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Summary:

The peer review committee classified Amdro as a [B2]
carcinogen, hence a quantitative analysis was performed on a 78
week chréh c oral toxicity/oncogenicity study in female CD-1 mice
at dieZiiE*conccntrations of 0, 25, 50, 100, and 200 ppm. There
was a significant increase in mortality with increasing dose
(trend), and both the 100 and 200 ppm dose groups had
signifi%antly higher mortality than the controls. Using female
mouse lung tumors and the Weibull time-to-tumor model, the

surface area corrected estimate of Q;* is 1.1 x 1070 (mg/kg/day)~
1l



Background:

Amdro was fed to 50 CD-1 mice/sex/dose level. The diet
concentrations were 0, 25, 50, 100, and 200 ppm for 78 weeks.

The study was conducted at International Research and Development
Corporation and completed in 1982.

A peer review memo of Amdro dated April 22, 1987 classified
Amdro as a category B2 carcinogen. A quantitative risk
assessment was carried out in 1982 (Memo dated 10/18/82). The
estimated Ql* was 7.6 % 10-2 (mg/kg/day)"1 based on female mouse
lung tumors. The surface area corrected human estimated Q;* was
7.5 x 10"t (mg/kg/day) ~*.

In this memo a quantitative risk assessment is conducted on
female mouse lung tumor data as provided by the reviewer. Female
mouse lung tumors were selected by the reviewer as the
apporpriate data set to conduct the quantitative risk assessment

(Table 1).

Survival Analysis:

The Thomas, Breslow, Gart procedure (1977) was used to
analyze the time-to-death on study data (Table 2). There was a
significant increasing trend with increasing dose of Amdro
(p<.001). Both the 200 ppm dose and the 100 ppm dose had
significantly more mortality than the controls (p<.00l1 and
p=.001, respectively) by both the Cox's test and the generalized
K/W test.



Table 1. AMDRO - Female Mouse Lung Tumor Rates™ and
Cochran-Armitage Test and Fisher's Exact Test

Results
Dose | | | l |
(ppm) | 9] ] 25 | 50 L 100 | 200
I | | | |
Adenoma| 6/48 | 11/47 | 12/45 | 9/37 4/26
{ (12) ; (23) | (27) | (24) l (15)
Carcin~| 2/46 | 4/40 l 6/41 4/33 |
oma { ( 4) ] (10) | (15) ; (12) :
Pooled | 8/48* 15/47 l 18/45* 13/47*|
I (17)7 | (32) | (40)™ | (35)7]

a/ First adenoma observed at 40 weeks in 50 ppm dose group.
b/ First carcinoma observed at 65 weeks in 0 ppm dose group.

+ Tumor Bearing Animals/ Animals at Risk.
Note - Significance of Trend Analysis denoted at Control.
Significance of pairwise comparison with control
denoted at Dose level. (* p < ,05, #** P < .01)

Table 2. AMDRO - Male Mice Mortality Rates® and Cox or
Generalized K/W Test Results

Dose | WEEKS |
(ppm) { 0-26 { 27-52 : 53-65 {66-78a = TOTALS i
0 ; 0/50 ; 3/50 } 2/47 : 7/45 { 12/50 (24)**|

25 } 2/50 } 4/48 = 4/44 } 2/40 : 12/50 (24) }

50 { 2/50 ; 6/48 { 1/42 : 8/41 { 17/50 (34) ‘
100 } 4/50 }11/46 { 3/35 : 10/32 : 28/50 (55)**:
2oob{11/5o }23/39 { 1/16 { f 35/50 (70)**§

a/ Final sacrifice was at 79 weeks.
b/ All’animals sacrificed at 55 weeks.

+ Number of Animals Died/Number of Live Animals at the
beginning of the interval.
() Percent.



Note - The above survival tables are broken into aggregate time
intervals for display purposes only.
Significance of Trend Analysis denoted at Control.
Significance of pairwise comparisons with control denoted
at Dose level. (* = p < .05, and ** = p < ,01)

Quantitative Analysis:

Since there were survival problems and the pooled lung
tumors had a significant trend, the Weibull time-to-tumor multi-
stage model with a time factor to adjust for early mortality was
used, The model was run for all 5 doses, 4 doses eliminating the
200 ppm dose, and 3 doses eliminating the two high doses to allow
for comparison of different data sets (Table 4). To allow for
comparisons of different models, the Crump multi-stage model was
also run (table 5). _

As can be seen from tables 4 and 5 there is little
difference between the lower bound estimates for the two models.
The previous estimate using the Crump model was Ql* = 7.5 x 1072
(mg/kg/day) =1 which is slightly different from the current
estimate of Ql* = 6,7 X 10'2-(mg/kg/day)'1. This difference may
be due to slight differences in the data used or an older version
of the program.

Since there were survival problems the Weibull model was
selected. The 3 dose data set was also chosen since the peer
review committee decided that the maximum tolerated dose (MTD)
was exceeded for both the 100 and 200 ppm doses. The best
estimate of Q1* is 8.4 x 10”2 (mg/kg/day)~l based on '
extrapolation from mouse lung tumors. If we apply the surface
area correction to account for species differences then the
estimate of Q;* is 1.1 x 100 (mg/kg/day)~l assuming a 25 gram

mouse and a 60 kilogram human. '
$



Table 4. Weibull Multistage estimates from Mouse Lung Tumors

Number . DOSE (mg/kg/day)
Doses Q1 MLE Lower Bound
5 4.9%x1073 3.7x10~5 2.0%x107°
4 5.0x10™2 3.6x107° 2.0%x10"°
3 8.4x10™2 2.0x10°> 1.2x107°

Table 5. Crump Multistage estimates from Mouse Lung Tumors

Number DOSE (mg/kg/day)
Doses Fit Ql* MLE Lower Bound
-3
5 . 007 2.0x10 600 5.0x10-4
-2 -4 -2
4 .101 2.4x10 1.1x10 4.2x10
3 .606 6.7%x10™2 2.6x107° 1.5x10°

Bibliography:
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DATE: 11/06/87

ANTICIPATED RESIDUE INFORMATION FOR CASMELL NUMBER 642AB

STATUS

oRD verified 5/20/87.

DATA GAPS/COMMENTS

No data gaps. 26 week dog | TOX complete 2/21/86.

study was sccepted for

However UF of 1000 used
since dog is most sens.

longer study reqd.

spec.,

RENCE

REF

PAD

oPP

boses
1000
o= 0.000300

f0= 0.000300 chronic data requirement.

WNO RfD 0.000000

Type:
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relative liver weights,
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increased relative brain EPA
oncogenicity in the rat,

waights.

the mouse.

negative in

STUDY TYPE
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LE

dog
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CHEMICAL

Amdro (Pyrimidinone)

Caswell #642A8

CAS No. 67485-29-4

A.l. CODE: 118401

CFR No. 180.0

A

RES. VALUE USED
X CROP TREATED 1IN TAS RUN (ppm)

AR TYPE

(pPm)  RESIDUE (ppm)

TOLERANCE ANTICIPATED

PET.#

FOOD FORM

FOOD CODE
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