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i!i :;;I-cinogenicity study in C5'7BL16J rnicc was conducted by Bayer Cropscience. 
sop hi;.^ i'.iiiipc)lis Cedex, France. for the Bayer AG: Bayer Cropscience, Illonheim. 
G I  i!id completed February 17. 1006 (Study Uo. SA 03172. MKlD To. 
4t~Y0190'~i 

1 1 c  btu~iy design allocated groups o f  60 mice per sex to dose levels of  0, 100, 
1000 ant1 -Il'!i)O p p n ~  of Pyrasulfotole tor. 78 weeks. The high dose for tht: ferna!es was 
6000 ppri: tt.11. the first 10 wet:ks of the study. but was reduced to 4000 ppm 60111 week I I 
onward i l~ lc  lo excessive mortality. Doses wers equivalent to 0.  13.6. 137: and 560 
rng/kg'~I.i:~~ t i  3r r ~ ~ a l e s  and 0, 16.7, 1t iX.  and ? I  3 rngkglday for females. Ten mice per sex 
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pt:r W<::I.C :icsignated for interim sacrifice a? week 53. These animals did nul: receive 
l~ist~~p;~~.h~~!~~g~l'al examinatioi~s artd. thcrcfore, liavc not been i~xcluded in the arialyses in 
t11is CC;J( ,V 

i3<i!l1 I-nale and female mice showetl statistically signiticant increasing: trends for 
a 1  ',A, it11 increasing doses of Pyrasu1f~)tole. as well as a signiticant pair-wise 
comparii,:,~ (I i' the 4000 pplrn dose group with the controls, all at p .: 0.01 ('fal:~le 1 for 
naies: ! '3). 11.. LI li)r females). 

I mice had statistically significant trends, and significant pair-wise 
ct~tnpari:;oni , ~ f  the 4000 ppln dose grctup wit11 the controls, for urinar; bl;rdder 
ti-ansitioila cell carcinomas. and papil1oma.j and carcinomas combined, all at p c 0.01. 
'1'ht.n: \3::~s zi :slatistically significant trend for urinary bladder transitional cell pal:,illomas 
i t  7 : . I .  In addition, although there was only one urethral transitional cell carcinoma 
at !he lhisl) dose. there was a statisticaily significant trend at p 0.05 due to i:ncreased 
nlortali -. .II rhc high dose. Iri conversatir~ns with Dr. John Pletcher, EP.4's ci~nsulting 
p~~tholo~:r~i .  :Iis urethral transitional cell carcinoma should be considered tile same tumor 
tyic JS ilx: ir;u~sitional cell carcinomas in the ~lrinary bladder. The statistical analyses of 
t t ~ e  tuni!!~-'; 1 1  male mice were based upon Peto's Prevalence l e s t  sin';e there were 
s;;uisric;~ii; ,:gnilicant survival disparities ;irnoni: the dose groups (Tables 2 an11 3). 

!,.:i-~;.:!c mice had statistical1:y signiticant trends for urinary bladder tr;uxsitional 
ci:li papi'~l~~r.t~;r!s. carcinomas, and papilloma:; and carcinomas combined, all at p .< 0.01. 
Ti1n.e v;.:i-..: :tisnificant pair-wise comparisons of rhe 4000 ppm dose group 1.c8ith the 
ci)i?trols i?; i.irinary bladder transitional cell papillomas and carcinomas, both at p = 0.05. 
and ti)r t.: i.11i3r.y bladder transitional cscll papillomas and carcinomas conlbined at p < 0.0 1 .  
The staii,:t~t..;.~l ..inalyses of ths tumors in feinalc inice were based upon Peto's 1'1.t:~alence 
Test sini.: i i ~ i r r  were statistically signiticanl: survival disparities among the dose groups 
('l',~blc 2 : 
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' 1  1 Pvrasulfotole - C57BL;'hJ blouse Study (MRID 46801 909) 
.. I 
, , 

klale blortality Rates- and C t ~ x  01- (;cncmlized K'W Test Results 

-- 'A ceks 

Dose ; i;>P": i 27-52 

( 2/60 1 ,'58 

1 ( ( 1 ( 5 3 ) * * /  -- 
' 2 i ~ ~ ~ ~ ~ b i : r  : 1 :~riimals that died during inten.al/'Kun~bcr of animals alive at the ht:!:inning of 

'Intsrin! ',;~..:;.if.cr at week 53. 
f7-. . 
I- 1na1 .;;!.-1-i tii:ci at weeks 70-5 I 

. . 
"I h e  ac~:,:.::-ta~l death ai weck 30, dose 1000 ppm 

N c81 c: 'Time interval:; were selectetl for display purposes only. 
!Significance of trend tienoted al control. 
ISijpificancc of pair-wise cotnpaiison with control denoted at dose I-vel 

.* 
I:f , then p .- 0.05. If . Ihen 1) -- 0.01 
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' I  .il.~lo 2. Pvrasul fotoie - C.57BLh.i blouse Study (MRID 36801 009) 

Male Li~inary ~ i a d d e r  7 ra.nsitional Cell Tumor ~ a t e s '  - 
and Peto's I'revalence Test Results 

... Do:;c (ppm) 

. 
1000 

l ~ a p i l i ~ ~ r ~ i ~ s  Oi43 
( '1 (; j 

1.1 : -- . 
!Carcii~or~~i~s 0147 Oi 44 

( 0  ,, 

r! =~ o.ooo~ 1 ** 
(~'(nt~k.ii;e:l 0147 0143 1 1.34 

('',<I 

p -~ 0.00000"" 

~ N u m b r r  , ! I '  tumor bearing aniinals.'Numlicr of aniinals examined. exclutling ihose that 
dicd be~il:..: oh:;er\-ation o f  the Erst tlmior. 

J : : - .  , , . s t  p;~;:>ii urn:~)bserved at week '7 i ,  dc~se 4Oi)O ppn.1. 

h~;i;st ca~c , i i t , i~~a  obsewud at week 60. dose 41000 pprn. 

Kate: Signiticilnce of trend denoted ;it e. 
!;ignificance of  pair-wisc cornparison wit11 control denoted at &s level. 
if". then p ': 0.05. I t 'd* .  then p -: 0.01 

4 
4 
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I 3.  Pyrasulfotole -- CS 7R Lih.1 Mouse Study (MRID 4680 1909) 

R/lale ~n: th&l  TI-ansitional Cell l'umor ~ a t e s '  
2nd Pete'., I'n:v:llen~:e Test Results 

- -- .- Dosc (ppm) 

- .. 1000 

( I a r c ~ ~ i o ~ ~ l , ~ ~ ? :  

0.01400* - (11. 01?036 

- '~~~mi.);:~- ~!sf tumor bearin. anirn:ilsi\rumber oi'ani~nals examined. exclu,dins: those that - . 
cli(:d bc,i';,~;. i~b~se~~ration of the first tumor. 

.'i ITS!: ,:iil-cjiit)n~a observed at the iinal i:icr!fi+:~ at wcck 79. tiose 1000 ppn?. 

68,:le: !Significance of trend tlenoted at contn,l. 
Significance of pair-wise comparison wit11 control denoted at &x;_t. ic\el 
If ', then p .: 0.05. if '*, then p .., 0.01 
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. ~ t ~ l e  4. Pyrasulfotole -- C'i'7B1_.6J hfiouse Study (MRID 46801900) 
i 

i:mA Moi-talit:~ Rates' aixl (IOY or Generalized K,'W Test Results 

I 
L -  . 

~ . ,  . 1 \iiii-~bt: - .; t':ir~imals that died during inter~al/\:urnbcr of animals a1ic.e at the bt:g:ii~ning of 

'I i i~crin .;x:i.!Lice at week 5:;. 
t Finai cli:i:!' ,:e at weeks 79-8 1 

note: l i rne intervals were se1ec:ed fix display purposes only. 
Sibmificance of trend de~iotetl ;it a. 
Significance ofl~air-wisc colnl~arison with control denoted ar at. I evel. 
If , then p 0.05. I f  ", then p 0.OI 
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: 1 c .  Pyrasulfotole - Ci'7BILf61 hJo~.~?e :itudy ( M R D  46801900) 
., ' I )  

Felnale I.)nnary Bladder 'Iransitioncll Cell Tumor Rates' 
;and Peto's I'rcvt~lence Test Results 

- .. 0.00000** -- 
i N u m b ~  - ; I  tiiinvr bearing animlils Tuu~nher of animals examined. exclucling 11-lose that 

Dose: (ppm) 

- 
tl~~eci bcii 'ri ih;;e~-vation of the first tunicit 

F-EEFj-{q Pnpiiii;i-,i.:,.: :): 

a,.! .. ,,. ., . ' , 
! ;  , I  .I$ i ) ins o h s e ~ ~ e d  at thc tinal s:lcritice at wcck '79, dose 4000 ppm. 

hl:ir:.:r c:!l.i.::!.i,:rla observed :it thc final sacri!ice :~t week 79, dose 4000 ppm 

-1;q 

Notc: Si~mificance of trend tlentrte~l ;at control. 
Significance of pair-wse comparison with control denoted at 1i:vel. 

.* t 
lf -. then p <: 0.05. 11' , then p .: 0.01 . 

- 7 
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