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Conclusionss

Methyl parathion exposure at dietary levels up to and including 25 ppm
did not appear to cause any sbrnomalities in pazental activities from
mating through pregnancy, parturition or lactation. Msan fo and P
maternal body weights in the high dose group were significantly
during lactation. No treatment-related effects on reprodx tive indices
wre cbeerved. No sbnormalities were fourd in the development of off-
spring in treated groups. No treatment-related gross or microeccpic
morphologic charges were apparent.
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G. Materials (cont'd):

Animalss 'cn' Rats; 60 males and 120 females (F, gensration)

Supplier: Charles River Breeding Laboratorieés, Wilmington, MA 01887
Aget " At receipt- 4 weeks
; Ak start of dosing- 6 weeks

passl feed: Purina Laboratory Chow #5001
H. Methodss

The following diagram, excerpted fram the study report, outlines the time
frame of major events in the 2-generation testing program:
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Rats were fed diet containing methyl parathion at concentrations of 0, 0.5,
5.0 and 25.0 ppm. The test substance wes dissolved in acetone prior to incorpora=
tion into the dist. Control dist was blended with an amount of acetone which was
equivalent to that used in the test diets. “Fresh" food was given twice weskly.
According to the atudy report (p.4, "Test Substance Muinistration®), "Treated
diets were stored frosen until presented.” Apparently, the control diet wes not
similarly stored. Treatment began 14 weeks prior to mating of the Fy genasration,
and continued through the mating, gestation and lactation periods. ,

Sixty males and 120 fenales were selected from the F) weanling mpn, ard
the correspondirg treatments were continued for approximately 18 weeks prior to
mating, and throughout the sudbsequent mating, gestation, and lactation, until

termination of the study approximately 5 weeks after weaning ot the last Fp litter.
The ¥; animals were sacrificed at weaning. a

All adult and weanling animels were necropsied. Tissues were ollected tram
all F) parents, arml 15 randomly selected animals/sex/dces group/genezation from
the Py and P wsanlings. Histopathologic evalustion included tissues trom 80
F; parents (}O/uu/g:uup) and 40 weanlings (S/sex/group) each from the F) and Pgl
m‘u‘.




H. Msthods (e_;m'd):
Ti&ﬂlu-umd microascopically included:

‘Mrenal (1) Nezve (sciatic)
. Brain (2 levels) Ovaries
Eye (right; incl, optic nerve pituitary
and Harderian gland) Prostate/ssminal vesicles
Heaxrt . _ Salivary glands
- Intestine (colon; duodeni) Splesn
Kidneys (2) Stomach
Liver (sections from at least Testes with epididymides (2) .
2 lobes) Thymus
Lungs (2) with mainstem bronchi Thyroid with parathyroid
Lymph nodes (nesenteric) Uterus (corpus and cervix uteri)
Mammary gland (inguinal) Gross lesions

Bady weights, food consunption, and litter data were statistically
analyzed Dy Bartlett's test to determine whether the groups had equal
variance, as well as by ANOVA and Dunnett's tast (parmwstric), or Krusksl-
wallis and Dunn's Rank Sum test (non-parametric). The data were anhlyazed
for significant differences (2-sided risk) at the levels of 1% and 5%,
except for Bartlett's test which was conducted only at the 1% level.

Results and Discussion

The data provided in this study appeared to be sufficient to demon-
strate adequate hamoysneity, concentration and stability of methyl pera-
thion in the diet at a;l dose levels.

Selection of 25 ppm as the highest dietary concentration of methyl
parathion in this study is considered appropriate. In a previcus 90-day
subchronic feeding study, effects in rats given methyl parathion at a
concentration of 25 ppm included depressed RBC, brain and plasma cholin=
esterase, lowered hematocrit amd elevated serum alkaline phosphatase and

urine specific gravity. In the present study, maternal body weights were
reduced in the 25 ppm group.

Cbasrvations of clinical signs of toxicity should be reported for
each imdividual animal. Such cbesrvations are ot incluled in the study

Mean body weights and food conswsption of methyl parathion treated
males and females dig not differ significantly from control values
ing the l4=week period prior to mating. Asong F) animals, body weights
high doss females were significantly lower than those of controls dwring
first 2 months of the postweaning/premating period, but were comparable
the inder of this phase of the study. Food consumption of high
F and females was sporaiically increassd throughout the pre= \/

ing 143
Z.




I. Results ard Discussion (cont'd) ’ :

No significant body weight differences were found between treated .
arnd control P, or Fy famales during pregnancy (as determined on gestational
days 0, 6,-15 and 20); however, mean maternal body weights in the high dose
group of ‘both generations were significently reduced during lactation. No
statistically significant differences were found with respect to Fj or Fy
pup we prior to weaning. No significant treatment-related changes were
fourd with respect to Fo oF F; gestation length, or the Fy pup viability, pup
survival or litter survival indices (as determined on days 0, 4 and 21 of the
lactation pericd). Pup viability, pup survival and litter survival data,
adapted from the study report, are suwwarized in the following table:

vi Birth  Postnatal Offspring Survival = Litter
Group Vi Born Day 0=4 Day 4-21 Survival®
{ppm) Mo, No. N No. No. 3

‘—“—l—

5 190/198 187/190 187/187 100.0 1717  100.0
o 2907308 281/290 279/281  99.3 27727  100.0
(0.

{!x‘xm 269/271 267/269 267/267 100.0 22/2€° 100.0

?215 o 292/298 2907292 99.3 287/290  99.0 ©100.0

( s) 263/273  96.3 258/263 98.1 255/258 22/22 100.0

' g 5 284/28% 98,3 2807284 98.6 277/280 23249 95.8

glo) 223/231  96.5 2197223 98.2 2177219 18/18 100.0

E45.0) 2137217  98.2 199/213* 93.4 = 198/199 18/19%  94.7

Nmber of litters with live pups at weaning/number of litters with live pups at bire!
One litter was comprised of 2 dead pups (Dsy 0).

Oone litter wvas caprised of 1 dead pup (Day 0).

One litter (1 male; 1 famale), born live, died prior to day 21. ‘ ?
one litter (1 male; 1 fenels), boen live, died prior to day 4.
Significantly different from control value, p < 0.05.
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Rasults and Discussion (cont'd):

puring-the first 4 days of the lactation psricd, F; pup survival in the high
doss group waS slightly, but significantly reduced. The deaths of 6 pups in one
litter was cited as the reason for this reduction. Although the authors of the
study report qonsidersd these deaths to be unrelated to methyl parathion admini-
stration because "[pup] survival in the remaining high-dcse litters was gersrally
ccmperable to control for the reminder of the lactation pericd,* no gross or
histopathologic evidence relating to the possible cause of death was presentsd.

Fo and F; mating, pregnancy and fertility rates were not affected Ly treat-
ment wgth methyl parathion, as shown in the following table:

Mating® (%) Pregnancy(y)  Fertilityd (8)
Grouwp Fanales Males Females - Males

Sppm) B H B B Fo £ |
1 83 93  87. 100 27 M 92 @7
(0)

11 97 9 100 93 93 89 93

{0.5) :

;x 80 &7 8 8 9% 69 ' e
(5.0)

v 93 83 93 89 79 86
(25.0) :

2 pemales: % showing plug and/or sporm and/or pregnancy
Males: § for which mating was confizmed in at least one of two fiumales

b 3 of males mated with at least one female for which parturition was evident

No gross or microscopic morphologic changes were considered to be related
to treatmnt. It is noted, however, that sirenal cortical adencmas were found
in 2 of 10 adult 1 high dose males and 1 of 10 adult Fj mid-doee females; none
were cbserved in 10 mmle or 10 female adult F; controls,
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