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ne major data’

from nis report are presented.in Table 1, which snows & stat1st1ca11y ;};f

significant increase in the incidence of 1SC adenomas in male rats at

both 125 and. 625 ppm in the diet. The historical control values for T e
the incidence of 1SC adenomas from five different studies perforned at <

DuPont's Haskell Labaratory during the same time period as the 1980 rat b

study averagad about a 17% jncidence (range was 8. 6 to 20.3%). This

histor1ca1 data was presentad in a lettar from Dr. Re Evarett of DuPont *v.

to Dr. J. Holder of £Pr (dated June 10, 1932j. . ';;~g;
1 have 3130 ravieved the chronic study in mi ce fgﬁdg’muron (Hasken

k k :
{ aporatary Ragert fo. 752-82). Linuron (1dZ-520) w‘s iedfto male and a
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" TABLE 1. INCIDENC. & ANTERSTITIAL CELL ADENOMAS . E TESTES IN MALE N
- CHARLES RIVER CD RATS FED LINURON- FOR 2 YEARS
(adapted from Holder September 15, 1982) 3

Incidence it
T Jose g. 2T 2aTs {Mo. Rats with Tumors/
(ppm) in 2-fear 7est~ 0. Rats Examined)
: 0 70 4/70 (5.7%)
50 69 9/69 (13.08) | -
y “‘:‘;-. . t .
125 70 20/70 (28.6%), . nF
: P = 2.7 x 1074
625 | 70 ' 37/70 (52.9%)_  xg
_ , ' p = 2.3 x 10710+,

1

= nesa numcers do not incilude tne 10 rats/group sacriticad at one g%
year, since none of these rats had 1SC adenomas. , Y
4P values caiculated by the Fisher's txact Test. -
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) ‘fémaLe Charles Riv . _+1 mice for 24 months at l( 1 »f 0, 5, 150, and eE

1500 ppm in the diet. Eight groups of 80 mice.éach were used in this i

study. Ail animals were subjectad to both gross and microscopic

&

pathological axamination when 2itner tarminal sacrifica was reached (24 -

months) or when found cead or sacrificad in extremis. Seiectad-animals
during the study were utiiizea for hematological examination. N

Survival data indicated no real differences between control and~:quy .- 3
. “7 8 B

treated groups. At the 1500 ppm dose, mean body weight and mean body weight

gain were decreased in both male and female mice throughout the experimqu.-%
The values of methemoglobin were jncreased in both

ga J2s related to compound adn aiscratison.
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£iya liver weights were incraasad ia

1500 npm dos2e Group.

warinz=®on of tne tissuzs Ind or,ars af Lnese wics fE
N

Wierggoont s EEEINIL
indizatad that abnormalities were prasant in tne 1iyers and soleens ofvﬁgg
iE

. . . ) - . . L. ..‘m
- male ana T2maie animals wniin aoaeiarsd T ja raiatea L0 campcund ;‘
‘).!

administration. Slightiy increased incidences of hemosiderosis of theaqag

RN

*

- _ spleen were reported for both male and female mice in the 1500 ppm dose

T
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group. Compound-related effects in uhe liver 1ncluded hepatocltomegaly,%g;

¥

hepatocellular cytoplasmic alteration, hepatocellu]ar vacuollzat.on, o

w
X

hemorrhage, and necrosis. A statistically-significant increase was

reported for the incidence of hepatocellular adenomas of male mice in the’ *ij
50 ppm dose group only and of female mice in the 1500 ppm dose group, as‘§i~f

seen in Table 2. Also, no significant increases were presented for

(#3)
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¢D-1 MICE FED LINURON FOR 24 .MONTHS
(adapted from DuPont 1982)

TABLE 2. INCIC < ©OF LIVER TUMORS IN MALE ANI [ LE CHARLES RIVER

Diagnosas Doses

B o 0 ppm 50 ppm 150 ppm

MALE

~. Hepatocellular /75 > 7 ok 9 @
Adenoma (HA) 9/79(11.4%)  18/80(22.5%) 10/80(1Z.5%)

P = 0.048*

Hepatoce]]ular )
Carcinoma {HC) 4/79(5.1%) 3/80(2.8%) 3/80(3.8%)

_ Combined
(4% and HC)  13/79(16.5%)  21/80(26.3%)  13/80(15.3%)

FEMALE
Hepatocallular . f
idenoma (MA)  5/79(5.3%) 5/79(7.6%) 8/76(10.5%)  20/80(25%)

- p = 0.,001*
- Hepatocellular SR
Carcinoma (HC) 1/79(1.3%) 1/79(1.3%) 3/76(3.9%) 2/80(2.5%) %,
- Combined ' ’ _ jji;f:
(HA and HC) 6/79(7.6%) 7/79(8.9%) 11/76(14.5%) 22/80(27.5%l*»f A

P = 8.2x10"

o %P values calculated by tne Fisher's kxact lest.
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_hepatocellular carc...Ouws only in either sex at any JO.)QE.

Dr. J. Fowle of the Reproductive Effects Assessment Group (REAG)

stated that the data are inadequate. for assessing the mutagenic potential’;

of linuron because of the limitad tests conduc-ad {memc to Dr.;g, iicGaughy,
e % T

dated May 13, 1983).

73% ) One can thus conclude that the weight-of -evidence (basedAon LARC %

N -;_Criteria) for the carcinogenicity of tinuron is limited for animals -
.:;23.' and is in group 3 overall, based on the absence of any human data, k2

vgii}" a positive response for benign interstitial cel\ adenomas of the testes t2

:; male Charles River CD rats and benign hepatocellular adenomas in male

and female Charles River CD-1 mice. A nechan1sn of oncogenesis cannot be

infarred for linuron witn the present-data. Since a mechan1sm(s)-ls (are :
. 4,

e '&%%gt:'sf;,«q_;a;.‘_., EN SRR

not known, i% is a2 moot point to quest jon hew such a mechanism(s) m1gnt‘

affect :he assassment oF cneanganic risk3 at apsropriace ]EV&?S;QQ§ mar

. zypcsure. futiner studies that migat alucidata some machanism

-

~he carcinoganicity of iinursn s.cuxd 1ncluae Tong-tarm carc1n09en1c.

studies in animals with simultaneous hormonal dz:erminations durtpg;

- studies.
pr. T. Thorslund of the CAG is reviewing the quantitative éspgg%l
performing a risk assessment for the carcinogenicity of linuron :

"a review of:Dr.'B. Litt's (HED) analysis -of the rat data.
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