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E. Clm;ticqtim:‘
Supplamentary data. This classitication may be upgraded following sub-
mission of additional data (see "Discussion/Recammendations®).

F. lusions:

 Results of this study suggest that methyl parathion is embryotoxic or
fetotoxic at 1.0 mg/kg, but not at 0.3 my/kg. Maternal toxicity was not es-
tablished. Additional data are required.




G, Meterials:

Test campound: Methyl parathion; BAYER 11405; Parathion M 100 technicalj
c - Prod. No. 2830

Purity: -. 94.4%

Animalss: " Wistar SPF
Supplisr: F. Winkelmann, Borchen V
Ages Females: 2 1/2 - 3 1/2 months (192-239 g)
Maless 3 -5 months (300-400 g)

Diet: Altramin R fuq

H. Mathods:

Pregnant females (20-24 per group) were administered methyl parathion
in 1.0% aqueocus Cremophor EL emulsion by gavage (10 ml/k? bodg weight)
on Days 6 through 15 of gestation. The doses were 0, 0.1, 0.3 and 1.0
my/kg. The control animals received the Cremophor EL emulsion.

The selection of doses for this study was based on the results of a
rangefinding experiment in non-pregnant rats, using doses of 1, 3 and .
7.5 mg/kg/day. Five rats per group were treated. All of the rats given
7.5 mg/kg/day died within 3 days.  Two animals in the 3 mg/kg group died
within 5 days, and dosing was discontinued for this group. No adverse
clinical signs or reduced waiiht gain were reported in any of the rats
given 1 mg/kg/day during the 10-day experimental pericd. '

- Except during mting.' the animals were i.ndividuallj housed in Type Il
Makrolon cages. FRoaom temperature was within a range of 20-23 C and rela-
tive humidity was approximately 60 8. Lighting in the room was on a

12-hour on/off cycle. Food and water were provided ad libitum. Quarantine/

acclimation conditions and duration were not specified.

Untreated virgin rats were mated overnight, with 1 male and 2 females
per cage. Mating was confirmed by cbservation of sperm in vaginal smears
the morning atter mating. The methods of identification and randamization
of animals was not specified.

. The study was terminated on Day 20. Fetuses were remowed by caesarian
section and subjected to examination for external ancmalies; measurement
of litter weight and calculation of average fetus weight per litter; deter-
mination of sex; and examination for visceral and skeletal malformations.
About 30% of the animals were examined for viugetal malformations by the
author's modification* of the Wilson technique<. The nature of this modi-~
fication was not specified in the report. The remaining fetuses were
eviscerated and the abdaminal and thoracic organs were examined; they were
~ then cleared with potassium hydroxide solution and the skeletal system
was evaluated after staining with Alizarin Red S. The report does not men-

tion the method used to designate which of these examination techniques
would be applied to eagh fetus. Reference was made to “"standardized"
wethods of examination3r4 which were not described in the report itself,
ard copies of the reference articles were not provided with the report.
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H. Methods (cont'd):

Deta for weight gain, fetal and placental weights, and numbers of
implantations, fetuses and resorptions were analyzed using the U test of
Wilcoxon, Mann and Whitney. The Chi-square test with the Yates correction
was used to analyze numbsrs of fetuses with bone alterations, as well as
stunted fetuses and fetuses with other ancmalies.

Results:

None of the treated or control rats diod during the study. No treat-
mnt-related clinical signs were reported.

The following table, excerpted fraom the study .uport. cmrizu the
body weight gains of the pregnant females during the treatmsnt period as
woll as over the course of the entire gestation period.

Dogse in Average weight gain in grwms during
ng./kg. treatmsnt period entire gestation period

0
0.1
0.3
1.0 -

21.3
18.8
22.2
12.2%

74.2
72.3
74.9
63.1

*gignificantly different fram control at p < 0.01

According to the investigator for the study, the above data indicate
that "treatment with the 1 mg./kg./day dose had a toxic effect on the
dams.” Data for individual weight gains were included in a separate table
in the study report. However, no absolute body weight data were presented
for the dams. Using the limited data presented in the study report, we
have derived the following table, which demonstrates a wide range of values:

Dose Range of weight gain (loss) during
img/kg) treatment period entire gestation pericd

0 6 - 27 47 - 91
0.1 (=43)- 31 (-24)- 99
0.3
1.0

15 - 28 53 -95

(-23)~ 28 13 - 97

There were a total of 20 pregnant rats in each of the 4 groups. There
was no apparent case in which an entire litter may have been lost.
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I. Results (cont'd)s . 004997
Implantation, resorption and litter data may be sumarized as follows:

Dead and

Dose - Msan No. of Mean No. of Fetuses  Resorbed

{mg/kg) = Implantations Male Female Iotal Embrycs
0 . 10.4 3.9 5.l 9.0 1.4

0.1 11.3 3.9 6.1 1.2

0.3 1042 44 4l 8.5 1.7
100 9.3 3.7 3.9 o 7.5 107

10.0

The slightly lower number of implantations in the high dose group is not
attributable to methyl parathion administration, since treatment did not begin
until day 6. Although the number of fetuses in the high dose¢ group was slightly

- peduced, it does not appear to represent a significant difference when viewed

in the context of the non-treatment-related reduction in the nunber of implanta-
tions. The following calculations, although not included in the study report,
are prasented here to augment this evaluationt

, $ Dams with 1 or
more dead/resorbed

_Dose (mg/kg) A Viable fetusest embryos

0 87 75

0.1 88 45

0.3 83 60

1.0 8l 55

tNuwber of fetuses divided by number of implantations.

No treatment-related fetal malformations were apparent. However, reduced
mean fetal weights and an increased incidence of stunted fetuses (weighing less
than 3 grams) were reported to be related to treatment at the high dose level.
The incidence of stunted fetuses was also increased in the low dose group; how-
ever, the likelihood of a relationship to treatment was discounted on the basis
that "the difference between the 0.1 mg./kg. group and the control resulted
mainly from light fetuses of 2 dams." Fetal and placental weight data may be
suwarized as follows:

Dose Mean wt. {(g) " Mean number of No. of litters with 1

{ma/kg) Fetus Placenta stunted fetuses/litter or more stunted fetuses

0

3.40 0.62 0.50 5
0.1 3.27 0.57 : 1.65%* 7
0.3 3.39  0.64 0.95 ' 7
1.0 3.25*  0.62 1.35%*

* significantly different from control at p<0.05
** gignificantly different fram control at p<0.0l
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J. Discussi.w:uatioms 5588

The data presanted in the study report were not sufficient to conclude that
maternal toxigity was demonstrated. While reporting the group mean body weight
gain data in grams during the treatment period offers useful information, it _
does not provide a complete picture. Individual and group mean absclute body
weight data must be presented for review.

Since dead fetuses were apparently counted with resorbed embryocs, the com-
binsd data do not provide a sensitive means of analysis; these data should be
zeparated in a manner which would allow evaluation of possible treatment-related
differences with respect to the approximate time of death in utero.

, In order to camplete its evaluation, the Agency requires, in addition to
the data cited above: a copy of the protocol and a description of any deviations
fram the protocol; a copy of each of the References (in English) #1, 3 and 4;
individual clinical observations and necropsy findings for the dams; a descrip-
tion of conditions of storage of the test material and dosing mixtures; and ana-
lytical results with respect to hamogeneity, concentration and stability of the
test material in the dosing mixtures. .
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