—7 77 AP —CA-11Dsystems, VAT LV A = AEXewt) 2HWTE
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¥ (HFEMIE, MIEME : 1.21) Lz, $i2, EFEHREL AW CEBTHRECFE
»BELZ,

6.5 HERE

RO ELEROEREZE T =— YR BRERERE o =—$ (RRIEMRE)
HLT2EULELRDHEMZTRL, HEKCHERUOFRENSRDONTLHEEH DV
A2 HBRIGHEERERVWEETHOo THHRERERan=—Fo 20 EL R
L¥MeR L, 2EOARRRTHRENBOONCEEIIHBELHET S L E L,
2B, WERBRICOVWTIE, EHELFEEREZLHE TREB L,

7. HEBR&ER

REBOEREBIR 1 ~SKEUOR1~101 R L, £, HIEHELHIER6~8ITRL
Too ¥, BUIAIFE 2. 3 XD ERR LT,
71 BERTEROHRER

FEBRHBEIZ L D7 V— b LOWTEIL, BB EOFEICI» DT, WTho
RAEIZBWTHRO bR oTz, £, FEBRWEICL 5L — 1 LoEFEAIX,
HEMEAL L2 WIBE D 39.1 pg/plate LB, RENEMEAL LB E D 78.1 pg/plate LLET
BOLI, BB, EREBELAVCCHIZNT2EFTHEZBELER. (BN
AL L7 WB A D S, typhimurium TA1535 @ 39.1 pg/plate LA B, REHHEML LA2VWES
@ S. typhimurium TA100, TA1537 R UREHEHEAL L 7ZHEOT X TOEK]RD 78.1
pg/plate AL, RENEMEL LR WEE D S, typhimurium TA98, E. coli WP2 uvrd @ 313
pg/plate LA L TR D b7z,

7.2 EREEaO0=——H¥

2EOARRER & bz, RENEMHL LZEE D S typhimurium TA100, TA1537 128\
T BEABED 2FEULE 2 AERFHREREE 0 = —HOBMARD LN,
BHRMEEZR L, £77. RBNEEE LARWEE D S typhimurium TA100, TA9I8 IZH\
THRERFHRERER 0 =—HOEMBRD biv. S. yphimurium TAIS D&
RERBRK OARER 2 B B CIXEEMBMED 2 F2L Eiasgm L7z,

7.3 REBRROMKIEN

et RIER F N EN OB OB BEIZE LT 20 L3 EREREan
=—EOEMER L, AR 2 EE ORBNEME LRWIEED E. coli WP2 uvrd DY
MXARELZRE. BYESRERUCGESBECEREEZ s o - —HOFHEIETRT
—Z OEHEBRACEHEL3ISD : JIFE 2)NTH Y, BERBREURREBECR O CHEE
DRAREDRFE LRD DN o127 0 RBRANEINTER Sz b o LB L7z,
B, KRB 2B HORBNEMEL L2WEE D E coli WP2 uvrd DBMESTREIZ DWW
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Th. BEBEREDPICEL DERELT : 39 ~ 104)Th 0 . HH LERER ORE
BRIEIC BRI 22\ 2 LA . HIEICIZEAE L\ & M Lz,

8. EE

2EDOARKER E bIZ, RENEML LIZ5BE D S. yphimurium TA100, TA1537 {28\
T EMdRBED 2FUEE R AERFRIREREE o =—ROBEMPRD b,
BHMEET L, i, REEELL2WEED S typhimurium TA100, TA98 (ZFW>
THHEERFHRERER a0 =—KOEMMBERO b, S yyphimurium TAI8 DA E
HERRROARE 2@ H CidfatadBED 2 ZU EIc#EM Lz, 2B, BREES
0= —HBRERED 2 F 2B A, BERMENFEO ONT-ERIZ OV THEMEE %k
Wil A, FrKT 2459 (Revimg) & 72 V) | AEBRME OERFHITEFITHNbD &
S,

UEORBRERLIY, ARABREETIRBVWT, =XV N TTv 770, MEIC
X OEIRBARERFRELET LS (B SHEL:,
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72, No.3, pp.979-983, March 1975.
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