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oncaogenlcity (Rat)
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Teratology (Rat)
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‘Review of Label/Data:

A. ~Label

Proper precautionary labeling for Fungaflor 50 EC must
bear the signal word "Danger" 1in close proximity to the stacement |
“Keep Out of Reach of children™ on the front panel label.

The precautionary statements on the left panel of the
label must contain the precautionary labeling statements: trequired
for Toxicity Category 1 (eye) and II (skin) as specified in
Criteria and ?olicy Notice 2161 .2 dated 3/31/82. Skull and
crossbounes are not required. : '

B. Toxicity Data Submitted

Oral Embryotoxicity and Teratogenicity Study in Cobs Mice,
(Janssen Le Brun Research Lab., Study Protocol No. N-657,11/28/83).

’

Sexually mature (Cobs—Charles River) virgin female mice
weighing between 23-36 grams were used 'in this study. Each
group of 3 females were mated with one adult male from the same
strain. The occurrence of copulation was determinea by daily
vaginal inspection for mucous clug.. The day that mucous plug
was found was considered to be day one of jestation. The test
material was administered in ar-»ic gum 5% suspension orally
by gavage from days 6 through 15 of gestation to four groups
of 20 bred female Cob-Charles River mice at levels of 0, 2.5,
10 or 40 mg/kg/day of base. The control group received the
vehicle agent less the test material. The test article was
given orally as a suspension, one ml per 100 g of body weight.
Animals were observed daily for behavior, appearance and signs
lof toxic and.pharmacoliogical response. Body weights were
recorded on days 1, 6, 14 and 19 of gestation. Food consumption .
was recorded on the lst and 19th days of gestation, On day ’
19th the animals were sacrificed by decapitation. Autopy was
performed¢ and any macroscopic pathological changes récorded.
The number of jwmplantations, resorptions, dead and viable
fetuses, fetal birth weight and anomalies were recorded. all
of the fetuses were preserved in formalin (10%).

.
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Results from Laboratory Report:

Two mortalities occurred in the control group. NO
mortalities were observed in any of the dose groups.

Administration of technical Imazalil during the period of
organogenesis did not affect the maternal body weight gain in
any of the experiméntal groups. There was a slightly significant
decreased of food consumption in the groups receiving 10 mg/kg
and 40 myg/kg of bhase.
{ .

The conception rate was comparable between the control
group and the various dosage groups.

No differences were observed in the distribution of embrycs
and fetuses in each uterine horn. Litter size, viable fetuses,
dead and resorbed fetuses per litter were comparable between
control and treated groups.

, No significant difference in the mean birth weight of the
pups was observed between the control group and dosed group.

Abnormalities observed consisted of an exencephalia in one
stillborn in the control yroup and talipes valgus* in all groups.
This incidence was comparable betweern. the control group and
treated groups.

*®

*Laboratory reports that spontaneous incidence of anomalies
of this type are common in Cobs-contrcl mice and considered to
beé of no importance.
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Conclusions:

The teratology study as submitted is found unsatisfactory
for the following rea 2ns: :

1. The per cent of pregnancy in the control group (60%)
is too low. Pregnancy rate above 80% is needed in both the
cpntrol and dose yroups for adequate statistics values.

2. The study should be repeated using at least 20 pregnant ¢
mice at each dose level and control group to permit a meaningful
evaluation of the teratogenic potential of the test subtance.

3. ‘The fetuses were not examined further for skeletal and
soft tissue anomalies.

4. TOX Brancn concludes that a teratology study correcting
these discrepanceis must be submitted in order to determine
whether or not the test material is teratoge to Cobs-Charles
River mice.

#

Classification of Study: Supplementary.
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