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DATA EVALUATION REPORT

STUDY TYPE: Mutagenicity: Reverse Mutation- S. cerevisiae
(2 Studies)

MRID NO.: 116490 and 116492 TOX. CHEM. No.: 320

TEST MATERIAL: 2, 4-DP (purity not specified)

SPONSOR: Amchem Products, Inc., Ambler, PA

TESTING FACILITY: Pharmakon Laboratories, Scranton, PA

CITATION: 2 studies

1). Naismith, R.; Matthews, R.; Godek, E. (1979) Summary Data:
Reverse Mutation Assay-Saccharomyces cerevisiae: Study No.
PH-303-AM-179-2,4- DP, (Unpublished study received Mar 26,
1979 under 264-231; prepared by Pharmakon Laboratories,
submitted by Union Carbide agricultural Products Co., Inc.,
Research Triangle Park, NC; CDL: 237875-R)

2). Naismith, R.; Matthews, R.; Godek, E. (1979) Summary Data:
Reverse Mutation Assay-Saccharomyces cerevisiae: Study No.
PH-303-AM-19- DP, (Unpublished study received Mar 26,

1979 under 264-231; prepared by Pharmakon Laboratories,
submitted by Union Carbide agricultural Products Co., Inc.,
Research Triangle Park, NC; CDL: 237875-T)

CONCLUSION: These two studies were previously reviewed (Holder:
Tox. Doc. No. 001995; Attachment 1): the studies were
classified as valid. This reviewer agrees with the conclu-
sions derived by Holder. The test compound, 2,4-DP, caused
reverse mutation in Saccharomyces Dy strain in the abscence
of metabolic system in both studies. The original summary
data from the submissions are presented in Attachment 2 to
supplement the extracted data shown in the previous review
of these two studies.




ATTARACHMENT 1 001995

§ 6.0 Reverse Mutation Test (Two experiments, Section S of 264-231 EPA
No. 23787%) '

This test measures reversion to the wild type of Saccharmyces
cervisiae D7, a ilv 1-92/11v 1-92 homoa]lelic‘isoleucine requiring
mutant. When an appropiate point mutation is made by the test
substance the stain goes isoleu - to isoleu * and no longer
requires isoleucine in the media for grow. Plating on isoleucine
minus medium selects for the mutants; the number of colonies
appearing reflect the number of point mutations reversing the
mutant to the isoleucine independent wild type.

The results were:

Exp. # 1
10~ M
Conc: 0 .001 .01 0.1 1 10 NQO
(mg/m1)
Revertants 6.7 7.1 7.0 7.5 6.9 9.9 48.2
per 107 ‘
cells
% survival 100 89 88 86" 77 59 78
Exp. # 2 (Dose/Response Range)
10-0H
conc: 0 4 8 8 10 12 N
(mg/m1) :
Revertants 3.3 4.7 8.6 8.3 9.8 2.0 12.7
per 10-6
celvs
Survival 100 83 83 77 66 18 88
{z)

In exp. # 1, it can be seen that 10 mg/ml promotes isoleu - to
I1soleu + revertants, but than L1 mg/ml was ineffective. In exp.
# 2, concentrations of 4, 6, 8, and 10 mg/ml caused a dose
response in reverse mutations (p=.001). Conc. of 12 mg/ml was
toxic. The NQO acted about 1/4 as well inp €xp. # 2 as exp. # 1
[for the same effect.see §5.0].

6.1 Conclusions: 2,4 DP acid promotes reverse mutations in Saccharomyces
D7 mutant iLv I-92/iLv 1-92 at concentrations 4 to 10 mg/ml and
is ineffective at 1 mg/ml or lower. No S-9 metabolic activation
studies were presented in these studies. .

6.2 Classification of Studies: Valid, only for unactivated 2,4 DP
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