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R THAT 0.5%BLE & 7 % b BT & e o PRAATAT IT A 2 B U & FIBF L 72 A0
JaYEsE R OPE R & DRI (Table 1, 2) 1K LD, TRTORINIEV ThHmLHER
ED 12 mg/mL (10mM) FEREEFTOTELEHRE THo 22 b, INHDR
BE a0 TUTRL2 TE3BELBENAR L L, REASITE, BAREERREYER -
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OMERE R FERT B ERER L7z EEAAINI B W Tk, HBUHE %V LiREERFME
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Fig. 1 Growth inhibition of CHL/IU cells treated with
trimethyl phosphite



Table 1 Chromosome analysis of Chinese hamster cells (CHL/IU) continuously treated with trimethyl phosphite (TMP)** without S9 mix

Concen- Time of No. of No. of structural aberrations 3 No. of cells 4) s) Concurrent®  Mitotic”
Group tration  exposure cells 2 Others with aberrations Polyploid Trend test  cytotoxicity index
(mg/mL) (h) analysed gap ctb cte csb cse mul total TAG (%) . TA (%) (%) SA NA (%) (%)
Non-treatment 200 0O 1 1 1 0 10 13 0 4 ( 20) 4 ( 20) 0.00 — E—
Solvent" 0 24 200 1 0 1 0 0 O 2 0 2 (10) 1 (¢ 05) 000 100.0 -
TMP 0.30 24 200 0 0 0 0 0 © 0 0 0 (C 060) O ( 00) 0.00 99.0 —
TMP 0.60 24 200 0O 1 0 2 0 O 3 0 3(15) 3 (C 15) 013 + - 86.5 I
TMP 1.2 24 200 1 7 4 1 0 O 13 0 10 ( 50) 9*C 45) 0.13 71.6 6.5
MC 0.00005 24 200 2 4 132 0 0 O 178 1 110*( 55.0 ) 110 *( 55.0 ) 0.00 E— E—
Solvent” 0 48 200 0 0 0 0 0 O 0 0 0 (¢ 00) O ( 00) 0.0 100.0 E—
TMP 0.30 48 200 1 0 0 0 0 O 1 0 1 (05) 0 (C00) 013 122.7 S
T™P 0.60 48 200 0 0 2 0 0 O 2 0 2 ( 1.0) 2 ( 10) 000 + + 92.7 -
TMP 1.2 48 200 2 1 7 1 1 20 32 5 10*% 50) 8* 40) 0.63 35.2 7.6
MC 0.00005 48 200 2 61 183 10 2 60 318 19 122*( 61.0 ) 121 *( 60,5 ) 0.13 I E—

Abbreviations, gap : chromatid gap and chromosome gap, ctb : chromatid break, cte: chromatid exchange, csb : chromosome break, cse : chromosome exchange

(dicentric and ring), mul : multiple aberrations, TAG : total no.of cells with aberrations, TA : total no. of cells with aberrations except gap, SA : structural

aberration, NA : numerical aberration, MC : mitomycin C. 1) Dimethylsulfoxide was used as solvent. 2) More than nine aberrations in a cell were scored as 10.

3) Others, such as attenuation and premature chromosome condensation, were excluded from the no. of structural aberrations. 4) Eight hundred cells were

analysed in each group. 5) Cochran - Armitage's trend test was done at p<0.01. 6) Cell confluency, representing cytotoxicity, was measured with coulter counter.
7) Number of metaphase per 500 cells was scored in each flask in order to select the higest dose enable to analyse chromosomes. * : Significantly different from
solvent control at p<0.01 by Fisher's exact probability test. ** : Purity was 99.58 wi%. Methanol (0.10%), dimethyl hydrophosphite (0.02%), trimethyl phosphate

(0.19%) amd unknown substance (0.11%) wére contained as impurity.



Table 2 Chromosome analysis of Chinese hamster cells (CHL/IU) treated with trimethyl phosphite (TMP)** with and without S9 mix

Concen- S9 Time of No. of No. of structural aberrations 3) No. of cells 4) 5) Concurrent® Mitotic”
Group tration mix exposure cells oy Others with aberrations Polyploid Trend test _ cytotoxicity index

(mg/mL) (h)  analysed gap ctb cte csb cse mul total TAG (%) TA (%) (%) SA NA (%) (%)
Non-treatment 200 0 0 0 0 0 O 0 0 0 C00) 0 00) 013 — —
Solvent!’ 0 - 6-(18) 200 O O O O 0 O 0 0 0¢C00) 0 00) 000 100.0 T
TMP 0.30 - 6-(18) 200 0 0 O 0 0 O 0 0 0 C00) O0CC00) 000 98.0 —
T™MP 0.60 - 6-(18) 200 1 1.1 0 0 O 3 0 3 (C15) 2 1.0) 013 - = 81.9 -
TMP 1.2 — 6-(18 200 0 0 O O O O 0 1 0C 060) 0 00) 006 85.0 12.6
CPA 0.005 — 6-(18) 200 O O O O O O 0 1 0 C00) 0 00) 000 -
Solvent 0 + 6-18) 20 0 1 0 0 0 0 1 0 1(05) 1(05) 000 100 —
T™P 0.30 + 6-(18) 200 1 1 2 1 0 O 5 0 5(25) 4 ( 20) 088* 118.1 -
T™MP 0.60 + 6-(18) 200 0 0 3 1 O O 4 1 3(C15) 3 (15) 28* + + 118.9 '—_
T™MP 1.2 + 6-(18) 200 1 6 9 0 2 O 18 0 1I5* 75 ) 14* 70 ) 2838* 1154 11.4
CPA 0.005 + 6-(18) 200 3 26 76 4 1 0O 110 0 T1¥ 355 ) 69*(345 ) 000 — -

Abbreviations, gap : chromatid gap and chromosome gap, ctb : chromatid break, cte: chromatid exchange, csb : chromosome break, cse : chromosome e¢xchange
(dicentric and ring), mul : multiple aberrations, TAG : total no. of cells with aberrations, TA : total no. of cells with aberrations except gap, SA : structural
aberration, NA : numerical aberration, CPA : cyclophosphamide. 1) Dimethylsulfoxide was used as solvent. 2) More than nine aberrations in a cell were scored
as 10. 3) Others, such as attenuation and premature chromosome condensation, were excluded from the no. of structural aberrations. 4) Eight hundred cells were
analysed in each group. 5) Cochran * Armitage's trend test was done at p<0.01. 6) Cell confluency, representing cytotoxicity, was measured with coulter counter.
7) Number of metaphase per 500 cells was scored in each flask in order to select the higest dose enable to analyse chromosomes. * : Significantly different from
solvent control at p<0.01 by Fisher's exact probability test. ** : Purity was 99.58 wt%. Methanol (0.10%), dimethyl hydrophosphite (0.02%), trimethyl phosphate
(0.19%) amd unknown substance (0.11%) were contained as impurity.
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