


N n
[ §-YA
.3 x\':'fz ] UNITED STATES ENVIRONMENTAL PROTECTION AGENCY
<
% S WASHINGTON, D.C. 20460
P4 proteS
JAN 29 1982 .
WORANWM . PESTICIDES AONFDF’chOEX?SSUBSTANCES
DATE: January 28, 1982

SUBJECT: Addendum to Metolachlor Memo of October 7, 1981; Risk Assessment
for Additional New Uses (Including Potatoes, PP#9F2203) { /oo-597
Tox. Chem.#188DD

B t ﬁy ’/i!fz.
FROM: Gary J. Burin, Toxicologist %cuwjy UA—— -t
( 7

Toxicology Branch/HED (TS-769) DO/
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THRU: Orville E. Paynter, Chief )

Toxicology Branch/HED (TS-769) )‘,,rv

Background Information: The registrant, Ciba-Geigy Corporation, has
requested the establishment of permanent tolerances for residues of

- metolachlor on sunflowers (0.3 ppm), sunflower meal and hulls (0.6

ppm), seed and pod vegetables (0.3 ppm), sweet corn and popcorn (0.1
ppm), cottonseed (0.1 ppm), flaxseed (0.2 ppm), flaw straw (0.6 ppm),
flaxseed meal (0.4 ppm) flax hulls (0.4 ppm) and potatoes (0.2 ppm -
received on 9/30/8l). In my memo of October 7, 1981, I noted the

IBT chronic rat study was positive in females for primary liver tumors
and that a risk assessment would be required for these additional new
uses. Comments from the registrant regarding the oncogenicity of
Metolachlor were addressed in the memo of December 10, 1981 from this
reviewer and Dr. Louis Kasza. 'A risk assessment for the requested
uses has recently been completed and is discussed below.

Recommendations: A risk assessment based on the chronic rat feeding
study conducted at IBT indicates that the point estimate of oncogenic
risk resulting_from dietary exposure to existing and proposed tolerances
is 2.167 X 10~7; The upper 95% bound on this increased risk estimate is
8.0 x 107/,

Additional risk estimates expressed at the upper 95% confidence level
are as follows (assuming 10% dermal absorption):

Mixer/ILoader ‘(Farmer) 4,5 x 108
Mixer/Loader (Custom Applicator) 6.7 x 107
Applicator (Farmer) 3.3 x 1076

4.9 x 1075

Appli,cgator (Custom Applicator)
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(Exposure estimates are based on the memo of January 22, 1982 from E4
Moroski of Environmental Fate Branch.) Toxicology Branch defers to the
Administrator regarding the acceptability of the oncogenic risks.

Aside fram the issue of acceptability of oncogenic risk, Toxicology
Branch does not object to the aforementioned proposed tolerances. It
is recammended that the oncogenic potential of Metolachlor be reassessed
after the chronic rat feeding study, which is now underway, is submitted
and evaluated.

Discussion: (See memos of October 7, 1981 and December 12, 1981 from
this reviewer for evaluation and additional discussion of this study.)
The following data was used in the estimation of oncogenic risk: :

TABLE I

Primary Liver Tumors in Females from IBT No. 622-07926

PPM
0 30 300 1000 3000
Hypertrophic-Hyperplastic 0 1l 2 1 3
nodule ' .
 Hypertrophic-Hyperplastic 1 0 1. 2 6
nodules {(two or more) ’
Cholangioma 0 0 1 0. 0
Cystic cholangioma 2 2 1 . 2 6
Hepatocellular carcincma 0 0 0 0 2
Total (# animals with ) 3 3 5 5 14%
primary liver tumors)
Number examined 54 58 60 60 60

(month 13~-Final sacrifice)
*Three animals each bore two primary liver tumors.

A mathematical risk assessment, was performed by Toxicology Branch
statistician, Mr. Bertram Litt using a multistage (Crump), multihit
(van Ryzin) model and the Mantel-Bryan procedure. The multistage model
was selected because it presents a reasonable fit to the data and
represent the most conservative approach i.e. a "worst case" approach.
The program cutput is as follows:
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