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iR E O HIE (TA) i1, 28.9 pg/mL TiX 1.5%, 19.3 pg/mL THX 0%, 12.8 ug/mL
T 0%, 8.56 pg/mL THX 1.5%Z TR 5.71 pg/mL TiE 1.0% ERMEOHEEETH D 5%
RFETHof7-H, BHELHELE,

BB, BEFBEIBVWCHIRAFEERFOLRAFIREOHEREAIZH D |
NHABRKFOEZE (Attached Data 3) LR Th o7, B, BBHEXRBIECBWT
E LWREFEEBEREOERLRD b  TOHRRIIEHEOHELZENIH - =,
- T, RRIIBEIIER SN EELZ BN,

4) REEHMRE

BHEE (ZEE) o HBET, 28.9 pg/mL Tid 0%, 19.3 pg/mL T 0.5%. 12.8 pg/mL
TIX 0%, 8.56 pg/mL THE 0.5% K& 0 5.71 pg/mL TIX 0% EEMOHELETH D 5%
K THolmimh, EHELHELE,

R, BEMSBECBVWTIHRACKENETOHREIBREOHEREENICH D |
XA OE R (Attached Data 3) ¢RBRTH o7 Z & HRBRITEIICER &
hi-t#Ez65hi,

25

26



M-1309
8. EE

REEAERBROBR, REFEERFTO—DOBETHLIX vy v TEEE LV
BEEEEETAMIEBOHIEE (TA ) T, WThoEEIEWTHEREDHIE
BETHD SHEBTHoT=, e, BHREMBOHBEEED., WThoOBECE
WTHREOHIEREETH S 5S%EB CThHoTz,

ETORBEIIBNT, BEMBECRRAKEERELF T MR UERED
HBBRE T S%RG T, BEOHELZENIIH -7, TR LT, BHESRETIE
FLVWRESEERTOFERBRBD b, k. REAEERFABROERLEEICK
WT, B REOREBEBERTEHREDY, HBEROETREILLATRREVVEL
LD &b MO BYER R E ~ DR MER %4 hypersensitive 72 IRIRIZH o 72
EHRESID, LAl s, BEMSERERVCEBRDELEF TIIEREFEERTEHE
EIXRMEO®BEANICSH o 7= = & R UUES M hypersensitive OB BT, #55%
FNBEORAMEESET ) underestimation SND3 Z 1IN EBZ NI I LMD,
BEBRYWEOREFHEEREEREOEMIZIZIME L 2< ., RBRIIENICERmS L &
EZzxbhi,

ULDFERNL, B-7oBERF L BEARBREF T TREAEERETRUR
BAEENEFEIFR LV EER L

26

27
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Table 1-1
Cell-growth ratic in the celi-growth inhibition test in cultured Chinese hamster cells treated with beta-

Bromostyrene
[Short-term treatment: +S9 mix]

Cell-growth inhibition test

Study type | Treatment and | Cell-growth ratio Observation®
59 | time | Concentration | Plate M ”~ Condition of Color of 7 Pref:i)gitafgg/_Cryst_qlsﬁ B
mix | () | (ugml) | 1and2 M ] oo medium® D |2
' 100 ¥ - - ) -
0 (NC) e 100 - - - -
49 ++ - - -
145 |- 6 | a
37 4 ++ - - -
24 +4 - - -
289 |— 33
37 ++ - - -
12 4+ - - -
578 }M—— 3
12 ! +++ - - -
L
+ le1s| 3 | s |2 6 t+ - - -
E .12 +++ - - -
a7 0 ded+ - - +
3 231 |—— 0
& 0 +++ - - +
463 |—3 6 ) - + +
12 g - + +
0 g) - + +
25
’ 12 6 g) - + +
1850 12 13 ) - + *
12 g) - + +

Concentration of 50% cell-growth inhibition : below  14.5 ug/mL

NC: Negative Control(DMSQ)

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 coniro! value.

c) Condition of cells was observed at the end of treatment.Color of medium was observed immediately after addition of
the test solutions.Precipitates/crystals were observed l)imrnediately after addition of the test solutions and Zat 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 approximately half of the surviving cells.
+++ : There was discontinuity among most of the surviving celis.

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 1-2
Cell-growth ratio in the cell-growth inhibition test in cultured Chinese hamster cells treated with beta-

Bromostyrene
[Short-term treatment : -S9 mix]

Cell-growth inhibition test

Study type | Treatment and| Cell-growth ratio Observation®
S9 | time | Concentration | Plate M - Condition of Color of o P;_qupi;gtj:s/grystgl_§f)
mix | (hr) {pg/mL) land2 |20 (%) cells? medium® 1) 2)
100 ¥ - - - -
0 (NO) 100 100 - - - -
71 + - - -
. — 1 _ -
14.5 - 7 . - - -
: 57 ++ - - -
28.9 57
57 ++ - - -
71 +4 - - -
57.8 42 57 " - - -
Q
- |e18] 3| 116 14 14 o - - -
5 14 |} ++ - - . -
= 14 44 - - +
& 231 0 7 +++ - - +
0 g) - + ! +
463 |—— 0
0 g) - + | +
925 0 0 g) = _* +
0 g) - + +
0 g - + +
1 e 0
830 0 i) - + +

Concentration of 50% cell-growth inhibition : 67.3 ug/mL

NC: Negative Control(DMSQ)
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 solutions.Precipitates/crystals were observed ”immcdiately after addition of the test solutions and ?at 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.
4+ : There was discontinuity among approximately half of the surviving cells.
+++ : There was discontinuity among most 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.
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Table 1-3

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

Bromostyrene

[Continuous treatment : 24hr]

M-1309

Cell-growth inhibition test

Study type | Treatment and{ _Cell-growth ratio Observation®
S9 | time | Concentration | Plate M o)) Condition of Color of P{EE?P}}?}?%Q?}TS@FB -
mix | (hr) (1g/mL) 1and2 [0 (%) cells” medium® 1) 2)
100 9 - . .
0 (NC 100 - - -
(NC) 100 - - -
59 + - j
145 — 59 — —
39 + - -
59 + - -
. 5 —
28.9 <5 9 " - -
59 3 ; ;
578 |— 59
59 + - .
]
- |20l B | 116 |2 0 it - -
E 0 . +++ - - .
7] 0 TOX - +
& | ! 0 0 TOX - +
463 0 0 8) * t
0 g) + +
0 g) + +
25 0
? 0 g + +
__.(.)_ g) + +
1850 0 Q P " "
Concentration of 50% cell-growth inhibition : 66.7 ug/mL

NC: Negative Controi{DMSO)

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 solutions.Precipitates/crystals were observed “immediately after addition of the test solutions and Pt the end
of treaiment.

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

30

: Most of the cells were attached to the surface of plates and their shape was normal.
+ 1 There was discontinuity among a small number of surviving cells.

: There was discontinuity among most of the surviving cells.

: Most of the cells were peeled off from the surface of plates or died and there were almost no surviving cells,
: No changes of color
: Absence of precipitates/crystals
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Table 1-4
Cell-growth ratio in the cell-growth inhibition test in cultured Chinese hamster cells treated with beta-

Bromostyrene
[Continuous treatment : 48hr]

,

Cell-growth inhibition test

Study type | Treatment and | _Cell-growth ratio Observation®
S9 | time | Concentration | Plate M o) Condition of Color of Pfi‘%ifi}ﬁte?/crys_tili?_.___m
mix | (hr) (ug/mL) land2 |V o0 (%) cells? medium® 1) | 2)
100 ¥ - - - -
0 (N L 100 | — R Y
(NO) 39 - - - -
84 ++ - - -
14.5 0 80 = - - .
69 ++ - - -
28.9 61 63 . . - .
69 ++ - - -
57.8 |— 65
7 61 ++ - - -
v
- lago| 3| 16 |—L 7 Tt - - -
= 7 v bt - - -
@ 0 TOX - - +
s > 0 0 TOX - - ¥
0 g - + +
463 {—— 0
0 g) - + +
0 g) - + +
25 |—-- 0o |- -
925 0 £) - + +
i
1850 |—2 0 ) — SN S
0 g) - + i +
Concentration of 50% cell-growth inhibition : 72.9 ug/mL

NC: Negative Contro}(DMSQO)
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 contrel value.
¢) Condition of celils was observed at the end of treatment.Color of medium was observed immediately after addition of
the test solutions.Precipitates/crystals were abserved “immediately after addition of the test solutions and “at 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 approximately half of the surviving cells.
+++ : There was discontinuity among most of the surviving cells.
TOX : Most of the cells were peeled off from the surface of plates or died and there were almost no surviving cells.
e) - :Nochanges of color
fy - : Absence of precipitates/crystals
+ : Presence of precipitates
g) Condition of cells could not be observed due to severe precipitate of the test article.
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Table 2-1
Cell-growth ratio in the chromosome aberration test in cultured Chinese hamster cells treated with beta-

Bromostyrene
[Short-term treatment : +S9 mix]

Chromosome aberration test

Study type Cell-growth ratio Obser\.raticm.g5
Treatment and .. )
S9 | time | Concentration | Plate Mean (% b) Condition of Color of -—-—_%)_r_?c_lgl,t?‘ti?/(,,:[ysgl_s B
mix | (hr) (ug/mL) land2 | o0 %) cells® medium® 1) 2)
100 - - - ’ -
NC) — 100 | - —- i ———
0 ¢ 100 - - - -
100 - - ; -
090 |—— 93
85 - - - -
100 - - - -
181 |—= 00 — T
< 100 ! - - - i -
h= 100 - - - -
6-18 361 | —— 93
N 7 85 3 - - -
= 85 - - - - ! -
723 | —— S5
85 8 - - - -
71 + - - -
145 |}—— 78
85 + - - -
100 - - - -
— 0 -
PC 100 10 - - - -

NC: Negative Control(DMSO)
PC: Positive Control{cyclophosphamide : 14 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 ceils was observed at the end of treatment.Color of medium was observed immediately after addition of
the test solutions.Precipitates/crystals were observed l)immediate,ly after addition of the test solutions and at the end

of treatment.
d) - : Most of the cells were attached to the surface of plates and their shape was normal.
+ 1 There was discontinuity among a small number of surviving cells.
e) - : No changes of color
f) - : Absence of precipitates/crystals
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Table 2-2
Cell-growth ratio in the chromosome aberration test in cultured Chinese hamster cells treated with beta-

Bromostyrene
[Short-term treatment : -S9 mix)

Chromosome aberration test

Study type Cell-growth ratio Observation”
Treatment and . f)
§9 | time | Concentration | Plate Mean (96" Condition of |  Color of ﬁPrTlpltateSi/Erystanl_s N
mix | (hr) (ug/mL) 1and 2 ean (%) cells? medium? 1) 2)
100 ® - - - -
0 NO |—= 100 |—- — S AL
88 - . - -
66 - - - -
723 |— 76 .
77 - - - -
77 + - - -
14, rite 82 —
3 > 77 + - - -
£ 66 + - . -
- {6-18 289 |—= 76
7 77 n i i i
~ 66 ' + - - "
57.8 |——— 70
’ 66 + - - -
55 4 - . _
116 55 59 ” - - -
88 - - - l -
P —— 94 I
¢ 88 ; : : ; :

NC: Negative Control{DMSO)
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 centrol value,
c¢) Condition of cells was observed at the end of treatment.Color of medium was observed immediately after addition of
the test solutions. Precipitates/crystals were observed Yimmediately after addition of the test solutions and “at 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) - : Nochanges of color
fy - : Absence of precipitates/crystals
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Table 2-3

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

Bromostyrene

[Continuous treatment: 24hr)

M-1309

Chromosome aberration test

Study type Cell-growth ratio Observation”
Treatment and Precio Crvstals?
89 | time | Concentration | Plate |\ o Condition of | Colorof | ff?f“tat‘?sf TysiEse
mix | (hr) (ug/mL) 1 and 2 |Mean (%) cells? medium® 1 ( 2)
100 ¥ - - - -
0o noy -1 100 |— S S S S S
) 85 - . - :
71 + - - -
14.5 77 S S
71 + - - -
5]
g | 29 |37 62 + = - -
& 57.8 T 69 n - - .
28 ++ - - -
30
116 28 T+ - . -
85 - - - -
PC o 92 - : . -

NC: Negative Control{DMSO)
PC: Positive Control{(mitomycin C : 0.050 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 conirol value,

¢) Condition of cells was observed at the end of treatment.Color of medium was observed immediately after addition of

the test solutions. Precipitates/crystals were observed “immediately after addition of the test solutions and “at 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
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Table 2-4 :
Cell-growth ratio in the chromosome aberration test in cultured Chinese hamster cells treated with beta-

Bromostyrene
[Continuous treatment : 48hr}

Chromosome aberration test

Study type Cell-growth ratio Observation®
Treatment and . f
89 | time | Concentration | Plate ||~ Conditionof | = Colorof | Precipitates/Crystals™
mix| () | (ugmi) | 1and2 {Mean (%) cells? medium® ) 3 2
|
100 ® - - - .
o = 00 |- . S P S
0 (N 118 ! i - : -
90 + - - -
145 |—=— 3 —
90 5 + - - -
5]
2 | 289 |7 78 * : - :
| 480t & 81 I : : :
Z| 578 50 78 : - . -
116 |—18 21 th . - S
27 ++ - - -
99 - - - -
22 1
PC % 9 - - - -

NC: Negative Control(DMSO)
PC: Positive Control(mitomycin C : 0.050 ug/mL)
a) The plate in the negative contro] group was regarded as a 100% growth.
b) The mean showed as a growth ratio against the negative contrel value.,
¢) Condition of cells was observed at the end of treatment.Color of medium was observed immediately after addition of
the test solutions.Precipitates/crystals were observed 1)immediatel;,r after addition of the test solutions and “at 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
fy - : Absence of precipitates/crystals
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Table 2-5

M-1309

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

Bromostyrene
[retest: +S9 mix]

Chromosome aberration test

Study type Cell-growth ratio Observation®
Treatment and . f)
S9 | time | Concentration | Plate o] Condition of | Color of Precipitates/Crystals
mix | (hr) (ug/mL) 1 and 2 |Mean (%) cells” medjum® 1 2)
1009 2 - : :
o | 00 :
0 (N % 1 - - ) -
59 - : - -
1.69 |—= 99
99 ! - : -
99 : - - -
254 |—=% 9
99 ’ : : : :
133 - : . -
381 |—— 4
133 B - - : -
(&)
S | 571 % 134 * . - -
+ |618| & = - - - :
3 5 — 9 = - -
g | 80 99 ’ + - - -
66 + - : -
2, _— 3
12.8 99 5 + - - | -
66 ++ - - | -
193 |—— 6 -
66 6 ++ - - | -
33 ++ - R B
289 |—3 33 o - R
133 - - - i -
s 2D 4 |- . — —
P 133 13 - § 3 l N

NC: Negative Control{(DMSO)

PC: Positive Control(cyclophosphamide : 14 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 solutions.Precipitates/crystals were observed l)immediatcly after addition of the test solutions and “at the end
of treatment.

d -

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

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

: Most of the cells were attached to the surface of plates and their shape was normal.
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4. EH

Sprague-Dawley & SPF 7 > I [Crl:CD(SD)] #HW\ T, B-7 =ERXF V/@}ifﬁ&'“
Bz k p @it e Z o[t 2 BE Lz, &5 8I1E 0 (a— 9l - xHIREE) |
1%&memgmmwkb\%H%ﬁ@%ﬁﬁm&%Lﬁ¢1%@@%@@%%%&
W 500 mg/kg & 5-FE CHEMES 12 DL, 30 & TN 125 mg/kg B G-8E ClERER- 6 P& L7z, =
DY B, HREEOMERES 6 61 K& O 500 mg/kg % 5-FEDHE 6 61 & 5 FIZ >V TiE, 28
A #5552 HERE S w7,

500 mg/kg H GREDOME 1 B35 3 BICHELE Lz, WEZMAICBIT S A2k s
L TR MAERE A B O 7K & i oo KA e & RO R o> /N E Hoo P
Wl dolg ENRD BT, FERITHA L TIE o7z,

—IRRE Tl B 5-BAMA HIZ 500 mg/kg & 5-H O HERERH] T B HEB) O 3RO
BTz,

FER A — R BE TR, 53 KON 41T 500 mg/kg #EGREDOMERE TIRIEN B S
o ZOZEABITRIEIC I VIER LT,

RE Tl H5HHIZ 500 mg/kg £ 5-8F O i CICEME R 23580 Hiviz,

B R Tl BE5IHIC 500 mg/kg $5& 5-FE D MERE CIAENFR O B 7,

PRIGA Tl 125 mg/kg YA L O GEEOIE TR E O EE & =% EDORAE A, 500 mg/kg
BEREOMCIREOSMEN., 72, RIEIZB VT 500 mg/kg #% GO MET/NHE LR
HIRR O BB O FEBIAEE DB NFED Hiviz, THHOZBITW T HRIEIZ X 0 1
KL,

MEL MR T, 125 mgkg DL EOFGHOM TlRa L AT a— 1t U VIREO
EAE2Y, 500 mg/kg # GREOMEME CTRIZABBEORMEN, BETT LTI L mEY >
DOEfER, METHRY 7 VBT A4 REEBOSHEPRD LT, Zib OEBKITIKRIEKIZ
I VIRIEHE LT,

REFRR A TIL, FIIC BV T, 125 mg/kg DL o 58 O MERE THExH & D VWA
KTEBEOEME, 500 mg/kg & 5HEOMERECRIRAIIZ KA &R N EEH O
FRHIIRAE R ASER D BTz, BBV T, 500 mg/kg %57 O MEME TRt 3 5 WA
KTEBEOEMD, AT 125 mg/kg L L O G-HEOMETHRAME b BHE o f i
/MDY, 500 mg/kg B H5-BEDHETIRMIE ZMENTRD Hiviz, HIRBRICEBW T, ks
AT 125 mg/kg DL E DO G REDORE L 500 mg/kg $5¢-5-1F O I TR _E B2 MDD JE K A3 FE
Doz, THHDOEITWDTIHIRIEIZ LV IHKD D WITHERE L 72,

U EDOFERG, B-7 vEATF L OARRERSEM T2 T 2 EE RS ITMRE L H 30
mg/kg/day ThH D EHEE ST, £o, A ONTERITOT LS AL PERTE D b vz,
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6. HEMHRUAE

6.1 WERMERUENR
6.1.1 WERME

PRI TR NS KV A L7e, MRBRICHE T L e E oo v

REB. MEZIIKROEY TH
4R :
Y4
CAS &=
AN L
oy M
1R
i
ANF&

PEAR
thE
CIPAN
2 ENE

RAFTTIE
PRAF T

B FoEE

ﬂfl] E)

Do ETo. MBAMGEZIRTER 11T LTz,
B-7HEAF L

B-Bromostyrene

103-64-0

Cs¢Hs;CH:CHBr

TEYUC

183.05

99.6% (GC %, cis-trans-I&H5H)

500g (25 g% 20 AK)

B 0% IR R

1.42

120°C

YRR E TR, BROE O 2\ RZiEH T
HPLC HEICKVERML, ZETHDH I Lol LT,
(A& EE 2)

sk (EHEME : 3~9°C) | Y. BhIE

G ZET PR B PR A =8 e OV 1 MR ZE B
E i

~ A7 FREERT D,

I NG T e OVE B D KSR & AR UL s B OV
LAl & OBl 88T 5,

WERER 1 g fRFRELE LTRIF LT, £720 &
HWRPORENZHERT 5720, H5ZOKEITE
TBR-7' BEAF L (Lot No.TEYUC) 2 E MEakBr (B
Bad s A-2153) ~BE LT,

) RBREEETIISONAIC NS TTEE LTV, BRI T E2 Lol

6.1.2 K
2
Ry b S
L Sex
PRAFIT 1A
AT

= — i
WKJ3948
FOBHE T bR 2 4
et

HESGHIIEAT 26 1 AT e E R =

11
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6.2 HREZROHFH

DL LB EOWBRYE 2 EMEICERIL, 2 — M CTHAIR L T 6omg/mL ik (K
R . 25 mg/mL iR (FHAERKR) KO 100 mg/mLiE (FHERK) ZH#H%L
Too WRBRUKIZOAE 1 BILL EOSEEE TR L, FHE% 8 B ELNITHEA L7z,

6.2.1 BEBRODRERE
BEHHKIZ 1 HOMLEST OB HTEL., HHKEE AT (BEEN. FZHME
4~6°C) |ZEPR1fF LT,

6.2.2 AP TOREM

AYERE D 0.5 K200 mg/mL ARIE (BEAA © =—2h) 1, W7 (WsJEN,
1~10°C) T 8 Hfl, TDHR=IRT 24 K ZETH D Z & 2 HRASHARY U —F &
VB —HESGAESET CHERR L7 GRERE 5 © A-2109, IRFTEEL3) &

6.2.3 Y DRERER
BHE1EE A EOBRGIZHN D FREOHRIKIZOWT, ZOREZHRA SR Y
U th—Ft o & — MlESGHZERT C HPLC 2 AW THER L7, £ ORER. RAEICK
T HREDEIEGTX 97.8~104.0% (FFAHFH : 100£10%) TH Y, Wb FFAHIAN
Tholze (REER4KDS) o WTEOBEE 2 RIZRT,
1R 72 ) OEREURE K O B &

1A (10 mL)
HE T S B : B-THEAFL
HE S GAR EY E
s : B-7mEAF L
1y b E S : TEYUC
(EEIRrS : M (MR, ERIME - 3~7°C) | #EE, BAE TR
1
HE S
HPLC 514
VIRTANN : L-column ODS (4.6 mm I.D.x150 mm, 5 um,

W E N G A AT 22 )
717 NEIRAE R E IR

40°C
HPLC B #EhfH
ES 2 B4 *
Milli-Q 7k 50%
7T h=FrVU )L 50%

* . HPLC ' A7 A CIRA,
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i : 1.0 mL/min
F— 7T R EIRE
: 4°C
HFEAE : 20 puL
fik H : UV (HIE K 257 nm)
HEANE :
HEANEFF [l NEIES HEANE
1 3 YRR (AT 2ma M)
2 3 FEHeys R (EE i)
3 1 HEFE (6 mg/mL)
4 1 ek (25 mg/mL)
5 1 JEFE (100 mg/mL)

k. AEAEESHE K OVAIE FERECE OB E 1T 24 BRI DL E M L= (8
VF—va BT, A= MU 7T —RNICBIT 5 24 BRRGFER DL
EMENHER I TWD)

6.3 HEBYERUVRFOERER

FBERBRIETA RT7A42E0 Ty bEHAWERBRAMLEL SN TWDS, ZORER
WEA SN RHEDOT v MIFFENR LI MO, TREEINEE THDH Z bR
L7,

6.4 HERBYMRUVEST

Sprague-Dawley2SPF 7 v L [Crl:CD(SD)., HAF v —/L A « U N—pA &t &
KREE ¥ v & —) MRS 47080 %2 5B CAF L, ST 7 BERBE - BILERE L,
—kEOBILZE (1B/A) | RERE GR) KOG —BoREO#Z (1F) 217
W, REEINE, MR BORIE OB K OV R BB I B N DAV REEE & b
DMERES 36 D (FEREE U CHERES 24 DB, [EIfEHE S U CHEKES 1208) 23O, 6 Wi
THBRICHE U, & 5-B4h B OREFIPHIL, HET 182~216 g, M T 145~171 g TH o 7=,
L, WE - BRI R O R ER NI L 0 RA%, BTN (RE5BBO 2 A
A OEREICESWTEINEL, FHOFIRENLTELE0HEL LD L OB
Wk Uiz, EROEITIEa s Ca—2 207 ay 7 BlE kR OEELS T ED
MAEE (T ey 7 EECHLERBEZRER L, BRI BN O RS54 WIER I
FYTD) ITLVIToT, Fo, REIEWIIE G866 B ICRBAR DRI L, 25958
A

W) RABREEEICAE ., VESCUCEITMERES 45 DS T d o 1A, FERICITMERES 47 LA STz,

6.5 MEEN
I TIRE 21~23°C, FHRHEEE 49~66%., #His vl 1 Refid 10~15 8], BB 1 H 12 FF

] (07:00~19:00) OEMEFAEF = (301 5=) T, 777 v FX&FEHMEr — (W250xD
350xH200 mm : H AR — U St) THEBIGE L., 8H 1 HOMBEENOERZE

13
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i L7-, EIEEE CRF-1 (4 = 2 )VEERE T3S, 7> FES 1 080305 KON
080509) K OVl B KB /K 2 #G AORIZ L 0 B IR S 7,

6.6 B R UEE KD DREAYME

AR OIRAMEICE L QT2 a v MZOWTIHEIEAN BRSOy ¥ —
& % 3 Eurofins Scientific Analytics THrHT 21TV, F 72, FOBHKIZ DU T E Bk
iR X — RS TAGEIEICHER T 2 KEMRAEZ EHIC (F4E) 1To7, 2
oD EEHEE AF L, BRI EN 2N L el Lk, B LakFL
7o

6.7 EYMOHEINRVT—IADERT

B 13X A I B A 2 35535 U CEIARERB L7z, Ao S B 1T AT E COMITREBRE
. MERIROBERSZHL Ly —Y UL Z2 o0 -, BT, MR R OV &
T (R, R, PROEHEROIE) I24HT0F T E DT, ZO%E, 1000 D
ALIXHE, 100 DAL (0 FZME, 1 FZA4ME) | 10 & 1 OLIXEREE T & Lz, £HF
r—Z0E. BESTRIETHEA LA =YL EICHE (Bf) JLic@aniT L
TV EOF, RS, BRERKE, BE5E, . BES. FEESLOTHRTE
AZFE L7z, 72720, s —oRIEDBIEE, sk, 1) KO H B ES)&HE
HL BB TR L TR G OERERIRT 2720, 75— 7~V & B L CRBRE 5.
MR R O BREER DA E KRR LT,

6.8 KE5EK. REHARF. REEYRVEELSREE Th o 0EIRER

BIERBRIET A R A4 ANZHET | GBI A 2R L, RSHEIZ28 B & L
7o HGRENIFAEHRGRBR T RIITO TS 1R TR (7RE68) &L, |
EIFEIIFEE O 2 RET T 20 L B2 6025 28H (14 HE) &L, 2o
&G Z21ThRno T,

6.9 ®&EAHE

BHRET Sml/kg AEE L, BY 72 CEkilko&s Le (08 : 00~11
57 D) o RRRERIIIBHE (2—2h) ZREERICERS Lz, R DL o GiREIT
B oOWREZ FEHEICE T LTz,

6.10 H‘EERVZORERMI VICBERK

B-7mEAF LD O (Z—H) . 100, 300 LT 1000 mg/kg/day% 1 FEMERES: 5
PEDZ > M2 14 HERKEROESG LR | E22IE LTE, 1000 mg/kgh 5%
DOMEERB] T NRD BTz, £7-. 300 mg/kg 55 TldgsE EEICBW Tl T
JFlg O E RO SE, M TEROMEMEEO SENRO b, LT, AR
BRiCH T D& 58T, 500 mgkgr@mAREE L, LLTFAKK 4 THRLT, 125 RO 30

14
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mg/kg?D 3 HEZRE LT, ZIUTKIEEAZ A, 5H4HFLek T 7o, FRFCIIMKES 6
VE | (R Cdoet IR M Ot F BERE CIEREAS 6 DL & L 7o BRI 2 IR DK 1.1 T,

=1.BERE
e | BOR [ B OE [RBER |, B I .
m (mg/kg) | (mg/mL) | (mL/kg) EULZE= Y= B W=
e 1 6 1001~1006 6 1007~1012
St FARE 0 0 5 e 6 1101~1106 6 1107~1112
— 1 6 2001~2006
ik viic 30 6 > e 6 2101~2106
— 1 6 3001~3006
AHERE | 125 25 3 e 6 3101~3106 -
e 1 6 4001~4006 6 4007~4012
i A 500 100 3 i 6 4101~4106 6 4107~4112

6.11 BERUREDAE

FTNENEEH SN REHICBIE A AL E L7z, BB OERIZEL UL TR
DI|Y Th D,

$¢5-1 H (day 1 of administration) c T G-BHAG A

#5118 (week 1 of administration) 1B EETH

M4 1 A (day 1 of recovery) : [BIEBRAG A (FG-HIMKE T OER)

15 138 (week 1 of recovery) : [BIfE 1 225 [FIE 7 H

6.11.1 — IR DERE
BEFEYI O TR YR T E R 3 [, K51 L &G ER KOG 2 B
(72720, BREROMR R IBRGATE &G EZRO 20]) | BEGIRAEER 1R 54
*. REIRE, B ATH RO 2 EO—iRE 2Bl LTz,

6.11.2 T RREOHR. BERE. BEHARUVEBRES=DHIE

FEMI 7R — IR BEOBIZRIL, 2 TOEMIC OV TR GG 1B, =, 247G
PNV TG T R N IR R 1R L, o, HEEERE. AKX
OHIBEBEOHEIX, 2EGFIHWICHOWTERE 48 (25 25 B, MA2#%5 26
H) EOMEE 2 3 (A48 11 B) (29T 572, 7286, BIEKOREILE G OEREZHIRE (7
T4 Rk L. A T X LICEE LI IRETIT - 72,

B G BT (FRE - BIMEBIR ) oFEZe —BOREOBIZICB W TR TR O b
Rinot,
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7. FAERER

71 —i%IREE

fii#& % Table 1-1~1-3 } O Appendix 1~10 (275 L 7=,

1) BHHH

30 UM 125 mg/kg B G-REOMERE T, BIEHIM 2@ U TEF IO b ero T,
500 mg/kg & G-HETIL, M 141 (&S @ 4111) G 3 RIEC L, ZO#H)
Wcix, BB BICHSEORD BRD bR, T O%IE— BRI R I8
BINRDolz, EOM, HERERR]CTH G54 B IZ B R EB ORI DB B AT,
Z DRI EAEGFEBY TR XA LN 5T,

2) [=l{E IR
WTHOEMICENTH, FEIEHMAELC TEFEITEO bhirol,

7.2 MG RRE. HERE. EHARUVEREDE

7.2.1 M —ARIKRE

fii#& % Table 2-1~2-18 & Y Appendix 11~70 |78 L7z,
1) $5HIR

(1) #5108

F =TT 4= FRBIEICBW T, 30 mg/kg EREDHE TN S BN 0 [ OAE
REER A ST, mAEFICFERRZITRD 5 TWRN T &0 HARIEM: &
Wr L 7=,

(2) &5 2

WTHORAEHB BN TS EE TR, BB E R GHEOMERE S &t s o
MICHBEZITRBD NN o T,

(3) #4531

TR > CTOBIERIZEBW T, 500 mg/kg £ 5 REDORE 4 61 & 1 1 5] CEEEE 22 DS FR
LNV Wi
4) &5 48

FATH > TOBERIZBW T, 500 mg/kg & 5HEDHE 3 61 & M 2 51 THEEEE 72 T HEAS 52
DO, TOMIZITA—T T 4 — b FRNBIEIZEHBW T, 500 mg/kg & 5FOMET
MNH ERYEEOAERIMENRBD NN, S<KBRETHY ., F2, K5 138 F
TOEEEIFIFERFETHY AR EB R COBE LZEBEIZHEER RN &0 5,
B &l L7,

2) [EfE I

WTHIOBRAEHEBIZB W THEF LR, 500 mg/kg #&5-FF OMERE & & xHHE L ©
MICHBEZTRBD NN T,

22
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7.2.2 WEeRE

%% % Table 2-19, 2-20 K& % Appendix 71~76 {2/~ L7z,

1) #5401
WTFNOBRBEHBIZENTHRE TR, SERWERGHEOMRE L b XIREEE O
MICHBEZITRBD NN T,

2) g 2@

500 mg/kg $G-HED M T A& MBI A B2 IREARO b, &5 4 B TIEA
BIVTWRN T & BARFNE &Il L7z,

7.2.3 Eh

%% % Table 2-21, 2-22 K% O% Appendix 77~82 12/~ L 7=,

1) #5481

125 mg/kg #GHEOME CHICAEREMENRBO b iehy, mHERICFERRRZL
A SN TN T &b EFEME &l L7,

2) [BlIfE 234

500 mg/kg & GHEDOLE THIBAZA B RREN RO bz, &G 4 HICH LT
RN & BRI &R L7z,

7.2.4 BHEFH=E

A& % Fig. 1~4. Table 2-23., 2-24 K T® Appendix 83~88 |27 L 7=,

1) #5401

BHEERYVE P G REOMERE & b RTHREE S IZITFEAEICHER L. AEEITRDO N>
776

2) [BlIfE 234

500 mg/kg #% 5-HEDO I CHIEBI AT 40~50 23 ORE A Z /2B ZE D B ALTZ 23,
B 5 4 TIEHR BTV T & BAEFEME & b L7,

7.3  @&E

%% % Fig. 5. Table 3-1, 3-2 & " Appendix 89~94 [Z/k L7z,

1) $e5HIR

500 mg/kg G- HEDOMERE TG 4 HIARERE A 23580 vz, £ OMIZIE 125 mg/kg
B GREOMETEE 17, 21 X O* 24 B & &5 WIRM P OBREEINEICHEERSHEIRD L
=D, EHERE CTIRFER R ZIEA DTV RN & b EFEME &I L7z,

2) [EIfE I

500 mg/kg £ 5-EEOME TR IR OREHEINEICH B2 EMEIFEO b, i@
WHRONDREDOELTH D Z &0 HARRIE & HIlr L7,
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44



B-6354

7.4 {Efis

%% % Fig. 6. Table 4-1, 4-2 & T Appendix 95~100 |2/~ L 7=,

1) $5HIR

500 mg/kg &G HEOMMETHRE 4 BICHAERBMERRO bz, £OMIZIT 125
mg/kg F¢ 5 BEOMETE S 7, 10, 14, 17 kO 21 BT, 500 mg/kg #% 5B OMETE - 7,
14, 17, 21 XN 28 HIZHBERESENRD NN, WTINbBEEADNDLIREDOE
{ETHDZ & HAEIEME &I LT,

2) =18 IR

500 mg/kg $ G-REOMETEIE 7 LN 14 BICAERIERERRO bz, Wiivd s
WHONDRREDENTH D I &ML HE LT,

7.5 IRBRE (EKEED)

4% % Table 5-1~5-8 }2 O} Appendix 101~118 {2/~ L7z,

1) #5401

125 mg/kg LA EOBEREOMETIREDOHEZ2EE & REEOFERKMEL, FiZ,
500 mg/kg % GHEOME TR EDOAE /R @ AR Siviz, £72 . WLEIZEB VT 500 mg/kg
B GREORE 12 B 5 5, M 11 I 1B/ B RGRAR O BT AFE O S Au, 500
mg/kg & 5-HEORETXIIREE & S~ BUBEE 2NN L7z, & OMiTiE 125 mg/kg 58
DOHECEKEOA B LIKENRD L), &HER CIERBRZRZEITA LTV
W T & D AR &l L7

2) [BlIfE 234

500 mg/kg FHREOMERE & L EMEMIEA TREIIREO ONT. o, RE. BAKE
LONZEETH RS ORIICABEZITRD 6o T,

7.6 MARFHRE

%% % Table 6-1~6-6 & O Appendix 119~136 |27~ L 7=,

1) HGHIMK TR

30 mg/kg $ G- REOIEC AR ML ER I 5 B O A B /2AREA, 125 mg/kg B H5-RED M
TIEMEALE Sy b AR T FAF MO EREME 7 7V )= U BOFGERG
ENRD BT, @AERICREBEZRZLIZA BTN RN T &2 bR &l L
7oo FTo. 500 mg/kg ¢ 5EEOMERE TR M ER M SRR E O BRI, T
IR ER MG SR B OA BRI CHZR MERR O AR AR@ A0 G, v
T T<KBEEREMTHY , FRMEKBEFEICTHONREITA LN TWHRNT &b
BN LIl L7, 612, HECTHMERE 3 & 3 MERED) b HH L7 &40 8 00 R4
ICBWTHERKOAEREMESBO bNN, I<S\ERELTHY . AmEREE )
A ER B 4 SR IT AT A H AL TR T & 2 S ARFEE &l L=,

2) [RGB T

500 mg/kg FH-REOMETHMEKE 2RI W THBEEKILRO AR RKMED, HTH

24
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MERE 73 FRICB W THERIE R OFE R ESENRBO LR, WInbEGHM&ET
BRICA DIV TN & BRI ME &l L7,

7.7  MFREFRE

% & % Table 7-1~7-4 Appendix 137~148 |27k L 7=,

1) 5 IR TR

125 mg/kg UL EOF GO TR a L AT n— L& U UIREOAEREMEN. 500
mg/kg B GREOMEE TRI-ABEOE B RGN, HETEHRY VEOT LTI OF
BEREEN, TRV 7 U BT 4 REOEROAEREMENFRD v, £ Ofic)
125 mg/kg B 5-HEOKET LDH OF B 72 IKME, 125mg/kg UL EDO R HREDIET AST O
BMEMME L 500 mg/kg REGREDOHETALT &7 L7 F =0 OF BEREMEATRD S7- 53,
WL EEE RS T S EMEOZETIE RN E S mREE Sl Lz, £/, 125
mg/kg UL EOEGEHORETH N> U AOFEREMENPRD ), BE AL
EDEALTH D Z & D AR L Rl LT,

2)  [EIAE TR T I

500 mg/kg T GHEDOMET R U 7V BT A4 FOFEREMERRD b,

78 HREEE

Ji% 4% % Table 8-1~8-8 M O} Appendix 149~172 |27k L 7=,
1) &G T R

PR B 51 ;é&%z%h5WMﬂﬁm&omm_mbEMt

JH Bk : 500 mg/kg 5 5-HE D MEREI Ak J OVE B & O A E e
EES . 125 mg/kg BEREOMEIC T EREO R E 25
EAS, 125 mg/kg HG-REDHEICH X BEREDOA B2 E
MR BT,
500 mg/kg 5 5B DO MEHE T K OFE R E & O A E 2 E
ﬁﬁ\womﬁg&5ﬁ®MKﬁﬁE%®ﬁﬁﬁ%@
SRO LT,

DN e Y (A NSO LA = %@ﬁﬁﬁﬁﬂ%wﬁh%%%% TP 5. & o BN D
AT X AR cl] TR

I8
s

Jib4 : 125 mg/kg #5-HEOMEIZFE G EHE O A B RKEAFERD
bz,
JIELfek : 30 mg/kg G REDOHEIZFART EHEOA B2 IKENRD 5
iz,
Fi B : 500 mg/kg BEHREICHT EREOA B RIKMENRD i
7=,
25
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2)  [EIE IR TR
WG G2 X D LB Z BN D BN IIEICED i,
JH Bk : 500 mg/kg EHHEOMEICH EEOAE R EENR
b,

LTSRS BIZ oW TR, £ O HILRIL) b BB E &5 & OB 721k
&I L7,

N : 500 mg/kg B G REOMEIZAHX EHEO A B2 SEN RO
bz,
79  E®AR
Ji%##E % Table 9-1~9-3 & % Appendix 173~244 |27~ L 7=,
1) JELEY
&S 4111 TUL T OFT AR bivie,
iz e : IS K BT RE 358 BT,
i e : I g K B EE 358 60 BTz,
JHF ik : KAUE BB D BT,
H : i AR A B NER D BT,

2) HGHRR T
WM EREGIZL D L %x 515 B IFIRIZEE O BT,
ik : 500 mg/kg BHHEDOHE 3 B & #E 2 B RFRUEDFED 5
N,
IFIORTZBIZ OV T, TOHILRW D W TN b R E RS & O REED
IRVNEAR &R LTz,

fiti (REX&=EL) *THAREOME 161, 125 mg/kg # G-REDHE 1 BIZHT ARG
Ba@Rd b,

= : 125 K O 500 mg/kg $5-REDOMES 1 HI1IT AR H KR A5
N LTz,

SIRTNI : 30 & TF 500 mg/kg #G-REDMES 112/ N CR i)
N b,

3)  [RIE R TRy
PR ERGIZ LD B2 BN ZBRIZERD bz,
JHT-fiek : 500 mg/kg #H-HEDOHE 1 1 KA TR biTz,

26
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710 RIEBHEBFRE

%% % Table 10-1~10-7 & ¥ Appendix 173~244 (27~ L7,

1) EEEY
FIRE (O = LR &)

P Mk

JIT- ik

fii (REX & &)
TR U o N
T U i

JI9 i

H

il i
R AR
2)  BGHARRE TR

7R A TR D ZEME DT B ATz,
7R R ANAE DYLIEN RO b Tz,

MR 2R/ NIE TRLUODMEBRAE BT 7R O o SFR D BTz,

R 7R BR Ry H I & R IR DR 358 & b T,
BEP R ZEME DGR B LT,

B2 ZEAE N R O BT,

WG L OGN & AMRBE D ZE AR O b T,
B2 E OV D AN b,

B R ZEAE N GE O BT,

fEB AR DBIRDFED BT,

W E G L % &5 2 5D EALH MERED TP S OV HUIR AR & HED 238 60 &

iz,

P ik

i ik

SIRIN, S

LRI A A>T,

125 mg/kg B G-REDOTE 2 FITHERAL 250 L O JR]IE 2
HOE O It/ MDY, 500 mg/kg % -5-HF O Ik A4 | 2%
FE 72 BEE D JRAME 1 B2 A AE o i B e/ IMAR A . & 72 500
mg/kg B G- REDHE 2 B8 72 JRANE Z2ME D58 B
7=,

FIRRIZ BV THFIR DO KEUE A A 5 472 500 mg/kg # 5
FEOHE 3 1] & M 2 51 % 5 D IR OFT HLD3FR 8 B A7, 500
mg/kg $&5-RE D MEREA BB B> 5 N TS Ap /NI
DERFHIIE AR R 2338 B i172,

125 mg/kg # 5-HE DM 1 ], 500 mg/kg £ 5-HE D1 2 151
&M S FHZ AR Ao BRI B RRE D IE R 358 BT,
Z O BRI S D VIR 2R S VT

MBI DZAL &I Uz, 7235 FIRRREIC Al CREIR B ANTRD D 7okt FRBEDME 1 41,
125 mg/kg # 5-FEOHE 1 1] & FURIR T/ NEAFE O H L7z 30 LT 500 mg/kg &% 5-#E D
MES 1B DU TR ERALAR PR A (S B W) THIRR T B4 2 B350 S

27,
iU ik
=87

P ik

*FRRAE O 1 FUZEB R IRFIED LR 3FEO b7,

SEHEEEDORE 1 BT R T DAl 23580 B
72

KERRFEOHTE 2 1 & 1 1 5], 30 mg/kg & 5-REDHE 3 1],
125 mg/kg #% 5-FE OB 2 5], 500 mg/kg £ 5-FE DI 3 {51

27
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JiF ik

[HIRVAI

KBBR8 5
Ak

TH

SN

i b

3) IR TR

& M 2 BN A P AR JRARAE 23 . kF RREE O 1 6. 500
mg/kg G REORE 3 BT fE 1-FAED . *HREED
1151 & M 4 11T 30 mg/kg 2 5-BEDOIE S 1], 125 mg/kg
e H5REDOHE 4 . 500 mg/kg FeH-EEDIE 4 51 & 2 4
(RN 72 )V D FRE VLG 3 | ot RHE D I 2 451] & e 3 31
30 mg/kg ¥ G-HEOHE 1 5], 125 mg/kg & 5-REOHE 1 451,
500 mg/kg BEH-REDME 3BTRS 72 [ Ol A2 1 A3
R BT,

FIRRIZ B W TR O KA A7 5 7z 500 mg/kg % 5-
REDOME 3 1 & 2 1] 2 G DR OFTAMBFRD bz, %f
FRREDHE 1 1 & Mt 4 511, 30 mg/kg % 5-HEDME 4 1], 125
mg/kg HGREDOME 1 1], 500 mg/kg % 58 DO 2 Hij 28
o 2 TR 220 gy D 22 Ak A, 30 mg/kg B 5
ORE1F, 125 mg/kg #5HEDOKE 151, 500 mg/kg 2 5-
FEOME 1 Bl B4 & 2%, 500 mg/kg &% 5-HED
W1 BN R 7o NEERE DS . kP RREEDIE 4 51 & i1
30 mg/kg K G-HEDHE 4 5] & 1 51, 125 mg/kg &% 5-#E
DO 4 5] & HE 5 B, 500 me/kg #5-REDRESF] & 2
BN &> 2 WMT IR EE 22 U R 2R IE SRR D BTz,
KREHED 4 5], 500 mg/kg 5D 5 BT D 5
IXERFE 72 U LR ERO AR TR B LTz,

KFHERED E 1 BN MR RE 2338 B Tz,

K REHE K OY 500 mg/kg 5 5-BE D IES 1 BB 70 3 i
DM FRD BT,

FIRIZIB O TIRE OB REAREN 57 125 KT 500
mg/kg F G EEOMES 1 NI IRE O OD ADVR
LNV Wi

KEHRBEDE 2 BN BETHERARAY, 500 mg/kg & 5RED
HE 1 NP7 [ ORIBIZ A, kIR O MERER- 2
5. 30 mg/kg B 5REDHE 1 1] & 2 1. 125 mg/kg %
HREDOHE 2 5], 500 mg/kg #5-HEDHE 1 451 & i 3 i
LR DOBIERPBD LT,

500 mg/kg FG-REDOHE 1 BT AR RGN T O Hifu iz
N b,

WRWERGIZ L D LB X 5N ZENTEDO N L HHIRBIZEE® bz,

" ik

500 mg/kg B G-REDORE 3 FICEPR 7240 O R E Rz
FHRR D IR MM DGR BTz, £z, XHHBEEOHE 3
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FDR R

B, 500 mg/kg £ 5-BE D I 4 114 72 P AR FRATAE A3
500 mg/kg & GHEDHE 2 BIIEIE 70 AR RIS 3 2 5
AL, 500 mg/kg $5¢ 5-HE DO RECTHETRE N 2358 0 b AT,

500 mg/kg FEGHEDOHE 1 FIZ B 72 8 M b R i oo e
KGR OH BT,

UFICART I RAIZ DWW T, £ O HBURIL & 2 W B R A b vt s
RO W Uiz, 7238, SRR IS TR KEUEASERD 57z 500 mg/kg %5
BEOTE 1 FIC OV TIE, JRHEMMRFRE IS O TR AT AICBEET 2 B E IR0 bh

ol

" ik

JHT- ik

SERIN, S

500 mg/kg B GHEDORE 1 BB 72 il 7 FIAEDS . % HR
BEOME 3 B, 500 mg/kg F 5 REDHE 5 FIZ A 72 &
DIEILEDRD LT,
RPREEDOMEMES 1 B, 500 mg/kg & 5-REDME 2 1%
7R AT D2 kA B O JEA ] & 551, 500
mg/kg B 5-BE O MERERS 2 HN BB N ZEE TR
BT,

X HREEOIE 1 B ST 7Y | e BREE O T 2 511, 500
mg/kg B GREOMERER 1 ISR IR OBEEDRD B
776
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8. FE

Sprague-Dawley 52 SPF 7 >~ |k [Crl:CD(SD)]) IZB-7RERXATF L %0 (a—2H :
XPHERE) . 30, 125 XU 500 mg/kg/day O & T 28 HMKEMEIR OG- L, Z0%HE
PEZRETT 5 & & b, SIRBEA O 500 mg/kg HBG-REEE D% 2 BEIRE S 8, &1k
D RPEIZ DN TR LT,

FECEMIT 500 mg/kg $2 H-HEOME 1 1 (BVWE = 4111) THRE 3 BIZE O b,
ZOEWY T, HBERSGBICABEDORDRRD TR, ETORITHREBICE
WX SN oz, JREERAE Tk, O BEK LMK DORHEE . fflgo KA L
A N E R AR A B S ARIVIZRE D B AL Tz, MRS 13T oD (R Ry i & Ya PR HE A
DR, IO /NERLEESE & 9 o1, BlgO RAME LR, Mg & o B &
HEEOFERE, BEOUL A, FIRBOMBIKOERKR, AT Y o i, Mg, B
U U REi ROV TR OFEME DR RD DAL, PR E G O 8 Ll S 72y, B
KNEBA & Tl dr - 72,

AFEN) I, BERERA. B, B RIEEE K QMR RAE ISR E 5 5 O
XA NPT, OB BIZZERRD i,

— R BE Tl 500 mg/kg $5-REDOMEMERB T HRBIEE ORI MBFRD L, &
BBt HOADOELTHY | TORIIEEMAZ D REIIBE I oTz,

SRR —IRBETIE, PICEF - TOHE TG 3 LT 4312 500 mg/kg £ 5-HE D i
HETURME (BRFE) AR S 7c, 2O ITAREIZ L ViEA L, BEENTED b,

{RE Tl 500 mg/kg ¥ 5 OMEMETHR 508 (%5 4 H) ITRME-BEM 2RO b1
776

BEEETIX, 500 mg/kg G HEOMEME TR G (54 8) ITIRERRD b,

PRIGAE TIE. 125 mg/kg YA L O GEEOIE TR E O EE & =% EDORAE A, 500 mg/kg
BHREOMETIRBEDOFENFRD LA IEH, IV T 500 mg/kg & 5-#EDORET/IN
M b B2 AE o B M5 O S BUBFE 23 N U . BRBRE 6 512 K 5 B~ DN &b
Nice TNHOEILITRIEIC L vk L, BIEMENRD b,

MFAL A T, 125 mg/kg ML EOFREHOM T L AT o — 1t U VIEE D
EAE2Y, 500 mg/kg & 5REDMERE CRIZABABE ORI, HETT LT I U OFEMEN,
METRY 7 U ETA4 FOEMENED LIV, HRYEER 52X DB~ ZER Ebi
72o E77. 500 mg/kg B GREDOHETEME Y o OEEN, M THBFBOEENRD L,
REZOREIZBNT, ER LB i3t N 7V T4 FOREEZRE, WTh
B L, EEMESRD b,

JEHLEMRA IR, FTRR. B K VR BB B R 5 D BN Tz, BTN
(23T 125 mg/kg B¢ 5-FEDOHECHIXT B & O @ E D | M T & O @i 23, 500 mg/kg
P& 5-RE O MERETHaxt K OFEX BB O @A A B, 500 mg/kg 5 5-FEOMERECTIX AR
FIC KRB EDS . F R N E O HE PRI IR R 23580 iz, F£iz, Blgick T
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B-6354

500 mg/keg 751 0 M CHRE J OV 5k B8 0D 28 L e CATI R B D G I 283800 B
HLEA9IC 125 mg/kg DL RO GBEOIET JRAVE 1 REAINA O LFRRPE/MA7, 500 mg/kg
B G REOLETIRME MBSO LTz, BT, FRRIC IV THE M b B a o JE KA
125 mg/kg L E O EREDME & 500 mg/kg X GREDHETERD b i, T b DOE(kITIk
HEBITITTHR LS, HETIE, WIRMICATIRO KRTUE, MRS BB O IR |
N O L B e/ M e OSRARAE 0 AR O 1 TR & FORIR O UKD _F R AR 0O K 23 | T I
N DFE BB DS TR O Hivlz, L L, WL S RRE & 2 W I BLEIE B
L. EEMRED BT,

LEDFRERDG, B-7 BEATF L U ORBRBRSEM TICB T 5 ME B TR L b 30
mg/kg/day ThH 5 EHEE ST, £To. A ONTERITOT LS rIPERFE D HivTz,
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KX 1-09002

I.E K

34-rnuxRyI)Nraly RiZOoNT, XRXIFITABDOEAF Y U ERMET
% TA98., TA100, TA1535. TA137T KB L UPKBEDO MY T~ 7 v D ERMET
H D WP2uvrA BRICZNETNE L, ZOZEREN. ThbbBEETFREARATRSR
HORFEZRFERELICL SR VES ((SImix) BLUORBMEHLICLZEE

(+S9mix) TEFIL 7=,

FHBIT, FRBREKOREARZEFHENRDONSHARIEEL. TR
2 Tt 6~7T AEE Lz, T72b B ARBEMD-S9mix T 100, 50. 25, 12.5.
6.25. 3.13. 1.56 [ g/plate. +S9mix TiL 200, 100, 50. 25. 12.5. 6.25 w g/plate
THEMEL 7z,

FHRROMR, EHRBREROBRRYEROERER 0 -3, AREKEER
5N EEEED 2 AL EOBMIFED slaho 2. 2B, ABFHEFESAR
B D-S9mix TIEL 50 wg/plate LA, +S9mix D TA98 ¥ETIE 200 wg/plate. &
DMOBEHETIE 100 gplate A ETRD SNz, HBEHEOUWERIIRD 51k
Mo Tz,

AEZEABR TRIVWTNORBREKRICBVWTHAEFHEDRD SNEWHAERN
4 AWM olz, Ledt> T, BREZERTS-OICHRR 2 @H 2EH
U7z, ARELT, XEBTHEBFHENRDOONCHEZREHBICREL, UTF
K2 TEts HBE L. 372bb, ARBEKD-S9mix T 50, 25, 12.5. 6.25.
3.13 rg/plate. +S9mix D TA98 ¥k Tid 200, 100. 50. 25. 12.5 uglplate. FD
OB TIL 100, 50. 25, 12.5. 6.25 wglplate TEHEL 7=,

FiEk 2 HEOHE. SEREKOKRYEROERERIO-—HII. AR
WIFHR S I EREMERO 2 B EOEMIBD S NRhofz. 7ah. £FHE
FEIXARBREEOD-S9mix TIZ 50 wg/plate. +S9mix D TAIS B T3 200 1 g/plate.
ZTOMOEKETIE 100 1 g/plate THRD SNz, HEMEOLBRIIFRD 51720 -
2. El=, ERBEKRICOWTHEE BRI NE.

—7%. BRBEROBIEBEOEREZRI DK, wWIhb SRR
L TERERENSED 5z,

DEORRED., YFHAREHTIRBY S 34-vranxr )70l RO#R
TEAERFZREIT. Bl nz.
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I. ABRER

EeX 1-09002

34-r7nuNI)rny RIZDOWTHERERREREFAR 2TV, BETFERLTR
FRUECEEEZXXIFIABBIVOABEZBHWTHRNT 3,

. BABREEHB KOG

LEBmE *

1) % # 34-ryoaKR>o)roy R

(2) B4 (FEf4%)  3,4-Dichlorobenzyl chloride, 97%

(3) CAS No. 102-47-6

@) k%R CHs 3

(5) HTE 195.47

(6) Lot No. 10808AH

(7 H B 99.9%

® N # BRI

(9) BRESRHE iR

(10) F—# REESNIBMERMTINZHKBYEO S )L 2 BEICL D HEs
U, E—ThasZL2HELL,

1) &wEtk RBZHEATRELTWARALOY FEEOHEBRYEICDWVT,
RBRZIEECTRERMEER L, TOBRE. 16 BREEE
RIBVWTEETH > 72lz®, BFAROERYEFITBWTHE
ETHoEHB L=,

(12) #=#EF GABRZFH)

% FR B &R 24
FRrFE REEREMETHHET 9-2221-1
(13) BARHBYE DL

BABWERY TN ELTHRBRERML 2%, EONICRR
RAEHITRAT 5,

T RBBRYEIZ. Sigma-Aldrich #8&E D85 (3,4-Dichlorobenzyl chloride, 97%) % &
BRIZAENEALEZDBOTH S, BHEIZEETOBRICKL S,

2

o4


HKBFJ
長方形

HKBFJ
タイプライターテキスト
Ｃｌ

HKBFJ
タイプライターテキスト
3


KX 109002

2 BRME ORR
(1) Ag

RERERBRTIE 6.86. 20.6. 61.7. 185.2, 555.6. 1667. 5000 L glplate
E LTz, AHBIE, AR BEED-S9Imix T 1.56. 3.13. 6.25. 12.5. 25. 50,
100 wglplate. +S9mix T 6.25. 12.5, 25, 50, 100. 200 i g/plate & L7z,
Ak 2 EHI, SRBREKD-SImix Tl 3.18. 6.25. 12.5. 25,50 1 glplate.
+S9mix @ TA98 ¥R Tid 12.5. 25. 50. 100. 200 i glplate. FDMDRERE
BTiX 6.25. 12.5. 25. 50. 100 g/plate & L7z,

(2) FRLZBEREOATHEEORNER

DMSO (R, Lot No. CDQ4624. itk TR L) 2HWE. FBi
I 2 OB 2EBL =R, KIIEFRATH - =5 DMSO IZ
BEEQEISTHMELI-ZEME, DMSO 28R L 7=,

(3) HEBRYMHEI DR

BREBEVBEEEREE - AL - I70BTROA (BR : ER-182A. ¥R
SfET— TR FA) T, ARRERE T 250 mg (EFERE : 251.5 mg)
ZFPER,. DMSO ZMABMI . 5 mLICAAT Yy L0 REEHEE L.
BFEF IR U TRBUCHE L 2 FIRRIC, AR B B L U R 2 B H T3 200 mg (3
FERME : 200.1 mg [FHE] . 201.3 mg [AFHBKR 2 EH] ) 2FE%. DMSO
EMABHEEE, I0mLIZARAT v Lz, ZHhZ2 I0BFERLELOREER
mEL, BEARLUTHBRICMH L., b, HBRYERIARHEYL =,

3 XA

(1) B EE
DMSO (##%. Lot No. CDQ4624. FIEMEETEHKXLH) 2RWE,
(2) BEEYE
Of A U 7= Bt A E
AF-2  : 2-(2-Furyl)-3-(5-nitro-2-furyDacrylamide
(Lot No. PKE1831. #1H : 99.0%. FIJHiZE TEHRAH)
SA : Sodium azide
(Lot No. ELJ6565. #LEE : 99.7%. Ftisk TRHALH)
9-AA ! 9-Aminoacridine
(Lot No. 106F06682. Hif : 97%. Sigma-Aldrich Co.)
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KX 109002
B R

HRVHOEHBRERIHTI2AEFHEBICNBROGEZHRAL, FERK
OHEZRETH729D,-S9mix B L R+S9mix IZ & D 5000, 1667.555.6. 185.2.
61.7. 20.6. 6.86 ng/plate THEFRERRZIT- =,

TORRE, HEEBHEHRICBVWTERERI D - KROBEMIRD shiah- 2,
BB, AEHEFIL-SImix TIL61.7 nglplate LA L, +S9mix TId 185.2 w giplate
ULTHHABRERICED SN, BBYWHOLBRIIED 5 /ah o> 7% (Appendix
1 .

INSDOZEMNS, KRR TRERBREKRORSHRZAFTHENRDONDH
BICREL. LTl 2 Tet6~THABRE Lz, T7ab5. SHBREKD-S9mix T
X 100, 50. 25, 12.5. 6.25. 3.13. 1.56 ug/plate. +S9mix TIL 200. 100. 50.
25. 12.5. 6.25 Lglplate THEHMEL =,

FHRROBER, SRBREROEBYERHORRERI 0K, BAEREGFEE:
SRR 2 L LOBIMIRBD sizho . B, EFHEFIISHAR
BHED-S9mix TIid 50 1 g/plate LA E. +S9mix @ TA98 BKTiL 200 wglplate. %
DAMDOABRBEHETIL 100 1 g/plate LA ETED 6Nz, HBRMEHOUEBRIIR D 51
mino7z (Figl. 2. Appendix 2) .

AEREHABRTIINTHORBRERICBNTHETHEDRD SN WHEN
4 QIR oz, Lo T, BREEZHER TS DICHHER 2 BH2EH
L7z, AEELT, XEBRTETFEHENRO SN LHEEZREHBICREL. UT
N2 TR s AR E LIz, 7205 . FRBREDO-S9Imix T 50, 25. 12.5.6.25,
3.13 i g/plate. +S9mix D TA9I8 ¥ETIid 200, 100. 50. 25. 12.5 rglplate. TD
OB TIL 100. 50. 25. 12.5. 6.25 1 g/plate TEIEL 7=,

AP 2 BB ORR, SHBREROBRBYEROERZRE 0K, AR
ERER S IR RO 2 FUl LommidzEd s haho k. b, £FHE
FERXARRERD-SImix TIE50 ug/plate. +S9mix D TAIS ¥ TIL 200 1 glplate.
T OMOREBREMKR T 100 1 g/plate TIRD SNz, HEMHEOLEILERD Sz
Mo 7z (Fig 3. 4. Appendix 3) .

—7%. SRBREROBENRBOERER IO 303, WIh bR RS
g U TEE 738 ma B s iz,
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