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Surmmmary

The qualitative risk assessment of acetochlor was based
upcr: both the 2-year dieta~y study of CD-1 mice and of CD rats.
The mice were fed 0, 10, 100 ard 1000 ppm. ard the rats 0, 18,
175 ard 1750 ppm. of the compourd for 78 and 104 weeks respectively.
Ir both studies, 50 animals per sex were assigned to each dose group.

An additional 10 mice was selected for sacrifice in each sex/dose
group at the erd of a year. In the rat study, an additional 20
animals in each sex for doses of 0 ard 1750 ppm were sacrificed at the
erd of a year. Also an additional 10 rats in each sex for dcses of
18 ard 175 ppm. of acetochlox were sacrificed at the erd of a yea~.
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The s-atistical evaluation of mov+tality irn the mouse s*udy indicated
+hat *heve was a significant increasirg *verd in males ard ro difevererces
in females witn incremertal doses of ace*tochlov.

Ir male mice *heve was a significant positive tverd irn pulmoravy aderomas
and ir *ne combired pulmoravy aderomas and/ov carciromas. The nales also
had a significant diffeverce ir the pair-wise compavisors of controls ard
+he hignest Jdose gToup ir pulmorav~y aderomas, conbined pulmora~y aderomas
and/or cavciromas ard in combired hepatocytic adencmas ard/o~ carciromas.

The female mice had a significart increasing trerd in combined pulmoravy
aderomas and/or carciromas. The females also had a sigrnificant difference
in the pair-wise comparison of controls and the highest dose in pulmoravy
aderomas .

The statistical evaluatior of mortality ir the rats irdicated that

there was no eviaence of increase ip either sex, with ircremenrt-al doses
of acetochlor. .

Both male and female vats had sigrificant increasing trerds in rasal
epithelium aderomas, conbined epithelium adenomas and/or carciromas,
thyroid follicular aderomas, ard in combired thyroid folliculax aderomas

and/oxr carciromas.

Both sexes of vats had a significant differerce in the pair-wise
comparison of cortrols ard the highest dose graup in nasal epithelium
aderomas ard in the combired pasal epithelium aderomas ard/or
carciromas. . The females also had a significant differenrce in the
comparisor. of controls ard the highest dose in thyroid follicula~

aderomas and irn the combined thyroid follicular aderomas ard/ov
carciromas.



Background

The 78 week feeding study in CD-1 mice was conducted by Life
Sclence Reseavch Lid. ard issued ir Jure,1989 for ICI Americas
Irc. (SC-5676, MRID rno.415651-19). '

The study design allocated in a vardom marner, groups of 50
male/female mice to dose levels of 0, 10, 100 ard 1000 ppm. of
acetochlor for the erntire lergth of the study. An additioral
10 mice of each sex weve sellected for a 52 week interim sacrifice
for each of the previously mertioned dose groups.

The 2-yea~ feedirg study in Sprague-Dawley CD rats was corducted
by Life Scierce Research Ltd. and issued ir March,1988 for ICIL
Central Toxicology Laboratory (sC~-5676, MRID no.415920-04) .

The study design allocated in a vardom manner, groups of 50
male/female rats to dose levels of 0, 18, 175 ard 1750 ppm.
of acetachlor for 104 weeks. In addition, an extra 10 animals
were treated at 18 and 175 dose levels for 52 weeks as well as
arother group of 20 male/female at the 0 and 1750 ppm. dose levels.

Survival Aralysis

Male mice had a statistically significant increasirg trerd in
mortality with dose increments of acetochlor (Table 1). Females
had no sigrnificant mortality differentials with incremental
of acetochlor (Table 2).

Male rats had a significant decreasing trerd in mortality with
dose increments of acetochlor (Table 3). Females had ro significanc
mortality differences with increasing doses of acetochlor (Table 4).

The statistical evaluation of mortality in both mice ard rats was
based upon the Thomas, Breslow and Gart computer pTogTam.



Tumor Analysis

Male mice had a significart increasirg tvend ir pulmoravy aderomas
ard ir the combired pulmorary aderomas and/ov cavciromas (p=.007 and
p=.018 vespectively). The males also had a significart (p=.010)
diffevence in the pair-wise comparison of cortrols ard the highest
dose group irn pulmorary aderomas as well as a significant (p=.049)
diffeverce ir the pulmorary combined aderomas ard/or carciromas
(Table 6). The males also had a significant (p=.031) difererce in
the pair-wise compavison of cortrols and the highest dose group ir
hepatocytic combined anderomas ard/or carciromas (Table 5).

ince there were statistically significant survival diffeverces
amorg the various doses, the above statistical aralysis of tumor
rates was based upon Peto's Prevalence tests for trernd and also
for tnhe pair-wise comparisons of each dose group with controls.

Female mice had a sigrificant (p=.034) diffevence in the pair-
wise comparison of controls ard the highest dose group ir pulmorary
aderomas (Table 7). This aralysis was based on Fisher's Exact test,

since female mice had ro significant differential mortality with
dose irncrements of acetochlor.

Male rats had a significantly (p=.000) increasing trend in rasal
epithelium aceromas and ir the combired nasal epithelium aderomas
ard/or carciromas. Males also had significant (p=.000) differences
in the pair-wise comparison of controls and the highest dose graup :
in both, the rasal epithelium adenomas ard the combinred rasal epithelium
aderomas and/or carcinomas (Table 8). In addition, the males had
significart increasirg trend in thyroid follicular adenomas ard in
the combired thyroid follicular aderomas and/or carcinomas (p=.042
ard p=.026 respectively - Table 9).
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Sirce *ne male rats has significant survival differerces with dose
tncrements of acetochlow, the above statistical analysis was based
on the pe*o Prevalerce Test for trend and the pair-wise compavisons
- of controls ard each of the giver doses.

Female vats had sigrificantly (p=-000) increasirg trends ir rasal
epithelium aderomas ard in the combired nasal epithelium aderomas
ard/or cavciromas. Females also had sigrificarnt (p=.000) differerces
ir the pair-wise comparison of controls ard the highest dose gToup
ir both, the rasal epithelium aderomas ard in the combired nasal
epithelium aderomas ard/or carciromas (Table 11). Females also had
a sigrificartly increasirg tverd in thyroid follicular aderomas ard
in the combined thyroid follicular aderomas ard/or carciromas (p=.008
ard p=.003 vespectively). In addition, the female vats also had
significant diffeverces in the paiv-wise compavisor of controls ard
the highest dose group in thyroid follicular aderomas ard ir the
combired thyroid follicular aderomas ard/or carciramas (p=.044 ard
p=.022 vespectively - Table 12).

Since female vats had ro sigrificant mortality charges with increasirg
doses of acetochlor, the above statistical analysis was based upor
the Cochrar-Armitage Tverd test ard Fisher's Exact test for the pair-wise
comparisons of each dose level and the controls.
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Table 1. Acetochlor=- CD-1 Mouse Study, Male Mortality Ratest
ard Cox or Gerevallzed K/W Test Results

Weeks

Dose (ppm) 1-26 27-52 532 53-79¢ Total

0 0/60 4/60 9/56 7/47 11/51(22)*
10 0/60 1/60  11P/59 9/48 10/49(20)
100 - 0/60 3/60  10/57 11/47 14/50(28)
1000 3/60 ' 3/57 9/54 11/45 17/51(33)

+ Number of animals that died during interval/Number of arimals alive
at the begirning of the interval.

( ) percent

2 Ipterim sacrifice at week 53.
b includes ore animal sacrificed at week 69.
C Final sacrifice at week 79.

Note: Time intervals were selected for display purposes only.
.Significance of trend deroted at Cont>ol.
Significance of pair-wise comparison with control deroted
at Dose level. " i .
1f © then p<.05 and if then p<.0Ol.
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Table 2. Acetochlor - CU-1 iouse Stuay, Female Mortality Rates*
ard Cox o= Gerevalized K/W Test Results

Weeks
Dose (ppm) 1-52 533 53-80P Total-
0 2/60 10/58 15/48 17/50(34)
10 4/60 9/56 7/47 11/51(22)
100 3/60 10/57 9/47 12/50(24)
1000 : 1/60 10/59 13/49 14/50(28)

+ Number of arimals that died durirg irnterval/Number of animals
alive at the beginning of the interval.

( ) percent

a Irterim sacvifice at week 53.
b Final sacrifice at week 80.

Note: Time intervals were selected for display purposes only.
Significance of trerd derocted at Control.
sigrificance of pair-wise comparisor with control deroted
at Dose level. e

I1f © then p<.05 ard if thenr p<.0Ol.
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Table 3. Acetocnlor = Sgrague-Dawley CD Rat Study, Male Movtality
Ratest and Cox o- Gerevalized K/w Test Resul:s

Weeks
Dose (ppm)  1-52 532 53-78  79-105P Total
0 1/70 20/69 12/49  27/37 40/50(80)F**
18 0/60 10/60 10/50  28/40 38/50(76)
175 1/60 10/59 v/49  31/40 41/50(82)
1750 0/70 20/70 9/50  19/41 28/50(56)""

+ number of arnimals that died during irnterval/Number of arimals
alive at *he begirning of the intexrval.

I negative charge

a Interim sacrifice at week 53.
b pinal sacrifice at week 105.

Note: Time intervals were selected for display purposes orly.
. Significance of trerd dercted at Control.
significance of pair-wise comparisor with control dercted
at Dose level.
1f * ther p<.05 and if ** then p<.Ol.
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Table 4. Ace*ochlor - Sprague-Dawley CD Rat Study, Female Mortali*y
RatesT and Cox or Genevalized K/W Test Resul®s

Weeks
Dose(ppm) 1-53 542 54-78  79-105¢  Total
0 3/70 18/67  9/49 20/40 32/52(62)
18 2/60 10/58  9/48 20/39 31/50(62)
175 3/60 10/57 6/47 26/41 35/50(70)
1750 4/70 190/66  4/47 25/43 33/51(65)

+ Number of animals that died durirg interval/Numbexr of animals
alive at the begirning of the interval.

a pterim sacrifice a*t week 54.
b ipcludes 2 animals sacvificed at week 25.
C Fipal sacrifice at week 106.

Note: Time intervals were selected for display purposes orly.
Significance of trend deroted at Cor:trol.
Sigrnificance of pair-wise comparisor with control deroted
. at Dose level. .
: I1f ¥ then p<.05 and if then p<.0l.
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Taple 5. Acetochlor - CD-1 Male Mice, Hepatocytic Tumo~
ratest and Peto's Prevalerce Test Resul*s (p values)

pose (ppm)
TumoTs 0 10 100 1000
aderiomas 2/56 5a/59 3/57 5/54
(%) (4) (8) (5) (9)
p= 0.120  0.126 0.343 0.087
Carcinomas 1/56 3b/59 2/57 3/54
(%) (2) (5) (4) (6)
p= 0.211  0.154 0.249 0.117
Both 3/56 8/59 5/57 8/54
(%) (5) (14) (9) (15)
p= 0.071  0.058 0.226 0.031*

+ Numbev of tumor bearing animals/Number of animals examinred,
excluding those that died before observation of the first
tumor .

a pivst adenoma observed at week 53, dose 10 ppm.
b pirst carciroma obsevved at week 79, dose 10 ppm.

Note: Significance of trend dencted at Control.
Significance of pair-wise comparison with
control deroted at Dose level.

If * then p<.05 and if ™" then p<.0l.

AN
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Taple 6. Acetochlor - CD-1 Male iice, Pulmorary Tumor Ratest
ard Peto's Prevalerce Test Results (p values)

Dose (ppm)
Tumo™s 0 10 100 1000
Aderomas 5/60 3/60 11/59 133/57
(2) (8) (5) (19) (23)
p= 0.007**  0.770(r)  0.080 0.010*
carcinomas 5/60 4/60 30/59 4/57
(%) (8) (7) (5) (7)
p= 0.479 0.640(n) 0.750(n)  0.570(r)
Both 10/60  7/60 14/59 17/57
(%) . (17) (12) (24) (30)
p= 0.018* 0.790(r) 0.188 0.049*

+ Number of tumor beavirg animals/Nunber of arimals examinred,
excluding those that died bebore observation of the first
tumor. .

(r) regative change form control

a First adenoma observed at week 53, dose 1000 ppm.
b pirst carcinoma cbserved at week 41, dose 100 ppm.

Note: Significance of trend denoted at Contxol.
* significance of pair-wise camparison wi
control*denoted at Dose level;*
If * then p<.05 and if then p<.0Ol.
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Taple 7. Acetochlor - CD-1 Female Mice, Pulmonaty Tuwo® Ratest
ard Cochrar-Avmitage Tverd Test ard Fisher's Exact’
Tes* Resul*s (p values)

Dose (ppm)
Tumo~s ¢} 10 100 1000
Aderomas 1/58 43/59 6/58 7/60
(%) (2) (7) (10) (12)
p= © 0.067 - 0.187  0.057 0.034"
Carciromas 4/58 0/59 20/53 4/60
(3) (7) © (3 (7)
p= 0.146  0.057(n) 0.340(r) 0.622
Both 5/58 ©  4/59 8/58 11/60
(%) (9) (7) (14) (18)
p= 0.020* 0.489(r) 0.279 0.101

+ Number of tumor bearirg animals/Number of animals, A
examined, excluding those that died before observation
of the first tumor.

(r) negative changé from control.

a pirst adenoma observed at week 46, dose 10 ppm.
b pirst carcinoma obsexved at week 70, dose 100 ppm.

Note: Significance of trend denoted at Contxol.
Significance of pair-wise comparison with
control denoted at Dose level.

——

1f * then p<.05 and if © then p<.Ol.

\
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Taple 8. Acerochlor - Sprague-Dawley CD Male Rats, Nasal
Epithelium Tumor Rates® ard peto's Prevalence
Test Results (p values)

Dose (EE“‘)
. Tanors 0 18 175 1750
Aderomas 0/69 0/59 0/59 352/70
(3) (0) (0) (0) (50)
p= 0.000%* 1.000  1.000 0.000**
Carciromas 0/69 0/59 0/59 20/70
(%) (0) (0) (0) (3)
p= 0.073tt 1.000 ° 1.000 0.166
Both 0/69 0/59 0/59 37/70
(%) (0) (0) (0) (53)
p= 0.000** 1.000 1.000 0.000**

+ Nunber of tumor bearing animals/Number of animals,
examined, excluding those that died before observation
of the first tumor.

++ Exact trerd test result.

a Pirst adenoma observed at week 53, dose 1750 ppm.
b pirst carcinoma observed at week 105, dose 1750 ppm.

Note: Significance of trend dencted at Control.
Significance of pair-wise comparison with
cont:ol*demted at Dose leve}r;

If ¥ then p<.05 and if then p<.0Ol.

AN
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Table 9. Acetochlor - Sprayue-Dawley (D tale rats, Thy-oid
Follicula~ Tumor Rates™ and PetO's Prevalence
Test Results (p values)

Dose (Egm)
Tumors 0 18 175 1750
Aderomas 22/49 1/50 2/48 5/49
(2) (4) (2) (4) (10)
= 0.042*  0.720(r) 0.680  0.164
Carcinomas 1P/49 3/50 0/48 3/49
(%) (2) (6) (0) (6)
= 0.178 0.191 0.880(r:) 0.149
Both 3/49 4/50 2/48 8/49
(%) (6) (8) (4) (16)
p= 0.026° 0.427 0.660(r1) 0.060

+ Numbe> of tumor bearirg animals/ Number of animals examired,
excluding those that died before observation of the first
tumox.

(n) regative charge from control.

a pirst aderoma observed at week 71, dose 0.
D First carcinoma observed at week 83, dose 0.

Note: Significance of trend denoted at Control.
Significance of pair-wise compavrison with
cont:ol*denoted at Dose level;*

If * then p<.05 and if then p<.0Ol.

N\
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Table 10. Acetochlor = Sprague-Dawley CD Male Kats, Maligrant
Tumo~ Ratest and Exact Tvend Test ard Fisher's Exact
Test Results (p values)

Dose (EE‘“)
. Tumoxs 0 18 175 " 1750
Femu~rs
Chondroma 0/49 0/48 0/48 12/49
(%) (0} (0) (0) (2)
p= 0.253 1.000 1.000 0.500
Stomach;
Basal Cell 0/48 0/50 0/49 'ib/49
(%) (0) (0) (0) (2)
P= 0.250 1.000 1.000 0.502

o

+ Number of tumor bearirg animals/Number of animals examired,
excluding those that died before 55 weeks.

a Cnordroma of Femur observed at week 76, dose 1750 ppm.
b pasal Cell tumor of Stomach cbserved at week 76, dose 1750 ppm.

Note: Significance of trerd denoted at Control.
Significance of pair-wise comparison wi th
control denoted at Dose level.

* —

If * then p<.05 and if ** then p<.Ol.
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Table 11. Ace*ochlor - Sprague-Dawley (D Female Rats, Nasal

Epi*helium Tumo= Ratest and Cochrar-A-mitage Trerd
Test ard Fishev's Exact Test Resul*s (p values)

Dose (EE- m)
TUuoTs 0 18 175 1750
Aderomas 0/69 0/57 0/58 363/63
(%) (0) (0) (0) (57)
p= 0.000%* 1.000  1.000 0.000**
Carcinamas 0/69 0/57 0/58 1P/63
(%) (0) (0) (0) (2)
p= 0.255tF  1.000 1.000 0.477
Both 0/69 0/57 0/58 37/63
(%) (0) (0) 0) (59)
= 0.000**  1.000 1.000 0.000**

+ Nuinber of tumor bearing arimals/Number of animals examired,
excluding those that died pefore observation of the first
tumor.

++ pFyact Trend Test result.

a Adenoma observed at week 52, dose 1750 ppm.
b carcinoma observed at week 90, dose 1750 ppm.

Note: Significance of trend dencted at Control.
Significance of pair-wise comparison with
control dencted at Dose level.

i If * then p<.05 and. if ** then p,.0l.

AN
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Table 12. Acetochlor - Sprague-Dawley CD Female Rats, Thyroid
Follicular Tumor Rates™ and Cochran-Armitage Trerd
Test ard Fisher's Exact Test Resul®s (p values)

Dose (@m)
Tumors 0 18 175 1750
Aderomas 1/69 1/58 32/59 6/63
(%) (1) (2) (5) (10)
p= 0.008**  0.707  0.253 0.044*
Carciromas 0/69 0/58 0/59 1P/63
(%) (0) (0) (0) (2)
p= 0.253+ 1.000 1.000 0.477
Both 1/69 1/58 3/59 7/63
() (1) (2) (5) (11)
p= 0.003**  0.707 0.253 0.022%

+ Number of tumor bearing animals/Number
excludirg those that died before observation of the first

tumox.

++ Exact Trend Test result.

of animals examined,

a First adercma observed at week 53, dose 175 ppm.
b Ccarcinoma observed at week 105, dose 1750 ppm.

Note: Sigrificance of trend dencted at Control.
Significance of pair-wise compa~rison with
control dencted at Dose level.

If * then p<.05 and if

*

* then p<.0l.
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Table 13. Acetochlor - Sprague-Dawley CD Female Rats, Maligran®
Tamor Ratest and Exact Tvernd Test ard Fisher's Exact
Test Results (p values)

Dose (EE‘“)
Tumo~s 0 18 175 1750
Femur;
Chordroma 0/49 0/48 0/47 12/47
(%) (0) (0) (0) (2)
p= 0.246  1.000  1.000 0.490
Stomach; -
Basal Cell 0/49 0/48 0/47 1°/45
(%) (0) (0) (0) (2)
p= 0.238  1.000  1.000 0.479

+ Number of tumor bearing animals/Number of arimals examired,
excluding those that died before 55 weeks.

a Chordroma of Femur observed at week 106, dose 1750 ppm.'
b Basal Cell tumor of Stomach observed at week 105, dose 1750 ppm.
Note: Sigrificance of trend dercted at Control.

Significance of pair-wise comparison with

c_ont:ol*denoted at Dose level;*
If * then p<.05 and if then p<.0l.

A\N
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