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Summary

The qualitative risk assessment of two year dietary studies of
Charles River CD (Sprague Dawley derived), 1974, 1981 and Long Evans,
1981 male rats indicated no significant survival trends with dose
increments of tetramethrin in any of the three groups. However there
was a survival disparity in the Charles River (D, 1974 study, between
the low dose and control.

Dose levels of tetramethrin in the Charles River (D rat study for
1974 consisted of 0, 1000, 3000, and 5000 ppm. Dose groups of tetramethrin
in the Charles River (D, 1981 and the Long Evans, 1981 rat studies were
0, 200, 1000, and SO00 ppm.

Testicular interstitial cell adencmas exhibited Significant increasing
trends in all the three studies with dose increments of tetramethrin,

The pairwise comparison of control and the highest dose group of
these adencmas in all three studies, were found to be significantly
different. The pairwise comparison of control and the mid dose level
in the 1974 Charles River CD rat study resulted in a significant
difference also for these interstitial cell adenomas.
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Backmund

Hazleton Labs conducted three rat feeding studies for Sumitomo
Chemical Company. In the first one (1974), tetramethrin was fed to
Fo generation Charles River (D (Sprague Dawley derived) rats, 120
males and 120 females, one week prior to breeding and then contiued
for an additional 104 weeks in the F; generation of pups. Selected
were 50 male and female F; pups for dose levels of 1000, 3000, and
5000 ppm of tetramethrin. The controls were 60 F} pups of each sex.
The only positive effect reported in this Fj generation study was in
males - increases in testicular interstitial cell andenomas with dose
increments of tetramethrin.

Hazleton then conducted two other studies in 1981, similar in design
to the tne 1974 Fj generation study, in order to reassess this finding.
In the 1981 studies, male 7j offspring of two strains - Charles River O
(Sprague Dawley derived) and Long Evans Hood - were selected at random
with no more than three male pups per litter as the sample to have the
histopathological examinations. The dose levels of tetramethrin
in these two studies were 3, 200, 1000, and 5000 ppm. Each group contained
50 males.

Table 1. Tetramethrin - Experimental Designs of the Rat Studies,
F] Generation Males

Dose :ong Evans Charles River CD

ppm 1974 1981
total interim total interim total interim
sacrifice sacrifice sacrifice
0 50 - 60 10 50 -
200 30 - -— 50 -
1000 =0 - 50 S0 -
3000 - 50 1c -—
5000 30 - 50 10 50 -
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Survival Analysis

mortality trends were not found to be significant in any of the three
rat studies. Only one pairwise coamparison with controls and the 1000 ppm.
dose group in the Charles River (D study, 1974 resulted in a significant
(p<.05) increase in deaths.

The statistical analysis of survival was based upon the Thomas, Breslow,
and Gart computer program. See Tables 2., 3., and 4. for details.

Tumor Analysis

In the absence of a statistically significant difference in survival
with dose increments of tetramethrin in two of the three studies, the
evaluation of testicular interstitial cell adenoma in rats was made by
use of the Cochran-Armitage Trend test (one-sided) and the Fisher Exact
test for the pairwise comparisons of control with each dose lewel.

For the evaluation of the interstitial cell adenomas in the third
study - Charles River (D, 1974 - with a mortality problem, Peto's
Prevelence test was used.

In each of the three studies, significantly (p<.01) increasing
interstitial adenoma trends occurred in the male rats with dose increments
of tetramethrin. In addition, the pairwise comparison of controls and
the highest (5000 ppm.) dose group in each of the three studies, resulted
in significant differences - for 1974 Charles River (D and 1981 Long Evans,
p<.01 and for 1981 Charles River CD, p<.05. For the 1974 Charles River
CD rats, the pairwise comparison of control and the mid (3000 ppn.) dose
also resulted in a significant (p<.01) difference. See Tables 5. and 6.
for details.
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Table 2. Tetramethrin - Charles River CD (Sprague Dawley derived), 1974
Rat Study - Male Mortality Rates' and Cox or
Generalized K/W Test Results

Dose Week
Tppm) 1-26 27-52 522 53-78 79-105 Total

0 0/60 1/60 10/10 5/49 . 11744 17/50 (34)
1000 0/50 1/50 10/23 6/39 16/33  23/40 eNn*
3000 0/50 0/50 10/10 3/40 10/37  13/40 (32)
5600 0/50 1/50 10/16 2/39 15/37 18/40 (45)

+ Number of Deaths during Interval / Number of Animals Alive at Beginning of Interval
{ ) percent
a Interim Sacrifice at week 52
Note: Above Time Intervals were Selected for Display Purposes Only.
Significance of trend denoted at Control.

Significance of pairwise comparison with control denoted at Dose level.
= p<.01 and * p<.05 -
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Table 3. Tetramethrin - Charles River CD (Sprague Dawlez derived), 1981
Rat Study - Male Morality Rates™ and Cox or
Generalized K/W Test Results

%;’%ﬁ) 1-26  27-52 SH%s  79-105 Total

0 1/50  2/49  6/47 1141 20/50 (40)
209 1/50 1749  3/48  19/45  24/50 (48)
1000 0/492 1/49  8/48  14/40  23/49 (47)
5000 2/50 348  5/45  11/40  21/50 (42)

+ Number of Deaths during Interval/ Mumber of Animals Alive at Beginning of Interval
{ ) percent
a Final Sacrifice
b animal missing -week 79
Note: Above Time Intervals were Selected for Display Purposss Only.
Significance of trend denoted at Control.

Significance of ggirwise comparison with control denoted at Dose level.
.01 and .05

N
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Table 4. Tetramethrin - Long Evans , 1981 Rat Study -
Male Mortality Rates® and Cox or
Generalized K/W Test Results

Dose Week
Topm) 1-26 27-52  53-78  79-104  Total

0 0/492  2/49 5/47 5/42 12/49 (24)
200 07490 1749 4/48 7/44 12/49 (24)
1000 1/49€  2/48 3/46 9/43 15/49 (31)
5000 07499 0749 3/42 12/46 15/49 (31)

+ Number of Deaths during Interval / Number of Animals Alive at Beginning of Interval
{ ) percemt

a animal missing - week 65
b animal missing - week 79
c animal missing - week 97
4 animal missing - week 92

Yiote: Abcve Time Intervals were Selected for Display Purposes Only.
‘ Sicnificance of trend denoted at Control.

Significance of Pgirwise coupa;ism with control dencted at Dose level.
p<.01 and " p<.05
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Table 5. Teramethrin — Rat Study, Charles River D (1974) -
Male Interstitial Cell Adenoma Rates‘
and Peto Prevalence Test Results (p values)

Testicular Dose (ppm)

Interstitial

Cell Adenoma 0 1000 3000

Charles R.ver

D - 1974 2/42 3/30 9/36

(percent) 5) ., (0) (25)
p= 0.0000 0.1313 0.0034

+ Number of Tumor Bearing Animals / Number of Animals at Risk, Excluding
Those that Died Before Cbservation of the First Tumor.

a First adenoma at week 83

Note: Significance of Trend denoted at Control.

Significance of pai;yise comparison wi.' th control dencted at Dose level.
p <.01 and p < .05
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Table 6. Tetramethrin - Rat Studies, Charles River CD and Long Evans
(1981) - Male Interstitial Cell Adenoma Rates®
and Cocnran=-Armitage Trend Test and Fisher's

Testicular
Interstitial
Cell Adenoma

Charles River
D -~ 1981
(percent}

p:

Long Evans
1981
{percent)

p'—‘

Exact Test Results (p values)

7/39
(18) ke
0.0006

4/42
(10) *k
0.0000

200

7/40
(17)
0.5951

3/44
(7)
0.4736

Dose(ppm)
1000

3/40
(7
0.1451

4/39
(10)
0.6011

5000

16/39
(41)a
0.0229*

22/43
(51)b *k
0.0000

+ Number of Tumor Bearing Animals / Number of Animals at Risk, BExcluding
Those that Died Before Observation of the First Tumox.

a First adenoma at week 88
b Pirst adenoma at week 89

Note: Significance of trend dencted at Control.
sicnificance of pairwise canparisa;i with control dencted at Dose level.
and P<.05

** .01
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