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CASWELL#207DA.

Recistrant: Chevron Chemical Co.
Ortho Ayricultural Chemicals Division
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Ricnmond, CA 94804

Reccomendation:

It is recommended chat this study be classified as Core-3uifelines.
The MOEL for maternzl and fetotoxicity is 25 mg/kg. Yo teraz.genic
potential is indicated at 150 mg/kg (HDT).

Revizw of Data:

Pat Teretology Study. Performed at Science Applicatiors,
Inc.. La Jolla, California, Rey»rt No. 581007, July 13, 1982 =zn&
subm:tted by Chevron Chemical Company.

NOTE:  This study was originally evaluated in my review of
cemner 14, 1982. At that time, a complete Final Rerort was
not zvailable. The Final Report has recently 2een submitted.

Jne hundr :d Sprague-Dawley derived female rats were mat=:
with male rats for a 14 day period or until pragrancy occurrzi as
deteczted by a vaginzl plug and/or sperm in the vaginal fluid.

The <ay that an aninal exhibited a2 positive response for mati-=g
was Ionsidered as dzy 0 of gestation. l
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Animals were dosed on days 6-19 of gestation. Twenty-five
females per dose level were zdministered 0, 5, 25 or 150 mg/kg
via oral intubation. Tween 80 {carhoxymethyl cellulose sodium
salt) and dionized water was used as a vehicle. Control animals
received only the vehicle.

Body weights were taken on days 0, 6-19 and prior to cesarian
section. Food consumption was measured on days 3, 6, 10, 14, 17
and 20. Mortality and ohservations were recorded twice daily.

nn day 20 of gestation, animals were xilled by 0, asphyxiation,
Animals were examined for gross morphological abnormalities.
Abnormal tissues were preserved for possible histological
examination. The uterus and ovaries were removed, weighed and
examined for number of corpcra lutea, numher of live and dead
fetuses, number of late and early resorpticns and the condition
of the uterus and placenta were examined.

Fetuses were removed, weighed, sexed znd examined exterrally
for abnormalities. Approximately one-half of the fetuses were
decapitated and the heads were fixed in Bouin's solution for at
least one week. The heads were then sectioned and examined for
soft tissue abnormalities. Each fetus was also exanined viscerally
with care taken not to disturb skeletal structure. Fcllowing
visceral examination, all fe-uses were stained with Alizarin Red S
and examined for skeletal atnormalities.

Results:

maternal toxicitv was svident only at 150 mg/Xg and was
indicated by decreased mean weight zain (T2.5 gra~s compared to
98.1 grams in the control). *o clinical coservat ons of toxicity
were evident in any group.

No apparent effect on resorptions/litser, implantations/litter
ar number of live pups/litter was chserved. The mean weight of
1ive fetuses was decreased in the high das=2 group {3.3 g compared
to 3.8 g in controls). Fetnotoxicity was suzgested only in 150 mg/kg
dose group hased on visceral and external zxamination of fetuses
and this dose level also evidenced naterna. toxicity. An increased
number of runts were observed in that grouz (10 runts/29 litters
compared to 1/17, 1/23 and 3/23 in the O, and 23 mg/xg sSroups,
respectively) and an increaszd incidence c¢? hydroureter was also
observed in the 150 rng/kg dcse group (5 occurrences/20 litters
compared to 1/23, 2/23 and /17 in the 0, 3 and 25 mg/kg Croups.
However it is noted that ~nlv 3 litters were affected at the high
dose (hydroureter and/or hydrenephreosis).
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Runt 117 1/23 1/23 15729
{1) (1) (2} (7.
*vumper of pups with observation/number o‘ litters examined.
jumber in parentnesis is number of litters affected.

**35ch pups with hydronephrosis also had hydroureter and are
included in 5eth categories in this table.

Addicional Comments:

mheo nistnrical data suhmitted by the: laboratory cericrning
rne study indicates that the apparently increased incicencec nf
hydrourster and hydron ephrosis in the high -dose group ara comparacle
with tne his< nri~2]l incidence ar tha% facility (2.1 avera;. percentage
per lirnter of hydroureter both historically and in the ~igh -dose
nf this studyl. Runting is increased at the high dose level, in
hoth the number n€ npups and the number nf 11tt9r¢ affected, and
is clearly higher thzn historical data (0. 2 average percentasge
per litter hist nrically compared to 4.7 mean litter perzenrt in
high dnse groun).  Howaver, necause runts 2re classified 2s
cijrh ~n Fhe masis nf lower hedy weights in znis zrudy, 12 1S nnt
ynexpesned tmat 20 impreased numner of ruats would he ooserven
at a dnse level which is associated with a lower mean :up weight
(3.3 rams vs. 3.7 5ra=s in tne historical groug. [t tnus 2ppears
rhat rhe run-ing shsuld not e considered a teratoqgenic 2€fect
in this study nut rather a ferotoxic response associates with
lower nody weignts in the high dose group.
Core Classification: fCore-Guidelines
wnELs far mz-ernzl and fetoroxicity are 23 mg/kg. N0
reratcgenic e2ffect is indicated at 150 mg/kg (8DT).
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