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v Dr. Herbert Blumenthal,
DR - Petitions Review Branch, DTIE

o
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FROM : K, H. Jacobson,
Lab, Investigations Branch, DTE

&hﬁECT: BALAN, benefin, a pre-emergent pesticide

PESTICIDE PETITIO 7G0528 and 7F0514, Elanco Products Company, Dav‘
Eli Lilly and Company, Indianapolis, Indiana ‘ L

This is an evaluation of toxicity data submitted by Elanco on BALAN
(benefin) (N-butyl-N-ethyl-a,a,a=trifluoro=2,6-dinitro-p-toluidine).
_ Petitioner submits data to show that 1250 ppm in rats® d1et and 500
ppm in dogs! diet are no-effect levels, : :

Acute toxicity data: : 7”’ e

. Technical benefin at doses of 2 g/kg (orally) in M and F rabbits; M.

and F mongrel dogs, and hens, 5 g/kg in mice (sex unspecified), .and L
o 10 glkg in M and F rats and in weanling rats failed to cause. death,. = - -
The LD50 in newborn rats (less than 24 hours old) was 0.79 g/kge = - . 5"
There were no signs of intoxication observed in dogs or hensj there ¢ ‘
were no morpholog1cal changes in 2 dogs examined, o
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Subacute toxicity in rats: - e . e v

Rats were fed benefln for 3 months at. 0, 1250, 5000, 10,000 and . SR
20,000 ppm; there were 10 M and 10 F rats at each dose leVeI Deaths W T
among males occurred only at the control (4/10) and highest (1/10) . : ;
levelsy, Deaths emong females occurred at 0 (1/10), 1250 (1110), S -
2500 (2/10), ‘and-at 5000 (2/10). o CULL e
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There was retarded growth*in the two h1ghest groups. - There was a - - T
. dosewrelated "depression, of red cell components". This red cell’ el
depression was not of consequence in rats on the 1250 ppm level. S
Organ to body weight rat1o data were: amongst males, kidney and - -
liver. ratios highex in“animals on 2500 ppm and higher, thyroid and ol
Aadrenal weights higher in animals on 10,000 and 20,000; amongst
“females, liver weights were ‘elevated at 2500 ppm and higher, kidney
and thyr01d waights were elevated at 10,000 and 20,000 (the body . 5
y we1gh§s Were ‘dgcfeased at these two hlghest feeding levels), Mean ERE
i,total body weight gains were decreased approx1mate1y as dose. in- . i
F creased, and feeding efficiency was decreased as dose increaseds. SRS
th1s was not significant in males, nor.in females except at 10,000
and 2@,000 :ppma The authors found no significant morphological
-éxcept inclusion bodies in liver cell cytoplasm of 1 male
I noted . a s;gnificant increase
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effect on rats fed benefin for 3 months; higher doses were effect
levels, though on closer study there could be some questlon K
whether 2500 were an effect level,
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+ Subacute tokicity"in dogs:

Mongrel dogs were given benef1n by capsule daily .at. doses equivalentu
"to feeding levels of 0, 500, 2000,. and 8000 ppm dailys there were‘*"
3Mand 3 F at each dose level. cif

At 500 ppm, 1 M vomited several times- in the first 3 weeks and. 1n

1 F blood and mucus were seen in:the morning stool once'inthe. Zth
~*veek, - Dogs on 2000 and 8000 reduced their consumption of foody

half the dogs on 2000 ppm lost enough weight so that their dally
dose needed adjustment, There, was 'rapid weight loss in all dogs on':
8000 ppm, and treatment was term1nated during the second or third A
month in &, Particles of reportedly unchanged benefin were observed
1n the feces of all treated dogs.kf

There were ne 51gnif1cant hematologlcal changes at 500 ppm. Hemo- i
glob1n, hematocr1t and RBC were decreased at the two high leVels.

" One dog at. 8000 had-a significant change in alkalina: phosphatase
.and SGPT, BSP retentlon was elevated, and the bone marrow myelold'
erythr61d cell” iatlo was hlgh. BSP retention was slightly’ eleVated‘
in another dog at 8000 ppm.. - Other observations made, with no S
significant change,.were: other blood counts including platelet .
count,‘sed1mentat10n rate, prothromb1n time, BUN, blooﬁ sugar, and
urinary sugar and‘ptotezn. i . N , e
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Bost-mortem, l.dog at ‘8000 ppm had inhibition of. spermatogen251s'
J.other dogs were~emac1ated.. Mean organ-to body” welght raties .-
«. Gexcept gonadsﬁ‘were elevated in the 8000 ppm group. While, the.
“*1ncrease 1n Iiver to’ body ratios from control to 500 ppm groups.was
i [+ Ily 31gn1fzcant at the 5% level there appeared to be
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to 500, 2000 and 8000 Pplle
sultat1on, I have" concluded that no 31gn1flcance shouldf

Analyses of dog fat for benefln showed . chemlcally:31gn1f1cant amounts :
in all but control animals; there was no evidence of adverse effectstﬁp

from this dep031t10n. s

It is concluded that.3 months' feedlng of mongrel ’dogs at 500 ppm
was without effect, but S1mllar feedlng at 2000 and 8000 ppm causad

marked effect.

It-is concluded from submitted toxicological data that BALAN (benefin)
caused. no effect on 3 months' feeding in rats at 1250 ppm and-in, dogS‘aw
at 500 ppms Thus, the toxicological data’ support the pet1t1oner's P
requests for negllglble tolerance on. peanuts. L
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