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!ol;uvgvp%tn;anﬁait)”suhnissign (8HEQ 1286-~0648) Ethyl
in Decemk2ar .986. Pur..iant to the Agency's letter
ry 18, 1987, Ethyl Corporaticn is submitting additional
‘yesults of a two-year bioassnay on diethyltoluene diamine

vley rats.

— n-l1ife phase of a two year uncogenicity study has been
conp. « .bose levels were 0, 10, 35 or 70 ppa in the diet. Fach

- dose group was composed of 50 male anc 50 female rats. Histopatho-

. logical analysis of tissues is underway; t.csues from the £J control
" and 50 high dose female rats have been exanired. Preliminary

1}71,!g’t;nt#pa;iihalynis on the unaudited m.croscopic findings has been

.

 The livers of the high dose female: had a stetistically
significant increase in the incidence ¢ * hepatoc:lluiar adenomas and

' proliferative lesions (basophillic foci). "One high dose female nad a
—_hepatocellular carcinoma in the liver; no hepatocellular carcl.oras

were present in the livers of the contro. females. The adrenals of
__the high dose females had a statistically significant increase in the

incidence of multifocal cortical vacuolation. However, the incidence
~of tumors and hyperplastic changes in the acrenals was not signifi-
cantly different between the control females and high dose females.
The incidences of tumors and hyperplastic c.anges of the pituitary
and thyroid glands were not significantly different between the
control and high dose female rats. The j.ancreas of the high dose
fepales had an increase in multifocal acinar atrophy but the
incidence of interstitial fibrosis and x2%ty infiltration was ac.
significantly increased in the high dose ‘emales as uas ouserved in
the high dose males. No cataracts wera present 'n the ey's of the
high dose females as was observed in the righ dose males.

The manmary glands of the high doze rrwales had statist cally
increased incidence of fibroadenomas. 17€TQ Was an increase ir “ne




number of tumors and tumor pearing animals (controls = 17 tumc- 3 in
12 females vs high dose = 43 tumors in 25 females). However, :he
incidence of wmammary gland adenocarcinomas was higher in the coatrol
females than in the high dose females (controls = 12 tumors in 10
females vs high dose = 6 tumors in 4 females). The reported range
for fibroadenomas in Charles River CD Sprague-Dawley rats is 14.3% to
58 1% and for adenc-arcinomas is 0.0% to 16.90% (Charles River

Mo.. jraph "Spontaneous Neoplastic Lesions in the Cri:CD BR Rat").
Since the incidence of malignant mammary gland tumors
(adenocarcinomas) is high in the control females of this study, the
relevance of the inciderce of the fibroadenonas in the mammary gland
of the high dose females is unknown at this time.

Analysis of tissues from mid and low dose femaler which died
prior to terminal sacrifice is underway. In additior. s=2lected
tissues from all low and mid dose male and female terminall:’
sacrificed rats will be examined. We will keep you informed of the

results of the study.

If you have any questions, please call me at (504) 2&88-7608.

Sincerely,
ETHYL CORPORATION

K. I Snithe

R. L. Smith, ph.D.
Director
Toxicology anéd Regulatory RAfrairs
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