
40 C.F.R. § 798.5450
Rodent dominant lethal assay.

(a) Purpose. Dominant lethal (DL) effects cause embryonic or fetal death. Induction of a dominant lethal event
after exposure to a chemical substance indicates that the substance has affected germinal tissue of the test
species. Dominant lethals are generally accepted to be the result of chromosomal damage (structural and
numerical anomalies) but gene mutations and toxic effects cannot be excluded.

(b) Definition. A dominant lethal mutation is one occurring in a germ cell which does not cause dysfunction of
the gamete, but which is lethal to the fertilized egg or developing embryo.

(c) Reference substances. These may include, but need not be limited to, triethylenemelamine,
cyclophosphamide or ethyl methanesulfonate.

(d) Test method—(1) Principle. Generally, male animals are exposed to the test substance and mated to
untreated virgin females. The various germ cell stages can be tested separately by the use of sequential
mating intervals. The females are sacrificed after an appropriate period of time and the contents of the
uteri are examined to determine the numbers of implants and live and dead embryos. The calculation of the
dominant lethal effect is based on comparison of the live implants per female in the treated group to the
live implants per female in the control group. The increase of dead implants per female in the treated
group over the dead implants per female in the control group reflects the post-implantation loss. The
post-implantation loss is calculated by determining the ratio of dead to total implants from the treated
group compared to the ratio of dead to total implants from the control group. Pre-implantation loss can be
estimated on the basis of corpora lutea counts or by comparing the total implants per female in treated and
control groups.

(2) Description. (i) Several treatment schedules are available. The most widely used requires single
administration of the test substance. Other treatment schedules, such as treatment on five consecutive days,
may be used if justified by the investigator.
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