| REZ HRER RX

1.0.1 MEER

CASES 93-68-5 93-68-5

EEICESED) N-ZEFFEFIL-2-2FILT=) > N-7EEFEFL2-AFLT=Y Y

MERESR) 2'-methylacetoacetanilide 2'-methylacetoacetanilide

IR 2'-methylacetoacetanilida; 2-(Acetoacetylamino)toluene; 2- 2'-methylacetoacetanilida; 2-(Acetoacetylamino)toluene; 2-

Methylacetoacetanilide; AAOT; ACETESSIGSAEURE-O-TOLUIDID;
ACETOACET-O-TOLUIDIDE; Acetoacetic acid 2-methylanilide; Acetoacetyl-
2-methylanilide; Butanamide, N-(2-methylphenyl)-3-oxo; N-(2-Methylphenyl)-
3-oxobutanamide; O-ACETOACETOTOLUIDIDE; o-Methylacetoacetanilide

Methylacetoacetanilide; AAOT; ACETESSIGSAEURE-O-TOLUIDID;
ACETOACET-O-TOLUIDIDE; Acetoacetic acid 2-methylanilide; Acetoacetyl-
2-methylanilide; Butanamide, N-(2-methylphenyl)-3-oxo; N-(2-Methylphenyl)-
3-oxobutanamide; O-ACETOACETOTOLUIDIDE; o-Methylacetoacetanilide
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3-204

|I§V\]i@ﬁi§n DES
ERNERERNES

2 AFNTFEEFEETZURGRIE TR BB LA FAF)

2AFNTFTEITEIT=UFRF BIE 7 BB RILAHAF)

OECD/HPV# ¥ Butanamide, N-(2-methylphenyl)-3-oxo- Butanamide, N-(2-methylphenyl)-3-oxo-
SFRX C11H13NO2 C11H13NO2
BER a o
NH—u—CHz U—CH,
CHa
3 NITE_CHRIP&YEIF
1.02 REWERINEHEEMESEREICHAT HHER
[AES OECD OECD
REER
R USR5
1.03 A7 3 —5FE
1.1 —REEMEFR
BESZ 1 7 HRIEED organic
MEOR - ITEL - BREOER &:white 12 L :no distinct odour’ & :white [ L :no distinct odour
IEKIKAE(20°C. 1013hPa) [l & solid

#999.9 % (w/w)

ca. 99.9 % (wiw)

E(ER/ER%)
H 8

[

Mitsuboshi &8 7— 4

Mitsuboshi internal data

1.2 T4

1.3 ¥

14 3%

AAOT

AAOT
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[PES

Acetoacetic acid 2-methylanilide

Acetoacetic acid 2-methylanilide
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o-Methylacetoacetanilide

o-Methylacetoacetanilide

ME%
H 8
[(E3

[hE=

ACETESSIGSAEURE-O-TOLUIDID

ACETESSIGSAEURE-O-TOLUIDID
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[E3
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ACETOACET-O-TOLUIDIDE

ACETOACET-O-TOLUIDIDE

H 8

[#=

O-ACETOACETOTOLUIDIDE

O-ACETOACETOTOLUIDIDE

ME %
H 8
[E3

Acetoacetyl-2-methylanilide

Acetoacetyl-2-methylanilide
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Butanamide, N-(2-methylphenyl)-3-oxo

Butanamide, N-(2-methylphenyl)-3-oxo
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[PER

N-(2-Methylphenyl)-3-oxobutanamide

N-(2-Methylphenyl)-3-oxobutanamide

| B

(@2

2'-methylacetoacetanilida

2'-methylacetoacetanilida

ME%
H 8
[(E3

(7%

2-Methylacetoacetanilide

2-Methylacetoacetanilide

H 8

@z

2-(Acetoacetylamino)toluene

2-(Acetoacetylamino)toluene

ME %
H 8
[E3




1.5 Wi - WAR

RiE - WAR

2001

2001

2001

2001

BEATOEREE

annual production in Japan

1.6 AZER

EXA

TEMAR

ZOHDEFETE

C20.5 - manufacturing: manufacture of other chemical products

GRS Y

H 8

[E3

17 BEB L TANOREFR

REICHT HER
Hi 8

AAOT consortium

AAOT consortium

[

REICHT HER
H 8

AAOT consortium

AAOT consortium

[
1.8 BATER
BEF 48
BERZRR 1 mg/m3 [Z D #th: Time Weighted Average (TWA)] 1 mg/m3 [other: Time Weighted Average (TWA)]
EESE
XEREAEDHE & B T
#E ARXBRIT. 200248AKE. I ShiGA 1=, No official limit has been established as of August 2002.
Z O# (%, Eastman Chemical Company®D{E AR 7ESBE - (E&)E TH S, |This figure is Eastman Chemical Company's private reference or
recommendation.

N-Z b7 EFIL-2-AFILTZ) Y

2'-methylacetoacetanilide

93-68-5

93-68-5

Z DD HERYE : Mitsuboshi Chemical Co., Ltd.: purity 99.9%

other TS: Mitsuboshi Chemical Co., Ltd.: purity 99.9%

ZDfth: JIS K4101-1993 5.1

other: JIS K4101-1993 5.1

(A4 no
2002 2002
RARAREZRANT, By using Melting Point measurement apparatus.
106 106 =
EE 3RS L no
[
EEERIT 2 HRRfH = TEEESHY 2 (reliable with restrictions)

{E 81 O HI BT AR B

S| BXH M @)
[
| EETEES N-ZHErFEFIL-2-AFILT =) 2'-methylacetoacetanilide
CASES 93-68-5 93-68-5
fEE T4 L no data
T—5%L no data
=3
104 — 106 104 — 106 =
RE:. °C
HE
EEHRT 4 (E3EMH AT IR AR 4 (not assignable)

S8 1% O HIBTAR L
Hi 8

5 X @ @)
®%E
[FBERER N-Z 2,7 EFIL-2-AFILT=)2 2'-methylacetoacetanilide
CASES 93-68-5 93-68-5
MEF T—8&L no data
SR
Hik
GLP T—A%L no data
2002 2002
106 106 =
RE: C
(R
SER
EEERI7 4 EREM BT AR 4 (not assignable)




S8 1% O HI BT AR L
Hi 8

EGESH

()

(©)

[

[FBEhEZ

N-ZEb7EFIL-2-AFIVT=) 2

2'-methylacetoacetanilide

CASES

93-68-5

93-68-5

MES

ZDHMDBEME : Clariant GmbH

other TS: Clariant GmbH

Ak

GLP

T—8EL

no data

RETOHF

105 £ YK

105 >;

E#EMERDT

T AT

4 (not assignable)

S8 1% O HIBTAR L
Hi 8

5| Xk 4) 4)
3
[FBEREZ N-Z 2,7 EFIL-2-AFILT=)2 2'-methylacetoacetanilide
CASES 93-68-5 93-68-5
EE Z D DBERME : Eastman Chemical Company other TS: Eastman Chemical Company
T—=8%L no data
S
106 106 =
EE 3RS
[eE
EEHRT 4 [E3EMHETE T AR 4 (not assignable)

S8 1% O HI BT AR L
Hi 8

= AR ®) )
w5
[EEnE= N7 Er7 BF L2 AF I T = 2-methylacetoacetaniide
CASES 93-68-5 93-68-5
MEE ZTOHMDBERME : Lonza Ltd. other TS: Lonza Ltd.
ik
T—A%L no data
103.5 ~ 105 103.5 ~ 105 =
RE: C
[
SER
EEEZXDT 4 ISR A AL 4 (not assignable)

{E 81 O HI BT AR B0

5| AXE (6) (6)
[
2.2
| EETIEES N-ZHErFEFIL-2-AFILT =) 2'-methylacetoacetanilide
CASES 93-68-5 93-68-5
MEF FDMDBERME : Tokyo Kasei Kogyo Co., Ltd.: purity 99.9% other TS: Tokyo Kasei Kogyo Co., Ltd.: purity 99.9%
2
i OECD Guideline 103 (Boiling point/boiling range) OECD Guideline 103 (Boiling point/boiling range)
[AAY4 no
1999 1999
170 YK 170 >;
HY yes

E#EMERDT

1 HIRG < E5EH Y

1 (reliable without restriction)

S8 1% O HIBTAR L
Hi 8

S AXE @ [@)
= The color became yellow at 170°C The color became yellow at 170°C
23 EE(LE)
[FBERER N-Z 2,7 EFIL-2-AFILT=)2 2'-methylacetoacetanilide
CASES 93-68-5 93-68-5
fEE FDHDWHERME : Tokyo Kasei Kogyo Co., Ltd.: purity 99.9% other TS: Tokyo Kasei Kogyo Co., Ltd.: purity 99.9%
b Z Dt JIS K7112-1980 other: JIS K 7112-1980
LWz no
1999 1999
EJ /) A—B—F% pycnometer method
1.307 g/cm3 1.307 g/cm3 =




247 BE density

SRE(°C) 25 25

SER 1%&8 1.310; 1st. 1.310; 2nd 1.307; 3rd 1.305: average 1.307
2%H8 1.307;3%8 1.305: F#{E 1.307

EEERIT 1HBR%E < EEEHY 1 (reliable without restriction)

S 58T D HIETAR L

8

EEESN (7 (]

[

| EETEES N-ZErFEFIL-2-AFILT =) 2'-methylacetoacetanilide

CASES 93-68-5 93-68-5

MEE Z D DHEEME : Clariant GmbH other TS: Clariant GmbH

SR

Hik

GLP T—H%L no data

HEBREH

®mE 1.3 glcm3 1.3 g/cm3 =

247 B density

SRE(°C) 20 20

SER

EEEZXDT 4 SRR A AL 4 (not assignable)

{E 81 O HI BT AR B0

H
SIAHER (4) (4)
[
[FEnEZ N-ZHErFEFIL-2-AFILT = 2'-methylacetoacetanilide
CASES 93-68-5 93-68-5
MEF FDMDBERME : Eastman Chemical Company other TS: Eastman Chemical Company
EZ
Bk

T—4%L no data

1.062_g/cm3 1.062 g/cm3 =

E3 density

106 106
IR
EEEZXDT 4 SRR A AL 4 (not assignable)
S 58T O HIETAR L
8
SIAHER
[E3
| EETEES N-ZErFEFIL-2-AFILT =) 2'-methylacetoacetanilide
CASES 93-68-5 93-68-5
MES ZOHDHEERME : Lonza Ltd. other TS: Lonza Ltd.
SER
Bk
GLP T—H%L no data

1.062 _g/cm3 1.062 g/cm3 =

;3 density

20 20

EEERXDT 4 {2381 ET 1T R 6 4 (not assignable)

S8 1% O HI BT AR L
Hi 8

5| A X#k (6) (6)
3
[FBERER N-Z 2,7 EFIL-2-AFILT=)2 2'-methylacetoacetanilide
CASES 93-68-5 93-68-5
fMEE Z D DBEME : Mitsuboshi Chemical Co., Ltd.: purity 99.9% other TS: Mitsuboshi Chemical Co., Ltd.: purity 99.9%
[AAY4 no
2002 2002
#.6 g/cm3 ca..6 glcm3
hEEE bulk density
20 20
EEMRT 2HIBHETEEESHY 2 (reliable with restrictions)

S8 1% O HI BT AR L
Hi 8

51 Ak (1) 1)

3

[FBERER N-Z 2,7 EFIL-2-AFILT=)2 2'-methylacetoacetanilide

CASES 93-68-5 93-68-5

MEE ZDMDBERME : Clariant GmbH other TS: Clariant GmbH
T—5%L no data
.45 ~ .5 glcm3 .45 ~ 5g/lcm3 =
hEEE bulk density

EHEHRT 4 [EREM AT E T AR 4 (not assignable)

S8 1 O HIBTAR L
Hi 8

EESH

(4)

[E3




| RS

N-Z b7 EFIL-2-AFILTZ)

2'-methylacetoacetanilide

CASES 93-68-5 93-68-5
MES ZOMDHEERME : Lonza Ltd. other TS: Lonza Ltd.
SER
Hik
GLP T—H%L no data
# .7 glcm3 ca..7 g/lcm3
NEBE bulk density
SBE(C)
SER
EEEZXDT 4 [SEEME T A AL 4 (not assignable)
{E%E 1 0 $I M AR L
S
5| AXER (6) (6)
[

24 ZRE

VWEASELRHETEZMOBEBIZEARBINE) L >THRITILENS

o

[FEhER N7 EF7 EF L2 AFILT = 2-methylacetoacetanilide
CASES 93-68-5 93-68-5
MEF FDMDBERME : Tokyo Kasei Kogyo Co., Ltd.: purity 99.9% other TS: Tokyo Kasei Kogyo Co., Ltd.: purity 99.9%
SR
BE OECD Guideline 104 (Vapour Pressure Curve) OECD Guideline 104 (Vapour Pressure Curve)
[AAY4 no
1999 1999
BREATE Static method
HH3 replication: 3
1.3 hPa X 1.3 hPa<;
40 40
&L no
[eEd
ER HENDLTIE. BENBRFEL YDA -7, 130Pa All of the results were less than quantitative limit, 130 Pa
EEERIT 2 HRRfH = TEEESHY 2 (reliable with restrictions)
S 58T O HIETAR L
H
5IAHER (7) 7)
E3 EAEHMAEICLDATERRAME(130 Pa)Z TE ==, ABFEIZIE®H TIE|As the value was less than detection limit by Static method (130 Pa),

this study should continue by another method (for example, Gas saturation
method) that can detect very low vapour pressure.

N-ZEb7EFIL-2-AFIVT=)

2'-methylacetoacetanilide

93-68-5

93-68-5

FDHMDWHERME : based on 100% pure

other TS: based on 100% pure

F D H): MPBPWIN v 1.40

other (calculated): MPBPWIN v 1.40

(VS no

2003 2003

RET LA VEE Modified Grain Method
NG A—4 PARAMETERS

53 :364.4°C(HE € )AL AR :106.0°C(RIE)

boiling point: 364.4°C (estimated)
melting point: 106.0°C (measured)

.0000066 _hPa

.0000066 hPa =

20 20
[
EEHRDT 2 HIBHETEEESHY 2 (reliable with restrictions)

S8 1 O HI BT AR L
Hi 8

Mr. Naitou of Mitsubishi Chemical Safety Institute Ltd.

Mr. Naitou of Mitsubishi Chemical Safety Institute Ltd.

51 XXk

[
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N-Z b7 EFIL-2-AFILTZ) Y

2'-methylacetoacetanilide

CASES

93-68-5

93-68-5

MEE

T—8EL

no data

Ak

GLP

TG

no data

RBREToLF

.013 hPa

.013 hPa=

mE: C

5B °C

& 3

SER

EHEHERDT

4 (STl T Ak

4 (not assignable)

{E 381 O HI BT AR B0

H 8
51 XX #k

(2)

(2)

[

| EEEES

N-Z b7 EFIL-2-AFILTZ) Y

2'-methylacetoacetanilide

CASES

93-68-5

93-68-5

ZOtDEEME : Clariant GmbH

other TS: Clariant GmbH

MEE

T—8EL

no data

.013 hPa

.013 hPa =

20

20




SER

EEERD7 4 ST A 4 (not assignable)
S 58 TE D HIETAR L
8
HEESH (4) “4)
[
|EEEE3 N-Z 2,7 EFIL-2-AF L7 =) 2'-methylacetoacetanilide
CASES 93-68-5 93-68-5
MEF ZDMDBERME : Eastman Chemical Company other TS: Eastman Chemical Company
SER
T—4%L no data
.0133 hPa .0133 hPa=
20 20
[eEd
EHEMRT 4 [E3EMH AT E TR 4 (not assignable)

S8 1% O HI BT AR L
Hi 8

RSN

(©)]

[E3

2.5 HERH(log Kow)

30 25 15

BE25(24-26)°C
[E#%:20/min x 5min

[EBnEz N7 Er7 BF L2 AF I T = Z-methylacetoacetanilide
CASES 93-68-5 93-68-5
MES ( other TS: Tokyo Kasei Kogyo Co., Ltd.: purity 99.9% ) (other TS: Tokyo Kasei Kogyo Co., Ltd.: purity 99.9% )
Hik OECD Guideline 107 (Partition Coefficient (n-octanol / water), Shake Flask  |OECD Guideline 107 (Partition Coefficient (n-octanol / water), Shake Flask
Method) Method)
F yes
1999 1999
# > JTILEE:7.41mg(= 5mix 1.480g/L) sample weight: 7.41mg (= 5mL x 1.480g/L)
REBRRDAS: component of test solution:
S St &4 condition condition condition
r—2 -iml -2ml -3ml case -imL -2mL  -3mL
KkcgamLtz1-4#o48 7 —) - 5 15 1-octanol saturated by water - 5 15
14945/ —LIc&k>TaMLIzK water saturated by 1-octanol 30 25 15

temperature: 25(24-26) °C
revolution: 20/min x 5min
number of replicate: 2

w2 analysis: HPLC
$4:HPLC
HER
Log Kow .85 .85 =
BE: °C 25 25
[
GER . A B . A B
& pHlog Pow(#A 9%/ —ILIKHERHRE D3 #)pH log Pow(#+%%4./—)LI|condition pH log Pow pH log Pow
KO ERFR D) 1 6.1 0.85 6.2 0.85
1 6.1 0.85 6.2 0.85 2 6.3 0.85 6.3 0.84
2 6.3 0.85 6.3 0.84 3 6.3 0.85 6.3 0.84
3 6.3 0.85 6.3 0.84
rem. average log Pow = 0.85
rem.. E#log Pow(F 95/ —ILIKSERFHROxE)= KEIZE1+5pHIF0.85, | pH value is at water layer.
EHEERAa 7 1 &#IRA < EEEHY 1 (reliable without restriction)

S8 1% O HI BT AR L
Hi 8

EESH

(8)

[E3

26.1 KARUEBEEREET)

| BT N7 EF7 BF L2 AF I T = Z-methylacetoacetanilide
CASES 93-68-5 93-68-5
MEE ZDDWERME : Tokyo Kasei Kogyo Co., Ltd.: purity 99.9% other TS: Tokyo Kasei Kogyo Co., Ltd.: purity 99.9%
i OECD Guideline 105 (Water Solubility) OECD Guideline 105 (Water Solubility)
(Y no
1999 1999

Ai#RER:30°C T D24R5F. 48F5M. 72WM#RE:25°C T24H5f]

pre-shaking: 24hr, 48hr, 72hr at 30°C
shaking: 24hr at 25°C

fER A3 7(1000-10000 mg/L) soluble (1000-10000 mg/L)
KBRE 3 gL 3 glL=
BE: °C 25 25
pH 5.8 58 =
PHAIEHOMERE 3g/lL 3glL
(R
SERR
EEERIT 2 HRRfH = TEEESHY 2 (reliable with restrictions)
{E3E 14 0 I M 1R L
5| AXE Mm@ (OIU]
E3 pHiEIZ. Mitsuboshi Chemical THIFE St T. JEOECD(non GLPH#ZE)T & > |The pH value was measured by Mitsuboshi Chemical, and was non OECD,
f=o non GLP study.
ARBEE X
EET FDMDBERME : Tokyo Kasei Kogyo Co., Ltd.: purity 99.9% other TS: Tokyo Kasei Kogyo Co., Ltd.: purity 99.9%
F—#
ik OECD Guideline 105 (Water Solubility) OECD Guideline 105 (Water Solubility)
RE: °C 25 25
GLP LWV Z no

ETES

ATHR#:30°C T D24R5F . 48B5FH. 7285/ #R%:25°C T 2485

pre-shaking: 24hr, 48hr, 72hr at 30°C
shaking: 24hr at 25°C

RBER A

1999

1999




A& 1#(1000-10000 mg/L)
(IREESRT R

soluble (1000-10000 mg/L)
( shaking time  concentration

f=o

B R glL hr glL
24 51 3.0 24 1st 3.0
%2 3.0 2nd 3.0
48 &1 3.0 48 1st 3.0
%2 3.0 2nd 3.0
72 %1 3.0 72 1st 3.0
%2 3.0 2nd 3.0
Ty 3.0) average 3.0)
&
EHEERAa 7 2 #IfRfT = CIEEEHY 2 (reliable with restrictions)
S4B 1% O $I M IR HL
EE
HEESH ) (7) M) (@)
HE pHIEIX. Mitsuboshi Chemical TI%E &t T. JEOECD(non GLPHZ)T & o |The pH value was measured by Mitsuboshi Chemical, and was non OECD,

non GLP study.

N-ZEb7EFIL-2-AFIVT=)

2'-methylacetoacetanilide

93-68-5

93-68-5

Z DM DBERME : Clariant GmbH

other TS: Clariant GmbH

T—BEL

no data

FT3& F£(1000-10000 mg/L)

soluble (1000-10000 mg/L)

3 gL 3 glL=
25 25
pH 7 ca. 7
PHAIEHOMERE 3g/lL 3glL
#& i
SR
EEEZXDT 4 ISR A AL 4 (not assignable)
S 58T D HIETAR L
8
5IAHER (4) (4)
[
2 7 3
[FmnaE Z D DEEME : Clariant GmbH other TS: Clariant GmbH
F—#
25 25
T—5%L no data

FT3& F£(1000-10000 mg/L)

soluble (1000-10000 mg/L)

SER

EEERI7

4 {SRATEETf T Ak

4 (not assignable)

(ST D HIBTAR L
Hi 8

HEEEH (4) (4)
3
[FBnEz N7 Er7 BF L2 AF I T = Z-methylacetoacetanilide
CASES 93-68-5 93-68-5
EE ZTOMDBEME : Lonza Ltd. other TS: Lonza Ltd.
Hik
T—=8%L no data
2 gL 2 glL=
20 20
pH 7 7 =
PHAIEHOYMERE 2g/L 2glL
[
SER
EEEZXDT 4 ISR A AL 4 (not assignable)
S48 TE D HIETAR L
8
HEESH (6) (6)
[
R T 3
[FmnaE ZOMDHEERME : Lonza Ltd. other TS: Lonza Ltd.
F—fE
20 20
T—5%L no data
=3
SER
EEERI7 4 EREM BT AR 4 (not assignable)
{E3E 14 O FIBTAR UL
8
HEESH (6) (6)
[
2.6.2 REKRN
2.7 BIR R (&IK)
| EETEES N-ZHErFEFIL-2-AFILT =) 2'-methylacetoacetanilide
CASES 93-68-5 93-68-5
MEF ZFDMDBERME : . Eastman Chemical Company other TS: : Eastman Chemical Company
SER




Z D fth: Pensky-Martens closed cup

other: Pensky-Martens closed cup

T4 L no data
143 143 =
HEEAR closed cup
EHEHRDT 2 HIBHETEEESHY 2 (reliable with restrictions)

S8 1% O HI BT AR L
Hi 8

HEEEH (5) (6) (5) (6)
=
[FBEhEZ N7 BN EF L2 AF LT =) 2-methylacetoacetanilide
CASES 93-68-5 93-68-5
MEE T—HRHL no data
SER
T—HRHEL no data
143 143 =
EHEHRDT 4 (E3EMHETE T AR 4 (not assignable)

S8 1% O HI BT AR L
Hi 8

RSN

2

[E3

2.8 BTSN (BR/RIE)

| EEEES N7 Er7 BF L2 AF I T =0 Z-methylacetoacetanilide
CASES 93-68-5 93-68-5
MEE Z D DBERME : Eastman Chemical Company other TS: Eastman Chemical Company
b Z Dfth: ASTM D2155 other: ASTM D2155
T—5%L no data
516 516 =
SER
EEERI7 2 HRRfH = TEEESHY 2 (reliable with restrictions)
S 58T D HIETAR L
H
SIAHER (5) (6) (5) (6)
[E3
[EBnEz N7 Er7 BF L2 AF I T = Z-methylacetoacetanilide
CASES 93-68-5 93-68-5
fMEE ZDHMDBERME : Clariant GmbH other TS: Clariant GmbH
T—8%L no data
&
°C 220 Pk 220 >;=
£ 5
f& i
SR
EEERIT 4 SR AHET AR 4 (not assignable)
{E3E 14 O FBTAR UL
8
HEESH (4) 4
[
2.9 Bk
210 @
211 Biib it

22 BILERART vl

213 Z 0D ML FHMERICB T H1E#R

| EETEES N-ZErFEFIL-2-AFILT =) 2'-methylacetoacetanilide
CASES 93-68-5 93-68-5
MES
SR
EEERIT 4 EREMAH BT AR 4 (not assignable)

(SR8 1E O HI BT AR L

B

(4) (6)

[




N-ZEb7EFIL-2-AF VT =)

2'-methylacetoacetanilide

93-68-5

93-68-5

EHEMERDT

4 EREmARE

4 (not assignable)

S8 1% O HI BT AR L
Hi 8

EEESH

“4)

(4)

[E3

[FBEhEZ

N-ZEb7EFIL-2-AFIVT=) 2

2'-methylacetoacetanilide

CASES

93-68-5

93-68-5

ME%

EHEMERDT

4 EREmARE

4 (not assignable)

S8 1 O HI BT AR L
Hi 8

5 X ®) )
3

[FBEhER N-Z 2,7 EFIL-2-AFILT=)2 2'-methylacetoacetanilide
CASES 93-68-5 93-68-5

E#EMERDT

4 EREmARE

4 (not assignable)

S8 1% O HIBTAR L
Hi 8

5 X ®) 5)
[

[FEnER N-Z 2,7 EFIL-2-AFILT=)2 2'-methylacetoacetanilide
CASES 93-68-5 93-68-5

MEE

SER

EHEHERDT

4 (SR ETf T Ak

4 (not assignable)

{E 1% D HI BT AR B0

H 8
51 XXk

(6)

(6)

[

| RS

N-Z b7 EFIL-2-AFILTZ) Y

2'-methylacetoacetanilide

CASES

93-68-5

93-68-5

MEE

SER

EHEEZRDT

4 (STl T Ak

4 (not assignable)

{E 381 O HI BT AR L

EL

(6)

(6)

[

| RS

N-Z b7 EFIL-2-AFILTZ) Y

2'-methylacetoacetanilide

CASES

93-68-5

93-68-5

MEE

ER

SER

EEERI7

4 {SRAMEETAf T Ak

4 (not assignable)

{E 381 O HI BT AR B

H 8
51 A 3X#k

(6)

[




3.1.1 %5 fR

| EETEES N-ZHErFEFIL-2-AFILT =) 2'-methylacetoacetanilide

CASES 93-68-5 93-68-5

ES FDMDEERME : based on 100 % pure other TS: based on 100 % pure

SERR

Hi& ( fth (5t E E):AOP Win v.1.90 (Syracuse Research Corporation) ) ( other (calculated): AOP Win v.1.90 (Syracuse Research Corporation) )
247 TR air

GLP

HRETo-F 2002 2002

A &R R (nm) SR B FiB: sunlight

KBRAEIE SN TR

AR TR air

BRI (%) LR

BFUE (%)

NS 82

BEE(Z 1 T) OH OH

HRERE 1500000 molecule/cm3 1500000 molecule/cm3
EEEHR .0000000000159843 .0000000000159843
HEHA/2 50 B§RE: .7 B 50 B§RE:.7d

SRERY

[

EZ #EE DO {E % L T L)% AromaticiRing*=15.2209 x 10E- Hydrogen Abstraction = 0.7634 x 10E-12cm3/molecule-sec
12cm3/molecule-sec totalOHRateConstant=15.9843 x 10E-12cm3/molecule- |Addition to Aromatic Ring*=15.2209 x 10E-12cm3/molecule-sec
sec *Designates R3& Y (23t 9 % 7k FAbstraction = 0.7634 x 10E- totalOHRateConstant=15.9843 x 10E-12cm3/molecule-sec
12cm3/molecule-sec Addition *Designates estimation using assumed value
435 #1=8.030%5 5= 0.669 8 (1285f/8) HALF-LIFE = 8.030hr = 0.669day (12hr/day)

EEEXI7 2 IR = CIEEEHY 2 (reliable with restrictions)

{E3E 1 0 $I MR HL

L calculated by Mr.Shinoda of CERI Japan (Sep.2002) calculated by Mr.Shinoda of CERI Japan (Sep.2002)

5| Xk

®%E

3.1.2 KPR E M (K5 EE)

| EEETS N7 Er7 BF L2 AF I T =0 Z-methylacetoacetanilide

CASES 93-68-5 93-68-5

fESE ZDHDWERME : Tokyo Kasei Kogyo Co., Ltd.: purity 99.9% other TS: Tokyo Kasei Kogyo Co., Ltd.: purity 99.9%

FiE OECD Guideline 111 (Hydrolysis as a Function of pH) OECD Guideline 111 (Hydrolysis as a Function of pH)

GLP (VS no

HRETS-F 1999 1999

£y SFEMM FIREBROEH abiotic PRE-TEST CONDITION
REE:H & Z300g/l concentration: about 300mg/L
RRE:50(49-51) & temperature: 50(49-51) °C
pH4,7 and 9 pH4,7 and 9
HEHH2 replication: 2
HAR:58 4 term: 5 days

AlRE
PR R R D RE (%), pH. BE
EX-3:0] HEE:5 B KYKEE: 50 (pH7) 2 fEE: 5 B & YK IBE: 50 (pH9) H | ARE: 5 d >; ;BE: 50 (pH7) ##EE: 5 d >; JBE: 50 (pH9) ' #EE: 5 d >;
E:5 B &YKIEE: 50 SR 50
D RERY
[eEd
GER BRAET. COPHEIT. MASROEEN L <. pHE, pH7 EpHITRIE |At pre-test this substance had no activity of hydrolysis and was stable
LT = at pH4, pH7 and pH9
EHEHRT 1HIRZ CIEEEHY 1 (reliable without restriction)
{E8ETE D FIBTAR BL
H
5| FAX#k W) (7)
3
3.1.3 LRPREN
32. E=H Y VI T—H(RE)
33.1 RERSHMOBH
3.32 9E
[FBERER N-Z 2,7 EFIL-2-AFILT=)2 2'-methylacetoacetanilide
CASES 93-68-5 93-68-5
MES
SER
LS K-EWiE-EEY-TE-K air - biota - sediment(s) - soil - water
p Mackay L N )L Calculation according to Mackay, Level Ill
£
BR . 2% . amount %
XE T H100% i 100% i 100% compartment release 100% release 100% release 100%
TR K * toair towater to soil
TR 0.0 0.0 0.0 air 0.0 0.0 0.0
K 41.4 99.6 36.2 water 41.4 99.6 36.2
* 58.4 0.0 63.7 soil 58.4 0.0 63.7
P2 0.2 0.4 0.2 sediment 0.2 0.4 0.2
TREHM S5IHEFT) Cited from Attached document (Table 1)
[eE
EHEMRDT 2HIBHETEEESHY 2 (reliable with restrictions)
[E8ETE D FIBTAR BL
g CERI Japan CERI Japan
S AXA © ©
3




3.4 FRMEESENE

| RS

N-Z b7 EFIL-2-AFILTZ) Y

2'-methylacetoacetanilide

CASES

93-68-5

93-68-5

MEH

ZDHMDWERME : Clariant GmbH: purity >99%

other TS: Clariant GmbH: purity >99%

EES

OECD Guideline 302 B (Inherent biodegradability: Zahn-Wellens/EMPA Test)

OECD Guideline 302 B (Inherent biodegradability: Zahn-Wellens/EMPA Test)

EE ]

78

7d

HEHE R

EMEIRE

activated sludge, industrial, adapted

GLP

LWz

no

HHEAEE

1989

1989

191 mg/l

191 mgl/l

HERYE S & CIRE(mg/L)

S REERIE 7%

SEEFTHSE

(e

e BE(%) B E

785 (7H)

785 =(7d)

AR -1

fRRE-2

ARRE-3

fRRE-4

wlslsslsslss|=a

BERY

ERBRUNDOABEAETERVT
DIER

NEMEDT, 14BEDHBRE

Z Dt

& o

AEHE SRR

inherently biodegradable

EZ

EHEHERDT

2 HilRR{t = TEHEEH Y

2 (reliable with restrictions)

{E 381 O HIBTAR B0

H 8
51 F XXk

(10)

(10)

[

| RS

N-Z b7 EFIL-2-AFILTZ) Y

2'-methylacetoacetanilide

CASES

93-68-5

93-68-5

MES

ZDMDBERME : Clariant GmbH

other TS: Clariant GmbH

EES

OECD Guideline 302 B (Inherent biodegradability: Zahn-Wellens/EMPA Test)

OECD Guideline 302 B (Inherent biodegradability: Zahn-Wellens/EMPA Test)

BT HIR

HETEIR

EMER

activated sludge (adaptation not specified)

GLP

T—8EL

no data

HBRET o1 F

E3a

S ER Y BT i BE

BRHRE

BIRE °C

SHIBYE S & UIRE (mgl/L)

DREERIE S &

SBEFHSE

B
e BE(%) B E

97 FYXK(5H)

97 > (5d)

AR -1

fRRE-2

ARRE-3

fRRE-4

NN TE

BERY

ERBRUNOABEAETERVT
DIER

NEWMEDT, 14BEDHBRE

Z Ot
fE R AEHNESRYE inherently biodegradable
SER
EEERIT 2 HRRfH = TEEESHY 2 (reliable with restrictions)

{E 81 O ¥ BT AR B0

SR

(4) (6) 4)(6)
[
| EETEES N-ZErFEFIL-2-AFILT =) 2'-methylacetoacetanilide
CASES 93-68-5 93-68-5
TEE Z DD #HERYE : Dainippon Ink & Chemicals, Incorporated: purity >99.8% [other TS: Dainippon Ink & Chemicals, Incorporated: purity >99.8%
SR
ik OECD Guideline 301 C (Ready Biodegradability: Modified MITI Test (1)) OECD Guideline 301 C (Ready Biodegradability: Modified MITI Test (1))
HERHARS 14 B 14d
HEIER SEHBIRE activated sludge (adaptation not specified)
GLP (VS no
HABRETo-F 1977 1977
B T FHERE100mg/L(ERIRE.):30mg/L iR HI#HME(T7 =) ~)DE |test substance conc.: 100mg/L, sludge conc.: 30mg/L
ROEE %G, BBShGhoTz, CholF. ARAROEEEZRIESH remark: Actual kinetic % of control substance (aniline) was not
%, described. Those are guaranteed criterion of this study.
RERMERE 100 mg/l 100 mgl/l
BRIRE
BERE C
SHEBYME S & B E(mg/L) 7= aniline
HMEERAESE
HMEERH A E
R
| BRI ERE (%) BB 176 (14 8) 17.6 =(14d)
RS
| SRR -2
| D AREEE-3
| SRR -4
DMRE R

ERBERUNOABEAETERVTET
DIER

NEWMEDT, 148 EDHRE

Z Dt




fE AEMESEE (COMELEL14BLROFEROESEICE>To-Toluidine  |inherently biodegradable ( This substance has almost changed to o-Toluidine
(CAS 95-53-4) IZZE4E L 1=, (CAS 95-53-4) by
o-Toluidine MDA E(£28 B I1Z. 65.4% (see reference (1))F7=I& 90-97% biodegradation in sludge within 14 days. The biodegradation of
(see reference (6)) o-Toluidine is 65.4% (see reference (1)) or 90-97% (see reference (6))
THD. EOT, COYNERIAREMESBETHIEALTIENTED, HES |after 28 days. So, this substance can be regarded as inherently
M=BRICI>TRESN14BRDED2:17.6 %2 EHRFRITE> TR |biodegradable. 14 days biodegradation detected by consumed oxygen: 17.6
Ni=14BE£71#:35.7 % %
ZOMEMNRFRDo-MLAPUTELIzEAEEINT-ER 14 days biodegradation detected by Total Organic Carbon: 35.7 %
1. BRTOUVRIER/AF—2 (&, o-bILA PV ERIL &S ITHo T, The reason why this substance is assumed to be changed to o-Toluidine in
(KTDNE—2 I, ElLLiED T, ) sludge:
2. ZOMEDETHo-MLADUIZHo1=35E . B#KR RO EI & (E36%(= [1. UV chart pattern in sludge became same as o-Toluidine.
4/11 x 100) TH 5., Chld. LEEDTOCHHEER(35.7%)I<. FEHITEL . (The pattern in water has not changed.)
3. yaamL LESh SRR IE. S ILRBIOTRTSTI2E>TIOWME (2. If all of this substance became o-Toluidine, the decrease rate of
Lo-MILADUICHLMZR TBNT, ) organic carbon is 36% (= 4/11 x 100), that is very close to the above TOC
result (35.7 %).
3. Chloroform extracted test solution was clearly separated into this
substance and o-Toluidine by Gel Permeation Chromatograph. )
SERR
EEEZXDT 2 IR = TIEEEHY 2 (reliable with restrictions)
{E3E 1 0 $I M AR L
S
BIAXAR (1) (12) (13) (11) (12) (13)
% PERER: Degradation Products:
95-53-4  202-429-0 o- b LA DV 95-53-4  202-429-0 o-Toluidine

1o-hLADUlE, BROBEKLEZNSDEKTREShEN 5T,
2. ABRICENIE, ThFFRRBEOSE I THE L,

3 EEBKMIESA S OBKIE. AHMICIRYEEh, BHSh5,
L=t > T, BRIRKIZHT Ho-ToluidineD ikt (&, {ELY,

1. o-Toluidine was not detected in the effluent water from waste water
treatment plant in Japan.

2. According to this study, it existed only in the sludge compartment.

3. Usually the sludge in waste water treatment plant is taken out and is
incinerated periodically.

Therefore, the release of o-Toluidine to an environmental water is low.

3.5. BOD-5, COD% f=(3BOD-5/COD't

| BT N7 Er7 BF L2 AF I T =0 Z-methylacetoacetanilide
CASES 93-68-5 93-68-5
MEE
SER
BOD5Q B HF 3%
T—E%L no data
1975 1975
#8 mgO2/L 2000 2000 =
BOD/CODLE 0 =
Z 0t
&
EHEHRDT 4 [E3EMH AT E T AR 4 (not assignable)
[EEETE D FIBTAR BL
H
5 X ) (14) ) (14)
#E BOD-20= 1680mg/g BOD-20 = 1680mg/g
ThOD = 2280mg/g ThOD = 2280mg/g
HEREH. ToOME, BHEIIT. Test condition, etc. have not described.
3.6 £MiRHEME
| EEETS N7 Er7 BF L2 AF I T = Z-methylacetoacetanilide
CASES 93-68-5 93-68-5
MESF
SER
Fi& Z Dt calculated ( Down load EPI Suite v3.10 (U.S. EPA)%{& /A L T&HE & [other: calculated ( calculated by using Down load EPI Suite v3.10 (U.S. EPA)

nit=
log Pow = 0.85. #% & hf-log BCF = 0.500 (BCF = 3.162)& LT, )

As log Pow = 0.85, estimated log BCF = 0.500 (BCF = 3.162). )

Zhhh: T

other:: caculated

2002

2002

HERPOBBRMERE

i #fE % 8 (BCF)

3.2

3.2

HRA/HE i TE 3

EFET

REM

)t

&

E#EERDT

2 FIR{t = TIEEEHY

2 (reliable with restrictions)

S8 1% O HI BT AR L
Hi 8

EESH

[E3




| HE4

FRER

RX

41 B~ORMEFN

Z D DOMWERME : Tokyo Kasei Kogyo Co., Ltd.: purity 99.9%

other TS: Tokyo Kasei Kogyo Co., Ltd.: purity 99.9%

OECD Guideline 203 (Fish, Acute Toxicity Test)

OECD Guideline 203 (Fish, Acute Toxicity Test)

[EdD yes
i 1999 1999
. BeE Oryzias latipes Oryzias latipes
vk
NEE
Hik
Fik
. KR KE
RBRAKEH-YORKE
SRYETOBRIEHABRKE
Lo Atk
HRKR
BRKDILZHIEE
HEBRABR(RUVRESR) E TDOREZE
HBRMBEOBRP CORENE
BRMEIBROBELZORE
RHEBE
REARE 96 BFA 96 h
BN Hak kR semi-static
L ELYDARK
FENBESNDOEEHIRERRUAR
RIz&+5KE
REE
ST ERE
RMECEDNE
#RETRIRER
CONCENTRATIONS
nominal concent- measured concentration (mg/L)
ration (mg/L) Ohr fresh 16hr expired mean
BE control nd nd nd
BT i - A (mll) solvent control nd nd nd
HeE(mg/l)  OBFR #LLY 1685R1 HiRREIN T 100 104 96.6 100
*HER nd nd nd
TR R nd nd nd nd : <0.500 mg/L
100 104 96.6 100 The values are expressed as time-weighted means calculated by the
following equation: (C0-C16)/(InC0-InC16) where
nd: < 0.500mg/1E(F LA F D ARk > TH SN -BR-E R FH(<koTHR |CO: the measured concentration at Ohr
SEIR &N 3, :(CO-C16)/(InCO-INC16) CO:0R% RS D C 165238152 fE 1684 DInCOZE 8l | C16: the measured concentration at 16hr

FE:CO InC160 B A% #:C160 B AR 4.

BRELT. RAREIRERELSF LMo,

MR

E%‘;?iﬂ%ﬁfwwt%tt‘ TNED/ESBLAILTHRESNE N T2,
EZH—T—

KiR:23.7-24.1°CA7E B4 5. 7.8-8.4 mg/|

(24°COEIFRE L. 8.25mg/IT#H B, )

pH:7.3-7.6

InCO: the natural logarithm of CO
InC16: the natural logarithm of C16
As the result, measured concentration was equivalent to nominal one.

EFFECTS

No abnormal behavior, abnormal respiration nor dead one were observed in
any of those dose levels.

MONITORING DATA

water temperature: 23.7-24.1°C

dissolved oxygen: 7.8-8.4 mg/L

(Saturated concentration at 24°C is 8.25 mg/L.)

pH: 7.3-7.6
SBRICE T HELE
EL
ZOMDBEER
R
#% % (96h-LC50) (LC50) 100 mg/L &YX (LCO) 100 mg/L LYK (LC50) 100 mg/L >; (LC0) 100 mg/L >;
EEERIT 1 HIR%A { E8EEH Y 1 (reliable without restriction)
*—RET4
{E8E M O MR HL
Hg
5| Ak (15) (15)
[
B Z D DIERME : Clariant GmgH: purity >99% other TS: Clariant GmgH: purity >99%
|I?J—1i{
Iﬁfﬁ OECD Guideline 203 (Fish, Acute Toxicity Test) OECD Guideline 203 (Fish, Acute Toxicity Test)
ED yes
1989 1969

GLP
RBREToF
RIE. R, BieE

Brachydanio rerio (new name: Danio rerio)

Brachydanio rerio (new name: Danio rerio)

IVKRKRA b+
Bk

HBRMBEDOAHE R

BHEBRAKESH Y ORKE

SHEYHETORZEHRRER

Lo AlLE#H

BFKIR

FRKDELFHMEE

RBRBRRVRERR) & ZORIE

HBRMBEDBRP TCORENE

ERRBNEIERIOER L EDRE

B

96 BFA

96 h

1E7K=

static

FHARREQHESLE




FRRE

EYPHEERR

ERECEDNR

HEETROFER

CONCENTRATIONS

BE Measured concentration of nominal 500mg/L:
RES00mMg/LDEAIRE: 510mg/L (Oh), 506mg/L (48h), 496mg/L (96h)
510mg/L (OB%§FH), 506mg/L (4885E), 496mg/L (968FRE) EFFECTS
% No dead one was observed in 0 and 500 mg/L dose levels.
FET(F0. 500mg/lE 5 BL AL THRESW GO, Following abnormal behaviors were observed at 96hr in 500mg/L dose level.
LITORETEIL, 96/ T500mg/LIE 5 BL AL THRES M, No. of
BaY T fishes  behavior
BT PRI SEE D E several decrease of respiration frequency
I THRANER several irregular respiration

AR BEEHRDEIZND several staying in the bottom of vessel

i It FBOETKIK several swimming in the bottom of vessel
£7T(10) BHESGKS all (10) tail heavy swimming
2T10)/EDBIELD all (10) dark body color
£T(10) BREWEEITRGEHALL all (10) no reaction when tapping the vessel
E=H— T4 MONITORING DATA
KiR:21.8-22.2°C water temperature: 21.8-22.2 °C
ATFE%:6.3-9.0mg/l dissolved oxygen: 6.3-9.0 mg/L
pH:7.6-8.1 pH: 7.6-8.1
SERR, 500mgr2H LI T D FIRREBR TH o= REMARK

This study was a limit test at 500mg/L only.

HEBRIZHTHETE

EERIE

ZDIHMDBRER

4 £(96h-LC50)

(LC50) 500 mg/L & Y X (LC0) 500 mg/L

(LC50) 500 mglL >; (LC0) 500 mglL =

EHEMERDT

1 HilPR%x < fEREtEH Y

1 (reliable without restriction)

F—RET4

(S8BT O F B AR HL

(6) (10)

(6) (10)

Z D DIEEYE : Eastman Chemical Company

other TS: Eastman Chemical Company

T—2HL

no data

1975

1975

Pimephales promelas

Pimephales promelas

HEBRAKESHY ORKE

SHRYETORZEHRRER

Lo Adbgt

HBRMBEOBRTP TCORENE

ERRBNEIERIOER L EDRE

R

96 BFA

96 h

1E7K=

static

CELNRRE N5 < L EERRUHR
!Zl:i—sl#éﬂ(ﬁ

IRE

eI A

RWRCEDNE

fREHRIER

ER

e
RERE SHMICBTIREFER

He(mgll)  24B5R8 48BFFE 7285 96EFR
*HER 20 20 20 20

10 20 20 20 20

100 20 20 20 20
1000 0 0 0 0

24508, 4885R5. 7285 L96BF R DLCS0ME L. & 4 316.2mg/LTH>7=o

96B D 100mg/kgik 5L AL T, — DU EDRDETIL, [FROED[F
WIMNIET B, Thotz, EXEBL10£100D Mg/ 5BLANILOITEIF[ER]
THot=.

AR COABYEORBRORE L, ARMBERLEH, 1=,
EZH—T—4

JKiR:15-20°C
B1FEE%R:1.3-9.7mg/mL

EFFECTS
nominal concent- number of survival fish at
ration (mg/L)  24hr 48hr 72hr 96hr

control 20 20 20 20
10 20 20 20 20
100 20 20 20 20

1000 0 0 0 O

LC50 value at 24hr, 48hr, 72hr and 96hr was 316.2mg/L each.

At 96hr of 100mg/kg dose level, behavior of one or more fishes were
"resting"/positioned at the bottom of the vessel. Behavior of others of
all control, 10 and 100 mg/L dose levels were "normal”.

remark: Actual concentrations of this test substance have not confirmed
during this study.

MONITORING DATA
\water temperature: 15-20°C

pH7.3-8.0 dissolved oxygen: 1.3-9.7 mg/mL
pH: 7.3-8.0

MBRICHITHEEE
EERIG
ZOMNBRER
#55(96h-LC50) (LC50) 316.2 mg/L_(LC0) 100 mg/L_(LC100) 1000 mg/L (LC50) 316.2 mg/L = (LC0) 100 mg/L = (LC100) 1000 mg/L
EEERIT 2 HRR{F = TiEEEHY 2 (reliable with restrictions)
*—RET4

{ERE1E O F B AR HL
HH

5| A TR

(5) (14) (16)

(5) (14) (16)

%
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)

Z D DIERME : Tokyo Kasei Kogyo Co., Ltd.: purity 99.9%

other TS: Tokyo Kasei Kogyo Co., Ltd.: purity 99.9%

OECD Guideline 202 (Daphnia sp. Acute Immobilisation Test)

OECD Guideline 202 (Daphnia sp. Acute Immobilisation Test)

[ENR)

yes

1999

1999

Daphnia magna

Daphnia magna

“F

DHEE

&

Fi&

HEBRAEVORIR, AI0E, RiEHE

SHEPETOBRZERRER

U BR B 48 B 0D B Rl

FRKR

FRAKDILFHEE

HBRAR(RUREFRR) & ZDORE

HBRMEOBRP TOREMS

48EFIEC50= 931mg/I
48F5INOEC= 667mg/I

BE REEXETID M

RE (K BEE %)

(mglL) 24858 48RS

R 0(0) 0(0)

BIEAE  0(0) 0(0)
198 0(0) 0(0)
296 0(0) 0(0)
444 0(0) 0(0)
667 0(0) 0(0)
1000 6(30)  13(65)

B, L3P 0a% 8T,

EZL4—T—4

7KiR:20.1-20.3°C
SETFEAHR:8.1-8.9mg/L(20°C D B FIE A 8.84mg/L)
pH:7.7-7.9

BRBRBROEELTORE
REDH
KRR 48 BxRE 48 h
EEVEN 1K static
ER 1ELY ORBREME
WX & ENBRINDUEDIRER
12617 5KE
ZEEKEERDOR
CONCENTRATIONS
. nominal measured concentration (mg/L)
75 = . concentration (percentage of nominal)
e RARE(moL) (mgl)  Ohr  48hr  mean
RE (EERE) o control nd nd nd
(mg/L) 08¢l A48EFFE] Ty solvent control nd nd nd
A e o nd 198 199(101) 191(96.4) 195 (98.6)
BEHE nd - ond nd 206 306 (103) 292 (98.5) 299 (101)
198 199(101) 191(96.4) 195 (98.6) 444 450(102) 453 (102) 452 (102)
296 306 (103 ) 292 (98.5) 299 (101 ) 667 644 (96.5) 683 (102) 663 (99.4)
444 452(102) 453(102) 452(102) 1000 1000 (100) 977 (97.7) 988 (98.8)
667 644 (96.5) 683 (102) 663 (99.4)
1000 1000 (100) 977 (97.7) 988 (98.8) nd : < 0.500 mg/L
. N . . . The values are expressed as time-weighted means calculated by the
nd:0.500mg/l <fE LA T D AHRERICK>TEHE SN S%Etime-weighted 535 TR following equation: (C0-C48)/(InCO-InC48) where,
é#’.Lé:(CO-C4f3)/:(_I.nCO-InC48) CO0: the measured concentration at Ohr
CO.qB%ﬁﬁU)%,EII,:EJ:;E C48: the measured concentration at 48hr
ﬁé%‘?gg’;(%ﬂf’g InCO: the natural logarithm of CO
: AR i I InC48: the natural logarithm of C48
InC48:C480 B A MAER EL TRIMRE L, BERED96.4-103%THOT=0 |as the result measured concentration was 96.4-103% of nominal one.
N HR(EKAE) : (-
SER 24B5RIEC50>1000mg/! EFFECTS (immobilization)

24hr EC50 > 1000 mg/L
48hr EC50 =931 mg/L
48hr NOEC = 667 mg/L

nominal cumulative number of immobilized daphnid
concentration (% of immobility)
(mg/L) 24hr 48hr
control 0(0) 0(0)
solvent control 0 (0) 0(0)
198 0(0) 0(0)
296 0(0) 0(0)
444 0(0) 0(0)
667 0(0) 0(0)
1000 6 (30) 13 (65)

The values include dead daphnia.

MONITORING DATA

water temperature: 20.1-20.3°C

dissolved oxygen: 8.1-8.9mgl/L (Saturated concentration at 20°C is
8.84mg/L.)

pH: 7.7-7.9

RBXEIZE T DRIGER LM

HRBRIZETERIEDELEDNER

#% % (48h-EC50) (EC50) 931 mg/L (EC50) 931 mg/L =

EFEERIT 1 HilpR% < {E%EtEH Y 1 (reliable without restriction)

F—ZET4

S35 1 O ¥ AR HL

gt

1A 17) 17)

[

B ZF D DOHWEME : Eastman Chemical Company other TS: Eastman Chemical Company
T—5%L no data

BERZE T o7 1975 1975

. HieE

Daphnia magna

Daphnia magna

DEE

Bk

Fi&

HEBREVORIR, ATLE, RiEHE

SEME THORZMHBRER

EAERBrI4A B D B Rl

FFKIR

FRKDIELZHEE

RBRBRRVRERR) & ZORIE




HBRMBEDBRP TCORENE

ERRBNEIERIOERE EDRE

96 BFfA

96 h

1K=

static

L EL Y ORBREYE

HBX EFZEABRIN DB LB TRER

1B+ 5KE
BRI E R

it
RIEBEKAERDE

SER

BES
REEH BHMICETIBEEID N

te(mg/L)  24B5R 48B5R 7285 968FR
*HER 17N 17N 17N 16N

10 16N 16N 16R 16R
100 7R 17R 16R 2R
1000 4R 0 0 0

LC50fE(mg/L)412.5 278.3 244.8 41.1 N TEEIKALBR =BE DHZET
DOI#L/EMEIFRR:.CORBRMEDORRORE . KARYRMEI HLEM>
=

EZLYLTT—H

7Kig:15-20°C

B7EEE%R:1.3-9.7mg/mL

pH:7.3-8.0

EFFECTS
nominal concent- number of mobile daphnia at

ration (mg/L) 24hr 48hr 72hr 96hr

control 17N 17N 17N 16N
10 16N 16N 16R  16R
100 17R 17R  16R 2R

1000 4R 0 0 0

LC50 value (mg/L) 412.5 278.3 244.8 41.1

N = "normal" swimming behavior

R = "resting"/positioned at the bottom of the mesh basket

remark: Actual concentrations of this test substance have not confirmed
during this study.

MONITORING DATA

water temperature: 15-20°C
dissolved oxygen: 1.3-9.7 mg/mL
pH: 7.3-8.0

HMNBRIZEH T DRIGEZREH,

REBRIZETIRIENDELHNER

=
iR A

#E £ (48h-EC50)

(EC50) 41.1 mg/L _ (EC100) 1000 mg/L

(EC50)41.1 mg/L=_ (EC100) 1000 mg/L =

IS5 BB H o 1=,

BOTARROEFTENTH S,

2002F8ABMAED A — R b T U LFHRILOMSDSIZ LN (E. 96HFRADLCE0ME
&, 37mgiLTH B,

EEHERDT IEEMELL 3 (not reliable)

*—RET4

{EREME D FBTIREL

8

51 A 3CHk (5) (14) (18) (5) (14) (18)

& SR DS LE (L9685 T20%(20804)TH Y . HAMITIELVEHFEERRELS  [Immobility of the control was 20% (4 in 20) at 96hr, and the partially

low dissolved oxygen concentration may have contributed to the toxicity.
So, the quality of this study is a little questionable.

According to MSDS of Eastman Chemical Company as of August 2002, the
96hr LC50 value is 37mgl/L.

Z DI DHEERME : Lonza Ltd.

other TS: Lonza Ltd.

|z
T—5%L no data
-4
. BieE Daphnia magna Daphnia magna

DHEE

Bk

Fik
HBREMORR, ALE, RSk
FRERBASRRF D BFRAAS
FRKDILFHIMEE
RBEARERUVRERR) EZOHLE
SBRMEOBERPTOREMS
BRBABROEEL TORE
REDH
REHMHE 96 B§FH 96 h
ECVEN

YL 1EL Y ORBREYE

ABX EFZEABRIN DB LB TRER
1B+ 5KE

i
itk PR 4k

RIEBEIKAERDE

ERR

RBEIZE T D RIGEZ LM,

HRBRIZETERIEDELENER

%R (48h-EC50)

(EC50) 10 — 100 mg/L

(EC50) 10 =~ 100 mg/L =

EEERIT 4 (EREHETMA AL 4 (not assignable)
F—RET4

EFEME O IR IL

EE

5| FXER ©) ©)

3

Z D DEERYE : Eastman Chemical Company

other TS: Eastman Chemical Company

T—8EL

no data

GLP
HEBREIT o F
EWIE. R, #ieE

Z DHKEBKIAEY: ramshorn snail

other aquatic mollusc:: ramshorn snail

“F

DHE

&

Fi&

HBRAEYORIR, AT0E, RiEHE




SEYE THORZMEHBRER

EAERBr4A B D B R

RBRBRRVRERR) & ZORIE

HBRMBEDBRTP TORENE

ERRBNEIERIDOERE EDRE

RHEDES

R TR

96 BFfiE

96 h

EEVEN

EHL 1EL Y ORBREYE

HBX EZENBRIN DB LB TRER
=857 5KE

RIEBEKAERDE

ERR

RBEIZE T D RIGEZ LM

HRBXIZETERIEDELENER

%R (48h-EC50)

(EC50) 1000 mg/L & YK

(EC50) 1000 mg/L >;

EEERIT

4 S3A1EET A AR

4 (not assignable)

*—2RBF41

{E3a1E O MR L

s

51 Ak

() (14)

() (14)

&%

4.3 KEREMA~ D EFE(BI R X

Z D DMWEME : Tokyo Kasei Kogyo Co., Ltd.

other TS: Tokyo Kasei Kogyo Co., Ltd.

I@Tﬁmg
—1

|5&

OECD Guideline 201 (Alga, Growth Inhibition Test)

OECD Guideline 201 (Alga, Growth Inhibition Test)

(FLy

yes

1999

1999

GLP
HEBREIT o F
EWIE. R, #ieE

Selenastrum capricornutum (new name: Pseudokirchnerella subcapitata)

Selenastrum capricornutum (new name: Pseudokirchnerella subcapitata)

IVRRSV b

NAAIR

biomass

SHEFHICAN-T— 5 08

ENRHDERE

ER DRI F R
N TEST ORGANISMS
IR strain: ATCC22662
ﬁt%:éTCCZ%GZ supplier: American Type Culture Collection
#aaTATCC pretreatment: 72hr
H"mgﬂz_f’ﬁﬁ initial cell concentration: 1E4 cells/mL
AERIRIE: 1Edcells/m] growth/test medium: OECD medium
ﬁkﬁ/ﬂﬁmﬁ:OECD;ﬁﬁ reference substance: Potassium Dichromate
HAEYE B IO LEAY Y L(T28MEDC50 = 0.295mg/L) (72hr EbC50 = 0.295mglL)
SRR PREPARATION OF TEST SOLUTION
bttt i s Following solutions were prepared for test.
Eggﬁggﬁgggmkﬂgznte A. OECD medium ("control")

o B. 100mgl/L HCO-ZEJ(EEI:I:V%B&V OECDRM([A 3t 1R]) gs;ﬁgﬁg&s&?;‘m (Hardened Castor Oil) + OECD medium

A\ =S §; B
C. 95.3, 171, 309, 556, 1000mg/I% SR+ 100mg/HCO-40+ OECDRIR | "g5 3 471 309, 556, 1000 mg/L each test substance + 100mg/L of HCO-40
HBRRATL + OECD medium
EBEBBRETHCT S5 vy T EHD500mA=HLI5RIRD100mI> |TEST SYSTEM . ) ) )
o exposure vessel: 100mL medium in a 500mL conical flask with a cap, which
#HUHK33 allows ventilation.
7Kig:23(21-25)°C number of replication: 3
pH:IBAL water temperature: 23(21-25) °C
FB 4134 3:4000-50001ux PH: no treatment
B A E S intensity of irradiation: 4000-5000 lux
#&3#%:100rpm photo period: continuous
HERFEIE cells/mL shaking: 100 rpm

test parameter: cells/mL

SERMER TOEBRABERS X

FREOIIEEDNHEZRTKR

HRKER

B ILFRME

HEBRABR(RUVRERR) E TOREZE

HBYMEDBBEDTOREN

BRBEBROERLZORE

REDH

L] 72 B5FE 72h

| EEEVES

X

FRERODLLEC ELEITH T HHBRBRE

ERTHOKE

EREAE

ERMBEER(%)

FRERICH T 2ERMIR

Formsez




RE

BE FRALREE (mg/)

RE (BRERE)

(mg/l) OB¥FA 7285 Fiy
*HER nd nd nd

R R nd nd nd

953 95.6(100) 89.1(93.5) 92.3(96.9)
171 165 (96.3) 155 (90.6) 160 (93.4)
309 311(101) 289 (93.7) 300 (97.1)
556 548 (98.6) 529 (95.2) 539 (96.9)
1000 994(99.4) 978(97.8) 986(98.6)

nd:< 0.500mg/I
BEUTOAERICL>T BRMESRFELLTRRSNS:
(C0-C72)/(InCO-InC72).

CO:0Bs R DRAIRE

C72:7285 R DEARE

InC0:COM B At 8k

InC72:C720 B E
HRELT. XA

MR

INAFRZR;

EbC50 (0-728%M8)= 383mg/I(95%c.1.:257-572 mg/l)
NOECb (0-72B#)= 95.3mg/l

RREE;

ErC50 (24-4885 )= 607mg/I(95%c.1.:391-942 mg/l)
NOECt (24-488%F8)= 171mg/|

ErC50 (24-7285 )= 654mg/I(95% Dc.l.: L)
NOECr(24-728%f) = 171mg/|

S
REBREREDI.6-101%TH>T=.

7285 OO R TR O F M EE
EREIRE HR3EE (x E4 cells/mL)

CONCENTRATIONS

nominal measured concentration (mg/L)
concentration (percentage of nominal)
(mg/L) Ohr 72hr mean
control nd nd nd

solvent control  nd nd nd

95.3 95.6(100) 89.1(93.5) 92.3(96.9)
171 165 (96.3) 155 (90.6) 160 (93.4)
309 311(101) 289(93.7) 300 (97.1)
556 548 (98.6) 529 (95.2) 539 (96.9)
1000 994 (99.4) 978 (97.8) 986 (98.6)

nd : < 0.500 mg/L

The values are expressed as time-weighted means calculated by the
following equation: (C0-C72)/(InC0-InC72) where,

CO: the measured concentration at Ohr

C72: the measured concentration at 72hr

InCO: the natural logarithm of CO

InC72: the natural logarithm of C72

As the result measured concentration was 90.6-101% of nominal one.

EFFECTS

biomass;

EbC50 (0-72hr) = 383 mg/L (95% c.l.: 257-572 mg/L)
NOECb (0-72hr) = 95.3 mg/L

growth rate;

ErC50 (24-48hr) = 607 mg/L (95% c.l.: 391-942 mg/L)
NOECr (24-48hr) = 171 mg/L

ErC50 (24-72hr) = 654 mg/L (95% c.l.: none)

NOECr (24-72hr) = 171 mg/L

AVERAGE CELL DENSITY DURING 72HR EXPOSURE
nominal concent-  cell density (x E4 cells/mL)

(mgll)  OBSR 24B5RS 48BSRY 7285M% ration (mg/L)  Ohr  24hr  48hr  72hr
o] 1.0 73 378 1121 control 1.0 73 378 1121
GER TR 10 74 351 1049 solvent control 1.0 74 351 1049
95.3 10 74 372 1130 95.3 10 74 372 1130
171 1.0 65 326 1028 171 10 65 326 1028
309 1.0 6.0 234 797 309 10 6.0 234 797
556 1.0 43 93 197 556 1.0 43 93 197
1000 1.0 24 41 5.0 1000 1.0 24 41 5.0
TR DRBRDOFHRREE AVERAGE GROWTH INHIBITION DURING 72HR EXPOSURE
BERE NM4TR  BEEE BRERE nominal concent- biomass  growth rate growth rate
(mgll)  (O-T2B5R)%  %(24-48E5TE1)(24-7285R5)% ration (mg/L)  (0-72hr) %  (24-48hr) % (24-72hr) %
ot - - - control - - -
TR R 6.28 5.00 2.75 solvent control ~ 6.28 5.00 2.75
95.3 0.0246 1.93 0.293 95.3 0.0246 1.93 0.293
171 10.8 1.66 -1.26 171 10.8 1.66 -1.26
309 324 16.9 5.03 309 324 16.9 5.03
556 78.7 53.4 443 556 78.7 53.4 443
1000 93.4 67.2 726 1000 93.4 67.2 726
7285 DR FH O MBIRTR CELL OBSERVATION AFTER 72HR EXPOSURE
BXIZ1000mg/ILNILTEHESN =, HDEEE. £53—DDLALTHESH |Swelling was observed in 1000 mg/L level. No other abnormal was observed
Ehotz, in any of another levels.
E=H— T4 MONITORING DATA
KiE:21.8-23.0C water temperature: 21.8-23.0°C
pH:EREIRBE(Mg/L) ORFRE 7285 pH: Nominal conc.(mg/L) atOhr at72hr
L 80 101 control 80 1041
RERDBE 78 101 algal medium 78 101
95.3 79 10.0 95.3 7.9 10.0
171 7.8 9.9 171 7.8 9.9
309 7.8 9.2 309 7.8 9.2
556 7.8 8.6 556 7.8 8.6
1000 78 83 1000 78 83
T EpHAMEIL = AN BB R E SR X I There is no explanation why the pH increased in the original report.
LA, ZBIERFRDHRICEST, pHIRAELIELIEHERS T LERBICE  |However, by consumption of CO2, pH deviation is frequently notices in
WTDEELETHD. test system and environment.
HR A58 5:4200-4800 lux Intensity of irradiation: 4200-4800 lux
HEBRTHOERER LA
RBRICHFTEHRIENDZLEDNEE
52 (ErC50) (EC50) 383 mglL (EC50) 383 mg/L=
# 2 (NOEC) 9523 953 =
EEHER T 1 HIR%A { EEEH Y 1 (reliable without restriction)
*—2EF 41
{E8E M O MR HL
Hig
51 FA3CHk (19) (19)
[

FDMOWERYE : Clariant GmbH: purity >99%

other TS: Clariant GmbH: purity >99%

DIN 38412, part 8 (Pseudomonas Zellvermehrungshemm-Test)

DIN 38412, part 8 (Pseudomonas Zellvermehrungshemm-Test)

K&E aquatic
(A4 no
1989 1989

Pseudomonas putida

Pseudomonas putida

16 BERA

16 h

% E(EC50%) (EC10) %3 800_mg/L (EC10) ca. 800_mg/L
EEERIT 4 (EREMETMA AL 4 (not assignable)
F—RET4

EFEME O FIBTIR AL

EE

5| AR @) 6) @) 6)

3

4.5A A~OEMEHN




ZDDHERYE : Tokyo Kasei Kogyo Co., Ltd.: purity 99.9%

other TS: Tokyo Kasei Kogyo Co., Ltd.: purity 99.9%

OECD Guideline 211 (Daphnia magna Reproduction Test)

OECD Guideline 211 (Daphnia magna Reproduction Test)

[ENR)

yes

1999

1999

Daphnia magna

Daphnia magna

fr DA i

fi 73 %
b 3RS reproduction
& R DR F iR
EEEa
BFOEE, RE. BAXNBEROHE
R
DiLPHHE
RBRBRRVRERR) & ZOAIE
HBRMBEDBRP TORENE
BRBEBROERLZORE
T
RERH
EH. ELT- Y ORBEME
FRER
R EEENBRSNDBCEHIRER
=811 5KHE
FHARREQHESLE
%
HMBRIZE T DHRIGEREH,
EEhEY
[FRozIE
CONCENTRATIONS
nominal  measured concentration (mg/L) (% of nominal)
RE concentration Oday 2day 9day 12day 14day 16day 21day
BE  ERIRE(mg/)(EEE %) (mg/L) new old new old new old mean
JRE 0B 28 98 128 148 168 218 control nd nd nd nd nd nd -
(mg/l) % 1B % 1B % 1B FH solventControlnd nd nd nd nd nd -
gl nd nd nd nd nd nd - 5.00 488 460 495 462 4.66 466 4.74
BB nd nd nd nd nd nd - (97.6) (92.0) (99.0) (92.4) (93.1) (93.2) (94.7)
5.00 488 460 495 462 4.66 466 4.74 10.0 996 9.54 10.1 9.22 9.76 9.18 9.63
(97.6) (92.0) (99.0) (92.4) (93.1) (93.2) (94.7) (99.6) (95.4) (101 ) (92.2) (97.6) (91.8) (96.3)
10.0 9.96 9.54 10.1 9.22 976 9.18 9.63 200 200 189 204 188 19.7 16.3 19.1
(99.6) (95.4) (101 ) (92.2) (97.6) (91.8) (96.3) (100) (94.4) (102 ) (94.1) (98.7) (81.5) (95.4)
200 200 189 204 188 19.7 16.3 19.1 400 403 376 37.8 379 377 342 376
(100) (94.4) (102 ) (94.1) (98.7) (81.5) (95.4) (101 (93.9) (94.6) (94.7) (94.2) (85.4) (94.0)
40.0 403 37.6 37.8 379 37.7 342 376 80.0 775 757 774 744 778 759 76.4
(101 (93.9) (94.6) (94.7) (94.2) (85.4) (94.0) (96.8) (94.6) (96.8) (93.1) (97.2) (94.9) (95.5)
80.0 775 757 774 744 778 759 76.4
(96.8) (94.6) (96.8) (93.1) (97.2) (94.9) (95.5) rem. nd : < 0.500 mg/L
new = fresh solution
rem.nd:< 0.500mg/I old = expired solution
F=FHLLER mean = time-weighted mean during 21days
RN DER The values are expressed as time-weighted means calculated by the
F19=218 DB EF 1Y following equation:
EIFUTOHERICL>THIBSNBRMESZELTRLTLS: {2(C0-C2)/(InCO-InC2)+3(C9-C12)/(InC-INC12)+2(C14-C16)/(InC14-InC16))/7
{2(C0-C2)/(InC0-InC2)+3(C9-C12)/(InC9-InC12)+2(C14-C16)/(InC14-InC16)}/7 CX:X- [where, CX: the measured concentration at X-day
B INCXOD S5 FE:CX D B A5 5t InCX: the natural logarithm of CX
FBRELT. RARERIREREDS1.5-102%TH 1=, As the result measured concentration was 81.5-102% of nominal one.
HER EFFECTS
21HLC50> 80.0mg/! 21day LC50 > 80.0 mg/L
218 EC50= 16.5mg/I(95%c.1.:115.0-18.0 mg/l) 21day EC50 = 16.5 mg/L (95% c.l.: 15.0-18.0 mg/L)
21H NOEC= 10.0mg/! 21day NOEC = 10.0 mg/L
21H LOEC= 20.0mg/l 21day LOEC = 20.0 mg/L
SER 21BH O} CUMULATIVE NUMBER OF DEAD PARENTAL DAPHNIA AND THE MORTALITY
BERE BRIV AFTER 21 DAY
(mg/l) T % nominal concent-  number of mortality
2 20.0 ration (mg/L) dead parent %
1 10.0 control 2 20.0
5.00 1 10.0 solvent control 1 10.0
10.0 0 0.0 5.00 1 10.0
20.0 1 10.0 10.0 0 0.0
40.0 2 20.0 20.0 1 10.0
80.0 1 10.0 40.0 2 20.0
80.0 1 10.0
KEMOF1RBEROLETHAK
BERE T MEAN DAYS REQUIRED TO FIRST BROOD PRODUCTION DURING EXPOSURE
8) nominal concent- mean
8 ration (mg/L) (day)
8 control 8
8 solvent control 8
8 5.00 8
8 10.0 8
8 20.0 8
14.7 40.0 8
80.0 14.7

21 B TRAS EICE RS D IRD T RIEH

BERE T
(mgll) (i)
R 130
B 149
5.00 137
10.0 137
20.0 55.9
40.0 3.9
80.0 0.3

MEAN CUMULATIVE NUMBER OF JUVENILES PRODUCED PER ADULT DURING|
21DAYS
EXPOSURE

nominal concent- mean
ration (mg/L) (number of juveniles)
control 130
solvent control 149
5.00 137
10.0 137
20.0 55.9
40.0 3.9
80.0 0.3




Lol

LSOO DFEBIMF (&, BAKIZ20, 40, 80mg/IL RV THEBESN Tz, Ff-. REBOZEIL
EREADIOALSORERFZNLOLRILTRESN -,
FRHEIEETOL AL THRESNGEA oF2,
FALHREELLIIEETOLALTRESWA, KUBRETHRIEEMLT,

ANOTHER OBSERVATIONS

Some growth inhibition were observed to the adult in 20, 40, 80 mg/L
level. Also, change of body color and attachment of Chlorella to feelers
were observed in those levels.

Non hatching egg was not observed in all levels.

Dead juveniles and dropped egg were observed in all levels, however the

SEIR(DDF) EoA—.7—A number was increased in higher concentration.
7kiR:20.0-20.2°C MONITORING DATA
AR 8.4-8.7 mg/(20°C OB E£8.84mg/LTH B, ) water temperature: 20.0-20.2°C
pH:7.5-7.8 dissolved oxygen: 8.4-8.7 mg/L
F[E:CaCO3M41.8-45.4mg/L. (Saturated concentration at 20°C is 8.84mgl/L.)
pH: 7.5-7.8
hardness: 41.8-45.4mg/L as CaCO3
[
[+ 2 (EC50) 16.5 mg/L 16.5 mg/L =
#&2(NOEC. LOEC) (NOEC) 10 (LOEC) 20 (NOEC) 10 =(LOEC) 20 =
EEERIT 1 HilpR% < St H Y 1 (reliable without restriction)
F—ZET4
{EHE1E O HI M AR L
HE
51 Ak (20) (20)
"E
46 ABERNADHH

46.B LIEEM~DEML
4.6.C iDL FEEB(RBEEEL)~OFM

461 EEEY~DEHMH

AT EMEHHEE=S ) VU (RMERICLSEWEEY)

4.8 ERAMELHR B

4.9 BITER




Lk

FRER

R

51 FFLAFRT IR, KB, B

52.A AMEOEY

EEIEES N-Z L7 EFIL-2-AF L7 =) 2'-methylacetoacetanilide
CASES 93-68-5 93-68-5
MEF Z D DHERME : Mitsuboshi Chemical Co., Ltd.: purity 99.9% other TS: Mitsuboshi Chemical Co., Ltd.: purity 99.9%
IR
Bk
FEIHARES4 Y OECD Guideline 401 (Acute Oral Toxicity) OECD Guideline 401 (Acute Oral Toxicity)
GLP#E & (FLy yes
HRETOF 1999 1999
EEIGIES) Sy bk rat
Crj: CD(SD) Crj: CD(SD)
TR (M, HE:F) FRIAR male/femal
B58 0, 819, 1024, 1280, 1600, 2000, 2500 mg/kg for both sexes 0, 819, 1024, 1280, 1600, 2000, 2500 mg/kg for both sexes

FREHEN)OBMEHK

5

5

AR (R 1K)

Z Dfth: 1% methylcellulose solution

other:: 1% methylcellulose solution

BE5 R

BmEE(A

Z DA DR

iRET AR

#ER

FREHTORCH

[ERERATR

BIRRAT R

Z Dt

[

LD50fiE X (¥LC50fE

(LD50 ) 1854 mg/kg bw

(LD50 ) 1854 mg/kg bw =

1 i DLDS0E X [FLCE0fE D& LV

xT
HRTED  ETH

BE58 B i [
mg/kg

0 5 0 0
819 5 0 0
1024 5 0 0
1280 5 1(Hr3) 0
1600 5 0 1(Day3)
2000 5  3(Hr.3, Day3) 2(Hr.3,6)

2500 5  5(Hr.3.Day3 ) 5(Hr.3,6,Day2,3)
Hr R 5 % D8R

MORTALITY
number of number of deaths

dose animals male female
mg/kg  per sex

0 5 0 0
819 5 0 0
1024 5 0 0
1280 5 1HR3) 0
1600 5 0 1(Day3)
2000 5 3(Hr.3, Day3) 2(Hr.3,6)

2500 5 5(Hr.3, Day3) 5(Hr.3,6,Day2,3)
Hr.: hours after dose, Day: days from dose

LETHAL DOSE

Day %5550 A% male (95% confidential)  female (95% confidential)
LDO : = 1024 mg/kg = 1280 mg/kg
R LD50 : = 1854 (1549-2298) mg/kg = 1945 (1654-2318) mg/kg
ER 1#(95% 15 %R ) 1 (95%f= %8 R ) LD100: > 2000 mg/kg >2000mg/kg
LDO:= 1024mg/kg =1280mglkg
LD50:= 1854(1549-2298)mglkg = 1945(1654-2318)mglkg OBSERVATIONS
LD100:> 2000mg/kg > 2000mg/kg From 10 minutes after dose, decreased locomotor activity and adoption of
prone position were observed in all treated groups, and hypomyotonia,
ptosis and deep respiration were observed in many of treated groups.
R From 1 to 3 hours later, piloerection, hypothermia and lacrimation were
#5HR107 %NS, 2TORBHTHTEHFHEEDE T LEMMINREIN, £2<OM |observed in all treated groups dose-dependently.
BHTHME. REETELRTRISRESNT, From the Day 2, pale skin was observed in all treated groups dose- dependently.
1HBIEFREEET, BE., BRELRRE. AEKENICETOREH TRESN. Dead animals showed serious those clinical signs and weak respiration
2B M5, 2 TOREHT, REBICERENICEOLRENRESNT, before die.
LY. FETHIC, ChoDRLZERREIREFBUIFRE R, Body weights in treated groups were dose-dependently lower than those of
%Eﬁg&”}gf‘%:‘%‘ﬁiﬁiﬁ?:;%&E?ggcéit:ﬁ%ﬁL&E}?ﬁhﬂf@i:’%g;ﬁgﬂz?ﬂﬁ the control group on the day after treatment. At necropsy, bloody
3 M - < K HC VS ol ReALl=o material in the stomach and intestine, petechiae in the glandular stomach
EE:“&‘%&&%“T‘ i?:(“éﬁﬂ%fﬁ"ht“hbo)wﬂ;';‘ 2TSHAFTIZAAL. and distension of the urinary bladder were observed in the animals that died.
#a .4&‘}1;(3:125 8 i‘CL_EHEL,T:{., [ Except pale skin all of those symptoms on live animals were recovered by
FEE3ABISEEIARERL. TA S, BRIENL. Day 5, and pale skin was recovered by day 12.
Body weight showed recovery trend on day 3, then normally increased after
day 7.
EmEn 1HIRAEEEEHY 1 (reliable without restriction)
S8 0 HI TR L
g
5| A AR (5T X k) 21) (1)
i
B N-Z 2,7 EFIL-2-AFILF =) 2'-methylacetoacetanilide
CASHES 93-68-5 93-68-5
HMEZ ZDHDIEYE : Eastman Chemical Company other TS: Eastman Chemical Company
N
ik
HEAA FoA Y
GLP#E& T—8%L no data
HRETOF 1975 1975
EEEICIESS) vk rat
% O fih: Caesarean-derived, barrier-reared other: Caesarean-derived, barrier-reared
TR (HEM. HE:F) T X male
BE58E 200, 400, 800, 1600, 3200 mg/kg 200, 400, 800, 1600, 3200 mg/kg

ERAEF(ER)DEBME

2

2

BIR(EK)

Z D4th: 10% suspension in a 0.5% aqueous jaguar medium

other:: 10% suspension in a 0.5% aqueous jaguar medium

5 %%

BELR(A)

ZDHhDFHBRE M

AT F AR

e

FEREHTORTH

| B

BIRATR

Z Dt

8 5

LD50{E X [$LC50fE

(LD50 ) #1600 _mg/kg bw

(LD50 ) ca. 1600_mg/kg bw

i # D LD501E X [ZLCE0{E D& LV




ER

RT
#5Emgkg B ETHREGECHZ)
200 2 0
400 2 0
800 2 0
1600 2 1 (5 88)
3200 2 2 (5 BM)

£5RH. SAMETFR. HRIEHES D £SERRMIEA . 1600£3200mg/kgEE TH
mENT=, EMESF TS HBEMEA, 1600mg/kgB TSI, BERLEHH
200£400mg/kgBE TH S, 200mg/kgBE TIZI% 5 B ITBEA DBELEBHIEHRE
Shit=,

ZNOEAIZ, 200£400mg/kgBED L THBMIE, EEDLSICRZ T,
EHFELTVDETOBMIE. AHRD15B &I, KAEA ML=,

tho7F—%
LD50 = 1600mg/kg bw(¥ ™ X)
(FRBRAE, TORIE, BESNTLVELY,)

MORTALITY
dose mg/kg No.of animals No.of death (time of death)
200 2 0
400 2 0
800 2 0
1600 2 1 (Day 5)
3200 2 2 (Hour 5)
OBSERVATIONS

Clinical signs such as prostration, labored breathing and jerking motions
were observed in the 1600 and 3200 mg/kg groups. Hypersensitivity to

touch and sound was also observed in the 1600 mg/kg group. Severe
weakness was noted in the 200 and 400 mg/kg groups and slight to moderate
weakness was observed in 200 mg/kg group on the day of dosing.

On the next day, all animals in 200 and 400mg/kg groups appeared normal.
All surviving animals gained weight over the study 15 days later.

OTHER DATA
LD50 = 1600mg/kg bw (mouse) (Test method, etc. were not described.)

2 HipR{T = TE#EMEHY

2 (reliable with restrictions)

[
{E A1 D HI MR 5
HE

5| FA R (5T X#R)

(5) (14) (22)

(5) (14) (22)

&%

EEIVEES

N-ZEb7EFIL-2-AF LT

2'-methylacetoacetanilide

CASHES

93-68-5

93-68-5

HEE

Z DD EERME : Clariant GmbH

other TS: Clariant GmbH

R
5

HEHA LS4V

GLPE&

F—BHL

no data

HRETLF

HER R (2R 1H)

TR (HEM. HE:F)

F—BHL

no data

BEE

FREHEN)OBMHK

L JCELED)

528

BELR(A)

ZOHDFHBREY

AT FRIAIE

fER

FEREHTORTH

| B

BIRATR

Z Dt

Ty
0 A

LD50fE X [$LC50fE

(LD50 ) 2500 — 5000 mg/kg bw,

(LD50 ) 2500 — 5000 mg/kg bw =

It 1 DLDS0ME X [FLCE0fE D& LV

AR

4 {S3E1E STl T BE

4 (not assignable)

[
{E A O HI MR 1
HE

5| FA R (7T X#R)

(4)

(4)

&%

EEIVEES

N-Z b7 EFIL-2-2FILTZ)

2'-methylacetoacetanilide

CASHES

93-68-5

93-68-5

HEE

ZDHRDIEEYE : Lonza Ltd.

other TS: Lonza Ltd.

R

Bk

HEHA LS4V

GLPE&

no data

HRETF

HER R (2R 1H)

rat

TR (HEM. HE:F)

BEE

FREHEN)OBMHK

L JCELED)

5 %%

HELR(A)

ZDHDFHBREH

AT FRIAIE

fER

FREHTORTH

| B

BIRATR

Z Dt

Ty
0 A

LD50{E X [FLC50fE

(LD50 ) 5000 mglkg bw & Y X

(LD50) 5000 mglkg bw >;

1 i DLDS0E X [FLCE0fE D& LV

IR

1E3E1E 4 (SR TIE T AL 4 (not assignable)
EEED FIB R

g

S X BT XA ©) ©)

[

5.2.B RHERAHME




52.C AMEREM

EEI7EES

N-ZEb7EFIL-2-AFILTZY

2'-methylacetoacetanilide

CASHES

93-68-5

93-68-5

#E%

F—RAL

no data

AR

ik

HEHALA LS4V

GLP&E&

RBE{T &

EEEICIESS)

ELEY

guinea pig

TR (M, HE:F)

4 {E R ST T Bk

B5E

4 (not assignable)

FRAEF(ER)DEBME

IR (R 1K)

BE5Z®

BmERE(A)

Z DAt DR

iRET AR

=R

EREHTORCH

[ERRRATR

BIRRAT R

Z Dt

[

LD50fE X [¥LC50fE

(LD50) 1000 mg/kg bw & Y X

(LD50 ) 1000 mg/kg bw >;

i # D LD501E X [ZLC50{E D& LV

IR

|5 LS 4 (E5EE TR A &R 4 (not assignable)
EEETE D FIBTIR B

H 88

5| FA SCHR (7T 3X k) (14) (22) (14) (22)

wE

5.2.0 AMHFME(Z DhOKRSERE)

HEBMES

N-Z b7 EFIL-2-AF VT =)

2'-methylacetoacetanilide

CASHES

93-68-5

93-68-5

HEH

R

Bk

HEHALA LS4V

GLP&E&

RBE{T >R

EEAG IES0)

rat

TR (M, HE:F)

no data

B5E

FRAEF(ER)DEBME

IR (R 1K)

BEZR

HRREA

intraperitoneal

BmERE(A)

Z Dt DR

iRET AR

#ER

EREHTORCH

[ERERATR

BIHRAT R

Z Dt

[

HiEfE

(LC50) 800 — 1600 mg/kg bw

(LC50) 800 — 1600 mglkg bw =

IR

[EEES
S8 O HI TR B
g

4 {E R ST T Bk

4 (not assignable)

5| FA SCHR (75 3X#R)

(14) (23)

(14) (23)

[

HEBEMES

N-ZEb 7 EFIL-2-2F VT =)

2'-methylacetoacetanilide

CASHES

93-68-5

93-68-5

HIEH

R

Bk

HEHALA LS4V

GLP&E&

HBRET o1 F

EEEICIESS)

XIR

mouse

TR (M. HE:F)

B5E

FRAEF(ER)DEBME

AR (R IK)

BE5Z®

[T

intraperitoneal

BmERE(A)

Z DA DR

iRET AR

#ER

EREHTORCH

[ERERATR

BIRRAT R

Z Dt

[

HiEfE

(LC50 ) 400 — 800 mg/kg bw

(LC50 ) 400 — 800 mg/kg bw =

R

(e EES
S8 0 HI TR L

4 {ERE T T Bk

4 (not assignable)

(14) (23)

(14) (23)

g
5| FA SCHR (7T 3X#R)
[




5.3.A BRIERIBIEE

HEBMEL

N-Z b7 EFIL-2-AFIT =)

2'-methylacetoacetanilide

CASHES

93-68-5

93-68-5

HEH

Z Dt DHERME : Eastman Chemical Company

other TS: Eastman Chemical Company

AR

pH

5

HEHALA LS4V

GLP&E&

T—8%L

no data

HBRET O F

EEEICIESS)

ELEY

guinea pig

TR (M, HE:F)

B58

FREHEN)OBMEHK

L JCELED)

528

PAZE

occlusive

BmEE(A

Z D DR

(EEHIE) 24 755-001

(EZEm) 24 155-001

iRETFAIAIE

(2]

—REBHRIT

8 RI%

Z Dt

[

RIS RIS

BRORHESHY

slightly irritating

RIEEEY

BHMuRHESHY

slightly irritating

ER

24BERARIC, MEEQKELOTHAGAMAA DN, ERKIC. A
Hoht-, REROBM%. REXERICE ST,

24 hrs later, moderate edema and slight erythema were produced.
One week later, desquamation was noted.
One week after the test, the skin appeared normal.

1E3E1E 4 (SR ETIE T AL 4 (not assignable)
ERAE D FIMTIR B

g

S A X B X G)(14) ) (14)

[ JEEE: 250, 500, 1000mg/kg Concentration: 250, 500, 1000 mg/kg
HERMEA N-ZEb7EFIL-2-2FILTF = 2'-methylacetoacetanilide

CASES 93-68-5 93-68-5

MEF Z Dt DHERME : Eastman Kodak Company other TS: Eastman Kodak Company
IR

pH

HiE

FEIFA 54 % Dfth: see Test Condition other: see Test Condition

GLP&E& (A3 no

HEBREToF 1975 1975

HER R (FB/ R #E) EILEY F guinea pig

TR (HEM. HE:F)

58 .2mg .2mg

EHRBHILR)DEMEK 10 10

R (R 1K)

Z Dith: see Test Condition

other:: see Test Condition

REER BiZE occlusive

CELILIEN)

ZOtDFEREHE (REHAR) 14 T55-003 ( (RFEHARE) 14 T55-003 ( This substance was added to a lotion (33% w/v)
HEMEXSATILO—ILT )£ (19, vv) I 57 % B— 3 > (33% wiv) |consisting 3A alcohol :
Mz 5htz. COEEMI2mI(=¥EO0.165mg)l&. BIZ5H Z#2:EM. 100L |glycerin (1:9, v/v). 1/2mL of this mixture (= 0.165mg of substance) was
DELEY FOEBENYBRSEEHICZT YD 5Nz, ) rubbed on the clipped back of 10 guinea pigs five days a week for two

weeks. )

fREtFRALIE

fER

—REHRAIT

BERIEE

Z Dt

[

RS RIS PEEQRIHMESH Y moderately irritating

BEEEM PEEOFBESHY moderately irritating

ER F1EMBOED TR EREAEMN 2Tz, AERICIEBNOIRENA ST, after the first application: 6 Pigs were no reaction, and 4 were minimal
HERZEAMEBATD TR ERIENEN 21z, SEICITR/INDIBIMNA S0, 1T |erythema.
ICFEBLARNA 5Ntz after two weeks' test: 1 Pig was no reaction, 8 were minimal erythema and

1 was severe erythema.

|5 ELES 4 (AT A &R 4 (not assignable)

{E3E T O HI TR L

8

5| A AR (5T X k) (14) (14)

[

EEEES N-Z 2,7 EFIL-2-AFILF =) 2'-methylacetoacetanilide

CASES 93-68-5 93-68-5

MES ZDDEEME : Clariant GmbH other TS: Clariant GmbH

ER

pH

Ak

FEIFA 54

GLPE& T—AHL no data

HEBEToE

B G IES ) IHx rabbit

TR (HEM. HE:F)

IR 58

B EIGEDEES

EEETEELDS)

REER

REHE(R)

ZDHDHBREH

#fEt PRI IR

R

—REHRIT

BREREE

Z Dt

#him

BISRIME Rl L not irritating

REEEM FlFE A L not irritating




ER

A 4 (AT A AR 4 (not assignable)
B T O T 4R L

H 88

51 X BRGEXAR) @) OI6)

[

5.3B RFMER

EE3EES N-ZEb7EFIL-2-AFILTF = 2'-methylacetoacetanilide
CASES 93-68-5 93-68-5

HES ZDRDBEYE other TS

R

Bk

HEITA LS4

HBDE AT

GLP#E & T—AHL no data

HERET O F

EEEICIES) IHFX rabbit

TR (M. HE:F)

BE58E (&5 &) 100 T56-002: mg (GRE) 100 EMNEEHE(%) (5 &) 100 T56-002: mg (RE) 100 %

1B % HE IR & BRIR IS, BEORMELAA DT,
4BMB L THORMNERETHY . HABRRTRESABBEIR WG,
f=o

KRE®13EM., VEOTE, EBOFEFEE ofz, — A, 3T}, BE19H
12, ZHBKICTROKFET o1, M—. FEEOHEENDITMICHA >
T BEE 1=,

ERAEH(ER)DEBME 6 6

B (EK) FIALGEELEL) unchanged (no vehicle)

REER

REHE(R)

ZOtDREREHE (RTEHIR) 24 B5R (MEDXIF100mgh’. 62DBEFV Y TROTOREIC [(RFEHM) 24 hour(s) ( Approximately 100mg of the substance was placed in
BEhhiz, the lower eye sack of
BBDS55M32(F, 173 &RICHBKICEYRHESNT, six albino rabbit eyes.
13EMO®REESHRE) Three of the eyes were washed one minute later with distilled water.

post dose observation for 13 days )

et Ao AL IR

fER

BE BHERBESH Y slightly irritating

R A% AR

R A8 W5

R R B fEHE

Z 0t

(i

BRI Bt BWERBEH Y slightly irritating

AR % B SRR ES Y slightly irritating

ER MEEH K30, MES-2FL 5, immediately after treatment: The eyelids were held shut for about 30

seconds.

one hour later: The conjunctivae and nictitating membranes were slightly
erythematous.

24 hours later: All eyes appeared normal and no tissues stained with
fluorescein.

post exposure: The eyes remained normal during the subsequent 13 days.
While, three of the eyes were washed one minute after the application,
with distilled water. The only reaction was a slightly increased blinking
rate.

1E381E 4 SR TIE T AL 4 (not assignable)
SRR D HIMTIR B

gt

5| X AR (X AR) @) (5) (14) @) (5)(14)

[

EE3EES N-ZHEb7EFIL-2-2FILT =2 2'-methylacetoacetanilide
CASES 93-68-5 93-68-5

HES ZDhDHERME other TS

IR

Bk

FEIFA R4 OECD Guideline 405 (Acute Eye Irritation / Corrosion) OECD Guideline 405 (Acute Eye Irritation / Corrosion)
REBEN2A T

GLP#E& T—AHL no data

RERETF

HEBR R (B R 1H) vHx rabbit

TR (M, HE:F)

[ RS ODIR

)

BEER

BELE(A)

ZOHDFHEBREH

AT FRIAIE

#ER

BE

PEEQRHESHY

moderately irritating

LIEY:

R

S E
al=l»
| [

2| D r

R

Z Dt

[

HEEQRHEHY

moderately irritating

I@i%kfi
R Rt

PREEDOREMEH Y

moderately irritating

R

4 {E R ST T Bk

4 (not assignable)

e
S8 O HI TR B
g

5| FA SCHR (7T 3X#R)

(6)

(6)

[

5.4 BERAE

EEIVEES

N-Z b7 EFIL-2-AFILTZ)

2'-methylacetoacetanilide

CASHES

93-68-5

93-68-5

HEE

ZDHDIEEME : Eastman Chemical Company

other TS: Eastman Chemical Company

R

5

HEHALA LS4V

HBD2 (T

GLP&E&

T—8%L

no data

HBRET o1 F

1975

1975

EEEICIESS)

ELEY

guinea pig




TR (HE:M, I :F)
&

% & B O WHR 10 10

EEELS)

REER

REHE(R)

ZOtDHEREHE EEMTANY VEMNEBIhE-I99XO2OOGEERHMN. 10EDE/L  |A compound-heparinized-whole-rabbit-blood reaction product was injected
Ev FORBEISESR SN, into the footpads of ten guinea pigs.
1A%, BAMEREICEYRRESIT. One week later they were challenged with topical application.

fRATFRIAIE

R

HERIER

Z 0t

[EE

R HULEL ambiguous

ER 10D 5 5DIT (L, HBLERBEDORGEETR LT . Nine of the ten reacted similarly to their control.
10D 5 5DIE(E, #5#&. 24L488RICEA & HBWMIBREERL One of the ten reacted with a strong erythema both at 24 and 48 hours
1 after application.

1E3E1E 4 {EREMETIE T AL 4 (not assignable)

ERAME D HITIR L

8

5| A XAk (ST X RiR) (5) (14) (5) (14)

[

5.5 REHS5HM

EEEES N-Z 2,7 EFIL-2-AFILF =) 2'-methylacetoacetanilide

CASES 93-68-5 93-68-5

MEF Z Dt DHEERME : Mitsuboshi Chemical Co., Ltd.: purity 99.9% other TS: Mitsuboshi Chemical Co., Ltd.: purity 99.9%

2

Bk

FEHALA LS4V

OECD Guideline 422 (Combined Repeated Dose Toxicity Study with the
Reproduction / Developmental Toxicity Screening Test)

OECD Guideline 422 (Combined Repeated Dose Toxicity Study with the
Reproduction / Developmental Toxicity Screening Test)

HEigtE subchronic
GLPE& [EXR) yes
HEBEToE 1999 1999
ECEAG IES50) Sk rat
Crj: CD(SD) Crj: CD(SD)
TR (HEM. HE:F) FRIFAR male/femal
BE58E 0, 8, 25, 80, 250 mg/kg/day 0, 8, 25, 80, 250 mg/kg/day
FREHEN)OBMEK
B (EAE)
BEZR BERORSE oral: gavage
B (SR H0HE » Y (B X HE) yes, concurrent vehicle
&5 #IR(B)(OECD422% T, REHMD (4R 448, AXRERI4ARNSIFREDIBET males: 44days, females: from 14days before mating to Day 3 of lactation
T—2ELHDHE. REZSHM) (41-458) (41-45days)
BE5HE one administration/day one administration/day
EEHARE(H) L none
TEST ORGANISMS
Age: 9 weeks for male, 8 weeks for female
Weight at initiation: 343-391 g for male, 211-241 g for female
REREY Number of animals: 10 per sex per dose
B TIIE, HTIE8E Pellet food and water: free take
BABGES O E & 1 T343-391 g. MET211-241 g ADMINISTRATION
BYOMEHR, FIREEILIT10T Vehicle: 1% methylcellulose water solution, 0.5mL/100g body weight
E iz &ok: B IR Type of administration: gavage, once a day
Duration of administration:
?’1”5 . . male; 44 days (including 14 days before mating)
B %DAF L)L O—RKEH, 0.5mL/100g body weight female: 41-45 days (from 14 days before mating to 3 days after
BEOEHEEEREL 181E parturition)
BEME: MATING PROCEDURE
44 B (RRA D148 EET) ; one by one in each cage
i:41-45 B (XE14BAASHENIBRET) (All of those 10 pairs had finished mating by Day 4.)
*REIE CLINICAL OBSERVATIONS AND FREQUENCY
o5 i . = Clinical signs and mortality: every day
?E;?E%Zé;;1 EF (108N THRIRFTIREERA L) Body weight: once a week, and the time of termination
byt Food consumption: at every body weight check
= BRRMIRLET B "
HEREH . (24hr consumption)
gifgﬁﬁﬁﬁ;gﬁ?ﬂwt% QAR B 'Water consumption: not checked
7;&;;% WEEL ARMOHESR) HISTOPATHOLOGICAL OBSERVATIONS
> S Urinalysis: by male at Day 39 - 43; pH, blood, protein, ketones,
A RERE bilirubin, urobilinogen, specific gravity, deposit and appearance
RO R TE39-43BIT;pH. Mk, 22785, ko EYILEY, HAEY/—5Y HE, Hematology: by male at day 45 (stopped feeding at 17:00 on the day before
SRR, 5L R terminal kill); erythrocyte count, hemoglobin, hematocrit, MCV, MCH, mean
MK 458 (REDBZOHO B D17:00CERE 1L 1-) D TR Mk %, A€+ OE |corpuscular hemoglobin(MCHC), leukocyte count, platelet count,
. ATRIY bk MCV, MCH, FE#mEk~ES OE L (MCHC), AmkEk. /M REk, #81k |reticulocyte count, Heinz-body and methemoglobin
FRMERE, NA VK, ARNES OEY Blood biochemical: Same sample as hematology was used.; total protein,
ML MEZELTCORLY T LHERSN P80, 7ILT IV, 7)LT 24 [albumin, albumin/globulin(A/G) ratio, glucose, triglyceride, total
OJYS(AG)tE, FILa—R RS YRR, #BaLRTO—L BEYILEY RREER. cholesterol, total bilirubin, nitrogen of urea, creatinine, GOT, GPT,
HLFF=>.GOT. GPT, gamma-GTP . $LEAIE TR 04 +—+(LDH). Z)LAYU AR  |gamma-GTP, lactate dehydrogenase(LDH), alkaline phosphatase, cholin
CAVUIRTFIS—E AL UG, SR L A L esterase, calcium, phosphate, sodium and potassium
ROBDOE, (TR B R DU, Organs: by male after extraction of blood, and by female at day 4 after
DC;HN . AFRE. B IR, DV BOBR. FIRIR. TEK. BT, BE. BRLE (estimated) pregnant;
T LROBFECMZT, . B, Bkt HE. Hi. LBHE. TOf for weight check; brain, liver, kidney, spleen, heart, thymus, thyroid,
pituitary, adrenals, testes and epididymides
for observation; above mentioned ones plus, lung, stomach, bladder,
medulla, spinal cord, sciatic nerve, etc.
RATFHLE
fER
RE, KREEMNE

EHE, RKE
R DFEREH &

BRERAT R (ERE.
ki o}
REFHRRGEER, ERE

MEFARR(RER. FRE

)
)
HIEFMR(RER. FERE)

REBEEMR(EEER, ERE)

FRLR(E). HTHH

BRFA(RER, BEE)

|REEE

FREMBFHTR(EEER, ERE)

ERICERS NI E

RERGHE

ER




&

NOAEL (NOEL)

25 mg/kg bw/day

25 mg/kg bw/day =

LOAEL (LOEL)

NOAEL/LOAELD ¥ E R B

I DNOAEL(LOAEL)DE L E

SER

AR D EATOUEE . 14RO FHRERESHBRIEALE,

>250mg/kg/day 0 &>100mg/kg/day DIEIZF LN T, Mk, B, BHEICUL< DD DIERAY

BEINT,
2T, REAR%250mg/kg/day B E L =,

RIS
LRFATELBEOELR. EOBTLHRESNEM T,
FRELERREVMHLLERL. EOBRTLRESEN O,

D PRAT R L E DA 250mglkg B THE STz, LML, EFMNBRAFESIZ, ThiE
ERBERNTHY. BELEELFROFy/EB TREAFShEMN T,

HOMBRFE SV MBILPHFRR

5 8 (mglkg/day) 0 8 25 80 250
FRMBkEL: --- DD
EHFMEREEMCV): - - - 1|
AEJREVRE: - - - - D
/\7|~7U1H - - - D
iﬁjﬂnﬁk/\:EO‘Elt/(MCH)- |
R M Bk R
ANESTOEVRE:
FMBENSVIME: - - - - O
EYLEY: - - - |

PP PN
- Eai’f—liﬁ%&b\sf; I i*nuu; D BADLT, O:BBEh Tz

BRI R, T O i
%5 & (mg/kg/day) 0
Rl B 1L - - -
DK - e -
[REER: - - - -

TEAKES: |

FEER:

mﬂtﬂﬁmﬂm«f“/?—'p/m%% ---00
BRESMEM: - - - -

RS> oM - - |
E‘ﬂﬂw%ﬂl““ﬂ)ﬁﬁt{%ﬁ EECEEEEC |

S EBFEEEbEMN o
#mLt=. D:EdLT-, O BEShi=

8 25 80 250
[e)e]

FERURIERT R . T OftbiE
%5 8 (mg/kg/day) 0
BEoRet - - -
BEOmL: - - - -
BHES: - - - -
TEEEE: R
FES: - -
Hﬁﬁtﬁiﬂﬁﬂ)’\%‘x?'};ﬂ:fﬁ% ---00
B E L -

EES-om: - - - 1

BOHE OIFBRENE: -

S IEEE LA ofz, 1ML . D JﬁJ}Lt O:BEShT=
RE/EFMHEONOELIE, MtEIZHL T25mg/kg/day TH B,

25 80 250

PRELIMINARY EXAMINATION

4 males and 4 females were used for 14days Preliminary Repeat Dose Test.
Several symptoms to blood, liver and kidney were observed at
>250mg/kg/day for male and >100mg/kg/day for female.

So, highest dose was set up to 250mg/kg/day.

CLINICAL OBSERVATIONS

General: No change in mortality and behavior were observed in any groups.
Body weight and food consumption: No toxicological effect was observed in
any groups.

Urinary findings in male: Increases of specific gravity was observed in
250mg/kg group. However as the author said, it's likely within normal

range, and no related change was observed in another check items.

HEMATOLOGICAL AND BLOOD CHEMICAL FINDINGS IN MALE
dose (mg/kg/day) 0 8 25 80 250

erythrocyte count: - - - D D
mean corpuscular volume (MCV): - - - | |
hemoglobin concentration: - - - - D
hematocrit value: --- - D

mean corpuscular hemoglobin(MCH):- - - - |
reticulocyte count: - - - -

methemoglobin concentration: - - - - |

Heinz-body in erythrocytes: - - - - O

bilirubin: - - -

potassium: - - - -

-2 normal or nothing, I: increased, D: decreased, O: observed

HISTOPATHOLOGICAL FINDINGS, ETC. IN MALE
dose (mg/kg/day) 0 8 25 80 250

blackening of spleen: --- 00

enlargement of spleen: - - - - -

weight of spleen: - - - -

weight of pituitary: - - - -

weight of liver: - - - - -

hemosiderin deposit in

liver and spleen: - - - 00

extramedullary hematopoiesis: - - - - |

congestion in spleen: - - - -

eosinophilic body in

tuble of kidneys: - - -

-2 normal or nothing, I mcreased D: decreased, O: observed

HISTOPATHOLOGICAL FINDINGS, ETC. IN FEMALE

dose (mg/kg/day) 0 8 25 80 250
blackening of spleen: - - -00
enlargement of spleen: - - - -0
weight of spleen: |
weight of pituitary: - - - - -

weight of liver: - - - -

hemosiderin deposit in

liver and spleen: - - - 00

extramedullary hematopoiesis:- - - - |

congestion in spleen: - - -

eosinophilic body in

tuble of kidneys: - - - - -

-: normal or nothing, I: increased, D: decreased, O: observed
NOEL for repeat dose toxicity is 26mg/kg/day for both sexes.

1 IR <SRBT Y

1 (reliable without restriction)

[
{E A1 D HI MR 5
HE

MHW Japan MHW Japan

5| FA X BR (T 3X#k) (24) (24)

[ 3 ZDT—4IZOECD TG4A22(HRHB)D—HTH 5. This data is a part of OECD TG422 (combined study).
5818 L U5.82IB4 S K, Please refer to section 5.8.1 and 5.8.2.

EEEES N-Z 2,7 EFIL-2-AF LT =) 2'-methylacetoacetanilide

CASES 93-68-5 93-68-5

MES Z D DEERME : Eastman Kodak Company other TS: Eastman Kodak Company

T

Bk

HEIFA RS54
L subacute

GLPE&

RBREToE 1975 1975

HER R (FB/ R ) Sk rat

TR (HEM. HE:F) T X male

#’58 0, 88, 96, 760, 816 mg/kg/day 0, 88, 96, 760, 816 mg/kg/day

FREHEIN)OBYEK

B (EAE)

BERZR BO.RERS oral: feed

SHHBE (SR B0 ot HY. BERHEERNET—E0OHA other:: yes, concurrent chow and historical data

"5 HR(B)OECD422% T, BEHMMO (118 11 days

T—2E0H5BE. BRIESHMH)

BE5HE

EEEARE(B)

HEBREH HEREY TEST ORGANISMS
BIy FBLEBAZS. LAL, FEHEERIATLAL, male rat; More than 5, but the detail was not described.
®E ADMINISTRATION
PURINA Laboratory Chow!Zi2 A L 1= blended into PURINA Laboratory Chow
HBENMBEM duration: 11 days
BRERHERER CLINICAL OBSERVATION
AR, BR. 78, E. KhE, ERE appearance, coat, behavior, stool, body weight and food consumption
P RS HISTOLOGICAL OBSERVATIONS by light microscopy
FEEMEEICE Y. . fh. BE. B, NS, 55, KB, BFEE. B, |trachea, lung, esophagus, stomach, small intestine, cecum, colon, liver,

R
[N

D, BIE. ﬂ&. FikiR, . M. B
BE. R

B VN8, K

kidney, urinary bladder, heart, adrenal gland, pancreas, thyroid, testis,

spleen, bone marrow, mesenteric lymph node, cerebrum, cerebellum, medulla

and eye

fRATFRIAIE




&

®E, AEENE

ERE. SKE

BRRFR(ERE. MRORRFHLE
beiedL)
RE PR EER. BEE)

mEFHRRFEER. BEE)

MmiEE PR (RER, FHRE)

REBERRFELEE. BHE)

ETR(E). R

BB R(REER, BHEE)

|EEER

RIERSANAR(RER, BRE)

ERICERSN-E

AERGHE

P

ey
Ve A

NOAEL (NOEL)

88 mg/kg bw/day X

88 _mg/kg bw/day <;

LOAEL (LOEL)

NOAEL/LOAELD ¥ E R B

R DNOAEL(LOAEL)DE L E

ER

MRCOEZEEICINE. RRT(THb5, BAES8LE. 760mg/kg/day) THE
ALEANBEBYEARENERICEA AN >OTEETH -, T THR
HER(EERIL96& . 816 mg/kg/day)F1T o 1=,

MR, BTSSR

AR, SR, BE. KETARTRAIDIELREF. EOBKTLRARSA
otz

KRELERSARERMORLHNAET 2EREDHEDIE, 96&. 816mg/kg
DBRTHEBSNI,

MEFHLEFTR 88L . 760mgkgDHETHOANEI OEVRELAT I U Y
b GASEERL L. BRLTLIALKKOEMARE ST,
Z LT, 760mglkgDE D TACDEMA, FEENSLEETRLL,
MEEFMFAREABTE FOSF—ELETILNY 7+ R T 74 —EDfEHSS
&, 760mgkgDETEM LIz, — AT, JILEIVEAFYOEBLIS VR
TIF—HERRERIFZ. BEEHRBERLTHo 1=,

BB R AL ORBHYE. BANCHEEEXEE L.

BHMBRFTEL, ICOLNBLERT-HYTHBLYREL o1,
HEEEFMESEORDE. 816mokgH THRES T,
MMENRREMOANES T D OBMERED S SMmik, SEONEZES
T80 5 LAETHRES NI,

Remark: According to this author, the control animals used for Experiment

| (namely, dose rate 88 and 760 mg/kg/day) were anomalous, because they
did not gain weight normally. So, replicated test (Experiment II; 96 and

816 mg/kg/day) was made.

HISTOLOGICAL AND STATISTICAL RESULTS

general: No gross changes in appearance, coat, behavior or stools were
observed in any of them.

body weight and food consumption: Decreased food intake with an
associated decreased weight gain was observed in 96 and 816 mg/kg groups.
hematological finding: Slight dose-related decrease in hemoglobin
concentration and hematocrit in 88 and 760 mg/kg groups, and increase in
circulating white cell number were observed. And two animals in 760mg/kg
group exhibited moderate polychromatophilia.

blood chemical finding: The values of lactic acid dehydrogenase and
alkaline phosphatase in 88 and 760 mg/kg groups were increased. While,
glutamic oxalacetic transaminase and urea nitrogen were equivalent to
historical control.

necropsy finding: One control animal had focal interstitial nephritis.

Bone marrow hematopoiesis was more intense in one treated animal than
control.

weight of organs: Decreased liver weight was observed in 816mg/kg group.
histological finding: Increased amounts of splenic hemosiderin and
congestion of the spleen were observed in four of five treated animals.

1E3E1E 2 HIRR{T = CIEEMEHY 2 (reliable with restrictions)

ERAME D FIMTIR B

g

5| A XAk (ST X AiR) (14) (14)

-2 TCh S DEBHOFRMBKMEOFHITRDT HAREELNH S MDA B - |"It appears that red cell lifespan may be decreased in these animals." -
EEHITBRAT, this author said.
DTSR ZBEREAREHEETRENSAFARTH S, Under mentioned Results and Test condition are all data available from

the original report.

56.A BIZFRALER

EE3EES N-ZHEb7EFIL-2-2FILTF = 2'-methylacetoacetanilide

CASES 93-68-5 93-68-5

MESE Z D DWHEME : Mitsuboshi Chemical Co., Ltd.: purity 99.9% other TS: Mitsuboshi Chemical Co., Ltd.: purity 99.9%

ER

Bk

FEHALA LS4V

OECD Guideline 471 (Bacterial Reverse Mutation Assay)

OECD Guideline 471 (Bacterial Reverse Mutation Assay)

BEFRAZE HHICL SBRERLESRAmesiHER % £)

bacterial reverse mutation assay (e.g. Ames test) - gene mutation

GLP#E& [EXS) yes

HRETOF 1999 1999

Mk ITRER Salmonella typhimurium (TA100, TA1535, TA98, TA1537); Escherichia coli Salmonella typhimurium (TA100, TA1535, TA98, TA1537); Escherichia coli
(WP2uvrA) (WP2uvrA)

RBFEESHOEE B with and without

EEE Y -S9mix and +S9mix: 0, 156, 313, 625, 1250, 2500, 5000 ug/plate ( REH -S9mix and +S9mix: 0, 156, 313, 625, 1250, 2500, 5000 ug/plate ( TEST
RBGEHIES AT LT T/ NILEZ—ILESB-R2 Y T 5K (benzoflavon) [SYSTEM
THEHELE=S v MiFlEL 5 DS9, metabolic activation system: S9 from male rat liver, induced with
#E phenobarbital and 5,6-benzoflavon
2SN ADMINISTRATION
#BEZLEDTL— RS, number of replicate: 2
®E5 EAEE plates per dose: 3
B DMSO(REX, EBHIhTULEL, ) application: pre-incubation
nAQPofick:H solvent: DMSO (Concentration was not described.)
SOREM L DIHE,; 2-(2-furyl)-3-(5-nitro-2-furyl)acrylamide(TA98. TA100. |positive control groups:
WP2), 7 24tF kY L(TA1535), 9-7 =/ 7% 1) ¥ (aminoacridine)tE® |without S9mix; 2-(2-furyl)-3-(5-nitro-2-furyl)acrylamide (TA98, TA100,
18(TA1537) WP2), sodium azide (TA1535), 9-aminoacridine hydrochloride (TA1537)
SOEEMH Y DIFE;2-7 2/ 7~ b5t > (aminoanthracene)(£ T D52 M & |with S9mix; 2-aminoanthracene (all five strains)
%) test parameter: revertant colonies per plate )
HRBERIL—rH-YOERRALEAKID=—)

R

[l EAE

REEFEHYDBE EHEESINH EICAARLZSDE THRE5000ug/plate TSN LM o712, Toxicity was not observed up to 5000ug/plate in five strains with or

without S9mix.
REFELZLOBE EHEESINH EICEARESDE THRE5000ug/plate TERESN AN of=, Toxicity was not observed up to 5000ug/plate in five strains with or

without S9mix.

EHYDEHE
[ EE LDBE
ER
EES
EIEFRAZEER [E3Ed negative




ER

FAIFIRE PN
TA100, TA1535, TA100, TA1537  WP2uvrA
+ 0?7 -+ 7 -
SOREIL 1[I L1 [117]
+SOEE L 1[I 1 01[7]

BnE

SIRBDHFEHHIDOLT . TRTORAETIIL— LY DEREALEKRD
O=—HIERBERF TH o1z — A BIEHBLTTERRRAERFIO=—(F2
BEBATO . WThOTL—tTHRRIZBRTELM o1,

Salmonella typhimurium Escherichia coli
TA100, TA1535, TA100, TA1537  WP2uvrA

+ ? - + ? -
SSOmixi [ 101071 10 107]
+Somix: [ T 1 ("1 [ 1 [ 1171
OBSERVATION

Number of revertant colonies per plate in all doses with/without S9mix
were equivalent to control. On the other hand, more than 2 times
revertant colonies were observed in all positive controls. Visible
precipitation was not observed in any plates.

1 HIRRA < EHEMEHY

1 (reliable without restriction)

[
{E A O HI MR 5
HE

MHW Japan MHW Japan
5| A XX BR (T XX #R) (25) (25)
[
EEIEES N-Z L7 EFIL-2-AF L7 =) 2'-methylacetoacetanilide
CASES 93-68-5 93-68-5
MESE Z D DIWERYE : Tokyo Kasei Kogyo Co., Ltd.: (most probably) purity 99.9% |other TS: Tokyo Kasei Kogyo Co., Ltd.: (most probably) purity 99.9%
R
Ak

HEHA LS4V

T31-18: plate incorporation method essentially as described by Maron and
Ames

T31-18: plate incorporation method essentially as described by Maron and
Ames

BEFEARAER: BHIC S S EREREERR(AmesHERE L)

bacterial reverse mutation assay (e.g. Ames test) - gene mutation

GLPE& T—HAHL no data
EE Y ieYtd 1996 1996
MRKEXIRER Salmonella typhimurium (TA102, TA2638); Escherichia coli (WP2/pKM101, Salmonella typhimurium (TA102, TA2638); Escherichia coli (WP2/pKM101,
WP2uvrA/pKM101) WP2uvrA/pKM101)
RJFEESHOEE E:3 without
RERE 0, 20, 78, 313, 625, 1250, 2500, 5000 ug/piate ( BiE 0, 20, 78, 313, 625, 1250, 2500, 5000 ug/plate ( BACTERIAL STRAINS
H#E#ATR: TA102. TA2638; B.N.Ames##%(Univ. California, USA) source: TA102, TA2638; Professor B.N.Ames (Univ. California, USA)
WP2, WP2uvrA/; Bl SR # AT (B K) WP2, WP2uvrA/; National Institute of Genetic (Japan)
REFEHN TS5 X = FpKM101DOHEA; introduction of R-factor resistance plasmid pKM101;
HMEEANEEREREM(BAR)T., IshizawaD HEIZE D at Institute of Environmental Toxicology (Japan) by Ishizawa's method
pi:d=3 ADMINISTRATION
BB DR number of replicate: 2 (different laboratories)
RBRILDTL—H3 plates per test: 3
SRR application: pre-incubation
EDx A positive control groups:
<4 k<4 2C; TA102, TA2638 Mitomycin C ; TA102, TA2638
2-(2-Furyl)-3-(5-nitro-2-furyl)acrylamide); WP2/pKM101(WP2uvrA/pKM101) 2-(2-Furyl)-3-(5-nitro-2-furyl)acrylamide; WP2/pKM101, WP2uvrA/pKM101
B1E:DMSO ) solvent: DMSO )
R
EEHY DEHE SEIZL TORETRES5000ug/plate THRESN LM 1=, Toxicity was not observed up to 5000ug/plate in all strains.
EHEL LDEE ST E TORETRES5000ug/plate THRESNLE M 1=, Toxicity was not observed up to 5000ug/plate in all strains.
thY DIFE
£ L DS
|45
BEFERER X3 negative
EF ERRMESE MUTAGENIC ACTIVITY
AE HIRRAEERE/TL—+ dose number of revertant/plate
ug/FL—hk TA102 TA2638 WP2/pKM101 WP2uvrA/pKM101 ug/plate TA102  TA2638 WP2/pKM101 WP2uvrA/pKM101
lab1 lab2 lab1 lab2 lab1 lab2 lab1 lab2 lab1 lab2 lab1 lab2 lab1 lab2 lab1 lab2
0 441 342 36 43 50 89 97 103 0 441 342 36 43 50 89 97 103
20 - 352 - 43 - 76 - 114 20 - 352 - 43 - 76 - 114
78 - 344 - 40 - 81 - 128 78 - 344 - 40 - 81 - 128
313 447 339 31 35 45 78 105 125 313 447 339 31 35 45 78 105 125
625 456 - 3 - 49 - 102 - 625 456 - 35 - 49 - 102 -
1250 395 317 29 36 48 81 99 134 1250 395 317 29 36 48 81 99 134
2500 416 - 24 - 38 - 69 - 2500 416 - 24 - 38 - 69 -
5000 307 223 16 29 35 58 56 98 5000 307 223 16 29 35 58 56 98
E AR TIE2DODRGDZRBEAThN, MNab1 1B & UTab2)(EZDZNZND |rem. This study was operated by two different laboratories. "lab1" is the
EKRERT one and "lab2" is the other.
EIFL2TREBRTODIDDTIL—rDFEHYTHSB, All values are the average of three plates at each laboratory.
ZOBERBOFRICOVNTIEERLEA T2, There was no description about the result of those positive controls.
LALRBFICHEBRSN 28D P RA DR ISR LI, However the results of simultaneous 28 chemicals were reported.
ZOPRICFARLLTLTERAEFN, ZOBERRHPUTDOAE(UI/TL—HT |on them was Formaldehyde, of which positive results were observed at
Ribhifz, TA102: 50-400. TA2638: 50-500. WP2/pKM101:25-700. following doses (ug/plate). TA102: 50-400, TA2638: 50-500, WP2/pKM101:
WP2urvA/pKM101: 25-800 25-700, WP2urvA/pKM101: 25-800
HfEENR GENOTOXIC EFFECT
REFALLL; without metabolic activation;
FRASFIRE TA102, TA2638; fatk Salmonella typhimurium TA102, TA2638; negative
Kﬂ%% WP2/pKM101, WP2uvrA/pKM101; Bt Escherichia coli WP2/pKM101, WP2uvrA/pKM101; negative
REBELHY; (FHREICER) with metabolic activation; (This is not a part of this report.)
1E381E 2 HIR{T = TIEEMEHY 2 (reliable with restrictions)
{E3EHE O HIER L
8t
?i)‘(ﬁﬁ(ﬁiﬁﬁ) (26) (27) (26) (27)
3
EEIEES N-Z L7 EFIL-2-AF L7 =) 2'-methylacetoacetanilide
CASES 93-68-5 93-68-5
MES Z D DEERME : mixture of Hoechst, Kodak and Lonza other TS: mixture of Hoechst, Kodak and Lonza
2
Bk

HEHALAESAY

Z 0t BEMGERE BRI SitidaL

other: no description for standard protocol number

BEFRALE: BHIC S S EREREERR(AmesHERE £)

bacterial reverse mutation assay (e.g. Ames test) - gene mutation

R A(TAIST (F152)

#BEZEDTL—F3

5 14%:DMSO 100mg/mL K& &
EORBREETHIATLHEL

RRERIL— FCENERREALRKOD=—)

GLPE& E38) yes

EE Y ey td 1985 1985

IR IEREE Salmonella typhimurium (TA98, TA100, TA1535, TA1537, TA1538) Salmonella typhimurium (TA98, TA100, TA1535, TA1537, TA1538)
REGEHEIES)HDHE B with and without

HEREH -S9mix and +S9mix: 0, 25, 250, 2500, 5000, 10000 ug/plate ( &5 -S9mix and +S9mix: 0, 25, 250, 2500, 5000, 10000 ug/plate (

ADMINISTRATION

number of replicate: 1 (2 for TA98 only)
plates per dose: 3

solvent: DMSO 100mg/mL solution

positive control groups: not described

test parameter: revertant colonies per plate )

#ER




ST

REEEHYDBE EMHESIES DHEICBZE <& E10000ug/plateTA100 TEEE SN A F=, |Toxicity was not observed in TA100 up to 10000ug/plate with or without
S9mix.
RBEELZLOBE S ISR S DA EICERE{RE10000ug/plate DTA100 TEREES A o7, | Toxicity was not observed in TA100 up to 10000ug/plate with or without

S9mix.

iU DBE

EE LGS

[EXE3

negative

SOREDHERITHADLT. INTOAETITL— bE-Y OERRRE
B0 —RIERERBERETH o1,

—7. BB T THERRAZEFR IO —(F2EEZBI TV =, LALR
BABRTELILITOVTRBF LA, ST,

Number of revertant colonies per plate in all doses with/without S9mix
were equivalent to negative control.

On the other hand, more than 2 times revertant colonies were observed in
all positive controls. While, there was no description about visible
precipitation.

2 HipR{t = TEH#EMEHY

2 (reliable with restrictions)

[
{E A D HI MR 1
HE

5| A BR (T XX #R) (28) (28)

&%

EETEE3 N-ZHE 7 EFIL-2-2F L7 =V 2'-methylacetoacetanilide
CASES 93-68-5 93-68-5

HEZ Z D DHERME : Lonza Ltd. other TS: Lonza Ltd.
N

ik

FEHA LS4V

BEFERER: BHICS S EREREERR(AmesHERE L)

bacterial reverse mutation assay (e.g. Ames test) - gene mutation

GLP#ES& T—HAHL no data
RBRET oI5
WREX IRER
[RBCEHIE(SHDHE
ERE M
z

£50 DBE

EE LDBE

5 ) OBA

FELDBE
[BETRRER [E3E3 negative
ER
|5 LS 4 (AT A &R 4 (not assignable)
EEATE D FIMTIR B
H 88
5| A 3Tk (7T 3 iik) (6) (6)
%E thokEg OTHER RESULTS

IHEL B OEEFRAER: B Gene mutation in mammalian cells: negative
RS DNABE D HT: Bt DNA repair assay in vitro: negative

HERMESA N-Z 2,7 EFIL-2-AF LT =) 2'-methylacetoacetanilide
CASES 93-68-5 93-68-5
MES Z DM DEERME : mixture of Hoechst, Kodak and Lonza other TS: mixture of Hoechst, Kodak and Lonza
ER
e

HEHALAESAY

Z Ot HBREHSH

other: see Test Condition

BEFRAZE: BABMEICES T2 BEFRAEERR

mammalian cell gene mutation assay - gene mutation

acceptable range.

GLPES [EXS) yes
HRETF 1985 1985
Mk IRER forward mutation in the CHO-K1-BH4, Chinese hamster ovary cell line forward mutation in the CHO-K1-BH4, Chinese hamster ovary cell line
RJFELSHOEE g with and without
-S9mix and +S9mix: 0, 0.3, 0.6, 0.9, 1.2, 1.5 mg/mL ( CELL STRAINS
. . type: Chinese hamster ovary cell, CHO-K1-BH4
-S9mix and +S9mix: 0, 0.3, 0.6, 0.9, 1.2, 1.5 mg/mL ( #EAa#k source: from Dr.Hsie (Oak Ridge National Labo., USA)
ii:?’-.-\“f:—x./\AZ&.—Eﬂﬁﬂﬂﬂ. CHO-K1 BH4 selection of HGPRT+ cells: prior to assay MEDIA
HAGTR: D*rﬁ!;;e g;k;fﬁge N-ztf"la' Labo., USA). culture medium: Nutrient Mixture F12 supplemented with L-glutamine and
HGPRT+ DR 7 1 DA, heat-inactivated dialyzed fetal bovine serum (5% by volume)
;ﬁ%iﬁiL-7)1«5'5‘/&@'5*%&“’4Lfiﬁ*ﬁLf:'7°/ﬂé‘ﬁME(S%Wfﬁ)ﬁﬁﬁbt;ﬁé?ﬁ% selection medium: hypoxanthine-free F12 containing 10 u mol of 6-thioguanine
F12(Nutrient Mixture F12) CONTROLS
BIRIEH:6-FA T 7=210u mol £EL . ERFHUFUEEELLFI2 control: mentioned above culture medium
Zjﬂg R solvent control: culture medium + 1% DMSO S9
x H EHTE = induced from rat liver, 1mg protein per mL
BUHB I, 1%DDMSO, Ty FF RN SEHELISI(ImLISDE gD S H)E |1eet SYSTEM g proteinp
;_%g;% number of repli for cloning: 5 (flask ent)
;:I_"_ Y DM SIS RANES) number of replicates for mutant selection: 1 (10 dishes total/treatment)
=5 _Eﬁigmﬂ)f—&.)mﬁﬁﬁﬂ(10(7)*'/’v-lz/ﬂ$) positive control: see above "Result"
= - Ty - PROTOCOL
MR i%%ﬁ'iﬂwrﬁﬁjigﬁﬁw"&’ Cells were seeded into 25 cm2 flasks at 5E5 cells per flask.
@RI . 75 Rl DE5ESMIT25cm2 75 Al iE AN 1= After 24hr incubation, test substances were added in each 2 flasks.
24ﬂ%rgaﬁ‘o)iﬁ§& £RD2ODISAAIHEBRMEEME - - After 4hr exposure, those were washed and incubated in F2 overnight.
49%%0)%%& ‘%h%l&%bﬂ‘( FZ‘En—Bﬁ LT - The cell monolayers were trypsinized 16-24hr and suspended, then were
Wﬁwﬁ%i—@»ﬂﬂ%ﬁﬂ ,F')j’/‘/‘ﬂ&fib‘(’ri‘iﬁub 75;3:&[:%4]100 EmLC. 7Ry |s6eded at about 100 per flask and incubated for 7 days. (The rest of
EHRLE, (BYDIO=—(3, MEMEH AT 01 bt MBS BEE->T colonies were used for counting cytotoxicity.)
75cm2 752 aI=DE106EDMMEBBIEL . Thh bR EERBESLAT 1015 The cell suspension were used to replant at 106 cells per 75 cm2 flask,
L 2B 5B E3E LML EIELT -, & BRISETIE. 20N EEEREA L2075z |(hen were incubated to permit growth and expression and subcultured every
D& RIZ106DMITHEIEELL- 2 or 3 days. At each subculture, two cultures each were combined and
ERARORDYIC, FREL BRI TES v— LIS DE 2050 HE 1040y v— |1eseeded at 106 cells info each of 2 flasks.
LIz, BIEHLE-, (BYDI0=—(%, MBEHEH KT 210 Ebht-, )7 BEOREE At the end of expression period, each culture was reseeded at 2 x105
P ’;#—bt?;x:ﬂﬂ):ﬂ:—i‘ﬁﬁg’él,f— i - = = cells per dish x 10 dishes in selection medium. (The rest of colonies
gﬁ?ﬁ;ﬁgﬂ e were used for counting absolute cloning efficiency.)
BETOER, FO—=0 5 OHEL AT RIKEE ) After 7 days incubation, colonies in both dishes and flasks were checked.
TEST PARAMETER
survival to treatment, absolute cloning efficiency and mutant frequency )
#ER
e
REEEHY OBE % cell survival at 1.5mg/mL dose: -S9mix= 91%, +S9mix= 85%, that was % cell survival at 1.5mg/mL dose: -S9mix= 91%, +S9mix= 85%, that was
acceptable range. acceptable range.
REEEZLOBE % cell survival at 1.5mg/mL dose: -S9mix= 91%, +S9mix= 85%, that was % cell survival at 1.5mg/mL dose: -S9mix= 91%, +S9mix= 85%, that was

acceptable range.

X

550 OBE

[t LDGE




R

[
EIEFRAZEER [E3Ed negative
MUTATION FREQUENCY
R R -S9mix: % absolute total mutation
-SORE:  %iENmy At RARER dose cloning mutant  frequency
ik yn—=2y RRER  HE (mg/mL) efficiency colonies (mutans/mil.cells)
(mg/mL) &g an=—— (EE/EFHMR) control 73.0 13 8.9
o] 73.0 13 8.9 solvent control  83.8 19 1.3
AR 838 19 1.3 0.3 63.4 1 0.8
0.3 63.4 1 0.8 0.6 80.6 12 7.4
0.6 80.6 12 7.4 0.9 81.4 5 3.1
0.9 81.4 5 3.1 12 75.2 2 1.3
1.2 75.2 2 1.3 15 776 1 0.6
1.5 776 1 0.6 positive control 71.8 343 238.9
51t 3t B8 718 343 2389
total mutant colonies
BERALERIN=— mutation frequency:
RALERNE = (cells seeded per test)x(absolute cloning efficiency)
(ERER LY OB MR (oD —=2 T B E)
cells seeded per test = 2E5/dish x 10dishes = 2E6
1B 7=V D BTEMAEE = 2E5/I x 10 = 2E6 positive control: ethyl methanesulfonate, 0.25mg/mL
PSR IR A2 ZLRVEETF )L, 0.25mg/mL
+S9mix: % absolute  total mutation
+SOEA!: %Xty AE RARER dose cloning mutant  frequency
ER iz on—=y RRER  HE (mg/mL) efficiency colonies (mutans/mil.cells)
- (mg/mL) ME an=— (ZE/EHHR) control 72.0 1 0.7
o] 72.0 1 0.7 solvent control  90.0 2 11
AR 90.0 2 1.1 0.3 78.8 16" 10.2*
0.3 78.8 16* 10.2* 0.6 57.6 13* 11.3*
0.6 57.6 13* 11.3* 0.9 78.6 0 0.0
0.9 78.6 0 0.0 12 64.2 6 4.7
1.2 64.2 6 47 15 65.6 8 6.1
1.5 65.6 8 6.1 positive control 51.6 51 49.4
[k 3o 51.6 51 494 * Significant different from controls.
HBEEEE.
total mutant colonies
& mutation frequency=------------=-mreemmemmmemeeeeeeeeeeeeee

RIKERFE = -
(FRER A=Y OIBEMI )X (X0 —=2 T %K)

18R L 7=Y D EFEMAR S = 2E5/IN x 100 = 2E6

SRR OAFIL=bAYFI, 0.25mg/mL

DESIFRESN-RAZBRBAEDEC) . BEORETRLNDERTEN

NI TSIURDHEELBI TGN EPANSDRETE. BRARAREERBEDNSE

&E DY A—=J AR E B E L 1=Y0-20DRALERTHHESNTIND -&F

EIBAT=,

SORABDHEAIDLTAERGERIERLMEMST,

(cells seeded per test)x(absolute cloning efficiency)

cells seeded per test = 2E5/dish x 10dishes = 2E6

positive control: dimethylnitrosamine, 0.25mg/mL

Remark: "None of these induced mutation frequency values (*) is in excess
of the spontaneous background range normally observed for this assay. A
report from --- EPA --- gives the approximate range of spontaneous
mutation frequency as 0-20 mutants per million clonable cells.” - the
author said.

Dose response relationship was not observed for either with and without
S9mix.

1 IR < EREtEH Y

1 (reliable without restriction)

[E3
S8t O HI TR B
g

5| A AR (5T X k) (29) (29)

[

EEEES N-Z 2,7 EFIL-2-AF LT =) 2'-methylacetoacetanilide

CASES 93-68-5 93-68-5

%S F Db DIXERME : mixture of Hoechst, Kodak and Lonza other TS: mixture of Hoechst, Kodak and Lonza
AR

Bk

HEHA LS4V

Z D1th: see Test Condition

other: see Test Condition

DNAJE BB in vitro IEZLEBMAE P T DT EHDNASG R IC & HDNAKE( - &

DNA damage and repair assay, unscheduled DNA synthesis in mammalian
cells in vitro - DNA damage and/or repair

GLP#E & [EdD yes
HERETOLF 1985 1985
MK IRER non bacteria non bacteria
REFHESHDERE £ with
0, 165, 330, 825, 1650, 3300 ug/mL ( TEST ORGANISMS
0, 165, 330, 825, 1650, 3300 ug/mL ( HEREMIK cell type: hepatocytes isolated from male Charles River CD-1 rat weighing
more o0 s S g =B AN 200-330g
giﬂ?g;?o-%smz;f?E’éaz(ggatrlisg;er $g1?'\7\’|‘_$\"?’\?§uﬂﬁgf s |pre-incubation: 2-3hr on cover slip mounted plastic tissue culture dish
okt O 1 G *7]?_ "} William's Medium E2 LY b, william's Medium E at 37°C in 95% air and 5% CO2
t= TSRFVIOMBIERES v—L DHN—HFR L T2-365H CONTROLS
Q%‘William's Medium E control: William's Medium E
e - . solvent control: 1% DMSO in William's Medium E
SR D X : William's Medium E 1) 1%MDDMSO . N AV .
A1t ) = L= . positive control: 2-Aminoanhracene 0.4ug/mL in William's Medium E
g{f)i*/ﬂii William's Medium E #0)2-73/7 >S5+ (2-Aminoanhracene) TEST SYSTEM
&Eu%m$ﬁiﬁ§k§ﬁ§§®f—ml‘ & ASRDEE v— L EERE L Each 5 culture dishes were prepared for pre-incubation and test.
iﬁfés,,/%;,=£5,,/ » :Mﬁ‘:"'%'C“37J‘"'UDDI~'J‘;"]'L\1§?§W);=;S‘ 1.0- exposure: 18hr by William's Medium E with 1.0-2.0uCi/mL of tritiated
sz i 907000 5= X =0 f00) —ERALIR A €I/ TSl thymidine at 37°C in 95% air and 5% CO2
HEREH 2.0uCi/mLZE &L William's Medium E T1885f

BRHE RS RUERE, MBILBYEO LOAN—HSRICHE T, 2SIl &
REERORFHE . EFAHHECTRELTEHEL. — 4. TUDSHFH
/nucleous |&EM5&Y ZL\UDSHFHEFHFDHREIS | TR THESNHERDH
#IF# (net nuclear grain,NNG) IZE 3L T3,

NNG =(# EITEIAHFH) - (FHROBICHELBRE D, BOKXEIEH
DIDDEETHENDHFH)

BHMDNAS R ERIT51(E, BV Shtz,

HEE: UDSTIE3 vk, RS TIH2EYN & v—L T50DMEERALTHT

FRRERL,
HERIEIR MRS (E7F) . ERROUDSHIFHUH%. #%d1-Y5&Y BLDUDSHF
ERHOMROEIE (%), )

detection: After treatment and dried, the cells were mounted coverslip on
slides, then were stained. The number of grains on video screen were
detected and counted by electronic counter. While, "UDS grains/nucleous”
and "% of cells with > 5 UDS grains" were based on net nuclear grain
(NNG) calculated by following formula.

NNG = (grains appearing over the nucleus) - (average number of grains
appearing in three nuclear sized area of the cytoplasm adjacent to the
nucleus)

Nuclei in undergoing replicative DNA synthesis were excluded.

number of replicate: 3 sets for UDS, 2 sets for cytotoxicity; Each 50

cells per plate was used for score.

test parameter: cytotoxicity (survival), number of net UDS grains/nucleus
and % of cells with more than 5 UDS grains/nucleus )

:35 YD&EE 3300ug/mL (12.9% survival) (at 1650ug/mL - 105.4% survival) 3300ug/mL (12.9% survival) (at 1650ug/mL - 105.4% survival)
tE LDIBE 3300ug/mL (12.9% survival) (at 1650ug/mL - 105.4% survival) 3300ug/mL (12.9% survival) (at 1650ug/mL - 105.4% survival)
EH ) OBE
tELOGE

|45

BIEFRREE [E3Ed negative




R

4 B £330mg/mL (1005 F R TI300ug/mLiEih# 5 3 57-6 D)DMSOIF &K
ERELTHDHEREF288.6mg/mMLTHoT=, CD12%DEF, KELELET DI
+9THot=.

CONCENTRATIONS

The measured concentration of the nominal 330mg/mL DMSO solution (for
making 3300ug/mL medium by 100x dilution) was 288.6mg/mL. The 12%
difference was similar enough.

UDS$8E UDS FREQUENCY
A EHEE UDSTLAVE  >5DOUDST LA dose survival UDS grains/nucleus % of cells with
(ug/mL) % Fi + sd =HT 5% (ug/mL) %  mean sd >5 UDS grains
i 1000 -1.3 =06 20+20 control 1000 -1.3x06 20+20
BB 1249 1.0 04 53 £1.2 solvent control 124.9 -1.0+0.4 53+1.2
TR 165 1155 -0.3 =06 47 £1.2 165 1165 -03+06 47+12
- 330 1144 -1.0 £0.6 6.7 £23 330 1144 -1.0+0.6 6.7+23
825 1187 -06 0.5 33 23 825 1187 -06+05 33%23
1650 1054 -0.6 =0.2 6.0 =20 1650 1054 -0.6+0.2 6.0+2.0
3300 129 -04 =08 1.3 £23 3300 129 -04+08 13+23
5t 3t B 90.1 40.0 = 1.8 100 positive control 90.1 40.0+1.8 100
PS4 Eg: 2-72/ 7 h 5t 0.4ug/mL positive control: 2-Aminoanthracene, 0.4ug/mL
EEEFR 921% harvest viability: 92.1%
HEE: 7% attachment efficiency: 77%
3300ug/mLAE TOMIOKEATIRIELTEY . SHMMRIEITADHULNERSHS | The majority of the cells at the 3300ug/mL dose were necrotic with very
hiEmotz, few S-phase cells observed.
|5 L 1 HIRAZ <IEEEH Y 1 (reliable without restriction)
S8BT D FIBTAR HL
H 88
5| F AR (5T X k) (30) (30)
[
56B REBHER
EEEES N-Z 2,7 EFIL-2-AF LT =) 2'-methylacetoacetanilide
CASES 93-68-5 93-68-5
MEF Z Dt DHERME : Mitsuboshi Chemical Co., Ltd.: purity 99.9% other TS: Mitsuboshi Chemical Co., Ltd.: purity 99.9%
T
Bk

FEHA LS4V

OECD Guideline 473 (In vitro Mammalian Chromosome Aberration Test) ( &
REE: WEBICH T BinviroRBARERER )

OECD Guideline 473 (In vitro Mammalian Chromosome Aberration Test) ( in
vitro mammalian chromosome aberration test - chromosome aberration )

GLP#EE& [EX8) yes
EE Y ieYtd 1999 1999
Rk CHL/IU cell CHL/IU cell
EMAL (SN A ] with and without
BREH
t 5 OBE
[RBENL LOEE
2EHRE
REEMHYDBE See under mentioned Result. See under mentioned Result.
[RENL LOEE See under mentioned Result. See under mentioned Result.
IR
EEED
2ERER [E1ES positive
- clastogenicity polyploidy
+ 7 - + 0?7 -
-S9mix 24hr continuous [*1[ 10 11 1[ 1[*]
o -S9mix 48hr continuous [ 1[*1[ 11 1[ 11*
- REHAERRHRE ERH -S9mix 6hr shortterm [ 1[*1[ 1[ 1[ 1[*]
) + 0?7 - o+ 2 - +S9mix 6hr shortterm [ 1[*1[ 1 [ 1[ 10*]
-SQ{ESZH%E?@%}T (10101010 117] -S9mix 24hr continuous [ 1[*1[ 1[ 1[ 1[*]
-SORE 48BRER [ 1[*10 1 [ 10 1[*] (confirmative test)
-SOEA eEMES [ 110 1[0 10 1[*]
+SOERE GFFRIEM [ 1010 10 10 107] Please refer to the attached documents, too.
L0101 000007
CYTOTOXIC CONCENTRATION (50% growth inhibition calculated by Probit
. method)
RMIBELSER, -S9mix 24hr continuous : 1565 ug/mL
- ix 48h ti : 940 ug/mL
HIRBIERE (TOEYMAICKYHHSNI50%EAEIRE) §§$§ Gﬁr rsrcmg; It':rlronuS 33092 uugg/nr:I]_
-SOIRE 24FREAR : 1565 ug/mL +89mix 6hr short term : 3699 ug/mL
-SOIRA 48BHHIERE : 940 ug/mL OBSERVATION
-SOIES BERIIEH : 3392 ug/mL Somse cytotoxicity were observed as per attached documents (Fig. 1)
ER +SORS CHMIH : 3699 ug/mL e i 3

Lk

AMIEEOLBY . MIEENSVEARLNI(BN). FAERADLSY  TBRNERTE
12(3R3. 4. 5), EHLIDTIL24B 1 (10%) 8 S U4BH R (5%) <. BEAETHENE
BEADT MRz, thh. BIERBICRENBEETHO1,

ERFELE TIISIRETFE(B%)BLUFHFE(9%) FT. Rm AR THENEENDTH
IZRoNtz, 5. SOREHHIHEDBIHHBICRENBEETHo=.
FEREI24 B R B AL IE (Th¥)

M ug/mL 0 1500 2000 2500 3000 3500

HBEMEE % 05 40 85 25 39 HiE

SE. AAOTDEMED 128, ATHEMEEL TH 7 #IE %133000ug/mL TIE180(Z D #h(%200) T
Y. 3500ug/mL TIFIFEAE RO NG ML=,

RE

10 mM (1,910 ug/imL) L L DREL R L THH5%EBRBHEMN RSNz, LI=AoT. 2
DEEFFLEEN(ERBE)EREFF T TREMZ LEREGSAVRRER TSN,

Visible precipitation was shown as per attached documents (Table 3, 4, 5).
At continuous treatment, slight structural aberration was observed in
24hr (10%) and in 48hr (5%) at highest dose. On the other hand,
remarkable aberration was observed in positive control.

At short-term treatment, slight structural aberration was observed in

with S9 mix (5%) and in without (9%) at highest dose. On the other hand,
remarkable aberration was observed in positive control of the case with
S9 mix.

CONFIRMATIVE 24HR CONTINUOUS TREATMENT (EXTRACTED)
dose ug/mL 0 1500 2000 2500 3000 3500

s.aberration % 0.5 4.0 85 25 3.9 toxic

rem. Due to cytotoxicity of AAOT, possible number of analyze cell was 180

at 3000ug/mL (others were 200), and it was almost nothing at 3500ug/mL.
CONSIDERATION

Those more than 5% responses were observed only at concentration levels
higher than 10 mM (1,910 ug/mL). Therefore the response was regarded as a
biologically irrelevant phenomenon under unphysiological (high

osmolality) culture condition.

1 IR <SRBT Y

1 (reliable without restriction)
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MHW Japan

MHW Japan

5| FA XXBR (5T XX#R)

(31)

(31)

&%

5.7 in vivoil fz & 4

5.8 EAAME

5.9.A ZiakE

EEEES N-Z 2,7 EFIL-2-AF LT =) 2'-methylacetoacetanilide

CASES 93-68-5 93-68-5

ME%E Z DD WERME : Mitsuboshi Chemical Co., Ltd.: purity 99.9% other TS: Mitsuboshi Chemical Co., Ltd.: purity 99.9%
AR

Hik




FEHA LS4V

OECD Guideline 422 (Combined Repeated Dose Toxicity Study with the
Reproduction / Developmental Toxicity Screening Test)

OECD Guideline 422 (Combined Repeated Dose Toxicity Study with the
Reproduction / Developmental Toxicity Screening Test)

REBOEAT one generation one-generation study
GLP# & [E38) yes
EE Y ieYtd 1999 1999
ECEAG IES50) S bk rat
Crj: CD(SD) Crj- CD(SD)
TR (HEM. HE:F) RS male/femal
B’E58 0, 8, 25, 80, 250 mg/kg/day 0, 8, 25, 80, 250 mg/kg/day
FREHEIN) OB
B (EAE)
BEZR BEEORSE oral: gavage
SEREIR FR:44 B, AR:41-45 A male: 44 days, female: 41-45 days

E LG

14 B (#X)14 B (X R)

14 days (4 X) 14 days (# X)

(% 558E) once a day, every day (FHERTHX%) 1 (REREY
BRI T OEER . M (X8EE

BASABE DA E 1 T343-391 g. I T211-241g
BYOBEMER. RIR5ETION

E R aH & KB B ISER

&5

BEA%D A FILEILO—RKER. 0.5mL/100gkE
BEOEREE~OETORAER, 1813

REHR:

If;44 B (XERT4BR 2 8 T)

Itf:3RERAT14 B R, XEP &AEIRP . EIR%SA M, & ET41-458 R
REFIE

(2 548%) once a day, every day (3Bt %K) 1 (TEST ORGANISMS
age: 9 weeks old for male, 8 weeks old for female

weight at initiation: 343-391 g for male, 211-241 g for female

number of animals: 10 per sex per dose

pellet food and water: free take

ADMINISTRATION

vehicle: 1% methylcellulose water solution, 0.5mL/100g body weight
type of administration: oral feed by tube to stomach, once a day
duration of administration:

male; 44 days (including 14 days before mating)

female: before mating 14 days, during mating and gestation, after
pregnant 3 days; total 41-45 days

MATING PROCEDURE

one by one in each cage (All of those 10 pairs had finished mating by Day

RS BRAQT—VITIES D102 TA. 4BEETICKBmER A . ) 4)
ﬁ;gﬁ?ﬁ@%ﬁk s CLINICAL OBSERVATIONS AND FREQUENCY FOR PARENTAL ANIMALS
1;§1 B1E %”.‘TB% clinical signs and mortality: every day
= PRl p——— body weight: once a week, and the time of termination
kﬁ;fgggfii ¥ TABRDHKIE) food consumption: at every body weight check (24hr consumption)
KEE?: EE ?55 & lj‘T—%Z'ﬁ a water consumption: not checked
%ﬁ@ﬁ%@‘fﬂ‘ﬁﬁ%&iﬁﬁ. mating, parturition and the related count: everyday
4 - M ER < El— 45— % HISTOPATHOLOGICAL OBSERVATIONS FOR PARENTAL ANIMALS
fg%g?gg;fﬁ%%?ﬁggg?ﬁriwg-/;;C%(Dgkmﬁiﬁw%lhi?;’gggﬁlﬁb necropsy: to all animals of Omg/kg and 250mg/kg doses, and to the couples
ﬁﬁ@%ﬂ %EEE‘U)%Z g R AR N - TE, failed pregnant; general organs plus prostate gland, testis, epididyms
) . . - [N for males, and ovary, uterus, number of corpora lutea, number of implants
— - 5 s = B sm
L?Ci< J;T_?_;ﬁ mEF, mEELE, BECELTE, 2723 V54588 | 00
= o) While, regarding to those of urinalysis, hematology, blood biochemical
and organs, please refer to section 5.4.)
Hate ey AR

E
=}

AE., (KEEMNE

ERE. SKE

|ERFRERE. mTRORRENE &
kL

b 3R 3 (ME R 1B A B/ SR ER B

REAMPM(REE TORRRUTREE
TOHREHE )

YRR (IR0 A 5 2 H)

SRR R (EF IR T B/ERER)

| CEEE

R ZE

BIHR

MEFRTR(RER. FERE)

mEEFHTRFEEER, BRE)

REBEEMR(EEER, FRE)

FRLR(E). TR

HBRR(FEER, ERE)

| RS

HREMBFHTR(EEER, BRE)

ERICERS NI E

RERGHE

REFRECHEE

[E3:9

S HFERERIBBEFFRLRIHRER)

HILFTOPMBERE

FEFFRR(ARNEEER)

EREBRUREE

FEBA O X (45 5 T 0% (2 2 55 )

4SERR-ILPIREERE S & T OthD RS
B

et ER

"

[

PI=% 39 5NOAEL (NOEL)X [XLOAEL
(LOEL)

250 mg/kg bw/day

250 mgl/kg bw/day =

F1I=3t 9 5NOAEL (NOEL)X [ZLOAEL
(LOEL)

250 mg/kg bw/day

250 mgl/kg bw/day =

F2I=3 9 5NOAEL (NOEL)X [FLOAEL
(LOEL)




ER

bid Bt

TR Thal OIS FHRER S HBRE 14877, BT>250mg/kg/ B, i T
>100mg/kg/ B T, Mik. FFiEH LUBRICHEOKENRON =, LoT. ZEHERE
250mg/kg/ B ERRTELT=o

HRETHER

(FREMDHDBDESIT;)

REIEH. TG IEIRMARD . BIKE (LIS REL, B PRIEH SEIRIG S, RBBENE (S
BETHISHTIEEERONEN o WThOARHETL, HETFH. SRIER. 43

e REBLVEFERICHT 2L EMICBEELB B LR ohEn otz WThORER

T, FISHEREROWEA of=, FRICBVWTRERBEZNIM RO LI LA o1,

AR(TE
F&E (mglkg) 0 8 25 8 250
REOAULE 0 10 10 10 10

REMHOHMNE 10 10 10 10 10
RRIZWN=5ETO
OAVEIR  2.3£1.16 2.4£1.26 2.9+0.88 2.30.82 2.3£1.06
PRI 3

9 9 10 9 9
SHER(%) 9 90 100 90 90
BAH

21.8+2.0 21.742.1 20.9+2.2 20.7+1.2 21.242.5
T ERERLEL
17.241.9 15.942.1 16.0£3.2 16.1£0.9 18.0£0.9
FEPRIEH(%)
79.5£9.5 73.7+9.2 77.1+16.2 78.4+8.3 85.748.8
HEL- RIS
9 9 10 9 9
SR AR
22.740.523.0¢0 22.7+0.5 22.7+0.5 22.4+0.5
EFFEDRLIEIRIEN
9 9 10 9 9

48 BEHFTFED RS ITIRIER
9 9 10 9 9

FRER(Q)

3.49+0.23 3.10£0.64 3.55+0.25 3.44+0.27 3.42+0.18
TR EKER(@Q)

1.53£0.14 1.41£0.21 1.46+0.09 1.49£0.18 1.43+0.14
ERRIEH(= (REEYDHEBURZEEDHLVE)X100)(E100%,
ZHEER= (IR BRI DA E) x 100
SIRIER(= (EFFED BRI BT IRIE$)x100)[E100%
HIBEICEAHZED(E, FHrsdTRLL=,

PRELIMINARY EXAMINATION

4 males and 4 females were used for 14days Preliminary Repeat Dose Test.
Several symptoms to blood, liver and kidney were observed at
>250mg/kg/day for male and >100mg/kg/day for female. So, highest dose was
set up to be 250mg/kg/day.

STATISTICAL RESULTS

(As you can see on under mentioned tables;)

No effects were observed in the couplation index, fertility index,

gestation length, number of corpora lutea or implanations, implanation
index, gestation index, nurturition or maternal behavior.

No compound-related effects on the number of pups, delivery index, sex
ratio, body weight and viability index were observed in any dose groups.

No pups with malformation were found in any groups. No changes in
histopathological findings were observed in offspring.

REPRODUCTIVE PERFORMANCE
dose (mg/kg) 0 8 25 80 250
No. of pairs mated 10 10 10 10 10
No. of pairs coupled10 10 10 10 10
pairing days till
couplation 2.3+1.16 2.4+1.26 2.9+0.88 2.3+0.82 2.3+1.06
No. of pregnant
female 9 9 10 9 9
fertility index(%) 90 90 100 90 90
No. of corpora lutea
21.842.0 21.742.1 20.942.2 20.7#1.2 21.2+2.5
No. of implanation
sites 17.2£1.9 15.9+2.1 16.0£3.2 16.1£0.9 18.0+0.9
implanation index (%)
79.5£9.5 73.749.2 77.1£16.2 78.4+8.3 85.748.8
No. of pregnant females
with parturition 9 9 10 9 9
gestation length
22.7+0.5 23.0£0 22.7+0.5 22.7+0.5 22.4+0.5
No. of pregnant females
with live pups 9 9 10 9 9
No. of pregnant females
with live pups on day4
9 9 10 9 9
weight of Testes (g)
3.49£0.23 3.10+0.64 3.55+0.25 3.4410.27 3.42+0.18
weight of Epididymides (g)
1.53£0.14 1.41£0.21 1.46+0.09 1.49£0.18 1.430.14
All couplation index (= (No. of pairs with successful couplation/No. of
pairs mated)x100) were 100%.
fertility index = (No. of pregnant females/No. of pairs with successful
couplation) x 100
All gestation index (= (No. of females with live pups/No. of pregnant
females)x100) were 100%
Some values are expressed as meanzsd.

1 IR < S3EME S Y

1 (reliable without restriction)

Bl
{E A D HI MR 5
HE

MHW Japan MHW Japan
5| A XX BR (T XX #R) (24) (24)
23 ZOT—AIXOECD TG422 (EEHE)TH 5. This data is a part of OECD TG422 (combined study).
t5 3 548£U68228RBEhizLy, Please refer to section 5.4 and 5.8.2
59B REHM
EE3EES N-ZHEb7EFIL-2-2FILT =2 2'-methylacetoacetanilide
CASES 93-68-5 93-68-5
HMEZ Z D DHERME : Mitsuboshi Chemical Co., Ltd.: purity 99.9% other TS: Mitsuboshi Chemical Co., Ltd.: purity 99.9%
R
Ak
FEIAAES4 Y Z Dfth: OECD TG422 other: OECD TG422
GLPE& [E3D) yes
RBREToE 1999 1999
ECEAG IES0) Sk rat
Crj: CD(SD) Crj- CD(SD)
TR (HEM. HE:F) FRIFR male/femal
B’58 0, 8, 25, 80, 250 mg/kg/day 0, 8, 25, 80, 250 mg/kg/day

FREHEN)OBMEK

H5 %%

AHEEORS

oral: gavage

ER AR ZFR:44 B, AR:41-45 B male: 44 days, female: 41-45 days
REATRZHHE FR:44 B, AR:XE14 ARINDOHES AERET male: 44 days, female: from 14 days before mating to 3 days after
parturition
(548 ) once a day, every day ( TEST ORGANISMS
(#2548 E) once a day, every day ( HEREY age: 9 weeks old for male, 8 weeks old for female
BB EEIZOEES . MEIX8EE weight at initifition: 343-391 g for male, 211-241 g for female
BSSES D 1K B 1 T343-391 g, MET211-241 ¢ number of animals: 10 per sex per dose
YO R, RIB5S(ZDE10T pellet food and water: free take
A & K: B 6 (R DMINISTRATION
e : . vehicle: 1%‘n1‘ethy[cellulose water solution, 0.5mL/100g body weight
RIL1%0 A F e 10— AR, 05mLI100g body weight o of it oral fead by tbs 0 slormach, oncea day
BEOBABNOEER > IEARS male; 44 days (including 14 days before mating)
Eémﬁﬁ: . - female: before mating 14 days, during mating and gestation, after
44 BR(RERMD14BMZ 2 T) n pregnant 3 days; total 41-45 days
I SRERAT14E R, RE S &R, MRS A M, G5 41-458 /4 MATING PROCEDURE
REFIE one by one in each cage (All of those 10 pairs had finished mating by Day
FERADT—TITIET D10 T ATH., FA4RETICREERZ =, ) 4.
i BOBYMORKET & HEE CLINICAL OBSERVATIONS AND FREQUENCY FOR PARENTAL ANIMALS

BEPR IR £ ET: A

REE1E SR TR

EREEBEOREF I vIDEE(ARMOEER)

KHBEEHREET

RE. HELEEL-HKER

BOBYOMBBRERE

B42:0mg/kg &£ 250mg/kgDER S EDT R TOBME . SEIRICKBL f= 4<%
LT—MROBECMA T, HTIHATLAR, HE. BREE, HTIINE, F
=, BROH. BEROHK

—A. RO, MiEF. MRELCE. FECALTE, £/ a54581
LTEE,

FHOBERIE & WREWRE

£ H0E L F4AICABRFONR(AREED), L. KhE

BB AR FELEFRE LI EESTEREOARBR)

clinical signs and mortality: every day

body weight: once a week, and the time of termination

food consumption: at every body weight check (24hr consumption)

water consumption: not checked

mating, parturition and the related count: everyday
HISTOPATHOLOGICAL OBSERVATIONS FOR PARENTAL ANIMALS
necropsy: to all animals of Omg/kg and 250mg/kg doses, and to the couples
failed pregnant; general organs plus prostate gland, testis, epididyms

for males, and ovary, uterus, number of corpora lutea, number of implants
for females

While, regarding to those of urinalysis, hematology, blood biochemical
and organs, please refer to section 5.4.

CLINICAL AND PATHOLOGICAL OBSERVATIONS FOR PUPS

general: appearance (including oral cavity), mortality and body weight by
litter on Day 0 and Day 4

necropsy: on Day 4 or when died; major organs by eye observation )




AT FRIAIE

fER
FELR(E), TR

RE®HT Y iR
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Q%ﬁ

Bl ik Iml

BHE

YRR (EIROB A 5 EEH)

HE. KEENE

EHE, RKE

|ERFR(ERE. TRORRENE
ki ol

MEZEBF R AR, BERE)

miEEEFHMFR(FER, FHRE)

BIRATR(REER, BHEE)

|BEEEBFEE~OEE)

RIERSPENAR(RER, BERE)

FRFHE VAT

EEREFRTUR VRIS

ML

EFERERIBBEFFRRIBRER)

EX 3050

AR ERE

ARMEE G RBE. NEELR. 5%

[EE3)
EBREENEE

AERIGHE

R

EIR

&

[PI=% 9 5 NOAEL (NOEL)X [ZLOAEL
(LOEL)

250 mg/kg bw/day

250 mgl/kg bw/day =
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FRIZETHHER (F1)

#5 8 (mgkg) 0 8 25 80 250
HEFRE

21.8+/-2.0 21.7+/-2.1 20.9+/-2.2 20.7+/-1.2 21.2+/-2.5
HEE (%)

94.5+/-7.4 96.2+/-5.0 95.6+/-6.6 94.2+/-8.5 92.5+/-7.2
REOBICEFLTLSFROK
-

7.7+-2.1
it 8.1+/-2.1
H R AR (%)

97.5+/-5.5 97.6+/-3.2 98.2+/-4.2 96.2+/-4.8 97.4+/-4.4

8.6+/-1.7 7.6+/-3.3 6.8+/-1.6 9.0+/-1.7
6.3+/-1.5 7.4+/-22 7.9+-2.7 9.0+/-1.4

STATISTICAL RESULTS

No compound-related effects on the number of pups, delivery index, sex
ratio, body weight and viability index were observed in any dose groups.
No pups with malformation were found in any groups. No changes in
histopathological findings were observed in offspring.

OBSERVATIONS ON PUPS (F1)
dose (mg/kg) O 8 25
No.of pups born

21.8+2.0 21.7+2.1 20.9+2.2 20.7+1.2 21.2+2.5
delivery index (%)

94.5+7.4 96.2+5.0 95.646.6 94.24+8.5 92.5+7.2
No. of pups alive on day 0
of lactation male

7.7+2.1 8.6£1.7 7.6£3.3 6.8+1.6 9.0+1.7
female 8.1+2.1 6.3+1.5 7.4%2.2 7.9+2.7 9.0+1.4
live birth index (%)

97.5¢5.5 97.6+3.2 98.2+4.2 96.2+4.8 97.4+4.4

80 250

ER Vi b (/) sex ratio (male/female)
092 136 099 083 1.24 092 136 099 088 1.
BIABICEFELTVSFROH No. of pups alive on Day 4 of lactation
B 7.4+-18 8.6+-17 7.6+-33 6.8+-1.6 8.9+/-15 male  7.4£18 86£1.7 7.6:33 6.8:1.6 8.9+15
634115 73423 79427 6.9+-1.9 female 8.1¥2.1 6.31.5 7.3:23 7.9:2.7 6.9:1.9
= viability index (%)
98.6+/-2.8 100+/-0.0 99.5+-1.6 99.3+/-2.1 97.4+/-3.1 98.6£2.8 100:0.0 99.5:1.6 99.3:2.1 97.4:3.1
0B THEFFROKE(Q) body weight of live pups on day 0 (g)
W 7.4+-07 7.8+-04 T7.7+-0.9 7.5+-05 7.0+-0.4 male  7.410.7 7.8:0.4 7.7:0.9 7.5:0.5 7.0:0.4
U 6.9+-07 7.4+-03 7.1+-09 7.2+-0.6 6.6+/-0.4 female 6.9:0.7 7.40.3 7.1:0.9 7.2:0.6 6.6:0.4
4 BTOEFEFROKE(Q) body weight of live pups on Day 4 (g)
B 120411 13.04-09 12.6+-23 12.4+-13 11.1+-05 male 12,011 13.0:0.9 126+2.3 12.4+1.3 11.1:0.5
"3 female 11.3%1.2 12.5¢0.7 11.7+2.0 12.1x1.5 10.6£0.5
delivery index = (No. of pups born/No. of implanation sites)x100
SR = (F R H A BB RS 100 live birth index = (No. of live pups on day 0/No. of pups born)x100
EIRH A R=(0A TOEFFREEFEFRE)Xx100 viability index = (No. of live pups on day 4/No. of live pups on day
A MER=AETOEFFRBOB TOEFFRH)x100 0)x100
BARDIEIL, HHERVNT, FH+-EERE. LLTHRENS, Each value is expressed as meantsd, except sex ratio.
1E3E1E 1 HIRRL<EEEHY 1 (reliable without restriction)
{E A1 O HI bR 5
H#H
5| FA XXBR (7T XX#R) (24) (24)
-2 DT —%IF0ECD TG422 (HtAREBR)D—ETH D, 548 L U5.8.181%% |This data is a part of OECD TG422 (combined study). Please refer to
i section 5.4 and 5.8.1.
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