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RAA-396
FRUNE1A2HGEYERSHE®SBE)
Z w b . Sprague-Dawley F
w7 B
207~252 g
FF Bk
Phenobarbital(PB)33 X UF 5,6-Benzoflavone(BF)
PB:30mgkg 118 (1 BH),

60 mg/kg 3 B (2~4 HE)
BF : 80mgkg 1@ (3 BB)

RIERRS
26.50 mg/mL

0.3 mL
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33 pmol
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pmol
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10/3) DFEF, -89 Wi (LI 6 BEIFS TORE) B L U+SI WED
800 pg/mL (2 BV T H BHFE L MR B AEIHIE R I S N o 7.
IERYBEID, MBREENEREBORE S LTTELIIR LA 10 mM 48
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N &D AR R RUBE L. EERALEE, BEEREE Lo, MREETRTY A T4
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NNN-FJAFNVAFZ LTI e FRFY FABETORGERIEERT
20 RSO B IEE L, BEHBERAS Cho7. T2, Rk
HEIEELZHBETREROD T P B EmREXI N,

—7, B BB E MMC TR L 72 R Tt e A 28 7% B
SN, FOHBEREIL 66.0% %R L 7.

B, HEBRYWEBRERTEICERED 910 pg/ml (2B CTEFEH D pH »F
EPIZT VA )RR LTV,

S PR AL BR L+ S9 AL ER

EERE SR & Table 3 3 X UF Appendix 2 1278 L7z,
NNN-FJRAFNVAFZ LTI FOFY FRAEBEETOLRBAEERY
o b NEHMHIEORBEE L, BESREFRSE THho72. $7-, HER
WEMIRIZ L A EEIGIERIZBRE I e d o 2.

—7, BHEAERO CPABEETORBABEERELRIEREIL 140%Th-
7z.

B, WRPERERTEHICEHEED 910 pg/mL IIB WV TEEROD pH 2°
ERITT VA ) HE R LTI,

FERLERTE 24 BRI ALER

RERFER % Table 5 B X UF Appendix 3 1R L 7-.
NNN-FJAFVRXF Y TIre Fudy FUEBEETOLEBFRIEERY
e 6 NS ORI, BEREEETH /2. 72, HER
WERIEIZ L B gEIEIIRIER IIRB S Nk o 7.

—7, RO MMC LHEE TORBABERTHIEEIL 31.5% T
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FORRE,NNN-F) XFIVRAF > 7I e FuoFkxd FAEBTIITIIERE
BRBEEEOFERIIRDON o7z, 1Eo T, EEOIEEE 24 B
BICK BHEBREEML 72, ARCREBAEEOFREED ON 2o 72,
FEBYENIBER, BHEED pH id 910 pg/mL THB X £ 9.6~97 Z/RL
7%, RERTETIZ78~80ICETHBEL T, £BaAEREHABRER
6 PILEELOHE WP ORBRICEErBLITLLREZAONL

» oz,

¥ 72, BB TH B Tetramethylammonium bromide, Tetramethylammonium
chloride , Tetramethylammonium iodide , Tetramethylammonium fluoride
tetrahydrate , Tetramethylammonium hexafluorophosphate , Tetramethyl-
ammonium hydroxide pentahydrate 3 X UF Tetramethylammonium tetra-
fluoroborate DZERE M ICBET 2 MF I 2o 7.

—7%, BEBIZVIEIHEGRBTORBEAEEHIAERIIVIND K

VI -—DERT-IDEFENTH Y, XHEBREVPETHHI L ZRLT

AVAS

DEDREBRERIG, AEEBREEGTIZBWT NNN-FJXFLRXE T
IV FOFY FOIIFEREMRICST 2 LBREEEEE IIRBE

e L7:.
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} —o— [short~term treatment : -S9]
L -3~ [short~term treatment : +S9]
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sure 1. Dose-survival curves of N, N, N-Tetramethylammonium hydroxide
[short-term treatment)
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—o— [continuous treatment : 24 h)
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Figure 2. Dose-survival curve of N,N,N-Tetramethylammonium hydroxide
[continuous treatment]
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Figure 3. 1Incidence of structural aberrations induced
by N,N, N-Tetramethylammonium hydroxide [shori-term treatment:—S9)
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Figure 4. Incidence of structural aberrations induced
by N,N,N-Tetramethylammonium hydroxide [short-term treatment:+S9]
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Figure 5. Incidence of structural aberrations induced
by N, N, N-Tetramethylammonium hydroxide [continuous treatment:24h]
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Table 1. Results of growth inhibition test on N, N,N-Tetramethylammonium hydroxide [short-term treatment]

Exp. No. 4182 (115-100)

[short-term treatment : -S9]

(short-term treatment : +59]
Compound Dose (pg/mL) Survival (%) [ Mean ] Compound Dose (u g/mL) Survival (%) [ Mean ]
D% a) 1] 100.0 [ 100.0 } D.V. a) 0 100. 0 { 100.0 )
100.0 100. 0
Test substance 70.8 98. 9 { 98.61 Test substance 70.8 100. 2 [ 99.4]
98. 2 98.5
118 89.7 [ 87.2] 118 99.0 { 98.91}
B84.7 98. 7
197 89.8 [ 87.61 197 98.3 { 96.8)
85. 3 95.2
328 89.2 [ 87.9] 328 100.0 [ 99.0]
86.5 97. 9
548 94.0 [ 94.2] 546 98. 1 { 98.2]
94, 4 98.3
910 88.5 [ 90.8 ] 910 96. 1 [ 96.1]
93.1 96. 1

50% Growth inhibition dose was as follows:
[short-term treatment : -S9] Not inhibited
[short-term treatment : +58] ——— Not inhibited

a): Negative control
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Table 2. Chromosome aberration test an CHL cells treated with N, N, N-Tetramethylammonium hydroxide Exp. No. 4182 (115-100)
{short-term treatment : -S9]
Number Number of cells with
Compound Dose Cell of structural aberrations Total Polyploid Final
{ue/ml) Survival Cells (-gap) cells judgement
(%) gap cth cte csb cse oth (%) (%)
D.V. a) 0 100. 0 200 1 0 0 0 0 0 0.6 — 0.0 — —
Test substance 228 110. 1 200 3 1 i 0 0 0 1.0 — 0.5 — —
459 83.6 260 0 1 1 0 0 0 .0 — 0.0 — —
910 78.5 200 1 1 0 0 0 0 0.5 — 1.0 - -
MMC b) 0.1 63.8 200 11 52 122 0 0 0 66.0 + 0.5 — +
cth: Chromatid break cte: Chromatid exchange csb: Chromosome break cse: Chromosome exchange oth: others

a): Negative control
b}: Positive control (Mitomycin C)



Table 3. Chromosome aberration test on CHL cells

treated with N, N, N-Tetramethylammonium hydroxide Exp. No. 4182 (115-100)
[short-term treatment : +S9]
Number Number of cells with
Compound Dose - Cell of structural aberrations Total Polyploid Final
{1 g/mb) Survival Cells (-gap) cells judgement
(%) gap ctb cte csb cse oth (%) %)

D.W. a) 0 100.0 200 1 0 0 0 0 0 0.0 — 1.0 — -
Test substance 228 97.2 200 0 0 0 0 0 0 0.0 — 0.5 — -

455 106. 4 200 1 0 0 0 0 0 0.0 — 1.0 —- —

910 95.6 200 0 1 1 0 0 0 0.5 — 0.5 — -
CP b) 12.5 74.5 200 12 52 140 0 0 1 74.0 + 0.0 — +

cth: Chromatid break cte: Chromatid exchange c¢sb: Chromosome break cse: Chromosome exchange oth: others

a): Negative control

b): Positive control {(Cyclophosphamide)
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Table 4. Results of growth inhibition test on N, N, N-Tetramethvlammonium hvdroxide [continuous treatment] Exp. No. 4182 (115-100)

{continuous treatment : 24 h]

Compound Dose (ug/mL) Survival (%) [ Mean 1]
DY a) 0 100. 0 [ 160.0 }
100. 0
Test substance 70.8 103.3 [ 103.1 ]
102.8
118 104. 1 [ 104.6 1
105. 0
197 101.7 [ 102.2 ]
102.6
328 104.3 [ 104.0 ]
103.7
546 96.5 [ 96.6 ]
96.6
910 78. 4 [ 80.1]
81.8

50% Growth inhibition dose was as follows:
[continuonsly 1reatment : 24 k] >910 1 g/mL

a): Negative cnnirol



Table 5. Chromosome aberration test on CHL cells treated with N,N,N-Tetramethylammonium hydroxide

Exp. No. 4182 {115-100)
[continuous treatment : 24 h}
Number Number of cells with
Compound Dose Cell of structural aberrations Total Polvyploid  Final
(g g/wl) Survival Cells (-gap} cells judgement
(%) gap cth cte csb cse oth ) (%)

D.W. a) 0 100. 0 200 2 0 0 0 0 0 0.0 — Q0.5 -
Test substance 228 97.7 200 0 1 1 0 0 0 1.0 — 0.5 —

455 93.8 200 1 1 0 0 0 0 0.5 — 1.0 —

910 89.0 200 0 0 3 0 0 0 1.5 — 0.5 —
MHC b) 0.05 60. 1 200 14 21 54 0 0 0 3.5 + 0.5 +

ctb: Chromatid break «cte: Chromatid exchange c¢sb: Chromosome break c¢se: Chromosome exchange oth: others

a}: Negative control
b): Positive control (Mitomycin C)
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