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BACKGROUND

A carcinogenicity study in CS7BL/6J mice was conducted by Bayer CropScience,
Sophia Antipolis Cedex, France, for the Baver AG, Bayer CropScience, Monheim,
Germany. and completed February 17, 2006 (Study No. SA 03172, MRID No.
4680190¢

The study design allocated groups of 60 mice per sex to dose levels ot (), 100,
1000 and 4000 ppm of Pyrasulfotole tor 78 weeks. The high dose for the females was
6000 ppi tor the first 10 weeks of the study. but was reduced to 4000 ppm from week 11
onward Jduc 1o excessive mortality. Doses were equvalent to 0. 13.6, 137, and 560
mue/kegida tor males and 0, 16.7, 168, and 713 mg/kg/day for females. Ten mice per sex
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per were designated for interim sacrifice ar week 53, These animals did not receive
histopenthetogical examinations add. therefore, have not been included (n the analyses in
this report. '

ANAL YSES
Survivaj analyses

Both male and female mice showed statistically significant increasing trends for
mortality with increasing doses of Pyrasulfotole, as well as a significani pair-wise
comparisien 0! the 4000 ppm dose group with the controls, all at p < 0.01 (Table 1 for
males: Takl: 4 for females).

Tumor Analyses

Mule mice had statistically signiticant trends, and significant pair-wise
comparisons of the 4000 ppm dose group with the controls, for urinary bladder
transttiona: cell carcinomas, and papillomas and carcinomas combined, all at p < 0.01.
There was a sratistically significant trend for urinarv bladder transitional cell papillomas
at <2005 I addition, although there was only one urethral transitional cell carcinoma
at the hiuh dose, there was a statistically sigmiicant trend at p < 0.05 due to increased
muortalicy ar the high dose. In conversations with Dr. John Pletcher, EPA’s consulting
pathologist, dhis urethral transitional cell carcinoma should be considered the same tumor
tvpe as the ransitional cell carcinomas in the urinary bladder. The statistical analyses of
the tamers .1 male mice were based upon Peto’s Prevalence Test since there were
staristically significant survival disparities among the dose groups (Tables 2 and 3).

Femare mice had statistically significant trends for urinary bladder transitional
celr papiilomas, carcinomas, and papitlomas and carcinomas combined, all at p < 0.01.
There were signtficant pair-wise comparisons of the 4000 ppm dose group with the
controls vt urinary bladder transitional cell papillomas and carcinomas, both at p < 0.05,
and for urmary bladder transitional cell papillomas and carcinomas cornbined at p < 0.01.
The statistical analyses of the tumors in female mice were based upon Peto’s Prevalence
Test sincye there were statistically signiticant survival disparities among the dose groups
(Table &
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Table 1. Pyrasulfotole — C57BL/6J Mouse Study (MRID 46301909)

Male Mortality Rates and Cox or Generalized K/W Test Results

Weeks
Dose {ppim 1-26 27-52 33! 53-81" Total
(: 2/60 1/58 9/57 548 8/51
(16)%*
s 1/60 3759 9/56 5/47 /51
(18)
OO 2/59° 3757 1754 2id44 7/49
(14)
4000 4/60 10/56 9,46 13/37 27/51

‘Number ¢f animals that died during interval/Number of animals alive at the beginning of
the interval,

Tntering saze Cee at week 53,
Final sacrilice at weeks 79-81.

*One accidental death at week 20, dose 1000 ppm.

{ WPercunt,

Naote: Time intervals were selected for display purposes only.

Significance of trend denoted at control.

Significance Crt'pair-\w’j*se comparison with control denoted at dose¢ level.
if, then p < 0.05. It , thenp~ 0.01
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Table 2. Pyrasulfotole - CS7BL/6J Mouse Study (MRID 46801909)

Male Urinary Bladder Transitional Cell Tumor Rates'
and Peto’s Prevalence Test Results

Dose {ppm}

0 100 1000 4600
Papiliornas 0/46 044 0/43 333
(") o) {0) )] (9)
e 0.02155% - - 0.06781
Carcinomas 0/47 (s 4ht 0/43 &b134
(7t (0) (0 (" {24)
= 0.00000+* - - 0.000] 1 **
Combined /47 didd 0/43 1134
("o {h {0} ()] (32)
P 0.00000%* - - 0.00002%*

+Number of tumor bearing animals/Number of antimals examined, excluding those that
died betore vhservation of the first tumor.

“First papil.oma observed at week 71, dose 4000 ppm.
PRicst carcinoma observed at week 69, dose 4000 ppm.

Note: Signiticance of trend denoted at control.
Significance of pair-wise comparison with control denoted at dose level.
If . then p <0.05. If . thenp< 0.0
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Male Urethral Transitional Cell Tumor Rates'

and Peto’s Prevalence Test Results

Table 3. Pyrasulfotole — C57RBL/6J Mouse Study {MRID 46801909

Dose {(ppm)
U 100 1000 4000
Carcinoraase (743 :42 ;42 1924
v () (0 (0) (4
P 0.01400% - - (.09036

~Numbar of tumor beartng antmals/Number of animals examined, excluding those that
died belor: observation of the first tumor,

£5No adencmas observed.

“First carcinoma observed at the final sacrifice at weck 79, dose 4000 ppm.

Naote: Significance ot trend denoted at control.
Significance of pair-wise comparison with control denoted at dose level.
If 7, then p < 0.05. If 7, then p < 0.01. :
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+able 4. Pyrasulfotele — C37BL/6J Mouse Study (MRID 46801909}

Female Mortality Rates™ and Cox or Generalized K/W Test Results

Weeks

Dose (ppiryj | 1-26 27-52 53 53-811 Total
I | 3060 357 10/54 0/44 15,50
(30)**

106 0/60 460 9,56 5/47 9751

(18)

oon | 2/60 4/58 954 3/45 9/51

; (18}

40005 14/60) 7/46 7/39 12/32 33/53
(G2)%k*

“Number of animals that died during interval/Number of animals alive at the beginning of
the intervi.

Toterim ~ucrifice at week 53,
T' —_ - " . -
Finai sacr:foe at weeks 79-81.

( WPercer:.

Note: Time intervals were selected for display purposes only.
significance of trend denoted at control.
Significance ol pair-wise comparison with control denoted at dose level.
If ", then p < 0.05. 1f ", then p < 0.01.
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Table 3. Pyrasulfotole — CHYTBL/G] Mouse Study (MRID 46801909

Female Urinary Bladder Transitional Cell Tumor Rates’
and Peto’s Prevalence Tost Results

Dose {(ppm)

U 10G 1000 4000
Papillormis /33 0:40 0/42 2419
ey { {0) (0) (11}

P 0.000427 - - 0.02632%
Carcinuigs /33 (3/40) (/42 28719
(4 (0} {(} (0} (11

I 0.00042%* - - 0.02632*
Combine.. 0/32 0/40 0/42 4/19
o (0) (0 (0} 2N

- 0.00000* - - (1L.O0Z60**

+Numbgr ol tumor bearing animals/Number of animals examined, exchuding those that
died befors shservation of the first tumor.

lrst papii.oma observed at the final sacritice at week 79, dose 4006 ppm.
Pt carciioma observed at the final sacrifice at week 79, dose 4000 ppm.

Note:

Significance of trend denoted at control.
Significance of pair-wise comparison with control denoted ar dose level.
If . then p <0.05. It ", then p < 0.01.
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