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SUBJECT: Oryzalin Registration S
Safety Risk Assessment.

TO: Robert Taylor, PM #25
Fungicide - Herbicide BrancC
Registration Division (TS-767)

FROM: R. Bruce Jaeger, Section Head 5/
Review Section #1 e%;l(
Toxicology Branch/HED (TS-769)

/

The following explanation is provided to address the
concern of Ms. Susan Wells (OPPE) with regard to risk assessment
for worker/applicator exposure.

. The toxicology data base for oryzalin contains substantial
information pertaining to the absence of toxicity associated
with dermal contact to technical oryzalin and/or the various
formulations of oryzalin. The acute dermal LDgg in rabbits
is » 2 g/kg; it is not a dermal sensitizer; 2 separate
subchronic dermal. studies using Surflan 75W and Surflan l4As
demonstrated no adverse effects to rabbits when applied to
intact or abraded,skin at concentrations of 4.8% for 6 hrs.
per day; a pecutaneous absorption study using monkeys
demonstrated that dermal absorption is poor (@ 1.6% of applied
dose) and that the rate of excretion is high compared to the
rate of absorption. Furthermore, the basis of concern for
oryzalin has been the oncogenic response which was observed
in rats following oral exposure. There was no oncogenic
potential in mice at dietary doses up to and including 3650
ppm for 2 years, and there was no mutagenic activity in a
complete battery of mutagenicity tests.



Epidemiology data which have been provided on worker
exposure have not identified compound related effects
associated with such worker or applicator situations. All of
these data, in addition to others summarized in the Reg.
Standard, demonstrate the absence of any significant concern
for dermal exposure. Toxicology Branch believes the present
labeling for formulations of oryzalin is adequate and provides
an added measure of safety to the users.

There are, in addition, a few factual errors in our TOX
Chapter (dated 2/12/85) which need to be noted and corrected.
The corrections are attached.

Attachment

TS-769:JAEGER:s11:X73710:6/21/85 Card 5



14 / /

dose solution were injected into the saphenous vein (9 mg
oryzalin/animal and 9 uci/animal). The blood concentrations
of l4¢ decreased rapidly after intravenous administration )
of l4c-labeled oryzalin. The initial half-life of disagge—
rance was 1.6 hours. At 48 hours less than 10% of the C
was present. " Within 24 hours after intravenous administra-
tion of l4c-labeled oryzalin, nearly 60% of the dose was
excreted in the urine. and feces (23% in urine and 35% in
feces). Approximatley 74% of the dose was excreted within
96 hours. 1In the dermal absorption study in monkeys,
single 250 ul aliquots of the ethanol solution containing
l4cZlabeled oryzalin (ca 8.6 uCi) was applied to each
monkey. After the dermal application of l4c-labeled oryzalin,
the serum concentration of 14C was nearly constant from 4~
to 96 hours. These data indicated that blood concentrations
of l4c obtained after dermal application were much lower
than those tained after intravenous administration although
the doses wég similar (8.6 uCi dermally and 9 uCi intravenously) .-
The data aldo showed that. the rate of excretion was high
compared to the rate of absorption. Only 9.7% of the dermal
dose was extreted into the urine and feces in 96 hours
(5.1% in urine and 4.6% in feces). The amount of the
dermally applied radioactivity absorbed was 42 percent (24).
4
6

Domestic Animal Safety

In an acute oral toxicity study with oryzalin in female
cats, vomiting was observed within a few hours after the
compund was administered. Urine and feces also contained
much of the administered oryzalin. The acute oral?LDSo

in cats for technical oryzalin is greater than 1 g/kg body
weight. In chickens, the LDgg was greater than 1 g/kg.
"The birds lost weight during the first week of observation
and death was recorded between days 2 and 9 post-treatment

(25, 28, 69).

Human Exposure

Extensive field and occupational exposure investigétions
have not demonstrated any toxic response associated with
the use of. oryzalin (21, 63, 64, 65, 70) .
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