BRERER

L7,

6. HERROHT

BERERRI, RSHE%L 5000 pg/plate & LTHE
AR L YD TRALITTERSER LI AEY#
EL7, REERTIE, BEREFRIIBWTEHELUMNR
HIEHELOFECPIPHL LT, HOBBEIHFED LR
Lo/, BROEBEREL 5000 ug/plate & LT
DA ToBRBEAIN LI 6HELHELL.

7. Rt R E
i BB & LT FRISTR LA sEofhey g2
fEHE L7,
2- {(2-furyl) -3- (5-nitro—2-furyl) acrylamide
(AF-2, FIEMSETEE)
Sodium azide (SAZ, FefETH)
2-methoxy-6-chloro-9-[3- (2-chloreethyl) -amino-
propylamine] acridine - 2HCl  (ICR-191, Polysciences)
2-aminoanthracene (AN, THSATAY)
Benzolapyrene (BlalP, 74514 5X27)
AF-2, ICR-191, 2AA, BlalPiz PAFNANFERY
FEUESER, MM TE) 2 HVTHEML, SAZH,
EFFAAERERY;, RMERETE L hEEL,
BIERICEE L 7o,

8. RBAE

Ames L DFEEOERELITHL T LA v&xF 21—V
a VRIS LT, IMUEHER R ROREHEEEH 2 h
FRIZOWTREBEER L, RS, FHBEE, #
ERild B W IZ MR BB B % 100 kL, R\ CHEAH
WHLBEOEA, 0.lmol/LF P 74— EREEE
{pH74) % 500 pL, SHFEELIEDSEE, S9 mix % 500
L L7:. s, REBEH#E 100 LLink, 37°CT
05 HRBEE(FL A rFa—var) i, &
WTH, oL CIERRLE Yy 77— %2
mLiEmML, BEHEE L — P LIZEB L7, 37°CT48
EEEEE Lo, RO EORBRER T AEFHRE
BB/ ROt oFET EAEBRET RV HE
Lz, ke, ERERCIVELZon=— 5L
P BHECBE LT AR SWATH L7220, WR
CEDFETEELL. KBECIEMOTL- T
AL,

9. HRHE

ERERau = Eept i o 2z 245 LR s in
L, 2o, B3MED L WIEEBRDE R EICREEIFE
ObNTGEED, BiELHELA 2B, HECRELT
BRSOV AT A fe B o 7.

TERRUER

MERERBROER T Table 117, ARBOER%
Tahle 21K L 7=,
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EERERROMESE, HHROEHICEHLS T, AHE
HALREET ThREAEL000 ug/plate THEMAERBO
wRAES LR A, RRBICEVTY, B
FEHHICHED 6T, {UHEEMEILRFE T T2500 ug/plate
HEo#BRELAFTRRESYWOMEIFZD SR
Foo B, FAHBEECRFEET CRRERENRRY
REERLE b iT, WHRORBHEICEDLL Y, SHEEDEUE
BT, nBEVESHONBREBS R 2D, £L
T, WHRICH L TOBBAGNIREREABRK FAAE
OSBRI B WT, ERoEERREEE
IO BHEIZEDLLT, Hdbhbdbod, i, BEN
BLitgLC2fl Lo BERTENLEREEoR=
—HBOEMLBERCRBRUARBOSEHEBDHLE
BliBwTEdvohizhoiz,

—7, BHERREETIEERROEEAERICHELT
LD EOERERT -2 HHE L. BIZ, BEHK
DAEEEL R CFABEELIC B 2 HEN B R UE
M FROERER IO -~ — B UABRERMRICBIT S
ERT7T—FEUBLEREEZOLNLZBEFZDON
T, REBTHEWMCERRIA SO EEZ LR,

b, tFEENCFEBEYR EEUHETHS
tert-butyl hydroperoxide (CAS Registry No. 75-91-2)
i, FEARERERY THMEDHERD, isopropyl alchol
(CAS Registry No. 67-63-0) i #iE % FV 2R ERR
BR 4 B Uil e o 7 RZSHIRAERY TR O 24, ace-
tone cyanohydrin (CAS Registry No. 75-86-5) iZ#li 5 %
Ry ERERFEBYTREOCERREEILINGE S
Twa,

DEDOFREBRERLY, FRBEHFTIIBVT2-7 3
J2-TFN-13-7OrTVF — VIEHE I L TE
EFERGRELAI V(B & HE L.

3k
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2) Matsushima T, Sugimura T, Nagao M et al. :
Factors modulating mutagenicity in microbial tests.
In “Short-Term Test Systems for Detecting
Carcinogens”, eds. Norpoth KH, Garner RC (eds.),
Springer, Berlin{1980) pp.273-285.

3) Ochi T:Effects of iron chelators and glutathione

depletion -on the induction and repair of chromoso-
mal aberrations by tert-hutyl hydroperoxide in cul-
tured Chinese hamster cells. Mutation Res,
213:243-248(1989).

4y Shimizu H, Suzuki Y, Takemura N, Goto S
Matsushita H:Results of microbial mutation test for
forty~three industrial chemicals. Sangyo Igaku,
27:400-419(1985).



'f.’

-

2-FI/-2-TFN13-TAN T F—]

2

5) Von der Hude W, Scheutwinkel M, Gramlich U et

al. :Genotoxicity of three-carbon compounds evalu~
ated in the SCE test in vitro. Environ Mutagen,
9:401-410(1987).

Zeiger E, Anderson B, Haworth S et al.: Salmonella
mutagenicity tests: IV results from the testing of
300 chemicals. Environ Mol Mutagen, 11 {Suppl
12) :1-157(1988).

19

WSS
HERFMEE 2R OB
AEHELE ! PHER RBEC
WES VY —F ey —
T412-00390 ERREIRAHES T2 & 1284
Tel & Fax  0550-82-9922

Correspondance
Authors: Hajime Mochizuki {Study Director)
Kaori Nakamura, Michihito Takabe
Bozo Research Center Inc., 1284 Kamado,
Gotemba-shi, Shizuoka, 412-0039, Japan
Tel & Fax +81-550-82-9922

281



RRERSR

Table 1 Results of the dose -range finding test on 2-amino-2-ethyl-1,2-propanediol without or with metabolic
activation in the bacterial reverse mutation test

Number of revertant colonies/plate (Mean + Standard Deviation)
ri?x ngl}sp?gizee) Base-pair substitution type Frameshift type
S.typhimurfum TA100 | S.typhimurium TA1535|  E.coliWP2 uvrA S.typhimurium TA9S | S.typhimurium TA1537
9g 9 19 24 7
0¥ 89 . 14 28 25 5
87 (1 92+ 64)| 11 ( 114+ 25 28 ( 25+ 52| 22 { 244+ 15 3 ( 7& 15
99 9 22 22 3
0.305 39 9 26 17 10
102 (97 68) 8 ( 9+ 06)] 23 (24 21)] 23 ( 21+ 32)| 0 ( 9+ L2)
106 1T 7 23 14 8
1.22 91 9 28 18 9
95 97+ 78! 8 ( 8+ 1ol 28 (26+ 29 18 ( 17+ 294 9 ( 9x 08
86 8 26 18 12
4,88 06* 11 28 20 7
108 (100+ 122) 15 ( 11+ 35){ 31 ( 28+ 25| 17 ( 18+ 18| 1 ( 10+ 28)
99 10 21 18 10
(-) 185 108 10 19 15 11
93 (100+ 75 10 (1o 00 21 {20 12| 14 (16 21) 11 ( 11+ 0.6)
106 9 21 12 10
78.1 104 12 27 17 12
106 (106+ 12y 11 ( 11+ i5| 22 ( 23+ 32| 22 (17 500 10 (11+ 12
97 9 28 15 10 '
313 78 10 25 16 7
81 ( 8+ 102 10 (10 08)] 24 ( 2+ 21| 16 (16+ 06) 7 ( 8§+ L7
104 13 31 17 10
1250 96 11 32 20 7
110 €103+ 70)| 10 ( 11+ 15)| 24 ( 29+ 44} 15 (17 25 8 {( 8% 15
103 13 18 19 7
5000 91 9 18 15 8
100 {98+ 64 10 (1x 21| 20 (19+ 12| 21 (18+ 31| 7 { 7+ 0.8
102 10 29 23 15
o 109 12 28 24 14
112 (1084 51| 17 ( 13+ 36)| 31 ( 29+ 15 29 ( 25+ 32)| 10 ( 13+ 26}
116 9 30 21 19
0.305 120 10 31 26 11
106 (114+ 72)| 12 (10% 15 31 (31x 06| 23 ( 23 25) 9 (10 1.0)
107 13 22 19 12
1.22 111 17 30 18 9
113 (110+ 31)| 10 ( 13+ 35| 25 ( 26+ 40| 18 ( 18+ 06} 18 ( 13+ 4.6}
105 3 29 21 10
4.88 97 12 26 23 13
107 {103+ 53)) 10 {(10x 20| 28 (26 30 19 (21 20| 14 (12 21
125 11 27 20 9
{+) 19,5 112 10 23 27 12
103 (113+ 10l 9 (wox 10 22 24+ 25 20 (1 22+ 40| M4 ( 12+ 25)
119 12 31 23 12
78.1 103 i1 3] 33 14
g4 (15x 127 9 (n+x 18| 28 (3=x 19| 24 (27+ 55 11 {12+ 15
105 10 24 18 14
313 104 8 31 22 13
107 (105+ 15 10 ( 9+ 12| 24 ( 26+ 40| 28 (23 50)] 16 ( 14+ 15)
89 13 20 19 12 .
1250 99 9 19 15 14
107 (984 o0 13 (12+ 23)) 26 ( 22+ 38| 18 (17 21| 12 (L% 12
1061 17 | oat 21t 117
5000 1017 07T 29% 197 97
1047 (104+ 25| 117 ( 11+ 06 297 ( 26+ 46) 257 ( 22+ 3.1 9t (10 1.2}
Positive control AT-29 SAZY AF-2 AF-2H ICR-191
Dosage
=) (ug/plate) 0.01 0.50 0.01 0.10 1.00
Number of 423 320 344 378 1431
revertant 439 323 333 401 1385
colonies/plate | 481 (4483 30.0)| 347 (330+ 14.8)| 356 (344 115)} 400 {393+ 13.0)]1490 (1437+ 50.7)
Positive control Blalp 2AAD 2AA7 Bla]p? BlalP?
Dosage
(+) (uz/blate) ) 5.00 2.00 10.0 5.00 5.00 N
Number of 490 117 443 347 124
revertant 468 109 450 355 109
colonies/plate | 480 (479+ 11.0)| 112 (113 40)]| 459 (451 80)| 341 (348 7.0)] 113 (1l5+ 7.8)

a) Vehicle control (=Water for injection)
b) AF-2:2-(2-Furyl)~3-(5-nitro-2~furyl} acrylamide, ¢) SAZ; Sodium azide, d)ICR-191:2-Methoxy-6-chloro-9-[3- (2-chloroethyl) -
aminepropylamino] acridine - 2HC, ) Bla]P: Benzolalpyrene, ) 2AA : 2-Aminoanthracene
T Deposition of crystals was observed.
No growth inhibition of tester strains was observed.
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Table 2 Resulis of the main test on 2-amino-2-ethyl-1,2-propanediol without or with metabolic activation in the
bacterial reverse mutation test

Number of revertant colonies/plate (Mean £ Standard Deviation)

a) Vehicle control (=Water for injection)
BYAF-2° 2 (2-Furyi) -3~ (G-mitro-2-furyl) acrylamide, ¢) SAZ: Sodium azide, d) ICR-191:2-Methoxy-6-chloro-8-[3-(2-chloroethyl) -
aminopropylamino] acridine - 2HC), &) BlalP: Benzol ajpyrene, £)2AA2-Aminoanthracene
T Deposition of crystals was observed.
No growth inhibition of tester strains was observed.

21

;IS]%( (#%%?gg) Base-pair substitution type Frameshift type
S.typhimurium TAL00 ! S.évphimurium TA1S35]  E.cofi WP2 uvrA S.typhimurium TASS | S.typhimurium TA1537
106 11 31 14 13
o 96 19 25 16 12
137 (113 214) 9 ( 10+ 0)| 31 (20+ 38| 20 (17 317 10 ( 12+ 15)
96 9 30 14 0
156 118 7 25 13 10
117 (lo+ 1240] 9 ( 8+ 12 20 {28+ 26| 10 {12+ 21| 8 ( 9+ 13)
a3 7 28 11 13
313 112 11 22 11 11
118 ( 108+ 13.1) 7 ( 8+ 23] 20 {2+ 398 18 ( 13+ 40) i5 (13 20
109 7 28 15 11
{-) §25 1l 6 27 18 9
02 (y+ a7l 8 {7+ 1o 27 {2 08 16 {(18% 17| 10 ( 1o+ 1@
115 8 31 10 8
1250 106 5 28 12 g
120 .( 114+ - 7.1) g ( 7+ 21| 22 ( 27+ 4.56) 16 ( 13+ 31 12 {190+ 2.1
116 6 31 12 8
2500 116 3 23 15 10
172 (15+ 23)] 14 ( 9+ 42 30 (28x 44)| 18 {15k 30)) 12 ( 10+ 20)
120 6 20 15 11
5000 117 6 22 10 1l
06 (114 74) 9 ( 7+ 17 16 (19 31| 12 ( i2+ 25) 8 (10 17
130 13 27 18 i 11
o i28 13 32 22 15
19 (126+ 59| 12 (13 06} 27 {20z 28| 20 { 20+ 20 10 ( 12+ 26)
120 B 24 20 15
156 125 7 27 19 15
123 {123+ 2E) 8 ( B3+ 0B 29 ( 27+ 25 19 ( 19+ 06Y] 12 (4% L7)
130 8 28 20 11
313 138 7 21 19 15
114 (127+ 2.2) 8 ( 8% 06) 29 ( 26+ 44)] 22 ( 20+ 15} 13 { 13+ 20
107 10 25 17 10
(+) 625 112 9 22 18 10
100 (106+ 6.0) 7 { 9x 18] 27 (22 25| 21 (19+ 21| 12 {11+ 12)
129 12 25 25 11
1250 132 8 21 22 12
N3 {1254+ 102)| 9 { 10+ 21| 10 {22+ 31| 21 ( 23+ 21( 4 (124 15
1247 107 187 207 157
2560 1257 67 177 187 127
13017 (126 3.2) 9% ( 8=x 21 21t { 19+ 21)) 157 ( 18+ 25 9f ( 12 3.0
1347 67 25T 177 oF
5000 1267 51 a7 127 137
1441 ( 135+ 9.0) 9f { 7=+ 21| 18t ((21+ 38) 127 ( 14+ 29 97 (10 23)
Positive control AF-2% SAZ® AF-20 AR ICR-191
Dosage
=) (ug/plate) 0.01 (.50 0.01 0.10 1,00
Number of 467 144 265 360 1338
revertant 452 213 206 355 1063
colonies/plate | 488 {4694 18.1)| 172 {176+ 34.7)] 234 (2354 295)| 374 (363+ 08)[1181 (1194 + 138.0)
Positive control BlalP? 28A° 2AAP Blalp! BlalP?
Dosage
) (ug/plate) 500 200 100 5.00 5.00
Nurnber of 612 122 421 247 113
revertant 648 130 403 242 117
colonies/plate | 602 {621+ 238 98 (L17x 167 308 {407+ 12.2)) 263 (247x 55)] 104 {(1lld+ 67)
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Chromosomal Aberration Test of 2-Amino-2-ethyl-1,3-propanediol
in Cultured Chinese Hamster Cells

i

2-F 37 Q-mF N1 3O V- DY Eg
EEFREOFETRIAT AL, Friz—X N
WA F — BRI (CHL/TUMIM) 2 B »w T4 REER
BrEH LA

MR FENDSI B AT » ke, ER AR U
LA FR i 03 24 I AL EE T3 50 9% HE K 1 RE A MR R 1
200 pg/mL (10 mMAHL) Bl E, JEEALIRE O 48 H 4L
BCIRI0P5 pg/mLTHhotz, TOZEhLEBERE
RECBITE-T I/ -2-2FN-13-708y Uk —
VOB AR AL R R AL E DT A2 T
'5~1200 pg/mLOREHEICERE L7z, EFELEDE
ClRBHE AL R UYL SE S b IC oW TS E 6
SRR L7 18%FRE, ERLEETHIERWE 24
HFE R4S HERABRE, FRENLOEEREME
BLTREL, ROEAREFEREERE L.

REBOEER, ESHABEER CEFLEEDVIThO
LEFEIZL 2T, FAEOHBERERUBHIEHR
DHERITFED LN o7z,

PEo#ERpG, 2-7 3/ -2- 5 V-1,3-7 0,
PV BARRBREAM T I B TREAETERET Y
S (a) iR L.

MR EVFE
|, {sH#Mikk
Ya—v ALy ABREIR/ S 796 AF (2001
RIZA26H) LF v A =X - NAA Y — OITHER
HesEMRaRR (CHL/TUMR) £ Bvi/z. 2B, RERICIE
AEBARRBETIONRAE, REFEERBRT0RY
BHEAEHOMBEEER L.

2. EERORE

BRI, k@M1 (56°C, 304 ) LAF4 O
(Invitrogen) % 10 vol% 0 L 72 Eagle's MEM (Life
Technologies) % v 7z, SHELEE OIS EROREFILGE
E L7

3. IEESEM

Mifatk, REEATARBEBEH, COBRES % R
E3TCOBRBERGT CRELL. #MAEEI3~41
TEATo . WRERICEE L TR XI0ME DI R, B
5 mLE ANTERE cmD T AF vy 7 FL— FiZiE
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B, SHBICHERY R e MAEL 7.

4. 859 mix

T2 NV E S — W RIFEE- VT TR YR TE
@ Sprague Dawley REET v MCBEERES L2 FEH
LAAE ISR RHBER LS ) 27 VBT
PHEEAL, SOmixZFHE LA, SO mix DML
B OFED IRV 39 DR~ OTRIIE T 5 vol% & L7,

b #RERME

2-F R -2-TFN-13-FanrIiF—n{oy + F
5. HDEOI, RefbBT3E, =FE)iE, ME94 %, M
BEEE, RBofdET, wEETCRE L.

6. THERVADIHE

wiE, EHAER(ERERA, KERETH +H
VWi, HEWMETEETERL THEE (120 mg/mL) %
REL, 2V THERFETHRL CRBEOHBRELH
B, BWERHE, BEEEOLvol%%R S X IEn
L7,

7. ARRRIETEAIFIHER (FREHER)

G RERBRCB T D UBRYEONEBRE L RET
D%, HERWEOMBERE I RITTEE TR
By E OB NGER I, REgElgE (e
el —%, FVUNAKETE)ERATHREEY
HlE L, HEMENEEORE () FEHCT 28
TagsRED e % b o THIEE L -,

FOEE, 50 %HIPTERAIIHIRE L ER AR R
TSy R AL B 3ok 0D 24 B S ML B T 13 1200 g/ mL (10mM AR
LYPAE, BEHMIETELEO4SKREHLE T 1075 pg/mL T
-7 (Fg. 1,2).

8. EEREIOHRE

R BERE AN ISR ER T8 5 N7 50 Y%A iR B R
h &I, REAEEARBTIHEMAERER UEER
BEOWTRIZBE VTS 1200 pg/mL (10mMAE2Y) % &%
HiEEL L, LTAIZTHRL 5 5EER RS
(AR HRRESRELL. od, BEMRE L L T+59
mix BTy 07+ A7 7 3 F(CP, fMYeifisE T,
15 pg/mL), -S9 mixLA T4 b7 A ¥ ¥ C(MMC,
B R T2, 0.00 pg/mL) T 7.

BELLV4AHD T L — MZBE L, 2/E RafiE
RYEELE, 2 E e EERRlE A & L.
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Cell growth (%)
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9. REBMEROIEHE

KT D2 RRIC, RREED0Z ug/mL e LD
IAane: Feil, UT, Rtfimiiegsia
Bl o T8 L. RS54 FERBE L —FlooE
2RAERLL, 2vol% ¥ AW CIsBdth L7,

10. REHOHE

& FH& Y7 020048 (7L — b %7 b 10048) D55
BRIV TH v v Fgap), RBOHFEHLIHT (cth), Z
& FEIZE (cte), Wt REIEINT (csb), Rt fiRizcif
(cse) RUTZ DD E¥ 22 LS REOBEL U RE
EROMBOERZEEL L. ABCBEEMBEOHL
L7 :

EBNHBRET ) 720, A94 FEREa— F{EL
FRRE T L7z

1. BROHE

R EERE 2 FTAMBONERDE, Frv 7T
EUBELET L VHEILOWTERL, Trv7E2E
FRWGETHE L.

HEIZaES DEEDICEY:, REFRELET LM
HADHBEREAS %RME M (), 5 %10 %Ki
TEEREME(L), 10 % ERBIEC) & L, BRIcE
EEMROME - ASEFEXEHEREFRS S his
EEHEEHEL .

GBI E DR % Table 1 B U201, 0y
DFEFE% Table 3RTV4R LA, WFLOMBHREIC
BYTYH, HERYELEMEICIEAEBEREOBIE
5 % EBL AMINBEDNLh o7 T, B
OB BEECLIMIBAS ol o7, —F,
PRt B e L L 7B B W TS L a0
BEREEAT HMROEIEE OB ED bz,

140

L —0O—  short-termn treatment: -S9 mix
--1-- short-term treatment: +59 mix

120

40

20 -

0 L : 1 1 1 ) I 1
0 94 188 375 75 150 300 600 1200
Concentration (ug/mL)

Fig. 1 Cell growth inhibition treated with
2—amino-2-ethyl-1,3-propanediol
[short-term treatment: 6 hri
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Ly, bEEEDCAERY Y cHUMETH D
tert-hutyl hydroperoxide (CAS Registry No. 75-91-2)
i, fBEREEE-cHEDEED, isopropy! alchol
(CAS Registry No. 67-63-0) iZ#I8 % JH v 2 1 IF =8k
EFRBOE Uik a5 ESIRR Ry TR R 2T,
acetone cyanohydrin{CAS Registry No. 75-86-5) i3 405
R ERERERAGY TRIEOKERFEENIE
HEERTWA,

PlhoiERPrs, 2-7 3/ -2-2FN-13-70,%r
Tk — i ERBEGT B CRARREERRTE
S (B HEE L.

Sk

1) Matsuoka A et al.: Chromosomal aberration tests on
29 chemicals combined with 59 mix in vitro.
Mutation Res, 66:277-290(1979).

2) AEHEGEE) [afBERlRT—s&£lzr -7
A+ ¥—, FE(1987)pp.19-24

3) Ochi T:Effects of iron chelators and glutathione
depletion on the induction and repair of chromoso-
mal aberrations by fert-butyl hydroperoxide in cul-
tured Chinese hamster cells. Mutation Res,
213:243-248(1939).

4) Shimizu H et al.!Results of microbial mutation test
for forty-three industrial chemicals. Sangyo Igaku,
27:.400-419(1985).

5) von der Hude W :Genotoxicity of three-carbon com-
pounds evaluated in the SCE test in vitro. Environ
Mutagen, 9:401-410(1987).

6) Zeiger E et al.;Salmonella mutagenicity tests: V.
results from the testing of 300 chemicals. Environ
Mol Mutagen, 11:1-157(1988).

140F

—O— continuous ireatment: 24 hr
120 --3-- continuous treatment: 48 hr

2

=

o

B

O 40t b
20

0 I L — — L 1 L —_
0 94 188 375 75 150 300 600 1200
Concentration (ug/mL)

Fig. 2 Cell growth inhibition treated with
Z2-amino—2-ethyl-1,3-propanediol
[continuous treatment]
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Table 1| Chromosome aberration test in CHL/IU cells treated for 6 hr with 2~amino—-2-ethyl-1,3-propanediol
[short—term treatment :-+39 mix]

. Number of cells with ~ No. of cells with No.of cells with ~ No. of
. Timeof Cell No. of ) . . )
Concentration structural aberrations aberrations aherrations  polyploid Final
Compound exposure growth cells . . A
(pg/mLy (he) %) paarved N : (with gaps)  (without gaps}  cells®  judgement
I % obse
gap cth cte csb cse other (%) (%) (%)
Physiologica o 6-18 100 200 2 00 0 0 0 1.0 0.0 1.0
Saling”
Test substance 75.0 6-18 107 200 c 0 2 0 1 0 1.5 1.5 0.0 -
150 6-18 93 200 1 01 ¢ 0 0 1.0 0.5 0.5 -
300 6-18 100 200 2 0 2 0 0 ¢ 20 10 0.0 -
600 6-18 93 200 2 0 2 0 0 0 2.0 10 0.5 -
1200 6-18 85 200 2 1 2 0 0 0 2.5 1.5 1.5 -
CP . 15 6-18 93 200 6 32148 2 1 0 79.0 79.0 0.0 +
Abbreviation; CP:cyelophosphamide (positive control), cth:chromatid break, cte:chromatid exchange, csb:chromoseme break,
cse.chromosome exchange
a) Negative ¢ontrol
b} 200 metaphases were chserved for polyploid cells.
Table 2 Chromosome aberration test in CHL/IU cells treated for 6 hr with 2-amino-2-ethyl-1,3-propanediol
[short-term treatment :-59 mix]
 Timeof  Cel No.of Number of cells with ~ No. of cell-s with No. of cell's with  No. Of. .
Compound Concentration exposure  growth cells structural aberrations ab(?rratxons aF:erratlonS polyploid . Final
(pg/mL) (he) %) beerved - (with gaps)  (without gaps)  cells”  judgement
r observi
gap ctb cte csh cse other %) (%) (%)
Physiologica 0 6-18 100 200 3 1 0 0 1 0 2.5 1.0 0.5
Saline®
Test substance 75.0 6-18 93 200 3 1 1 0 0 0 2.5 1.0 0.0 -
150 6-18 93 200 3 3 0 0 0 0 3.0 1.5 0.0 -
300 6-18 86 200 4 1 0 0 0 0 2.5 05 0.5 -
600 6-18 36 200 2 1 0 0 1 0 2.0 10 0.5 -
1200 6-18 79 200 1 3 0 0 0 0 20 1.5 0.5 -
MMC 0.05 6-18 79 200 4 2031 0 1 0 25.0 240 1.5 +
Abbreviation; MMC mitomyein C (positive'control), cth:chromatid break, cte:chromatid exchange, esb:chromosome break,
csechromosome exchange
a)Negative control
b) 200 metaphases were observed for polyploid cells.
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Table 3 Chromosome aberration test in CHL/IU cells treated for 24 hr with 2-amino-2-ethyl-1,3-propanediol
[continuous treatment: 24hr]

Timeof  Cell No. of Number of cells with ~ No.of cells with No.of cellswith  No. of

Compound Concentration exposure growth  cells structural aberrations abn:arrations a%)errations polypleid ' Final
(pg/mL) (hr) %)  observed : (withgaps)  (without gaps)  cells”  judgement
gap ctb cte csb cse other (%) ©) (%)
Physiologica 0 24 160 200 4 1 2 0 1 0 4.0 2.0 0.0
Saline” . .
Test substance 75.0 24 89 200 5 01 ¢ 0 0 .30 0.5 0.5 -
150 24 8¢ 200 4 1. ¢ ¢ 1 @ 3.0 1.0 Lo -
0 2 111 20 3 0 1 0 1 0 25 L0 0.0 -
600 24 89 200 4 0 1 0 0 0 25 0.5 15 -
1200 24 67 8l 1 1.2 0 0 0 49 3.7 1.2 TOX
MMC 0.05 24 89 200 7 40 60 1 4 1 43.5 420 0.0 +

Abbreviation; MMC :mitomyein C (positive control}, cth:chromatid break, cte:chromatid exchange, csb:chromosome break,
cse.chromosome exchange.

a) Negative control

b) 200 metaphases were observed for polyploid cells,

Table 4 Chromosome aberration test in CHL/IU cells treated for 48 hr with 2-amino-2-ethyl-1,3-propanediol
[continuous treatment :48hr]

. Timeof  Cell No. of Number of cells with ~ No. of cellis with No. of ceH.s with  No. of. _
Compound Concentration sposure growth  cells structural aberrations abt.zrratmns aPerrations polyploid . Final
{ug/mL) () (%)  cbserved (withgaps)  (withoutgaps})  cells¥  judgement
Q
gap ctb cte csb cse other (%) (%) (%)
Physiologica Q 43 100 200 5 0 0 0 1 0 30 0.5 1.0
Saline”
Test substance 75.0 48 100 200 30 0 0 0 0 1.5 0.0 0.0 -
150 48 106 200 2 0 0 0 1 0 1.5 0.5 0.0 -
300 43 106 200 5 01 0 2 ¢ 40 L5 0.5 -
600 48 100 200 21 0 0 0 0 1.5 0.5 15 -
1200 48 50 a4 1 00 0 3 0 4.8 36 36 TOX
MMC 0.05 48 o4 200 10 50108 3 2 0 68.0 66.5 1.0 +

Abbreviation; MMC:mitomycin C (positive control), cth:chromatid break, cte:chromatid exchange, csb:chromosome break,
cse:chromosome exchange

a}Negative control

h) 200 metaphases were observed for polyploid cells.
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Single Dose Oral Toxicity Test of O,0-Diethyl dithiophosphate in Rats

L2

QO0-VxFNIFd Y Y BREMT » P IC1EEEIH
EL, 20FEECOWTHRE LA, #5881, £1EH
B&122000 mg/kg, %52 EIFERIE300 me/ke, H3MER
1£300 mg/kg & L7z, BERIZIZ1.0 vol% Tween 80% &
D05 w/VBHNARF L AF VAT —RF )bk
BEER:. SROBHBYRIEIEIBL L.

JECCHiL, 2000 meg/kgie 5 THRSHE1IH L TIC30le
FlZE b,

—RERE I BT, 2000 me/kg i 5 CHREE, HEE
BOET, BB, F7 ./ — ¥ X UERIFENAL LN
7z, 300 mg/kgf 5Tk, BSEBICHERALRE,
300 mg/kg 5T, HEHEBIIRBIASNLP 7.
s T, 2000 mg/kgF T THEI, BB R
REH, BREMELE, 3% HEEES & OREKEY A
A BNz 300 meg/ke’ 5 TiE, REEAONLLE Do
7z,

UEoERPL, QO-VIFAUF I Y VBOSK
FHE, GHSOI T — 423835,

Bk

1. HRYWESSUERE

OO0~V FNPFF) YL, BEQOALL TS
vEEETAMBOMAETHD, ILALOEZERIC
WE, KD HTPHICTETH B[Lot No. ASKSDE9, #i
BE:98.9 %, FHEEIL180 g/mL(20 °C), FNILHisET (X
B AF#ix, B EXOEGTCEELL £S5
HTHRIZEEYEz L, EHHATEETh-2
& EERR LT

QO-VxFpTF41) YEEE, 1.0 vol% Tween 80%
ELObw/ VB ANEF L AF LT - F )T L
REWCTHEREL AL, BBLTHELL %
B, HBROEORMIERELT, MECLAREFERL
72, 1B L0200 mg/mL OFEEIL, 954k, WL E
B LUREOEGTTTHREEEER, S0ICER, &
KB IUVREOEM T CUBRMEE L THLREEICH
BOLWI EPHERINTWS, HS5HEE, Birms
EL, FRBBeRMEAICERL:.

WEIER LS OB HRE 2 e L
RE, WBRMEREICEEIR, o7
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2. {EHEMS L URTEML

7HERO Cri:CD{SD)IGSHEZ » b (SPF) % H & F ¥ —
WR - JR—FpsEALY. AFLEWE, SHEED
HEHEE L O F 0B HEOBLEIH 2 /2, —&2ik
EBIUEREEBICAEOED N o BT FHS
L7z BN, BLERE, S20AES LUES
EEE b BEHICT ¥ o & BT EESRHIE
ik vfroie. :

Bifnid, ZEiR20~26 °C, {BEE40~70 %, #HESEI12
Wi (FREH 4RI GER~ P12 6RE), MR EIE 120/ M
BANFAEE AT L. ME - BILIRS B LU
FirEES, ATV LARS —IERWTCEGIEAT L
BRHE, EHEEAFR(CRF-, $V -7 VESTE) +H
HICEN S-S, 280, B#FMBOV AL LEET
DR IO LI SN0 M T THRE L. BREKIE,
AKEXT BHICER S, 7L, o, Lis
BRI F TR L2,

3. BEER, BEARBLIURER
B EREM, EOfSEER L. B5CB LT, |
ERIEOFG YV yFERbAGF) /L 87
AR—FTNEHEGER T, BHEORES LA 75
WER, KSEMCHEL-EELREE LTI0
mL/kg TEMB L7 #SEEEIEE L 508
HIESERTH Y, HEHMIZI0~179gTH- 7.
OO0-YTFNIFF) YBOT v MEOFESIIIS
LD5 1Ei3 4510 mg/kg & DEHASH BV, HE->T, OECD
Test Guideline 423 THREHE L 2T 3 2000 mg/kg
B ARBOF/EE L Lz, £1EHEO2000 mg/kg
BETIFEFHNFELE LA, 300 mg/kg T 2 M
Bomgel L. F20EED 300 mg/kgix5 TRT
FIBEO L Nedolzizd, 300 mg/ke & £ 3EEHAEED
BEEE L RREBEOSYHEIL, 3/ & Lk '

4. BEdH LURETIER
1) EREEHE
HEHUABE L.

2) —HRIREE

B AIMES RN (RS EHR~RFHRI0T, &7
%2, 4BLUBEER) LT, RELA» L DERELHF
RIA1E, —BRESLURCOFEEZBEL .
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Table 1 Mortality of female rats in single dose oral toxicity test of 0,0 diethyl dithiophosphate

S Number Number of deaths T O_t al
Group 08¢ of Hours after administration Days after administration number of
{mg/kg) al deaths
ammals 505 2 4 6 1 2 3~14
Test group 1 2000 3 0 0 2 1 - - 3
Test group 2 300 3 0 [y 0 0 0 0 0 0
Test group 3 300 3 0 0 0 0 0 0 0 0

3) HEHE _
WEHRSER) R LIRS EL, 3, 7, 108X
4HIZAIEL 7.

4) Eg
FECE IS, R, ER LA, ATER N, BlIE
BT RV oF o —F VR T CHEAENR D S i

RSB ERL .

5. KEEtEEAR
LDy fEIS#ERE D& R Z e Lz,
HEIF, SFCPSMES L RERERER L.

RS

1. TR, LD, {ES LU—FRIRE (Table 1)

FET-BliE, #1MRERD 2000 me/keik 5 TH 565
MiczfleksBlIaIc1IfloeflicBobns:, &2
REER L UEIEIRERD 300 me/kgir 5 Tid, FETHIE
DoOLNEhol. O,0-VIFNIFF1) EROLD,
ik, 300 mg/kg & 2000 mg/kg DRIz H B LEESH
5.

—fERERIC BV T, F1EEAED 2000 mg/kg k5T
BEERBICTREH2H, HE5EERBHFCRRESHOKT
BLUBEBASE1IH, BSH2BEICERLI2H &
BIEESHOETA1F, FHTHE4H B ICRSIER L3,
AV B L U F 7 /7~ EHE 26 L BREESHOBET A
fil, #5160 12 EEE B X NBIRIETE AT 161124 &
N7z, EO2MAEED 300 me/kgE T, EFIEZALR
Lotz HEIMBAIRD 300 me/kgfe 5 Tk, HSEB
A 1B A bAoA, S 2R DBRIC BEIEEE
HENEhoT.

2. #E .
FE2MFERB & UM 3 E BB 300 mg/kg W H T,
FESIERICERL 2.

3. Hge
% 1 [ 3RE@ 2000 mg/ke k510 X HTHITIE,
EHIEREDSH, BHZIL, RERB RS L UK
IR G 28] & A BRI IR A 11 2 5 .
HE2MERBRS L U 3EHERD 300 me/ke B 5L B
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