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MEMORANDUM - ' ~ January 28, 1999

SUBJECT:: ADDENDUM to Trichlorfon QualitatiVe-Risk'Aséessmeﬁt
Based. : On Charles River CD-1 Mouse Dietary Study

P.C. Code 057901

TO: Linda L. Taylor, Toxiéologist

Reregistration Branch 1 ’
" Health Effects Division (7509C)

FROM: © Lori-L. Brunsman, Statistician - . ot
. Science Analysis Branch A
Health Effects Division (7509C)

THROUGH:. William L. Burnam, Branch Chief
Science Analysis Branch :
Health Effects Division (7509C)

~Bacquound

- . An oncogenicity feeding study in Charles River CD-1 mice- was

7conducted'by Mobay  Corporation, Health;ﬂEnvironmeﬂt; Safety and

Plant'Management,,Corporéte-Toxicology:Department, Stilwell,
Kansas, fbr,Mobéy.Corporation; Agricultural Chemicals Division,

‘Kansas City[iMissouri;fand.issued July 28, 1988 (Study No.

85-271-01; .MRID Nos.. 407824-01 and 408443-01) .

.~ _The study design allocated groUpsfofVSO,mice~perASex to dose
levels of 0, 300,-900, and 2700vppm'offT;i¢hlorfon'for,104’weeks,
A statistical evaluation (REVISED Trichlorfon Qualitative

‘;Risk Assessment Based On: Charles River Fisher 344 Rat and Charles-

River CD-1 Mouse Dietary -Studies,. L. Brunsman, 7/13/94, HED
Document No. 012931) presentéed analyses of tumors. presented in

‘the DER (Data Evaluation Report Addendum, M. -Morrow, 6/9/92, HED

Documient No. 009626). It has since- come . to EPA's attention that.
statistical significance is attained when the mammary gland -
tumors. of female mice are combined. A

Tumor 2Analvyses

Female mice had significant trends for mammary gland

adenocarcinomas and combined adenomas, adenocarcinomas and . ,
‘adenocacanthomas, both at P-< 0.01. There was also a ‘significant.

trend for'mémmary gland adenoacanthomas at 'p < 0.05. Female mice
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showed a significant difference in the pair-wise comparison of

. the 2700 ppm dose group with the controls for mammary gland
combined adenomas, adenocar01nomas and adenoacanthomas at p <
0.05. ,

These statistical analyses were based upon Peto's prevalence
test since there was a statlstlcally 81gn1f1cant positive trend
for mortality in female mice with increasing doses of.

. Trichlorfon. See Table 1 for tumor analysis results.
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Table 1. Trichlorfon - Charles River CD-1 Mouse Study
Female Mammary Gland Tumor Rates+ and
Peto's Prevalence Test Results (p values)
Dose (ppm)
0 1300 - 900 2700
Adenomas 0/36 1/39 0/29 2a/32
(%) - (o) {3) (0) - - (6)
p = 0.068 . 0.296 . - " . o.08s8
) ' ‘ . . A ! T N ‘ tos
Adenocarcinomas = 1/42 : 1/41 0/41 . - 4b/41
(%) - (2) o (2) - (0) -(10)
P = 0.008** . Lo L 0.121
Adenoacanthomas -0/32 : - 0/33- . 0/26 2c/24
(%) - (0) - (0) ' (0) ‘ (8)
p = ' 0.010% - - 0.159
' Combined 1/42  2/41  o0/a1 . 8jal
(%) - (2) (5) B () (20)
b = 0.000%* - = o.014%

'+Number of tumor ‘bearing. anlmals/Number of anlmals examined,

~excluding . those that died or were sacrlflced before observatlon'

of the first tumor.
aFirst mammary gland.adenoma observed et week*91 2700 ppm

bFlrst mammary gland adenocar01noma observed at week 76 2700
ppm.. 4 ‘ ’ ~

cFirst mammary gland adeneacanthema observed at week 101, 2700
ppm. ~ o ’

Note: . Significance‘of trend denoted~at control

. Significance of palr wige comparlson w1th control
denoted at dose level.

If *, then p < 0.05. If *#*, then p < 0.01.

Page 3



RRERND% 7R N PR

Saskeohblent L e s o0y

jfthdadd

B

.y .
. Ahew
-

o~

e AT~ ]

1

~

Referencesg

Armitage, P;;(1955) Tests'er Linear Trends in Proportions and
Frequencies. Biometrics 11, 375-38s. :

'CoChran, W.G. (1954) Some Méthods for Strendtheninq the Common x2

Test. Biometrics 10, 417-451. .

s . ) ] o . . ‘ : - L N - ) ) ‘ . .
Cox, D.R. (1972). Regression Models and ILiife Tables (with
discussion) . "J. Royal Stat. Soc. Ser. B. 34, 187-220.

Gart, J.Ju; D;_Krewski,‘P;N;,Léé,ﬂR;E. Tarone, ‘and J. Wahrendorf

(1986) The Design and Analysis of -Long-Term Animal

" Experiments.” In: Statistical Methodsuin'Cancer-ReSearch,

L Computers and BiomedicalfReS¢arch 10, 373-381.

Volume III. IARC. Scientific Publications No. 79. Lyon,
France: InternationaluAgency‘for‘Research on Cancer, p. 18.

‘Peto,iR;:'MQ Pike, N. Day, R. Gray, P. Lee, S. Parish, J. Péto,

S. . Richard, and J. Wahrendorf (1980) Guidelines for Simple,
SensitiVe,.Siqhificanthests_forvcarcinoqenic‘Effects in Long-
Term Animal-Expefiments.';In; Monographs on the long-term and
‘short-term Screening assays for carcinogens: ‘a-critical-
appraisal. IARC Monographs, Supplement 2. Lyon, France:
International Agency for Regearch on Cancer, pp. 311-426.

Thémas“,D.q.,_N. Breslow, and J.J. Gart (1977) Trend and
-Homogeneity Analyses of Proportions and Life TableAData._»

Page



