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Preliminary Results from a 13-Week Inhalation Neurotoxicity Study of
Cyclopropanecarboxaldehyde (CPCA)

In this study, male and female Sprague-Dawley rats were exposed to nominal concentrations of 0,0.1,03,0r 1.0
mg/l of CPCA for 6 hours per day, 5 days per week excluding holidays (4 days per week when Functional
Observational Battery (FOB) performed) for 14 consecutive weeks (minimum of 65 exposure days). Five
animals per sex per group were designated for euthanasia and blood collection after 30 days on the test. Some
animals from the high-dose and the control group were allowed to recover for a period of at least 28 days
following termination of exposures. Animals were observed during and after exposure and once daily on non-
exposure days. Body weights and feed consumption were measured weekly.

The following summarizes what we believe are the significant results. Minimal signs of toxicity such as reduced
activity were observed during exposure to 0.3 and 1.0 mg/I test groups. Reduced feces, and porphyrin discharge
from the nose were observed in all treated groups. After 30 days of exposure, 5 animals per sex per group were
fasted and sacrificed. Blood was collected and analyzed for clinical chemistry and hematology. The white blood
cell counts were significantly lower in the high-dose males. Aspartate aminotransferase (AST) and blood urea
nitrogen (BUN) were significantly higher and cholesterol levels were decreased in the high-dose male and female
treatment groups. After at least 65 exposures, animals were fasted and sacrificed. Blood was collected and
analyzed for clinical chemistry and hematology. White blood cell counts were lower in the high-dose males and
in the mid- and high-dose female groups. Red blood cells and hematocrit were increased in the high-dose males
and in the mid-dose females. AST was increased in all treatment groups. BUN was increased in all female
treatment groups and in the male mid- and high-dose groups. Alanine aminotranserase (ALT) was increased in
all male treatment groups and in the female high-dose group. Sorbitol dehydrogenase (SDH) was increased in
the male and female high-dose groups and in the female mid-dose group. Cholesterol was decreased in the male
high-dose group. :

Relative liver weights in all treated female groups and the high-dose males were significantly higher than for the
control group. Testes and epididymides weights were decreased in the high-dose males. Histopathologic
examinations were performed and the target organs were identified as the liver and heart (all animals), testes and
epididymides (males) and sternal bone marrow. Lesions in the heart included myocarditis, muscle fiber
vacuolation, and muscle fiber degeneration. These heart lesions were observed at all exposure levels for both
male and female rats. These heart lesions were not reversible during a 28-day recovery period. Lesions in the
liver included hepatocellular cytoplasmic vacuolation, which was observed at all exposure levels for both males
and females. The liver lesions were not observed in animals that were allowed to recover for 28-days. Lesions
in the testes included decreased sperm counts in the mid- and high-dose male groups and degeneration of
spermatogenic germ cells in the high-dose males. The testicular lesions were not reversible following a 28-day
recovery period. There was a decrease in cellularity within the sternal bone marrow in the 1.0 mg/l male and
female groups, as well as limited decreases in the cellularity in the 0.3 mg/l females. The bone marrow effects
were not observed in animals allowed to recover for 28-days. A no-observed-effect-level was not determined in
this study.
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