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Preface

The Advisory Committee on Existing Chemicals of Environmental Relevance, BUA
for short, was established in May 1982 to help the German federal government cope
with the large task of dealing with existing chemicals. In an agreement between
federal government, scientific community, and the chemical industry, it was
associated with the German Chemical Society (GDCh-Gesellschaft Deutscher
Chemiker) to ensure objective work, carried out in accordance with scientific
principles.

At the end of 1997, the Committee was renamed ‘GDCh Advisory Committee on
Existing Chemicals’ (abbreviation ‘BUA’ as before) and the statutes were revised to
include EU level aspects of occupational safety for the handling of existing chemicals
from then on.

The cooperation between authorities, industry, and the scientific community, upon
which the BUA is based, has proven worthwhile. No other national or international
body has dealt with the ecological and health-related effects of so many existing
chemicals as the BUA. On the national level, the BUA has produced comprehensive
reports on about 300 substances and carried out preliminary evaluation and
classification (priority-setting) for approximately 200 more, as of 1997. Publication of
the process leading to priority-setting, in addition to the BUA Reports, lends trans-
parency to the Committee’s work.

The BUA began an additional national project in 1997, which also selects and
assesses existing chemicals with a lower production volume in the range of 100 -
1000 tonnes/ year. Comprehensive reports are published on chemicals suspected of
having a hazardous potential. If the data available for substance assessment are
insufficient, the gaps in knowledge are documented and, if necessary, investigations
recommended.

The BUA, as expert committee, increasingly addresses broad scientific questions
and problems, such as ‘endocrine disruptors’ and ‘persistent organic pollutants’
(POPs). Through such scientific projects the state of scientific knowledge is
researched, documented, and published as ‘BUA Reports’.

For a large number of existing chemicals there is very little or no information on
reproductive toxicity. Therefore, the OECD developed the screening tests 421
(Reproduction/Developmental Toxicity Screening Test) and 422 (Combined
Repeated Dose Toxicity Study with the Reproduction/Developmental Toxicity
Screening Test) which can be used in the initial evaluation of existing chemicals to
provide limited information on possible effects on reproduction. The aim of the
present report was to assess and evaluate these screening tests with respect to
reproductive effects and decide to what extend they are to be recommended.

Munich, February 2001 Helmut Greim
BUA Chairman
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Evaluation of OECD Screening Tests 421
(Reproduction/Developmental Toxicity Screening Test)
and 422 (Combined Repeated Dose Toxicity Study with the

Reproduction/Developmental Toxicity Screening Test)

Summary

An expert panel of the Advisory Committee on Existing Chemicals (BUA) was assig-
ned the task of evaluating OECD screening tests 421 (Reproduction/Developmental
Toxicity Screening Test) and 422 (Combined Repeated Dose Toxicity Study with the
Reproduction/Developmental Toxicity Screening Test) with respect to toxic effects on
reproduction. The initially planned “validation” of the above-mentioned OECD
screening tests is not possible at the present time, as only 5 substances with proven
reproductive toxicity have been investigated according to OECD screening test
guidelines 421 or 422 and definitive guidelines or in further investigations, thus
permitting a direct comparison of the test results. However, in each case, properties

relevant to reproductive toxicity were also indicated by the screening tests.

For a comparison of OECD screening test guidelines 421 and 422 with definitive test
guidelines, particularly OECD test guideline 415 (one-generation study), which has a
similar study design, the main differences were compiled in a table and described in
the text. Special reference was made to the very limited possibilities of detecting late
post-natal and post-lactational manifestations, as well as to the relatively low
statistical power of OECD screening tests 421 and 422. The aspect of teratogenicity

was also shown to be incompletely covered.

To evaluate the relevance of the OECD screening tests, the results of 57 tests
carried out according to OECD screening test guideline 421 or 422 were listed in a
table and assessed and grouped according to the incidence of reproductive toxic
effects to the parent animals or their offspring in relation to general toxic effects.
Based on this grouping, a recommendation was made for deciding on the priority of
carrying out further tests to determine and identify the hazard to reproduction of an

existing substance.



